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Appendix F
Evidence tables

1 Appendix F:Evidence tables

F.12 Radical treatment

3 What are the specific information and support needs before and after treatment for adults with oesophago-gastric cancer who are
4 suitable for radical treatment and their carers?

Naslund, E., Stockeld, D.,
Mattiasson, A., Family
members' experiences,
information needs and
information seeking in
relation to living with a
patient with oesophageal
cancer, European Journal of
Cancer Care, 14, 426-434,
2005

Ref Id
476910

Country/ies where the
study was carried out

Sweden

Study type

Characteristics

The sample consisted of close
family members: one brother,
two husbands and six wives.
Five family members had full-
time or part-time employment
and four family members were
retired.

Inclusion criteria

members of study participants

Data Collection

The first author conducted
the interviews at a time and
place chosen by the
participants. That is, six
interviews were carried out at
the participant’s home, two at
the first researcher’s office
and one at a hospital. An
interview guide was
developed to identify the
areas to be covered.
However, all interviews
started by an open-ended
question: ‘Will you tell us a
little about your experiences

Category: Intrusions on
Family

Theme: Children

Family members in this
study emphasized the
importance of including the
whole family in the care
given, even the children,
whatever their level of
knowledge or ability to
understand are, because the
children were aware that a
tremendous change had
occurred in the family.
(author's comment)

| don’t think anyone has ever
asked how old our children

Study details Participants Methods Findings and Results Comments
Full citation Sample size Sample selection Themes and Categories Limitations
Andreassen, S., Randers, |., |[N=9 Convenience sampling- family [Results CASP Quality

Assessment Tool
Aims

Woas there a clear
statement of the
aims of the
research? Yes

Is a qualitative
methodology
appropriate? Yes

Was the research
design appropriate
to address the aims
of the research?
Yes

Sample selection

6
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Study details

Participants

Methods

Findings and Results

Comments

Qualitative study- semi-
structured interviews

Aim of the study

To describe family members’
experiences, information
needs and information
seeking in relation to living
with a patient suffering from
oesophageal cancer.

Study dates

December 2003 and January
2004

Source of funding

This work was supported by
grants from Sophiahemmet
University College, and The
Sophiahemmet Foundation
for Clinical Research,
Stockholm, Sweden.

The selection criteria for the
participants in this study were
that they should be a close
family member or significant
other to the patient and
interested in participating in the
present study. So, from an
ongoing study in which 13
patients are included, nine
family members were identified.

Exclusion criteria

Not reported

of your family member’s
illness?’ This question
permitted the participants to
talk freely about their
experiences of information
needs, and their information
seeking. The interviews lasted
about 1 hour (one of them
about 20 min). All interviews
were audiotaped with the
participant’s consent and
transcribed verbatim.

Data Analysis

Content analysis was used in
analysis of the data. When
analysing the part of the
interviews involving the iliness
experiences, an inductive
approach (Berg 2004) was
used, while a deductive
approach (Berg 2004) was
used when analysing the data
covering the participants’
information needs and
information seeking. The
inductive approach went as
following; the interviews were
read through to gain an
overall picture. They were

are, if they visit school or
anything like that. They don’t
seem to care that there is a
family around the patient and
that we in fact have a
sixteen-year-old son, who
has grown up with this.
(family member comment)

It was evident that the
children became anxious
and stressed which affected
their school life. Moreover,
they had to struggle much on
their own. (author's
comment)

Our son had his 18th
birthday this year. Although
he himself says that his
mother’s illness doesn’t
affect him at all, we have
noted that his grades
dropped disastrously during
his first term. (family member
comment)

The family members called
attention to the importance
of preparing the children for
a changed family situation.
Crucial for the family
members was that their

Was the recruitment
strategy appropriate
to the aims of the
research? Yes-
purposive sampling
of family member
already participating
in other study

Has the relationship
between researcher
and participants
been adequately
considered? No

Data collection

Was the data
collected in a way
that addressed the
research issue?
Probably Yes; data
saturation not
discussed by author

Have ethical issues
been taken into
consideration? Yes
(private and
confidentiality)

Data Analysis

7
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Study details

Participants

Methods

Findings and Results

Comments

then reread several times with
the aim of the study in mind.
Text units, i.e. a word, a
sentence or a whole
paragraph, that answered the
questions at issue were
marked and condensed into a
description of their manifest
content. From these
descriptions, different themes
were formed and organized
into categories.
Representative quotations
have been used to illustrate
themes. The initial procedure
used in the deductive analysis
was the same as above, but
text units were identified in
relation to information needs
and information seeking. In
this study, three authors read
the interviews and checked
the categorization, and the
agreement was considerably
unambiguous.

children should participate in
information giving.
Participation could facilitate
the children’s preparedness.
(author's comment)

| think it would be good to
receive joint information, to
involve the children, since
the parent, who comes home
is a little foreign. You can
say: ‘One parent left and
another one came home
who is also a patient at
home.’ (family member
comment)

Category: Uncertainty

Theme: Course and
prognosis

The family members
experienced an everyday
symptomatic uncertainty and
looked for signs for
deterioration. (author
comment)

You know all the time that
one day it will get worse.
You may receive an answer

Was the data
analysis sufficiently
rigorous? Details of
content analysis
provided as well as
references for data
analysis method, 3
different authors
read interviews and
checked
categorization

Findings/results

Is there a clear
statement of
findings? Y

Overall quality:
MODERATE

Other information

8

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

that it is a metastasis,
exactly as we received now.
I live constantly with this.
(family member comment)

A prognostic uncertainty is a
medical reality in patients
with oesophageal cancer,
which even these family
members had to live with:
‘Since after five years one is
considered be out of the
danger zone, we can
calculate that my husband
will in some form be given a
clean bill of health, but
perhaps not quite be
declared healthy.' (family
comment)

Theme: Future

The uncertainty of death and
dying pervaded the family
members’ thoughts and
plans for the future. They
expressed: Shall we sell the
house or shall we not? Shall
we renovate our house or
shall we not. Shall I work full
time or shall | not?’ ‘Will my
husband die tomorrow, or
what?

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

Heredity

The family members
expressed a genetic threat
and concerns about the
connection between genetics
and cancer. They were also
worried if the children would
inherit the cancer. (author
comment)

What worries me most is that
the illness will affect the
children. If they will get this .

. . whether it is hereditary.
(family member comment)

Since my brother now has
cancer of the oesophagus
and all my other siblings and
my mother and father also
had cancer, | want to know if
I am exposed to cancer and
have it in my genes, so | can
take some special tests.
(family member comment)

Category: Managing
Uncertainty

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

Theme: seeking information
from interpersonal sources

Subtheme: experts

In order to learn, receive
understanding for the illness
and handle the uncertainty,
the family members
entrusted themselves to the
experts, i.e. the physicians,
who were considered the
major source of information.
The family members
accompanied the patient
when consulting the
physician and took an active
part by listening and asking
specific questions
concerning oesophageal
cancer.

The doctor is our

lifeline. When you are so
close to the experts as we
are now, we ought to get the
truth directly from the doctor
if there is anything we
wonder about. We have

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

entrusted ourselves to the
experts. (family member
comment)

In this study the family
members also felt connected
to the nurses who could
answer questions of
importance, and give
practical and emotional
support.

It’s easier to talk with a nurse
when it concerns important
questions. You may receive
quite good and reassuring
answers. /. ../ You geta
feeling of trust when you talk
with a nurse. (family member
comment)

Moreover, the patients
themselves were considered
experts.

| haven’t asked anything
myself because | knew that

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

my husband would ask
everything so minutely
himself. | know he would
look up everything himself.
He has shared his
knowledge with me and we
have discussed it together.
(family member comment)

Despite knowing that the
physicians are able to
provide information about
diagnosis, prognosis and
treatment, the family
members did not always turn
to them with questions. They
sometimes thought they
could not formulate
questions since they did not
always know enough in
order to ask. This lead to a
feeling of being left out of
certain knowledge that
perhaps should be of value
for understanding the
situation. However, all of the
family members did not want
to discuss and ask specific
questions with the physician
when the patient listened.
(author comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

| don’t want to ask the doctor
a question, which he has to
respond to negatively when
my husband is with me.

Some of the family members
reported that not asking
questions was due to their
lack of medical knowledge
about oesophageal cancer.
(author comment)

You are not enough
medically knowledgeable.
Therefore, you don’t know
what to ask.

Subtheme: social network
and kinship

The family members
contacted persons in the
family’s circle who had
specific knowledge of the
illness and in whom they felt
confidence.

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

I trusted the judgements that
doctors in our acquaintance
circle gave, but not
completely, since they are
not in the field. They can’t be
well read in all areas.

Theme: media sources

Subtheme: daily newspaper
and TV

Through personal
experiences and by following
cancer reports in daily
newspapers and on TV, the
family members had general
knowledge and
understanding about
different cancer diagnoses.
Concerning oesophageal
cancer, they were ignorant
and had never heard of the
disease. (author comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

| hadn’t heard about that
disease. | think you have
heard about most of the
variations, but not cancer of
the oesophagus. (family
member comment)

However, the family
members believed that the
image of cancer given in
Swedish mass media is that
the survival rates are
increasing. (author
comment)

| receive most of the
information through the
mass media. In that way, |
get my information and it is
sort of positive, since more
and more people pull
through. (family member
comment)

Subtheme: encyclopaedias
and other written material

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

The family members looked
in encyclopaedias, medical
books, material produced by
the hospital, and brochures,
to gain medical information
about the illness and to get
an overview of problems
related to the illness.

We have received books on
how you deal with the
illness, quite thin pamphlets
from the medical authorities
both to us and to the
children. (family member
comment)

I have an encyclopaedia at
home, which certainly is a bit
old. | also have a book for
quick medical reference,
where | can look up different
things in order to be able to
read briefly about them.
(family member comment)

Family members did not only
seek information in order to
gain increased medical

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

knowledge, but also because
it gave them the feeling of
doing something
constructive.

Seeking information is much
more than receiving
knowledge, it also includes a
feeling of doing something.
(family member comment)

Subtheme: the internet

Most of the family members
had access to computers
and necessary skills for
seeking information. They
used the Internet mainly to
obtain an overview about the
illness and illness-related
problems as well as about
the prognosis of
oesophageal cancer. The
information sites of most
interest on the Net were
medical sites from Sweden
where they could read about
research, and sites from the
United Kingdom as their
medical information about

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

oesophageal cancer was
extensive.

| think that the Internet was a
great help, since it is difficult
to telephone someone and
pose relevant questions
when | hardly know what |
want to find out. Then it is
possible that if you receive
incorrect information, you
can form an opinion later.
(family member comment)

The prognosis was so bad. It
was so depressing and |
started to believe that |
would find my husband dead
in bed. | got terrified and
there was nothing positive at
all in the information | read.
(family member comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

19




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

Subtheme: Face-to-face
with the physician and the
information found

When the family members
confronted the physicians
with information about the
prognosis of oesophageal
cancer, they found that their
reaction was positive. The
physician discussed the
findings with the family
members. Moreover, the
family members were told
that the information they had
found, especially about the
prognosis, was not current
and needed to be updated.
(author comment)

| said to the doctor that | had
been on the Net and read
about a study where it said
that there was a terribly poor
prognosis. He said that the
information was not really
current and that the
prognosis is better now. |

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

didn’t go into greater detail.
(family member comment)

Theme: not seeking
information

Subtheme: balancing needs

On the one hand, there was
an oscillation between family
members’ desire for more
information and the
avoidance of new
information. (author
comment)

| want to know if the
prognosis is terribly poor or if
it is about one year. | want to
know what will happen.. . .
Actually, I really don’t want
to know. (family member
comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

On the other hand,
knowledge about details
relating to the illness could
alleviate some of the
scariness and
unpleasantness. (author
comment)

Perhaps it isn’t so terrible.
Everything you know
something about loses its
terribleness. (family member
comment)

Subtheme: Time-consuming
and frightening

Seeking information was
sometimes considered as an
effort for the family
members, which demanded
a considerable amount of
time, courage and energy.
The family members were
also afraid of what they
might find. (author comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details

Participants

Methods

Findings and Results

Comments

Certainly I can search for
information. That isn’t the
problem but the problem is
that it takes time. | shall
mobilise the courage, the
power, the energy . . . call it
whatever you want, to be
able to sit down and go
through things. | am not sure
I am going to like the
answers | get. Maybe it is
better not to know so very
much but to do like the
ostrich, to bury your head in
the sand and hope for the
best and keep your fingers
crossed. (family comment)

Full citation

Andreassen, S., Randers, I.,
Naslund, E., Stockeld, D.,
Mattiasson, A., Patients'
experiences of living with
oesophageal cancer, Journal

Sample size
N=13

Characteristics

Setting

Patients with oesophageal-
cancer under care of hospital
in Sweden.

Sample Selection

Themes and Categories

Results

Limitations

CASP Quality
Assessment Tool

Aims

23
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Study details

Participants

Methods

Findings and Results

Comments

of Clinical Nursing, 15, 685-
695, 2006

Ref Id
476911

Countryl/ies where the
study was carried out

Sweden
Study type

Qualitative study, semi-
structured interviews

Aim of the study

To describe patients’
experiences of living with
oesophageal cancer and
how they seek information.

Study dates

December 2003 and March
2004

Their ages ranged from 44 to 77
years.

Inclusion criteria

The selection criteria for this
study were as follows: women
and men of different ages who
had undergone different
treatments for oesophageal
cancer, i.e., a total thoracic
oesophagectomy, oncological
treatment with a curative intent
and/or palliative treatment.
Moreover, the participants
should speak and understand
Swedish, feel sufficiently well
and be willing to take part in the
present study.

Exclusion criteria

NR

Purposive sampling was
used. The surgeon in charge
of their care identified and
constructed a list of 17
potential participants, based
upon the earlier mentioned
criteria, where after their
names were given to the first
author. All participants
received a letter including
information about the aim of
the study, stating that
participation was voluntary,
the right to withdraw at any
time and that data would be
treated confidentially. After
about one week, participation
was confirmed through a
telephone call by the first
author and a time for the
interview was agreed upon

Data Collection:

The first author carried out
two pilot interviews at the
participant’'s home which,
according to their consent,
were audio-taped. These

Theme 1) Experiences of
becoming a patient
diagnosed with
oesophageal cancer

Subtheme: Unprepared and
without knowledge of
oesophageal cancer

Because of the silence of the
illness, the participants had
no premonitions of the
seriousness of the outcome
of the initial investigations.
Nor did they know about this
specific type of cancer:

I knew nothing about my
condition before | got the
diagnosis. | was completely
dumbfounded. My wife said
when the doctor discussed it,
I looked like a little child.
(patient comment)

If the doctors had told me it
was breast cancer, uterine
cancer, gastric cancer or
intestinal cancer, | would
have understood. But | had

Was there a clear
statement of the
aims of the
research? yes

Is a qualitative
methodology
appropriate? yes

Was the research
design appropriate
to address the aims
of the research? yes

Sample selection

Was the recruitment
strategy appropriate
to the aims of the
research? yes-
purposive sampling

Has the relationship
between researcher
and participants
been adequately
considered? no

Data collection

Was the data
collected in a way
that addressed the
research issue?

24
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Study details Participants Methods Findings and Results Comments
. interviews were semi- never expected this. (patient |yes; author
Source of funding structured. That is, the comment) discusses how data
interviewer used an interview has reached
guide to cover specific saturation
This work was supported b themes, but had no specific - Exi ; o
grants from the PP Y order when and how to Sgr?ég?:s]e Existential Have ethlca_l ISsues
Sophiahemmet University address them. However, each been taken into
College and the interview started with inviting consideration? yes-
Sophiahemmet Foundation the participants to describe o , ~|privacy and
for Clinical Research, their experiences free|y of After receiving the dlagnOSIS Con_fldentla“ty,
Stockholm, Sweden. having been diagnosed with |the participants became ethics board
oesophageal cancer. The aware of the seriousness of |approved
main 11 interviews, were the situation. Their .
carried out as follows: eight at |eXistential concerns were Data Analysis
the participant’s home, one at [shown in the following Was the data
a hospital, one at the first thoughts and reflection on analysis sufficiently
author’s office and one in a life and death: ‘What will rigorous? Yes-
separate place at a cafe”. happen?’ ‘Will | survive?’ examples given of
They lasted about one hour | Will I die?’ Will | only be thematic analysis,
and were audio-taped. lying in bed and die?’ data analysed by 3

Data Analysis: authors

Later, when the participants Findings/results

wondered why they had Is there a clear
All interviews were developed cancer, they tried |statement of
transcribed verbatim. Data to find out if there was findings? Yes
was analysed through content |anything in their lifestyle that '

analysis. Qualitative content  |had promoted tumour Overall quality:
analysis with an inductive growth, for example, ‘using |HIGH
approach (Berg 2004) was  |snuff’, ‘drinking alcohol _ _
used when analysing the moderately’, ‘hot drinks and |Other information
data. The interviews were food’, ‘drinking coffee’,

25
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answered the questions at
issue, were marked and notes
about the content were made
in the margin. A code was
generated for each text unit.
Codes were compared with
each other and those that
appeared to belong together
were grouped into preliminary
themes.

The first author conducted the
processes of reading,
rereading, coding and the
preliminary thematization. The
first author and two of the co-
authors (IR, A-CM) thereafter
discussed these preliminary
themes, transformed them
into themes and further
analysed and transformed
themes into sub themes. This
organization was repeatedly
discussed between these
three authors until a
consensus was reached. To
be complete in data reporting
and to illustrate the research
findings quotations from all

Haven't | taken care of
myself well enough? (patient
comment)

Also, they had questions
regarding heredity. Not only
did they wonder if they
themselves had contracted
the disease because of
hereditary predisposition:
‘My Dad and his brother died
of cancer’; they also
wondered if their children
would inherit the disease.

Theme 2) Experiences of
undergoing investigations
and treatment

Study details Participants Methods Findings and Results Comments
read sentence by sentence to |‘heartburn’ and ‘gastric .
identify text units. These text |ulcer’. This resulted in Linked to 2005
units, i.e. words, sentences, |feelings of blame: family member
or a whole paragraph, which study.

Author a Registered
Nurse.

Unknown which
patients are
undergoing
palliative or curative
treatments.

26
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Study details

Participants

Methods

Findings and Results

Comments

participants will be
represented.

Subtheme: Extreme
tiredness

Going through palliative
therapy, oncological
treatment, or a harrowing as
well as an extensive
operation caused the
participants extreme
tiredness. The
unpredictability of changes in
energy level caused
frustration and distress:

The cancer itself hasn’t
given me any concerns, but
it is the treatment that takes
away my strength. When |
finished the radiotherapy, |
was so exhausted that |
couldn’t walk. The first week
| rested at home. (patient
comment)

The doctor said that after the
treatment | would be very,
very tired. | thought that this

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

27




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

tumour was so small and
that | could fix it in a month
or two. But oh, how |
deceived myself. | am
terribly, terribly tired.

This overwhelming tiredness
remained for long time,
which is confirmed in the
following quotation: ‘| really
don’t understand why I’'m still
so tired after 6 months...but |

am.

Theme 3) Experiences of
intrusions in daily life

Subtheme: Daily-life
activities affected

The side effects of
treatment, i.e. fatigue, made
simple everyday activities
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such as going for a walk or
catching the bus nearly
impossible to accomplish. In
addition, their hearing was
affected, which made them
feel like ‘living in a vacuum’:

| am terribly, terribly tired.
Certainly, | am out walking
every day, but not very long
stretches. | must stop quite
often to breathe and to rest a
little while. (patient
comment)

For some of the participants
the percutaneous
endoscopic gastrostomy
(PEG), which was placed for
ensuring an adequate
nutritional intake, caused
restrictions in travelling and
swimming:

The PEG is an obstacle
when | shower and when |
travel. It has to be washed. |
can’t go to a public sauna
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and places like that (patient
comment)

Subtheme: Dietary habits
changed

The participants’ dietary
habits altered in step with
increased side effects of
treatment, i.e. phlegm
secretion, oral mycosis and
fatigue and the progressive
illness and dysphagia. This
resulted in exhaustion and
tiredness as well as loss of
weight. Meals became time-
consuming and eating
mainly turned into a
necessary source for
nutrition intake and they lost
the pleasure earlier
associated with eating:

| can’t eat the same food as |
used to eat and | have no
appetite right now. Cooking
is no fun. Nothing tastes
good anymore. | try to eat
sour milk, but | keep
vomiting. | have an
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enormous amount of phlegm
and it really bothers me.
(patient comment)

I have no energy...and it is
really hard for me to eat
anything. Where | used to
eat two potatoes, | can only
eat one now and even that
can be too much. Eating
makes me so tired that |
have to lie down, even
though | haven't eaten a
whole lot. (patient comment)

Subtheme: Roles and
relationship between
partners affected

The relationship between the
participants and their
partners sometimes altered
as fatigue fostered a
dependence on the partner
concerning care and
different chores:

My husband does all the
housework; he cooks, he
irons, he does laundry, he
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takes the dog for a walk five
times a day and he helps our
son iron his clothes. (patient
comment)

| became somewhat
dependent on my wife, who
had to help me wash up
around the gastrostomy.
(patient comment)

Moreover, the participants
experienced that their
partners were more
psychologically affected than
they were themselves,
clearly expressed in the
following quotation: 7 feel
that the cancer hasn’t struck
me too hard, but my wife has
taken it much worse
mentally’. They therefore
had a wish for homogeneous
support groups for all family
members. (author comment)

Subtheme: Children's lives
affected

Being a parent with a life-
threatening illness caused
an imbalance in children’s
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lives as they mostly were
aware of the seriousness of
the illness and therefore
became worried and
stressed. Their schoolwork
was affected, which resulted
in lower marks:

My 18-year-old son was
feeling very badly when he
got the information that his
mother had cancer. From
having excellent marks in all
his subjects, he started to
ignore school completely. He
didn’t discuss this with my
husband or me. He didn’t
want to make me upset or
his father unhappy. He was
convinced that | would die.
He gave up everything.
(patient comment)

Information about the
parent’s illness ought to be
adjusted to the children’s
age and intellectual capacity.
This became apparent when
one of the participants talked
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about her son, who was
mentally retarded and his
specific needs:

It’s immensely important that
he also has a chance to
meet someone, who allows
him to express himself in his
own way. (patient comment)

Subtheme: Everyday
uncertainty

The ambiguity of the
cancer’s nature was
profoundly stressful. There
was an expressed everyday
uncertainty about future,
which caused feelings of
‘being under sentence of
death’. The participants did
not know whether the
treatment would be
successful or if their cancer
would be cured. Thus their
sense of uncertainty made it
difficult to make plans for the
future:
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They tell me they don’t know
why | got it and they can’t
give me a prognosis. Of
course, that’s not what you
want to hear from your
doctor...but if you think
about it, they really don’t
know either. Sometimes it
feels so hopeless. (patient
comment)

For one of the participants
this uncertainty was so
emotionally devastating that
she wished the physician to
give her ‘a last injection’,
although she intellectually
understood that this kind of
action was impossible.

Theme 4) Managing a life-
threatening illness.

Subtheme: Viewing the
future
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After having received the
diagnosis of cancer, the
participants tried to take
control over their lives.
Hence, they adapted their
behaviours to a new life
situation. Some participants
reappraised time and
priorities in life:

When | heard that | didn’t
have any metastases, |
thought that perhaps this is
only a respite and therefore |
have been terribly active. |
work frantically. | think that
time is very valuable,
something | never bothered
about before. (patient
comment)

Others set up a specific goal
to strive for: ‘We have a son
who will graduate this
summer. The whole time I've
set up a goal to take part in
his graduation day’. Others
wanted to fight for being
health: ‘I think that as long
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as | want to live, | will fight to
be healthy’.

Subtheme: Subordinating
themselves to medical
experts

The participants had faith in
their physicians having the
best knowledge concerning
the complexity of the disease
and the treatment
procedures. They were the
major resources for
information about diagnosis,
treatment, prognosis and
side effects of medications:
(author comment)

I thought ‘I can’t do anything
now; I'll just hand myself
over to the experts and let
them do whatever they want
with me’. I've handed my life
over to the doctors. (patient
comment)
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The registered nurses had to
answer many of the
participants’ questions about
the disease and the
treatment as they
experienced that there were
difficulties in continuity

with the physicians and they
were afraid of bothering
them. Thus, the participants
also felt connected to
registered nurses, as they
had necessary medical
competence for answering
questions and were able to
give the participants
necessary practical and
emotional support: (author
comment)

I've seen a lot less of the
doctors in the hospital. | see
mostly nurses there. And
things are different there;
you ask the nurses, rather
than the doctors, a lot more
often than you do outside the
hospital. (patient comment)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

38




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

Sometimes | have written
down a lot of questions, but
usually not more than half or
in some cases a third part is
answered...the doctors are
so rushed and suddenly they
are gone. (patient comment)

The participants had a wish
for information from health-
care professionals not only
about the disease, but also
about being a patient with a
life-threatening iliness:

The health-care
professionals perhaps could
have had time to tell me
more about how it really is to
be a patient. Perhaps they
could have devoted a few
hours to talk about a number
of things concerning this
cancer...in another way.
(patient comment)

Subtheme: Seeking
knowledge from Family
members and friends
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In the encounters with the
physicians, family members
were a significant source of
information for the
participants because the
family members could ask
questions from an outside
perspective:

I have experienced it positive
that my son has come with
me to the doctor. It is good
tfo have another pair of ears
listening. He has asked
questions from an outside
perspective. (patient
comment)

It is my wife, who gathers the
information that is needed.
She is often with me when |
visit the doctor. (patient
comment)

The participants also sought
further information among
those friends and relatives
who had medical knowledge
and understood the
participant’s capacity to
learn: ‘| have a cousin who is
a doctor and | also had my
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brother-in-law who was a
doctor. | trust them a little
more because they know
what information | am
capable of understanding’.

Subtheme: Seeking
knowledge from Fellow
patients

Exchanging experiences
with fellow patients was
found to be valuable to get a
better understanding about
the illness as their
knowledge is based on
personal experiences:

It is immensely important
that a new patient can talk
with a fellow patient. That
information is much more
valuable than the information
the doctor gives. You can
ask questions you wouldn’t
dare to pose otherwise.
(patient comment)

Subtheme: Seeking
knowledge from Media
sources
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The participants attended
lectures at the hospital to get
an understanding of the
illness and an overview of
medical information about
the illness and iliness-related
problems. In addition, they
used encyclopaedias,
medical books, material
produced by the hospital and
brochures. (author comment)

Most of them had access to
computers and necessary
skills for seeking information
on the Internet, but they
used it to a limited extent.
Information found on the
Internet was not always
experienced relevant or
reliable and could
consequently not be applied,
which became apparent in
the following quotation: ‘It
became apparent that |
could just as well ignore the
information since it dealt with
men between 60- and 80
years old. You don’t put up
with this information when
you are 44 years old. This
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information is completely
irrelevant’.

Later, while conferring with
the physicians about facts
found on the Internet, the
participants were told that
this information was not
always current and should
be more individualized. This
clarification was found
encouraging: (author
comment)

| found a research report,
brought it with me and
discussed it with the doctor.
He took it out of my hand
and said, ‘It doesn’t apply to
you’. | experienced it
positively that he reacted so
because it was a negative
report. (patient comment)

There were participants who
avoided further information
due to their fear of unwanted
knowledge. Moreover,
weakness and fatigue
caused by the extensive
treatment and its side effects
made them avoid additional
information:
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I don’t pose any questions
because | think it is scary.
I've left myself in the doctors’
hands... they can help me.
(patient comment)

There is a great deal |
should have asked the
doctor about, but | was so
tired of everything that | got
to the point that | didn’t feel
like doing it. | became worn
out over everything and had
enough. (patient comment)

Full citation

Henselmans, |., Jacobs, M.,
van Berge Henegouwen, M.
|., de Haes, H. C.,

Sample size

N=20

Setting:

- outpatient gastro-intestinal
oncology centre of the

Themes and Categories

Results

Limitations

CASP Quality
Assessment Tool
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Sprangers, M. A., Smets, E.
M., Postoperative
information needs and
communication barriers of
esophageal cancer patients,
Patient Education &
CounselingPatient Educ
Couns, 88, 138-46, 2012

Ref Id
477763

Country/ies where the
study was carried out

The Netherlands
Study type

Qualitative study with semi-
structured interviews.

Aim of the study

To examine the content and
type of patients’ information
needs and patient perceived
facilitators and barriers to
patient participation.

Study dates

Characteristics

Patients’ mean age was 62
years. Fourteen participants
were male (70%); 10 had a low
(50%), 4 had an intermediate
(20%) and 6 had a high
educational level (30%). Four
patients were interviewed more
than half a year after discharge
(20%). Most patients either had
an open transthoracic (n = 10;
50%) or a thoraco-laporoscopic
(n = 8; 40%) esophageal
resection; two patients had a
transhiatal resection (10%). One
patient (5%) had tumor in stage
I, 25% in stage I, 50% in stage
[l and 20% in stage IV. Half of
the patients had no
complications, 30% had mild
complications (grade | or Il) and
20% had relatively severe
complications (grades Il and
[VV). One or more companions
were present in 11 interviews
(55%).

Academic Medical Center
(AMC) in Amsterdam

Sample selection:

Sample size depended on
data saturation, i.e., inclusion
ended when the research
team jointly decided that 3
consecutive interviews did not
provide any new information.

To ensure a diverse sample,
patients were selected
purposefully based on
information in their medical
files, i.e., time since
discharge, age and sex.

purposive

Data Collection

Consenting patients were
contacted by telephone to
plan an appointment for the
interview. The usual
companion of the patient was
invited to attend the interview
and patients were asked to
think beforehand about their

Category: Postoperative
information needs

Theme: Nutrition

Almost all patients had
questions related to nutrition.
In the top three were meal
size, enteral nutrition
(providing food through a
stomach tube) and
dysphagia.

Theme: Other health-related
quality of life concerns

Other frequently mentioned
information needs were
related to the performance of
specific activities (holiday,
cycling, sports, work), cough
and pain. One quarter of
patients’ information

needs (26%) within the
HRQL domain reflected a
need for information about
the likely course of
symptoms or limitations. In
addition, patients’
information needs often
reflected a need to
understand the cause of
symptoms and limitations

Aims

1. Was there a clear
statement of the
aims of the
research? Y

2. Is a qualitative
methodology
appropriate? Y

3. Was the research
design appropriate
to address the aims
of the research? Y

Sample selection

4. Was the
recruitment strategy
appropriate to the
aims of the
research? Y;
sample recruitment
was based on data
saturation

5. Has the
relationship
between researcher
and participants
been adequately
considered? PY-
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NR

Source of funding

The first author is financially
supported by a personal
grant of the Dutch Cancer
Society (UVA 2009-4439).

Inclusion criteria

(1) underwent esophagectomy
with curative intent for adeno- or
squamous cell carcinoma of the
esophagus or gastro-
esophageal junction,

(2) were discharged either
recently (3 months) or more
than half a year ago;

(3) did not have a prior history
of cancer;

(4) were above 18;

(5) understood and spoke
Dutch;

(6) did not have a mental
disorder.

Exclusion criteria

No additional.

information needs at the first
consultation after discharge.
Semistructured interviews
were conducted at patients’
homes by two researchers
with a background in
psychology and trained in
interviewing skills.

Following open questions
about patient’s information
needs, a list with topics
categorized into physical,
social, emotional well-being
and prognosis was presented.
Using the constant
comparative method, newly
mentionened topics or, if
necessary, categories were
added to the original 38-item
list after a number of
interviews, to be used in
subsequent interviews. Next,
the patient’s perspective on
communication barriers and
facilitators was addressed.
First, patients were prompted
to elaborate on their (in)ability
to communicate with their
physician, using questions
adopted from the Perceived
Efficacy in Patient—Physician
Interactions scale.

and whether or not a
symptom was considered
‘normal’ (22%). Moreover, a
number of information needs
reflected requests for
information about self-
management (17%), i.e.,
how to deal with symptoms
or limitations in daily life.
Lastly, patients often
reported a need to discuss a
certain symptom with the
physician, without indicating
a specific reason or question
(31%).

Theme: medical care

Many patients had questions
about medication (the use of
painkillers, antacid), the
follow-up procedure and
technical aspects of surgery.
Patients’ questions often
reflected a need for
explanation (54%), e.g.,
about how patients will be
monitored and the necessity
of tests (e.g., scans), about
things that happened during
hospital admission or about
how surgery changed their
body. Other questions within

interviewers were
experts in
interviewing without
previous
relationship with
participants

Data collection

6. Was the data

collected in a way
that addressed the
research issue? Y

7. Have ethical
issues been taken
into consideration?
Y

Data Analysis

8. Was the data
analysis sufficiently
rigorous? Y- three
researchers carried
out the analysis

Findings/results

9. Is there a clear
statement of
findings? Y

Overall quality:
HIGH
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Data Analysis

Content analysis was
performed in parallel with data
collection. Verbatim
transcripts were read and
analysed independently by 2—
3 researchers, who wrote
detailed memo’s. Analysis
was partly inductive (i.e.,
bottom up; based on open
interpretation of patients’
responses) and partly
deductive (i.e., top-down;
based on pre-formatted lists
and theory.

The exact content of patients’
information needs was
registered (e.g., when will the
chest pain disappear?) and
categorized into main domain
(e.g., HRQL), sub-domain
(e.g., pain) and type of
information requested (e.g.,
inquiring about likely course).

To enable overview and the
selection of quotes, one
researcher coded the
transcripts digitally on the
basis of the reached

this domain reflected a need
for self-management
information (33%), often
related to medication (about
prolongation or how to quit
use), wound care and the
availability of or referral to
other care providers
(physiotherapist, family
support).

Theme: prognosis

Some patients emphasized
that the outcome of surgery
was most important in the
first consultation after
discharge and many
reported a need to be
informed about these results
(70%). Fewer patients, but
still 40%, reported a need to
be informed about the
likelihood of recurrence.

Category: Barries and
facilitators

Theme: Values

Some reported not wanting
to be a bothersome patient
and a few reported feeling

Other information

Patient comments
and quotes are
either patient or
companinon
remarks.
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consensus using MAXqda10
software. We use the
following qualifiers to give an
indication of patient numbers:
a few (1-4), some (5-10) or
many (>10)

embarrassed about certain
subjects.

1. Not wanting to be a
bothersome patient

R2: (.. .) | think everybody
has that in a certain way,
you don’t want to be too
bothersome. You want to
pose your question and you
hope you will get an answer
to that, but bothersome, no.
No. You certainly don’t want
to be bothersome, no.
(companion comment)

I: And is it also because of
that, that sometimes you
don’t ask something or keep
your mouth shut?

R: I think that in general, in
that situation, most people
are very modest, that is what
| think. That is a human
thing. You are visiting an
expert who operated on you
(patient comment)

2. Feeling embarrassed
about a subject

48
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R: No. No, in the beginning,
| did have certain limits, but |
don’t have them anymore.
[laughter]

I: Ok, they all disappeared.

R2: That wasn'’t [the case in]
this conversation, but in the
very first conversation with
XXX, you were wondering if
your breath would smell after
the surgery. You didn’t dare
to ask that then.

R: We did ask that then,
didn’t we?

R2: | asked that, yes.

R: Well, | can’t remember
that | didn’t dare to ask that.

R2: Well, yes, you wanted to
know that before, but you
didn’t ask it in the
conversation. And then |
asked it and then you
downplayed it a little bit

Theme: Beliefs
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The belief that a subject is
not part of the physician’s
task, the belief that the
physician cannot provide an
answer or solution anyway,
the perception that there is
too little time, expecting a
negative reaction from the
physician, the belief that a
subject is not important
enough or that the physician
will raise the subject if it is,
expecting negative
consequences of raising a
subject (e.g., referral or
further testing) and
uncertainty about one’s own
understanding.

1. Belief that a subject is not
part of the surgeon's task

[R and R2 say they had a
hard time in the post-
operative period]

I: Do you want to bring up
these things the next time
you see the surgeon?
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R: Yes, | am not sure if you
should speak to the surgeon
about that, | personally don’t
think so. You see, the
surgeon conducts the
surgery and the follow-up
care after surgery and | think
for everything else, there are
other people for that, |
believe.

2. Belief that the doctor
cannot provide an answer or
solution anyway

I: So, you're saying, I'm also
a little bit afraid, this issue
with eating, that might also
be because | don’t dare to.
Would you like to discuss
that with the surgeon?

R: No, he cannot provide an
answer anyway. Probably,
this surgeon will probably
say, nonsense or it will
improve naturally.

3. Perception there is too
little time

R: Well, | do sometimes
have the feeling that
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everything has to take place
within a certain time span,
and that | find detrimental,
that often you have to go
over a number of things
rather quickly. . . | think that
is the disadvantage, that is
hanging over it a little bit.
Yes. Especially with the GP,
then you have to leave within
10 minutes, back through the
door. (.. .)

R: I am not sure how much
time with the surgeon . . .

I: | think it is the same . . .
10, 15 minutes . . .

R: So you know that, so you
have to more or less. . . yes,
give those answers fast and
quickly, or pose those
questions.

4. Expecting a negative
response of the physician

R2: Yes, that they should. . .
that the surgeon should
realize more that there are
lay people in front of him
who did not go to college
and who are just lay people.
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And that for them, it is
always very terrible, while for
a surgeon it might be . . .
like, well, is that all? But for
the patient it is really terrible.
Cause they know what they
are talking about and for us it
is something unfamiliar, that
suddenly happens to you.(. .

R2: Yes, so they should
think more about the people,
realize that for the patient it
sometimes does . . . yes . ..
Cause because of the
response, you sometimes
don’t dare to [speak up]
anymore. That’s it.

5. Belief that a subject is not
important

I: And why didn’t you receive
an answer to that?

R: | don’t know what the
reason is. | assume, that is
what | assumed, that if that
is not discussed by the other
party, then the surgery was
successful. That has been
my opinion.
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(..

R: | assumed that, like | just
said, no news is good news.

I: Yes, but it is still something
about which you say, | would
have liked to know it.

R: Yes.

6. Expecting consequences
of bringing a subject up

I: And would you like to talk
about this kind of things in
the hospital, | mean about
anxiety or sadness?

R: Not really, no. No,
because it won’t help me. (. .
.) they might talk you into
other things . . . while it is not
really an issue for me
[negative emotions].

I: No, cause what do you
mean exactly, if you bring
that up, then. . .

R: Then they might refer you
and then you end up with a
shrink or something like that

(...
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7. Uncertainty about own
understandinga,b

I: Ok, any other things that
makes it difficult to say or to
ask what’s on your mind?

R2: That there are things of
which we think like well,
maybe it has something to
do with it. Often you have,
how should | say this . .. you
see, that is what | mean . . .
that’s what stops you,
because you can’t say
something completely
clearly, you don’t say it.
Cause that’s what it is like.
That you think, like, | have
the idea it might have
something to do with it, but
you don’t want to raise it,
because then you might
stray off . . . Yes, | am not
sure how to say this right.
But that is also what stops
you often [referring to
husband].

Theme: skills

A number of the reported
barriers seemed to reflect a
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lack of skills or cognitive
abilities, i.e., remembering
questions onl afterwards,
having no experience with
this type of conversations
not knowing how to interrupt
during the physician’s talk,
no knowing what to ask and
not being able to process the
physicians information and
ask subsequent questions.
Lastly, a few patients
mentioned that an unfriendly,
ignoring or hasty attitude of
the physician, as well as not
knowing the consulting
physician well hindered
participation.

1.Remembering questions
only afterwardsa,c

(R2 says he would have
liked to know about the
possibility of recurrence)

R2: Yes, the chance of. . .
that is something | would like
to know. Yes. That question |
already wanted to pose, by
the way, when we were
there the last time, but then it
did not happen.
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R: Yes, simply forgotten |
think. . .

R2: Yes, forgotten.

2. No experience with this
type of conversations

I: You say, because you
have little experience with
having such conversations,
and you noticed thatin. . .?

R: Well yes, you are the
subject of the conversation
and everything is new and,

yes, for some time that has. .

. yes that has an impact, it's
about you, and not about
your work.

3. Not knowing how to
interrupt during the doctor’s
talk

I: Yes, so do you then
succeed in getting attention
for what you personally want
to say? Did you succeed at
that time? (. . .)

R2: You are actually waiting
for what she is going to say,
cause otherwise you don'’t
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know any questions at all,
while she is talking . . . then
you think, that is what | am
going to ask in a moment,
but then she is actually
already so far, before you
get to ask that question. ..

[:. .. then the moment is
gone. ..

R2: Then the moment is
gone

4. Not knowing what to ask

R: Maybe this kind of things,
these questions here
[referring to the preformatted
lists used in the interview],
and maybe even the largest
part of the items where the
question was, like, do you
want to discuss that with the
surgeon’, this question could
come from the surgeon,
when you are visiting.

I: Yes, that is a possibility,
that he asks you, do you
want to talk about that?

R: Yes, cause you can’t think
of it yourself.
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5. Not being able to process
information and ask
subsequent questions

R: What you could say
related to that, is that, you
know, because it is a whole
new area and because it is
about you personally, that
the pace might be too high.
That was not really a big
issue in this conversation, |
believe, but that could play a
part. You always come home
and then you think like, ah
yes, maybe | should have
enquired a bit further on that
subject.

Theme: Agenda barriers

Some of the reported
barriers seemed to prevent
patients from putting
subjects on the consultation
agenda prior to the
consultation, such as the
belief that a subject is not
part of the physician’s task
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and the belief that the
physician cannot provide an
answer or solution anyway.

Theme: communication
barriers

In contrast, other barriers
seemed to prevent them
from meeting their needs
during the consultation
(communication barriers),
such as forgetting questions
or not knowing how to
interrupt.

Theme: facilitators

Patients mentioned several
factors that facilitated
participation, reflecting
characteristics of the
physician (i.e.,
communication style or
personality), characteristics
of the interaction (i.e.,
available time, duration of
the relationship), personal
characteristics (i.e.,
personality, experience with
this type of conversations,
belief in patients’ right to
have information), support of
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companions (i.e., preparing
questions or prompting
questions during the
consultation) and pre-
consultation preparation (i.e.,
making a note, searching the
internet). Some were
opposites of mentioned
barriers (e.g., not knowing
the consulting physician),
while others were newly
mentioned factors of
influence (e.g., help of
companions).

1. Attitude of the doctor

R: It also depends a lot on
the person, | believe. Yes,
cause | know that with that
other surgeon it was much
more difficult.

[: With doctor xxx.

R: That is a totally different
person. And maybe that is
also a different type of
conversation, that | don’t
know. But there it was more
difficult, cause he was more
in a hurry.
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2. Not knowing the
consulting surgeon very well

R:(...)Ithinkisapity ...
well yes, it is a holiday
season, that you didn’t see
the surgeon that operated on
you. Cause yes, that makes
the conversation difficult.
Although. . . well, yes, doctor
xxx did . . . yes, we were out
of there in no time. Well, |
think we weren’t in there for
more than ten minutes, very
short. Yes, | thought that
was a pity. And for
Wednesday, will | have more
... yes, | expect that doctor
xxx will be back . . .

Theme: faciliating
interventions

Subtheme: Pre-visit
preparatory interventions

Many patients saw merit in
the suggested types of pre-
visit preparatory
interventions, i.e., 13
endorsed a written question
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prompt sheet, 9 a
preparatory website
(including example
questions) and 8 a
preparatory conversation
with a nurse prior to the
consultation with the
physician. Some patients
would appreciate example
questions (independent of
the medium), because these
show them the range and
type of questions appropriate
to ask a physician. A few
patients compared example
questions with the
preformatted topic list used
in the interview, to illustrate
how this helped them think
about their needs. A few
patients warned that
example questions might
prevent patients from coming
up with their own questions.
Moreover, a few patients did
not endorse internet-based
preparation, as they did not
have internet access, were
not frequent users or disliked
searching the internet for
information. A few
patientsmentioned additional

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

63




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

benefits of preparing the
consultation with a nurse,
i.e., a nurse has more time
to ‘pull things out of you’ and
can already deal with some
questions.

Subtheme: skill building
intervention

Few patients endorsed the
suggested skill-building
interventions, i.e., 5
endorsed a brochure on how
to talk to your doctor, while
none endorsed video’s
modelling doctor-patient
communication or a
workshop in communication
skills. A few patients
mentioned that such
interventions are ‘too far
fetched’ and some
considered every
conversation to be unique,
so ‘examples won'’t help’. A
few thought it might help
other (older, less assertive)
patients, but would not
benefit them.
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R., Johansson, J., lvarsson,
B., Patients' experiences of
supportive care from a long-
term perspective after
oesophageal cancer surgery
- a focus group study,
European Journal of
Oncology Nursing, 17, 856-
62, 2013

Ref Id
478449

Countryl/ies where the
study was carried out

Sweden
Study type

Qualitative, focus group
study

Aim of the study

To illuminate patients’
experiences of supportive
care from a long-term

(divided in 4 focus groups)
Characteristics
Inclusion criteria

Patients that two to five years
earlier had been through
elective surgery for
oesophageal (oesophagectomy)
or cardia cancer
(oesophagogastrectomy), had
the ability to communicate in
Swedish and place of residence
in southern Sweden were
included in the study.

Exclusion criteria

Patients that went through an
acute surgery, had cognitive
impairment or suffered relapse
of the cancer disease were not
asked to participate.

sweden.
Sample Selection:

- purposively sampled from an
oesophageal cancer database
at a university hospital

Data Collection

Four focus group interviews
with between three and five
respondents in each group
were conducted during data
collection. The interviews
focused on the patients’
experiences during the whole
recovery period and were
conducted 2 e5 years after
elective surgery. The
interviews lasted between 110
and 135 min and were carried
out in a separate room in the
hospital library. When
planning the interviews,
variations in sex, age and
type of surgery were taken
into account but the patients

Theme: the need for
guiding light in the new life
situation

Category: Hospital-based
support

Subcategory: the importance
of planning of the future

Having a plan for the future
was shown to be vital for the
patients and the importance
of following the plan after
discharge was highlighted.
Information regarding the
care at the hospital was
experienced satisfactory by
most of the patients while
the informationconcerning
the plan for the future was
experienced insufficient.

Even though most patients
stressed the importance of
having a plan for the future
some patients left all

Study details Participants Methods Findings and Results Comments
Full citation Sample size Setting: Themes and Categories Limitations
Malmstrom, M., Klefsgard, |N=17 University hospital in southern |Results CASP Quality

Assessment Tool
Aims

1. Was there a clear
statement of the
aims of the
research? Y

2. Is a qualitative
methodology
appropriate? Y
though focus groups
allow for less depth
of data for individual
narratives than
individual
interviews.

3. Was the research
design appropriate

to address the aims
of the research? Y

Sample selection

4. Was the
recruitment strategy
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oesophagogastrectomy for
cancer.

Study dates

Patients were identified
between January and April
20009.

Source of funding

This study was supported by
grants from Skane University
Hospital, Sodra
sjukvardsregionen [Southern
Regional Health Care
Committee] and
Vardakademin [Academy of
Caring Science].

preferred to attend.

Two authors conducted all the
focus groups. One moderated
the interviews with focus on
helping the respondents to
focus on the topic while
another assisted by asking
probing questions and
keeping notes during the
process. The interviews
focused on two different
areas; patients’ experiences
of quality of life, reported in a
separate article and patients’
experiences and need of
supportive care which is
addressed in this study. As
support, an interview guide
helping to focus on the
different areas of supportive
care was used.

After the third interview the
researchers experienced that
no new information emerged.
In order to confirm that no
further information would
appear a fourt interview was
conducted and confirmed data
saturation.

someone else had control of
their follow-up. A meeting
with the surgeon and a nurse
at the hospital before
discharge to be able to
discuss plans for the future,
what to expect with regard to
recovery and where to turn
to for help was suggested by
several patients. These
patients experienced that the
lack of such a meeting
resulted in insecurity about
the future and a feeling of
being out of control. The
insecurity of not knowing if
and when they should meet
the surgeon or the clinical
nurse specialist during the
follow-up engendered a
feeling of being alone
without knowing if they were
recovering as expected.
After discharge the follow-up
meetings were described as
occasions on which the
patients had the possibility of
asking questions and
conirming that they were
recovering as expected. The

Study details Participants Methods Findings and Results Comments
perspective after had the opportunity to wish planning to the HCP and felt |appropriate to the
oesophagectomy or which interview occasion they |secure knowing that aims of the

research? Y

5. Has the
relationship
between researcher
and participants
been adequately
considered? N

Data collection

6. Was the data
collected in a way
that addressed the
research issue? Y;
data saturation was
reached and
confirmed through a
4th interview

7. Have ethical
issues been taken
into consideration?
Y

Data Analysis

8. Was the data
analysis sufficiently
rigorous? Y-
multiple carried out
the data analysis,
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Findings and Results
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Data Analysis

conventional qualitative
content analysis

Conventional qualitative
content analysis is used to
interpret the content of the
data through a systematic
process and aims to describe
the patients’ experiences from
different perspectives.

The interviews were recorded
as a data file and transcribed
verbatim.

All authors analysed the
interviews individually and
then came together to discuss
the analysis. Each author had
considerable experience in
caring for patients with cancer
and the chosen research
method. The analysis started
with reading the text
repeatedly as a whole to get
an overall understanding.

patients’ expectations before
the follow-up meetings
differed. Some patients felt
that they went to the meeting
to confirm that they were on
the right track regarding
recovery while others were
concerned about what the
surgeon would say and
always expected the worst.
(author comment)

Up until then (discharge) we
'd received all the
information we needed. But
afterwards | thought of it
today, when am | going to
the doctor the next time?
They told me it was the last
time what did they mean by
that? (patient comment)

Subcategory: the need of
support in a complex
healthcare system

Most patients experienced
that they had a hard time
navigating through the big
and complex healthcare
system after discharge and
the distinction between
different sources of

data saturation was
reached

Findings/results

9. Is there a clear
statement of
findings? Y

Overall quality:
HIGH

Other information
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Findings and Results

Comments

Thereafter, the text was read
again, word for word, with a
focus on identifying codes that
captured key concepts and
thoughts. As the analysis
proceeded, labels for codes
emerged that were reflective
of more than one key word
and together the code
resulted in the initial coding
scheme. In the next step the
code were sorted into
categories and sub-
categories. During analysi
similarities and differences in
rating were discussed. In the
fina step, a consensus was
reached by all authors and
resulted in on theme and two
categories with sub-
categories.

caregivers was experienced
as impossible to understand.
Lack of understanding of the
system engendered a feeling
of being alone and many
patients described that they
did not know what
responsibility the different
caregivers had and who they
should contact if they
needed help. (author
comment)

There’s no-one who gets in
touch with me from
healthcare now. And then,
when | phone they say that:
You can't be under our care
any longer; you have to be
well now. You'll have to
phone another doctor. What
do they mean, “.phone
another doctor’? Who'm |
supposed to phone? (patient
comment)

The patients had a contact
person at the open-care
clinic (clinical nurse
specialist) whom they could
contact for help after
discharge. This contactwas
experienced as important for
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the patients and some of
them stated that knowing
who to turn to for help was
enough to feel secure after
discharge while other
patients expressed that they
would like to have a more
active follow-up. ltwas
proposed that one way of
intensifying the contacts was
by having regular telephone
contacts with the clinical
nurse specialist so that they
could ask questions and
detect possible deviations
from normal recovery at an
early stage, thus not leaving
them with all the
responsibility.

She’s a clinical nurse
specialist; she takes care of
everyone. It was to her |
phoned on the Friday. The
doctor wasn’t there, she
said, but he would be
coming on the Monday. “So
I'll speak to him and then
we'll get in touch with you.”
She phoned on Tuesday
morning and said that | could
come the next day. (patient
comment)
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Subcategory: information: a
prerequisite for realistic
expectations

Expectations about recovery
after surgery were generally
based on the information
that the patients received
during their stay at the
hospital. However, for most
of the patients, the
expectations that they had
were not experienced as
matching the reality after
discharge. Knowing what to
expect after discharge
regardless of whether it was
good or bad was expressed
as being important and the
lack of honest and clear
information resulted in many
patients misinterpreting
signs that were connected
with the disease. These
misinterpretations resulted in
situations in which normal
postoperative symptoms
were interpreted as signs of
recurrence of the actual
cancer disease rather than
as normal postoperative
symptoms. The importance
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of honest information about
e.g. self care were, for most
patients, fundamental but
there were some patients
that felt that the truth could
be terrifying and therefore
did not want all information.
However, all patients
expressed that they needed
information about how to
manage their health in terms
of knowing what is normal
and what is not normal and
how to prevent and self-
manage symptoms if they
emerged. (author comment)

Knowledge about how long
time the recovery period was
expected to take was
important for the patients
and most of them
experienced that the
information that they were
given was too positive. The
lack of accurate knowledge
engendered a feeling of
failure since several patients
thought that they were not
following the expected
developments after surgery.
The majority of the patients
felt strongly about wanting to
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know more about the
prognosis, side-effects and
risks of getting a relapse of
the cancer disease and only
a few felt that they preferred
not to know. (author
comment)

One thing that | miss
especially is this: What’s the
prognosis? Will | be around
in five years’ time, or three
years or will | just kick the
bucket? I'm not afraid of
that//dying. It’s just, | wonder
about the future, | mean I've
got kids and all. (patient
comment)

Subcategory: Being
transferred from specialist
care to general care

Apart from the medical
follow-ups and the contacts
with the clinical nurse
specialist at the hospital, all
nursing interventions were
performed by the municipal
nurse and nurse assistants
after discharge. This change
e from having a nurse who
was specialized in their
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condition performing all the
nursing interventions to
having a person that had a
limited knowledge about
their condition was a big
concern for the patients
since most of them did not
fully trust the knowledge of
municipal nurses. Even
though some patients
experienced that they were
given good and valuable
support by the municipal
nurses the majority
experienced that their
condition was so complex
that it required specialist
trained nurses to perform the
care. A concern for most
patients was that the
organisation around the
municipal nurseswas unclear
and lacked continuity. This
lack of transparency of the
organisation resulted in that
many patients felt insecure
and some were even
readmitted to the hospital in
order to be able to get the
help that they needed. For
those patients that had had
contact with the municipal
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nurses before the surgery
the problem with the unclear
organisation was not that
troubling since they had a
better understanding of the
organisation based on earlier
experiences. (author
comment)

They [the municipal nurses]
didn’t really know what it was
all about, many of them felt
insecure. Maybe someone
came who'd seen this sort of
thing before and knew
exactly what to do but then
the next day someone else
would come. | think they
came about five times and it
was a different person every
time. So, I thought on the
Sunday evening, no, now |
‘'ve had enough. They can't
come anymore. (paitent
comment)

Many patients experienced
that the distinction between
when to turn to which
healthcare facility was
unclear and when problems
arose after discharge the
patients did not know if they
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were supposed to contact
the surgeon or the primary
care physician. Most patients
preferred to turn to the
surgeons at the hospital for
help since they are the
experts in the area but there
were some patients who
decided to contact their
primary care physician while
they had a relation with that
person since before the
cancer diagnosis. The lack
of knowledge about who to
turn to resulted for some of
the patients in delays
because they did not want to
disturb someone or risk
contacting the wrong person.

General physicians in
healthcare, they’re supposed
to know about everything,
but they’re not specialists.
Maybe they can't intervene
in cases like yours and mine.
They listen and all and
maybe give you certification
of illness or something. But
they can’t help you in the
way that specialists can.
(patient comment)
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Category: Support in daily
life

Subcategory: The
importance of support from
one's social network

After surgery, support and
understanding from one’s
social network, including
relatives, friends and
colleagues, was experienced
as being important. After
discharge, life was
hampered by remaining
symptoms and having to
learn to live with the
symptom was a challenge
for the patients in which they
needed support. Most
patients stated that they
wanted their relatives to be
involved and informed about
their condition since that
resulted in a feeling of not
being alone with the whole
burden and enabled their
relatives to support them in
an appropriate way.
However, there were also a
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few patients that did not
want to involve their relatives
because they were worried
about how they would
manage the information.
Retrospectively, most
patients wanted to involve
their relatives in their care
even more. However, the
initiative to involve them was
often made by the patients
themselves without
encouragement by the HCP.
(author comment)

I had my wife with me from
beginning to end. Every
single visit to the doctor,
everything. Very good |
advise everyone to do the
same because she gets to
know exactly the same
things as | do. | don’t make
anything look better than it is
for her. | can’t do anything.
She’s heard the same things
as | have, and that feels
good. (patient comment)

Energy and support was
gathered from different
sources and patients
expressed that they received
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support when, for example,
they attended social
activities or religious
gatherings. For many
patients it was important that
support was not only gained
when talking about the
disease itself or discussing
disease-related issues.
Being in a supportive
environment where everyone
knew about your condition
without your having to talk
about it was appreciated.
Even though the support
from the social network was
important after surgery some
patients experienced that the
network of friends shrank
successively, both due to
their own lack of energy to
maintain the contacts and to
the fact that the social
network began to evade
contact because of the
illness. For these patients
the lack of support from their
social network was
experienced as a grief.
There were also patients that
experienced that the support
from their social network was
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intensified after surgery and
that people around them
cared for them and their
family even more. (author
comment)

But there’s one thing that |
find enormously irritating and
that is that previous
friends//who | used to hang
out with before the sickness.
| haven't heard from them
the last three years, that’s
irritating (patient comment)

Subcategory: the need of
support for dealing with the
demand's of society

The value that the patients
put into their work and the
contacts with colleagues
varied. Some patients
experienced that going back
to work was important both
for the “normality” of it and
for regaining the social
contact they had missed.
Other patients experienced
work as a threat that
demanded them to perform
tasks that they were not sure
that they would be able to
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handle. Regardless of
however work was perceived
as something positive or as
a threat, thinking about work
engendering ambiguous
feelings. It was stated by
several patients that they
would have needed more
information about their ability
to go back to work after
surgery so that they would
know what was expected of
them. The long-lasting
negative effects that were
the result of the disease and
the surgery led to contacts
with the social insurance of
ice. Many patients
experienced that they
needed to convince them
about their disease and their
inability to work, and that
they were not always
believed. This lack of
understanding engendered
anxiety about the future for
most patients and some of
them were seriously
concerned about how they
would manage their
economy if they would not
receive financial support.
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The contacts with the social
insurance office were
experienced as being
energyconsuming and most
patients felt the need for
support from the healthcare
system when it came to
these contacts.

It’s a slap in the face for
someone who'’s sick. It’s not
only that you're sick; the
sicker you are the more
rotten it is. So, it'’s not only
the sickness that you need
to have treated but you also
have to be on the alert about
what’s going to happen. It
means that a person who’s
sick hardly gets better
psychologically of something
like that, rather that they [the
social insurance office] add
to the psychological thing
you’re already carrying
around when it comes to
cancer, relapse and all that.
(patient comment)

Subcategory: peer-support
from other patients, two
sides of the same coin
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Many patients experienced a
lack of opportunities to meet
patients who had been
through similar surgery as
themself which resulted in a
feeling of being alone with
the disease. When the
patients attended the focus-
group interview and met
each other several of them
felt the contact to be very
beneficial. Theyexpressed
that this meeting helped
them to understand that
many problems and
symptoms were a part of the
new life situation after
surgery and that they
needed to learn to live with
these problems. Knowing
that they were not alone and
listening to how other
patients managed their new
life situation was reinforcing
and gave them new
strategies for handling their
problems. Even if most
patients experienced an
unmet need of peer-support
after surgery a few patients
described how contact with
other patients made them
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feel vulnerable. The
knowledge about that people
around them could get a
recurrence of their cancer
led to a greater awareness
that they themselves were
subject to the same risk.

I thought | was alone with
this. When it’s good to hear
that there are others going
through the same thing. |
feel exactly the same way
and then you know that
you’re not alone with the
disease you've been
through. (patient comment)

Full citation

McCorry, N. K., Dempster,
M., Clarke, C., Doyle, R.,
Adjusting to life after
esophagectomy: the
experience of survivors and
carers, Qualitative Health
Research, 19, 1485-94,
2009

Ref Id

Sample size
N= 22 (12 patients, 10 carers)
Characteristics

In total, 12 survivors (9 men and
3 women) and 10 carers (8
women and 2 men) participated
in the focus group discussions.
The relationships between
survivor and carer were: seven

Setting: Belfast, UK
Sample selection:

Recruited from members of
the Oesophageal Patients'
Association in Northern
Ireland.

Data Collection

Themes and Categories
Results
Survivors

Theme: Coping with a death
sentence.

Without exception,
participants described the
immense shock of receiving

Limitations

CASP Quality
Assessment Tool

Aims

1. Was there a clear
statement of the
aims of the
research? Y
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478512

Countrylies where the
study was carried out

UK
Study type

Qualitative, focus group
study.

Aim of the study

The current study explored
the emotional and cognitive
experiences of esophageal
cancer survivors and those
of their carers, using focus
groups conducted with
members of a patient
support group

Study dates
NR
Source of funding

The authors received no
financial support for the
research and/or authorship
of this article.

husband—wife dyads, two wife—
husband dyads, and one
mother—daughter dyad. Two
male survivors were
unaccompanied. Six survivors
were aged 56 to 65 years, 3
were aged 66 to 75 years, 2
were aged 76 to 85 years, and 1
survivor was aged 46 to 55
years. All patients had
undergone surgery as part of
their treatment for esophageal
cancer. At the time of
participation, time since
diagnosis (self-reported) ranged
from 14 months to 17 years,
and time since surgery ranged
from 7 months to 17 years.

Inclusion criteria

Exclusion criteria

focus groups

groups were separated for
carers versus patients

Data Analysis

Recordings were
subsequently transcribed and
anonymized. Data were
analyzed according to
standard thematic analysis
techniques (Denzin & Lincoln,
1998). Descriptive codes of
analysis were attached to
segments of text, and then
reviewed to identify broad
categories. All text belonging
to the same category was
compared. The researchers
met to discuss, clarify, and
refine the coding categories.
The analysis process also
involved a purposeful search
for deviant cases and
explanations. The categories
were further refined through
an inductive and iterative
process of going back and
forth between the text and our
developing conceptual
framework, culminating with

a diagnosis of esophageal
cancer and its poor
“reputation”: “I thought when
the diagnosis was made, it
was a death sentence. It
really shook me up and |
thoughtsemiseriously about
suicide.” Transferring
perceived responsibility to
others (especially medical
professionals) at this stage
appeared to help patients
cope with a situation in
which they could exert little
control. This type of denial
appears to have helped
protect patients’ emotional
well-being while they
awaited surgery: (author
comment)

When you are first
diagnosed it hits you like a
10-ton hammer hitting you in
the chest, but when you
think about it, okay, you've
got cancer, what can | do
about it? Nothing. And that’s
what | said to my cancer
specialist. “I don’t have the
problem, you have the
problem, so I'm not going to
worry about it. I'm giving it to

2. Is a qualitative
methodology
appropriate? Y

3. Was the research
design appropriate
to address the aims
of the research? Y

Sample selection

4. Was the
recruitment strategy
appropriate to the
aims of the
research? PY-
convenience sample
of patients part of a
patient association
could have
introduced bias

5. Has the
relationship
between researcher
and participants
been adequately
considered? N

Data collection

6.Was the data
collected in a way
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the emergence of three
higher-order themes from the
survivors’ data, and three
themes from the carers’ data.

you, you worry about it.” And
exactly the same thing with
the surgeon. (patient
comment)

Theme: Adjusting to and
Accepting an Altered Self

Subtheme: Adjusting to and
accepting physical changes.

Following surgery, the
process of recovery was
described as a mirror image
of the deterioration observed
prior to surgery, especially in
relation to weight gain and
eating ability:

Every day there was
something else that you
couldn’t get down. Even
different liquids. Suddenly |
found even the tea couldn’t
go down. Then the coffee
wouldn’t go down and some
solids as well . . . | would
suddenly have to disappear
because maybe a wee
sandwich that | knew | could
eat the previous day, | just
couldn’t get it down that day.
You had to disappear to get

that addressed the
research issue? PY;
data saturation not
addressed

7. Have ethical
issues been taken
into consideration?
Y

Data Analysis

8. Was the data
analysis sufficiently
rigorous? Y

Findings/results

9. Is there a clear
statement of
findings? Y

Overall quality:
MODERATE

Other information
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rid of it. It was awkward and |
stopped eating in front of
anybody, even my wife. . . .
So before the surgery, every
day there was something
else you couldn’t get down,
and after the surgery, every
day, there was something
that you could get down.
(patient comment)

Sensory feedback from the
body was altered following
surgery, and patients
described how they had to
“learn” appropriate amounts
to eat. They were unable to
rely on feelings of satiety,
often denying themselves
food even if they were still
feeling hungry: (author)

You can't really eat a lot, but
| don't find something telling
me that I'm full and if | enjoy
something | would say, “Is
there any more?” But after it
is down, that extra [food] |
feel as if | want to be sick
then, but it’s only after I've
eaten it. .. | just find that
you have to accept it, and
this is how life is going to be
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from now on. That’s the way
I look at it. (patient comment)

Well I've got to the stage
now where | cut off [eating]
at a certain level, because
you can find yourself in the
bathroom or you find it
coming up again, so you try
and measure your meal as
you go and stop at the right
time. It is hard to do. (patient
comment)

Subtheme: Adjusting to
social and emotional
changes.

The consequences of
patients’ altered eating
behaviors were felt at an
interpersonal and social
level. Especially in the early
period following surgery,
when survivors described
how they had less control
over the body’s reactions to
eating (such as choking and
vomiting), patients withdrew
from the company of their
family and friends. They
were often embarrassed and
nervous about eating in
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public places, and some
described a perceived
stigma associated with these
altered eating behaviors
(such as ordering small
portion sizes and children’s
meals): “You feel so
embarrassed and you are
eating a wee corner of your
meal, and the waiter says, ‘Is
there something wrong with
that?”” Patients also
described emotional
struggles, and the “fear of
the unknown”: (author)

When you have the
operation it changes your
life. . . . It changes you
mentally and | feel that eh . .
. somewhere along the line |
think a psychologist could
talk to you and ease your
worries, because we all
know doubt. . . . You don’t
know when you'll be getting
measured for the coffin.
(patinet comment)

Although fear of recurrence
appeared to be a

significant some control over
their situation, or maintaining
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a positive outlook about their
health:

It’s the fear of the unknown.
If | get it again there’s
nowhere else to go, but . . .
there’s more chance of
getting knocked down by a
bus. ... I had my surgery
five and a half years ago and
| keep very active, and eh, |
think it’s part of the cure.

Subtheme: Adjusting to role
changes.

Finding a new focus, and
disciplining the self not to
give in to negativity, was
stressed by patients as an
important goal of adjustment
postsurgery, especially when
faced with role and identity
challenges, such as being
unable to return to work, or
altered familial roles. The
following quote describes a
patient’s daily struggle after
being “pensioned off”:

You get up some mornings
and you don't feel like doing
anything. Those are the
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mornings that you really say
to yourself, “Right—start
such and such, because if
you get started you keep
going.” . .. Having
something to do and
something to think about is
the best medicine of the
whole Iot.

Theme: The unique benefits
of peer support.

Patients described the
informational and practical
support received from
medical staff, and also
highlighted the role of “being
known” by their physician
throughout their experience.
They advocated the unique
benefits for psychological
well-being and hope
provided by peer example
and support, particularly the
role of the support group.
The following quote helps to
demonstrate the processes
of upward social comparison
at work within the group:

| think that one of the things
that helped me was
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whenever | was in touch with
Ben [member of support
group] after the operation . . .
and he wasn’t there because
he was on holiday in
Australia, and | thought, “Oh,
there is life after this.” And
that actually helped me a lot.

Although most patients did
not have contact with other
survivors until they made
contact with the support
group (generally following
their recovery from surgery),
they still appreciated a role
for peer example and
support within the health
care setting, both in
preparation for and following
surgery. A few patients had
(informally) met other
patients who had undergone
surgery, and described the
influence of this on their
attitudes and behavior:
(author)

The day | was actually
diagnosed and they told me |
needed to have an
operation. And there was a
lady in that day who had
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come in to get a checkup
and she had had the
operation . . . six weeks ago.
And me meeting that woman
made my mind up for me—
I’'m going for the operation
straight away. (patient
comment)

Carers
Theme: The carer as buffer.

Carers described their
responsibility for protecting
the patient and their family
from distress, sometimes by
choosing to withhold
information from them, and
needing to be strong for
those around them. This
however, appeared to
contribute to the carer’'s
feelings of isolation, at a time
when they were clearly
suffering from elevated
levels of distress
themselves, often resulting
in altered sleeping and
eating patterns and reduced
self-care of their own health
problems:
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He [the patient] wasn't aware
of the severity of the
operation. And also, he
doesn’t know himself that he
hemorrhaged after the
operation and that night they
had to bring him back to stop
the hemorrhage, they
opened him, | think they said
his lungs were full of blood.
They also told me that if he
hadn’t had the operation, if
they hadn’t got him back to
surgery that night it would
have been too late. . . . He is
not aware of that; as a
matter of fact nobody else in
the family is aware of that,
because | think a secret’s
best kept if you really keep it
to yourself. (carer comment)

| felt, em, | had to be strong
for the whole family because
I would be a strong person
anyway, but they were all
looking to me and | couldn’t
let the side down. And | had
nobody to talk to. | was
nursing my father with
cancer, my sister had just
died, | had cancer, John had
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cancer. There was just
nobody. | couldn’t let myself
down, my guard down, and |
found the isolation terrible.
(carer comment)

Carers felt the burden of
responsibility for the patient’s
recovery. One woman
described herself as her
husband’s “whipping boy,”
as she relentlessly tried to
encourage her husband to
eat, and to take medication:

(author comment)

You were trying to get him
to eat, trying to get him to
take his tablets and | was
getting the brunt of
everything. And that was the
worst . . . and it was so hard
you know, and | used to
have to go out of the room
because | started crying.
(carer comment)

The carer was also a
conduit who provided
explanations to family and
friends, and in social
situations. The following
quote is an account of a
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husband’s private
conversation with a waiter in
a restaurant: (author
comment)

I had to take the guy away
to the side, and | says,
“Look, would you mind
coming back and removing
the plate and not saying
anything, because™—well, |
told him the situation. (carer
comment)

Theme: Representations of
recovery and recurrence.

Carers appeared to engage
in an anxious process of
tracking the patient’s
recovery and health in terms
of their ability to eat, their
meal sizes, and weight gain.
Their discussion was
permeated throughout with
accounts of this. Although
patients, on the one hand,
recognized and accepted
that smaller portion sizes
were a more-or-less
inevitable consequence of
surgery, carers’
representations of food and
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eating were heavily
emotionally laden and the
carers still perceived
recovery in terms of the
ability to eat larger
quantities: “I can’t get
Bernard out of the small
meals. . . . | have to ring him
every day from work to tell
him to eat, but his eating has
got a bit better and he’s put
on a bit of weight.” (author
comment)

Carers were vigilant in their
observation of patients’
“progress,” and often
interpreted even slight
weight loss, dumping, or
feeling unwell as indicators
of disease recurrence:
“Every time that he would
not feel well or would have
the dumping syndrome, |
keep wondering, is it back?”
This was clearly a significant
source of distress for the
carers, permeating their daily
thoughts, and was felt very
keenly when attending for
checkups: (author comment)
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I continually worry about
him, he’s never out of my
mind. He’s the first thing on
my mind in the morning and
the last thing at night—“Have
you got pain? Where'’s the
pain?”. .. | used to just look
for a reaction from their
faces, just to see is he doing
a bit better, is he not? . . . If
there’s a slight smile it gave
you hope. You know, | was
very aware of people’s
reactions in the hospital
around me. (carer comment)

Theme: Normalizing
experiences through peer
support.

Carers described varied
experiences of support from
health professionals, but
recognized the value of peer
support, especially for
normalization of experiences
(such as eating
habits/ability), reducing
feelings of isolation, and as a
source of hope: (author
comment)
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Carers are supposed to
forage for information, you
know: “Am | doing the right
thing?” You know he’s not
eating right, | can’t get him to
eat and it was only when |
came here that | started
talking to people . . . the first
lifeline we had was here [the
support group] . . . it was just
like a breath of fresh air . . .
and things that Brian had,
this dumping syndrome, he
wasn't the only one. . . . My
friends were good but | think
they cared about us so
much, they couldn’t ask,
they didn’t want to, they just
wanted life to go on. (carer
comment)

Full citation

McNair, A. G. K.,
MacKichan, F., Donovan, J.

N. L., Griffin, S. M., Crosby,
T., Blazeby, J. M., What

L., Brookes, S. T., Avery, K.

Sample size
N= 31

(25 consultations, 27 interviews)

Setting:

Three United Kingdom (UK)
upper gastrointestinal (Gl)
cancer centres.

Themes and Categories
Results

Theme: Emphasis on
surgical techniques and
in-hospital risks by
surgeons

Limitations

CASP Quality
Assessment Tool

Aims
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surgeons tell patients and
what patients want to know
before major cancer surgery:
a qualitative study, BMC
Cancer, 16, 2016

Ref Id
478526

Countryl/ies where the
study was carried out

UK
Study type

Qualitative study (patient
interviews and observation
of patient-surgeon
consultation)

Aim of the study

This study explored
information provided by
surgeons and patient
preferences for information
in consultations in which
surgery for oesophageal
cancer surgery was
discussed.

Six consultations were not
recorded because of equipment
failure and four patients
declined an interview.

Characteristics

mean age= 67 years (range 55-
79)

24 male, 7 female
18 AC/ 13 SCC

Inclusion criteria

oesophageal adenocarcinoma
or squamous cell cancer

selected for surgery alone, or
neoadjuvant treatment and
surgery by an upper
gastrointestinal cancer multi-
disciplinary team.

Patients were eligible only when
aware of results of diagnostic
and staging investigations.

All surgeons in the participating
centres were eligible.

Sample selection:

Eligible participants were
posted study information.

Data Collection

Consultations between
consultant surgeons and
patients before surgery were
audio-recorded to study
information exchange, and
semi-structured interviews
were undertaken with patients
within two weeks to explore
views on the information
provided and their
preferences for information.
Interested participants were
met by researchers prior to a
routine appointment in which
treatment, including surgery,
would be discussed by a
surgeon. Consultations took
place in usual hospital
facilities. Following the
consultation, participants were
invited to be interviewed at
home, in the hospital or by
telephone according to their
choice. An interview topic

Subtheme: surgeons
presented detailed technical
information

All consultations were
dominated by information
from surgeons about
operative technique and in-
hospital morbidity risks. The
information flow was
unidirectional, with surgeons
disclosing information to
patients frequently in a
uniform way with limited
patient involvement.
Descriptions were often
detailed, and large amounts
of information were
communicated in a single
discourse. Information about
operative technique followed
a typical format involving an
explanation of normal
anatomy, identification of the
tumour site defining the
extent of the resection and
the method of
reconstruction. Surgeons did
not enquire if patients
wanted this level of detail.
(author comment)

1. Was there a clear
statement of the
aims of the
research? Y

2. Is a qualitative
methodology
appropriate? Y

3. Was the
research design
appropriate to
address the aims of
the research? Y

Sample selection

4 Was the
recruitment strategy
appropriate to the
aims of the
research? Unclear-
limited detail on
recruitment strategy

5. Has the
relationship
between researcher
and participants
been adequately
considered? N

Data collection
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Study dates

Interviews conducted
2010/2011.

Source of funding

This work represents
independent research
partially commissioned by
the National Institute for
Health Research (NIHR)
under Research for Patient
Benefit Program PB-PG-
0807.

Exclusion criteria

- Patients were excluded if a
translator was required in the
clinical consultation

guide was used to ensure that
similar issues were covered in
each interview, including
expectations of the
consultations, views on the
information provided and
information desired. This final
topic included discussions
about investigative tests,
treatments, physical and
psychological symptoms.

Data Saturation

Data collection and analyses
occurred concurrently and
iteratively and the sample size
was guided by assessment of
the saturation of insights
drawn from the data.
Saturation was defined as the
point at which no new relevant
themes/subthemes were
emerging from the iterative
process of analysis.

Data Analysis

Audio-recordings were
anonymised and transcribed

Subtheme: the gravity of the
surgery was emphasized

The gravity of the surgery
was emphasised, being
described as ‘major’ or ‘big’
in 17 of the 25 consultations.

“Now, the operation is a very
big operation. It’s a very
serious operation and there
are risks involved, ok? It is
one of the biggest operations
a human being can actually
undergo” (consultant)

Such descriptions allowed
more detail about specific
aspects of the procedure to
be introduced, which
reinforced the magnitude of
the surgery may helped
contextualise disclosure
about in-hospital risks.
(author comment)

Subtheme: Short term risks
were listed with little
explanation

Short-term risks were
described in all
consultations, and were

6. Was the data
collected in a way
that addressed the
research issue? Y;
data saturation was
reached

7. Have ethical
issues been taken
into consideration?
Y

Data Analysis

8. Was the data
analysis sufficiently
rigorous? Y, multiple
researchers carried
out thematic
analysis
independent

Findings/results

9. Is there a clear
statement of
findings? Y

Overall quality:
HIGH

Other information
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verbatim following standard
notation guidelines.
Qualitative analysis software
was used to assist with data
management. Analyses were
undertaken by two
researchers and followed
principles of thematic
analysis.

Transcripts of consultations
and interviews were read and
re-read for data
familiarisation, all transcripts
of consultations and
interviews were coded in an
iterative process. Coding was
partly theory driven, in that the
focus of analysis was on
information exchange and
needs, but the researchers
sought to ensure that themes
emerged from the data.
Researchers were aware
literature describing cancer
patients’ information needs,
but they did not apply a priori
categorisation to these data.
Coding was conducted
independently by two
researchers and a process of
constant comparison used to
compare transcripts.

listed in succession with little
explanation. The exception
was in-hospital mortality,
which often included
summary statistics. (author
comment)

“The overall mortality rate
with a major operation like
this, in our hands, is less
than two percent, so it ’s a
ninety-eight percent chance
of getting through it ”
(consultant comment).

Subtheme: Patients
generally accepted the
necessity of

technical information

Information about surgical
technique and morbidity
were identified as desired
information topics by only
three patients. Most patients
acknowledged that surgeons
needed to give them the
data, and was often
described in the context of
possible litigation. (author
comment)
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“l think it’s, erm- ‘cause of
litigation, isn't it these days—
they have to tell you
everything” (patient
comment)

Subtheme: some patients
did not want technical
information

There were seven patients
that expressed a preference
against being given technical
information. This
demonstrates a mismatch
between surgeons’ and
patients’ views. Explicitly not
wanting to know about these
things was potentially related
to a sense of inevitability
about the procedure and a
desire to ‘get on with it": that
reflecting on their own
vulnerability was unhelpful,
and possibly contradicted a
positive narrative that
patients were trying to
maintain. (author comment)

"I did have the fleeting
thought going through my
mind, ‘For goodness sake,
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why are you telling me all
this. I'm confident, you're
confident. Let’s get on with
it” (patient)

“I don't think | was as
interested in that sort of
detail. | know that there are
risks, | don’t want to dwell on
it. It’s always near the front
of your mind at this particular
time- and you're trying to get
away from that as much as
possible" (patient)

“I must confess it came as
rather a blow and what |
what I didn't like really were
the statistics that he went
into - | would have liked to
have heard more about the
sort of positive side of it”
(patient)

or ageneral
squeamishness:

“Surgeons see it every day.
They’re quite happy to talk
about it. A lot of people seen
somebody run over in the
road and their insides
hanging out, they’d be on the
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side of the road throwing up.
You know, and if they tell
you they’re gonna do
something similar to you,
you don’t wanna know about
it” (patient comment)

"obviously one needs a-
some idea of the process but
not necessary of- not
necessarily every gory
detail” (patient comment)

Theme: Post-operative
recovery, long-term quality
of life and survival were
key patient information
needs

Subtheme: recovery, long-
term quality of life
information was desired by
most, but not all, patients

Information about post-
operative recovery and QOL
was identified as important
to all but four patients. This
was related to a wide range
of topics including work,
social activities and physical
symptoms.
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“l was trying to gauge what
the time would be before |
could begin to embark upon
relatively normal activities”
(patient)

“Will I not be able to work
any more?” (patient)

“l wanted to know basically
what you're like. Can you,
erm, do the things that | now
do? Bearing in mind I'm
seventy-six years old and |
can’t run about like | used to
...after six months, erm, how
- what will it do? Can I- Will |
be able to stretch? Will | be
able to paint the ceiling- Will
I be able to- to run about?
What? Il be like- I'll be able
to drive a car, | guess but-
you know, so those are the
things.” (patient)

There were four patients
who explicitly stated that
they did not want information
about QOL. Reasons for this
included wanting the
information later in their
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recovery or to maintain an
idea of “hope”. (author)

“I don’t think that | would
really want to know what
would be the long-term
problems if any. | want to
stay on top— | want to keep
on top of it... | don’t really
want to think too far ahead,
there is probably enough to
think about, y’know, at the
moment” (patient)

Subtheme: Long-term
effects of surgery were
minimised by surgeons

Long-term QOL were
discussed in fewer than half
(10) of consultations, with
notable variation in the level
of detail. Descriptions of
recovery varied, from
surgeons portraying it as an
ongoing process, to

describing a clear trajectory.

Topics covered largely
concerned the control of
symptoms, such as reflux.
Explicit in descriptions was
that patients would return to
a normal, or near-normal,
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state of functioning. This had
the effect of minimising the
long-term impact of surgery.
(author)

‘it can take six months or so
before you are back to
where you were, maybe
longer—six to nine months
to how you're feeling now”
(coonsultant).

“He said, ‘six months.’ But
that’s to full fitness, you
should be feeling a lot better
a lot sooner” (patient)

Patients appeared satisfied
with this information, though
this may be based on the
unrealistic belief that they
would return to full health.
Minimising the long-term
impact of surgery may
therefore suppress question-
asking. There were no
examples of surgeons
eliciting patients’ information
needs regarding recovery.
(author)
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Subtheme: survival
infromation was desired by
patients

Survival information was
often stressed as important
by patients.

“Id like to know is- is your
thoughts on, erm- on
whether you'd like to know
the- the chances of a
successful cure and these
kinds of things. (patient)

It was provided in 17
consultations and quoted
statistics were largely
consistent between
consultations and with
published literature (50 %
two year survival).
Disclosure of survival
information was often
embedded within the
technical description of the
surgical procedure, and was
brief. (author)
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Subtheme: surgeons
presented the uncertainty
around survival

Although specific survival
rates were conveyed in
many consultations,
surgeons made efforts to
impress the uncertainty of
the prognosis for the
individual.

“But, you know, as- as | s-
tell people, you know, if- say
there was a percentage cure
rate, you’re not gonna be
percentage cured, you're
either gonna be cured or not-
[Yeah. Mm.] cured and that’s
a problem — that’s when we
just don’t know anything”
(consultant)

These difficulties were
manifested in consultations
where survival statistics
were often followed by
caveats; “we don’t have a
crystal ball”. This reflects
tensions between providing
population-based survival
statistics and providing
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individualised information.
Difficulties with personalising
survival information were
acknowledged and largely
accepted by patients during
interviews, with uncertainty
viewed as an inherent
aspect of the cancer
trajectory. This was even the
case when such information
was potentially distressing.
In one interview the patient
and his wife describe feeling
‘done down’ when hearing of
the survival statistics,
although the patient
reflected; (author comment)

“I thought, it’s better that
[surgeon] said that than, ‘Oh
look, we’ll cure you™
(patient).

Subtheme: fear may inhibit
patients' desire for survival
information

One patient initially
described not wanting
survival information but then
clarified his opinion.
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“I've got to ask the question
because clearly those are
the answers you want to
know, you know. Am | gonna
die? Or, you know, how long
am | likely to live? You know,
these are sort of basic
questions that you want
answers to but you're scared
that someone’s gonna say
well, actually not very long’,
you know (laughs) and you
can’t argue because they’re
the professional” (patient)

Fear was an inhibitory factor
in this example but this
highlights an important
distinction between patients
wanting survival information
in general and wanting to
know how long they will live
as an individual. (author
comment)

Full citation

Mills, M. E., Sullivan, K.,
Patients with operable

Sample size

N=7

Setting

Sample Selection

Themes and Categories

Results

Limitations

CASP Quality
Assessment Tool
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oesophageal cancer: their
experience of information-
giving in a regional thoracic
unit, Journal of Clinical
Nursing, 9, 236-46, 2000

Ref Id
478572

Countryl/ies where the
study was carried out

UK
Study type

Qualitative study of semi-
structured interviews

Aim of the study

To gain an insight into the
experiences of patients with
operable cancer of the
oesophagus and the
information they received.

Study dates
NR

Characteristics
5 male, 2 female

Inclusion criteria

Having gained the permission of
the thoracic surgeons, the
researcher generated a list,
from the thoracic database, of
42 patients who had undergone
TTO in the 18-month period
preceding the start date of the
study. It was decided that those
patients (n.11) who had been
involved in a clinical trial of pre-
operative chemotherapy would
be excluded, as they would
have received additional
information and support.

Exclusion criteria

Those over the age of 70 were
excluded (n.9), as, from
experience, the researcher
considered this age group to be
less willing to critically evaluate
care.

purposively sampled from list
provided by surgeons

Data Collection

Seven questions were
outlined on the interview
guide. The first two questions
were general in nature and
were used to gain an insight
into participants' demographic
details, their social
background and their path to
diagnosis. The third question
asked for details about the
type information they received
while in hospital. Following on
from this, they were asked to
describe who was involved in
providing them with
information and how the
information was given to
them, for example verbally or
written. The sixth question
was related to how they
perceived the overall system
of information-giving in the
hospital and incorporated a
description of the positive and
negative aspects of

Category: SOURCES OF
INFORMATION

Theme: Information from
Consultant surgeon

Generally participants were
very positive about the
surgeons, commenting on
how ‘attentive' or “helpful'
they were or how they
provided "a lot of information'
and spoke to their families.
Although no-one in the group
criticized the surgeons, a few
areas of discontent were
implied.

Firstly, at review
appointments it was
apparent that participants'
fears or misconceptions
were often not clarified. This
may have been due to a lack
of probing questions to
determine how patients were
really feeling.

Second, two participants
identi®ed that information
was only provided if
requested:

Aims

Was there a clear
statement of the
aims of the
research? Y

Is a qualitative
methodology
appropriate? Y

Was the research
design appropriate
to address the aims
of the research? Y

Sample selection

Was the
recruitment strategy
appropriate to the
aims of the
research? N- those
over 70 excluded,
only 7 patients
included

Has the relationship
between researcher
and participants
been adequately
considered? N

Data collection
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Source of funding

NR

information giving. Finally,
participants were asked to
suggest any ways in which
they considered information-
giving within the hospital
could be changed to help
other patients.

Interviews were conducted at
a time and place chosen by
the participant. Interviews
lasted between 25 min and
one hour and all were tape-
recorded with the participants'
consent. This ensured that no
emphasis or details were lost.
Each interview was then
transcribed verbatim and data
analysis began.

Data Analysis

Content analysis was carried
out, whereby the transcripts
were analysed for themes and
each interview was
segmented by these themes
into categories. This involved

If you ask you will be told,
but if you don't know what to
ask, then your questions will
never be answered. (patient
comment)

In general, the comments
made indicated that
participants appeared to feel
overwhelming gratitude to
their consultant surgeon. In
their eyes this person had
done something miraculous
and saved their lives. One
patient stated:

| was in awe of the doctor,
these guys are God to me,
they are life-savers. They
are able to cut me in half and
take bits out and throw them
away. You are in awe!
(patient comment)

This participant vocalized
what others implied. It could
be assumed that if an
individual feels their life is
indebted to someone, then
they will have the utmost
respect for them.
Irrespective of the reason for

Was the data
collected in a way
that addressed the
research issue? Y;
data saturation
reached

Have ethical issues
been taken into
consideration? Y

Data Analysis

Was the data
analysis sufficiently
rigorous? Y coding
by two independent
coders

Findings/results

Is there a clear
statement of
findings? Y

Overall quality:
Moderate due to
concerns over
sample selection

Other information
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a series of steps. Initially, the
whole script was read to get a
sense of the entire material.
On a second reading, key
words or themes were
highlighted. On the third
reading, the highlighted areas
were coded. The main subject
areas relating to information
that had been identified in the
literature were used as coding
categories. The coded themes
were cut and pasted using a
word processor into these
categories. A high level of
agreement was reached by
the two coders but statistical
analysis of intercoder
reliability was not carried out.

this phenomenon, it was
signi®cant in this study that
the consultant thoracic
surgeon received
considerably less criticism
than other groups. Even
referring consultants were
not held in the same high
esteem. One participant
remarked that he would not
allow his referring consultant
to carry out a repeat
oesophagoscopy, ‘in case
he undid the good work of
the surgeon'. (author)

Theme: Information from
Nurses

Six participants made
positive comments about
nurses' information-giving
skills. These comments
mostly related to the fact that
nurses clari®ed what the
doctor had discussed. In
addition some participants
made general statements,
such as ‘the nurses were
great' or "excellent'.
However, they did not
support these statements
with any details of how they

114
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were “great' and indeed on
some occasions made
indirect criticisms at a later
stage.

One participant perceived
that nursing staff lacked the
necessary knowledge to
provide patients with
information. As a result of
this, the participant felt
devalued and had no
confidence in nurses. (author
comment)

One participant also stated
that on several occasions
nurses told him "little white
lies'. When probed further,
this appeared to relate to
occasions when nurses gave
him vague or inaccurate
information, perhaps in an
attempt to reassure him.
One example was at
diagnosis, when the nurse
tried to explain why he was
waiting for some time to
speak to the doctor: like why
are they all away, they were
after me.?? (author)
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And she said the doctor
sees everybody before they
go. She lied (patient
comment)

A comparable problem was
that of conflicting advice
among nursing staff. This
was in relation to care of a
central venous line and
caused the patient undue
anxiety. Another participant,
although taking care to
emphasize that he was not
criticizing staff, highlighted
two problems in one
statement: (author)

But no-one (nursing staff)
has time, it took me a while
to find out what a TTO was
about, actually what the
letters stood for. Nobody sat
down and actually explained
that. (patient)

Primarily this identifies the
problem of jargon and, in
association with it, staff
having insufficient time to
provide explanations.
(author)
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Theme: Information from
Other medical staff

In general participants gave
few details about junior
doctors. Even when probed,
those interviewed often
made bland statements,
such as "oh, they were a
great team' or "they were
very nice.'

As with nursing staff, junior
doctors were criticized for
using jargon and not having
the necessary knowledge to
provide information.
However, on one occasion a
participant related how a
junior doctor admitted that
he could not answer his
question. His honesty was
appreciated and made the
person realize "these guys
are only human'. This
highlights the importance of
being honest with patients.
(author)

A number of problem areas
relating to other medical
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staff, namely those above
the level of junior house
officer, were highlighted by
one participant in particular.
This man felt that the doctors
were not there to answer his
questions when needed and
that at the next ward round
‘yesterday's questions were
no longer relevant!' (author)

Another criticism related to
doctors' lack of
understanding of
psychological needs:

Doctors have to realize that
this is a very traumatic time
for patients. (patient)

The participant talked at
length about how frightening
it is for patients to undergo
such a major operation:

It doesn't matter how
confident you are, and | am
normally confident and used
to standing up and speaking
to people. Yet here | was,
petrified. (patient)

Likewise another participant
outlined how a doctor had
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treated him in general and
not as an individual:

It was just some of the
questions that she asked
that made me feel that she is
treating me in general. She
doesn't specifically know
about me. (patient)

Finally two participants
discussed situations when
they became upset because
they overheard doctors
discussing their care. One
participant was about to
have a central venous line
inserted and heard it being
described as "a very
dangerous thing'. Another
individual who had lost his
voice postoperatively heard
doctors saying that he might
never regain his voice. This
individual probably gave the
best answer to this scenario
himself: (author)

Doctors should be very
careful what they say within
the earshot of patients.
Patients at this stage need
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support and confidence that
all will be well. (patient)

Theme: Information from
Professions allied to
medicine

Dieticians were mentioned
by five participants, as they
provided them with dietary
information postoperatively.
However, there were few
details about the nature of
this information. The other
professionals who were
positively portrayed by two
participants were
physiotherapists. They were
described as one of the main
sources of information and
as having the time to sit
down and talk. One woman
stated: (author)

She (physiotherapist) was
brilliant, she gave me more
information than the doctors
and nurses had. She was
the only one that actually sat
down. (patient)
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This shows that all
healthcare staff have an
important role to play in
relation to patient education
and information-giving.

Theme: Information from
Other patients

Those participants who
spoke to other patients who
had undergone the same
operation were very positive
about the experience. They
used words such as “brilliant'
and “terrific' to describe their
encounters. One participant
was particularly grateful:
(author)

The main one there for me,
that stands out in all of this,
was talking to that woman
[another patient]. That gave
me the greatest hope.
(patient)

In contrast, this participant
also described how he was
introduced to another
patient. This meeting did not
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result in a positive outcome.
On this occasion, the nurse
mentioned that the other
patient was an alcoholic.
This blurred the participant's
image of the patient and
indeed he stated: "it didn't
help me at all'. This
illustrates that not all
encounters with other
patients are beneficial and
that nurses should take care
if initiating such an
interaction. (author)

Theme: need for nurse
specialist

Another significant finding
relating to the sources of
information was that six
participants expressed the
need for a nurse specialist in
thoracic surgery. Four
participants proposed that
such a nurse would have
been useful during the
postoperative period, when
they needed information and
advice about matters such
as returning to work. A nurse
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with counselling skills, who
would have time to “sit down
and talk' to the patient, was
speci®cally identified by two
participants. Another two
participants suggested that
such a nurse could have
provided support and
reassurance for families.
(author)

In addition, a participant
described at length how a
nurse could establish a
“back-up service' for patients
by providing a telephone
number with an answering
machine that patients could
contact day or night and
leave a message. The nurse
could then answer the query
the following day. (author)

Category: METHODS OF
PROVIDING INFORMATION

Theme: All participants
stated that they received
verbal information.

Details about this verbal
communication have already
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been discussed in relation to
the sources that provided it.

Theme: Written information

All participants also received
an information booklet
produced by the
Oesophageal Patients
Association, and six
participants spoke positively
about this booklet. Some
described it as ‘great' or "a
tremendous help', while
others just stated that it was
useful. It was apparent from
the data that participants
used the booklet to refresh
their memories and clarify
any misconceptions. In
addition, poor concentration
postoperatively was
experienced by three
participants and this could
also explain why they
frequently relied on written
material. (author)

One participant was
particularly keen on written
data and stated that he
"knew the booklet inside and
out' and that he could easily
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refer to different sections
when he needed to clarify
anything. In contrast, two
patients described their
concentration as being so
poor that they could not read
the booklet. It was thus less
useful to them. (author)

Three participants also
indicated that written
information was useful to
their families to help them
understand what had
occurred and what to
expect.

However, one family did
seek additional written
information from the charity
Cancer BACUP which
provides advice, support and
literature for cancer patients
and their families. This
indicates that the current
booklet did not satisfy all
their information needs.
(author)

One participant was very
critical of the information
booklet. He described it as
being “too optimistic' and of
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viewing the situation through
‘rose-coloured glasses'. This
patient also contradicted
some of the current literature
regarding the usefulness of
written information. He
stated:

| have read the booklet and
what | took out of it, and my
wife has read it and what
she has taken out of it, we
never actually discussed.
(patient)

As a result of this they had
totally different impressions
of what the postoperative
recovery period would
involve. (author)

Theme: audio-visual
information

When asked about audio-
visual methods of providing
information, participants
differed in their responses.
Three participants, who
highlighted some problems
with written information,
were in favour of audio-
visual information, two were
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uncertain about the need for
it and the remaining two,
both from professional
occupations, strongly
opposed it, stating that
training videos were
generally of poor educational
value and that videos were
of little use for quick
reference.

Category: INFORMATION
GIVEN TO PARTICIPANTS

It became apparent during
analysis that information
given to participants could
be categorized according to
the list of information needs
most frequently identified in
the literature review, which
were: details about treatment
regimes, side-effects, extent
of disease, likelihood of cure
and prognosis and self-care
or return to normality. Most
participants (n.6) were given
considerable details about
the technical aspects of their
operation both pre- and
postoperatively. (author)
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Nevertheless, care has to be
taken not to overwhelm
patients with excessive
technical data, while omitting
information about less
complex medical and
nursing procedures. This
was highlighted by one
participant who stated:

Assumptions were made that
people know what
procedures are all about So
a number of assumptions
were made, are made, that
people know about these
things, and people don't.
(patient comment)

Likewise, one woman stated
that she had no idea what to
expect about hospitalization
in general as neither she nor
any of her family had ever
been in hospital. Staff should
not assume that patients
understand routine practices
in hospital: for them and their
families everything is novel
and even simple procedures
should be explained. (author
comment)
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In relation to possible side-
effects of the operation,
participants appeared to be
well informed, through both
verbal and written means,
about the possibility of
having swallowing
difficulties. Some other side-
effects were also included in
the information booklet, such
as dietary problems,
changes in gastric emptying
and altered bowel habit.
However, one participant felt
that she did not receive
satisfactory advice on
discharge about
postoperative complications
and it was this woman's
family that contacted the
Cancer BACUP help-line to
clarify some issues. Another
stated "all the little set-backs
made me feel that they were
lying'. (author)

Perhaps if this participant
had been given more details
about possible side-effects,
he would not have seen
them in such a negative
light. These problems
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indicate a deficit in this area.
(author)

Five participants described
how they were told about the
extent of their disease,
preoperatively:

He told me that it was
localized, and all the good
news, that it was in the lower
third, which is highly
survivable, or less fatal. He
said 'l don't know whether |
can help you or not." You
can't get straighter than that,
that was what I liked. | can't
stand anybody beating
around the bush. (author)

Whether the information
given was ‘good' or ‘bad', a
number of participants
appeared to appreciate
being told the truth. (author
comment)

However, on a few
occasions participants did
mention that they would
have preferred most positive
information in the early
postoperative period. This
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difference in opinion
emphasizes that it is
essential to assess each
patient individually prior to
providing information.
Likewise, information given
about cure and prognosis
could be described as
“hopeful’ or “less hopeful'.
(author)

On the hopeful side:

We have your lab test back
and you are completely
clear. There is no cancer
anywhere. He said it was a
great success. (patient)

On the less hopeful side:

He told me, "You had four
out of 14 nodes that were
positive. The four nodes
were small and that is good
news. Anything that was left
could take years to reoccur,
if ever." (patient)

The "hopeful' quotes
primarily aim to reduce
patients' anxiety and
generate feelings of safety
and security. The “less
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hopeful' indicate that staff
were providing participants
with realistic expectations for
the future.

Six participants indicated
that they were given some
advice relating to their return
to normality and self-care.’|
just wanted to get back to
my routine.' Four participants
indicated that they required
more information about
convalescence. (author
comment)

1

2 <lInsert search strategies here, broken down by database>

F.23 Palliative management

4 What are the specific information and support needs for adults with oesophago-gastric cancer who are suitable for palliative treatments
5 and care only?

6
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Full citation Sample size Sample selection Themes and Categories Limitations
Andreassen, S., N=9 Convenience sampling- family  |Results CASP Quality

Randers, I., Naslund, E.,

Stockeld, D., Mattiasson,

A., Family members'
experiences, information
needs and information
seeking in relation to
living with a patient with
oesophageal cancer,
European Journal of
Cancer Care, 14, 426-
434, 2005

Ref Id
476910

Countryl/ies where the
study was carried out

Sweden
Study type

Qualitative study- semi-
structured interviews

Aim of the study

To describe family
members’ experiences,
information needs and

Characteristics

The sample consisted of close
family members: one brother,
two husbands and six wives.
Five family members had full-
time or part-time employment
and four family members were
retired.

Inclusion criteria

The selection criteria for the
participants in this study were
that they should be a close
family member or significant
other to the patient and
interested in participating in
the present study. So, from an
ongoing study in which 13
patients are included, nine
family members were
identified.

Exclusion criteria

members of study participants

Data Collection

The first author conducted the
interviews at a time and place
chosen by the participants. That
is, six interviews were carried
out at the participant’'s home,
two at the first researcher’s
office and one at a hospital. An
interview guide was developed
to identify the areas to be
covered. However, all interviews
started by an open-ended
question: ‘Will you tell us a little
about your experiences of your
family member’s iliness?’ This
question permitted the
participants to talk freely about
their experiences of information
needs, and their information
seeking. The interviews lasted
about 1 hour (one of them about
20 min). All interviews were
audiotaped with the participant’s
consent and transcribed
verbatim.

Category: Intrusions on
Family

Theme: Children

Family members in this study
emphasized the importance
of including the whole family
in the care given, even the
children, whatever their level
of knowledge or ability to
understand are, because the
children were aware that a
tremendous change had
occurred in the family.
(authors comment)

I don’t think anyone has ever
asked how old our children
are, if they visit school or
anything like that. They don’t
seem to care that there is a
family around the patient and
that we in fact have a
sixteen-year-old son, who
has grown up with this.
(family member comment)

Assessment Tool
Aims

Was there a clear
statement of the aims
of the research? Yes

Is a qualitative
methodology
appropriate? Yes

Was the research
design appropriate to
address the aims of
the research? Yes

Sample selection

Was the recruitment
strategy appropriate to
the aims of the
research? Yes-
purposive sampling of
family member already
participating in other
study

Has the relationship
between researcher
and participants been
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information seeking in
relation to living with a
patient suffering from
oesophageal cancer.

Study dates

December 2003 and
January 2004

Source of funding

This work was

Sophiahemmet
University College, and
The Sophiahemmet
Foundation for Clinical
Research, Stockholm,
Sweden.

supported by grants from

Not reported

Data Analysis

Content analysis was used in
analysis of the data. When
analysing the part of the
interviews involving the iliness
experiences, an inductive
approach (Berg 2004) was used,
while a deductive approach
(Berg 2004) was used when
analysing the data covering the
participants’ information needs
and information seeking. The
inductive approach went as
following; the interviews were
read through to gain an overall
picture. They were then reread
several times with the aim of the
study in mind. Text units, i.e. a
word, a sentence or a whole
paragraph, that answered the
questions at issue were marked
and condensed into a
description of their manifest
content. From these
descriptions, different themes
were formed and organized into
categories. Representative
quotations have been used to
illustrate themes. The initial

It was evident that the
children became anxious and
stressed which affected their
school life. Moreover, they
had to struggle much on their
own. (author's comment)

Our son had his 18th
birthday this year. Although
he himself says that his
mother’s illness doesn’t
affect him at all, we have
noted that his grades
dropped disastrously during
his first term. (family member
comment)

The family members called
attention to the importance of
preparing the children for a
changed family situation.
Crucial for the family
members was that their
children should participate in
information giving.
Participation could facilitate
the children’s preparedness.
(author's comment)

I think it would be good to
receive joint information, to
involve the children, since

adequately
considered? No

Data collection

Was the data collected
in a way that
addressed the
research issue?
Probably.Yes- data
saturation not
discussed by the
author

Have ethical issues
been taken into
consideration? Yes
(privacy and
confidentiality)

Data Analysis

Was the data analysis
sufficiently rigorous?
Details of content
analysis provided as
well as references for
data analysis method,
3 different authors
read interviews and
checked categorization

Findings/results
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procedure used in the deductive
analysis was the same as
above, but text units were
identified in relation to
information needs and
information seeking. In this
study, three authors read the
interviews and checked the
categorization, and the
agreement was considerably
unambiguous.

the parent, who comes home
is a little foreign. You can
say: ‘One parent left and
another one came home who
is also a patient at home.’
(family member comment)

Category: Uncertainty

Theme: Course and
prognosis

The family members
experienced an everyday
symptomatic uncertainty and
looked for signs for
deterioration. (author
comment)

You know all the time that
one day it will get worse. You
may receive an answer that it
is a metastasis, exactly as
we received now. | live
constantly with this. (family
member comment)

A prognostic uncertainty is a
medical reality in patients
with oesophageal cancer,
which even these family
members had to live with:

Is there a clear
statement of findings?
Yes

Overall quality:
Moderate

Other information
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‘Since after five years one is
considered be out of the
danger zone, we can
calculate that my husband
will in some form be given a
clean bill of health, but
perhaps not quite be
declared healthy.' (family
comment)

Theme: Future

The uncertainty of death and
dying pervaded the family
members’ thoughts and
plans for the future. They
expressed: Shall we sell the
house or shall we not? Shall
we renovate our house or
shall we not. Shall | work full
time or shall | not?’ ‘Will my
husband die tomorrow, or
what?

Heredity

The family members
expressed a genetic threat
and concerns about the
connection between genetics
and cancer. They were also
worried if the children would
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inherit the cancer. (author
comment)

What worries me most is that
the illness will affect the
children. If they will get this .

. . Whether it is hereditary.
(family member comment)

Since my brother now has
cancer of the oesophagus
and all my other siblings and
my mother and father also
had cancer, | want to know if
| am exposed to cancer and
have it in my genes, so | can
take some special tests.
(family member comment)

Category: Managing
Uncertainty

Theme: seeking information
from interpersonal sources

Subtheme: experts

In order to learn, receive
understanding for the illness
and handle the uncertainty,
the family members
entrusted themselves to the
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experts, i.e. the physicians,
who were considered the
major source of information.
The family members
accompanied the patient
when consulting the
physician and took an active
part by listening and asking
specific questions
concerning oesophageal
cancer.

The doctor is our

lifeline. When you are so
close to the experts as we
are now, we ought to get the
truth directly from the doctor
if there is anything we
wonder about. We have
entrusted ourselves to the
experts. (family member
comment)

In this study the family
members also felt connected
to the nurses who could
answer questions of
importance, and give
practical and emotional
support.

It’s easier to talk with a nurse
when it concerns important
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questions. You may receive
quite good and reassuring
answers. /. ../ You geta
feeling of trust when you talk
with a nurse. (family member
comment)

Moreover, the patients
themselves were considered
experts.

| haven’t asked anything
myself because | knew that
my husband would ask
everything so minutely
himself. | know he would look
up everything himself. He
has shared his knowledge
with me and we have
discussed it together. (family
member comment)

Despite knowing that the
physicians are able to
provide information about
diagnosis, prognosis and
treatment, the family
members did not always turn
to them with questions. They
sometimes thought they
could not formulate
questions since they did not
always know enough in order
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to ask. This lead to a feeling
of being left out of certain
knowledge that perhaps
should be of value for
understanding the situation.
However, all of the family
members did not want to
discuss and ask specific
questions with the physician
when the patient listened.
(author comment)

I don’t want to ask the doctor
a question, which he has to
respond to negatively when
my husband is with me.
(family member comment)

Some of the family members
reported that not asking
questions was due to their
lack of medical knowledge
about oesophageal cancer.
(author comment)

You are not enough
medically knowledgeable.
Therefore, you don’t know
what to ask. (family member
comment)

Subtheme: social network
and kinship
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The family members
contacted persons in the
family’s circle who had
specific knowledge of the
illness and in whom they felt
confidence.

I trusted the judgements that
doctors in our acquaintance
circle gave, but not
completely, since they are
not in the field. They can’t be
well read in all areas. (family
member comment)

Theme: media sources

Subtheme: daily newspaper
and TV

Through personal
experiences and by following
cancer reports in daily
newspapers and on TV, the
family members had general
knowledge and
understanding about different
cancer diagnoses.
Concerning oesophageal
cancer, they were ignorant
and had never heard of the
disease. (author comment)
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| hadn’t heard about that
disease. | think you have
heard about most of the
variations, but not cancer of
the oesophagus. (family
member comment)

However, the family
members believed that the
image of cancer given in
Swedish mass media is that
the survival rates are
increasing. (author comment)

I receive most of the
information through the mass
media. In that way, | get my
information and it is sort of
positive, since more and
more people pull through.
(family member comment)

Subtheme: encyclopaedias
and other written material

The family members looked
in encyclopaedias, medical
books, material produced by
the hospital, and brochures,
to gain medical information
about the iliness and to get
an overview of problems
related to the illness.
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We have received books on
how you deal with the illness,
quite thin pamphlets from the
medical authorities both to us
and to the children. (family
member comment)

I have an encyclopaedia at
home, which certainly is a bit
old. | also have a book for
quick medical reference,
where | can look up different
things in order to be able to
read briefly about them.
(family member comment)

Family members did not only
seek information in order to
gain increased medical
knowledge, but also because
it gave them the feeling of
doing something
constructive.

Seeking information is much
more than receiving
knowledge, it also includes a
feeling of doing something.
(family member comment)

Subtheme: the internet
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Most of the family members
had access to computers
and necessary skills for
seeking information. They
used the internet mainly to
obtain an overview about the
illness and iliness-related
problems as well as about
the prognosis of
oesophageal cancer. The
information sites of most
interest on the net were
medical sites from Sweden
where they could read about
research, and sites from the
United Kingdom as their
medical information about
oesophageal cancer was
extensive.

I think that the internet was a
great help, since it is difficult
to telephone someone and
pose relevant questions
when | hardly know what |
want to find out. Then it is
possible that if you receive
incorrect information, you
can form an opinion later.
(family member comment)
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The prognosis was so bad. It
was so depressing and |
started to believe that | would
find my husband dead in

bed. | got terrified and there
was nothing positive at all in
the information I read. (family
member comment)

Subtheme: Face-to-face with
the physician and the
information found

When the family members
confronted the physicians
with information about the
prognosis of oesophageal
cancer, they found that their
reaction was positive. The
physician discussed the
findings with the family
members. Moreover, the
family members were told
that the information they had
found, especially about the
prognosis, was not current
and needed to be updated.
(author comment)

| said to the doctor that | had
been on the net and read
about a study where it said
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that there was a terribly poor
prognosis. He said that the
information was not really
current and that the
prognosis is better now. |
didn’t go into greater detail.
(family member comment)

Theme: not seeking
information

Subtheme: balancing needs

On the one hand, there was
an oscillation between family
members’ desire for more
information and the
avoidance of new
information. (author
comment)

| want to know if the
prognosis is terribly poor or if
it is about one year. | want to
know what will happen.. . .
Actually, I really don’t want to
know. (family member
comment)

On the other hand,
knowledge about details
relating to the illness could
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alleviate some of the
scariness and
unpleasantness. (author
comment)

Perhaps it isn’t so terrible.
Everything you know
something about loses its
terribleness. (family member
comment)

Subtheme: Time-consuming
and frightening

Seeking information was
sometimes considered as an
effort for the family members,
which demanded a
considerable amount of time,
courage and energy. The
family members were also
afraid of what they might
find. (author comment)

Certainly I can search for
information. That isn’t the
problem but the problem is
that it takes time. | shall
mobilise the courage, the
power, the energy . . . call it
whatever you want, to be
able to sit down and go
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through things. | am not sure
| am going to like the
answers | get. Maybe it is
better not to know so very
much but to do like the
ostrich, to bury your head in
the sand and hope for the
best and keep your fingers
crossed. (family comment)

Full citation

Andreassen, S.,
Randers, I., Naslund, E.,
Stockeld, D., Mattiasson,
A., Patients' experiences
of living with
oesophageal cancer,
Journal of Clinical
Nursing, 15, 685-695,
2006

Ref Id
476911

Country/ies where the
study was carried out

Sweden

Study type

Sample size
N=13

Characteristics

Their ages ranged from 44 to
77 years.

Inclusion criteria

The selection criteria for this
study were as follows: women
and men of different ages who
had undergone different
treatments for oesophageal
cancer, i.e., a total thoracic
oesophagectomy, oncological

Setting

Patients with oesophageal-
cancer under care of hospital in
Sweden.

Sample Selection

Purposive sampling was used.
The surgeon in charge of their

care identified and constructed a

list of 17 potential participants,
based upon the earlier
mentioned criteria, where after
their names were given to the
first author. All participants
received a letter including

information about the aim of the

study, stating that participation
was voluntary, the right to
withdraw at any time and that

Themes and Categories
Results

Theme 1) Experiences of
becoming a patient
diagnosed with
oesophageal cancer

Subtheme: Unprepared and
without knowledge of
oesophageal cancer

Because of the silence of the
illness, the participants had
no premonitions of the
seriousness of the outcome
of the initial investigations.
Nor did they know about this
specific type of cancer:

Limitations

CASP Quality
Assessment Tool

Aims

Woas there a clear
statement of the aims
of the research? yes

Is a qualitative
methodology
appropriate? Yes

Was the research
design appropriate to
address the aims of
the research? Yes

Sample selection
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Qualitative study, semi-
structured interviews

Aim of the study

To describe patients’
experiences of living with
oesophageal cancer and
how they seek
information.

Study dates

December 2003 and
March 2004

Source of funding

This work was
supported by grants from
the Sophiahemmet
University College and
the Sophiahemmet
Foundation for Clinical
Research, Stockholm,
Sweden.

treatment with a curative intent
and/or palliative treatment.
Moreover, the participants
should speak and understand
Swedish, feel sufficiently well
and be willing to take part in
the present study.

Exclusion criteria

NR

data would be treated
confidentially. After about one
week, participation was
confirmed through a telephone

call by the first author and a time

for the interview was agreed
upon

Data Collection:

The first author carried out two
pilot interviews at the
participant’s home which,

according to their consent, were

audio-taped. These interviews
were semi-structured. That is,

the interviewer used an interview

guide to cover specific themes,
but had no specific order when
and how to address them.

However, each interview started

with inviting the participants to

describe their experiences freely

of having been diagnosed with
oesophageal cancer. The main
11 interviews, were carried out
as follows: eight at the
participant’s home, one at a

hospital, one at the first author’s

office and one in a separate
place at a cafe’. They lasted

I knew nothing about my
condition before I got the
diagnosis. | was completely
dumbfounded. My wife said
when the doctor discussed it
I looked like a little child.
(patient comment)

If the doctors had told me it
was breast cancer, uterine
cancer, gastric cancer or
intestinal cancer, | would
have understood. But | had
never expected this. (patient
comment)

Subtheme: Existential
concerns

After receiving the diagnosis
the participants became
aware of the seriousness of
the situation. Their existential
concerns were shown in the
following thoughts and
reflection on life and death:
‘What will happen?’ ‘Will |
survive?’” ‘Will | die?’ Will |
only be lying in bed and die?’

Later, when the participants
wondered why they had
developed cancer, they tried

Was the recruitment
strategy appropriate to
the aims of the
research? Yes-
purposive sampling

Has the relationship
between researcher
and participants been
adequately
considered? No

Data collection

Was the data collected
in a way that
addressed the
research issue? Yes;
author states data
saturation was
achieved in the
interviews

Have ethical issues
been taken into
consideration? Yes-
privacy and
confidentiality, ethics
board approved

Data Analysis
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about one hour and were audio-
taped.

Data Analysis:

All interviews were transcribed
verbatim. Data was analysed
through content

analysis. Qualitative content
analysis with an inductive
approach (Berg 2004) was used
when analysing the data. The
interviews were read sentence
by sentence to identify text units.
These text units, i.e. words,
sentences, or a whole
paragraph, which answered the
questions at issue, were marked
and notes about the content
were made in the margin. A
code was generated for each
text unit. Codes were compared
with each other and those that
appeared to belong together
were grouped into preliminary
themes.

The first author conducted the
processes of reading, rereading,
coding and the preliminary
thematization. The first author
and two of the co-authors (IR, A-
CM) thereafter discussed these

to find out if there was
anything in their lifestyle that
had promoted tumour
growth, for example, ‘using
snuff’, ‘drinking alcohol
moderately’, ‘hot drinks and
food’, ‘drinking coffee’,
‘heartburn’ and ‘gastric
ulcer’. This resulted in
feelings of blame:

Haven't | taken care of
myself well enough? (patient
comment)

Also, they had questions
regarding heredity. Not only
did they wonder if they
themselves had contracted
the disease because of
hereditary predisposition: ‘My
Dad and his brother died of
cancer’; they also wondered
if their children would inherit
the disease.

Theme 2) Experiences of
undergoing investigations
and treatment

Subtheme: Extreme
tiredness

Was the data analysis
sufficiently rigorous?
Yes- examples given
of thematic analysis,
data analysed by three
authors

Findings/results

Is there a clear
statement of findings?
Yes

Overall quality: HIGH
Other information

Linked to 2005 family
member study.

Author a Registered
Nurse.

Unknown which
patients are
undergoing palliative
or curative treatments.
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preliminary themes, transformed
them into themes and further
analysed and transformed
themes into sub themes. This
organization was repeatedly
discussed between these three
authors until a consensus was
reached. To be complete in data
reporting and to illustrate the
research findings quotations
from all participants will be
represented.

Going through palliative
therapy, oncological
treatment, or a harrowing as
well as an extensive
operation caused the
participants extreme
tiredness. The
unpredictability of changes in
energy level caused
frustration and distress.

The cancer itself hasn’t given
me any concerns, but it is the
treatment that takes away
my strength. When | finished
the radiotherapy, | was so
exhausted that | couldn’t
walk. The first week | rested
at home. (patient comment)

The doctor said that after the
treatment | would be very,
very tired. | thought that this
tumour was so small and that
I could fix it in a month or
two. But oh, how | deceived
myself. | am terribly, terribly
tired. (patient comment)

This overwhelming tiredness
remained for long time,
which is confirmed in the
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following quotation:  really
don’t understand why I'm still
so tired after 6 months...but |
am’. patient comment)

Theme 3) Experiences of
intrusions in daily life

Subtheme: Daily-life
activities affected

The side effects of treatment,
i.e. fatigue, made simple
everyday activities such as
going for a walk or catching
the bus nearly impossible to
accomplish. In addition, their
hearing was affected, which
made them feel like ‘living in
a vacuum’:

I am terribly, terribly tired.
Certainly, | am out walking
every day, but not very long
stretches. | must stop quite
often to breathe and to rest a
little while. (patient comment)

For some of the participants
the percutaneous
endoscopic gastrostomy
(PEG), which was placed for
ensuring an adequate
nutritional intake, caused
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restrictions in travelling and
swimming:

The PEG is an obstacle
when | shower and when |
travel. It has to be washed. |
can’t go to a public sauna
and places like that. (patient
comment)

Subtheme: Dietary habits
changed

The participants’ dietary
habits altered in step with
increased side effects of
treatment, i.e. phlegm
secretion, oral mycosis and
fatigue and the progressive
illness and dysphagia. This
resulted in exhaustion and
tiredness as well as loss of
weight. Meals became time-
consuming and eating mainly
turned into a necessary
source for nutrition intake
and they lost the pleasure
earlier associated with
eating:

| can’t eat the same food as |
used to eat and | have no

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

153




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

appetite right now. Cooking
is no fun. Nothing tastes
good anymore. | try to eat
sour milk, but | keep
vomiting. | have an
enormous amount of phlegm
and it really bothers me.
(patient comment)

I have no energy...and it is
really hard for me to eat
anything. Where | used to
eat two potatoes, | can only
eat one now and even that
can be too much. Eating
makes me so tired that |
have to lie down, even
though | haven't eaten a
whole lot. (patient comment)

Subtheme: Roles and
relationship between
partners affected

The relationship between the
participants and their
partners sometimes altered
as fatigue fostered a
dependence on the partner
concerning care and different
chores:
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My husband does all the
housework; he cooks, he
irons, he does laundry, he
takes the dog for a walk five
times a day and he helps our
son iron his clothes. (patient
comment)

| became somewhat
dependent on my wife, who
had to help me wash up
around the gastrostomy.
(patient comment)

Moreover, the participants
experienced that their
partners were more
psychologically affected than
they were themselves,
clearly expressed in the
following quotation: 7 feel
that the cancer hasn't struck
me too hard, but my wife has
taken it much worse
mentally’. They therefore had
a wish for homogeneous
support groups for all family
members. (author comment)

Subtheme: Children's lives
affected
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Being a parent with a life-
threatening illness caused an
imbalance in children’s lives
as they mostly were aware of
the seriousness of the illness
and therefore became
worried and stressed. Their
schoolwork was affected,
which resulted in lower
marks:

My 18-year-old son was
feeling very badly when he
got the information that his
mother had cancer. From
having excellent marks in all
his subjects, he started to
ignore school completely. He
didn’t discuss this with my
husband or me. He didn’t
want to make me upset or
his father unhappy. He was
convinced that | would die.
He gave up everything.
(patient comment)

Information about the
parent’s illness ought to be
adjusted to the children’s age
and intellectual capacity.
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This became apparent when
one of the participants talked
about her son, who was
mentally retarded and his
specific needs:

It’s immensely important that
he also has a chance to
meet someone, who allows
him to express himself in his
own way. (patient comment)

Subtheme: Everyday
uncertainty

The ambiguity of the
cancer’s nature was
profoundly stressful. There
was an expressed everyday
uncertainty about future,
which caused feelings of
‘being under sentence of
death’. The participants did
not know whether the
treatment would be
successful or if their cancer
would be cured. Thus their
sense of uncertainty made it
difficult to make plans for the
future:

They tell me they don’t know
why I got it and they can't
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give me a prognosis. Of
course, that’s not what you
want to hear from your
doctor...but if you think about
it, they really don’t know
either. Sometimes it feels so
hopeless. (patient comment)

For one of the participants
this uncertainty was so
emotionally devastating that
she wished the physician to
give her ‘a last injection’,
although she intellectually
understood that this kind of
action was impossible.

Theme 4) Managing a life-
threatening illness.

Subtheme: Viewing the
future

After having received the
diagnosis of cancer, the
participants tried to take
control over their lives.
Hence, they adapted their
behaviours to a new life
situation. Some participants
reappraised time and
priorities in life:
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When | heard that | didn’t
have any metastases, |
thought that perhaps this is
only a respite and therefore |
have been terribly active. |
work frantically. | think that
time is very valuable,
something | never bothered
about before. (patient
comment)

Others set up a specific goal
to strive for:

We have a son who will
graduate this summer. The
whole time I've set up a goal
to take part in his graduation
day. (patient comment)

Others wanted to fight for
being healthy:

| think that as long as | want
to live, | will fight to be
healthy. (patient comment)

Subtheme: Subordinating
themselves to medical
experts

The participants had faith in
their physicians having the
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best knowledge concerning
the complexity of the disease
and the treatment
procedures. They were the
major resources for
information about diagnosis,
treatment, prognosis and
side effects of medications.
(author comment)

| thought ‘I can’t do anything
now; I'll just hand myself
over to the experts and let
them do whatever they want
with me’. I've handed my life
over to the doctors. (patient
comment)

The registered nurses had to
answer many of the
participants’ questions about
the disease and the
treatment as they
experienced that there were
difficulties in continuity

with the physicians and they
were afraid of bothering
them. Thus, the participants
also felt connected to
registered nurses, as they
had necessary medical
competence for answering
questions and were able to
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give the participants
necessary practical and
emotional support: (author
comment)

I've seen a lot less of the
doctors in the hospital. | see
mostly nurses there. And
things are different there; you
ask the nurses, rather than
the doctors, a lot more often
than you do outside the
hospital. (patient comment)

Sometimes | have written
down a lot of questions, but
usually not more than half or
in some cases a third part is
answered...the doctors are
so rushed and suddenly they
are gone. (patient comment)

The participants had a wish
for information from health-
care professionals not only
about the disease, but also
about being a patient with a
life-threatening illness:

The health-care
professionals perhaps could
have had time to tell me
more about how it really is to
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be a patient. Perhaps they
could have devoted a few
hours to talk about a number
of things concerning this
cancer...in another way.
(patient comment)

Subtheme: Seeking
knowledge from Family
members and friends

In the encounters with the
physicians, family members
were a significant source of
information for the
participants because the
family members could ask
questions from an outside
perspective:

I have experienced it positive
that my son has come with
me to the doctor. It is good to
have another pair of ears
listening. He has asked
questions from an outside
perspective. (patient
comment)

It is my wife, who gathers the
information that is needed.
She is often with me when |

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

162




Appendix F
Evidence tables

Study details

Participants

Methods

Findings and Results

Comments

visit the doctor. (patient
comment)

The participants also sought
further information among
those friends and relatives
who had medical knowledge
and understood the
participant’s capacity to
learn:

I have a cousin who is a
doctor and | also had my
brother-in-law who was a
doctor. | trust them a little
more because they know
what information | am
capable of understanding.
(patient comment)

Subtheme: Seeking
knowledge from Fellow
patients

Exchanging experiences with
fellow patients was found to
be valuable to get a better
understanding about the
illness as their knowledge is
based on personal
experiences:

It is immensely important that
a new patient can talk with a
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fellow patient. That
information is much more
valuable than the information
the doctor gives. You can
ask questions you wouldn’t
dare to pose otherwise.
(patient comment)

Subtheme: Seeking
knowledge from Media
sources

The participants attended
lectures at the hospital to get
an understanding of the
illness and an overview of
medical information about
the illness and illness-related
problems. In addition, they
used encyclopaedias,
medical books, material
produced by the hospital and
brochures. (author comment)

Most of them had access to
computers and necessary
skills for seeking information
on the Internet, but they used
it to a limited extent.
Information found on the
Internet was not always
experienced relevant or
reliable and could
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Study details

Participants

Methods

Findings and Results

Comments

consequently not be applied,
which became apparent in
the following quotation:

It became apparent that |
could just as well ignore the
information since it dealt with
men between 60- and 80
years old. You don’t put up
with this information when
you are 44 years old. This
information is completely
irrelevant. (patient comment)

Later, while conferring with
the physicians about facts
found on the Internet, the
participants were told that
this information was not
always current and should be
more individualized. This
clarification was found
encouraging. (author
comment)

I found a research report,
brought it with me and
discussed it with the doctor.
He took it out of my hand
and said, ‘It doesn’t apply to
you'. | experienced it
positively that he reacted so
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Study details

Participants

Methods

Findings and Results

Comments

because it was a negative
report. (patient comment)

There were participants who
avoided further information
due to their fear of unwanted
knowledge. Moreover,
weakness and fatigue
caused by the extensive
treatment and its side effects
made them avoid additional
information:

I don’t pose any questions
because | think it is scary.
I've left myself in the doctors’
hands... they can help me.
(patient comment)

There is a great deal | should
have asked the doctor about,
but | was so tired of
everything that | got to the
point that | didn’t feel like
doing it. | became worn out
over everything and had
enough. (patient comment)
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F.31 MDT

2 What is the most effective organisation of local and specialist MDT services for adults with oesophago-gastric cancer?

3 No evidence was available for this review.

F.44 Surgical services

5 What is the optimal provision and organisation of surgical services for people with oesophago-gastric cancer?

Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Full citation

Dikken, J. L., Dassen,
A. E., Lemmens, V. E.
P., Putter, H., Krijnen,
P., van der Geest, L.,
Bosscha, K., Verheij,
M., van de Velde, C. J.
H., Wouters, Mwjm,

Effect of hospital
volume on
postoperative mortality
and survival after
oesophageal and
gastric cancer surgery
in the Netherlands
between 1989 and
2009, European
Journal of CancerEur J
Cancer, 48, 1004-
1013, 2012

Sample size

n=24,246 non metastatic
invasive carcinoma
(oesophageal or gastric)

Characteristics

Resectable non-metastatic
oesophageal cancer
n=10,205

Resectable non-metastatic
gastric cancer n=14,221

For very low volume, low
volume, medium volume
and high volume hospitals
respectively:

Oesophageal cancer

Interventions

Type of surgery
was not specified
for every patient
so oesophageal
and gastric
cancer
differences were
based on tumour
location codes

Definitions:

Oesophagestomi
es: resections for
cancers of the
oesophagus
(C15.0-15.9) and
gastric cardia
(C16.0)

Details

Tumor staging:
International Union
Against Cancer (UICC)

Tumour Node
Metastases (TNM)
classification in use in
the year of diagnosis.

Vital status: Municipal
registries, from 1994
onwards from
nationwide population
registries network
(cover all deceased
Dutch residents)

End of follow up: 31st
December 2009

Results

Volume-outcome relations for
oesophagectomy and
gastrectomy (1989-2009).
Mortality and survival were
calculated with multivariable
Cox regression. Survival at 3
years was conditional on
surviving the first 6 months.

Very low (VL) (ref) :
1-5/year

Low (L): 6-10/year
Medium (M):11-20/year
High (H):=21/year

Survival at 6 months and 3
years by hospital volume

Limitations

Selection bias: low risk of
bias

Performance bias:
Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the hospital.

Attrition bias: low risk of
bias. The registries are
reported to have complete
coverage of all deceased
Dutch citizens. Some of
the data was unknown
e.g. tumour staging.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Ref Id
543467

Country/ies where
the study was carried
out

Netherlands
Study type

Retrospective cohort
study

Aim of the study

To describe changes
in annual hospital
volumes,
postoperative
mortality, survival and
lymph node yields for
oesophagectomy and
gastrectomy in the
Netherlands between
1989 and 2009 and to
explore whether there
is any association
between annual
hospital volume for
oesophagestomy and
gastrectomy and
postoperative

N values: 2914, 2695, 1494,
2922

sex (M %): 76%, 76%, 76%,
77%, p=0.73

Age: <60 years; 32%. 35%,
34%, 35%, 60-75 years;
56%, 54%, 54%, 56%, >75
years; 12%, 11%, 11%, 9%,
p=0.002

Morphology:
adenocarcinoma; 79%,
74%, 74%, 73%, SCC; 19%,
23%, 23%, 25%, other; 2%,
2%, 3%, 2%, p<0.001

TNM stage: I; 21%, 19%,
19%, 18%, II; 40%, 41%,
39%, 37%, IIl; 34%, 35%,
36%, 38%, IV (T4N1-3MO
and T1-4N3MO0 gastric
cancers were assigned
stage IV in the 6th edition
TNM classification); 1%, 1%,
2%, 1%, Unknown; 4%, 4%,
5%, 7%, p<0.001

Pre-operative therapy: Yes;
6%, 9%, 24%, 32%,
p<0.001

Gastrectomies:
resections for
non cardia
gastric cancer
(C16.1-16.9)

(to ensure it
didn't affect the
results, analyses
were repeated
with cardia
cancer coded as
gastric cancer)

Yearly resection
rates: number of
resections
relative to the
number of
cancers
diagnosed in a
year

Hospital volumes:
number of
oesophagectomies or
gastrectomies per
hospital per year

Very low: 1-5/ year
Low: 6-10/year
Medium: 11-20/year
High =221/year

Pre 2005: hospital
where the surgery was
done was only
recorded in 53% cases
and showed an 80%
overlap with hospital of
diagnosis. Those
unknown the hospital
of diagnosis was used
to calculate the
hospital volume.

Post 2005: Hospital
performing the surgery
was registered for all
patients.

Hos Stis;phage Gastrectomy
ita Y o ~n [HR(95%CI)
IP HR (95%Cl)
vol P 3 P
um (°- -yr - .
e |mth mth 3-yr
VL 1.00 (1.00 1.00 (1.00
0.90
(0.78 | 1.01 0.95 | 0.99
L |- (0.94- |(0.84- |(0.91-
1.03) [1.10) |1.07) |1.07)
0.78
(0.62 ({0.90 |0.95 |0.99
M |- (0.81- [(0.83- [(0.90-
0.97) [0.99) [1.08) [1.08)
0.48
(0.38 [0.77 |1.10 |0.98
H |- (0.70- |(0.82- [(0.86-
0.61) |0.85) [1.49) [1.12)

Cox regression model of

survival at 6 months and 3

years
Oesophagecto Gastrectomy
my o
HR(95%CI) HR(95%CI)
6-mth [3-yr |6 mth |3-yr
Year of diagnosis (Ref— 1989 to 1993)

Detection bias:Unclear
risk of bias. It is unclear if
the investigators were
blinded to the hospital
volume status where the
patients had their surgery
and other important
confounding factors.

Other limitations: pre
2005 place of diagnosis
was used as the place of
surgery (n=8). Survival is
reported at 3 years rather
than the protocol stated
time points, so this will be
classed as an indirect
outcome. The protocol
time points were read off
the published survival
curves, which will result in
some inaccuracy.

Other information

Note: The study also
reports lymph node
harvest but this has not
been extracted as not all
of the protocol
confounders were
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

mortality, survival and
lymph node yield.

Study dates

January 1989 and
December 2009

Source of funding

Funded by the
Signalling Committee
on Cancer of the
Dutch Cancer Society
(KWF
Kankerbestrijding).
The funding source
had no role in study
design, collection,
analysis, analysis,
interpretation, writing
of the manuscript or in
the decision to submit
the manuscript for
publication.

Post-operative therapy: Yes;
5%, 5%, 6%, 5%, p=0.43

Gastric cancer

N values: 3411, 6099,
4356, 355

sex (M %): 58%, 61%, 61%,
63%, p=0.045

Age: <60 years; 20%, 21%,
19%, 15%, 60-75 years;
47%, 48%, 48%, 46%, >75
years; 33%, 31%, 33%,
39%, p=0.016

Morphology:
adenocarcinoma; 98%,
98%, 98%, 99%, other; 2%,
2%, 2%, 1%, p=0.11

TNM stage: |; 38%, 37%,
39%, 41%, Il; 26%, 27%,
27%, 22%, ; 27%, 28%,
28%, 31%, IV (T4N1-3MO
and T1-4N3MO0 gastric
cancers were assigned
stage IV in the 6th edition
TNM classification); 5%,4%,
4%, 3%, Unknown; 3%, 3%,
3%,2%, p=0.014

Statistical analysis:

Type of surgery
analysed separately

Changes in 6 month
mortality and 3 year
survival: stratified Cox
regression, adjusted
for sex, age,
socioeconomic status,
stage, morphology,
preoperative therapy
use and postoperative
therapy use (only for 3
year survival).

Overall survival: day of
diagnosis until death
(because date of
surgery was not
available pre 2005)

Lymph node yield:
adjusted for sex, age,
stage and morphology.
This has not been
extracted as it does
not adjust for neo-
adjuvant therapy as
per the protocol.

0.98
1904. [0:91 0921096 | o
1997 |(©.78- |(0.83- (086 |70
1.07) |1on) |Lo7y |
0.88
1998|082 |00, (089  [094
2001 | @68 |gg9) |79~ |(0.87-
0.98) | 1.01) |1.02)
0.69 [0.69 |0.74 [0.88
ggg? (0.55- [(0.63- |(0.65- |(0.81-
0.86) [0.75) |0.85) [0.96)
067 (075 070 [0.78
gggg‘ (0.52- [(0.63- |(0.60- |(0.72-
0.85) [0.75) |0.81) [0.86)
Sex(Ref-Male)
Fema |0-75 083079 ]0.91
| (0.66- [(0.78- |(0.73- |(0.85-
¢ loss [089 |0.85 |0.97
Age(Ref-<60 years)
183 114|203 [1.27
60-75 | (1.56- |(1.07- [(1.78- |[(1.18-
214|121 230 [1.37
310|141 [3.94 [1.57
>75  [(2.54- |(1.25- |(3.47- |(1.44-
379|159 |449 |1.71
SES(Ref-Low)
092 |1.01
Medi [%76 (105 181 |(0.92-
am [ @64 |096- o0 1
09 116 |- :
0.54 [1.00 ?67505- (160&_
High |(0.38- |(0.85- |/ 17700
078 117 |7 :
053 [1.04 094 |[1.03
Unkn | 038 [(0.86- |(0.73- |(0.85-
OV 1074|126 [121  [1.24)

adjusted for (neo-adjuvant
treatment).
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Pre-operative therapy: Yes;
5%, 5%, 3%, 2%, p<0.001

Post-operative therapy: Yes;
4%, 4%, 3%, 3%, p=0.009

Annual no. of
oesophagectomies doubled
from 352 to 723,
gastrectomies decreased
from 1107 to 495 from 1989
to 2009.

% high volume hospital
oesophagectomies
increased from 7% to 64%,
gastrectomies decreased
from 8% to 5%.

In 2009: 44/92 hospitals in
the Netherlands performed
oesophagectomies, 91/92
performed gastrectomies.

Inclusion criteria

Patients who were
registered on the
Netherlands Cancer
Registry (covers all hospitals
in the country, 16.5 million
inhabitants, data routinely

Volume outcome
analyses: patient was
the unit of analysis,
volume the exposure
factor

Differences in survival
estimates, used Cox
regression, stratified
for hospital volume
and adjusted (factors
listed above) to
analyse changes over
time and clustering of
deaths within hospitals

Hospital volume also
analysed as a linear
variable.

TNM stage (Ref — Stage 1)

1.28 [2.74 |[1.46 2.99

1.52) |3.04) |1.63) [3.22)

o |(1.08- |(246- [(1.31- [(2.78-

1.73 520 |2.15 5.37

2.13) [6.05) [2.38) [5.75)

I (1.41- [(4.46- |(1.93- [(5.01-

3.85 9.76  [3.50 8.45

5.81) [12.81) |4.08) [9.61)

v (2.55- [(7.43- |(3.00- [(7.43-

Unk 1.92 (237 |191 2.36

wn

2.62) [2.81) |2.60) [2.84)

(1.41- |(2.00- |(1.40- |(1.96-

Morphology (Ref — Adenocarcinoma)

r 1.75) |1.33) |1.64) [0.78)

(‘1'2161_ (‘(')0998_ 118 |oss
sce 1) ey |86 [0.44-
: 2D 1164y [078)
ome 1128 105 |11z oss

(0.94- [(0.84- |(0.86- |(0.44-

Preoperative therapy (Ref-No)

032 [0.84 |0.27 1.05

043) [0.93) (043) [131)

(0.23- |(0.76- |(0.17- |(0.84-

Postoperative therapy (Ref — No)

1.07 1.01

1.21) 1.21)

Yes (0.94- (0.85-
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

collected by trained
registrars from the hospital
records 6-18 months after
diagnosis. Quality and
completeness of the data
was stated to be high) with
ICD-O codes for
adenocarcinoma (8140-
8145, 8190,8201-8211,
8243, 8255-8401, 8453-
8520, 8572, 8573, 8576),
squamous cell carcinoma
(SCC) (8032, 8033, 8051-
8074, 8076-8123) and other
or unknown histology (8000-
8022, 8041-8046, 8075,
8147, 8153, 8200, 8230-
8242, 8244-8249, 8430,
8530, 8560, 8570, 8574,
8575).

Exclusion criteria

Those who did not undergo
surgical treatment n=43,646

Patients without information
on the hospital where the
diagnosis was established,
or where surgery was
performed (n=8)

No data was shown but it was
reported that there were no
changes in the results when
hospital volume was analysed
as a linear covariate, and if
surgery for cardia cancer was
coded as gastrectomy.

Survival curves were
published and the % overall
survival was estimated from
the curves.

Oesophagectomy:

Overall survival at 30 days:
100% for all hospital volumes

Overall survival at 90 days:
100% for all hospital volumes

Overall survival at 1 year: high
volume;90% , medium volume;
87%, low volume;85%, very
low volume; 85%

Gastrectomy:

Overall survival at 30 days:
100% for all hospital volumes
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Anderson, O., Ni, Z.,
Moller, H., Coupland,
V. H., Davies, E. A.,
Allum, W. H., Hanna,
G. B., Hospital volume
and survival in
oesophagectomy and
gastrectomy for
cancer, European
Journal of Cancer, 47,
2408-2414, 2011

Ref Id
476906

Country/ies where
the study was carried
out

N=3870 patients resident in

South East England

(London, Kent, Surrey and

Sussex Counties)
Characteristics

The following are for

hospital volumes 1-10, 11-

20, 21-30 and >30
respectively:

N values: 1790, 1211, 588,

277

Tumour topography:
oesophageal; 23%, 32%,
32%, 43%, gastric; 77%,
68%, 68%, 57%,

Hospital volume:
calculated from
each patient's
record as the
number of
oesophagectomi
es and
gastrectomies for
cancer that were
carried out in
that patient's
hospital in the
same calendar
year as their
operation.

Split into the
following volume
groups: 1-10, 11-

Thames Cancer
Registry: ICD-10
codes and OPCS-4
coded operations

(Office of Population,

Censuses and

Surveys (demographic

info, SES, tumour
stage, tumour
topography and
morphology and

chemotherapy data).

also receives death

register data from the

Office for National
Statistics via the
National Health

Service Central Care

Records Service.

Results of the Cox
proportional hazards
regression analysis:

Hospital volume:

Very low(VL)=1-10
cases/yea(Ref)r
Low(L)=11-20cases/year
Medium(M)=21-30 cases/year
High(H)=>30 cases/year

Survival stratification

Varia |0-30 days
ble

31-365 days

Multi

. Multiva
variat

riate

Univa
riate

Univa
riate

Study details Participants Interventions Methods Outcomes and Results Comments
Patients with insitu Overall survival at 90 days:
carcinoma (n=288) and with 100% for all hospital volumes
distant metastases ) )
(n=2902) Overall survival at 1 year: high
volume;90% , medium volume;
88%, low volume;unclear
?788%, very low
volume; unclear ?88%
Full citation Sample size Interventions Details Results Limitations

Selection bias: Low risk of
bias. Statistical methods
adjusted for differences at
baseline.

Performance bias:
Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the hospital.

Attrition bias: Unclear risk
of bias

Unclear coverage of the
Thames Cancer Registry.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

United Kingdom
Study type

Retrospective cohort
study.

Aim of the study

To examine the
relationship between
hospital volume and
survival from upper
gastrointestinal cancer
surgery using recent
data from a population
based cancer
registration.

Study dates
1998-2008
Source of funding

No funding.

Median age: 69, 69, 68, 64
years

Sex (M:F): 7:3,7:3,7:3,7:3

Stage: 1; 24%, 23%, 28%,
31%, 2; 7%, 9%, 7%, 5%, 3;
39%, 36%, 39%, 42%, 4;
13%, 14%, 11%, 8%,
Unknown; 17%, 18%, 15%,
14%

Neo-adjuvant therapy: No;
88%, 83%, 79%, 54%, Yes;
12%, 17%, 21%, 46%

Tumour morphology:
adenocarcinoma: 85%,
84%, 85%, 83%, squamous
carcinoma; 6%, 9%, 8%,
9%, Other; 9%, 7%, 7%,
9%, unknown; 0% for all
groups (n=2 in the 1-10
group)

Operation:
oesophagectomy; 33%,
46%, 49%, 56%,
gastrectomy; 67%, 54%,
51%, 44%

Median survival (days): 668,
703, 730, 1215

20, 21-30 and
>30 per year.

Tumour staging:
according to WHO

Neo adjuvant therapy:
recorded dates of
chemotherapy and

surgery

Survival: calculated
from the date of
operation to the date
of death from any
cause. Censoring of
follow up occurred on
the 31st December
2008.

Blinding: data
anonymised by the
Thames Cancer
Registry before being
analysed, so the
identity of the hospitals
and the patients were
blinded.

Statistical methods:

Cox proportional
hazards regression
analysis for uni and

L 0983 [0.974 |0.979 [0.947
M |0.737 [0.865 |0.951 [1.002
0.385 0.493
H [,7%]0.660 .5 " [0.705

P <0.00
wend 0011 [0:001 |} 0215
*<0.01

**<0.001

The paper does not report
survival at 90 days, however
this has been estimated from
the Kaplan Meier survival
curves:

Hospital volume:

1-10: 0.942

11-20: 0.959

21-30: Unable to determine
>30: 0.983

Paper also reports 5 year
survival and has a Kaplan
Meier curve showing up to 11
years survival.

Unknown baseline data
e.g. tumour stage and
morphology

Detection bias: Low risk of
bias

Long follow up (11 years).
Survival defined.
Investigators were blinded
to hospital and patient
identity.

Other limitations:

No confidence intervals
for the hazard ratios were
provided in the paper.

90 day survival has been
estimated from the
published Kaplan Meier
Survival curve and will
have high inaccuracy.

Other information
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Study details Participants Interventions Methods Outcomes and Results Comments
. L. multivariate analysis.
Inclusion criteria Variables in the MVA
Patients diagnosed with were. ho_spltal v_qume,
oesophageal or gastric year of diagnosis,
cancer and treated tumour topography,
operatively over an 11 year age, sgx, SES, Stage,
period (1998-2008) neo-adjuvant
chemotherapy, tumour
morphology, and type
of operation.
Exclusion criteria
Survival was stratified:
None described. 0-30 days, 31-365
days and >365 days.
Only patients that
survived a period were
included in the
analysis of the
subsequent period.
Full citation Sample size Interventions | Details Results Limitations
Viklund, P., Lindblad, |N=275 Surgical Methods At least 1 severe complication |Selection bias: low risk of
M., Lu, M., Ye, W., interventions bias
Johansson, J., (147 oesophageal cancer, The data were Surgeon volume:
Lagergren, J., Risk 128 cardia cancer) We defined the |collected from the _ _ Performance bias: low risk
factors for L surgical Swedish Esophageal |High(25/year) (n=74/176) of bias
complications after Characteristics approaches as  |and Cardia Cancer  |(Ref) _ L .
_ ~ follows: 1) register (SECC Low/L(<5/year) (n=49/99) Attrltlon blas.llovy risk of
esophageal cancer Median age= 67 ) bias. The reqist
Esophageal register), an almost - gistries are
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the study was carried
out

Sweden
Study type

Prospective cohort
study.

Aim of the study

To identify risk factors
for complications after
resection for
esophageal or cardia
cancer.

Study dates
2001-2003

or squamous cell carcinoma
of the esophagus or gastric
cardia who underwent tumor
resection in Sweden during
the period April 2, 2001
through December 31, 2003
were eligible for the study.

Exclusion criteria

None reported.

esophagus. 2)
Cardia resection
represents
removal of the
proximal part of
the stomach and
the distal part of
the esophagus
with an
anastomosis
between the
remaining
stomach and the
remaining
esophagus. 3)
Extended total
gastrectomy
refers to removal
of the entire
stomach and the

the diagnosis or
treatment of patients
with cancer of the
esophagus or gastric
cardia.

The complications that
were deemed to be
severe were defined
by a group of leading
Swedish esophageal
surgeons prior to the
inclusion phase of the
study. These
complications included
any of the following
occurrences within 30
days after surgery:
mortality
(independently of the
cause), anastomotic

High(=5/year) (n=31/176)
(Ref)
Low/L(<5/year) (n=24/99)

OR(95%CI)

Basic Multivariate

1.49 (0.79-
2.83)

1.36 (0.62-
3.00)

Anastomotic Leakage
High(=5/year) (n=5/176) (Ref)
Low/L(<5/year) (n=13/99)

OR(95%CI)

Basic Multivariate

Study details Participants Interventions Methods Outcomes and Results Comments
resection: A resection refers |complete nationwide reported to have near
prospective 79% male to removal of the |register of esophageal OR (95%Cl) complete data. 1 patient of
population-based Histology: 77% main part of the |and cardia cancer 276 excluded because of
study in Sweden, adenocar.cinoma/ 23% SCC esophagus with |surgery in Sweden. Basic o incomplete data.
. . . Multivariate

Annals of SurgeryAnn an anastomosis |The organization of model . ]
Surg, 243, 204-211, Tumour stage: 0-1 19%/ I between an this register is a L[ 133081 4 55 074036 [_)etectlo_n blas_: Unclear .
2006 31%/ 111 41%/ IV 10% esophageal continuation of a 2.19) 32(0.74-2.36) risk of bias. It is unclear if

substitute collaborative the investigators were
Ref Id Inclusion criteria (stomach, nationwide Swedish At least 2 severe blinded to the surgeon

_ ) jejunum, or network of hospital complications volume status where the

544276 All patients with a newly colon) and the  |departments and Surgeon volume: patients had their surgery
Country/ies where diagnosed adenocarcinoma proximal clinicians involved in and other important

confounding factors.
Reporting bias: low risk

Other
limitations: Indirectness of
population (cardia and
oesophageal cancer)

Other information

Population indirectness-
54% oesophageal.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Source of funding

Supported by the
Swedish Cancer
Society and the
National Board of
Health and Welfare in
Sweden.

distal part of the
esophagus with
anastomosis
between the
jejunum and the
esophagus. 4)
Total
gastrectomy and
esophageal
resection means
that the entire
stomach and the
main part of the
esophagus were
removed with an
anastomosis
between an
esophageal
substitute
(jejunum or
colon) and the
proximal
esophagus.

Patients with

leakage (causing
clinical symptoms and
verified by radiology or
endoscopy), serious
infections (intra-
abdominal or
intrathoracic abscess,
sepsis with positive
bacterial culture in the
blood, or wound
infection requiring
intervention),
respiratory
insufficiency (need for
reintubation, or severe
pneumonia), cardiac
failure (myocardial
infarction, or
arrhythmia with
requiring for
intervention), renal or
liver failure (need for
dialysis and jaundice,
respectively), technical
complications

564 (1.89- |5 g6 (2.13-29.00)
L 16.81)
(p<0.01) (p<0.01)

Basic model adjusts for age,
sex and tumour stage.

Multivariate model adjusts for
age, sex, tumour stage.
histology, adjuvant treatment,
type of surgery, surgical
approach and substitute for
oesophagus.

esophageal (postoperative
cancer were, bleeding 2000 mL or a
with a few need for reoperation,
exceptions, inadvertent damage to
operated with @ | the recurrent laryngeal
transthoracic | nerve or the thoracic
esophageal duct), early
resection with a
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

gastric tube as
esophageal
substitute. The
type of surgery
among patients
with cardia
cancer varied
between
esophageal
resection, cardia
resection,
extended total
gastrectomy, or
total gastrectomy
and esophageal
resection (see
definitions
above).

anastomotic stricture
(with severe dysphagia
and a need for
endoscopic
intervention), and
others (embolus, deep
venous thrombosis,
rupture of the wound,
intestinal obstruction,
or stroke, all with a
need for intervention).

Statistics

We used unconditional
logistic regression
model to estimate the
relative risk of
complications in the
form of odds ratios
(OR) with 95%
confidence intervals
(CI). In multivariable
modeling, our basic
model included
adjustments for age
(categorized into 3
groups: 60, 60—69, or
70 years), sex, and
tumor stage (4 groups:
01, II, 1, or IV). We
also analyzed the
variables in a more
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

extensive multivariable
model in which we
also adjusted for all
other covariates under
study, including
histologic type of
cancer (categorized
into 2 groups:
adenocarcinoma or
squamous cell
carcinoma),
neoadjuvant treatment
(2 groups: yes or no),
preoperative bleeding
volume (3 groups: 500,
500-1000, or 1000
mL), surgical approach
(2 groups: transhiatal

abdominal
only

or transthoracic),
surgeon volume (3
groups: 5, 5-10, or 10
operations per year),
type of hospital (2
groups: university or
nonuniversity), and
type of anastomosis (2
groups: stapled or
hand-sewn).
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Full citation

Derogar, M., Sadr-
Azodi, O., Johar, A.,
Lagergren, P.,
Lagergren, J., Hospital
and surgeon volume in
relation to survival
after esophageal
cancer surgery in a
population-based
study, Journal of
Clinical Oncologyd Clin
Oncol, 31, 551-7, 2013

Ref Id
544475

Country/ies where
the study was carried
out

Sweden
Study type
Retrospective cohort

Aim of the study

Sample size

N=1,411 but it was only
possible to retrieve the

surgical charts of

1335 patients (94.6%).

Characteristics

According to annual hospital

volume

Q1-2 Q3 Q4

n 726 (310 [299

Op 1.8 |9-16 [>17

Male 72% |76% |74%

Age, years

<65
65-75
>75

46%
42%
12%

45%
42%
13%

39%
42%
19%

Tumour stage

0-1

I

I

v
Missing

18%
30%
24%
9%

19%

24%
34%
21%
10%
11%

12%
35%
30%
6%

17%

Histology

Adenocarc
inoma

38% |39% |29%

Interventions

Hospital volume:
annual number
of
esophagectomie
s performed for
each hospital
and year in 1987
to 2005

Hospitals divided
into quartiles of
annual hospital
volume (two
lowest quartiles
collapsed
because many
hospitals only
perform a few
annually).

Surgeon volume:
annual and
cumulative. If >1
surgeon
conducted the
resection the
surgery was
assigned to the

Details

Swedish nationwide
registers were used.
Surgery and
histopathological
records from all
Swedish hospitals
conducting
esophageal cancer
surgery during the
period.

Each patient has a
personal identity
number, unique to
every resident in
Sweden, which was
used for individual
register linkages and
identification of
hospital records.

Swedish Cancer
Register: codes 150.0,
150.8, 150.9, ICD-7.
Register has 98%
nationwide completion
rate for registration of
oesphageal cancer.

Results
Primary outcome: mortality

Overall mortality: any death
(all causes) occurring after the

surgery

Short term mortality: any death
within 3 months of surgery

Longer term mortality: any
death occurring after 3 months
from surgery

1,123 died, 177 of which was
in the first 3 months post
surgery. Causes of death
documented as recurrence of
oesophageal cancer was in
90% of the 1,125 that died.

Mortality:

Overall (O)
<3 months(short-term/SM)
>3 months(long-term/LM)

Hospital volume:
Low (L): 1-8 surgeries

Limitations

Selection bias: Low risk of
bias. Statistical methods
adjusted for differences at
baseline.

Performance bias:
Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the hospital.

Attrition bias: Low risk of
bias

High registry

coverage. 5.4% had
unretrievable surgical
case notes and were
excluded. Unknown
baseline data e.g. tumour
stage and morphology

Detection bias: Low risk of
bias
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relation to survival
after esophageal
cancer surgery from

Acording to annual surgeon

Annual surgeon
volume: no. of
times the

Swedish Patient
Register. 100%

surgeries/year

High(H): 210surgeries/year

Study details Participants Interventions Methods Outcomes and Results Comments
scc 57% [58% |67% most Medium (M): 9-16 surgeries
Aimed to clarify the Missing  |5% |3% [4% experienced Swedish Classification High(H): (21)7 surgerieg Median follow up 1.2
independent ; of Operations and years (range 0-23 years) .
L. Neoadjuvant therapy surgeon - . ]
association between (algorithm to Major Procedures: to  |Annual surgeon volume Reviewer: blinded to the
hospital volume and Yes . . . follow include relevant _ patients' survival time and
surgeon volume in Missing if'/) 300/) 302/) ) operations Low(L): 1-4 surgeries/year name of the hospital.
° ° ° Medium (M): 5-9

Other limitations:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

volume : Other information
both the short and long - " surgeon had coverage since 1987. Cumulative surgeon volume
term perspective. Ql2 |3 ]Q been responsible |Evaluated ?nd found Low(L): 1-11 surgeries/year | Note: the majority of the
N for a surgery to have 95% accuracy, Mediume(M): 12-32 patient data is pre 2002
Study dates 726|310 299 : - 98% completeness for |Mediume(M): 12-
during the index ial g surgeries/year
surgical procedures, . .
1987-2005 Op 1-8 (916 |17 year pp\g/ of g%_eo/o_ High(H): 233 surgeries/year
. Cumulative Annual hospital volume
Follow up until 2011 || Male 72% |76% |74% | |surgeon volume: | Tumour classification: § N m
Median follow up 1.2 ||Age, years chronological no. |according to
years (range 0-23 s of operations the recommendatlons by
years), 4,251 person  ||¢5.75 45% 1 43% | 45% | |surgeon had the Union for Lo |09 052 0(')8;‘2
years at risk s 411;;, 411‘3‘(;, 411‘1“;, been responsible |International Cancer |10 1. 1.11) g-%);
o o o for at the time of |Control version6 :
ff i T t i

Source of funding umour stage ghuerird?;(esurgery Reviewer: blinded to 057035 |24
Financial support: Two |1 18% | 19% | 16% inclugion period, | patients’ survival SM 11004 gsywr 5)0'7311)'
authors; Pernilla - 31% [36% |32% 1987-2005 ’ [time gnd name of the :
Lageren, Jesper v g;"/" % é(}/% é(?/% hospital 0.94
L o o o o 1.06 (0.90- | -

agergren Missing | 180, |16% |15% Surgical chart review: [|TM 100 |55 (10'1%(;'
Supported by The Histology names of operating :
Swedish Research Adenocarc hospitals and Annual surgeon volume
Council and the inoma 34% | 37% | 41% surgeons
Swedish Cancer SCC — |61% 161% 135%
Society Missing 5% 2% 4%
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Study details Participants Interventions Methods Outcomes and Results Comments
Neoadjuvant therapy
The Causes of Death L M (=3ss) B
Yes 29% | 290, |22 Register: 99.2% (n=300)
Missing 4% |30, |30, completeness for
cause specific death 0.82 0.70- |28
According to cumulative Statistical hods: 0 (100 0.96)* 80'9699;;
surgeon volume tatistical methods: :
Person years from the 0.48
date of il s |1.00 091 (0.63- | (9.
Ql-2 Q3 Q4 ate of surgery unti : 1.31) 0 80)**
the date of death or :
n_ (686 319|330 end of the study period 090
op |1-11 12-32 >33 (31 Jan 2011), 0.79 (0.66- |,/
. LM |1.00 0.94)%* (0.74-
Male |74%  |77%  |70% whichever occurred : 1.09)
Age. years first.
. . Cumulative surgeon volume
<65 | 44% a5 0;14 Multivariable
65-75 |43% 39% 4*;0/ parametric survival L
>75  |13%  |16% o analysis used to = H
13% M @=319) | ;,_330)
T calculate HR. (n=686)
umour stage Gompertz survival
O-L g, | 16% |22 distribution resulted in 1.00 0.85- |%%7
T k0% [39% |2, the lowest Akaike O 1001 (0.80-
LI POt boto 30% ) ; o 1.17)
v 4% 6% 1249 information criteria
Missi |52 8% 8 score and was
. 20%  |11%  |{eo theref q 093 (0.62- | 112
g o erefore used. sM |1.00 139) (0.70-
Histolo . . ’ 1.79
= Clustering of patients )
Adeno and surgeons: shard 0.95
carein | 5, 38 37 frailty t ith 1.02 (0.86- |,
oma o A [ raiity term wi LM |1.00 121) (0.77-
SCC 23" g?/’ 59% gamma distribution ‘ 1.16)
Missi |~ ° ’ 4% was added to the
ne models. All of the results above are
Neoadjuvant therapy based on Model 1 which
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n=number of patients
op=number of operations
Inclusion criteria

All patients who underwent
esophagectomy for
esophageal cancer in
Sweden from January 1,
1987 to December 31, 2005
with follow up for survival
until February 2011.

Exclusion criteria

>75), sex, Charlson
comorbidity index
(0,1,22), tumour stage
at the time of surgery
(O-1, 1, M, 1IV,missing),
histology
(adenocarcinoma,
SCC,
missing/undefined),
neoadjuvant therapy
(yes/no/missing),
calendar period (1987-
1990, 1991-1995,
1996-2000, 2001-
2005)

"After Cox regression
analysis the results
remained virtually
unchanged (data not
shown). However,
some models adjusting
for clustering could not
be fitted with this
analysis; this is why
only the results of the
parametric survival
analyses are
presented".

comorbidity according to
Charlson comorbidity index,
and calendar period.

*p<0.05
*p<0.01

Note: other models were
carried out adjusting for
annual hospital volume,
hospital clustering, and
surgeon clustering which
affected the statistical
significance of the outcome
making some outcomes no
longer significant e.g <3
months mortality Q1-2 vs Q3
with the addition of hospital
clustering to the model (this
has not been extracted).

Study details Participants Interventions Methods Outcomes and Results Comments
Yes . . 24 , adjusted for age, sex, tumour
Missi 5202”’ 1202”’ % MV models adjusted  |stage, tumour histology, neo-
ng 2% for: age (<65, 65-75, | adjuvant treatment,
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Full citation

Henneman, D.,
Dikken, J. L., Putter,
H., Lemmens, V. E.,
Van der Geest, L. G.,
van Hillegersberg, R.,
Verheij, M., van de
Velde, C. J., Wouters,
M. W., Centralization
of esophagectomy:
how far should we
go?, Annals of
Surgical OncologyAnn
Surg Oncaol, 21, 4068-
74, 2014

Ref Id
544606

Country/ies where
the study was carried
out

Netherlands

Study type

Retrospective cohort

Sample size

n=10,025 patients with

esophageal or gastric cardia

cancer who underwent
surgery (non metastatic
invasive carcinoma)

Characteristics

Hospital volume category

I1=1-20 surgeries/year
[1=21-40 sugeries/year
[11=41-60 surgeries/year
V=260 surgeries/year

Hospital Volume

Cha'ra category (%)
cteris
tic

I I1 I (Iv
Male | 76 |79 |75 |77
Age
<60

34 |34 |38 |35
55 |56 (54 |57
11 |10 (8 8

years
60-75
>75

Aden
ocarc

76 |78 [69 |72

21 |20 |29 (25

Interventions

Annual hospital
volumes: number
of
esophagectomie
s per hospital per
year, was
determined for
each year of
surgery and may
have changed
per/yr for
individual
hospitals.

Details

Netherlands Cancer
Registry (NCR):
routinely collects
information on all
newly diagnosed
malignancies in all
Dutch hospitals 6-18
months after
diagnosis.

ICD-O coding:
adenocarcinoma
(8,140-8,145, 8,190,
8,201-8,211, 8,243,
8,255-8,401, 8,453—
8,520, 8,572, 8,573,
8,576), squamous cell
carcinoma (SCC)
(8,032, 8,033, 8,051—
8,074, 8,076-8,123),
and other/unknown
histology (8,000—
8,022, 8,041-8,046,
8,075, 8,147, 8,153,
8,200, 8,230-8,242,
8,244-8,249, 8,430,

Results

Mortality at 6 months and 2
years by annual hospital

volume (n, surgeries per vear)

HR (95%CI)

n 6mth 2-year

20 |1.00 1.00

30 0.83 (0.76- [0.92 (0.89-
0.91) 0.96)

40 0.73 (0.65- [0.88 (0.83-
0.83) 0.93)

50 0.68 (0.6- [0.86 (0.79-
0.78) 0.93)

60 0.67 (0.58- [0.85(0.75-
0.77) 0.97)

70 0.67 (0.54- [0.86 (0.71-
0.83) 1.05)

80 0.68 (0.49- [0.88 (0.66-
0.94) 1.16)

N values were not given for

each hospital volume cut off.

Sensitivity analyses using
frailty models was stated to

Limitations

Selection bias: Low risk of
bias. Statistical methods
adjusted for differences at
baseline.

Performance bias:
Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the hospital.

Attrition bias: Unclear risk
of bias

Unknown registry
coverage. Unknown
baseline data e.g. tumour
stage and morphology

Detection bias: Unclear
risk of bias

Follow up unclear, ? only
2 years for the mortality
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Define a meaningful
cutoff point for annual
hospital volume for
esophagectomy, using
nonlinear statistical
modelling techniques
on a large dataset with
a broad range in
annual hospital
volumes

Study dates

January 1989- 31
December 2009

Source of funding

Funded by the
Signalling Committee
on Cancer of the
Dutch Cancer Society
(KWF
Kankerbestrijding).
The study sponsor had
no role in the study
design, in the
collecdtion, analysis
and interpretation of
data, in writing the
report or in the

SCC
Other

1
11 20 |17 |15 |20
111 40 |38 |37 |36
v 35 |37 |41 |37
Unkn |1 0 1 1
own |4 8 6 6

Preoperative surgery

yes |11 [40 |20 [35

Postoperative surgery

yes [5 [6 [6 |4

Inclusion criteria

Patients who had under
gone surgery for
oesophageal or gastric
cardia cancer (non
metastatic invasive
carcinoma)

between January 1989- 31
December 2009.

Exclusion criteria

Those who did not undergo
surgery (n=26,521)

Staging: International
Union Against Cancer
(UICC) Tumor Node
Metastases (TNM)
classification

Vital status: municipal
registries, 1994
onwards nationwide
population registries
network (complete
coverage for deceased
Dutch citizens).

Statistical analysis:

Main outcomes: 6
month and 2 year
overall mortality.
Calculated from the
date of diagnosis until
death (as date of
surgery was not
available pre 2005)

Calculated using Cox
regression adjusted for
sex, age, SES, tumour
stage, morphology,
preoperative therapy
use, postoperative

shown).

Study details Participants Interventions Methods Outcomes and Results Comments
. inom (2 |1 |2 |2 8,530, 8,560, 8,570, not qualitatively change the outcome. Coverage for
Aim of the study a 8,574, 8,575). HRs or Cls (data was not mortality was described as

complete. Unclear blinding
of investigators to patients
details and hospital in
which they had surgery.

Other information

Note: mortality calculated
from date of diagnosis
(date of surgery
information was not
available pre 2005)

majority of the data is pre
2002.

No n values were given
with the hospital volume
cut offs and their HRs.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

decision to submit the
paper for publication.

In situ and M1 disease
(N=1,014)

therapy use (only for 2
year mortality), and
year of diagnosis.

Adjust for clustering of
patients in hospitals-
robust SE using
sandwich estimators.

Frailty models with
random hospital
effects used in
sensitivity analyses.

Full citation

Markar, S., Gronnier,
C., Duhamel, A.,
Bigourdan, J. M.,
Badic, B., du Rieu, M.
C., Lefevre, J. H.,
Turner, K., Luc, G.,
Mariette, C., Pattern of
Postoperative Mortality
After Esophageal
Cancer Resection
According to Center
Volume: Results from
a Large European
Multicenter Study,
Annals of Surgical

Sample size
N=2944
Characteristics
82.4% male

age >=60: 51.6%

tumour location: upper
13.7%; middle 33.3%; lower
53%

TNM stage: | 24.7%; I
26.1%; Il 47.9%:; IV 1.3%

Interventions

Approach to
surgery varied
between three
techniques—
Ivor—Lewis,
three-stage, or
transhiatal

esophagectomy.

Details

Definition of centre
volume:

Each center was
classified by the
number of patients
undergoing
esophagectomy during
the 10-year study
period. Centers were
initially divided into
quartiles based on
contribution to the
study cohort (\30, 31—
80, 81-135, [135) and
according to the

Results

30-day mortality
Centre volume <= 80
82/781

OR (95% Cl)=2.62 (1.77-
3.87), p<0.001 (multivariate
analysis)

Centre volume >80
65/2163
OR=1.00 (reference)

Limitations

Selection bias: low risk of
bias

Performance bias:
Unclear risk. Unclear
whether the comparisons
groups received the same
care, or if the participants
were blinded to the
volume status of the
hospital.

Attrition bias: low risk of
bias. Consecutive patients
included.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

OncologyAnn Surg
Oncol, 22, 2615-23,
2015

Ref Id
544924

Country/ies where
the study was carried
out

Europe
Study type

Retrospective cohort
study

Aim of the study

The aim of this study
was to define the
pattern of POM and
major morbidity in
relation to center
procedural volume.

Study dates
2000 to 2010
Source of funding

None

Surgical technique: ivor-
lewis 74.2%; three-stage
11.7%:; transhiatal 14.1%

Histology: SCC 46.3%;
Adenocarcinoma 50.7%;
other 3.0%

Inclusion criteria

Consecutive adult patients
undergoing surgical
resection for esophageal
cancer (including Siewert
type | and Il junctional
tumors) with curative intent
in 30 French-speaking
European centers between
2000 and 2010 were
retrospectively collected.

Exclusion criteria

None reported

median (B80 defining
LV centers, and [80
defining HV centers).

Definition of
complications:

Pulmonary
complications included
bronchial congestion,
disorders of
ventilation, atelectasis,
pneumonia, respiratory
failure, and acute
respiratory distress
syndrome.

Anastomotic leak was
defined as any
oesophagogastric
anastomosis
dehiscence that was
clinically symptomatic
(abscess,
mediastinitis, digestive
liquid externalizing
drainage) or
asymptomatic
detected by contrast
study. In case of
doubt, the diagnosis
was confirmed by
gastroscopy without

Anastomotic Leak

OR 0.54; 95 % CI 0.41-0.72;
p<0.001

Centre volume <= 80

118/781

Centre volume >80

181/2163

p<0.001
OR= 1.00 (reference)

Surgical Site Infection

OR 0.63; 95 % Cl 0.49-0.80;
p<0.001

Centre volume <= 80

163/781

Detection bias: Unclear
risk of bias. It is unclear if
the investigators were
blinded to the hospital
volume status where the
patients had their surgery
and other important
confounding factors.

Other limitations: None

Other information: Data
was collected with an
independent monitoring
team auditing data
capture to minimize
missing data and to
control concordance.
Missing or inconsistent
data were obtained from
email exchanges or phone
calls with the referral
center.

Other information
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

insufflation performed
by an experienced
physician.

Surgical site infection
was defined as
superficial pus
expressed from the
abdominal, thoracic, or
drains incision sites,
requiring surgical
debridement and
antibiotic treatment.

Postoperative
haemorrhage was
defined as blood loss
requiring endoscopic
or surgical
intervention.

Statistical Analysis

Continuous variables
were expressed as the
mean + standard
deviation or the
median (range), and
categorical variables
as a percentage. A
Mann-Whitney test
was used for

Centre volume >80
294/2163
p<0.001

Pulmonary Complication

OR 0.47; 95 % CI 0.39-0.56;
p<0.001

Centre volume <= 80
396/781

Centre volume >80
726/2163

p<0.001

Reoperation

OR 0.54; 95 % CI 0.42-0.69;
p<0.001

Centre volume <= 80
163/781

Centre volume >80
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whereas a Chi-square
test or Fisher test was
used to compare
categorical data. A
binary logistic
regression was used
to identify predictors of
POM. In a second
step, we conducted a
propensity
scorematching
analysis to
compensate for the
differences in some
baseline
characteristics
between the LV and
HV groups.18 First, we
compared all available
patient and tumor
variables using a Chi-
square test, and a
propensity score was
then calculated using a
logistic regression with
the imbalanced
variables. Finally, all
analyses regarding
POM and morbidity

Study details Participants Interventions Methods Outcomes and Results Comments
intergroup
comparisons of 266/2163
continuous variables, 0<0.001
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

were adjusted based
on the generated
propensity score.
Adjustment was also
carried out for
malnutrition as some
missing variables did
not allow us to
integrate this into the
propensity score. All
tests were twosided
and the threshold for
statistical significance
was set to p\0.05.
Analyses were
performed with
SPSS

version 19.0 software
(IBM Corporation,
Armonk, NY, USA).

Full citation

Rouvelas, 1., Jia, C.,
Viklund, P., Lindblad,
M., Lagergren, J.,

Sample size
N=607

Characteristics

Interventions

All patients
treated with

Details

Definition of volume

Results

30-day mortality: all patients

Low-volume surgeon group

Limitations

Selection bias: low risk of
bias
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Surgeon volume and
postoperative mortality
after oesophagectomy
for cancer, European
Journal of Surgical
OncologyEur J Surg
Oncol, 33, 162-8, 2007

Ref Id
545177

Country/ies where
the study was carried
out

Sweden
Study type

Prospective cohort
study

Aim of the study

Oesophagectomy
remains the curative
treatment of choice for
patients with localised
oesophageal or cardia
cancer, but severe
postoperative
complications are

Mean age (SD)= 66.2 (10.1) |

489 men/ 118 women

Type of cancer: 328
oesophageal/279 gastric
cardia

Tumour stage: 25 Stage 0;
90 Stage I; 179 Stage IlI; 245
Stage lll; 68 Stage IV

Oesophageal tumour
location: 17 upper; 90
middle; 231 lower

Histology: 149 SCC; 171
adenocarcinoma of
oesophagus; 278
adenocarcinoma of cardia; 9
dysphagia

Inclusion criteria

Eligible for inclusion were all
Swedish residents
diagnosed with oesophageal
or cardia cancer who were
treated with
oesophagectomy during the
period April 2, 2001 through
December 31, 2005.

oesophagectomy

Thus, the participating
surgeons were divided
into three categories
on the basis of their
average annual
workload as recorded
in the SECC register:
Low-volume surgeons
(LVS) performed <2
oesophagectomies,
medium-volume
surgeons (MVS)
performed 2-6
oesophagectomies,
and high-volume
surgeons (HVS)
performed >6
oesophagectomies
annually.

Statistical Analysis

Unconditional logistic
regression was used
to examine
associations between
surgeon volume and
30- and 90-day
mortality, expressed in
odds ratios (OR) with

n=5
OR=1.00 (ref)

Medium-volume surgeon
group

n=4

Crude OR (95%Cl)= 0.28
(0.07-1.07)

Multivariate OR (95%Cl)= 0.39
(0.09-1.70)

High-volume surgeon group
n=9

Crude OR (95%Cl)= 0.34
(0.09-1.27)

Multivariate OR (95%Cl)= 0.42
(0.10 -1.80)

90-day mortality: all patients
Low-volume surgeon group
n=8

OR=1.00 (ref)

Performance bias:
Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the surgeon.

Attrition bias: low risk of
bias. The registries are
reported to have almost
complete coverage of all
oesophageal and cardiac
cancer patients (97%).

Detection bias: Unclear
risk of bias. It is unclear if
the investigators were
blinded to the surgeon
volume status where the
patients had their surgery
and other important
confounding factors.

Other limitations: none.

Other information
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

common. Our aim was
to assess the
association between
surgeon volume and
postoperative mortality
after oesophagectomy.

Study dates

April 2001 through
December 2005

Source of funding

Funding was provided
by the Swedish
Cancer Society and
the Swedish Research
Council.

Exclusion criteria

None reported.

95% confidence
intervals (Cl). Three
models were
employed: a) a crude
model without
adjustments; b) a
“basic” model with
adjustment for age
(categorised into four
groups: <55, 55e65,
66e75, and >75
years), sex, and

tumour stage (in five
groups: O, I, II, ll, 1V);
and c) a full

multivariable model
including adjustments
for all relevant
covariates, i.e., patient
(age, sex, and co-
morbidity) and tumour
characteristics (stage,
location, and
histology),
preoperative
oncological treatment
(no or yes), and
intention of the surgery
(curative or palliative).

yThe multivariable
model included
adjustments for age,

Medium-volume surgeon
group

n=9

Crude OR (95%Cl)= 0.39
(0.14-1.08)

Multivariate OR (95%Cl)= 0.48
(0.16-1.38)

High-volume surgeon group
n=9

Crude OR (95%Cl)= 0.75
(0.27-2.09)

Multivariate OR (95%Cl)= 0.86
(0.31-2.38)

To improve the statistical
power, we also performed an
analysis in which LVS were
compared with the combined
groups MVS and HVS. The
adjusted ORs for 30- and 90-
day mortality indicated a 59%
and 28% lower risk,
respectively, among the
patients in the higher surgeon
volume group, but the
difference did not reach
statistical significance
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

sex, co-morbidity,
tumour stage, tumour
location, tumour
histology, preoperative
oncological treatment,
and curative intention.

(adjusted OR 0.41, 95% CI
0.11e1.54, and OR 0.72, 95%
Cl1 0.28e1.87, respectively).

30-day mortality:
oesophageal cancer only

Low-volume surgeon group
n=1
OR= 1.00 (ref)

Medium-volume surgeon
group

n=1

Crude OR (95%Cl)= 0.14
(0.01-2.36)

Multivariate OR (95%Cl)= 0.12
(0.01-1.58)

High-volume surgeon group
n=4

Crude OR (95%Cl)= 0.29
(0.03-2.74)

Multivariate OR (95%Cl)= 0.29
(0.02 -3.28)
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

90-day mortality:
oesophageal cancer only

Low-volume surgeon group

1
—

n

OR=1.00 (ref)

Medium-volume surgeon
group

n=2

Crude OR (95%Cl)= 0.30
(0.02 - 3.53)

Multivariate OR (95%Cl)= 0.40
(0.05 - 3.38)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Study details Participants Interventions Methods Outcomes and Results Comments

High-volume surgeon group

n=20

Crude OR (95%Cl)= 1.58
(0.17 - 14.60)

Multivariate OR (95%Cl)= 2.16

(0.22-20.90)
Full citation Sample size Interventions Details Results Limitations
Rutegard, M., N=355 The following Definition of surgical Selection bias: low risk of
Lagergren, P., No L operative volumes bias
influence of surgical | Characteristics procedures were HRQL: EORTC QLQ-C30

volume on patients' performed: questionnaire
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cancer resection,
Annals of Surgical
OncologyAnn Surg
Oncaol, 15, 2380-7,
2008

Ref Id
505905

Country/ies where
the study was carried
out

Sweden
Study type

Prospective cohort
study.

Aim of the study

This study was
undertaken to examine
the question whether
hospital or surgeon
volume influences
HRQL as evaluated 6
months after such
surgery.

Study dates

<60 26%; 60-70 36%; >70
39%

81% male/19% female

Tumour stage: 0-1 23%; Il
34%:; 1l 37%:; 1V 5%

Tumour location: upper or
middle 15%; lower 415;
cardia 44%

Histology: SCC 24%;
adenocarcinoma 76%

Inclusion criteria

Patients newly diagnosed
with esophageal or cardia
cancer who underwent
macroscopically and
microscopically radical
resection.

Exclusion criteria

Who died within 6 months
after surgery or did not
undergo a macroscopically
and microscopically radical
resection (R0O) were not
eligible for the current study.

referring to
removal of the
main part of the
esophagus with
an anastomosis
between an
esophageal
substitute
(stomach,
jejunum, or
colon) and the
proximal
esophagus;
Cardia resection,
representing
removal of the
proximal part of
the stomach and
the distal part of
the esophagus
with an
anastomosis
between the
remaining
stomach and the
remaining
esophagus;
Extended total
gastrectomy,
referring to

predefined and based
on previous research,
using a similar number
of patients in the
comparison groups.1,3
This strategy meant
that in the current
study, LVHs
conducted 0-9
operations annually
and HVHs conducted
more than 9
operations/year.

Surgeon volume was
categorized in the
same manner,
producing two groups:
low-volume surgeons
(LVSs) with 0-6
operations/year, and
highvolume surgeons
(HVSs) with more than
six procedures
annually.

HRAQL Score

The outcome was
assessed through self-
administered

types)

Low hospital volume (LH)= <9
surgeries/year, n=174

High hospital volume(HH)= >9
surgeries/year, n=181

Low surgeon volume(LS)= =
<6 surgeries/year, n=148
High surgeon volume (HS)=

>6 surgeries/year, n=207
LH |HH | LS HS
Appeti | 35 36 34 37
teloss | (30- | (30- | (28- | (32-
41) [ 4D |39 |42
Dyspn | 29 36 28 35
oea (25- | 31- | (23- | (31-
34) |41 [33) |40
Fatigu | 41 45 40 45
e 37- | (41- | (36- | (41-
44 149 |49 |49
N&V |18 21 17 21
(15- | (17- | (14- | (18-
21) |25 |20) |25
Pain 25 29 25 29
(20- | (25- | (20- | (25-
29) [33) |29) |33)
Physic 79 76 80 75
al (76- (72- | (77- | (72-
functio 79) | 83) | 78)
n 82)
Global | 60 60 62 59
QoL (57- | (57- | (58- | (56-
64) | 63) |65 |62

Study details Participants Interventions Methods Outcomes and Results Comments
health-related quality Esophageal )
of life after esophageal Age: resection, Our cut-offs were Mean scores (all cancer Performance bias:

Unclear risk.

Unclear whether the
comparisons groups
received the same care,
or if the participants were
blinded to the volume
status of the hospital.

Attrition bias: low risk of
bias. The registries are
reported to have almost
complete coverage (97%)
of all Swedish people with
oesophageal or cardia
cancer.

Detection bias: Unclear
risk of bias. It is unclear if
the investigators were
blinded to the hospital
volume status where the
patients had their surgery
and other important
confounding factors.

Other limitations: none.
Other information

Among the 446 eligible
patients, the registration in
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

2001-2005
Source of funding

Swedish Cancer
Society

removal of the
entire stomach
and the distal
part of the
esophagus with
an anastomosis
between the
jejunum and the
esophagus; Total
gastrectomy and
esophageal
resection,
meaning that the
entire stomach
and the main
part of the
esophagus were
removed with an
anastomosis
between an
esophageal
substitute
(jejunum or
colon) and the
proximal
esophagus.
Minimally
invasive
esophagectomy
was not
performed during
the study period.

questionnaires
concerning HRQL,
sent out to the patients
6 months after
surgery. A cancer-
specific core
questionnaire, the
QLQ-C30 (version
3.0)11 and an
esophageal cancer-
specific module QLQ-
OES18,12 both
developed and
validated by the
European
Organization for
Research and
Treatment of Cancer
(EORTC), were used.

Statistical Analysis

Mean scores with 95%
confidence intervals
(Cls) were calculated.
Based on previous
research, a mean
score difference of 10
or more between
comparison groups
was considered of at
least moderate clinical
relevance.14,15

Role 67 61 69
functio | (62- | (56- | (63-

n 72) 66) 74)

60

(56-

65)

Mean scores (oesophageal

cancer only)

LH |HH |LS HS
Appet | 35 35 33 37
ite (28- | (28 | 25— | (30—
loss 42) 143) |41 |43
Dysp | 32 37 30 37
noea (26- | 30— | (23— | (32—
39) [43) [38) |43
Fatig | 42 44 41 44
ue (37- | 39— | (35—~ | (39—
47) 1 50) [ 47) |49
N & 18 20 18 20
A% (13- | (15—~ | (13- | (16—
22) |25 |23 |24
Pain 24 26 25 26
19- | 21— | (18- | (21-
31) [32) |3 |3D
Physi 78 74 80 74
cal (74— (70— | (75— | (70—
functi 78) 85) | 78)
83)
on
Globa | 60 59 61 59
1QoL | (56— | (55— | (56— | (55—
65) | 64) | 66) | 63)
Role 66 61 70 59
functi | (59— | (54— | (62— | (53—
on 73) [ 68) | 77) | 65)

67 (15%) was delayed
and 24 (5%) did not wish
to participate or did not
respond, thus leaving 355
patients (80% of those
eligible) for final analyses.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Whenever such a
difference was found,
a linear regression
analysis was applied,
including a crude
analysis and two
models adjusting for
potential confounding
factors. A basic model
adjusted for age ( \60,
60-70, or[70 years),
gender, tumor stage
(O, 1, 11, or 1V),
number of predefined
co-morbidities (0, 1-2,
or £3), and number of
predefined
complications
occurring within 30
days of surgery (0, 1—-
2, or 13). In a second
model, we further
adjusted for
histological type of
tumor (squamous cell
carcinoma or
adenocarcinoma),
tumor location (upper
and middle
esophagus, lower
esophagus, or cardia),
surgical approach

HRQL: EORTC QLQ-OES18
questionnaire

Mean scores (all cancer
types)

A=Dry mouth

B=Choking with swallowing
C=Trouble with coughing
D=Dysphagia

E=Trouble when eating
F=0esophageal pain
G=Reflux

H=Speech difficulties
I=Trouble with swallowing

LH HH LS HS

A 28 24 |27
g;gl 1 s |9 | @3-
33) 29) | 31)

B 17 22 17 | 21
(13- | a8 | 13- | a7-
20) 26) 22) | 24)

C 22 30 20 31
(18- | @5~ | as5- | @6~
27) 35) 24) | 35)

D |25 22 25 | 22
Ql- | a8 | (0| (19~
30) 25) 29) | 26)

E |32 37 32 |36
9- | (33~ | (@8 | (33
36) 41) 36) | 40)

F 27 26 26 | 26
23— | @3- | @3 | @3
30) 30) 30) | 30)
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Study details

Participants

Interventions

Methods

Comments

(transthoracic or
transhiatal), and
neoadjuvant therapy
(no or yes).
Comorbidity was
grouped into: (1)
cardiopulmonary
disorders, (2) diabetes,
(3) hepatic or renal
disease, (4) tobacco
smoking, or (5) other
malignancies or other
significant disorders.
Complications were

Outcomes and Results
G 26 24 24 25
1= | @0- | @0 | (1-
30) 28) 29) | 29)
H 116 [ 128 |9 13
15) 16) - | (10-
13) | 17)
I 128 | 15 12 15
16) 1= | @ | a1-
19) 16) | 18)

Mean scores (oesophageal
cancer only)

o LH [HH |[LS | HS
group.ed into: (1) T2 T2 >
technical surgical (16~ | @1- | (16 | 20~
complications, (2) g?) 323) 2) 30)
severe infections, and || B (16- (1387 (15— (1387
(3) severe respiratory 26) |29 |28 |28
complications. C 2281 33% 2148 3382
Comorbidities or gS)f 23)7 gl)f 5‘4)7
complications D |23 21 | 26 20

i it a7- | a7- | a9 | (6~
occurring within the 9 |26 |33 |29
same group were E 33 36 31 36
counted only once. 8 | 30— | @6~ | B1-

38) [4D) |37 | 4D

ForgIIQataanaIysesthe 37 3 3 >
statisticalsoftwareSTA - | ao- | @3 | ao-
TA 9.2 for Windows 32) [27) |34 |26)

G |29 |26 28 |27
was used. 2 |- | @3- | o
35 [31) |34 |32

H | 13 14 10 16
B |- | @& |a-

199 |19 |15 |21
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Ritchie, A., Wells, F.
C., A surgeon's case
volume of
oesophagectomy for
cancer strongly
influences the
operative mortality
rate, European Journal
of Cardio-Thoracic
SurgeryEur J
Cardiothorac Surg, 32,
375-80, 2007

Ref Id
587964

Country/ies where
the study was carried
out

United Kingdom
Study type

Prospective cohort

mean age= 64 years (range

48-80)
140 men/ 55 women
Inclusion criteria

Patients who underwent
oesophagectomy for
malignant disease with

palliative or curative intent.

Exclusion criteria

Patients treated by
endoscopic techniques.

any operation as
the primary
surgeon during
the study period.
A consultant
performed most
of the
operations. Few
circumstances a
senior trainee
performed it
under direct
supervision of
the consultant
(operation was
designated as
having been
done by the
consultant).

If two
consultants
(thoracic and
general)
operated

were evaluated to
determine their
influence on
postoperative
mortality: age, sex,
presence of co-
morbidities,
neoadjuvant chemo
radiotherapy, type of
oesophagectomy,
postoperative
complications,
pathology, pre and
postoperative TNM
stage, 30-day and in-
hospital mortality, and
the surgeon.

Neoadjuvant
chemotherapy was
started in 2000.

High surgical volume
5/118
Low surgical volume
13/77

Crude OR= 4.59; 95% CI 1.57,
13.46, p=0.006

Adjusted OR for type of
tumour= 2.26 (0.48, 10.52),
p=0.30

Adjusted OR for 10-year
changes in age= 1.63 (0.93,
2.84) 0.087

Overall Survival

Study details Participants Interventions Methods Outcomes and Results Comments
1 10 16 11 14

G- | ao- | 5= |-

15 |21 | 18) |19
Full citation Sample size Interventions Details Results Limitations
Migliore, M., Choong, |N=205 Surgeons: In-hospital mortality Selection bias: low risk of
C. K., Lim, E., L included if he _ _ bias
Goldsmith, K. A.. Characteristics had performed | The following variables

Performance bias:
Unclear risk. Unclear
whether the comparisons
groups received the same
care, or if the participants
were blinded to the
volume status of the
hospital.

Attrition bias: low risk of
bias. The data is reported
to be complete- all
patients treated at one
hospital.

Detection bias: Unclear
risk of bias. It is unclear if
the investigators were
blinded to the hospital
volume status where the
patients had their surgery
and other important
confounding factors.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Aim of the study

To determine the risks
of in-hospital mortality
and to define the
relationship between
surgeon volume and
outcome. The
secondary aim was to
establish the numerical
difference in case
volume between high
volume and low
volume surgeons.

Study dates

January 1994 to
December 2005

Source of funding

Not reported

together, the
operation was
assigned to the
surgeon who
was first on the
list.

High volume
surgeon: mean
of >6 cases per
year

Operative
mortality: in-
hospital death

Preoperative staging:
Upper Gl series,
endoscopy with biopsy
and CT. Since 2002
PET and
endosonography have
also been used.

Statistical analysis:

Multiple logistic
regression

Between groups
comparisons were
performed using ttests
for continuous
variables and Fisher’s
exact test for
categorical variables.
Univariate logistic
regression models
were used to obtain
unadjusted odds ratios
(OR) (odds ratios from
a model with a single
variable) and these
were used in addition
to Wald test p-values
of model parameters
to assess significance
of surgeon volume and

Median survival in months
(95% Cl) was 16.8 (13.8, 19.8)
for the high-volume surgeons
and 13.9 (11.0, 17.0) for the
low-volume group. P log rank
test= 0.476.

HR calculated by NGA
technical team (method
described by Tierney 2007):

HR (95% Cl)= 0.89 (0.64-
1.23)

In(HR)=-0.12, se(In(HR))=
0.17

Other limitations: adjusted
OR for in hospital mortality
not clearly reported;
multivariate analysis not
conducted.

Other information

Some operations were
done by trainees with
consultant supervision.
They were counted under
that consultants name in
terms of volume.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

other covariates of
interest on in-hospital
mortality. Survival
curves were
constructed using
Kaplan—Meier
methods. Survival in
different groups was
assessed using Wald
test p-values for model
parameters from Cox
regression analysis.

Multiple logistic
regression was used
to further assess the
effect of surgeon
volume on in-hospital
mortality in the
presence of
covariates. In these
models, the ORs
reflect the relative
increase (if greater
than 1) or decrease (if
less than 1) in the
odds of in-hospital
death for operations
done by lowvolume
surgeons while
controlling for another
variable.
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Due to a small number
of patients, models
with more than one
covariate in addition to
surgeon volume were
not explored in this
study.

Staging investigations

What are the optimal staging investigations to determine suitability for curative treatment of oesophageal or gastro-oesophageal
junctional cancer after diagnosis with endoscopy and whole-body CT scan?

What are the optimal staging investigations to determine suitability for curative treatment of gastric cancer after diagnosis with

endoscopy and whole-body CT scan?

A joint table is provided for these two questions.
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study
Aim of the study

To assess the use of a
high-frequency
endosonography
miniprobe in the

Inclusion Criteria

Assessed using endoscopic
miniprobe

Negative likelihood ratiof:
0.50 (95% C1 0.28 to 0.87)

Positive predictive value:
40.6% (95% ClIt 28.98 to
53.43)

Bibliographic details Participants Tests Methods Outcomes and results Comments
Full citation Sample size Tests Methods Results Limitations
Chemaly, M., Scalone, I., |N =91 participants Miniprobe Identification | Differentiation of submucosal |Other information
Durivage, G., Napoleon, endoscopic of mucosal |from mucosal invasion
B., Puj?)l, B., Lefoprt, c., |(assessed on a per lesion basis, uItrasour?d was |invasion on QUADAS 2
Hervieux, V., Scoazec, J. ;Nlth a t;)tal of 106 oesophageal |conducted to endoscopic 2x2 tableS — checklist
esions p o
\FC., S(r)]uqucfi_t, JM'C:’ ) assesithe | ultrasound M M| Patient selection
onchon, T., Miniprobe | s acteristics oesophagea was EUS |, o | . .
EUS in the pretherapeutic ATl conomt lesions, by one of [compared to || (sm) Risk of bias:
assessment of early Characteristics n=9] |seven operators |histological || EUS 8 62 70 _
esophageal neoplasia, — (all with at least 2 |examination || (M) Was a consecutive
EndoscopyEndoscopy, Sex, MF (%) (84.6:15.4YEATS of the 21 |81 102 or random sample
40, 2-6, 2008 %) experience). specimen  |gMm=submucosal of patients enrolled?
67 (45 after M=Mucosal Yes
Ref Id Mean age (range), years g2 (45- resection. _ .
) p=Pathological Was a case-control
491282 Number of lesions, total 106 Sensitivity: 61.9% (95% Clt design avoided?
Countrylies where the Mean size of lesion (range), cm |3.1 (1-15) 38 44 to 8:1 89) Yes
studv was carried out Location of lesions, n (%) i i
y VP —— = Specificity: 76.5% (95% CIt :?]fptgr‘i);:i‘;‘g avoid
France 65.82 to 85.25) exclusions? Yes
Study t Dista 0% Positive likelihood ratiot |
udy type o7 itive likeli iof: .
3 2.64 (95% Cl 1.57 to 4.43) | C0uld the selection
Retrospective cohort Not recorded (13.2%) of participants have

introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
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assessment of early match the review

squamous cell carcinoma Endoscopic or surgical resection Negative predictive value: question? Low risk
and superficial following ultrasonographic 88.9% (95% CIt 81.60 to

adenocarcinoma on assessment 93.13) Index tests
Barrets oesophagus. | piagnosis of superficial t 95% confidence interval  |Risk of bias:
Study dates squamous cell carcinoma of the calculated by the NGA .

d oesophagus, or adenocarcioma technical team from data Were the index
January 1997 and April  |on Barrett's mucosa. reported i the article tests interpreted
2006. . . using https://www.medcalc.or | Without knowledge

Exclusion Criteria glcalc/diagnostic_test.php of the reference
Source of funding . . . - standard? Yes
Locoregional invading tumour 1 calculated by the NGA
Not reported. technical team from data If a threshold was

Stenosing tumour reported i the article used, was it pre-

using https://www.medcalc.or |SPecified? N/A

g/calc/diagnostic_test.php Could the conduct

or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:
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Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
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between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No - one
participant with T2
disease, and three
lesions where
invasion (mucosal
or submucosal was
unclear) were
excluded.

Could the
participant flow
have introduced
bias? Unclear risk

Full citation

Dhupar, R., Rice, R. D.,
Correa, A. M., Weston, B.
R., Bhutani, M. S., Maru,

Sample size
N =181

Characteristics

Tests

EUS procedures
were performed
by 4

Methods

Pathological
staging was
based on
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D. M., Betancourt, S. L.,
Rice, D. C., Swisher, S.
G., Hofstetter, W. L.,
Endoscopic Ultrasound
Estimates for Tumor
Depth at the
Gastroesophageal
Junction Are Inaccurate:
Implications for the Liberal
Use of Endoscopic
Resection, Annals of
Thoracic SurgeryAnn
Thorac Surg, 100, 1812-
1816, 2015

Ref Id
491473

Countryl/ies where the
study was carried out

USA
Study type

Retrospective cohort
study

Aim of the study

To assess the diagnostic
accuracy for T staging of
gastroesophageal
junctional tumours.

Study dates

Characteristi |All cohort
cs n=181

gastrosg
s with g

Sex, M:F 150:31 (83:17%)

tld;ll;ll
echoe

Median age,

years (range) | 00 (40 10 86)

was tyql
(5to 13

nterologist
dvanced

. A radial

doscope
ically used
MHZz).

Adenocarcin
oma

98%

Miniprg
used rg

Squamous
cell
carcinoma

2%

Well
differentiate
d

5%

Moderately
differentiate
d

54.7%

Poorly
differentiate
d

36.5%

Undifferenti

0
ated 0.6%

Differentiati
on could
not be
assessed

3.3%

bes are
rely.

Inclusion Criteria

the
American
Joint
Committee
on Cancer
7th edition,
with
invasion into
duplicated
muscularis
mucosae
considered
as T1a.
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January 1995 and
January 2014.

Source of funding

Not reported.

Patients undergoing
oesophagectomy or endoscopic
mucosal resection for primary
adenocarcinoma or squamous
cell carcinoma of the GE
junction

No preoperative chemo- or
radiotherapy

No previous esophagectomy

Preoperative EUS tumor depth
and pathologic tumor depth data
available.

Exclusion Criteria

Not reported.

Full citation

Grotenhuis, B. A.,
Wijnhoven, B. P. L.,
Poley, J. W., Hermans, J.
J., Biermann, K.,
Spaander, M. C. W,
Bruno, M. J., Tilanus, H.
W., van Lanschot, J. J. B,
Preoperative Assessment
of Tumor Location and
Station-Specific Lymph
Node Status in Patients
with Adenocarcinoma of

Sample size
n=50
Characteristics

Out of 50 patients included, 26
patients underwent
transthoracic oesophagectomy
(TTE) with extended
lymphadenectomy while the rest
(n=24) had transhiatal
oesophagectomy with
locoregional lymphadenectomy

Tests

All patients
underwent upper
Gl endoscopy with
endoscopic
ultrasound, CT of
the chest and
abdomen and
external
ultrasound of the
neck. The tests
were performed
by experienced

Methods

The author
did not
report about
15 patients
who
underwent
oesophagec
tomy but not
included in
analyses.

179
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the Gastroesophageal
Junction, World Journal of
SurgeryWorld J Surg, 37,
147-155, 2013

Ref Id
491697

Countryl/ies where the
study was carried out

Netherlands

Study type

Prospective cohort study
Aim of the study

To evaluate the accuracy
of preoperative
endoscopic assessment
and CT by comparing with
histopathologic findings in
the resection specimen

Study dates

April 2008 and December
2009

Source of funding

Not reported

Age median (range) in years=
65 (48 -81)
Male %: 78

Inclusion Criteria

Patients having
oesophagectomy for cancer of
the oesophagus or
gastroesophageal junction

Exclusion Criteria

Patients receiving neoadjuvant
therapy

Patients with irresectable
tumour at surgery

Patients with squamous cell
carcinoma

gastroenterologist
with a Q-
endoscope and an
electronic radial
echoendoscope.

The postoperative
surgical resection
of the tumour was
analysed by a
dedicated
gastrointestinal
pathologist. (gold
standard)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Full citation

Lee, H. H., Lim, C. H.,
Park, J. M., Cho, Y. K,,
Song, K. Y., Jeon, H. M.,
Park, C. H., Low accuracy
of endoscopic
ultrasonography for
detailed T staging in
gastric cancer, World
Journal of Surgical
OncologyWorld J Surg
Oncol, 10, 2012

Ref Id
492175

Countryl/ies where the
study was carried out

China
Study type

Retrospective cohort
study

Aim of the study

To determine the
accuracy of EUS for the
staging of tumour depth
and lymph node
metastasis in gastric
cancer.

Sample size

N = 309

Characteristics

M:F, n (%): 184:125 (59.5:40.5)

Mean age, years (SD): 57.5
(12.2)

T1 disease: n = 192
T2 disease:n=70
T3 disease: n =45
T4 disease: n =2

NO disease: n =213
N1-3 disease: n = 96
MO disease: n = 301
M1 disease: n =8
Inclusion Criteria

Surgery for gastric cancer
performed.

Pre-operative EUS performed.
Exclusion Criteria

Did not undergo resection

Tests

EUS was
performed with a
radial transducer
(12 to 20MHz) and
in some cases a
20MHz miniprobe
was also used.

Methods

Pre-
operative T
and M
staging was
compared to
the
pathological
stage.

179
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Study dates

January to December
20009.

Source of funding

None reported.

Difficult pre-operative staging
(including incomplete
endoscopic dissection,

neoadjuvant chemotherapy and

remnant gastric cancer)

Pathological non-measureable

lesions
Full citation Sample size Tests Methods Results Limitations
Lee, S. J., Lee, W. W, N =44 A PET-CT Patient Detection of lymph node Other information
Yoon, H. J., Lee, H. Y., o scanner integrated |information |metastasis
Lee, K. H., Kim, Y. H., Characteristics with a 64-slice  |was partially QUADAS 2
Park do, J., Kim, H. H., Characteristics |n (%) multidetector row |known to 2x2 tabIeN o checklist
So, Y Kim, S. E., ° CT was used. fthe 5’ pNO alo Patient selection
Regional PET/CT after interpreters
water gastric inflation for  ||Age, years (SD) |62.1 (14.5) of the PET- IC’I;T' b le |m Risk of bias:
evaluating loco-regional CT scans - (N+) _
disease of gastric cancer, |lgay M-E 30:14 they were PET- Was a consecutive
European Journal of T (68.2:31.8) awarethat |[cr |12 |20 |12 or random sample
RadiologyEur J Radiol, patients had || (N0) of patients enrolled?
82, 935-42, 2013 Early gastric been 24 |20 |44 No
cancer 19 (43.2) diagnosed
Ref Id . : Was a case-control
with gastrlg design avoided?
Advanced cancer an . . )
492196 gastric cancer 25 (56.8) were (Per patient analysis) Yes
Country/ies where the undergoing | Sensitivityt (95% Cl): 50%  |Did the study avoid
study was carried out Tumour location pre- (29-71) inappropriate
K operative o o A .o |exclusions? Yes
orea Upper 10 (22.7) tests. %%eﬁglg;tﬁ (95% ClI): 100%
Study type
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Prospective cohort study
Aim of the study

To assess the diagnostic
accuracy of PET-CT after
water gastric inflation for
locoregional staging of
gastric cancer.

Study dates

February 2009 to
December 2011.

Source of funding

Korea Healthcare
Technology R&D Project,
Ministry of Health and
Welfare.

National Research
Foundation

Ministry of Science and
Technology

Basic Science Research
Program, Republic of
Korea.

Middle 5(11.4)

Lower

29 (65.9)

Inclusion Criteria
Diagnosis of gastric cancer.

Pathological confirmation of
loco-regional lesions.

Exclusion Criteria

Received neoadjuvant or
palliative systemic
chemotherapy

Due to undergo additional
studies requiring nil by mouth
immediately after PET-CT

Images
were
interpreted
by two
nuclear
medicine
physicians
with at least
5 years
experience.

The
presence of
prominent
FDG uptake
in discrete
lymph
nodes was
considered
a positive
finding for
metastatic
lymph
nodes,
regardless
of the lymph
node size.

Positive likelihood ratiot
(95% CI): « (not calculable)

Negative likelihood
ratiot (95% ClI): 0.50 (0.34-
0.75)

Positive predictive
valuet (95% CI): 100% (not
calculable)

Negative predictive
valuet (95% Cl): 63% (53-
71)

Tcalculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

Could the selection
of participants have
introduced bias?
Unclear

Applicability:

Is there concern
that the included
participants do not
match the review
question? No

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

212
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Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? No

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined

213
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by the reference
standard does not
match the review
question? No

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Sample size

Tests

Methods

Results

Limitations

214
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Liu, S., Zhu, H., Li, W.,
Zhang, B., Ma, L., Guo,
Z., Huang, Y., Song, P.,
Yu, J., Guo, H., Potential
impact of (18)FDG-
PET/CT on surgical
approach for operable
squamous cell cancer of
middle-to-lower
esophagus, OncoTargets
and therapyOnco Targets
Ther, 9, 855-62, 2016

Ref Id
474790

Countryl/ies where the
study was carried out

China
Study type

Randomised controlled
study

Aim of the study

To assess whether PET-
CT affects surgical
approach in oesophageal
cancer.

Study dates

N = 54

(additional participants in the

trial did not undergo PET-CT).

Characteristics
PET-
Characteristics cT
n=>54
Sex (M:F), n 46:8
Tumour location
Lower 18
Middle 36
Tumour
differentiation
Well 11
Moderate 28
Poor 15
Surgery
Curative surgery (51

PET-CT

All participants
fasted and rested
for at least 6 hours
prior to the scan.

Attenuation-
corrected PET
images, spiral CT
images and fused
PET-CT images
were
subsequently
displayed as
coronal, sagittal
and transaxial
slices. All studies
were interpreted
jointly and in
consensus by 2
experience
nuclear medicine
physicians.

PET images were
initially viewed to
assess lesions
indicative of
malignancy. CT
and fused PET-CT
images were then
reviewed together
to amend the
initial findings.

All
participants
underwent
surgery,
usually
within 1
week of
imaging.
The choice
of surgical
approach
was left to
the
surgeons
discretion.

Resected
lymph
nodes were
grouped
according to
their
stations at
pathology.
The
accuracy of
detecting
the
involvement
of nodal
stations with
PET-CT
was
determined

Detection of nodal metastasis

by PET-CT
2x2 table*

5 S) p(-)ve | Total
PET-
CT 77 17 94
(+)ve
PET-
CT 12 267 279
(-)ve

89 284 373

Sensitivity: 86.5% (95% ClIt
77.63 to 92.83)

Specificity: 94.0% (95% Clt
90.59 to 96.47)

Positive likelihood ratiot:

14.45 (95% CI 9.05 to 23.08)

Negative likelihood ratiot:
0.14 (95% CI 0.08 to 0.24)

Positive predictive valuet:
81.91% (95% CI 73.93 to
87.85)

Negative predictive valuet:
95.70% (92.93 to 97.42)

Findings are
reported on a per
station basis, rather
than a per patient
basis. Therefore it is
unclear how
sensitivity and
specificity for overall
detection of nodal
metastasis would
compare (i.e. N
stage for individual
patients).

Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Unclear
- participants with

215
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April 2009 to September
2012.

Source of funding

Grant from the Natural
Science Foundation of
Shandong Province.

Palliative surgery |3

Pathological stages

lla 11
lIb 4
1] 36
\Y 3

Inclusion Criteria

Diagnosis of squamous cell
cancer of the oesophagus,
under consideration for surgery.

Exclusion Criteria

Upper oesophageal cancer
Previous treatment
Uncontrolled diabetes mellitus

Inoperability due to medical
reasons (e.g. severe pulmonary
or cardiac disease)

and
compared
with the
pathological
results.

Station-based analysis used
to determine diagnostic
accuracy measures.

*constructed by the NGA
technical team from data
reported in the article
(sensitivity. specificity and
prevalence)

1 95% confidence interval
calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php

I calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php

upper oesophageal
cancer were
excluded.

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? No

Risk of bias
Index tests

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

Is a threshold was
used, was it pre-
specified? Yes
(SUV 22.5
considered
abnormal)

Could the conduct
or interpretation of
the index test have

216

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.



https://www.medcalc.org/calc/diagnostic_test.php
https://www.medcalc.org/calc/diagnostic_test.php
https://www.medcalc.org/calc/diagnostic_test.php
https://www.medcalc.org/calc/diagnostic_test.php

Appendix F
Evidence tables

introduced bias?
Low risk

Applicability

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? No

Reference standard
Risk of bias

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability

217
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Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? No

Flow and timing
Risk of bias

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? No -
some participants
did not undergo
surgery due to scan
findings, so were
excluded from
diagnostic accuracy
analysis.

Did participants
receive the same
reference standard?
Yes

218
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Were all patients
included in the
analysis? No, a
further 27
participants were
initially included, but
did not undergo
surgery due to the
PET-CT findings.

Could the
participant flow
have introduced
bias? Unclear

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

risk.

Full citation Sample size Tests Methods Results Limitations
Lowe, V. J., Booya, F., n=75 All patients had Six patients QUADAS 2
Fletcher, J. G., Nathan, o PET and CT were EUS |Sensitivity  [Specificity checklist
M., Jensen, E., Mullan, B., | Characteristics within one month |excluded 08638/44) _|0.67(10/15) . _
Rohren, E., Wiersema, M. , o prior to from the Ntve | 1073 005] |[0.38,0.88) | | atient selection
J., Vazquez-Sequeiros Inclusion Criteria endoscopic study for ’ ’

o - ) : ) 0.73 (19/26) |0.86 (19/22)| |[Risk of bias:
E., Murray, J. A, Allen, M. |Newly diagnosed oesophageal |ultrasound (EUS). |diagnosis of |[M*Ve |1) 55 088] [[0.65,0.97]
S., Levy, M. J., Clain, J. cancer EUS (a forward- |other Was a consecutive
E., Comparison of _ o viewing primaries. N=nodal spread or random sample
positron emission Exclusion Criteria endoscope) and M=metastsis of patients
tomography, computed biopsy, as Eus |Correct |Under  [Over enrolled? Unclear
tomography, and necessary was Dx Dx Dx
endoscopic ultrasound in done by one 0.71010/ [0.071(1/|0.214(3/ Was a case-control
the initial staging of expert for final . 14) 14) 14) design avoided?
patients with esophageal diagnosis. All [0.42,0. |[0.002,0 [[0.05,0.51 | |Yes

92] 33] ]
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and Biology, 7, 422-430,
2005

Ref Id
475992

Countryl/ies where the
study was carried out

USA

Study type

Prospective cohort study
Aim of the study

To assess the
comparative accuracy of
oesophageal cancer
staging by CT, EUS and

cancer, Molecular Imaging

patients received
dilatation to pass
the
echoendoscope
except for six
patients and then
radical EUS
examination to
assess perigastric
and mediastinal
lymph node for
malignancy and
for coeliac nodes
and liver for
metastases.
Whenever a
nonperitumoral
lymph node or
hepatic lesion is
detected, linear

0.75(43/{0.19(11/

e[ [ s
[0.62.0. |[0.10, |g"
86] 0321 |

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? low risk

Index tests

Risk of bias:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

EUS-guided Were the index
PET needle aspiration tests interpreted
Study dates is performed. without knowledge
of the reference
November 2000 to July standard? Unclear
2002 If a threshold was
Source of funding used, was it pre-
specified? N/A
Mayo Foundation
Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk
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Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

221
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Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No

Could the
participant flow
have introduced
bias? High risk

222
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Other information

Full citation

Luo, L. N., He, L. J., Gao,
X. Y., Huang, X. X., Shan,
H.B., Luo, G. Y., Li, Y.,
Lin, S. Y., Wang, G. B.,
Zhang, R., Xu, G. L., Li, J.

for Preoperative
Esophageal Squamous
Cell Carcinoma: a Meta-
Analysis, PLoS ONE
[Electronic
Resource]PLoS ONE, 11,
e0158373, 2016

Ref Id
490200

Country/ies where the
study was carried out

China
Study type
Systematic review

Aim of the study

J., Endoscopic Ultrasound

Sample size

44 included studies

n = 2880 participants.
Characteristics

43% of studies were
prospective.

Studies were conducted in 13
different countries.

Inclusion Criteria
EUS conducted pre-operatively

Pathological confirmation of
disease from surgery or
endoscopic
mucosal/submucosal resection

Able to complete a 2x2
contingency table

Exclusion Criteria
Non-English publications

Reviews, abstracts, editorials or
letters and case reports.

Tests

All used radial,

linear or miniprobe
EUS operating at
7.5, 12 or 20MHz

Methods

Diagnostic
accuracy
measures
were
calculated
as
compared to
the
reference
standard
(histopathol

ogy).

Results
Identification of T1 disease
24 studies

Sensitivity (95% CI): 0.77
(0.73-0.80)

Specificity (95% CI): 0.95
(0.94-0.96)

Positive likelihood ratio (95%
CI)t: 15.4 (not calculable)

Negative likelihood ratio
(95% Cl)t: 0.24 (not
calculable)

Identification of T2 disease
32 studies

Sensitivity (95% CI): 0.66
(0.61-0.70)

Specificity (95% Cl): 0.88
(0.86-0.89)

Positive likelihood ratio (95%
Ch)t: 5.5 (not calculable)

Limitations
Other information

CASP systematic
review checklist

Clearly focused
question.

Appropriate papers
included.

All relevant papers
apparently
included.

Sufficient quality
assessment.

Reasonable
grounds for meta-
analysis.

Clear results.

Appropriate
precision.

Results applicable
to the population.
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To systematically review
the existing literature on
the accuracy of
endoscopic ultrasound for
the staging of
oesophageal squamous
cell carcinoma.

Study dates

Articles published up to
October 2015.

Source of funding

The Science and
Technology Plan Projects
of Guangdong Province

Sun Yat-Sen

University Cancer Center
Clinical Research 308
Program and Plan Project
of Guangdong
Esophageal

Cancer Research
Institute.

Negative likelihood ratio
(95% ClI)t: 0.39 (not
calculable)

Identification of T3 disease
26 studies

Sensitivity (95% Cl): 0.87
(0.85-0.89)

Specificity (95% CI): 0.87
(0.84-0.89)

Positive likelihood ratio (95%
Ch)t: 6.69 (not calculable)

Negative likelihood ratio
(95% Cl)t: 0.15 (not
calculable)

Identification of T4 disease
24 studies

Sensitivity (95% CI): 0.84
(0.79-0.89)

Specificity (95% Cl): 0.96
(0.95-0.97)

Positive likelihood ratio (95%
Cht: 21 (not calculable)

All important
outcomes
considered.

Consideration given
to benefits, harms
and costs.

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Negative likelihood ratio
(95% CI)t: 0.17 (not
calculable)

Identification of T1a disease
12 studies

Sensitivity (95% CI): 0.84
(0.80-0.88)

Specificity (95% CI): 0.91
(0.88-0.94)

Positive likelihood ratio (95%
Cht: 9.33 (not calculable)

Negative likelihood ratio
(95% Cl)t: 0.18 (not
calculable)

Identification of T1b disease
12 studies

Sensitivity (95% CI): 0.83
(0.80-0.86)

Specificity (95% CI): 0.89
(0.86-0.92)

Positive likelihood ratio (95%
CI)t: 7.55 (not calculable)
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Negative likelihood ratio
(95% ClI)t: 0.19 (not
calculable)

Identification of N+ disease
34 studies

Sensitivity (95% CI): 0.81
(0.79-0.82)

Specificity (95% CI): 0.76
(0.73-0.78)

Positive likelihood ratio (95%
Ch)t: 3.38 (not calculable)

Negative likelihood ratio
(95% Cl)t: 0.25 (not
calculable)

T calculated by the NGA
technical team from data
reported in the article.
Insufficient data are reported
to allow determination of a
confidence interval.

Full citation

Sample size

n=97

Tests

Methods

Results

Limitations
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Mennigen, R., Tuebergen,
D., Koehler, G.,
Sauerland, C., Senninger,
N., Bruewer, M.,
Endoscopic ultrasound
with conventional probe
and miniprobe in
preoperative staging of
esophageal cancer,
Journal of gastrointestinal
surgery : official journal of
the Society for Surgery of
the Alimentary Tract, 12,
256-262, 2008

Ref Id
489222

Countryl/ies where the
study was carried out

USA
Study type

Retrospective cohort
study

Aim of the study

To evaluate the staging
accuracy of conventional
endoscopic ultrasound
(EUS) miniprobe in

Characteristics

MeantSD age: 64.7+10.7 years
Adenocarcinoma%: 71%

site of tumour: oesophagus
(81%) and gastroesophageal
junction (19%)

Inclusion Criteria

Histologically diagnosed
oesophageal cancer or cancer
of the gastrooesophageal
junction

Preoperative EUS

Complete tumour resection with
two-field lymphadenopathy

Exclusion Criteria

Patients without complete
tumour resection

Patients receiving neoadjuvant
therapy

All patients had a
diagnostic
endoscopy
immediately prior
to EUS.

EUS -
Conventional
probe was used if
the probe can go
through the lumen
without any
dilatation therapy.
If the stenosis
prohibited the
passage of the
probe, an EUS
mini probe was
used. Depth of
tumour invasion
into five layers
indicated the T
stage. Lymph
nodes was
considered
positive if larger
than 10mm or
clearly delineated
borders or hypo
echoic or internal
echo
characteristics
similar to the
primary tumour or

The
endoscopist
was not
blinded to
other
available
clinical
information
(CT scan,
endoscopy

Almost 60% of tumours were
not traversable by the
conventional EUS probe.

Overall staging results for T
stage (n=97) EUS staging
(uT) vs Pathohistological
staging (pT)

pTO(pT1|pT2|pT3
uT1{2 |13 |1
uT2 6 |16 |12
uT3 5 |42

Accuracy = 73.2%(63.2 to
81.7), overstating =
13.4%(7.3 to 21.8),
understaging= 13.4%(7.3 to
21.8)

Overall staging results for N
stage (n=97); EUS staging
(uN) vs Pathohistological
staging (pN)

pN -ve|pN +ve
uN -ve |23 10
uN +ve|15 49

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests

Risk of bias:
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patients with oesophageal
cancer

Study dates
January 2001 to July 2004
Source of funding

Not reported

roundly shape.
Postoperative
pathohistological
staging - N1 and
N2 stage were
combined as 'N
positive' stage

Accuracy=74.2%(64.3 to
82.6), overstaging=15.5%(8.9
to 24.2%), understaging=
10.3%(5.1 to 18.1)
Sensitivity= 83.1%(71 - 91.6),
specificity = 60.5% (43.4 to
76), PPV=76.6%(64.3 - 86.2)
NPV = 69.7%(51.3 to 84.4)

If primary surgery was
offered if T1-2 and N
negative and neoadjuvant
therapy if T3-4 and/or N
positive in EUS finding,
84.5% of patients would have
been assigned to the correct
therapy. Of the patients,
8.2% would not have
received neoadjuvant therapy
despite indication whereas
7.2% would have been
overtreated with neoadjvant
therapy

Were the index
tests interpreted
without knowledge
of the reference
standard? No -
presumably
retrospective study
and the examiner
was not blinded to
the available clinical
information

If a threshold was
used, was it pre-
specified? Unclear

Could the conduct
or interpretation of
the index test have
introduced bias?
High risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
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between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Unclear risk

Other information

Full citation

Mitsunaga, A., Hamano,
T., Teramoto, H., Tagata,
T., Shirato, |., Shirato, M.,
Nishino, T., A new method
of endoscopic
ultrasonography for
determining the depth of
early gastric cancer,

Sample size

n=92 (Of 97 consecutive eligible
patients, five were excluded:
four for the presence of cystic
lesions and one for muscularis
propria invasion.)

Characteristics

Tests

Mucosal and
submucosal
thickness
measured by
endoscopic
ultrasound (EUS)
was compared

Methods

Submucosal
thickness of
2.2 mm
threshold
was used to
distinguish
mucosal-
submucosal

Results

With the predermined cutoff
in EUS,

Sensitivity 93.2%,
Specificity 94.7%
accuracy 98.6%

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
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Gastrointestinal
EndoscopyGastrointest
Endosc, 73, AB168, 2011

Ref Id
489237

Countryl/ies where the
study was carried out

Japan

Study type

Prospective cohort study
Aim of the study

To establish a new
diagnostic method for
more accurate differential
diagnosis by
measurement of lesion
depth using endoscopic
ultrasonography as a
preoperative diagnostic
modality

Study dates

January 2007 to August
2010

Source of funding

Not reported

Mean age: 68.8 years
Male: 70/97 (72%)

Inclusion Criteria

Suspected early gastric cancer

no indication of advanced
cancer

Exclusion Criteria

with pathological
depth

(M-SM1)
cancers
from
submucosal
2/3 (SM2/3)
cancers.

of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? Yes
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Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
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introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes
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Could the
participant flow
have introduced
bias? Low risk

Other information

Full citation

Mocellin, S., Pasquali, S.,
Diagnostic accuracy of
endoscopic
ultrasonography (EUS) for
the preoperative
locoregional staging of
primary gastric cancer,
Cochrane Database of
Systematic
ReviewsCochrane
Database Syst Rev, 2015

Ref Id
488126

Country/ies where the
study was carried out

Italy
Study type

Systematic review

Sample size

66 studies included in the
review.

Total number of participants: n =
7747

Characteristics

Number of participants in each
study, mean (range): 117 (14 to
930)

Retrospective studies: 50/66
(76%)

Gastric carcinoma: 60/66 (91%)

Cancer arising in the cardia:
6/66 (9%)

Radial array endoscopic
ultrasound: 55/58 (95%)

Inclusion Criteria

Tests

Endoscopic
ultrasound.

Methods

The results
of EUS were
compared to
pathological
evaluation
of tumour
stage and
nodal
metastasis.

To identify
participants
who would
benefit most
from pre-
operative
neoadjuvant
chemo/radio
therapy,
EUS was
assessed
for its ability
to
distinguish

Results

Ability to distinguish T1-2
from T3-4 tumours

50 studies included in meta-
analysis. N = 4397
participants.

Pooled sensitivity (95% ClI):
0.86 (0.81 t0 0.90)

Pooled specificity (95% ClI):
0.90 (0.87 t0 0.93)

Pooled positive likelihood
ratio (95% CI): 8.9 (6.8 to
11.6)

Pooled negative likelihood
ratio (95% Cl): 0.16 (0.12 to
0.22)

Ability to distinguish T1 from
T2 tumours

Limitations
Other information

The review
addresses an
appropriate and
clearly focused
question that is
relevant to the
review question:
Yes

The review collects
the type of studies
you consider
relevant to the
guidance review
question: Yes

The literature
search is sufficiently
rigorous to identify
all the relevant
studies: Yes
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Aim of the study

To systematically review
the evidence on
diagnostic accuracy of
endoscopic ultrasound in
the preoperative staging
of gastric cancer.

Study dates

Publication between 1988
and January 2015.

Source of funding

None reported.

Minimum sample size of 10
participants with histologically
proven primary carcinoma of the
stomach.

Evaluation of endoscopic
ultrasonograpy (EUS) compared
with histopathology of primary
tumour (T stage) and regional
lymph nodes (N stage).

Sufficient data to construct a
2x2 contingency table such that
cells could be labeled as true
positive, false positive, true
negative and false negative.

Exclusion Criteria

Studies with data overlapping
with included studies (i.e. from
the same study group, institution
and period of inclusion)

Studies reporting on the use of
EUS before pre-operative
chemotherapy and/or
radiotherapy.

superficial
(T1-2) from
deep (T3-4)
tumours.
Participants
with T1-2
tumours
were
designated
positive, and
those with
T3-4
tumours
were
designated
negative.

To assess
the ability to
differentiate
superficial
tumours
amenable to
endoscopic
resection
(T1), the
diagnostic
accuracy of
EUS in
distinguishin
g T1 from
T2 tumours
was
assessed.
Here,

46 studies included in meta-
analysis. N = 2742
participants.

Pooled sensitivity (95% ClI):
0.85 (0.78 t0 0.91)

Pooled specificity (95% ClI):
0.90 (0.85 t0 0.93)

Pooled positive likelihood
ratio (95% CI): 8.5 (5.9 to
12.3)

Pooled negative likelihood
ratio (95% CI): 0.17 (0.12 to
0.24)

Ability to distinguish T1a from
T1b tumours

20 studies included in meta-
analysis. N = 3321
participants.

Pooled sensitivity (95% ClI):
0.87 (0.81 t0 0.92)

Pooled specificity (95% ClI):
0.75 (0.62 t0 0.84)

Pooled positive likelihood
ratio (95% CI): 3.4 (2.3 to
5.0)

Study quality is
assessed and
reported: Yes

An adequate
description of the
methodology used
is included, and the
methods used are
appropriate to the
question: Yes

Are the results
internally valid? Yes

Are the results
externally valid?
Yes
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participants
with T1
disease
were
deemed
positive, and
T2 deemed
negative.

Finally,
within T1
tumours
only, the
ability to
differentiate
between
T1a and
T1b tumours
was
assessed, to
identify
those who
benefit most
from
endoscopic
resection
(T1a). Here,
T1a tumours
were
designated
positive, and
T1b
designated
negative.

Pooled negative likelihood
ratio (95% ClI): 0.17 (0.12 to
0.24)

Ability to distinguish N+ from
N- tumours

44 studies included in meta-
analysis. N = 3573
participants.

Pooled sensitivity (95% ClI):
0.83 (0.79 t0 0.87)

Pooled specificity (95% ClI):
0.67 (0.61 t0 0.72)

Pooled positive likelihood
ratio (95% CI): 2.5 (2.1 to
2.9)

Pooled negative likelihood
ratio (95% ClI): 0.25 (0.20 to
0.31)
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Full citation Sample size Tests Methods Results Limitations
Study | T |F|F|T
Ramos, R. F., Scalon, F. |5 studies included with a total of [Laparoscopy was [Quality of p [p|N|N R ROBIS tool for bias
M., Scalon, M. M., Dias, [240 patients (n=240) compared to the studies Asl€9119°7i 6 1 olala | ss risk assessment in
D. I., Staging laparoscopy o histopathological |were ?nzéo) systematic reviews:
in gastric cancer to detect |Characteristics examination as a |assessed by || Lavoni o
peritoneal metastases: A Average resectability after standarised QUADAS 2 1% = |19 |0|3]2s IZ/ Study Eligibility
systematic review and laparoscopy = 68.75% reference by 2 (1=47) Criteria
meta-analysis, European ' independent || Munte Did th :
: _ . . an e review
Journal of Surgical Inclusion Criteria FBVIEWETS. || 059 | 14 1012]29 |62 adhere to pre-
OncologyEur J Surg _ _ _ 12 of >50% || (n-45) defined objectives
Oncol, 42, 1315-21, 2016 |Studies of diagnostic test and was Stell and eliaibiit
accuracy in laparoscopic considered ‘9_925 9 |0]4]52 8l iteri % v y
Ref Id staging of gastric cancer inconsistenc (Tns;chz critena:
confirmed by histopathologic y. da 74 W he eligibili
492728 N : 8 |o|1]14 ere the eligibility
examination for possible ?321213) criteria appropriate
Country/ies where the peritoneal metastases for the review
study was carried out Exclusion Criteria question? Y
Brazil : : , n=total number of patients: |Were the eligibility
tstug|e.3 W'thfn? stgndard|sed TP=True Positive; FP=False |criteria
Study type echnique ot staging ~ Positive; FN=False Negative; |unambiguous? PN
laparoscopy, patients with early TN=True Negative:
Systematic review gastric cancer, gomplication§ R=Resectability ra’Ee Were all the
. (stenosis, bleeding) and patients restrictions on
Aim of the study ith t in th i 0 0 T
with tumour inthe Sensitivity: 84.6% (95%Cl eligibility criteria
To evaluate the diagnostic | 98Strooesophageal junction 0.747 to 0.918); p<0.64, 12=0 |based on study
?ccuracy of I]:aparoscopy Studies without sufficient data to g%e;;flgt%/ :0109%0/_01(%57/;% characte.:ritst'i?ci
or staging of gastric iy : LU p=1.U, 2= appropriate?
cancerg 9019 calcu.:c.at.? the sensitivity and Global accuracy (diagnostic
speciticity odds ration): 291.31 with Were any
Study dates restrictions in
eligibility criteria
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Not reported
Source of funding

None

PPV=0.197 and NPV=49.71
(AUC = 98%)

No shoulder arm in ROC with
Spearman correlation of 0.1

based on sources of
information
available? Y

Concern regarding
specification of
study eligibility
criteria; LOW

Identification and
Selection of Studies

Did the search
include an
appropriate range of
databases/electroni
¢ sources for
published and
unpublished
reports? Y

Were the methods
additional to
database searching
used to identify
relevant reports? Y

Were the terms and
structure of the
search strategy
likely to retrieve as
many eligible
studies as possible?
PY
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Were restrictions
based on date,
publication format or
language
appropriate? PY

Were efforts made
to minimise error in
selection of studies?
Y

Concern regarding
methods used to
identify or select
studies: LOW

Data Collection and
Study Appraisal

Were efforts made
to minimise error in
data collection? Y

were sufficient study
characteristics
available? Y

Were all relevant
study results

collected for use
and synthesis? Y

Was risk of bias
formally assessed
using appropriate
criteria? PY

239
© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Were efforts made
to minimise error in
risk of bias
assessment? Y

Concern: LOW

Synthesis and
Findings

Did the synthesis
include all studies it
should? Y

Were all pre-defined
analyses reported
and departures
explained? Y

Was the synthesis
appropriate given
the nature and
similarity in the
research questions?
Y

Was heterogeneity
minimal or
addressed? Y

Were the findings
robust as
demonstrated
though funnel plot
or sensitivity
analysis? Y
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Were biases in
primary studies
minimal or
addressed in the
synthesis? PY

Concern= LOW

Risk of bias in the
review

Did the
interpretation of
findings address all
the concerns
identifies in 1-4?'Y

Was the relevance
of identified studies
to the review's
research question
appropriately
considered? Y

Did the reviewers
avoid emphasizing
results on the basis
of their statistical
significance? PY

Risk of bias=
HIGH- quality
assessment unclear
with results not
reported
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Other information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Sample size Tests Methods Results Limitations
Roed|, J. B., Blake, M. A., |N =81 Scans were Reference |Detection of N1 (lymph node |Subset of
Holalkere, N. S., Mueller, o obtained with a standard positive) disease versus NO |participants found to
P.R., Colen, R.R,, Characteristics hybrid 3D PET-CT |was o _ have FDG avid
Harisinghani, M. G., Characteristics | NO y NI s |[system. pathology | Visual interpretation only tumours.
Lymph node staging in n- n- from
ymp gng 684 663 2 radiologists 2x2 table constructed from | other information
esophageal Age, years (SD) 06 h with 4 resected | jata reported in the article
adenocarcinoma with 105) 1049 (each with 4 years | g rgical NI [pNO | Tol | |QUADAS 2
PET-CT based on a visual | |gex Mip.n (o) |21 4312 of experience in  |specimens | ppr- checklist
analysis and based on - ®1:19) |(67:33) ||PET-CT for those cT |42 |1 83
metabolic parameters, Grade of interpretation) participants || N1 Patient selection
Abdominal ImagingAbdom| [tumour, n (%) were blinded to  |yho PET- _ _
Imaging, 34, 610-617, well the clinical data  |yngerwent | cT |13 |25 |38 Risk of bias:
2009 differentiat [4 (15) |7 (13) and performed primary NO .
ed visual surgery. 55 |26 ]1 Was a consecutive
Ref Id Moderatel interpretation Endoscopic g; re;r;iicr)]rtr; Ze:]rrr;rlnlleedr)
492756 iftrenga 1203 [3070) [ M0EPENAENtY- - uitrasound No '
_ ed FDG uptake ina |Withfine  Isensitivity (95% Cl)t: 0.76
Country/ies where the Poorly presumed lymph |n€edle (0.63-0.87) Was a case-control
study was carried out differentiat |3 (12)  [9(16) ||node that was aspiration design avoided?
d focallv prominent | Was used as|Specificity (95% CI)t: 0.96  |yeg
USA(ii) : y prom the (0.80-1.0)
Location of compared with reference Did the study avoid
Study type tumour, 1 (%6) surrounding Positive likelihood ratiot : :
: i standard for inappropriate
. Prpx1mal 0 Lo ISSU.GS was . (95% C|)Z 19.85 (2.89- lusi 2 Uncl
Retrospective cohort third 2 dered 42 patients exclusions? Unclear
considers who 136.45) - only those with
study Middle |5 o0 |15 ||POSItive for p; t FDGy os:
. third @7 @9 malignancy. underwen Negative likelihood ratiot avid tumours
Aim of the study . neoadjuvant (95% CI): 0.25 (0.15-0.40) were included due
glliigal 19(73) |41 (74) chemoradiot e S
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To investigate the use of
PET-CT in the
assessment of lymph
node status for
participants with
oesophageal cancer.

Study dates
Not reported.
Source of funding

Not reported.

Inclusion Criteria

Oesophageal lesions with
increased FDG uptake in pre-
treatment PET-CT images.

Exclusion Criteria
Diabetes mellitus.

Previous treatment
(chemotherapy/ radiotherapy/
endoscopic laser therapy)
before PET-CT

Previous primary or secondary
malignancy.

In addition, tumour
length parameters
were assessed for
thsi ability to
diagnose lymph
node metastasis.

herapy
before
surgery.

Positive predictive valuet
(95% Cl): 98% (86-100)

Negative predictive valuet
(95% Cl): 66% (54-76)

Quantitative analysis with
tumour diameter, threshold
>25.5mm

2x2 table constructed from

data reported in the article
pN1 | pNO Total
PET-
CT 48 4 52
N1
PET-
CT 7 22 29
NO
55 26 81

Sensitivity (95% CI)t: 0.87
(0.75-0.95)

Specificity (95% Cl)t: 0.85
(0.65-0.96)

Positive likelihood ratiot
(95% Cl): 5.67 (2.29-14.05)

Negative likelihood ratio}
(95% Cl): 0.15 (0.07-0.31)

to the nature of the
study.

Could the selection
of participants have
introduced bias?
Unclear

Applicability:

Is there concern
that the included
participants do not
match the review
question? Some
concern -
participants are
likely to represent
only a subset of
"typical"
oesophageal cancer
patients therefore
sensitivity/specificity
may be different in
the full population.

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

243

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Positive predictive valuet
(95% Cl): 92% (83-97)

Negative predictive valuet
(95% Cl): 76% (61-86)

Combined visual
interpretation and
quantitative analysis with
tumour diameter, threshold
>37.8mm

2x2 table constructed from

data reported in the article
pN1 | pNO Total
PET-
CT 52 1 53
N1
PET-
CT 3 25 28
NO
55 26 81

Positive nodal metastasis

identified as FDG avid nodes
on visual inspection and/or a
tumour diameter of 237.8mm

Sensitivity (95% Cl)t: 0.95
(0.85-0.99)

Specificity (95% Cl)t: 0.96
(0.80-1.0)

If a threshold was
used, was it pre-
specified? No

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question?
Quantitative and
qualitative
interpretation of
PET-CT was used.

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
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Positive likelihood ratiot
(95% Cl): 24.58 (3.59-
168.17)

Negative likelihood ratiot
(95% Cl): 0.06 (0.02-0.17)

Positive predictive valuet
(95% Cl): 98% (88-100)

Negative predictive valuet
(95% ClI): 89% (73-96)

T 95% confidence interval
calculated by the NGA
technical team from data
reported,

using https://www.medcalc.or
g/calc/diagnostic_test.php

T calculated by the NGA
technical team from data
reported in the article, using

https://www.medcalc.org/calc
/diagnostic_test.php

knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
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reference standard?
No - FNA was used
for those
undergoing
neoadjuvant
treatment.

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Roedl, J. B., Prabhakar,
H. B., Mueller, P. R,,
Colen, R. R., Blake, M. A,,
Prediction of Metastatic
Disease and Survival in
Patients with Gastric and
Gastroesophageal
Junction Tumors. The
Incremental Value of PET-
CT over PET and the
Clinical Role of Primary
Tumor Volume
Measurements, Academic
Radiology, 16, 218-226,
2009

Sample size
N =59
Characteristics
MO M1
Characteristic |diseas |diseas
s e
n=34 |[n=25
Sex, M:F 26:8 16:9
Age, years  |65.1 66.1
(SD) (12.6) ((8.6)

Inclusion Criteria

Tests

PET-CT images
were acquired
with a coupled
PET-CT device.

Distant metastasis
was first evaluated
by visual
inspection of the
images by two
experienced
nuclear medicine
physicians, who
performed the
analysis
independently.

Methods

All
suspected
sites of
metastasis
were
verified by
MRI, biopsy
or post
surgical
pathology
within 3
weeks of the
PET-CT
scan, to
provide the

Results
Identification of M1 disease
Visual interpretation only

2x2 table constructed by the
NGA technical from data
reported.

M1|MO

PET-CT M1|20 (1 |21

PET-CT MO|5 (33 |38

Limitations
Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Unclear

Was a case-control
design avoided?
Yes
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Ref Id
492757

Countryl/ies where the
study was carried out

USA(i)
Study type

Retrospective cohort
study

Aim of the study

To assess whether tumour
volume is associated with
tumour stage, and can
help to predict metastatic
disease with PET-CT.

Study dates
Not reported.
Source of funding

Not reported.

Histopathologically proven
adenocarcioma of the
gastroesophageal junction

Pre-treatment PET-CT

Exclusion Criteria

Not reported.

Images were then
interpreted by a
combined team of
nuclear medicine
physicians and
radiologists.

Primary tumour
volume was then
measured by two
of the report
authors, and the
mean values were
used for analysis.

reference
standard.

Accuracy of
visual
interpretatio
n alone was
assessed,
as was
guantitative
assessment
of tumour
volume as a
predictive
factor for
identifying
metastasis.

25|34 (59

Sensitivity (95% CI)t: 0.80
(0.59-0.93)

Specificity (95% CI)1: 0.97
(0.85-1.00)

Positive likelihood ratiot
(95% Cl): 27.20 (3.91-
189.45)

Negative likelihood ratiot
(95% Cl): 0.21 (0.09-0.45)

Positive predictive valuet
(95% CI): 95% (74-99)

Negative predictive valuet
(95% ClI): 87% (75-93)

Quantitative analysis of
tumour volume (threshold
>39ml)

2x2 table constructed by the

NGA technical from data
reported.

M1|MO

PET-CT M1|24 (5 |29

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? No

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk
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PET-CT MO|1 (29 |30

25|34 (59

Sensitivity (95% CI)t: 0.96
(0.80-1.00)

Specificity (95% CI)1: 0.85
(0.69-0.95)

Positive likelihood ratiot
(95% Cl): 6.53 (2.89-14.73)

Negative likelihood ratio}
(95% CI): 0.05 (0.01-0.32)

Positive predictive valuet
(95% Cl): 83% (68-92)

Negative predictive valuet
(95% CI): 97% (81-100)

Combination of visual
interpretation and
quantitative analysis of
tumour volume (visual
identification of metastasis
and/or tumour volume >59ml)

2x2 table constructed by the
NGA technical from data
reported.

M1 |{MO

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:
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PET-CT M1|24 (2 |26

PET-CT MO|1 (32 |33

25 |34 |59

Sensitivity (95% Cl)t: 0.96
(0.80-1.00)

Specificity (95% Cl)t: 0.94
(0.80-0.99)

Positive likelihood ratiot
(95% Cl): 16.32 (4.24-62.76)

Negative likelihood ratio}
(95% Cl): 0.04 (0.01-0.29)

Positive predictive valuet
(95% Cl): 92% (76-98)

Negative predictive valuet
(95% CI): 97% (82-100)

1 95% confidence interval
calculated by the NGA
technical team from data
reported in the article

T calculated by the NGA
technical team from data
reported in the article,

using https://www.medcalc.o
rg/calc/diagnostic_test.php

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? No

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
No - the reference
depended on the
site of metastasis.

Were all patients
included in the
analysis? Yes

Could the
participant flow
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have introduced
bias? Low risk
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Full citation Sample size Tests Methods Results Limitations
Roedl, J. B., Sahani, D. N =82 PET-CT Tumour Differentiation of palliative Participants
V., Colen, R. R, . o o staging and |versus curable stages of deemed to have
Fischman, A. J., Mueller, |(n =29 additional participants  |All participants assignment |oesophageal carcinoma (T1- |inoperable disease
P.R., Blake, M. A., with benign pathology) ¥Ver§ r?Sked to faft toa T3NxMO, versus T4NxMO or |included PET-CT
Tumour length measured - for © hours prior 1o (tregtment | TxNxM1) findings as part of
on PET-CT predicts the Characteristics imaging. Imaging |group . the reference
most appropriate stage- Curabl |Paliiati s;?rtelt\jlﬁ_iq ml[nutesf (surgery tShtan?'larIgIS762 uptake value, |standard.
dependent therapeutic arter 1V-Injection ol with curative | tNresholad 7.
a proach in oesg hageal . |8 ve 555MBq of 18F-  intent or Other information
cgrﬁ)cer Europeanp k Characteristic |diseas \diseas | |FDG and was palliation) 2x2 table”
. - S e e performed using _ _ QUADAS 2
RadiologyEur Radiol, 18, _ were
Disease |Diseas(checklist
2833-40, 2008 n =52 |n=30 | |an integrated performed positive  |negatiy
Ref Id PET-CT system. based on a Patient selection
13:39 [8:22 Attenuation visual . (palliative |(curabl Risk of bias:
492758 Sex, F:M (25%: |(27%: | |corrected PET grl‘;_‘r'YS'S of stage)  |stage) :

. 75%) |73%) | |data were h |mgé:1es Was a consecutive
Countryl/ies wh_ere the iteratively \t’)V' _g siae- Tes_t_ o5 13 or random sample
study was carried out Age, years, [68.2 [66.1 reconstructed and |2 S!9€ positive of patients enrolled?
USA mean (SD) (19.5) [(9.2) co-registered with :ﬁv'%v%'_ o_1|‘_h_ Unclear

the CT data. anealysié IS | Test 5 39
negative Was a case-control
Study type Tumour type was done by g design avoided?
Retrospective cohort 7 a team of 30 52 Yes
study Dysplasia (13%) 0 experience . .
. nuclear I gensitivity: 83% (95% cit | 2id the study avoid
Aim of the study medicine 65.28 to 94.36) inappropriate
Squamou |25 . 19 . physicians. ' ' exclusions? Yes
S (48 A)) (63 /0) Fused PET-
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To assess the accuracy of
PET-CT (and CT) in
determining the
appropriate management
in oesophageal cancer
(curative resection versus
palliation).

Study dates
Not reported/
Source of funding

Not reported.

Adenocar |20 11
cinoma (39%) |(37%)
Location
Proximal 11 6
(21%) [(20%)
, 21 12
Middle 1 400%) |(40%)
, 20 12
Distal  |(399) |(40%)
GE 1o 0
junction

Inclusion Criteria

Patients with oesophageal

lesions who had undergone pre-

operative PET-CT imaging.
Exclusion Criteria
Diabetes melllitus

Secondary or previous
malignant disease

Previous anticancer therapy,
including surgery, chemo- or
radiotherapy.

CT images
were then
interpreted
by a
combined
team of
nuclear
medicine
physicians
and
radiologists.

In addition,
gquantitative
tumour
length
parameters
were
measured
by two
readers
independent
ly. Tumour
length and
standardise
d uptake
value (SUV)
were
assessed on
PET-CT. A
length-SUV
index was
then
calculated
by

Specificity: 75% (95% Clt
61.05 to 85.97)

Positive likelihood ratiot:
3.33 (95% CIl 2.03 t0 5.48)

Negative likelihood ratiot:
0.22 (95% C1 0.10 to 0.50)

Positive predictive valuet:
65.79% (95% CI1 53.91 to
75.97)

Negative predictive valuet:

88.64% (95% Cl 77.53 to
94.63)

Tumour length, threshold
69.0mm

2x2 table*
Disease |Diseas
positive negativ
(palliative |(curabl
stage) stage)
Test 157 9
positive
Test _ 43
negative

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? No

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? No

Could the conduct
or interpretation of
the index test have
introduced bias?
High risk - threshold
for SUV and tumour
length was identified
during the study.
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multiplying

the SUV by
the tumour
length.

The
diagnostic
accuracy of
visual
analysis
alone
(interpretatio
n by
radiologists
and nuclear
medicine
physicians),
quantitative
assessment
with the
tumour-SUV
index, and
the
combination
of these two
measures
were
calculated.

Reference
standard

All
participants

30 52

Appgoability:

Sensitivity: 90% (95% CIt
73.47 to 97.89)

Specificity: 83% (95% Clt
69.67 t0 91.77)

Positive likelihood ratiot:
5.20 (95% Cl 2.84 to 9.53)

Negative likelihood ratiot:
0.12 (95% CI 0.04 to 0.36)

Positive predictive valuet:
75.00% (95% CIl 62.07 to
84.61)

Negative predictive valuet:
93.48% (95% CI 82.95 to
97.69)

SUV Index (Standardised
uptake value x length,
threshold 505)

2x2 table*

Disease Diseas
positive negativ

(palliative |(curabl
stage) stage)

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? No

Reference standard
Risk of bias

Is the reference
standard likely to
correctly classify the
target condition?
Unclear. Patients
not suitable for
surgery only
underwent pre-
operative staging.

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
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underwent
endoscopic
ultrasound,
PET-CT and
contrast
enhanced
CT for pre-
therapy
staging. The
reference
standard for
assessment
of tumour
wall
invasion (T
stage) and
nodal
disease (N
stage) was
EUS with
fine needle
aspiration
and/or
histology
after
surgery.
Patients
with
suspected
pulmonary,
hepatic or
adrenal
metastases
underwent

introddced bias?
Teslt . 8 5 Lou@g&;k
positive
Applicability:
Test 1, 47 s thege concern
negative that the target
condition as defined
30 52 by tBé|reference

Sensitivity: 93% (95% Clt
77.93 t0 99.18)

Specificity: 90% (95% Clt
78.97 to 96.80)

Positive likelihood ratiof:
9.71 (95% Cl 4.20 to 22.46)

Negative likelihood ratiot:
0.07 (95% C1 0.02 to 0.28)

Positive predictive valuet:
84.85% (95% CI 70.76 to
92.83)

Negative predictive valuet:
95.92% (95% CI 86.00 to
98.90)

Visual analysis

2x2 table*

standard does not
match the review
question? No

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
No

Were all patients
included in the
analysis? Yes
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definitive
biopsy to
prove or
disprove
distant
metastatic
stage. If
bone or
brain
metastases
were
suspected,
MRI was
considered
the standard
reference.

Participants
who were
T1NOMO
after pre-
therapy
staging
underwent
surgery, and
histopatholo
gical results
were used
as the
reference
standard for
staging.

For those
participants

Disease |Diseasg-opld the
positive  |negativ@articipant flow
have introduced

(palliative |(curablebias? lLow risk.
stage) stage)

Tes.t. 23 2 -

positive

Test _ 7 50 57

negative
30 52 82

Sensitivity: 77% (95% Clt
57.72 to 90.07)

Specificity: 96% (95% Clt
86.79 to 99.53)

Positive likelihood ratiof:
19.93 (95% CI 5.05 to 78.70)

Negative likelihood ratiof:
0.24 (95% CI1 0.13 t0 0.47)

Positive predictive valuet:
92.00% (95% CI 74.44 to
97.85)

Negative predictive valuet:
87.72% (95% CI 78.84 to
93.21)
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who did not
undergo
surgery (T4
and/or M1
disease) or
who
underwent
neoadjuvant
chemoradiot
herapy
followed by
surgery (N1
or >T1), pre-
therapy
staging was
considered
the
reference
standard.

Visual analysis plus SUV
index, threshold 505

2x2 table*
Disease |Diseas
positive negativ
(palliative |(curabl
stage) stage)
Test ~— 1og 2
positive
Test . 2 50
negative
30 52

Sensitivity: 93% (95% Clt
77.93 t0 99.18)

Specificity: 96% (95% Clt
86.79 to 99.53)

Positive likelihood ratiot:
24.27 (95% Cl 6.21 t0 94.77)

Negative likelihood ratiof:
0.07 (95% CI1 0.02 to 0.26)

Positive predictive valuet:
93.33% (95% CI1 78.19 to
98.20)

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Negative predictive valuet:
96.15% (95% CI 86.75 to
98.96)

Differentiation of T4 versus
lower T stages

Standardised uptake value,
threshold 7.7

2x2 table*
Disease Disease
positive negative
(Dysplas]
™) lorT1-3)
Test 149 13
positive
Test . 3 47
negative
22 60

Sensitivity: 86% (95% Clt
65.09 to 97.09)

Specificity: 78% (95% Clt
65.80 to 87.93)
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Positive likelihood ratiot:
3.99 (95% Cl 2.40 to0 6.63)

Negative likelihood ratiot:
0.17 (95% CI 0.06 to 0.50)

Positive predictive valuet:
59.38% (95% CI 46.77 to
70.86)

Negative predictive valuet:
94.00% (95% CI 84.44 to
97.84)

Tumour length, threshold

75.0mm
2x2 table*
Disease Disease
positive negative
(Dysplas
(T4) or T1-3)
Test —l4g 7
positive
Test_ 3 53
negative
22 60
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Sensitivity: 86% (95% CIt
65.09 to 97.09)

Specificity: 88% (95% Clt
77.43 0 95.18)

Positive likelihood ratiot:
7.40 (95% Cl 3.62 to 15.14)

Negative likelihood ratiot:
0.15 (95% C1 0.05 to 0.44)

Positive predictive valuet:
73.08% (95% CI 57.02 to
84.74)

Negative predictive valuet:
94.64% (95% CI 86.01 to
98.07)

SUV index (standardised
uptake value x tumour length,
threshold 600)

2x2 table*

Disease

Disease .
negative

positive
(Dysplas]
(T4) or T1-3)

Test

o 22 8
positive
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Test

, 0 52
negative

52

22 60

82

Sensitivity: 100% (95% Clt
84.56 to 100.00)

Specificity: 87% (95% Clt
75.41 to 94.06)

Positive likelihood ratiot:
7.50 (95% CI 3.93 to 14.30)

Negative likelihood ratiof:
0.00 (95% CI not calculable)

Positive predictive valuet:
73.33% (95% CI 59.06 to
83.98)

Negative predictive valuet:
100% (95% CI not
calculable)

Visual analysis

2x2 table*

Disease

Di .
sease negative

positive

(T4) (Dysplas

or T1-3)
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Test 147 5 22
positive
Test 55 60
negative

22 60 82

Sensitivity: 77% (95% CIt
54.63 t0 92.18)

Specificity: 92% (95% CIt
81.61 to 97.24)

Positive likelihood ratiof:
9.27 (95% CI 3.89 to 22.12)

Negative likelihood ratiot:
0.25 (95% C1 0.11 to 0.54)

Positive predictive valuet:
77.27% (95% CI 58.77 to
89.02)

Negative predictive valuet:
91.67% (95% 83.53 to 95.98)

Visual analysis plus SUV
index, threshold 600

2x2 table*
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Disease Disease
positive negative
(Dysplasja
(T4 lorT1-3)
Test 5o 5 27
positive
Test 1o 55 55
negative
22 60 82

Sensitivity: 100% (95% CIt
84.56 to 100.00)

Specificity: 92% (95% CIt
81.61 to 97.24)

Positive likelihood ratiof:
12.00 (95% CI 5.18 to 27.77)

Negative likelihood ratiof: 0
(95% CI not calculable)

Positive predictive valuet:
81.48% (95% CI 65.53 to
91.06)

Negative predictive valuet:
100.00% (95% not
calculable)
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* 2x2 table reconstructed by
the NGA technical team from
data reported in the article

1 95% confidence interval
calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php

I calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php
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Full citation Sample size Tests Methods Results Limitations
Shen, H., Li, X., Meng, L., [N =80 The GE Discovery | Three Detection of malignant lymph |Diagnostic accuracy
Ni, Y., Wang, G., Dong, o LS4PET/CT was |doctors nodes with PET-CT measures are
W., Du, J., Confirmation of | Characteristics used. All familiar with calculated based on
histology of PET positive | _ 55 males participants fasted |nuclear 2x2 table” individual malignant
lymph nodes recovered by for a minimum of 6 |medicine ) ] nodes, rather than
hand-video-assisted n = 28 females hours before the |and CT Disease |Disease|,qr patient basis
thoracoscopy surgery, scan. 5.55 MBq/kg|diagnosis positive  |negative j ¢ they do not
GeneGene, 509, 173-7, 18F-FDG was used the Test show whether
2012 administered IV. |visual and es participants were
Age range 43-85 years, mean |44 mintes later  |semi- positive 123 8 correcntly identified
RefId 61.5 years (SD 9.47). an emission full quantitative as NO, N1 etc.).
; T body scan was method to || Test
492857 Inclusion Criteria perf)érmed from  |analyse the ||negative 19 177 |Other information
Country/ies where the Karnofsky performance thigh to head. CT |PET-CT QUADAS 2
study was carried out score =270 images were images. 142 185 checklist
collected SUV of >2.5
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immediately prior |was
China Weigmt loss= 5% in the prior 3 |ig the pETy P considered ?gr;)s(.)iti(vitg);:1 87%532% (95% ClIt |Patient selection
months i .90 to 91.
Study type Images. to bl_e t Risk of bias:

_ T<3N<1MO on PET-CT malighant. | specificity: 95.85% (95% Clt _
Prospective cohort study Results of |91.66 t0 98.11) Was a consecutive
_ et?\u IS 0 or random sample
Aim of the study \Fl’vae reo °9Y | Positive likelihood ratiot: of patients enrolled?

o)
To explore the diagnostic cosidered to ggg? (95% C1 10.14 to Unclear
accuracy of PET-CT in the |[Exclusion Criteria be gold o7) Was a case-control
diagnosis of lymph node - standard for |Negative likelihood ratioz: design avoided?
metastasis in Other chronic disease, such as the 0_1% (95% CI 0.09 to 0_211) Yesg
oesophageal cancer. hypgrtensmn or diabetes comparison
mellitus. of diagnostic | Positive predictive value: Did the study avoid
Study dates ; ' % (95% Clt+ 88.61 i i
Previous treatment imaging. ggg? % (95% ClT 88.61 to ma;l)prgprla?teY
January 2004 to '(|j"he . .81) exclusions? Yes
December 2007. afo%r:’gi;cof Negative predictive value: Could the selection
Source of funding PET-CT for 90.31% (95% CIt 85.96 to pf part|C|pan’Fs have
93.41) introduced bias?
. lymph node Low risk
ghfe Natllo:nal l(\jla;ural I metastasis
clence roundation o was Applicability:
China, the Provincial calculated. |Data shown are for PP 4
Natural Science identification of individual Is there concern
Foundation of Shandong metastatic nodes, rather than |that the included
and the Provincial Science per patient basis. participants do not
and Technology match the review
Development Planning of question? Low risk
Shandong.
*constructed by the NGA Index tests
from data reported in the
article Risk of bias:
T 95% confidence Were the index
interval calculated by the tests interpreted
NGA technical team without knowledge
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using https://www.medcalc.or
g/calc/diagnostic_test.php

I calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php

of the reference
standard? Yes

Is a threshold was
used, was it pre-
specified? Yes

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? No

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the

264
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results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? No

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same

265
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reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk
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Full citation Sample size Tests Methods Results Limitations
Shi, W., Wang, W., Wang, |6 studies included that PET-CT was used |Diagnostic |Detection of lymph node Other information
J., Cheng, H., Huo, X, assessed metastasis on a per- |to identify nodal accuracy metastasis ]
Meta-analysis of 18FDG |patient basis. metastases. measures o Checklist for
PET-CT for nodal staging were 6 studies included systematic reviews,
in patients with N = 245 participants in total. calculated, _ . from the NICE

n = 245 patients manual 2014
esophageal cancer, Characteristics based on
Surgical OncologySurg pathology  |Pooled sensitivity (95% Cl):  |The review
Oncol, 22, 112-6, 2013 | All retrospective studies as the 0.55 (0.34-0.74)

P : ference - -34-0. addresses an

Ref Id Inclusion Criteria standard, | Pooled specificity (95% Cl): |2PPropriate and

0.76 (0.66-0.83) clearly focused
492868 18FDG PET-CT was used to question that is
Countrviies where th detect regional nodal metastasis Pooled positive likelihood relevant to the

togn ryries w _e:je te without any ratio (95% Cl): 2.2 (1.2-4.2) |review question.
study was carried ou neoadjuvant treatment before Pooled five likelihood Yes
_ ooled negative likelihoo
China surgery. ratio (95% Cl): 0.59 (0.35- | The review collects
Study type Referenc_e standgrd was 1.0) the type (?f studies
pathological staging of resected you consider
Systematic review nodes after surgery. relevant to the
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Aim of the study

To systematically review
the diagnostic accuracy of
PET-CT for nodal staging
in oesophageal cancer.

Study dates

Articles published until 31
Dec 2012 were included.

Source of funding

None reported.

Able to construct a 2x2 table for
true/false positives and
negatives.

If data or subsets of data were
reported in more than one
article, the article with the most
comprehensive details, or the
most recent data was used.

At least 10 patients were
included

The studies were based on per-
patient analysis

Exclusion Criteria

Studies based on a per-lymph
node analysis were excluded by
the authors. For the purposes of
this report, studies based on a
per-station analysis were also
excluded.

guidance review
question. Yes

The literature
search is sufficiently
rigorous to identify
all the relevant
studies. Yes

Study quality is
assessed and
reported. Yes

An adequate
description of the
methodology used
is included, and the
methods used are
appropriate to the
question. Yes

Overall assessment
of internal validity.
Are the results
internally valid? Yes

Overall assessment
of external validity.
Are the results
externally valid?
Yes

Full citation

Sample size

Tests

Methods

Results

Limitations
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Smyth, E., Schoder, H., N=113 PET-CT was Individual Detection of metastatic Other information
Strong, V. E., Capanu, M., o performed on lesions were |disease
Kelsen, D. P., Coit, D. G., |Characteristics Biograph graded QUADAS 2
Shah, M. A., A Nurmb (Siemens according to |2X2 table checklist
prospective evaluation of ||Characteristics umber Healthcare) of the following , .
the utility of 2-deoxy-2- (%) Discovery LS (GE |scale: 0 = Metastasi |Metastag Patient selection
[18F] fluoro-D-glucose Medical Systems) |normal, 1 = s snot | pisk of bias:
positron emission Male 68 (60) machines. probably confirmed | onfirme _
tomography and . benign, 2 = Was a consecutive
computed tomography in  ||Female 45 (40) Participants fasted | gquivocal, 3 Test or random sample
staging locally advanced for at least 6 hours|= hropaply es_t_ 11 1 of patients enrolled?
gastric cancer (Provisional ||\ . 61 (range | |Prior to the malignant, 4 |[P2S"Ve Unclear
abstract), CancerCancer, ||'V'c0'an age,y 25-83) procedure. = definitely
118, 5481-5488, 2012 Imaging started 60 malignant. Test . Wa§ a casg-control
Site minutes after IV || asions with |[n€gativ 20 81 design avoided?
Ref Id FDG : e Yes
dministrati a certainty
492903 Gastric 71(63) | [2OMNSTANONof 3or4 Did the study avoid
_ Low dose CT and |We'® 31 82 inappropriate
Country/ies where the ProximaliGE |, 3, PET images were EODnélg\e/irgd exclusions? Yes
study was carried out junction obtained from the " |Sensitivity: 35% (95% Cl 19- |could the selection
kull base to the i
USA S _ All sites of  |55) L
' of participants have
Lauren's upper thigh. PET, 1 introduced bias?
Study type classification CT and PET-CT |4isease wer |Specificity: 99% (95% CI 93- Low risk '
fusion images e confirmed. | 100)
Prospective cohort study : were displaved on | .: ’ o
| Intestinal 38 (34) 5 workstgtigln and E:?:(;Iogicall Positive likelihood ratiot: Applicability:
Aim of the study Diffuse 52 (46) prospectively y by fine 29.10 (95% Cl 3.92 to Is there concern
To assess the benefit of reviewed by the  [1eedle 216.08) that the included
adding PET-CT to the Mixed 12 (11) | |responsible study Iagpirate or - |Negative likelinood ratiot: | Participants do not
routine pre-operative ”EC"?E‘T medicine | core biopsy, |0.65 (95% CI 0.50 to 0.85) matcth th,‘f Le"'fw
. : : sician. uestion? Unclear -
staglr)g of patients with Not reported |11 (9) physici or . gnl i
gastric cancer. radiographic y y
ally with advanced cancers
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Study dates

June 2003 to August
2010.

Source of funding

None reported.

Differentiation

Moderate

Moderate-poor

25 (22)

11 (10)

Poor 77 (68)
Stage

2T3 112 (99)

2N1 70 (62)

Inclusion Criteria

Locally advanced gastric cancer

Suitable for surgical resection

Karnofsky performance

score 260%
Exclusion Criteria

None reported.

additional
imaging
(MRI or
radionucleot
ide bone
scan).

Positive predictive valuet:
91.67% (95% CI 59.70 to
98.79)

Negative predictive valuet:
80.20% (95% CI1 75.70 to
84.04)

1 calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

included (almost all
were T3 or
greater).

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

Is a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:
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Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
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between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Williams, R. N., Ubhi, S.
S., Sutton, C. D., Thomas,
A. L., Entwisle, J. J.,
Bowrey, D. J., The early
use of PET-CT alters the
management of patients
with esophageal cancer,
Journal of Gastrointestinal
SurgeryJ Gastrointest
Surg, 13, 868-73, 2009

Sample size

N = 38

Characteristics

Characteristics n (%)
65

Median age (range) (43-
85)

Tests

Co-registered
PET-CT was

performed with a
GE Discovery ST
PET-CT scanner.
Acquisition was
performed from

eyes to knees.

Methods

Proformas
detailing
patient
demographi
cs, tumour
type, site
and stage
were
constructed
for each

Results

Change in definitive staging
by PET-CT

10/38 patients: 26% (95%
Clt 13-44)

Change in management plan
with PET-CT (assuming

Limitations
Other information

High risk of bias:
MDT participants
were asked to
review the findings
on their own to
make the treatment
plans, which is in
contrast to the
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Ref Id
487848

Countryl/ies where the
study was carried out

UK

Study type
Non-comparative study
Aim of the study

To determine how often
PET-CT influenced the
management plan for
patients with oesophageal
carcinoma.

Study dates

November 2006 -
December 2007

Source of funding

Not reported.

Histological subtype

Adenocarcinoma |28

Squamous cell
carcinoma

Inclusion Criteria

Patients with carcinoma of the
oesophagus or
gastroesophageal junction.

Staged as T1-3 NO-1 on initial
CT scan

Pre-operative staging with both
CT and PET-CT

Exclusion Criteria

Not reported.

The threshold for
the diagnosis of
metastatic disease
on PET-CT was a
standardised
uptake value in
excess of 2.5/

patient.
Duplicate
profromas
were
created -
one with
and one
without the
PET-CT
findings.
Each
proforma
was
independent
ly reviewed
in a random,
blinded
fashion by
five
consultant
members of
the
multidiscipli
nary team.
Their
treatment
strategy
(palliative or
curative)
was
recorded,
along with
their specific

majority decision, with 60%
concordance)

7/38 patients: 18% (95% CIt
7-4)

- 3 patients would have been
changed from palliative
approach to curative
approach, 4 from curative to
palliative, with the addition of
PET-CT findings.

T calculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

typical clinical
situation. Small
number of patients
involved, therefore it
would be easy to
remember individual
cases from the
proformas.

272

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Japan
Study type

Retrospective cohort
study

Aim of the study

To determine the value of
PET-CT for identifying

Pre-operative histological
confirmation of gastric cancer.

Exclusion Criteria

Not reported.

Sensitivity: 31.0% (95% CIt
17.62 to 47.09)

Specificity: 97.2% (95% Clt
85.47 to 99.93)

Positive likelihood ratiot:

11.14 (95% CI 1.53 to 81.08)

managemen
t plan.
Full citation Sample size Tests Methods Results Limitations
Yang, Q. M., Kawamura, [N =78 The Discover-ST |Not Detection of lymph node Other information
T., Itoh, H., Bando, E., o (GE) PET-CT reported. metastasis
Nemoto, M., Akamoto, S., |Characteristics scanner was Visual QUADAS 2
Furukawa, H., Yonemura, | . _ 0 used. Participants |interpretatio |2X2 table checklist
. n =57 male (73%)
Y., Is PET-CT suitable for fasted for 4 hours |n of PET-CT Pati .
. . : . . INo atient selection
predicting lymph node n =21 female (27%) pre-imaging, and |is assumed. Metastasis
status for gastric cancer?, were given on metastd ook of bias:
Hepato- Mean age 65.6 years, range 38- (200MBq 18F-FDG on _
GastroenterologyHepatog |84 60 minutes before pathology patholo Was a consecutive
astroenterology, 55, 782- . . . image acquisition. or random sample
’ . - Test |4 1 Unclear
Ref Id Inclusion Criteria positive
. Was a case-control
Pre-operative PET-CT . .
493332 performed Test  log 35 design avoided?
; negative Yes
Country/ies where the Radical gastrectomy procedure
study was carried out 9 yp : 42 36 Did the study avoid
inappropriate

exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:
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lymph node metastasis in
gastric cancer.

Study dates

November 2002 to
January 2006.

Source of funding

Not reported.

Negative likelihood ratiot:
0.71 (95% C1 0.58 to 0.88)

Positive predictive value:
92.9% (95% CIt 64.11 to
98.95)

Negative predictive value:
54.7% (95% Clt 49.45 to
59.82)

1 95% confidence interval
calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

I calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

Is a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? No

Reference standard
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Risk of bias:

Is the reference
standard likely to
correctly classify the
target
condition?Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing

Risk of bias:
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Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation
Burke, E. C., Karpeh, M.
S., Conlon, K. C.,

Brennan, M. F.,
Laparoscopy in the
management of gastric
adenocarcinoma, Annals

Sample size
111
Characteristics
Not reported

Inclusion Criteria

Tests

Laparoscopy was
performed with the
patient under
general
anesthesia.
Insufflation was
performed after

Methods

Laparoscopi
¢ staging
(MO versus
M1) - criteria
not
reported.

Results

Staging MO vs M1 (intra-
abdominal metastasis)

2x2 table

Histopath
ology M1

Histopa
ology M

Limitations

QUADAS 2
checklist

Patient selection

Risk of bias:

276

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

of SurgeryAnn Surg, 225,
262-7, 1997

Ref Id
608061

Countryl/ies where the
study was carried out

USA
Study type

Retrospective cohort
study

Aim of the study

To determine the
accuracy of laparoscopy
in detecting metastatic
disease in patients with
gastric adenocarcinoma.

Patients with gastric
adenocarcinoma deemed

candidates for possible curative
resection before surgery on the
basis of physical examination,
laboratory values, and modem

generation computed

tomographic imaging of the

abdomen and pelvis.
Exclusion Criteria

Not reported

placing a Hasson
trocar under direct
vision in the
patient. A 30-
degree telescope
was used for
exploration.

The liver,
diaphragm,
serosal surfaces,
peritoneum,
omentum,

bowel, mesentery,
and pelvic organs
were inspected

A second port was
placed in the right
upper quadrant for
palpation,
exploration, and

Reference
standard
was
pathological
confirmation
of findings
at
laparoscopy
or
laparotomy.

Laparosc
opy M1

Was alconsecutive
or t8Rdom sample

Laparosc
opy MO

65

of patients enrolled?

Unclear
71
Was a|case-control

38

65

design| avoided?
Ye 5;0

Diathe study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

biopsy of participants do not
Study dates suspicious match the review
lesions. question? Low risk
December 1991 to
December 1995 Index tests
Source of funding Risk of bias:
A grant from the Lillian S. Were.the index
Wells Foundation. tests interpreted
without knowledge
of the reference
standard? Yes
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Is a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? unclear

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target
condition?Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

278
© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Unclear
risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
No
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Were all patients
included in the
analysis? No

Could the
participant flow
have introduced
bias? Unclear risk

Other information

Full citation

Fujimura, T., Kinami, S.,
Ninomiya, I., Kitagawa, H.,
Fushida, S., Nishimura,
G., Kayahara, M.,
Shimizu, K., Ohta, T.,
Miwa, K., Diagnostic
laparoscopy, serum
CA125, and peritoneal
metastasis in gastric
cancer,
EndoscopyEndoscopy,
34, 569-74, 2002

Ref Id
608096

Countryl/ies where the
study was carried out

Japan

Sample size
31
Characteristics

22 women, 17 men; age range
26 — 80.

The macroscopic appearance of
the primary gastric cancer
indicated that one patient had
type 1 tumour, four had type 2,
14 had type 3, and 20 type 4
tumours. Differentiated and
undifferentiated carcinomas
were diagnosed pathologically
in 16 and 23 patients,
respectively.

Inclusion Criteria

Tests

Laparoscopy with
biopsy was done
in an operating
room with the
patient under
general
anesthesia. A 10-
mm or 2-mm
laparoscope was
inserted into the
peritoneal cavity
through an
incision just
caudal to the
umbilicus. The
parietal
peritoneum and
the surface of the
stomach, liver and
omentum were

Methods

Laparoscopi
c diagnosis
for
peritoneal
metastasis
was
determined
through
macroscopic
pathological
and
cytological
diagnoses.

Reference
standard
was
pathological
confirmation

Results

Peritoneal metastases

2x2 table
Final Final
diagnosis |diagng
- - no
peritoneal | peritor]
metastas |metas
es es

Laparosco

Py -

peritoneal |9 0

metastase

S

Laparosco

py - no 4 18

peritoneal

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Unclear

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes
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Study type
Nested case-control study
Aim of the study

To investigate the utility of
laparoscopy in the
detection of peritoneal
metastasis in

gastric cancer

Study dates
1992-2000

Source of funding

Tumor larger than 8 cm in
diameter, tumor occupying
two or more sections of
stomach, or type 4 gastric
cancer. Ultrasound and CT
negative for peritoneal
metastasis.

Exclusion Criteria

Distant metastases.

inspected.
Another 5-mm
port

was then created,
to insert a forceps
for manipulating
organs in order to
disclose small
metastases of the
mesentery and the
pouch of Douglas,
and ascites.

of findings
at
laparoscopy
or
laparotomy.

rsnetastase C0l|I|d the selection
of gart|cipants have
introdyced bias?
13 18 Low y isk
Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

Is a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:
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Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target
condition?Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
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by the reference
standard does not
match the review
question? Unclear
risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
No

Were all patients
included in the
analysis? No

Could the
participant flow
have introduced
bias? Unclear risk

Other information

283
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Full citation

Lowy, A. M., Mansfield, P.
F., Leach, S. D., Ajani, J.,
Laparoscopic staging for
gastric cancer,
SurgerySurgery, 119, 611-
4, 1996

Ref Id
608162

Countryl/ies where the

Sample size

71
Characteristics
Not reported
Inclusion Criteria

All patients were believed to

have resectable disease (T1 to
T4, NO to N2, M0) on the basis
of the results of abdominal CT

Tests

Staging
laparoscopy with
an open cannula
technique.. At
laparoscopy all
peritoneal
surfaces, the liver,
and the omentum
were inspected.
Evaluation of the
lesser sac was not

Methods

Reference
standard
was
pathological
confirmation
of findings
at
laparoscopy
or
laparotomy.

Results

Laparoscopy was attempted
in 71 patients and
successfully completed in 69
(97%), O f the 69 patients
who

had a complete laparoscopic
exploration, 41 underwent
laparotomy with curative
intent, and 38 (93%) of these
underwent resection of all
gross disease.

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Unclear

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

study was carried out and physical examination. routinely Was a case-control
. - performed No reference standard for design avoided?
USA Exclusion Criteria routinely until 12/53 with no peritoneal Yes
. . . . metastases on laparoscopy
due o rapid disease D he study avoid
. progression (N=9) or loss to |inappropriate

;itdr)o/spectlve cohort were excluded from the study. follow-up (N=3). exclusions? Yes

. 41/53 had laparotomy. Could the selection
Aim of the study _ of participants have
To determine the Peritoneal metastases introduced bias?
usefulness of laparoscopy 22 table Low risk
for staging gastric Applicability:
adenocarcinoma in the Final Final
era of CT scanning. diagnosis |diagndls there concern

- -no [thatthe included
Study dates peritoneal | peritor| participants do not
1991 to 1995 metastas |metas|{match the review
es es question? Low risk
Source of funding Index tests
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Not reported Laparosco Risk of bias:

Py - Wert¢ the index

Eneer’l?sr::?e 16 0 te_siﬁi terpreted

S without knowledge
of the reference
standgrd? Yes

Laparosco

py - no Is 4 shreshold was

peritoneal |3 38 used, yas it pre-

metastase spelcified? N/A

s
€outdthe conduct

19 38 or interpretation of

the'index test have

introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target
condition?Yes
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Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Unclear
risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

286
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Did all participants
receive a reference
standard? No

Did participants
receive the same
reference standard?
No

Were all patients
included in the
analysis? No

Could the
participant flow
have introduced
bias? High risk

Other information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Sample size Tests Methods Results Limitations
Meister, T., Domagk, D., |N=143 EUS with high EUS Sensitivity specificity and QUADAS 2
Heinzow, H. S., o frequency catheter|classificatio |accuracy rates of miniprobe |checklist
Osterkamp, R., Characteristics probes. EUS nand EUS for T stage diagnostics: . _
Wehrmann, T., Kucharzik, o , miniprobes ina  |histological Patient selection
T., Domschke, W., Seifert, || Characteristics Variable | |\yater filled lumen |diagnoses ||T Sensitivit | Specificit | , | L

- . c{Risk of bias: Was a
H., Miniprobe endoscopic were used. of all stag |y y (99 consecutive or
ultrasound accurately Total N 143 patients with le  |(95%Cl) |(95%Cl) |~ 4om sample of
stages esophageal cancer Reference: esophageal patients enroFI)Ied’?
and guides therapeutic Mean age (SEM) 63.8 histopathology cancer seen ||, 10.68(0.5 10.97(0.9 |0.8 ) clear '
decisions in the era of (10.7) at hospital 8-0.79) |6-1) 7-(
neoadjuvant therapy: of Munster
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results of a multicenter
cohort analysis, Surgical
Endoscopy and Other
Interventional Techniques,
27, 2813-2819, 2013

Ref Id
488119

Country/ies where the
study was carried out

Germany
Study type

Retrospective cohort
study

Aim of the study

to study role of miniprobe
EUS in tumour staging of
esophageal malignancies
and to guide the
appropriate clinical
decision making process

Study dates

Patients seen from
December 2002 and July
2009

Source of funding

Not reported

resection

Age range 34-85
Sex (male/female) [|114/29
Esophageal tumour
distribution

proximal third 3(2)
mid third 7(5)
distal third/GE 133/38
junction (93)
Histology

squamous cell 31(22)
carcinoma

Adenocarcinoma 112 (78)
Therapy

endoscopic

mucosal resection 50(39)
surgical esophageal 93(65)

Inclusion Criteria

university,
Oldenburg,
Luneburg
and
Wiesbaden
December
2002-July
2009 were
retrospectiv
ely
analysed.

Histopatholo
gy was
available
after
surgical or
endoscopic
mucosal
resection.

1o [0:39(0.2 |0.84(0.7 0.7%Y@% a| case-control
3-0.56) |5-0.89) |5-( eﬁﬂgn avoided?
TTO
T3 0.72(0.5 |0.81(0.7- |0.79% fra study avoid
6-0.89) |(0.86) 0.84)10pr priate
excluslons? Yes
T4 0.13(0- |0.97(0.9 |0.93(8:fd the selection
0.35) 5-1) 9-08 Dart|cipants have
introdyced bias?
T1-2 0.73(0.6 |0.81(0.6 |0.715®nBisk
4-0.81) [8-0.94) |8-0.82)
Appticability: Is
3.4 |0-78(06 (0.82(0.7 0.§if1g"¢ goncern that
5-0.92) [2-0.89) |3-0tBB)indguded
partieipants do not
hithe review
T1-4 8:Eg?§gfion? No
e . Index tests Risk of
Sensitivity specificity and bias: Were the

accuracy rates considering

only tumours of the GE

junction (n=38)

0.7(0.42-

™ lo.98)

0.1(0-1)

0.9
-1)

0.27(0.04

T2 |20.49)

0.82(0.67
-0.98)

0.6
-0.7

13 (0.83(0.62

-1)

0.58(0.39
-0.77)

0.6

index tests
interpreted without
knowledge of the
reference standard?
No

If a threshold was
used, was it pre-
specified? No

Could the conduct
or interpretation of

“1the index test have
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patients with esophageal cancer
seen at the hospitals of Munster
University, Oldenburg, Luneburg
and Wiesbaden from December
2002 until July 2009

Exclusion Criteria

prior neoadjuvant radio- or
chemotherapy or esophageal

surgery

introddced bias?

Appticability: Is
§ ﬁconcern that
e index test, its

n %Qretatlon differ
m the review

“TqUestion? No

R fYence standard

.{Risk of bias Is the

reference standard
likely tp correctly

classify the target
condition? Yes

T4 |nc 0.97(0.92 |0.94688sk
-1) -1)

T110.56(0.37 {0.92(0.78 |0.6

-2 |-0.75) -1) -0.§3)°

eondudt or

T3 |0.84(0.65 {0.56(0.3- |0.6

-4 1-1) 0.82) -0.§

T1 0.5

-4 -0

Sensitivity specificity and

accuracy rates of miniprobe
EUS for N stage diagnostics

Were the reference
standard results
interpreted without

knowledge of the
N Sensitivit | Specificit Ac|results of the index
c
stag |y y (o test? No
e (95%Cl) [(95%Cl) '
Could the reference
No |0-71(0.5 [0.76(0.6 0.7standard, its
6-0.84) |5-0.89) |5-qconductor
interpretation have
N1 [076(06 [0.71(05 |0.7,"roduced bias?
5-089) |6-084) |50 appicability: s

there concern that
the target condition
as defined by the
reference standard

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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does not match the
review question? No

Flow and timing
Risk of bias: Was
there an appropriate
interval between
index tests and
reference standard?
Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes Were all
patients included in
the analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Other information

Study details Participants Tests Methods Outcomes and results Comments
Full citation Sample size Tests Methods Results Limitations
n=50
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Berrisford, R. G., Wong,
W. L., Day, D., Toy, E.,
Napier, M., Mitchell, K.,
Wajed, S., The decision to
operate: role of integrated
computed tomography
positron emission
tomography in staging
oesophageal and
oesophagogastric junction
cancer by the
multidisciplinary team,
European Journal of
Cardio-Thoracic
SurgeryEur J
Cardiothorac Surg, 33,
1112-6, 2008

Ref Id
558731

Countryl/ies where the
study was carried out

UK
Study type

Nested case-control study

Characteristics

Mean age (range) years: 66.4
years (44 -81)

Male %: 44/50 (88%)

OGJ: 28/50; Lower 1/3: 16/50
and middle 1/3: 6/50
Adenocarcinoma/SCC/small
cell: 45/4/1

Inclusion Criteria

patients with potentially
operable, biopsy-proven
carcinoma of the oesophagus or
gastrooesophageal junction

Exclusion Criteria

All patients
underwent
pretreatment CT
scan and were
categorised into
group A (NOMO on
CT) and group B
(N1 and/or
borderline M1 on
CT). Thirty-two
patients
underwent
endoluminal
ultrasound.
Patients who
completed
resection were
analysed for
pathological
overall nodal
status,
pathological
regional nodal
status and
outcome

PET-CT:

if positive regional

Diagnostic accuracy for N
staging of PET-CT

test True|False

PET +ve({12 |18

PET -ve |4 3

Sensitivity 75%; Specificity
14%:

PPV 40% and NPV 43%

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

i lymph nodes uestion? Low risk
Aim of the study confined to left g
To assess the additional gastric iﬂew Index tests
role of fusion PET-CT in group, they . -
staging patients for underwent Risk of bias:
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minimally invasive
oesophagectomy (MIO)
with potentially resectable
disease

Study dates
Not reported
Source of funding

Not reported

neoadjuvant
chemotherapy
followed by MIO
if patents with
bulky (>2 cm) but
localised left
gastric artery
disease went on
to staging
laparoscopy prior
to neoadjuvant
chemotherapy

if T3 and/or N1
stage, they
underwent
neoadjuvant
chemotherapy
with 1-3 cycles of
platinum based
chemotherapy
followed by repeat
CT scan to look
for disease
progression

Were the index
tests interpreted
without knowledge
of the reference
standard? Unclear

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

293
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Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No - six
excluded for
unexpectedly
inoperable, one unfit
for surgery; two
progressed to
chemotherapy; one
for primary
pancreative
ampullary tumour;
one had fixed nodal
disease at
laparoscopy; two
had unexpected
metastases in
pleura and lung

Could the
participant flow
have introduced
bias? Unclear risk

Other information
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Full citation Sample size Tests Methods Results Limitations
Bonavina, L., Incarbone, [N =50 Laparoscopy was |All Procedure related morbidity |[QUADAS 2
R., Lattuada, E., Segalin, o performed under |participants checklist
A., Cesana, B., Peracchia, | Characteristics general initially 1750 (2%, 95% C1 0 to 11)’ . .
A., Preoperative n = 39 male anaesthetic at the lunderwent |\ _ 4 - icinant suffered Patient selection
laparoscopy in . same time as the preo.perat.ive moderate bleeding due to Risk of bias:
management of patients  |n = 11 female planned surgical |staging with manipulation of a liver
with carcinoma of the resection. transabdomi haemangioma) Was a consecutive
esophagus and of the Mean age 58 years (range 31- |Exploration of the |nal or random sample
esophagogastric junction, [81) abdominal cavity |ultrasonogra of patients enrolled?
Journal of Surgical _ 14 I : included the phy and CT _ Yes
OncologyJ Surg Oncol, |1~ ' SqUamous cell carcinoma o iioneal surface, |of the chest |Change in treatment plan W o
65, 171-4, 1997 = ; lesser omentum |and as a case-contro

n = 36 adenocarcinoma ard liver. =bdomen. 5/50 (10%, 95% Cl 3 to 22)" design avoided?
Ref Id Inclusion Criteria Diagnostic Di i Yes

: iagnostic

558752 K'?OW“ oesophageal carcinpma \F/)v(ie’(rrlxtzr(‘)%&rlllwlliﬁaz laparoscopy ||dentification of liver !I)id the stgdy avoid
Countrylies where the (distal oesophagus or gastric | gg|ytion was also |Was then metastasis lnaFIDPFQP”E};[G;
study was carried out cardia). performed. conducted _ exCHSIons  Yes

Exclusion Criteria immediately Liver N live|Could the selection
Italy plr;c;]rntgd metastasi| -« of participants have
Study type Not reported. gurgi cal S s introduced bias?

. resection. confirme Low risk
Prospective cohort study d by on R
Diaanostic . histolo{Applicability:
Aim of the study 9 histology
accuracy Is there concern
To assess the diagnostic measures 1| jver that the included
value of laparoscopy in were metastasis 0 participants do not
the preoperative staging calculated. match the review
of patients with cancer of question? Low risk
295
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the oesophagus and the
oesophageal junction.

Study dates

November 1995 to
December 1996.

Source of funding

Not reported.

identified Index fests
during Risk of bias:
laparoscop Were the index
y tesis imterpreted
. withouk knowledge
No liver of the feference
metastasis standgrd? Yes
identified |, 43 If althreshold was
during used, was it pre-
laparoscop specified? N/A
y Colld the conduct
or interpretation of
7 43 the|dex test have
intrd¥iyced bias?

Sensitivity (95% CI)%: 85.7%
(42.1 10 99.6)

Specificity (95% CI)%: 100%
(91.8 to 100)

Positive likelihood ratio® (95%
Cl): = (not calculable)

Negative likelihood ratio®
(95% CI): 0.14 (0.02 to 0.88)

Positive predictive
value (95% CI)%: 100% (not
calculable)

Low risk
Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
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Negative predictive
value (95% CI)* 97.7% (87.5

to 99.6)

Identification of macroscopic
nodal metastasis

No
Nodal meta nod
) met
stasis ;
asis
confirmed
by histology on
hist
y
Nodal meta
stasis
|dent|f|ed 7 0
during
laparoscop
y
No nodal
metastasis
|dept|f|ed > 41
during
laparoscop
y

target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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9 41

Did [gl|participants
receiye a reference

Sensitivity (95% CI)%: 77.8%
(40 t0 97.2)

Specificity (95% CI)%: 100%
(91.4 to 100)

Positive likelihood ratio® (95%
Cl): = (not calculable)

Negative likelihood ratio®
(95% Cl): 0.22 (0.07 to 0.75)

Positive predictive
value (95% CI)%: 100% (not
calculable)

Negative predictive
value (95% Cl)2: 95.4% (85.8
to 98.6)

Identification of peritoneal
metastasis

aPlerltone No perit

. al
carcinos .
is carcinog

on

confirme histolog

d by

starndard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

298
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histolog
y

Peritoneal
carcinosis
identified
during

laparosco
py

Peritoneal
carcinosis

identified
during

laparosco
py

7 43

Sensitivity (95% CI)%: 71.4%
(29.0 to 96.3)

Specificity (95% CI)%: 100%
(91.8 to 100)

Positive likelihood ratio® (95%
Cl): = (not calculable)

Negative likelihood ratio®
(95% ClI): 0.29 (0.09 to 0.92)

299
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Positive predictive
value (95% CI)% 100% (not
calculable)

Negative predictive
value (95% CIl)% 95.56 (87.0
to 98.6)

' calculated by the NGA
technical team

using http://statpages.info/co
nfint.html

2 95% confidence interval
calculated by the NGA
technical team

using https://www.medcalc.or
g/calc/diagnostic_test.php

3 point estimate and 95%
confidence interval calculated
by the NGA technical team
using https://www.medcalc.or
g/calc/diagnostic_test.php

Full citation

Clements, D. M., Bowrey,
D. J.,Havard, T. J., The
role of staging
investigations for
oesophago-gastric

Sample size

n = 90 participants who
underwent staging with
laparoscopy

Tests

Laparoscopy was
performed using a
10mm port at the
umbilicus and
either one or two

Methods

All study
participants
were initially
staged by
CT scan. If

Results

Change of management plan
following laparoscopy

16/90 (18%, 95% CI 11 to
27)t

Limitations

QUADAS 2
checklist

Patient selection

300
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carcinoma, European o ) additional 5mm metastatic ) .
Journal of Surgical (rt‘ 225b5 E[Otal partlc(ljpants 'Fér_‘l_e ports. The lesser |disease was Risk of bias:
OncologyEur J Surg Study, but many underwen sac was not identified, , , ,
i and/or endoscopic ultrasound (All 16 had surgical resection |Was a consecutive
Oneol, 30, 309-12, 2004 only) P _opene(td_ for nto further | precluded following or random sample
Ref Id Inspection. S aglrtlg i laparoscopy for the following |of patients enrolled?
Characteristics Investigalion | -aasons: n = 11 peritoneal Yes
558847 ) S were disease, n = 2 hepatic
Total study population: undertaken. | otastases, n = 2 poorly Was a case-control
Country/ies where the - tolerated pneumonperitoneum. | design avoided?
study was carried out =169 male \lljv?[;uc'pants n=1 atriapl fibrillat?on "|Yes
UK n = 86 female adenocarcin |developed during Did the study avoid
oma of the |laparoscopy) inappropriate
Study type lower exclusions? Yes
; Median age 70 years (range 31- oesophagea :
;itdrospectlve cohort 98) I third (and |+ calculated by the NGA Could the selection
y negative |technical team from data of participants have
Aim of the study endoscopic |reported in the article |ntrod_uced bias?
B . ultrasound) |using http://statpages.info/co |LOW risk
To assess the frequency [N ‘_98 oesophageal carcinoma underwent |nfint.html Applicabilitv:
with which unresectable |(n = 56 squamous cell) endoscopic pplicabiity-
disease was |dentt|.f|ed on |1 = 89 gastrooesophageal uItrce;%ound, Is there concern
various pre-operaive junction adenocarcinoma as did that the included
staging investigations for participants participants do not
patients with oesophago- n =68 gastric carcinoma with match the review
gastric cancer. gastroesoph question? Low risk
ageal
Study dates . L carcinoma. Index tests
Inclusion Criteria
2000 to 2002. Risk of bias:
Gastroesophageal carcinoma
xclusion Criteria :
tests interpreted
Not reported. .
Metastatic disease identified on without knowledge
CT scan.
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Study assesses the staging
accuracy of different procedures
(CT and endoscopic ultrasound
as well as laparoscopy). Not all
participants underwent
laparoscopy.

Laparoscopy was not performed
in the following cases:

mid/upper oesophageal
carcinoma (staged with EUS
and CT only)

gastric carcinoma with
symptoms of outlet obstruction

gastric carcinoma not visible on
CT (assumed to be early
disease, at low risk of
metastases)

of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same

303
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reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Convie, L., Thompson, R.
J., Kennedy, R.,
Clements, W. D., Carey,
P. D., Kennedy, J. A, The
current role of staging
laparoscopy in
oesophagogastric cancer,
Annals of the Royal
College of Surgeons of
EnglandAnn R Coll Surg
Engl, 97, 146-50, 2015

Ref Id
558856

Sample size

n =295
Characteristics
n =225 male
n =70 female

Type of tumour:

n = 159 gastric adenocarcinoma

n = 136 oesophageal (including
junctional) adenocarcinoma

Tests

Laparoscopy was
conducted with a
three-port
technique, with
the abdominal
viscera being
inspected in a
systematic
fashion. Between
150ml and 500ml
warm saline
solution was
instilled into the
peritoneal cavity
before being

Methods

Pre-
operative
staging for
participants
included CT
and PET-
CT.The
results of
these
investigation
s had
indicated
disease
resectability.
The

Results

Change of management plan
following laparoscopy

63/295 (21%, 95% CI 17 to
26)t

(n =52 macroscopic
metastasis, n = 11 positive

cytology)

Procedure related morbidity
1/295 (0.3%, 95% CI 0 to 2)t

(n =1 bowel injury requireing

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Countryfies where the Mean age 68 years aspiratgd for additi(_)nal conversion to laparotomy in a|inappropriate
study was carried out cytological benefit of | patient with adhesions due 10 | axclusions? Yes
evaluation. laparoscopy previous surgery) '
UK Inclusion Criteria (in
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Study type

study
Aim of the study

Study dates

2013.
Source of funding

Not reported.

Retrospective cohort

To determine the value of
staging laparoscopy and
peritoneal cytology for
oesophagogastric cancer.

March 2007 to August

Oesophageal adenocarcinoma
or gastric cancer

Exclusion Criteria

Squamous cell oesophageal
carcinoma involving the distal
oesophagus.

Evidence of metastatic disease
on CT or PET-CT

identifying
unresectabl
e disease)
was
assessed.

Tcalculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

305
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Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined

306
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by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Sample size

Tests

Methods

Results

Limitations

307
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de Graaf, G. W,
Ayantunde, A. A,
Parsons, S. L., Duffy, J.
P., Welch, N. T., The role
of staging laparoscopy in
oesophagogastric
cancers, Ejso, 33, 988-
992, 2007

Ref Id
487990

Countryl/ies where the
study was carried out

UK
Study type

Retrospective cohort
study

Aim of the study

To assess whether
staging laparoscopy
significantly change the
treatment decision for
patients with

Study dates

January 1997 to
December 2003.

oesophagogastric cancer.

N =416
Characteristics
n = 308 male

n = 108 female

Median age 68 years (range 30
to 87)

Tumour site:

n =307 oesophagus and cardia
n = 109 gastric

Inclusion Criteria

Known oesophagogastric
cancer.

Considered fit for surgery with
potentially resectable disease.

Exclusion Criteria
Unfit for surgery.

Known metastatic or locally
advanced disease on CT and/or
abdominal ultrasonography.

Declined surgery.

Staging
laparoscopy was
performed under
general
anaesthesia,
usually as a day
case one week
before intended
definitive surgery.
In some cases,
laparoscopy was
immediately
followed by
definitive curative
resection.

Careful and
thorough
inspection of the
primary tumour
and adjacent
structures was
conducted,
including
lymphovascular
network,
diaphragm, liver,
peritonem, greater
omentum, pelvis
and sometimes
the lesser sac.
Biopsies were
taken of
suspicious lesions

Preoperativ
e imaging:
385
participants
underwent a
CT scan of
the chest
and
abdomen ,
while the
remaining
31
participants
had
abdominal
ultrasound
only. 48 of
the
participants
had
endoscopic
ultrasonogra
phy in
addition to
CT.

The
additional
benefit of
laparoscopy
at identifying
patients with
unresectabl
e disease

Change in management plan
following laparoscopy

84/416 (20%, 95% CI 16 to
24)t

(n = 63 peritoneal and/or liver
metastases, n = 17 locally
advanced disease, n =4
extensive lymph node
involvement).

Procedure related morbidity

0/416 (0%, 95% CI 0 to 1)t

Detection of unresectable
disease

Disease |Disea
unresecta [resect]
ble le

Disease

unresecta

ble
84 0

at

laparosco

py

N.B. authors report
sensitivity of 88%
and specificity of
100% for detection
of resectable
disease. However,
these figures do not
match the raw data
reported in the
article.

Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have

308
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. for histological was ced bias?
Source of funding confirmation. assessed. ||Disease isk
Not reported. (cjon3|dere icability:
resectable |27 305 e concern
at e included
|aparosco ipants do not
py the review
ion? Low risk
111 305 ests
Risk of bias:
Sensitivityt (95% CI): 75.7%
(66.6 to 83.3) Were the index
tests interpreted
Specificityt (95% Cl): 100% |without knowledge
(98.8 to 100) of the reference
?Y
Positive likelihood ratiop | Srandard? Yes
(95% Cl): « (not calculable) |If a threshold was
Negative likelihood ratiot ;‘;Z‘ii’ﬁﬁﬁf; A
(95% ClI): 0.24 (0.18 to 0.34) )
Positive predictive valuet Could the conduct
: or interpretation of
53915;/" Cl):-26.7% (22.5 to the index test have
2) introduced bias?
Negative predictive valuet ~ |LOW risk
(95% Cl): 100% (not Aoplicability:
calculable) pplicability:
Is there concern
that the index test,
1 calculated by the NGA its conduct or
technical team from data interpretation differ
309




Appendix F
Evidence tables

reported in the article

using http://statpages.info/co

nfint.html

T calculated by the NGA
technical team from data

reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

310
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Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Heath, E. I., Kaufman, H.

S., Talamini, M. A., Wu, T.
T., Wheeler, J., Heitmiller,
R. F., Kleinberg, L., Yang,

Sample size
n=59

Characteristics

Tests

Methods

Diagnostic Biopsies
laparoscopy was |taken at
performed, with diagnostic
careful attention to [laparoscopy

Results

Change of treatment plan
following diagnostic
laparoscopy

Limitations

Majority of
participants with a
change in treatment
plan were actually

311
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S. C,, Olukayode, K., common sites of |were . o misdiagnosed with
Forastiere, A. A., The role Number distant spread. analysed by 10/59 (17%, 95% Clt 8 to oesophageal
of laparoscopy in ch of Hickman catheter |frozen 29) cancer, and their
preoperative staging of aracteristics participan plac_ement and section. (n = 4 diagnosed with gastric primary cancer was
esophageal cancer, feeding L carcinoma instead of gastric in origin.
Surgical EndoscopySurg ts jejunostomy tube |Findings of h | : d _
Endosc, 14, 495-9, 2000 placement were  |distant oesophageal carcinoma, and | Not designed as a
Gender conducted at the |metastasis underwent gastrectomy, n = | giagnostic accuracy

Ref Id same time. precluded |2 diagnosed with gastric study, therefore no

Male 50 neoadjuvant |carcinoma instead of reference standard
559013 therapy and oesophageal carcinoma and |i4cluded.

_ oesophagec |underwent palliation, n = 4
Country/ies where the Female 0 tomy?‘or J identified with previously Other information
study was carried out " cure unsuspected metastatic
Ethnicity : disease) QUADAS 2
USA : i
Pre- checklist
' i Procedure related morbidit
Study type White 57 gtgzri?]tglgve V" Ipatient selection
0, (o)

Prospective cohort study Black 2 involved CT 2/59 (3%, 95% CIf 0 to 12) Risk of bias:

: scan and (n =1 small bowel perforation _
Aim of the study Age in years, 60 (24- endoscopic |requiring laparotomy and Was a consecutive
To evaluate the role of median (range) 76) ultrasound  |small bowel resection, n = 1 |Or random sample
diagnostic laparoscopy for intraoperative pulmonary of patients enrolled?
patients with esophageal ||Histopathology of oedema secondary to Yes
cancer. tumour :;en’;pseiged aortic valve Was a case-control

: design avoided?
Study dates Squamous cell | Yes
March 1995 to October carcinoma . .
1998. + calculated by the NGA Did the study avoid
. Adenocarcino 52 technical team inappropriate

Source of funding ma using http://statpages.info/co |[exclusions? Yes
Not reported. . nint.htm| Could the selection

Location of tumour of participants have
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Upper

0
oesophagus
Middle

3
oesophagus
Distal 56
oesophagus

Inclusion Criteria

Biopsy proven oesophageal
cancer.

Under consideration for
combined-method therapy
(neoadjuvant therapy and
oesophagectomy)

Disease capable of being
encompassed within a single
radiotherapy port.

Exclusion Criteria

Poor performance
status/medically unfit to undergo
laparoscopy and subsequent
oesophagectomy.

Metastatic disease identified by
spiral CT scan or endoscopic
ultrasound.

introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
N?A

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? N/A

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
N/A

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

314
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Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? N/A

Did all participants
receive a reference
standard? N/A

Did participants
receive the same
reference standard?
N/A

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation Sample size Tests Methods Results Limitations

Hsu, P. K., Lin, K. H., n=76 The preoperative |Two N stage vs SUV max of QUADAS 2

Wang, S. J., Huang, C. S., o staging workup pathologists |extra-tumour uptake with checklist

Wu, Y. C., Hsu, W. H.,  |Characteristics included physical |individually |cutoff value of 4.9 . _ _

Preoperative positron examination, examined  |(Statistical analysis using the |Patient selection
315
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emission
tomography/computed
tomography predicts
advanced lymph node
metastasis in esophageal
squamous cell carcinoma
patients, World Journal of
SurgeryWorld J Surg, 35,
1321-6, 2011

Ref Id
514238

Countryl/ies where the
study was carried out

Taiwan
Study type

Retrospective cohort
study

Aim of the study

To examine the role of
positron emission
tomography/computed
tomography (PET/CT) in
lymph node staging of
patients with oesophageal
squamous cell carcinoma

Study dates

Mean Age+SD =61.7+10.9
years

Male % = 63/76 (83%)

All oesophageal carcinoma

Inclusion Criteria

Patients undergoing
oesophagectomy (Patients
without distant metastasis or
definite evidence of extensive
adjacent organ invasion)

Exclusion Criteria
Patients without PET/CT data

Patients undergoing
neoadjuvant chemoradiation

Patients with histologies other
than squamous cell carcinoma

laboratory tests,
oesophagogastrod
uodenoscopy,
flexible
bronchoscopy,
barium
oesophagography,
CT scan from the
neck to the upper
abdomen and
whole body
PET/CT.

PET-CT: The
standeard uptake
value (SUV)
maximum was
assessed for
quantitative
analysis of FDG
uptake. All
perioesophageal
FDG-avid lesions,
which represent
FDG uptake by
regional lymph
nodes were
regarded as
‘extra-tumour
uptake'. The
number of PET
abnormalities
were defined as
the number of all
FDG-avidd

the
pathological
slides
whereas two
experienced
nuclear
medicine
physicians
independent
ly performed
all the
measureme
nts.

ROC curve identified an
SUVmax of 4.9 as the value
optimised the sensitivity and
specificity for predicting
N2/N3 classification (area
under curve was 0.768,
p=0.004) in patients with
ositive extra-tumour uptake

SUV |NO[N1|N2/N3|p
<4.9 |28 (20|10 0.001
>490|13 (4 |11

N stage vs number of PET
abnormalities

No of NPAs|NO|N1|N2/N3|p
1 19|18 |6 <(
2 9 122
23 3 |4 |13

Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge

316
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March 2007 to January
2010

Source of funding

Not reported

abnormalities on
PET/CT.

Oesophagectomy:
Most patients
underwent
triincisional
appraoch (right
thoracotomy,
midline
laparotomy and
left cervicotomy or
video-assisted
thoracoscopic
oesophagectomy.
For patients with
poor
cardiopulmonary
reserve,
transhiatal
approach was
offered whereas
left-sided
thoracoabdominal
approach was
performed on
surgeon's
preference.
Patients were
staged using
AJCC TNM
staging system.
N2 and N3 were
grouped together
as advanced

of the reference
standard? Unclear

If a threshold was
used, was it pre-
specified? No

Could the conduct
or interpretation of
the index test have
introduced bias?
high risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
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lymph node
metastases

results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same

318
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reference standard?
Yes

Were all patients
included in the
analysis? Yes.

Could the
participant flow
have introduced
bias? Low risk

Other information

Full citation

Kaiser, G. M.,
Sotiropoulos, G. C.,

G. A, Peitgen, K,
Value of staging
laparoscopy for

multimodal therapy

gastric cancer,

Ref Id
559080

Fruhauf, N. R., Stavrou,

Pottgen, C., Gerken, G.,
Paul, A., Broelsch, C. E.,

planning in esophago-

International Surgerylnt
Surg, 92, 128-32, 2007

Sample size
n=125
Characteristics
n =98 male

n = 27 female

n = 70 oesophageal/gastric
cardia cancer

Median age for oesophageal
cancer 57, range 42-70

n = 55 gastric cancer

Tests

Laparoscopy was
performed under
general
anaesthetic.
Special attention
was paid to the
detection of liver
metastases,
peritoneal seeding
and ascites.
Tumour
involvement was
verified by biopsy
and histological
workup.

Methods

Prior to
laparoscopy
, all patients
underwent
abdominal
ultrasound,
CT
scanning,
gastroscopy
and
endosonogr
aphy of the
upper Gl
tract.

Results

Change in management
following laparoscopy

28/125 (22%, 95% CI 15 to
3Nt

(n = 28 previously
unsuspected distant
metastasis identified at
laparoscopy, change to
palliative treatment strategy)

Procedure related morbidity
0/125 (0%, 95% CI 0 to 3)t

T calculated by the NGA
technical team from data
reported in the article

Limitations
Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

319
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Country/ies where the
study was carried out

Germany
Study type

Retrospective cohort
study

Aim of the study

To assess the impact of
staging laparoscopy in
locally advanced
oesophago-gastric
malignancy.

Study dates
Not reported
Source of funding

Not reported

Median age for gastric cancer
60 years, range 25-73

Inclusion Criteria

Known oesophageal or gastric
cancer

Locally advanced disease
Exclusion Criteria

Not reported.

using http://statpages.info/co
nfint.html

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk
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Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

321
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Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

322
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Full citation Sample size Tests Methods Results Limitations
Krasna, M. J., Jiao, X., n=55 Patients Diagnostic |Detection of nodal metastasis | QUADAS 2
Mao, Y. S., Sonett, J., underwent accuracy of checklist
Gamliel, Z., Kwong, K., |(underwent laparoscopy and combined laparoscopy . .
Burrows, W., Flowers, J. |@ventual surgical resection, thoracoscopic and |was Patient selection
L., Greenwald, B., White, |l@rger numbers included in full | |35ar0scopic compared to Nodal ~ |No no Risk of bias:
C., study) staging. For the  |the final metastasi |metas '
Thoracoscopy/laparoscop Characteristics purpose of this pathological S S Was a consecutive
y in the staging of analysis the stagi.ng, identified |identifior random sample
esophageal cancer: n =91 male results of obtained onfinal lon finaof patients enrolled?
Maryland experience, laparoscopy only |either staging  |staging Yes
Surgical Laparoscopy, n = 20 female are included. through 3
Endoscopy & laparoscopy Was a case-control
Percutaneous g/l1ean age 62 years (range 38- or definitive mz?:étasis design avoided?
TechniquesSurg Laparosc ) resection. Yes
Endosc Percutan Tech, |n = 53 squamous cell carcinoma Did the study avoid
12, 213-8, 2002 identified |20 0 : ot
n = 54 adenocarcinoma at inappropriate
Ref Id exclusions? Yes
_ . laparoscop
n = 2 small cell carcinoma :
514346 y Could the selection
. n = 2 poorly differentiated of participants have
Country/ies where the carcinoma No nodal introduced bias?
study was carried out metastasis Low risk
Inclusion Criteria
USA Applicability:
Pathologically confirmed identified |2 33
Study type oesophageal cancer. at Is there concern
that the included
i laparosco
Prospective cohort study |age >18 years old y P p participants do not
Aim of the stud i match the review
y Performance status score 0-2 question? Low risk
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To evaluate the potential
benefits of
thoracoscopic/laparoscopi
c staging over
conventional clinical
staging for oesophageal
cancer.

Study dates
1991 to 1999.
Source of funding

Not reported.

Exclusion Criteria

Previous chemo- or
radiotherapy within the last 5
years.

22 33

Index tests

Ris 2

Sensitivity (95% CI)1: 90.9
(70.8 t0 98.9)

Specificity (95% CI)T: 100
(89.4 to 100)

Positive likelihood ratiot
(95% CI): « (not calculable)

Negative likelihood ratiot
(95% Cl): 0.09 (0.02 to 0.34)

Positive predictive
value (95% CI)t: 100% (not
calculable)

Negative predictive
value (95% Cl)t: 94.3% (81.5
to 98.4)

1 95% confidence interval
calculated by the NGA
technical team from data
reported in the article

T calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? No -
index test formed
part of the reference
standard where
relevant

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced

bias? Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:
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Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval

325
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between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No - some
participants did not
undergo
laparoscopy, and/or
surgical resection

Could the
participant flow
have introduced
bias? Serious risk.

Full citation

Little, S. G., Rice, T.W.,
Bybel, B., Mason, D. P.,
Murthy, S. C., Falk, G. W.,
Rybicki, L. A., Blackstone,
E. H., Is FDG-PET
indicated for superficial

Sample size
n=58
Characteristics

All patients had

adenocarcinoma.

Tests

Endoscopic
ultrasound was
performed in 53
patients. PET
scanning was
performed 50+52

Methods

Results
PET/CT(+)|PET/CT(-)

pTis|5 6

pT1|26 21

Limitations

QUADAS 2
checklist

Patient selection

Risk of bias:

326
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esophageal cancer?,
European Journal of
Cardio-Thoracic
SurgeryEur J
Cardiothorac Surg, 31,
791-6, 2007

Ref Id
559165

Countryl/ies where the
study was carried out

USA
Study type

Retrospective cohort
study

Aim of the study

To evaluate
fluorodeoxyglucose
positron emission
tomography (FDG-PET) in
clinical staging of

Inclusion Criteria

Superficial adenocarcinoma of

the oesophagus (pTis [high
grade dysplasia] or pT1)

undergoing oesophagectomy

Preoperative FDG-PET
scanning

Exclusion Criteria

days before
oesophagectomy.
Fifty-three (91%)
had fused
computed
tomography PET
scans (PET/CT),
and five (9%) had
PET without CT.
The PET/CT
studies were
reviewed by one
of three
experienced
nuclear medicine
physicians. All
patients
proceeded to
surgery without
indication
chemoradiotherap
y. 38 (66%) had
transhilatal
oesophagectomy
whereas 20(34%)

pTis - High-grade dysplasia;
T1- tumour invasion up to
outer half of submucosa

PET and pN

Sensitivity: 0%
PPV: 0%

NPV: 89%
Specificity: 94%
Accuracy: 84%

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

'S had Index tests
superficial oesophageal thoracoabdominal _ _
tumour oesophagectomy Risk of bias:
Study dates ;N'th thwo-f(ljeld Were the index
ympn node tests interpreted

June 2003 to August 2005 sampling without knowledge

: of the reference
Source of funding standard? Unclear
Not reported
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If a threshold was
used, was it pre-
specified? Unclear

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

328
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Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? No - the
scan was performed
an average of 50
days prior to
oesophagectomy

Did all participants
receive a reference
standard? Yes

329
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Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? High risk

Other information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Sample size Tests Methods Results Limitations
Menon, K. V., Dehn, T. C.,|N = 133 Laparoscopy was |Findings Detection of liver metastasis [Note specificity less
Multiport staging . performed, with from than 100% for liver
laparoscopy in Characteristics inspection of the |laparoscopy Liver No lives Metastasis,
esophageal and cardiac n =108 male abdominal cavity, |were metastas metastd therefore
carcinoma, Diseases of omentum, compared to is S laparoscopic
the EsophagusDis n = 25 female surfaces of the those at identified staging presumably
Esophagus, 16, 295-300, small bowel and |laparotomy i at final |based on visual
2003 Mean age 64 (range 21t0 82  |peritoneum, liver |and final at final staging|inspection of the
years) surface, histology. staging abdomen alone,
Ref Id . N macroscopic without histological
Inclusion Criteria lymph nodes, Pre- Liver confirmation
559210 . . , ; - operative metastasi i i
Histologically proven carcinoma |CO€liac axis, taai 10 1 (otherwise negative
Country/ies where the of the oesophagus or cardia.  |Posterior wall of  |StadiNg s histology would
study was carried out the stomach and |involved CT |lidentified have been included
lesser sac. scan. in laparoscopic
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UK
Study type

Aim of the study

carcinoma of the

Study dates

February 1993 to
September 2000.

Source of funding

Not reported.

Prospective cohort study

To assess the utility of
laparoscopy as a staging
procedure for patients with

oesophagus and cardia.

Under assessment for possible
surgical resection.

Exclusion Criteria

Not reported.

Biopsies were
taken under direct
vision, and fluid
for cytology was
obtained by
needle aspiration.

y, and
at vity would
laparosco een 100%).
il nformation
No liver QUADRAS 2
metastasi chiecklist
[
identified 0 99 Patjent selection
at Rigk of bias:
laparosco ]
py Was alconsecutive
orfrandom sample
of qqtients enrolled?
10 100 Y€ 6

Sensitivity (95% Cl)t: 100%
(69.2 to 100)

Specificity (95% CI)T: 99%
(94.6 to 100)

Positive likelihood ratiot
(95% Cl): 100 (14.22 to
702.99)

Negative likelihood ratio}
(95% CI): 0.00 (not
calculable)

Positive predictive valuet
(95% CI): 90.9% (58.7 to
98.6)

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Negative predictive valuet
(95% CI): 100% (not

calculable)

Detection of nodal metastasis

Nodal
metasta|No
sis nodal met
identifie |asis
d
at final

at final |[staging
staging

Nodal

metasta

sis

identified 47 9

at

laparosc

opy

No nodal

metasta

sis

at

laparosc

opy

match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:
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57

51

Is {he reference
stadard likely to

Sensitivity (95% CI)T: 82.5%

(70.1 to 91.3)

Specificity (95% CI)T: 82.4%

(69.1 to 91.6)

Positive likelihood ratiot
(95% Cl): 4.67 (2.55 to 8.56)

Negative likelihood ratiot
(95% Cl): 0.21 (0.12 to 0.38)

Positive predictive valuet
(95% Cl): 83.9% (74.0 to

90.5)

Negative predictive valuet
(95% Cl): 80.8% (70.2 to

88.2)

Detection of peritoneal

metastasis

Periton

eal No

metast perlto_neal N

asis astasis

identifi . :
at final stagi

ed g

cotrecily classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval

333
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between index tests
at final and reference
staging stapdgrd? Yes
Periton Did all|participants
eal receive a reference
metasta standard? Yes
siIs Did paticipants
identifie | 15 0 recdig2e the same
d reference standard?
at Yes
laparos Ware all patients
copy included in the
analys|s? Yes
No
peritone Colild the
al participant flow
metasta have introduced
sis bias? lLow risk
identifie |0 99 99
d
at
laparos
copy
12 |99 ’

Sensitivity (95% Cl)t: 100%
(73.5 to 100)

Specificity (95% Cl)t: 100%
(96.3 to 100)
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Positive likelihood ratiot
(95% Cl): « (not calculable)

Negative likelihood ratiot
(95% Cl): 0.00 (not
calculable)

Positive predictive valuet
(95% ClI): 100% (not
calculable)

Negative predictive valuet
(95% Cl): 100% (not
calculable)

1 95% confidence interval
calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

T point estimate and 95%
confidence interval calculated
by the NGA technical team
from data reported in the
article

using https://www.medcalc.or
g/calc/diagnostic_test.php

Full citation

Sample size

Tests

Methods

Results

Limitations

335
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Mirza, A., Galloway, S.,
Laparoscopy,
computerised tomography
and fluorodeoxyglucose
positron emission
tomography in the
management of gastric
and gastro-oesophageal
junction cancers, Surgical
Endoscopy and Other
Interventional Techniques,
30, 2690-2696, 2016

Ref Id
507933

Countryl/ies where the
study was carried out

UK
Study type

Retrospective cohort
study

Aim of the study

To evaluate the utility of
diagnostic laparoscopy, in
comparison with CT and
FDG-PET for patients with
oesophago-gastric
junction and gastric
cancers.

n =387
Characteristics
n =253 male

n = 143 female

Median age 61 years (range 39
to 86)

Tumour site:
n = 175 gastric
n=212 GOJ

Differentiation
n = 106 well differentiated

n = 123 moderately
differentiated

n = 158 poorly differentiated

Inclusion Criteria

Staging
laparosopy was
performed under
general
anaesthetic. A
standard three
port technique
was used. The
whole peritoneal
cavity was
examined,
including pelvis,
oesophageal
hiatus,
undersurface of
the left lobe of the
liver, anterior
surface of the
stomach, greater
and lesser
omentum. If
ascitic fluid was
identified, the
sample was
obtained for
cytological
examination, but
peritoneal
washings were not
routinely taken.
Any abnormal
peritoneal nodule
or abnormal tissue
was biopsied.

Pre-
operative
imaging
included
staging CT
scan for all
participants.
FDG-PET
was also
performed in
21% of
gastric
cancer and
56% of
oesophagea
| cancer
patients.

Change in management
following laparoscopy

64/387 (17%, 95% CI 13 to
21)t

(n = 54 unresectable disease,

n = 10 downgraded from
staging on CT scan and

underwent curative resection

or neoadjuvant treatment).

Diagnostic accuracy

N.B. insufficient data are
reported to allow
reconstruction of the 2x2
tables for diagnostic
accuracy. Sensitivity and
specificity are reported, and
positive and negative
likelihood ratios have bee
calculated from these.

Detection of T1/T2 disease
Sensitivity: 85%
Specificity: 92%

Positive likelihood ratiot:
10.63

Negative likelihood ratiot:
0.16

N.B. sensitivity for
laparoscopy
reported as less
then 100%,
therefore
presumably figures
are calculated using
visual inspection of
the pelvis alone,
and not histological
assessment.

Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have

336
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Study dates
1996 to 2013.
Source of funding

Not reported.

Confirmed histological diagnosis
of malignancy

GOJ or gastric cancer
Exclusion Criteria
Known metastatic disease

Advanced co-morbidities (unfit
for surgery).

Detection of T3 disease
Sensitivity: 82%
Specificity: 86%

Positive likelihood ratiot:
5.86

Negative likelihood ratiot:

0.21

Detection of T4 disease
Sensitivity: 84%
Specificity: 89%

Positive likelihood ratiof:
7.64

Negative likelihood ratiot:

0.18

Detection of NO disease
Sensitivity: 82%
Specificity: 79%

Positive likelihood ratiot:
3.90

introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

337




Appendix F
Evidence tables

from the review

Negative likelihood ratiot: question? Low risk
0.23
Reference standard
. . Risk of bias:

Detection of N1 disease

o o Is the reference
Sensitivity: 66% standard likely to

L ano correctly classify the
Specificity: 86% target condition?
Positive likelihood ratiot: Yes
471 Were the reference
Negative likelihood ratiot: standard results
0.40 interpreted without

knowledge of the
results of the index

’?
Detection of N2 disease test? No

Could the reference

Sensitivity: 89% standard. its

Specificity: 89% conduct or
interpretation have
Positive likelihood ratiot: introduced bias?
8.09 Low risk
Negative likelihood ratiot: Applicability:
0.12
Is there concern
that the target
) ) condition as defined
D_etectlon of metastatic by the reference
disease standard does not
Sensitivity: 83% match the review

question? Low risk
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Specificity: 92%

Positive likelihood ratiot:
10.38

Negative likelihood ratiot:
0.18

T 95% confidence interval
calculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

I calculated by the NGA
using data reported in the
article.

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Molloy, R. G.,
McCourtney, J. S.,
Anderson, J. R,,
Laparoscopy in the

Sample size
N =244

Characteristics

Tests

Laparoscopy was
performed as a
separate
procedure under

Methods

Findings at
laparoscopy
were
compared to

Results
Change in treatment plan

103/244 (42%, 95% Cl 36 to
49%)"

Limitations
Other information

QUADAS 2
checklist
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management of patients general final staging _ o ) ) )
with cancer of the gastric | = 165 male anasthesia. outcomes (n=103 partllczlpant? avmged Patient selection
cardia and oesophagus, _ Percutaneous liver|and unnecessary 'aparotomy due | o of bias:
British Journal of n =79 female biopsy under treatment |10 findings at laparoscopy) isk of bias:
SurgeryBr J Surg, 82, Mean age 66 years (range 30- |direct vision was |decisions. Was a consecutive
352-4, 1995 49[sic]) pgnformed as P or random sample
_ clinically re- Procedure related morbidity |of patients enrolled?
Ref Id n = 165 adenocarcinoma indicated. operative Yes
. staging 11/244 (5%, 95% CI 2 to
559225 n = 76 squamous cell carcinoma included CT 8%)" Was a case-control
; _ scan and o design avoided?
g{zgntgvygsesc;?i:;eng n = 2 adenosquamous ultrasound. |(n = 11 participants showed |ygg
y n =1 carcinoid Rigid cardiovascular instability or
UK bronchosco |slow functional recovery Did the study avoid
Inclusion Criteria py was following laparoscopy, inappropriate
Study type . _ performed in|indicating unsuitability for exclusions? Yes
. Previously untreated, biopsy patients with |further surgery) ,
Prospective cohort study |proven carcinoma of the lesions Could the selection
Aim of the study oesophagus or gastric cardia. affectin the gtfoadrﬂgg)c?m:shfve
. Under consideration for upperor - - |dentification of hepatic Low risk '
To examine the value of : middle third i
resection metastasis
laparoscopy in of the Applicability:
determining intra- Exclusion Criteria oesophagus . [No
abdominal status and Hepatic hepatic|ls there concern
suitability for resection. Evidence of metastatic disease. metastas | - i-ctdthat the included
Studv dat 1S is participants do not
u ates i
y on final . match the review
August 1984 to July staging on final|question? Low risk
staging
1992. Index tests
Source of funding Hepatic Risk of bias:
metastasi |75 0
Not reported. s Were the index
tests interpreted
without knowledge
340
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ofl the reference
at standgrd? Yes
laparosco
oy If fa threshold was

used;was it pre-
No specified? N/A
hepatic Cbuld the conduct
metastasi of jnierpretation of
S 3 166 thLe index test have
at infroddced bias?
laparosco Low rigk
py Applicability:

Is| fliere concern

78 166 that the index test,

Sensitivity (95% CI)%: 96.2%
(89.2 to 99.2)

Specificity (95% CI)%: 100%
(97.8 to 100)

Positive likelihood ratio® (95%
Cl): = (not calculable)

Negative likelihood ratio®
(95% CI): 0.04 (0.01 to 0.12)

Positive predictive value?®
(95% ClI): 100% (not
calculable)

Negative predictive value®
(95% ClI): 98.2% (94.8 to
99.4)

its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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" 95% CI calculated by the
NGA technical team from
data reported in the article
using http://statpages.info/co
nfint.html

295% confidence interval
calculated by the NGA
technical team from data
reported in the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

3 point estimate and 95%
confidence interval calculated
by the NGA technical team
from data reported in the
article

using https://www.medcalc.or
g/calc/diagnostic_test.php

results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
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reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Munasinghe, A., Kazi, W.,
Taniere, P., Hallissey, M.
T., Alderson, D., Tucker,
O., The incremental
benefit of two quadrant
lavage for peritoneal
cytology at staging
laparoscopy for
oesophagogastric
adenocarcinoma, Surgical
EndoscopySurg Endosc,
27, 4049-53, 2013

Ref Id
559241

Countryl/ies where the
study was carried out

UK

Sample size

N =316
Characteristics
n =242 male

n =74 female

Mean age 67.9 years (standard
deviation 11.9)

Tumour location:
n = 174 oesophageal/junctional
n = 142 gastric

Inclusion Criteria

Tests

Staging
laparoscopy was
conducted with a
standard three
port technique.
Samples of
detectable ascites
were aspirated for
cytological
evaluation.
Peritoneal pelvic
lavage was
performed,
followed by
subphrenic
lavage.

The primary
tumour was
assessed where

Methods

Initial
diagnosis
and staging
were based
on
gastrointesti
nal
endoscopy
and biopsy,
CT of the
thorax,
abdomen
and pelvis,
PET-CT and
endoscopic
ultrasound.

The
incremental
value of

Results

Change in management
following laparoscopy

71/316 (22%, 95% Cl 18 to
27)t

(n = 28 visible peritoneal
metastases, confirmed on
biopsy, n = 43 positive
cytology in the absence of
overt peritoneal disease)

Procedure related
complications

1/316 (0.3%, 95% CI 0 to 2)t

(n = 1 perioperative
myocardial infarction)

Limitations
Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes
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) ) possible. Biopsies |staging )
Study type Histologically proven were taken of laparoscopy Cf0U|d the selection
oesophageal, junctional or - - ; iti of participants have
Retrospective cohort gastr?c agenocjzarcinoma. zﬁﬁéc;onuds é??;%ns !{g ?ﬁgsl’gon fcalculated by the NGA intfoducepd bias?
study technical team from data Low risk
) Exclusion Criteria procedure. procedures reported in the article
Aim of the study was using http:/statpages.info/co |Applicability:
. Not reported. assessed. | it himl
To compare peritoneal Is there concern
lavage cytology from the that the included
subphrenic and pelvic participants do not
spaces with that of the match the review
pelvis alone in patients question? Low risk
with potentially resectable
oesophagogastric Index tests
adenocarcinoma.
Risk of bias:
Study dates .
Were the index
November 2006 to tests interpreted
November 2010. without knowledge
. of the reference
Source of funding standard? Yes
Not reported. If a threshold was
used, was it pre-
specified? N/A
Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk
Applicability:
344
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Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined

345
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by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Sample size

Tests

Methods

Results

Limitations

346
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Nguyen, N. T., Roberts, P.
F., Follette, D. M., Lau, D.,
Lee, J., Urayama, S.,
Wolfe, B. M., Goodnight,
J. E., Evaluation of
minimally invasive surgical
staging for esophageal
cancer, American Journal
of SurgeryAm J Surg, 182,
702-6, 2001

Ref Id
559262

Countryl/ies where the
study was carried out

USA

Study type

Prospective cohort study
Aim of the study

To evaluate the role of
minimally invasive surgical
staging for patients with
oesophageal cancer.

Study dates

December 1998 to
February 2001.

Source of funding

N

33

Characteristics

n = 24 female

n =9 male

Tumour location:

n = 26 distal oesophagus

n = 6 mid oesophagus

n = 1 proximal oesophagus
Tumour histology

n = 24 adenocarcinoma

n =9 squamous cell carcinoma

Inclusion Criteria

Known oesophageal carcinoma.

Exclusion Criteria

Not reported.

Minimally invasive
surgical staging
comprised
laparoscopic
staging,
bronchoscopy,
oesophagoscopy
and laparoscopic
ultrasonography of
the liver.

Minimally
invasive
staging was
performed
before the
surgical
resection
procedure to
evaluate
patients for
enrollment
into a
neoadjuvant
chemothera
py protocol.

All
participants
had a
preoperative
CT scan of
the chest
and
abdomen,
and 27/33
had
endoscopic
ultrasonogra

phy.

N.B. results show change in
management based on
results of lapaorsocpy only,
not full MIS strategy

Change in management
following laparoscopic
staging

8/33 (24%, 95% CI 11 to
42%)t

(n = 8 found to have
unresectable disease on
laparoscopy).

N.B. a total of 12 patients
had management altered
following entire MIS
procedure, but 3 of these
were found during
thoracoscopy, and 1 during
laparoscopic ultrasound

Procedure related morbidity
2/33 (6%, 95% CI 0 to 20)t

n = 1 bladder perforation
requiring conversion to
laparotomy, n = 1 port site
infection

Other information

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
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Not reported.

T calculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes
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Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes
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Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Nieveen Van Dijkum, E. J.
M., De Wit, L. Th, Van
Delden, O. M., Kruyt, P.
M., Van Lanschot, J. J. B.,
Rauws, E. A. J., Obertop,
H., Gouma, D. J., Staging

Sample size
N =92

(N.B. additional patients were
included in the study, but these
participants had other
malignancies, including hepatic,

Tests

Laparoscopy was
performed under
general
anaesthetic.
Ultrasonography
was used to

Methods

Preoperativ
e staging
included the
following:

ultrasonogra

Results

Change in management
following laparoscopy

10/87 (11%, 95% CI 6 to
20)t

Limitations

Participants
included any
oesophageal cancer
when recruited
before 1995 (n =
52). Preliminary

laparoscopy and pancreatic or bile duct) examine the liver |Phy of the |(n =10 partlcilpantstwho g'd data indicated that
laparoscopic for intrahepatic neck, chest |NOt undergo laparotomy due laparoscopy was of
p P . Characteristics P . to identification of metastatic | ", Y
ultrasonography in more metastases, to X-ray and di ] limited benefit for
than 400 patients with n = 68 male evaluate the ultrasonogra | €!5€as€ @ aparoscopy) those with
upper gastrointestinal pancreas and the phy . mid/upper
carcinoma, Journal of the |n =24 female portal and combined oesophageal
American College of superior with colour- tumours, therefore
350

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

SurgeonsJ Am Coll Surg, mesenteric Doppler of participants

189, 459-465, 1999 vessels, andto  |the ;rcarllcylatleid by ;he NSP{ recruited after 1995

examine the abdomen. |t€chnical team irom data had

RefId Mean age 62 years coeliac axis for Endoscopic |reported in the article - gastroesophageal

559269 lymph node ultrasonogra |USing http://statpages.info/co |jynctional tumours

_ metastasis. phy was nfint.html only (n = 35). The

Country/ies where the Tumour location: Biopsies of conducted, avoidance of

study was carried out _ suspected and laparotomy was
n = 56 oesophagus metastatic lesions |bronchosco higher in the latter
The Netherlands n = 36 gastroesophageal were taken under |py for group (7/35) as
Studv t junction direct vision or proximal compared to the
udy type ultrasound tumours. former (3/52).
i Inclusion Criteria uidance. Indirect
Known oesophageal-gastric was also

Aim of the study performed. checklist

To assess the benefit of | Exclusion Criteria , ,

. i Patient selection
d;ag.nosfuc Iai).ar(?[sco%)]/ for! Insufficient laparoscopic . .
2:890'2%;353 ients wi examination (due to adhesions Risk of bias:
gastroesophageal junction from previous surgery) Was a consecutive
and or random sample
hepatopancreaticobiliary of patients enrolled?
tumours. Yes
Study dates Was a case-control

design avoided?

June 1992 and December Yes

1996.

. Did the study avoid

Source of fundlng inappropriate

ions?

Not reported. exclusions? Yes
Could the selection
of participants have
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introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? High risk
- included
participants were of
two groups - initially
those with
mid/upper
oesophageal cancer
were included, but
these were
excluded from later
recruitment.
Therefore the value
of laparoscopy for
junctional tumours
may be
underestimated
(due to the inclusion
of participants in
whom laparoscopy
yielded little
information).

Index tests

Risk of bias:
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Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes
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Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

354
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Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

O'Brien, M. G., Fitzgerald,
E. F., Lee, G., Crowley,
M., Shanahan, F.,
O'Sullivan, G. C., A
prospective comparison of
laparoscopy and imaging
in the staging of
esophagogastric cancer
before surgery, American
Journal of
GastroenterologyAm J
Gastroenterol, 90, 2191-4,
1995

Sample size
n=145
Characteristics

Age: 65+£10.3 yrs
Male: 66%
21%SCC and 76%
adenocarcinoma

Site of adenocarcima tumour:
stomach (57/110), GE junction

(39/110) and distal oesophagus

(14/110)

Tests

Upper Gl
endoscopy and
biopsy, and
combined staging
(abdominal
ultrasound and CT
of chest and
abdomen) were
performed on
every patient.

Laparoscope: A
storze oblique

Methods

"Of 186
presenting
patients,
145 were
recruited to
the study."
The study
did not
mention why
they did not
recruit the
rest 41
patients.

Results

Four of 145 patients who
were negative for metastases
refused surgery and were
excluded from the analyses.
Out of 141 included, 106
patients who were negative
for disseminated disease by
laparoscopic staging went on
for surgical exploration.
Among them, 98 patients
received curative resection, 4
underwent palliative bypass
and 4 were false negatives.

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes
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Ref Id
559294

Countryl/ies where the
study was carried out

Ireland

Study type
Prospective cohort
Aim of the study

To carry out a prospective
comparison of
laparoscopy and
combined imaging (CT
and ultrasound) in the
preoperative staging of
distal oesophageal and
gastric cancer in patients
who were selected for
surgery

Study dates

August 1989 and July
1994

Source of funding

Health Research Board of
Ireland and the Cancer
Research Appeal

Inclusion Criteria

All patients referred for
treatment of carcinoma of distal
oesophagus or stomach

Exclusion Criteria

Patients with clinically evident
metastatic disease

Patients unfit for radical
excisional surgery

viewing with a
Wiest Laproflow
Insufflator; was
done under GA
with intermittent
positive pressure
ventilation; was
inserted
subumbilically, if
feasible. If
indicated, biopsy
were taken.
Laparoscopy and
scanning was
done 2 weeks
before the
definitive surgery.

Standard test:
histologically
proven metastatic
disease outside
the potential field
of resection

"The
radiologist
and
laparoscopis
t were
blinded to
the results
of their
colleagues'
investigation

S

Of 35 patients with
metastases, 7 patients
underwent surgical palliation
whereas 28 patients received
non-surgical treatment.

Number of patients with
metastases (outside the field
of resection) being detected
preopertively by
laparoscopy/Total number of
patients assessed

Stomach (AC): 16/57 (28%)
GEJ (AC): 8/39(22%)
Oesophagus (AC): 6/14
(43%)

SCC: 5/30 (17%)

Other: 0/5

At surgery, four more
patients (AC stomach) were
discovered to have
metastases.

Staging of AC of
Oesophagogastric region
(n=106)

Sensitivi
(%)

Specifici
(%)

76/76(1

uUsSG 00)

8/30(27)

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A
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Could the conduct
interpretation of

theindex test have
introddced bias?

Applicability:

é there concern
at the index test,

11/30(3 |75/76(2
CcT A 5

gombi”e 11/30(3 |75/76(9 |4 ow ridk
d g 9)

imaging

Laparosc |29/30(9 [72/76(9

opy 7) 5)

'c-)apfrosc 29/30(9 |76/76(1

b.py 7) 00)

iopsy

its conduct or
interpretation differ
dpm the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or

interpretation have
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introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

358
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Could the
participant flow
have introduced
bias? Low risk

Other information

Full citation

Pech, O., Gunter, E.,
Dusemund, F., Origer, J.,
Lorenz, D., Ell, C.,
Accuracy of endoscopic
ultrasound in preoperative
staging of esophageal
cancer: results from a
referral center for early
esophageal cancer,
EndoscopyEndoscopy,
42, 456-61, 2010

Ref Id
545107

Country/ies where the
study was carried out

Germany

Study type

Sample size
n=100
Characteristics

Mean age in years: 64.53 years
Male %: 80%

Inclusion Criteria

Patients with confirmed early
cancer in Barrett's oesophagus

Exclusion Criteria

Patients with prior CT for
staging done by the referring
physicians

Tests

All patients with
proven cancer had
intensive staging
using endoscopic
ultrasound (EUS)
and helical CT of
the chest and
upper abdominal
organs. They also
underwent
abdominal
ultrasound
examination to
detect
intraabdominal
lesions. These
patients were then
categorised to 1)
patients without
any suspicious
lymph nodes; 2)
patients with

Methods

Results

Staging accuracy of correct
T1m-category staging with
miniprobe EUS

pT1m pT1imn
correct correct
EUS- 39 13
+ve
EUS-ve |5 5

Staging accuracy of correct
T1sm-category staging with
miniprobe EUS

pTsm pTsmn
correct correct
EUS
+ve 3 6

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Unclear

Could the selection
of participants have
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Prospective cohort study
Aim of the study

To evaluate computed
tomography (CT) and
endoscopic ultrasound
(USG) as part of the
regular staging protocol in
oesophageal cancer in
patients with early cancer
of Barrett's oesophagus

Study dates

October 1999 to October
2001

Source of funding

None

mediastinal or
celiac lymph
nodes > 1 cm in
size or lymph
nodes < 1 cm at
the tumour level
without suspicious
EUS
characteristics
and 3) patients
with lymph node >
1 cm at the
tumour level or
round and
hypoechoic lymph
nodes with sharp
margins on EUS
independent of
size and location.
The gold standard
for assessing T
category was
histology (based
on endoscopic
resection or
surgical
specimens). When
advanced
carcinoma (>T1)
was suspected
after the staging
process, patients
were referred for
surgery.

EUS -
ve

introddced bias?
Unclear risk

Staging accuracy of
identifying T1 from T2 or
T3 staging with miniprobe
EUS

pT1|>pT1

EUS-T1 |55 |0

EUS>T1|0 |7

pT1m=mucosal carcinoma on
histology;
pT1sm=submucosal
carcinoma on histology;

pT2= carcinoma invading
muscular layer on histology;
pT3=carcinoma invading
serosa on histology

Out of 100 patients, 23
patients were scheduled for
surgery. Eleven of them
finally had surgery while
others were unfit or declined
the surgery. Five of them had
mucosal invasion whereas

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Unclear

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
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six of them had malignancy |from the review

Patients with on pathology (T2: n=4 and  |question? Low risk
suspected T3: n=2)

advanced cancer Reference standard
(>T1) were Lymph node staging EUS : -
referred for compared with pathology at Risk of bias:
surgery. If they surgical resection (n=11) Is the reference
were unfit or standard likely to
declined surgery Ref+ve|Ref-ve| |correctly classify the
and _ target condition?
chemoradiotherap Index +ve|6 0 Yes

y, they were

treated Index -ve |2 3 Were the reference
endoscopically standard results
with palliative calculated by the NGA interpreted without
intent. Patients technical team from data knowledge of the
with mucosal reported in the article results of the index
canctgr received using https://www.medcalc.or |test? Unclear
curative : :

endoscopic g/calc/diagnostic_test.php Could the reference
resection. In standard, its
patients with conduct or
category 2 lymph interpretation have
nodes, the further introduced bias?
procedure Unclear risk
depended on the o

local tumour stage Applicability:
assessed using Is there concern
diagnostic that the target
endoscopic condition as defined
resection by the reference

standard does not
match the review
question? Low risk
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Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants

receive a reference
standard? Yes with
T staging but not N
staging

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes.

Could the
participant flow
have introduced
bias? Unclear risk

Other information

Full citation

Sample size

Tests

Methods

Results

Limitations
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Pech, O., May, A., Gunter,
E., Gossner, L., Ell, C.,
The impact of endoscopic
ultrasound and computed
tomography on the TNM
staging of early cancer in
Barrett's esophagus,
American Journal of
GastroenterologyAm J
Gastroenterol, 101, 2223-
2229, 2006

Ref Id
486403

Countryl/ies where the
study was carried out

Germany

Study type

Prospective cohort study
Aim of the study

To investigate the staging
accuracy of endoscopic
ultrasound in oesophageal
cancer

Study dates

February 2003 to
December 2007

n=179
Characteristics

Mean age= 64.4 years

Male %= 79% (142/179)
Adenocarcinoma: SCC = 134:45

Inclusion Criteria

Patients with Barrett's

adenocarcinoma or squamous

cell carcinoma of the

oesophagus who had received
EUS staging at our department

Exclusion Criteria

All the
investigations
were done by two
experienced
endosonographer
s. Before
endoscopic
ultrasound (EUS),
all of the patients
had
oesophagogastros
copy. Patients
with stenotic
lesions received
bougienage and
EUS was done 1
day later.

Lymph nodes
were regarded as
malignant if
size=210 mm,
round shape,
hypoechoic
pattern and clearly
visible borders.
Moreover,
abdominal and
thoracic CT and
abdominal
ultrasound was
done in all
patients. Surgery
was performed 2-

Diagnostic performance of
EUS by T stage (%, 95%Cil)

QUADAS 2
checklist

Patient selection

7 Risk of bias:

T1 T2
Senstiviy 22075 4326

Was a consecutive
or random sample
of patients enrolled?

Specificity 96) 90)

Yes

Was a case-control

©

design avoided?
Yes

Did the study avoid

92(84- |37(22- |4
PPV log)  [55) |7
NPy [BU070- [8B(e2

inappropriate
exclusions? No- the
study excluded

Accuracy |74(66-80)

patients with
curative endoscopic

Diagnostic performance of
EUS in N staging

pNO|pN1
EUS NO|82 |20
EUS N1(29 (48

%(95%Cl)

therapy, palliative
endoscopic therapy
and inclusion in
other EUS study

Could the selection
of participants have
introduced bias?
High risk

Applicability:

Is there concern
that the included
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Source of funding

Not reported

4 weeks after
staging.

The study
included only
patients who
underwent
surgical treatment.

Sensitivity [ 71(58-81)

Specificity | 74(65-82)

PPV 62(51-73)

NPV 80(71-87)

calculated by the NGA
technical team from data
reported i the article

using https://www.medcalc.or
g/calc/diagnostic_test.php

participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Unclear

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard

Risk of bias:
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Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval

365
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between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Other information

Full citation

Lameris, J. S.,
Laparoscopy and
laparoscopic

Romijn, M. G., Van
Overhagen, H., Spillenaar
Bilgen, E. J., lizermans, J.
N. M., Tilanus, H. W.,

ultrasonography in staging

Sample size

N =60
Characteristics
n = 54 male

n =6 female

Tests

Combined
laparoscopy and
laparoscopic
ultrasonography
was performed
under general
anaesthesia.

Methods

The number
of additional
metastases
identified
with these
techniques
was
reported, as

Results

N.B. results of laparoscopy
only are reported here.

Change in management plan
following laparoscopy

5/60 (8%, 95% Cl 3 to 18%)t

Limitations
Other information

QUADAS 2
checklist

Patient selection

Risk of bias:

366
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of oesophageal and

cardial carcinoma, British

Journal of SurgeryBr J
Surg, 85, 1010-1012,
1998

Ref Id
559410

Country/ies where the
study was carried out

The Netherlands
Study type

Prospective cohort study

Aim of the study

To assess the utility of
laparoscopy and

laparoscopic ultrasound in
patients with oesophageal

carcinoma.

Study dates

October 1993 to January

1996
Source of funding

Not reported.

Mean age 61.7 years (range 43
to 79)

n = 40 carcinoma of the
oesophagus (including n = 15
squamous cell carcinoma and n
= 25 adenocarcinoma)

n = 20 adenocarcinoma of the
gastric cardia

Inclusion Criteria

Biopsy proven carcinoma of the
oesophagus or gastric cardia.

Exclusion Criteria

Metastasis identified on
preoperative imaging
(gastroscopy, bronchoscopy,
ultrasonography of
supraclavicular region and
abdomen, CT scan of the chest
and upper abdomen or
endosonography).

was the
sensitivity
and
specificity of
laparoscopy
and
laparoscopic
ultrasound
to identify
metastatic
disease.

(n =1 liver metastasis, n = 3
peritoneal metastasis, n = 1
omental metastasis)

T calculated by the NGA
technical team from data
reported in the article,

using http://statpages.info/co
nfint.html

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes
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If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

368
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Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

369
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Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Salahudeen, H. M., Balan,
A., Naik, K., Mirsadraee,
S., Scarsbrook, A. F.,
Impact of the introduction
of integrated PET-CT into
the preoperative staging
pathway of patients with
potentially operable
oesophageal carcinoma,
Clinical RadiologyClin
Radiol, 63, 765-73, 2008

Ref Id
514601

Countryl/ies where the
study was carried out

UK

Sample size
n=25
Characteristics

Mean age (range): 62 (37-79)
years

Male%: 17/25 (68%)
Adenocarcinoma: SCC: Mixed

cell = 15/25 (60%): 8/25 (32%):

2/25 (8%)
Oesophagus: OGJ =
21/25(84%):4/25(16%)

Inclusion Criteria

de novo oesophageal or
gastrtooesophageal junction
(OGJ) malignancy who were
potentially suitable for radical
treatment and who underwent
FDG PET-CT

Tests

PET-CT vs
histology of the
surgically resected
tumour and lymph
nodes

PET-CT was
performed within 1
month following
conventional
imaging. The
images were
reviewed by
experienced
physician and
radiologist.

Postoperative
surgical histology
was used as a

Methods

Results

PET-CT was not used for
evaluating T staging of the
tumour

Surgical resection with
curative intent was carried
out in 15 patients whereas
the rest (n=10) had
unresectable tumour or unfit
for surgery. Ivor-Lewis
oesophagectomy was
performed in majority (n=12)

PET-CT vs histological
staging (p=0.03)

PET-CT(+)|PET-CT(-)

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Unclear

370
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Study type

Retrospective cohort
study

Aim of the study

To examine the role of
positron emission
tomography computed
tompgraphy (PET-CT) in
oesophageal carcinoma
staging, in predicting
prognosis and its
influence on surgical
management

Study dates

1 September 2004 to 31
April 2007

Source of funding

Not reported

Exclusion Criteria

reference
standard for the
presence (N1) or
absence (NO) of
local nodal
disease.

Note - EUS in the
study was not
considered for all
patients so EUS
was not included
for the review

pN1 (4 8 1¢ould the selection
f participants have
pNO|0 3 3 introduce_d bias?
Unclear risk

Management outcome

Number of patients who had
altered management after
PET-CT = 10/25 (40%)

Five out of eight patients with
active lesions on PET-CT
were deemed inoperable
whereas five patients with
metabolically inactive PET-
CT had altered management
and had surgery with curative
intent

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Unclear

If a threshold was
used, was it pre-
specified? Unclear

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:
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Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
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by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No - only
patients with
histological results
were included.

Could the
participant flow
have introduced
bias? High risk

Other information
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Full citation Sample size Tests Methods Results Limitations
Salminen, J. T., Farkkila, |n=32 Olympus EUS T stage vs pathological |[QUADAS 2
M. A., Ramo, O. J., o echoendoscope T stage (pT) checklist
Toikkanen, V., Simpanen, Characteristics UM-20 was used Patient select
i atient selection
J., Nuutinen, H Salo, J. Median age (range): 58 (39-77) and performed 1-2 oT CorrectT stage/
A., Endoscopic weeks before no of patients (Accuracy . o
. years Risk of bias:
ultrasonography in the _ 0 surgery. The TNM
: : Male= 31/32 (98%) . ) .
preoperative staging of staging was given pT1 |1/7(14.3%) Was a consecutive
adenocarcinoma of the prospectively or random sample
distal oesophagus and Inclusion Criteria without knowledge pT2 |2/5(40%) of patients enrolled?
oesophagogastric _ _ of the Yes
junction, Scandinavian Adenocarcinoma of the distal  |postoperative T3 |18/20 (90%)
Journal of oesophagus or pathologic TNM Was a case-control
GastroenterologyScand J [0€sophagogastric junction staging. TNM T4 lo design avoided?
Gastroenterol, 34, 1178- |without distant metastases stage of UICC for P Yes
82, 1999 . o oesophageal . .
Exclusion Criteria carcinoma was Total|21/32 (65.6%) !Z)ld the stgdy avoid
Ref Id used EUS N " I inappropriate
o stage vs pathological |exclusions? Unclear
550423 T1: mucosal and N stage (pN)

. submucosal wall Could the selection
Country/ies where the thickening Correct N stage/ of participants have
study was carried out T2: invasion into PN 110 of patients(Accuracy|introduced bias?

muscularis propria Unclear risk
Finland T3: invasion into
Studv t adventitia PNO |4/12(33.3%) Applicability:
udy type T4: invasion into N1 |19/20(95%) Is th

- other mediastinal P 0 S there concern
Prospective cohort study organs that the included
Aim of the study Total |[23/32(71.9%) participants do not

NO: no lymph match the review
node metastasis question? Low risk
374
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To examine the role of
endoscopic ultrasound in
preoperative staging of
adenocarcinoma of the
distal oesophagus and
oesophagogastric junction

Study dates

September 1994 to
February 1999

Source of funding

Finnish Foundation for
Gastroenterolgoical
research and grants from
the Research Foundation
of the Helsinki University
Central Hospital

N1: metastasis in
regional lymph
nodes
(mediastinal and
perigastric nodes)

M1a: metastasis
to coeliac nodes
M1b: other distant
metastases

Operative method:
via transthoracic
route by using left
thoracoabdominal
incision, right
thoracotomy and
laparotomy or
right thoracotomy,
laparotomy and
cervicotomy.
Radical en bloc
resection was
performed. The
specimens were
examined by
senior
pathologists.

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? Unclear

Could the conduct
or interpretation of
the index test have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
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target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

376
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Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Other information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Sample size Tests Methods Results Limitations
Sarela, A. |, Lefkowitz, R.,|n = 657 Laparoscopic The Change in management plan |N.B. participants
Brennan, M. F., Karpeh, o staging was detection of |following laparoscopy who underwent
M. S., Selection of Characteristics conducted in a M1 disease . . laparoscopy but
patients with gastric n =371 male standard manner. |by 153/657 (23%, 95% CI 20 to |then proceeded to
adenocarcinoma for Laparoscopic laparoscopy 26%)t neoadjuvant
laparoscopic staging, n = 286 female ultrasound was was (n = 151 identified with M1 chemotherapy prior
American Journal of performed at the |compared to disease by laparoscopy) to surgical resection
SurgeryAm J Surg, 191, discretion of the  |final surgical were excluded from
134-138, 2006 _ . . operating staging the diagnostic

P = 449 well differentiated surgeon. The results. accuracy
RefId umour location and calculations.
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extent of

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

559425 n = 208 poorly differentiated peritoneal disease |Pre- Detection of metastatic Other information

tumour i operative disease
Country/ies where the was %rogpg_ctlvely stZ\ging QUADAS 2
study was carried out Inclusion Criteria recorded. Blopsy included CT |(excludes 105 participants  |checklist

of para-aortic who proceeded to
i des or other abdomen - Patient selection

USA Htad.undirgonte_Iaparoscoplc zgn egional and pelvis. |neoadjuvant chemotherapy

staging of gastric - ' i . .
Study type adenocarcinoma. lymph nodes was |Chest CT, PO to laparotomy) Risk of bias:

. only performed if |[MRland Metastasi .
Retrospective cohort Primary cancer judged to be clinically indicated. endoscopic Was a consecutive
study more advanced that early The diagnosis of |ultrasound S or random sample

o gastric cancer. M1 discase was | were confirmed of patients enrolled?
Aim of the study confirmed by selectively Irlus’[ologlca No Yes
To identify patients in histopathology in ~ [Used- ’ : 2?: tgr? t Was a case-control
whom laparoscopy is not | Exclusion Criteria all cases. (following 1%.7, * | design avoided?
required for staging of laparosco |Nistoloty, oo
gastric cancer. Bleeding or gastric obstruction py and/or
that required operation laparotom Did the study avoid
Study dates irrespective of disease stage y) inappropriate
, exclusions? Yes
April 1993 to May 2002. | pefinite evidence of M1 disease .
at radiological stagin Metastasi Could the selection
Source of funding 9 9ing s .
o dentified of participants have
Not reported. Contraindication for gastrectomy ot 151 0 introduced bias?
Received chemotherapy or laparosco Low risk
radiation therapy prior to the first py Applicability:
laparoscopy.
- . No Is there concern
Incomplete clinical details. metastasi that the included
s at 41 360 |participants do not
|aparosco matCh the reVieW
py question? Low risk
Index tests
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192 360

Sensitivityt (95% CI): 78.7%
(72.2t0 84.2)

Specificityt (95% Cl): 100%
(99.0 to 100)

Positive likelihood ratiot
(95% Cl): « (not calculable)

Negative likelihood ratio}
(95% ClI): 0.21 (0.16 to 0.28)

Positive predictive valuet
(95% ClI): 100% (not
calculable)

Negative predictive valuet
(95% Cl): 89.8% (87 to 92)

fcalculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

Fcalculated by the NGA
technical team from data
reported in the article

R'sgsoj bias:
Z he index

tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

379
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using https://www.medcalc.or
g/calc/diagnostic_test.php

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference

380
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standard? No -
some patients
proceeded to
neoadjuvant
chemotherapy

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? No -
patients undergoing
neoadjuvant
treatment were
excluded as
metastatic disease
could not be
formally
ascertained.

Could the
participant flow
have introduced
bias? Low risk

Full citation

Staiger, W.,
Ronellenfitsch, U.,
Hofheinz, R. D., Strobel,
P., Hahn, M., Post, S.,

Sample size
n=47

Characteristics

Tests

EUS was

performed by
using a rotating

sector scan

Methods

Results

Variable

pT1

pT2

pT3

o W

pT4

Limitations

QUADAS 2
checklist

Patient selection

381
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Collet, P., Kahler, G.,
Schwarzbach, M.,
Endoscopic ultrasound in
the pre-therapeutic
staging of
gastroesophageal
adenocarcinoma: The
diagnostic value in
defining patients eligible
for a neoadjuvant
chemotherapy regimen,
Wideochirurgia i Inne
Techniki
MaloinwazyjneWideochir,
5, 1-6, 2010

Ref Id
559470

Countryl/ies where the
study was carried out

Germany

Study type

Prospective cohort study
Aim of the study

To assess the diagnostic
value of endoscopic
ultrasound for defining
patients eligible for
neoadjuvant
chemotherapy

Inclusion Criteria

Patients who underwent elective
resection with curative intention
for primary adenocarcinoma of

the stomach,

gastrooesophageal junction and

lower oesophagus

Patients who would have been
eligible for neoadjuvant

chemotherapy

Exclusion Criteria

echoendoscope
Surgical treatment
for all patients was
subtotal or total
gastrectomy with
D2-
lymphadenectomy
, transhiatal
extended total
gastrectomy or
abdomino-thoracic
resection of the
oesophagus.

The results of the
EUS staging were
compared with
histopathological
results obtained
from the surgical
specimen which
were considered
gold standard.

uT1 7 |5 |- |- |qRisk of bias:
Was a|consecutive

utT2 2 8 [3 |- 118rrandom sample
of patignts enrolled?

uT3 - 13 19 |- 19es

uT4 - |- |- |- |@Was a|case-control
design avoided?
Yes

Al o |16 [12 o |37

cases Did the study avoid
inappropriate
exclusions? Yes

Variable pNO pN+ All cases Could the selection
of participants have

uNO 13 (9 |22 introduced bias?
Low risk

uN+ 3 |9 [12 N
Applicability:

All cases(16 |18 |34

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
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Study dates

January 2006 and June
2007

Source of funding

Not reported

of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the

383
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results of the index
test? Unclear

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Unclear

Did all participants
receive a reference
standard? Yes

Did participants
receive the same

384
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reference standard?
Yes

Were all patients
included in the
analysis? No - one
participant with T2
disease, and three
lesions where
invasion (mucosal
or submucosal was
unclear) were
excluded.

Could the
participant flow
have introduced
bias? Unclear risk

Other information

Full citation

Strandby, R. B.,
Svendsen, L. B., Fallentin,
E., Egeland, C., Achiam,
M. P., The
Multidisciplinary Team
Conference's Decision on
M-Staging in Patients with
Gastric- and
Gastroesophageal Cancer
is not Accurate without
Staging Laparoscopy,

Sample size

n =222
Characteristics
n =169 male

n = 53 female

Age:

Tests

Staging
laparoscopy was
conducted under
general
anaesthesia.
Careful inspection
for any evidence
of peritoneal
carcinomatosis or
liver metastasis
was conducted.

Methods

Pre-
operative
investigation
s included
spirometry,
upper
endoscopy
with biopsy,
CT of the
chest and
abdomen

Results

Gastric cancer

Change of management plan

8/48 (17%, 95% CI 7 to 30)t

(n = 8 peritoneal metastasis)

Gastroesophageal

junction/oesophageal cancer

Limitations

Note that the
majority of
participants in the
oesophageal cancer
group (171/174) had
gastroesophageal
junction disease.

Other information

385
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Scandinavian Journal of
Surgery, 105, 104-108,
2016

Ref Id
488240

Countryl/ies where the
study was carried out

Denmark
Study type

Retrospective cohort
study

Aim of the study

of staging laparoscopy in
gastrooesophageal
cancers.

Study dates

2010 to 2012

Source of funding

Not reported.

To assess the contribution

n = 9 aged <50 years
n = 124 aged 50-70 years
n = 89 aged >70 years

Tumour site

n = 174 oesophagus and
gastroesophageal junction

n = 48 gastric

Histology:

n = 196 adenocarcinoma
n = 19 signet ring

n =3 squamous cell

n = 2 mixed

n = 2 neuroendocrine
Inclusion Criteria

Patients discussed at the MDT
for gastric or oesophageal
carcinoma

Considered to be operable and
resectable

Intraoperative
ultrasound was
not performed.
Suspicious lesions
and any ascites
were sent for
histological/cytolo
gical confirmation
of metastatic
disease.

For patients with a
negative
laparoscopy,
neoadjuvant
chemotherapy and
subsequent
resection of
tumour were
offered.

combined
with
ultrasound
of the neck.
20 patients
underwent
PET-CT.

Change of management plan

13/174 (7%, 95% Cl 4 to
12)t

(n = 9 peritoneal metastasis,
n = 4 liver metastasis)

tcalculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co
nfint.html

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests

Risk of bias:
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Information on laparoscopy
results available

Exclusion Criteria

Suspicion of metastatic disease
on pre-operative imaging.

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes
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Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

388
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Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Vilgrain, V., Mompoint, D.,
Palazzo, L., Menu, Y.,
Gayet, B., Ollier, P.,
Nahum, H., Fekete, F.,
Staging of esophageal
carcinoma: comparison of
results with endoscopic
sonography and CT, AJR.
American Journal of
RoentgenologyAJR Am J
Roentgenol, 155, 277-81,
1990

Sample size

n=32

Characteristics

Median age (range): 58 years
(39-77)

Male %: 97% (31/32)

Inclusion Criteria

Patients with adenocarcinoma
of the distal oesophagus or
oesophagogastric junctional

Tests

Olympus
echoendoscope
was used and
endoscopic
ultrasound (EUS)
was performed 1-
2 weeks before
surgery and TNM
staging were
given
prospectively
without knowledge

Methods

Results

correct T/
number of patients
(accuracy%)

pT1

1/7(14.3)

pT2

2/5(40)

pT3

18/20(90)

pT4

0/0

Limitations

QUADAS 2
checklist

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

389
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Ref Id
559556

Countryl/ies where the
study was carried out

Finland

Study type

Prospective cohort study
Aim of the study

To evaluate the accuracy
of endoscopic ultrasound
in adenocarcinoma of the
oesophagus and
oesophgogastric
junctional cancer

Study dates

September 1994 and
February 1999

Source of funding

The Finnish Foundation
for gastroenterological
research and grants from
the Research Foundation
(EVO) of the Helsinki
University Central Hospital

cancer without distant
metastases

Exclusion Criteria

of pathologic TNM
staging.

EUS Staging
criteria: mucosal
and submucosal
wall thickening; T2
= infiltrates
muscularis
propria;
T3=infiltrates into
the adventitia;
T4=tumour
invasion into other
mediastinal
structures

Operative method
applied:
transthoracic route
by left
thoracoabdominal
incision, right
thoracotomy and
laparotomy or
right thoracotomy,
laparotomy and
cervicotomy.

Patients with
subtotal resection
of the oesophagus
and stomach
(n=19); patients
with subtotal

Total

21/32(65.6)

CorrectN/
number of patients
(accuracy%)

pNO

4/12(33.3)

pN1

19/20(95)

Total

23/32(71.9)

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A
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resection of the
oesophagus and
total gastrectomy
(n=13).

Pathology: all
specimens stained
with HE and PAF
staining. pTNM
stage was given
according to UICC
handbook

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? unclear

Could the reference
standard, its
conduct or
interpretation have

391
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introduced bias?
Unclear risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

392
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Could the
participant flow
have introduced
bias? Low risk

Other information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Sample size Tests Methods Results Limitations
Wilkiemeyer, M. B., n=40 Staging Pre- Detection of intra-abdominal |Other information
Bieligk, S. C., Ashfaq, R., o laparoscopy was |operative metastasis
Jones, D. B., Rege, R. V., | Characteristics conducted under |staging is QUADAS 2
Fleming, J. B., _ general not checklist
. n =32 male .
Laparoscopy alone is anaesthesia. The |reported. . Pati :
. . : : Metastati . atient selection
superior to peritoneal n =9 female peritoneum, liver, ) Confirm
cytology in staging gastric pouch of Douglas, |All patients c onof |Risk of bias:
and esophageal root of mesentery, |Without disease .
carcinoma, Surgical , , . caudate lobe and [€vidence of fi no Was a consecutive
EndoscopySurg Endosc Median age at diagnosis 62.5 | 050 sac were  |Metastatic cONtirMe | hetastg or random sample
18, 852-6, 2004 - |years examined. disease d of patients enrolled?
Suspicious lesions |underwent . unclear
Ref Id were biopsied for |l@parotomy Metastasi
=31 i i i with s Was a case-control
559586 n = 31 gastric cancer Ql)sr::‘)i:'(r)r?:’iiaol N of exploration ||identified - 0 design avoided?
Country/ies where the n = 10 oesophageal cancer metastasis. and . at Yes
study was carried out Inclusion Criteria resection. laparosop Did the study avoid
USA , Identification ||Y inappropriate
Gastric or lower oesophageal of exclusions? Yes
Study type carcinoma metastatic  ||No ,
'Y Planned operative resection disease by | metastasi 0 18 oo 'th'e selection
Prospective cohort study P laparoscopy ||s of participants have
Exclusion Criteria was identified
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Aim of the study

To assess the additional
benefit of peritoneal
washings to staging of
oesophageal and gastric
malignancies.

Study dates
Not reported.
Source of funding

The Society of American
Gastrointestinal
Endoscopic Surgeons.

Inability to complete
laparoscopy

compared to
final staging
of intra-
abdominal
metastasis
by
laparotomy.

at
laparosco

Py

introddced bias?
Low risk

Applicability:

22 18

Is there concern
thatthe included
DartQ:i( ants do not

Sensitivity (95% Cl)t: 100%
(84.6 to 100)

Specificity (95% CI)t: 100%
(81.5to 100)

Positive likelihood ratio (95%
Cl): = (not calculable)

Negative likelihood ratio
(95% Cl): 0.00 (not
calculable)

Positive predictive value
(95% CI)t: 100% (not
calculable)

Negative predictive value
(95% CI)t: 100% (not
calculable)

T 95% confidence interval
calculated by the NGA
technical from data reported
in the article

match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
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using https://www.medcalc.or
g/calc/diagnostic_test.php

T point estimate and 95%
confidence interval calculated
by the NGA technical team
from data reported in the
article

using https://www.medcalc.or
g/calc/diagnostic_test.php

from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk
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Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same
reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

Full citation

Yau, K. K., Siu, W. T,
Cheung, H. Y., Li, A. C,,
Yang, G. P., Li, M. K,,
Immediate preoperative

Sample size
N =63

Characteristics

Tests

Laparoscopic
staging was
performed
immediately prior

Methods

The number
of

unexpected
metastases

Results

Change in management
following laparoscopy

Limitations
Other information

QUADAS 2
checklist

396
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laparoscopic staging for
squamous cell carcinoma
of the esophagus,
Surgical EndoscopySurg
Endosc, 20, 307-10, 2006

Ref Id
545511

Country/ies where the
study was carried out

Hong Kong
Study type

Retrospective cohort
study

Aim of the study

To evaluate the efficacy of
laparoscopic staging for
the management of
squamous cell carcinoma
of the mid and distal
oesophagus.

Study dates

January 1998 to January
2004.

Source of funding

Not reported.

(not reported for full cohort, only
for patients who underwent
resection, of whom n =47 male,
n = 7 female, median age 66
years)

Inclusion Criteria

Histologically confirmed
squamous cell carcinoma of the
oesophagus.

Operative treatment.
Exclusion Criteria

Not reported.

to laparotomy and
resection. The
peritoneal cavity
and pelvis were
examined, and
biopsies of
suspicious lesions
were taken for
frozen section.

identified at
laparoscopy
was
recorded.

Pre-
operative
staging
included
barium
swallow, CT
chest and
abdomen,
endoscopy,
bronchosco
py and
endoscopic
ultrasonogra
phy (from
2000
onwards).

7/63 (11%, 95% CI 5 to
22%)t

(n = 5 abdominal metastases,

n = 2 other medical
conditions that precluded
oesophagectomy)

1 calculated by the NGA
technical team from data
reported in the article

using http://statpages.info/co

nfint.html

Patient selection
Risk of bias:

Was a consecutive
or random sample
of patients enrolled?
Yes

Was a case-control
design avoided?
Yes

Did the study avoid
inappropriate
exclusions? Yes

Could the selection
of participants have
introduced bias?
Low risk

Applicability:

Is there concern
that the included
participants do not
match the review
question? Low risk

Index tests
Risk of bias:

Were the index
tests interpreted
without knowledge
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of the reference
standard? Yes

If a threshold was
used, was it pre-
specified? N/A

Could the conduct
or interpretation of
the index test have
introduced bias?
Low risk

Applicability:

Is there concern
that the index test,
its conduct or
interpretation differ
from the review
question? Low risk

Reference standard
Risk of bias:

Is the reference
standard likely to
correctly classify the
target condition?
Yes

Were the reference
standard results
interpreted without
knowledge of the

398
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results of the index
test? No

Could the reference
standard, its
conduct or
interpretation have
introduced bias?
Low risk

Applicability:

Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? Low risk

Flow and timing
Risk of bias:

Was there an
appropriate interval
between index tests
and reference
standard? Yes

Did all participants
receive a reference
standard? Yes

Did participants
receive the same

399
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reference standard?
Yes

Were all patients
included in the
analysis? Yes

Could the
participant flow
have introduced
bias? Low risk

F.63 HER2 testing in adenocarcinoma

4 Which people with adenocarcinoma of the stomach and oesophagus should have their tumours HER2 tested?

5 No evidence was available for this review.

F.76¢ T1INO oesophageal cancer

7 What is the optimal management of TINO oesophageal cancer?

Study details Participants Interventions | Methods Outcomes and Results Comments

Full citation Sample size Interventions | Details Results Limitations
Extended EMR group [Endoscopic |Surgical resection group Overall 5 year survival Non-

Shimizu, Y., n=26 mucosal Patients underwent esophagectomy  [HR: 1.59 [0.49-5.14] favours surgical resection randomized

Tsukagoshi, H., Fujita, [Surgical resection resection or  |with lymph node dissection at our

M., Hosokawa, M., group n=44 surgical hospital (including the 8 patients

Kato, M., Asaka, M., resection who underwent esophagectomy

Long-term outcome after EMR). _Other .

after endoscopic All resection specimens from the information

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Country/ies where the
study was carried out

Japan

Study type
Comparative observati
onal study

Aim of the study

To prospectively
evaluate long-term
outcome after EMR in
patients with squamous
cell esophageal
carcinomas invading
the muscularis
mucosae or deeper as
compared with a
similar group of
patients who
underwent surgical
resection

Inclusion criteria
EMR group

Patients with squamous
cell esophageal
carcinoma invading the
muscularis mucosae or
upper submucosa were
enrolled in the study for
EMR if:

(1) increased operative
risk because of
concurrent iliness; OR
(2) presence of another
nonesophageal
advanced cancer; OR
(3) age greater than 75
years; OR

(4) refusal to undergo
open surgery despite
explanation of the risk
of cancer metastasis.

Endoscopic examination and EUS
(including use of a high-frequency
catheter probe) were performed in all
patients to evaluate depth of cancer
invasion.

Together with CT, EUS was also used
to identify lymph node metastases.
Lymph nodes more than 5 mm in
shortest dimension that were
spherical and had distinct borders on
EUS, and those more than 10 mm in
shortest dimension.

After treatment, all patients were
monitored to detect local or distant
recurrence every 3 to 6 months during
the first year after treatment and
annually thereafter. Follow-up
evaluations included upper
endoscopy, CT of the chest and upper
abdomen, and percutaneous US of
the neck and upper abdomen. EUS
was also performed if clinically
indicated.

Endpoints were:

Study details Participants Interventions | Methods Outcomes and Results Comments
mucosal resection in esophagus were cut into longitudinal Calculations
patients with Characteristics slices 2 to 5 mm in width and for survival
esophageal squamous |All patients had embedded in paraffin. Each slice was HR were
cell carcinoma invading |squamous cell stained with hematoxylin-eosin and done using
the muscularis carcinoma of the examined microscopically. The depth the HR
mucosae or deeper, esophagus of cancer invasion was classified calculator
Gastrointestinal Extended EMR group according to the criteria proposed by based on
EndoscopyGastrointest |mean age: 68.4 (SD the Japanese Society for Esophageal Tieney 2007
Endosc, 56, 387-90, 7.8) Diseases. All specimens were methodology
2002 M:F 25:1 reviewed by a single pathologist

Surgical resection blinded to the clinical characteristics
Ref Id group of the patients.

mean age: 62.9 (SD
475064 7.7) EMR

M:F 40:4
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Gastrointestinal
EndoscopyGastrointest

Inclusion criteria

calculated by the Kaplan-Meier
method along with the log-rank test.

HR: 0.45 [0.27-0.78] favours ESD
Pathological margins free
RR: 0.12 (0.04-0.04)

Study details Participants Interventions | Methods Outcomes and Results Comments
Surgical resection Overall survival and cause-specific
group survival: calculated from the date of
Patients with EMR or surgical resection. Overall
Study dates esophageal carcinoma survival included deaths from any
June 1992 - March invading the muscularis cause. Survival curves were plotted
2000 mucosae or the upper according to the Kaplan-Meier
third of the submucosa method. The significance of
differences in survival was assessed
. by the logrank test. Differences in
zourcg of funding frequency distribution were tested with
one listed . L
. L the chi-square test, and quantitative
Exclusion criteria data were examined with two-tailed t
Patients with evidence test. A p value < 0.05 was considered
of lymph node to indicate statistical significance.
metastasis were
excluded.
Full citation Sample size Interventions | Details Results Limitations
EMR n=184 EMR or ESD |Of the 184 EMR procedures, 167 Calculations
Takahashi, H., ESD n=116 were performed from 1994 to 2003, EMR ESD for survival
Arimura, Y., Masao, H., whereas the remaining 17 EMR and HR were
Okabhara, S., Tanuma, all ESD procedures were performed done using
T., Kodaira, J., Kagaya, L. from March 2004 to July 2007. Outcome n IIN n |IN the HR
H., Shimizu, Y., Hokari, | Characteristics Statistics calculator
K., Tsukagoshi, H., EMR A chi-square test was used for based on
Shinomura, Y., Fujita, |Mean age: 66.418.0 nominal or ordinal variables, and the Pathological margins free 1441(184]| 113|| 116| [Tieney 2007
M., Endoscopic M:F 9.2:1 exact P value based on the Pearson methodology.
submucosal dissection |Mean size of cancer: statistic or the Monte Carlo method
is superior to 20411 was applied. Perforation 3 184 || 3 116 | |IRR
conventional ESD We used a t test for scale variables calculated by
endoscopic resection |Mean age: 67.1+8.6 and considered P< 0.05 to be , technical
as a curative treatment |M:F 7.4:1 significant in a 2-tailed test. Stenosis 17 |[184 1/ 20 || 16| |team
for early squamous cell |Mean size of Cumulative disease-free survival rates
carcinoma of the cancer: 3016 and overall survival rates were Cumulative disease-free survival rate Other
esophagus, information
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Study details

Participants

Interventions

Methods

Outcomes and Results

Comments

Endosc, 72, 255-264,
2010

Ref Id
492989

Country/ies where the
study was carried out

Japan

Study type
Retrospective cohort
study

Aim of the study

To analyze the long-
term clinicopathologic
outcomes including the
local recurrence rates
in a large series of
patients with SCCE
who underwent
conventional EMR or
ESD

Study dates
March 1994 - July 2007

Source of funding
None listed

The pathologic depth of
squamous cell cancer
invasion in the resected
specimens was
confined to the mucosal
layer and was graded
from m1 (carcinoma in
situ) to m3 (limited to
the muscularis mucosa)
were prospectively
included in the
database

Patients had confirmed
SCCE by biopsy under
chromoendoscopy with
the Lugol dye-spray
method.

Exclusion criteria
Patients to be treated
by surgery,
chemoradiotherapy,
and/or radiotherapy;
patients who had
previous or adjuvant
treatment,
adenocarcinoma of the
esophagus, or
submucosal invasion;
and patients dropped
from the follow-up
program for any reason

Perforation

RR: 1.59 (0.33-7.73)
Stenosis

RR: 1.87 (1.02-3.41)
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F.82 Surgical treatment of oesophageal cancer

3 What is the most effective operative approach for the surgical treatment of oesophageal cancer?

Study details Participants Interventions Methods Outcomes and Comments
Results
Full citation Sample size Interventions Details Results Limitations
) n=115; Open = 56 vs Both arms: Neoadjuvant Method of Postoperative Random
Biere, S. S., van Berge Minimally invasive= 59 treatment: weekly 50 mg/m?  |randomization: |complication: sequence
Henegouwen, M. I., Maas, K. paclitaxel plus carboplatin and |computer generation:
W., Bonavina, L., Rosman, C., concurrent radiotherapy (41-4 |generated. 1. Anastomoti |low risk
Garcia, J. R, Gisbertz, S. 8., (ot Gy in 23 fractions for 5 days  |Stratified by c leakage |Allocation
Klinkenbijl, J. H., Hollmann, M. | Characteristics . :
, , m, per week). Surgery was centre. Open: 4/56 |concealment:
W., de Lange, E. S., Bonjer, Ope planned 6-8 weeks after Exclusion after (7%) unclear risk
H.J., van der Peet, D. L., n P€ Imio neoadjuvant treatment. Open |randomization: MIO: 7/59 |Blinding
Cuesta, M. A., Minimally (n=5 (n=5||oesophagectomy: right none Lost to (12%) (performance
Invasive versus open 6) 9) ||thoracotomy, midline follow-up: none 2. Pulmonary |bias): low risk
oesophagectomy for patients laparotomy, and cervical Method of complicatio |Blinding of
with _oesophageal cancer: a 62 |62 incision. No cervical incision |allocation ns outcome
multicentre, open-label, Age (years, was used for patients with an |concealment: (mediastiniti |assessment
randomised controlled trial, range) (42- | (34- intrathoracic anastomosis. not reported S, (detection
LancetLancet, 379, 1887-92, 5 |75 Minimally invasive Intention-to- empyema, |bias): high risk
2012 oesophagectomy: right treat analysis: chylous Incomplete
Ref Id Female 10 |16 thoracoscopy, upper yes Description leakage outcome data
abdominal laparoscopy, and |of sample size needing (attrition bias):
470845 Tumour cervical incision. After surgery, |calculation: yes reoperation, |low risk
location all patients were admitted to  |Blinding: no and hiatal |Selective
Countryl/ies where the study the intensive-care unit for blinding herniation) |reporting: low
was carried out Upper third (3 |1 stabilisation and detubation,  |Duration of Open: 2/56 |risk Other bias:
. and were discharged the next |follow-up: 3- MIO: 2/59 |low risk
Netherlands, Spain, ltaly Middle third (22 (26 (|day to a general surgical ward |years
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oesophageal cancer -

Study details Participants Interventions Methods Outcomes and Comments
Results
or medium-care unit. Enteral 3. Intraoperati
Study type Lower third (31 |32 [/feeding day 1 after surgery via ve blood
multicentre open-label percutaneous jejunostomy. loss (M) | other
randomised controlled trial Neoadjuvant (Median information
chemotherap (4 |5 and IQR) | A4ditional
y Open: 475 101 16w-up data
Aim of the study (50 - 3000) was taken
To assess whether minimally ||Neoadjuvant MIO: 200 g0
invasive oesophagectomy chemoradioth |52 |54 (20 - 1200) 1. Maas, K.
reduces morbidity compared |(erapy 4. EORTC W. Cue,sta M.
with open oesophagectomy. Global A., van Berge
health score Hénegouwen
o QoL (0to 1\ “Roig, J.
Inclusion criteria 100; higher |- 2 . 2"
Study dates score, Bonavina, L.,
June 2009 to March 2011 . Aged 18-75 better well- g(i)ssbrgftg, g.,s
years being) Biere, S. S.-, k
_ . WHO Open: 51 1,4, der Peet,
Source of funding performance score (21;44 to D L
Digestive Surgery Foundation <2 58) KI.inI:enbijI J
of the Unit of Digestive « Resectable MIO:61 (18; | Holimann
Surgery of the VU University oesophageal cancer 56t067); | 'wW._de
Medical Centre of intrathoracic p=0.020 Léngé E.S
oesophagus and 5. Length of Bonjer, HJ.
gastro-oesophageal operation Quality’ of Life
junction (min) (Medi |41 ate
an an_d IQR) Complications
%%9”5728)9 After Minimally
Exclusion criteria MIO: 329 Invasive
Cervical (90 - 559) Compared to

Open
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Study details Participants Interventions Methods Outcomes and Comments
Results
6. Resection |Esophagectom
margin - RO |y: Results of a
(>1 mm Randomized
from a Trial, World
resection Journal of
margin) SurgeryWorld
Open: J Surg, 39,
47/56 1986-93,
MIO: 54/59 (2015
7. Resection |2. Straatman,
margin - R1 |J., van der
Open: 5/56 |(Wielen, N.,
MIO: 1/59 |[Cuesta, M. A.,
8. Number of |Daams, F.,
lymph Roig Garcia,
nodes J., Bonavina,
resected (M [L., Rosman,
edianand |C., van Berge
IQR) Henegouwen,
Open: 21 M. 1., Gisbertz,
(7-47) S. S., van der
MIO: 20 (3- |Peet, D. L.,
44) Minimally
9. 30-day Invasive
mortality Versus Open
Open: 0/56 |Esophageal
MIO: 1/59 |Resection:
Three-year
3-year follow-up:  |Follow-up of
the Previously
Reported
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Survival

i) number of
death/recurr
ence

Open:
36/56

MIO: 37/59,
p=0.602

HR with
95%Cl
(open vs
MIO) = 0.89
(0.56 to 1.4)
i) number
of death ~
Open: 36 -
35 (8 local
recurrence
and 27
metastasis)
=1

MIO: 37 -
29 (7 local
recurrence
and 22
metastasis)
=8

3-year
overall
survival

Randomized
Controlled
Trial: the TIME
Trial, Annals of
Surgery., 09,
2017
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

rate= HR
(95%Cl) =
0.961
(0.585 to
1.579)
Open:
41.2% (27.5
to 54.9)
MIO:
42.9%(30.4
to 55.4),
p=0.633

. 3-year

disease free
survival rate
= HR (95%
Cl)=0.946
(0.585 to
1.531)
Open:
37.3%
(23.5% to
49%)

MIO: 42.9
%(28.6% to
55.4%);
p=0.602
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treat analysis:
no

Study details Participants Interventions Methods Outcomes and Comments
Results
Full citation Sample size Interventions Details Results Limitations
n= 87; Transthoracic (TT) |Transthoracic: three-stage Method of Random
Chou, S. H., Chuang, H. Y., 1=47 vs Transhiatal (TH) = |technique — laparotomy, left  [randomization: 1. Anastomoti |sequence
Huang, M. F., Lee, C. H., Yau, 49 oblique cervical incision and  |‘patients were c leakage |generation:
H. M., A prospective . right thoractotomy Transhiatal: [randomly TT: high risk
comparison of transthoracic laparotomy and cervical allocated and TH: Allocation
and transhiatal resection for Characteristics oesophagogastrostomy. operated on by 2. Intraoperati |concealment:
esophageal carcinoma in Feeding jejunostomy was either TTE or ve blood high risk
Asians, Hepato- ™ TH routine for both arms THE approach loss Blinding
GastroenterologyHepatogastr _ _ in turns T (performance
oenterology, 56, 707-10, 2009 (n=47) |(n=40) y ' 25): low i
gy, 9o, , according to the TH: bias): low risk
schedule. l.e. if 3. Lenath of Blinding of
Ref Id Age 54.8+/- ?_?1 the previous ope?ation outcome
470901 (years) 10.3 11.1 patient had (min) assessment
: been treated TT: (detection
Country/ies where the study with TTE the TH: bias): low risk
was carried out Female |, 2 next would be 4. Pneumonia |Incomplete
Taiwan sex operated with TT: outcome data
. THE and so on'. TH: (attrition bias):
Study type I(;i?catlon Exclusion after low risk
randomised controlled trial ¢ randomization: Selective
umour none reporting: low
Lost to follow- risk
] Middle 41 32 up: none Other bias: low
Aim of the study third Method of risk
To compare transhiatal and allocation
transthoracic resection of Lower concealment:
oesophageal cancer in Asians |third 6 8 not reported Other
Intention-to- information
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Study details Participants Interventions Methods Outcomes and Comments
Results
. L Description of
Study dates Inclusion criteria sample size
January 2003-December 2006 calculation: no
o Stage Il and Il Blinding: not
resectable possible
Source of funding oesophageal cancer Duration of
not reported follow-up: 2
years
Exclusion criteria
e Upper third and T4
cancer were
excluded
Full citation Sample size Interventions Details Results Limitations
n=39; 19 patients in Open transhiatal (n=20) vs Method of 19 TT versus 20 Random
Chu, K-M., Law, S.Y., F_Ok’ transthoracic (TT) versus  |open abdominal right-side randomization: |TH sequence
M., Wong, J., A prospective |20 patients in transhiatal  |chest transthoracic (n=19) not reported generation:
randomized comparison of | (T}) approach to oesophagectomy |Exclusion after 1. Anastomoti |unclear risk
transhiatal and transthoracic randomization: c leak Allocation
esophageal carcinoma, . . i
Amgricagn Joumal of Characteristics Lost to follow TH: 0/20 unclear risk
up: none 2. Intraoperati |Blinding
SurgeryAm J Surg, 174, 320- Patient Method of ve blood (performance
4, 1997 characteristi allocation loss (ml) bigs)z low risk
. concealment: TT: 671+47 |Blinding of
Ref Id cs:
none TH: 724+58 |outcome
470903 Intention-to- assessment

410
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Inclusion criteria

Study details Participants Interventions Methods Outcomes and Comments
Results
. treat analysis: 3. Length of |(detection
Country/ies where the study TH |[TT yes operation  |bias): low risk
was carried out (n=2 [(n=1 Description of (min) Incomplete
0) 9) sample size TT: 21017 |outcome data
Hong Kong calculation: no TH: 17446 |(attrition bias):
Study type Female sex |2 2 Blinding: not 4. Pneumonia (low risk
randomised controlled trial reported TT: 0/19 Selective
60.7 |63.9 Duration of TH: 2/20 reporting: low
Age +-  |+/- follow-up 5. Recurrence |[risk Other bias:
Aim of the study 18 111 TT:' 6/19 low risk
. TH: 4/20
To compare transhiatal and _ 6. 30-day
transthoracic resection of a Pre-_operatlve ' mortalit
oesophageal cancer staging ™0 Y |Other
‘ information
Early 4 |2 TH:O
7. Hospital
Study dates stay
March 1990 — November 1994 Mcl’lderate'y’ lo 6 | TT: 2745
cally 6 |17 TH: 18£2.2
advanced
Source of funding Median
not reported survival 16 |13.5
13.7 |15.8
Mean follow- i |4e
up 34 [3.0
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randomized to the

Study details Participants Interventions Methods Outcomes and Comments
Results
e Newly diagnosed
oesophageal cancer
Exclusion criteria
e Carcinoma of lower
third of oesophagus
e Previous
radiotherapy or
chemotherapy
Full citation Sample size Interventions Details Results Limitations
) n=67 ; transhiatal = 32 The operative technique of Randomisation Random
Goldminc, M., Maddern, G.,  |yersus thoracotomy = 35 |transhiatal oesophagectomy  |method was not 1. Pulmonary |sequence
Prise, E., Meunier, B., was similar to that described |described in infection = |generation:
8amp|(k)ln, J. tP Latl)mms, B., by Orringer and Sloan3, while |details. Transthorac |Unclear risk
esophagectom a : o .
transrr])iataslgl approécr): or Characteristics patients ic. 7/16 Allocation .
" , Age (mean): 57.4 years undergoing thoracotomy were Transhiatal: |concealment:
thoracotomy: a prospective - A treated using the method 6/18 unclear risk
randomized trial, The British | Male = 64/67 (96%) : - I P
! e ' 80. 367.70. |Occlusive stenosis on already published from this 2. Anastomoti |Blinding
J1ourna of surgery, 80, A endoscopy = 11/67 (16%) centre. All patients had a c leakage |(performance
993 Tumour location feeding jejunostomy inserted Transthorac |bias):
Ref Id Upper/Middle/Lower = during the operation. ic: 3/16 unclear risk
2/37/28 Transhiatal: |Blinding of
470968 Three patients originally 2/18 outcome
assessment

412
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Exclusion criteria

Study details Participants Interventions Methods Outcomes and Comments
Results
. transhiatal approach 3. Thoracic (detection
Country/ies where the study |\yere converted to a right bleeding bias):
was carried out thoracotomy because it was Transthorac |unclear risk
France not possible to remove the ic: 116 Incomplete
tumour safely by the former Transhiatal: |outcome data
Study type 0/18 (attrition bias):
A prospective randomized trial 4. Jejunostom |high risk
y leak Selective
Inclusion criteria _Transthorac rfaporting: low
. ic: 0/16 risk
Aim of the study . Transhiatal: |Other bias: low
To compare the transhiatal Age <70 year 1/18 risk
approach with thoracotomy Squamous cell 5 Median
among people undergoing carcinoma of the ' operating
oesophagectomy for oesophagus time (hr)
oesophaegal carcinoma in a Karnofsky score >60 (Median _Other _
prospective randomised study or WHO and IQR) information
performance status Transthorac
< .
Lﬁe expectancy ic: 6 (3.510
Study dates : 9.5)
February 1988 and May 1991 estimated >3 Transhiatal:
months
No previous 4 (3 .to 8)
treatment for cancer 6. Median .
Source of funding Acceptance of the trantsfu3|on
Not reported trial and (uMn'j)
randomization by éncej Iglg)
the patient Transthorac
ic: 2.3 (0to
8)
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Study details Participants Interventions Methods Outcomes and Comments
Results
Transhiatal:
Carcinoma of the 2.3 (1to 10)
cervical oesophagus 7. Hospital
Malignant death (up to
oesophagotracheal day 80)
fistula or tracheal Transthorac
mucosal involvemen ic: 3/35
t Transhiatal:
Preoperative 2/32
evidence of 8. Stayin
extraoesophageal intensive
spread care unit
(liver metastases, (days)
subclavicular node (Median
or recurrent and IQR)
laryngeal Transthorac
nerve paralysis ) ic: 8.6 (2to
Weight loss 15% of 60)
initial weight Transhiatal:
Past history of 9.2 (2to 45)
cancer (except 9. Hospital
carcinoma of the stay (days)
skin or (Median
cervix treated and IQR)
curatively and ear, Transthorac
nose and throat ic: 8.6 (2to
cancer 60)
treated without Transhiatal:
evidence of 9.2 (210 45)
recurrence for at 10. number of
least 5 years death at
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Study details Participants Interventions Methods Outcomes and Comments
Results
e Renal insufficiency follow-up (2
(serum creatinine months)
120 pmol/l) or Transthorac
liver insufficiency ic: 22
(prothrombin time <: Transhiatal:
60%, 16
transaminases ROC curve
up >threefold ) = survival
e chronic pulmonary rate at 36
or cardiac months
insufficiencies Transthorac
e Uncontrolled sepsis ic: 18%
e WBCs <2 x 109/1 or Transhiatal:
platelets <120 x 30%
109/1
o Radiotherapy or
chemotherapy
receivedin another
institution for
treatment of
oesophageal
carcinoma
e Follow-up not
possible
Full citation Sample size Interventions Details Results Limitations
) n=221; 111 patients in Video assisted thoracoscopy |Method of
Guo, M., Xie, B.,.Sun, X., Hu, IMIO/VATS group versus combined with laparoscopy randomization: 1. Anastomoti e Rando
M., Yang, Q. Lei, Y., A and a neck incision (n=111) vs |not reported c leak m

415
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Study details Participants Interventions Methods Outcomes and Comments
Results
comparative study of the 110 patients in open traditional open right Exclusion after MIO: 1 sequen
therapeutic effect in two oesophagectomy transthoracic oesophagectomy |randomization: open: 2 ce
protocols: Video-assisted (n=110) none Pulmonary generat
thoracic surgery combined Postoperative care: ICU Lost to follow- complicatio ion:
with laparoscopy versus right _—r observation for several days, [up: none ns unclear
open transthoracic Characteristics nasogastric suction tube sited |Method of MIO: 3 risk
esophagectomy for Open |MIO through anastomosis until a allocation open: 9 e Allocati
esophageal cancer (n=110) | (n=111) water-soluble contrast concealment: Intraoperati on
management, Chinese- swallow. Enteral nutrition none ve blood conceal
German Journal of Clinical Female 38 43 provided via a jejunostomy 2 |Intention-to- loss (ml) ment:
Oncology, 12, P68-P71, 2013 days after surgery. treat analysis: MIO: 219.7 unclear
not reported +194.4 risk
Ref Id a(gles 60.8 57.3 Description of open: 590.0 e Blindin
’ 1(40-78) |(42-75 sample size +324.4 g
470975 range) ( )| ) calculation: no Operative (perfor
Country/ies where the study Blinding: not time (min) mance
was carried out Tum(_)ur reported/not MIO: bias):
location possible 272.3+57.9 low risk
China U Duration of open: « Blindin
pper follow-up: 3- 218.7+91 of
Study type . third ! 13 years Retrieved gutcom
randomised controlled trial lymph e
Middle nodes assess
thid |© |78 MIO: 24.3 ment
Aim of the study 21.0 (detecti
To evaluate the best intra- Lower Open: 19.2 on
thoracoscopic surgery third 27 20 +125 bias):
technique between video- low risk
assisted thoracic surgery TNM e Incomp
(VATS) combined with Stage lete
laparoscopy and right open outcom

416
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Study details Participants Interventions Methods Outcomes and Comments
Results
transthoracic e data
oesophagectomy in m™- 31 24 (attritio
oesophageal cancer. T2NOMO n bias):
unclear
T3NOMO |5 7 risk
Study dates 2 ¢ \?:Iecu
November 2006 to May 2008 aNiMo |74 80 reportin
g: low
risk
Source of funding Other
Not reported Inclusion criteria bias:
Patients with oesophageal low risk
cancer
Exclusion criteria _Other .
Not reported information
Full citation Sample size Interventions Details Results Limitations
) n=217; Transthoracic Transhiatal: dissection of
Hulscher, J. B., Sandick, J. (TT)=106 versus oesophagus under direct e Method 1. Anastomoti e Rando
W., Boer, A. G., Wijnhoven, B. | Transhiatal (TH)=111 vision through the widened of ¢ leak m
P., Tiissen, J. G., Fockens, P., diaphragmatic hiatus. randomi TT: 18/114 sequen
gfll?eer:ez-’l P.()Fb-égsée,HF- J., Esophagogastrostomy was zation: TH: 15/106 ce
) s T it performed in the neck via a stratified 2. Overall enerat
Tilanus, H. W., Lanschot, J. J., Characteristics right-sided incision, without by survival at %n:
Extended transthoracic cervical lymphadenectomy. hospital 5-years unclear
resection compared with and follow-up risk

417
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Study details Participants Interventions Methods Outcomes and Comments
Results
limited transhiatal resection for Transthoracic: Posterolateral tumour i) number of e Allocati
adenocarcinoma of the TH TT thoracotomy and mid-line site. death on
esophagus, The New England (n=10 [(n=11 ||laparotomy with left-sided e No TT: 71/110 conceal
journal of medicine, 347, 6) 1) cervical blocking TH: 68/95 ment:
1662-9, 2002 oesophagogastrostomy. was ii) 5-year unclear
Age 69 64 used overall risk
Ref Id (vears, (23- |(35- within survival « Blindin
range) 79) 78) strata. difference: g
471022 e Exclusio 20% (perfor
Countrylies where the study ||Sex 14 17 n after - (95%Cl 3% mance
was carried out (female) randomi to 37%, bias):
zation: p=0.02) low risk
Netherlands Oesophag none TT: 39% e Blindin
Study type eal tumour |87 |93 . If_ost to TH: 19% _ g of
: . ollow- THvs TT: outcom
randomised controlled trial Gastric up: none HR(95% Cl) e
. e Method =114 assess
cardia 19 21
_ tumour of . (0.73, 1.79) ment .
Aim of the study allocatio 3. Number of (detecti
To study whether n lymph node on
transthoracic TNM Stage conceal resected bias):
oesophagectomy with ment: TT: 3114 low risk
extended en bloc 0 2 2 not (n=111) e Incomp
lymphadenectomy sufficiently reported TH: 16£9 lete
improves outcomes compared ||| 10 15  Intention (n=94) outcom
to transhiatal -to-treat 4. RO e data
oesophagectomy lla/llb 18/10 (10/7 analysis: resection (attritio
yes margin n bias):
]| 47 60 o Descripti TT: 79/111 low risk
Study dates on of TH: 68/94 e Selecti
April 1994 to February 2000 ||V LA L sample ve

418
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Study details Participants Interventions Methods Outcomes and Comments
Results
size 5. R1 reportin
calculati resection g: low
Source of funding Inclusion criteria on. yes ) ma.rgln risk
Dutch Health Care Insurance * Blinding: TT'_ 281111 O.thc?r
Funds Council e Adults (18 years not ibl ;‘; 23/94 Iblas.. K
and older) with . rI\)/I(zascilabne ° resection e
R olow. | margn
up: 4. :
enocarcinoma o (range: TH: 1104 Ot i
the gastric cardia 2.5-8.3) 7. Recurrence |Information
involving the distal TT: 59/110  |Additional data
oesophagus with no TH: 59/95 taken from
evidence of lymph 8. Progression 23 %Zrl?oer, A
node involvement or -sf:?veival Le.l,nschot, J.J,
metastases i) 5-year  |van Sandick,
progression |J- W.,
free survival |Hulscher, J.
Exclusion criteria difference: |B., Stalmeier,
41% P. F., de Haes,
e Neoadjuvant (9&:))%CI \|{| (\;/v Tianus,
chemotherapy égojz,to Oberté)p, H.
p=0.02) Sprangers, M.
TT: 64% A., Quality of
TH: 23% life after
THvs TT: |[transhiatal
HR (95%Cl) [compared with
extended

transthoracic

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

419




Appendix F
Evidence tables

Study details Participants Interventions Methods Outcomes and Comments
Results
=117 resection for
(0.75,1.84) |adenocarcino

ma of the
esophagus,
Journal of
Clinical
Oncology J
Clin Oncaol, 22,
4202-8, 2004
2. Omloo, J.
M., Lagarde,
S. M.,
Hulscher, J.
B., Reitsma, J.
B., Fockens,
P., Dekken, H.,
Kate, F. J.,
Obertop, H.,
Tilanus, H. W,
Lanschot, J. J.,
Extended
transthoracic
resection
compared with
limited
transhiatal
resection for
adenocarcino
ma of the
mid/distal
esophagus:
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Study details Participants Interventions Methods Outcomes and Comments
Results
five-year
survival of a
randomized
clinical trial,
Annals of
Surgery Ann
Surg, 246,
992-1000;
discussion
1000-1, 2007
Full citation Sample size Interventions Details Results Limitations
. ) n=32; 16 TT vs 16 TH Blunt transhiatal oesophageal Transhiatal (TH)
Jacobi, C. A, Zieren, H. U., dissection with cervical e Method |blunt resection vs e Rando
hSAuIIgr, \IJt r']VI Plchlfma|er, H., oesophagogastrostomy of Transthoracic (TT) m
urgical therapy o n compared to transthoracic en- randomi |en-bloc resection sequen
esophageal carcinoma: the Characteristics bloc resection with cervical zation: ce
::;;Zgge r?; Sg;? Ir%ﬂei?i%?iﬁh TH T oesophagogastrostomy stratified 1. Pulmonary generat
cardiopuﬁmo%ary function (n=16)|(n=16) ac;cotr:m complicatio |(_)nk: low
' g to the ns ris
European Journal of Cardio- : . ;
Thorzra)cic SurgeryEur J Age 5;8 5453 ggzpltal iL %11% * ﬁ:ocatl
i - ears, - - :
g)gé'c;lothorac Surg, 11, 32-7, gnge) 27) (72) tumour 2. 30-day conceal
site mortality ment:
Ref Id . (oesoph TT:1/16 unclear
pnoracic 144 |14 agus or TH: 1/16 risk
471040 gastric 3. Time of e Blindin
cardia). operation
Countryl/ies where the study ) (rFr)lin) S(;perfor
was carried out
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Study details Participants Interventions Methods Outcomes and Comments
Results
¢ No (median mance
Netherlands Abdominal|,, . blocking and range) bias):
lesion used TT: 330 low risk
Study type o o
: ; within (260 - 430) e Blindin
randomised controlled trial Stage | 1 2 strata. TH: 190 g of
o Exclusio (145 - 230) outcom
Stage n after 4. Blood loss e
Aim of the study la/llb 25 |2/4 randomi (ml) assess
To compare blunt transhiatal zation: (median ment
esophagectomy and Stage lll |6 7 none and range) (detecti
transthoracic en-bloc e Lostto TT: 2270 on
esophagectomy follow- (730 to bias):
StagelV_ |2 1 up: none 2800) low risk
¢ Method TH: 1000 e Incomp
Study dates of (450 to lete
January 1992 to April 1995  |Inclusion criteria allocatio 1600) outcom
n 5. Postoperati e data
e Aged < 75 years conceal ve (attritio
Source of funding . Oesophageal ment: hospitalisati n b|a§):
cancer suitable for not on (days) low risk
none declared curative resection reported (median » Selecti
e Intention and range) ve
-to-treat TT: 21 (9to reportin
analysis: 38) g: low
Exclusion criteria not TH: 23 (9 to risk
reported 30) e Other
e Cervical o Descripti bias:
oesophageal cancer on of high
or evidence of extra- sample risk
size (low
422
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Study details Participants Interventions Methods Outcomes and Comments
Results
oesophageal spread calculati sample
of disease on: yes size)
¢ Blinding:
not
reported
Duration Other
of information
follow-
up: until
July
2002.
e Median
follow-
up: 4.7
years.
Full citation Sample size Interventions Details Results Limitations
_ ) n= 207; Hybrid=103 vs Hybrid minimally invasive (data extracted
Mariette, C., Meunier, B., Open=104 oesophagectomy: a e Method 1. Pulmonary |from
Pezet, D., Dalban, C., Collet, laparoscopic gastric of complicatio |conference
D., Thomas, P. A., Brigand, mobilisation followed by an randomi n abstract and
C., Perniceni, T., Carrere, N., Characteristics open thoracotomy. Open zation: Hybrid: published
Bonnetain, F., Piessen, G., - : oesophagectomy: open gastric stratified 18/103 study protocol)
Hybrid minimally invasive No baseline data provided mobilisation through a midline block Open:
versus open oesophagectomy laparotomy followed by an randomi 31/104 « Rando
for patients with oesophageal open thoracotomy. sation 2. Major post- m
cancer: A multicenter, open- |Inclusion criteria (blocks operative sequen
label, randomized phase Il of 4) complicatio ce
controlled trial, the MIRO ftrial, N generat

423
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Study details Participants Interventions Methods Outcomes and Comments
Results
Journal of Clinical Oncology. e Exclusio Hybrid: ion: low
Conference, 33, 2015 e Squamous or n after 37/103 risk
adenocarcinoma of randomi Open: e Allocati
Ref Id middle or lower zation: 67/104 on
471215 oesophagus or none 3. 30-day conceal
junctional Siewert’s reported mortality ment:
Countryl/ies where the study type | tumour staged e Lostto Hybrid: low risk
was carried out I, lor I (T1, T2, follow- 5/103 e Blindin
] T3, NO or N1, MO) up: none Open: g
not reported likely French before any e Method 5/104 (perfor
treatment; of mance
Study type : ’ : Q)
randomised controlled multi- e patients .who are allocatio Iblas): K
centre phase lll trial- the undergo!ng or not n owriS
MIRO trial undergomg conceal e Blindin
neoadjuvant ment: g of
radiotherapy and/or envelop outcom
chemotherapy; s and e
Aim of the study blinded assess
To assessed whether hybrid e tumours deemed to allocatio ment
minimally invasive be resectable with a n (detecti
oesophagectomy reduces curative intent - ¢ Intention on
morbidity compared with e 18-75 years of -to-treat bias):
open. age; - analysis: low risk
e patients with WHO not e Incomp
status performance reported lete
Study dates of 0,1 or2; o Descripti outcom
October 2009 to April 2012 * patients who can on of e data
undergo one of the sample (attritio
surgical modalities size n bias):
. to be investigated calculati low risk
Source of funding on: yes
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Study details Participants Interventions Methods Outcomes and Comments
Results
Programme Hospitalier de e Blinding: o Selecti
Recherche Clinique from the . L not ve
French National Cancer Exclusion criteria possible reportin
Institute (INCA): e Duration g: low
e contraindications for of risk
surgery related to follow- Other
patient status, up: 3- bias:
disease extension years low risk
or operative
technique.
o disease-associated
exclusion criteria Other
are (i) another information
histological subtype Additional
of OC besides SCC information
or ADC, (ii) tumours taken from
located at the 1. Briez, N.,
pharyngoesophagea Piessen, G.,
I junction, the Bonnetain, F.,
cervical Brigand, C.,
oesophagus, the Carrere, N.,
upper third of the Collet, D.,
oesophagus, or the Doddoli, C.,
oesophagogastric Flamein, R.,
junction (types 2 or Mabrut, J. Y.,
3 of the Siewert’s Meunier, B.,
classification), (iii) Msika, S.,
distant metastases, Perniceni, T.,
including peritoneal Peschaud, F.,
carcinomatosis or Prudhomme,
metastasis to the M., Triboulet,
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structures.

status, disease
extension or
operative technique.
patient-associated
exclusion criteria
are patients with the
following features:
(i) PaO2 < 60
mmHg, (ii) Pa CO2
> 45 mmHg, (iii)
FEV1 <1000
ml/sec, (iv) cirrhosis,
(v) myocardial
infarction or
evolutive coronary
artery disease, (vi)
Leriche-Fontaine at
stage Il or more
peripheral arterial
occlusive disease,
(vii) weight loss
exceeding 15%,
(viii) the presence of
another malignant

Study details Participants Interventions Methods Outcomes and Comments
Results

supra-clavicular and J. P., Mariette,
celiac lymph nodes, C. Open
(iv) recurrent nerve versus
palsy, (v) tumoural laparoscopicall
involvement of y-assisted
adjacent mediastinal oesophagecto

my for cancer:
a multicentre
randomised
controlled
phase lll trial -
the MIRO

trial. BMC
Cancer. (2011)
11:310
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Study details Participants Interventions Methods Outcomes and Comments
Results

tumour within the

last 5 years or a

synchronous

malignant tumour,

and (ix) any other

simultaneous

experimental

treatment
Full citation Sample size Interventions Details Results Limitations

_ ) n=20: Transthoracic (TT) [Subtotal esophagectomy with
van Sandick, J. W., Gisbertz, =10 ys Transhiatal (TH)=10 |proximal gastrectomy was e Method 1. Intraoperati e Rando
S.S., ten Berge, I. J., performed in 10 patients by a of ve blood m
Boermeester, M. A., van der transhiatal approach without randomi loss (L) sequen
Pouw Kraan, T. C., Out, T. A,, Characteristics thoracotomy (THE) and in 10 zation: TT: 1.2 (0.5 ce
Obertop, H., van Lanschot, J. patients via a right-sided not to 2.6) generat
J., Immune responses and ™H 7T thoracotomy followed by a reported TH: 1.0 (0.3 ion:
prefjlctlon of major infection in (n=10 |(n=10) laparotomy in combination e Exclusio to 1.7) unclear
patients undergoing _ with a two-field lymph node n after 2. Length of risk
transhiatal or transthoracic A 64 dissection (TTE/Ivor-Lewis). In randomi operation « Allocati
esophagectomy for cancer, ge 46 64 (45- ||all patients, a narrow gastric zation: (hrs) on
Annals of SurgeryAnn Surg, ||(vears, (78 ©|78) tube was constructed and nine due TT:6.5(5.0 conceal
237, 35-43, 2003 range) ) gastrointestinal continuity was to to 9.3) ment;
Ref Id Female restored by a cervical protocol TH: 3.5(1.8 unclear
1 1 anastomosis deviatio to 4.2) risk
471464 sex ns 3. Hospital e Blindin
e Lostto stay (days) g

Countryl/ies where the study follow- TT: 23 (13 (perfor
was carried out Inclusion criteria to 105) mance

427
© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.



Appendix F
Evidence tables

Study details Participants Interventions Methods Outcomes and Comments
Results
up: not TH: 16(11 bias):
Germany ° Adenocarcinoma of reported to 64) unclear
Study type the oesophagus e Method risk
randomised controlled trial suitable for curative of * Blindin
resection - allocatio g of
e >18 years of age n outcom
e Invasive conceal e
Aim of the study adenocarcinoma of ment: assess
To investigate alterations in the middle or distal not ment
immune responses after esophagus or EGJ, reported (detecti
transhiatal versus « locally resectable ¢ Intention on
transthoracic esophageal disease without -to-treat bias):
resection and to evaluate the distant metastases analysis: unclear
role of preoperative immune on preoperative no risk
functions in predicting investigation e Descripti e Incomp
postoperative infectious on of lete
complications sample outcom
size e data
Exclusion criteria calculati (attritio
Study dates on: no n bias):
June 1997 to June 1998 » Chemotherapy, * Blinding: low risk
irradiation, or not o Selecti
immunotherapy reported ve
) before or after ¢ Mean reportin
Source of funding surgery duration g: low
not reported of risk
follow- e Other
up: 12 bias:
months high
risk
(low
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Study details Participants Interventions Methods Outcomes and Comments
Results
(8-36 sample
months) size)
Other
information

F.92 Lymph node dissection in oesophageal and gastric cancer

3 Does the extent of lymph node dissection influence outcomes in adults with oesophageal and gastric cancer?

Full citation Participant characteristics Limitations
Mocellin, S., Patients undergoing surgery for resectable primary (non-metastatic) adenocarcinoma of the stomach. Quatlit otf the
McCulloch, P., Kazi, | o W

. ; udy Inclusion criteria review
H., Gama-Rodrigues, ROBIS Score:

J. J., Yuan, Y. H., Nitti,
D., Extent of lymph
node dissection for
adenocarcinoma of the

stomach, Cochrane |Interventions o
Database of Identification and

Systematic Reviews, [‘D1 type lymphadenectomy: only lymph nodes adherent to the stomach (also known as perigastric selection of
2015 lymph nodes) are removed during surgery. studies: low risk

RCTs comparing D1, D2, D3 of lymphadenectomy for primary non-metastatic resectable gastric cancer
reported survival data. For a study to be eligible, the full text of the article describing that study had to  |Study eligibility
report time-to-event data on at least one of the chosen primary outcomes (i.e., OS, DSS and DFS). criteria: low risk

Data collection
and study

429
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Ref Id: 449258

Study type: Cochrane
Systematic Review

Aim of the study:

Does more extended
lymphadenectomy lead
to a survival advantage
for patients undergoing
surgery for gastric
carcinoma? To
compare the
effectiveness of the
three different types of
lymphadenectomy
(i.e., D1, D2 and D3) in
patients with primary
(non-metastatic)
resectable
adenocarcinoma of the
stomach, according to
the evidence from
available RCTs.

This review contains
8 RCTs (n=2515):

D2 type lymphadenectomy: in addition to perigastric lymph nodes, lymph nodes located along the three
branches of the coeliac axis (i.e., left gastric artery, splenic artery and hepatic artery) are removed during

surgery.
*D3 type lymphadenectomy: in addition to lymph nodes harvested in D1 and D2 type lymphadenectomy,
lymph nodes located around the aorta (also known as periaortic lymph nodes) are removed during
surgery

appraisal: unclear
risk (no
information about
efforts to minimise
error in data
collection and risk
of bias
assessments)

Synthesis and
findings: high risk
(between study
variability in
operative
procedure:
pancreatectomy
and splenectomy
not accounted for
in analysis)

Risk of bias in the
review: High risk

Gastrectomy with D1 vs D2 Lymphadenectomy

*All data extracted from Cochrane review except for baseline characteristics data which was extracted from individual studies
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Appendix F
Evidence tables

Cuschieri 1999
UK MRC Trial

Participant Characteristics Number randomly
assigned: 400 (D2 = 200, D1 = 200)

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

D1 (200) | D2 )
Age (mean): 66 years (200) Random sequence generation: low
risk
Sex (M/F): 270/130
_ L _ _ Splenectom | 54 18 Allocation concealment;: unclear risk
Inclusion criteria: patients with resectable y (unreported)
primary non-metastatic gastric carcinoma
_ . o Pancreatosp | 8 113 Blinding (performance bias): unclear
Equivalence of baseline characteristics: age enectomy _ reported for participants, but not
and stage distribution similar for both groups. possible for surgeons
. T 48 40
Methods: Blinding of outcome assessment
Method of randomization: patients randomized | T2 63 69 (detection bias): unclear (unreported)
centrally by use of random permuted Incomplete outcome data (attrition
blocks T3 84 86 bias): low risk
Exclusion after randomization: none sl,thlt(thwn T |5 9 Selective reporting: low risk
Lost to follow-up: 4% Other bias: low risk
) NO 69 78
Method of allocation concealment: unreported
Intention-to-treat analysis: yes N1 6 61
Description of sample size calculation: yes N2 39 53
(expected number = 400)
Unknown N | 16 8
status
Distal 88 91
gastrectomy
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Total
gastrectomy

110

108

D2)

Degiuli 2014 (D1 vs

Participant Characteristics:

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Number randomly assigned: 267 (D2 = 134, D1 D1(133) | D2
Italian Gastric Cancer = 133) (134) Random sequence generation: low
Study Group risk
Age (mean): 63 years Total 35 31
astrectom Allocation concealment: unclear risk
Sex (M/F): 131/136 9 y (unreported)
Inclusion criteria: patients with resectable Distal 98 103 Blinding (performance bias): unclear
primary non-metastatic gastric carcinoma gastrectomy — reported for participants, but not
Equivalence of baseline characteristics: age Splenectom | 9 12 possible for surgeons
and stage distribution similar for both groups y Blinding of outcome assessment
Median follow-up: 8.8 years Distal 5 5 (detection bias): low risk
Number of patients enrolled did not reach the | pancreatect Ibr?cor.nlplete. o;tcome data (attrition
calculated sample size due to slow accrual omy and ias): low ris
Methods splenectomy Selective reporting: low risk
Method of randomization: sequence generated T 49 39 Other bias: low risk
- I

by a random-number table T2 42 55
Exclusion after randomization: none

T3 40 37
Lost to follow-up: 9 (D2), 5 (D1)
Method of allocation concealment: unreported Unknown 2 3

Tstage
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Intention-to-treat analysis: yes

Description of sample size calculation: yes
(expected number: 320)

nodal status

NO 63 57
N+ 68 74
Unknown 2 3

Robertson 1994 (D1
vs D2

Participant Characteristics:

Number randomly assigned: 54 (D1 = 25, D2 =

Baseline Characteristics

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

D1 (25) | D2 (29) )
Hong Kong 29) Random sequence generation:
unclear risk (unreported
Age (mean): 59 years T1NO 8 8 ( g )
' Allocation concealment: unclear risk
Sex (M/F): 42/12 T1N1 2 1 (unreported)
primary non-metastatic gastric carcinoma - reported for participants, but not
Equivalence of baseline characteristics: age T2N1 2 4 possible for surgeons
and sex distribution similar for both groups ToND 0 ’ Blinding of outcome assessment
Median follow-up: 2.2 years (detection bias): unclear risk
T3NO 1 2 (unreported)

Methods Incomplete outcome data (attrition
Method of randomization: “by opening a T3N1 6 5 bias): low risk
numbered, sealed envelope containing the Selecti ting: | sk
treatment option. The treatment options were T3N2 1 3 elective reporting: low ris
determined by randf)m numbers generated on a T4NO 0 ] Other bias: unclear risk (Sample size
personal computer. is insufficient for achieving an

. T adequate statistical power given a
Exclusion after randomization: none T4N2 0 1 clinically meaningful expected
Lost to follow-up: none survival difference between study

arms)
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Method of allocation concealment: unreported
Intention-to-treat analysis: yes

Description of sample size calculation:
unreported (unlikely it was performed due to

the small number of patients enrolled,
insufficient for achieving an adequate statistical

power given a clinically meaningful expected
survival difference between study arms

Songun 2010 (D1 vs |Participant Characteristics: Baseline Characteristics: Cochrane Risk of Study Bias
D2) _ Assessment:
Number randomly assigned: 523 (D2 = 483, D1 D1 (380) | D2
Dutch Gastric Cancer = 513) (331) Random sequence generation: low
Trial risk
Age < 70 years: 33%
T 98 85 /Allocation concealment: low risk
Sex (M/F): 401/310
T2 181 152 Blinding (performance bias): low risk

Inclusion criteria: patients with resectable
primary non-metastatic gastric carcinoma T3 94 82 Blinding of outcome assessment
(detection bias): low risk

Equivalence of baseline characteristics: age,

sex and stage distribution similar for both NO 17 144 Incomplete outcome data (attrition
groups bias): low risk
N1 138 113
Median follow-up: 15.2 years Selective reporting: low risk
N2 50 47 _ , .
Methods: Other bias: unclear risk (It is unclear
N3 21 27 whether the number of patients

Method of randomization: “The sequence of

e X N excluded after randomization had
randomisation was in blocks of six with

any impact on the trial outcomes)

stratification according to the participating Total 115 126
centre.” Exclusion after randomization: D1 = gastrectomy
434
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133 (metastatic disease); D2 = 152 (metastatic
disease)

Lost to follow-up: one method of allocation
concealment: “The sequence of randomisation
was in blocks of six with stratification according
to the participating centre.”

Intention-to-treat analysis: yes

Description of sample size calculation: reported
(expected number: 1062)

Partial
gastrectomy

265

205

Splenectom
y

41

124

Resection of
tail of
pancreas

10

98

Wu 2006 (D1 vs D2)

Taiwan

Participant Characteristics:

Number randomly assigned: 221 (D2 = 111, D1

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

D1 D2 (111) .
=110) (110) Random sequence generation: low
risk
Age (mean): 67 years
™ 23 29 Allocation concealment: low risk
Sex (M/F): 170/51
) o ) ) T2 26 20 Blinding (performance bias): low risk
Inclusion criteria: patients with resectable
primary non-metastatic gastric carcinoma T3 56 59 Blinding of outcome assessment
) ) o (detection bias): unclear risk
Equivalence of baseline characteristics: age,
sex, tumor location and comorbidity similar for T4 o 3 Incomplete outcome data (attrition
both groups bias): low risk
NO 39 44
Median follow-up: 7.9 years Selective reporting: low risk
N1 54 43
Methods: Other bias: low risk
Method of randomization: “Eligible patients N2 14 18
were randomized by means of permuted block
randomization” N3 3 6
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Exclusion after randomization: none
Lost to follow-up: none

Method of allocation concealment: “Eligible
patients were randomized by means of
permuted block randomization.”

Intention-to-treat analysis: yes

Description of sample size calculation: reported
(expected number: 150)

Total
gastrectomy

30

23

Subtotal
gastrectomy

80

88

Distal
Pancreatosp
lenectomy

13

Splenectom
y

Gastrectomy with D2 vs D3 Lymphadenectomy

*All data extracted from Cochrane review except for baseline characteristics data which was extracted from individual studies

Sasako 2008 (D2 vs
D3)

Participant Characteristics:

Number randomly assigned: 523 (D3 = 260, D2

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

n D2 D3 (260) .
Japan Clinical = 263) (263) Random sequence generation: low
Oncology Group risk
Age (mean): 60 years
T 9 14 Allocation concealment: low risk
Sex (M/F): 359/164
) o i i T2a 46 37 Blinding (performance bias):Low risk
Inclusion criteria: patients with resectable
primary non-metastatic gastric carcinoma T2b 79 95 Blinding of outcome assessment
, ) . (detection bias): low risk
Equivalence of baseline characteristics: age,
sex and stage distribution similar for both T3 121 109 Incomplete outcome data (attrition
bias): low risk
groups T4 8 5
, Selective reporting: low risk
Median follow-up: 5.7 years
Other bias: low risk
436
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Methods:

Method of randomization: “the surgeon
contacted the [data center] by telephone to
receive a randomly generated assignment”

Exclusion after randomization: none
Lost to follow-up: none

Method of allocation concealment: “the surgeon
contacted the [data center] by telephone to
receive a randomly generated assignment”

Intention-to-treat analysis: yes

Description of sample size calculation: reported
(expected number: 412)

Positive
nodes

184

164

Maeta 1999 (D2 vs
D3)

Participant Characteristics:

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Number randomly assigned: 70 (D3 = 35, D2 = D2 (35) | D3 (35)
Japan 35) Random sequence generation:
unclear risk (unreported
Age (mean): 60 years pepth of ( P )
Sex (WF): 41129 invasion Allocation concealment: unclear risk
ex :
Muscularis (unreported)
Inclusion criteria: patients with resectable propria, 2 6 Blinding (performance bias): unclear
primary non-metastatic gastric carcinoma subserosa risk (unreported for participants only,
Equivalence of baseline characteristics: age Serosa 30 27 blinding not possible for surgeons)
and stage distribution similar for both groups Blinding of outcome assessment
Median follow-up: 2.3 years Adjacent |3 2 (detection bias): unclear risk
structures (unreported)
Methods: Incomplete outcome data (attrition
bias): low risk
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Method of randomization: unreported
Exclusion after randomization: unreported
Lost to follow-up: none

Method of allocation concealment: unreported
Intention-to-treat analysis: yes

Description of sample size calculation:
unreported (unlikely it was performed due to the
small number of patients enrolled, insufficient
for achieving an adequate statistical power
given a clinically meaningful expected survival
difference between study arms)

Lymph
node
involveme
nt

20

23

Selective reporting: low risk

Other bias: high risk (Sample size is
insufficient for achieving an adequate
statistical power given a clinically
meaningful expected survival
difference between study arms.
Moreover, the description of the
methods is quite scarce leaving room
for doubt about the soundness of the
design and conduct of the trial)

Yonemura 2008 (D2
vs D3)

Participant Characteristics:

Number randomly assigned: 269 (D2 = 135, D3

Baseline Characteristics:

Cochrane Risk of Study Bias
Assessment:

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

East Asia Surgical = 134) Random sequence generation: low
Oncology Group . D2 D3 risk
(Japan) Age (mean): 63 years locat | t | »
ocation concealment: unclear ris
Sex (M/F): 181/88 Female 45 43
. o . . Blinding (performance bias): low risk
Inclusion criteria: patients with resectable Age 63.8 62.5
primary non-metastatic gastric carcinoma (median, (9.7) (10.2) Blinding of outcome assessment
_ ) . range in (detection bias): low risk
Equivalence of baseline characteristics: age, | years)
sex, and type of gastrectomy similar for both Incomplete outcome data (attrition
, T 2 5 bias): low risk
Median follow-up: 5 years
Selective reporting: low risk
Methods: T2 61 56
Other bias: low risk
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Method of randomization: “After the final T3 58 56
assessment of eligibility, patients were enrolled
randomly by a computer algorithm” T4 14 17
Exclusion after randomization: none
NO 37 35
Lost to follow-up: none
. N1 41 43
Method of allocation concealment: “After the
final assessment of eligibility, patients were N2 50 39
enrolled randomly by a computer algorithm”
Intention-to-treat analysis: yes N3 7 5
Description of sample size calculation: reported
(expected number: 227) N4 0 12
Pancreatect | 20 35
omy
Splenectom | 53 71
y
Total 79 75
gastrectomy
Subtotal 55 57
gastrectomy
Proximal 1 2

Full citation

Jiang, L., Yang, K. H.,
Chen, Y., Guan, Q. L.,
Zhao, P., Tian, J. H.,

Wang, Q., Systematic

Study characteristics
Inclusion criteria:

Histologically or cytologically confirmed gastric cancer, prospective RCT comparing

D1 with D2 dissection, and available data on relevant outcomes. If more than one

Limitations
Quality of the systematic review

ROBIS Score:

Study eligibility criteria: low risk
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review and meta-
analysis of the
effectiveness and
safety of extended
lymphadenectomy in
patients with
resectable gastric
cancer, British Journal
of SurgeryBr J Surg,
101, 595-604, 2014

Ref Id: 449212

Study type:
Systematic Review

8 RCTs: n=2044 (D1,
1042; D2, 1002):

Dent et al.16

Cuschieri et al. (MRC
trial)12,19

Wu et al.20,21
Bonenkamp et al.22
Hartgrink 11

Robertson et al. (Hong
Kong trial)23

publication of a single trial existed, only the publication with the most complete data
was included unless the relevant outcomes were published only in earlier versions.

Interventions
D1 and D2 dissection

Subgroup analysis: D2 gastrectomy with spleen and pancreas preservation.

|dentification and selection of studies:
low risk

Data collection and study appraisal:
low risk

Synthesis and findings: low risk

Risk of bias in the review: Low risk
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Li et al. (Chinese
study)32

Degiuli et al.15v

Aim of the study: To
evaluate the
effectiveness and
safety of extended
lymphadenectomy in
patients with
resectable gastric
cancer.

Study dates: 1988
and 2010

Source of

funding Fundamental
Research Funds for
the Central
Universities

D1 vs D2

Li 2007 (publication
written in Chinese,
data extracted from
Jiang 2014)

Study dates: 1989-
2001

D1:108

D2:109

Median age: D1: 48.1 (30-72)
D2: 47.7 (36-77)

Risk of Bias assessment (from
Jiang 2014, but no explanations
given for high risk rating):

Random sequence generation:
unclear risk

Allocation concealment: unclear risk

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Blinding (performance bias): unclear
risk

Blinding of outcome assessment
(detection bias): unclear risk

Incomplete outcome data (attrition
bias): unclear risk

Selective reporting: unclear risk

Other bias: unclear risk

Full citation: Participant Characteristics: Baseline characteristics*:
Dent, D. M., Madden, [Sample size: n=43 (D1=22, D2=21) D1 (22) D2 (21)
M. V., Price, S. K. Inclusion criteria: Patients were eligible if at
cl?:rgg::?sliidof R1 and laparotomy the surgeon assess that the Age: 45(8.9) 5151'84
R2 gastrectomy for ~ Japanese clinical stage was T1-3, NO-1 with (11.4)
gastric carcinoma, some perigrastric N2 nodes and MO. Female 10 5
British Journal of E . P
xclusion criteria: older than 75 years,
SurgeryBr J Surg, 75, . o . .
110-2. 1988 previous or coeX|S|’Flng mallgnancy d'lsease, Subtotal 18 19
’ coexisting non-malignany disease with made | gastrectomy

prolonged follow-up unlikely or if they came

from a remote area. Total 4 2
Ref 1d:449189 gastrectomy

Randomisation method: sealed envelopes T1 6 7
Country: South Africa [containing computer generated sets of

numbers. T2 S 5
Study type:
Randomised controlled T3 11 9
trial

Length of Follow-up: 5 years

Risk of Bias assessment (from
Jiang, but no explanations given
for high risk rating):

Random sequence generation: low
risk

/Allocation concealment: low risk

Blinding (performance bias): unclear
risk

Blinding of outcome assessment
(detection bias): low risk

Incomplete outcome data (attrition
bias): high risk

Selective reporting: high risk

Other bias: unclear risk

442
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Aim of the study: To
assess whether R2
radical gastrectomy for
localised and
potentially curable
gastric carcinoma may
be superior to
gastrectomy without
lymphadenectomy.

Study dates: 1982-
1986

Source of funding: no
information

All data extracted from
Jiang 2014 unless
indicated with *, which
denotes data extracted
from original
publication.

Median follow-up 3.1 years

Methods:
Interventions:

R1: N1 nodes on gastric wall removed and
staging biopsies taken from abnormal nodes,
coeliac, common hepatic and hepatic nodes.

R2 performed as described by Kajitani.
Lymphadenectomy performed in the infra- and
supraduodenal areas along the hepatic,
common hepatic, coeliac and splenic arteries.

No effort was made to screen for recurrence,
patients were investigated appropriately when
signs and symptoms suggestive of recurrence
developed.

Method of randomization: Yes
Exclusion after randomization: unreported
Lost to follow-up: not reported

Method of allocation concealment: Yes

Intention-to-treat analysis: unreported

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.
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Description of sample size calculation:
unreported

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation Participant characteristics Baseline characteristics: Limitations
Kulig, J., Popiela, T., [Sample size: n=275. (D2: 141. D2+PAND D2 D3 Random sequence generation: low
§O|OdZIejC§/|yk, P., (D3) 134) (n=141) (n=134) risk
ierzega, M., o i i
Szczeganik, A., Polish Inclusion criteria: Sex (Female) | 56 51 Allocation concealment: low risk
gastnc gtan((:jer dsggy All patients who qualified for gastric resection Blinding (performance bias): unclear
roup, fn dar 4 D2 for gastric cancer. Entry criteria before Median age 56 (31- | 54 (34- risk
vgrzs;Js extende laparotomy included histologically proven (years, 81) 77) oo
I( r)] q ) ¢ gastric adenocarcinoma (assumed depth of | range) Blinding of qutc.ome assessment
ym?. adenectomy 1ot infiltration T1—T3 according to the American (detection bias): unclear risk
_getas i ca]rc]c:(er. anl . Joint Committee on Cancer (AJCC) Depth of Incomplete outcome data (attrition
|r} erm Ist? © >,: analysis classification), age older than 18 years, and disease bias): low risk
Fandomized, clinical _"TOTMed consent |
: . T1 24 i ing: i
trial, 193, 10-5. 2007 [Exclusion criteria: 33 Selective reporting: low risk
her bias: | isk
Ref Id Disseminated tumours, cancer of the gastric | 12 31 30 Other bias: low ris
stump, synchronous or metachronous
451936 malignancy, any serious disorder of the T3 ” 80
Countrylies where  [cardiocirculatory or respiratory system NO 50 56
the study was carried|(American Society of Anesthesiologists), and
out: renal or hepatic failure. Patients with tumors
macroscopically infiltrating surrounding organs| N1 37 39
Polish Gastric (T4 according to the AJCC classification),
Cancer Study Group [gross metastasis in para-aortic lymph nodes, | N2 33 26
and those with macroscopically noncurative
Study type: resection were excluded from the trial N3 21 13
Randomised intraoperatively.
controlled trial Total 92 95
Interventions: D2 vs D2+para-aortic node gastrectomy
removal
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Randomised
Controlled trial

Aim of the study: To
evaluate the possible
benefits of

extended D2 (D2+)
lymphadenectomy
after potentially
curative resection of
gastric cancer

Study dates: May
1999 and December
2003

Source of funding:
Polish state
committee for
scientific research

Splenectomy was routinely performed for
tumour located in the upper-third of the
stomach, and resection of the tail of pancreas
was optional.

D2: dissection of lymph node groups 1 to 12.
Modified slightly depending on the location of
the tumour.

D2+: group 1-12 lymph nodes with additional
removal of para-aortic lymph nodes (nodes
16a2, from the upper margin of the celiac
trunk to the lower margin of the left renal vein,
and 16b1 from the lower margin of the left
renal vein to the upper margin of the inferior
mesenteric artery))

All patients received perioperative
prophylactic antibiotics. Patients with positive
lymph nodes received different regimens of
adjuvant chemotherapy as part of other RCTs.

Methods:

Method of randomization: Because of
technical reasons randomization was
performed separately for each participating
center, so stratification by study center was
planned in the final analysis to control
possible bias. After laparotomy, patients who
met the eligibility criteria were assigned to
either of the treatment groups according to a
computer-generated randomization list. No
blocking or stratification was used.

Exclusion after randomization: none

Distal 41 29
gastrectomy

Proximal 8 10
subtotal

gastrectomy

Splenectomy | 53 54
Pancreatic 12 7

tail resection

445
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Lost to follow-up: none reported

Method of allocation concealment: Patients
were assigned to either of the treatment
groups according to a computer-generated
randomization list.

Intention-to-treat analysis: yes

Description of sample size calculation:
reported. Expected 230 randomised to each
arm

Oesophageal Cancer

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

Full citation: Participant Characteristics: Baseline Characteristics: Risk of Bias assessment:
Kato, H., Watanabe, [Sample size: n=150 (3 field: 77, 2 field: 73) 3field | 2 field Random sequence generation:
H., Tachimori, Y., ) o _ (n=77) | (n=73) unclear risk
lizuka, T., Evaluation [Inclusion criteria: thoracic oesophageal
of neck lymph node  [c@ncer undergoing oesophagectomy with Age 605 64.5 (10) Allocation concealment: unclear risk
dissection for thoracic 900d surgical status. (8.9) Blinding (performance bias): unclear
esophageal 13 people in Group A and 16 in Group B risk
?_?]roclfggrgi’r A'\I'nhne received postoperative radiation therapy, 5 Female 6 / o
Annals of tr?oracic and 9 of whom respectively had residual P;:'ntd'”tg oquutCQIme a.sls(essment
19991 Yoh ’ h?d postoperative adjgvant.chemot.herap.y location ; 8 Incomplete outcome data (attrition
with two doses of IV cisplatin and vindesine. 3| (upper/middle bias): low risk (median length of
and 5 in Groups A and B received /lower) follow-up not reported) 9
combination radiotherapy and chemotherapy _ P P
Ref Id: 451935 (IV cisplatin and 5FU). 40 patients received no| Tis 3 2 Selective reporting: low risk
adjuvant therapy.
T 22 24 Other bias: low risk
Length of follow-up 5 years
Country: Japan T2 21 13
Methods:
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Study type: Intervention: oesophagectomy through right | 15 23 25
Randomised controlledithoracotomy (5™ intercostal space) and
trial laparotomy. T4 8 9
Aim of the study: not
stated N+ 43 46

Group A (3 field): standard radical operation
Study dates 1985- with neck lymph node dissection. M+ 18 15
1989
Source of funding: not . ]
stated Group B (2 field): standard radical lymph node

dissection without neck lymph node

dissection.

Method of randomization: unreported

Exclusion after randomization: unreported

Lost to follow-up: not reported

Method of allocation concealment: unreported

Intention-to-treat analysis: unreported

Description of sample size calculation:

unreported
Full citation: Participant Characteristics Baseline Characteristics: Risk of Bias assessment
Nishihira, T., Sample Size: n=62 (3 field: 32, 2-field: 30) Extended | Conventio|Random sequence generation:
Hirayama, K., Mori, S., ) lymphade | nal unclear risk (method of
A prospective Squamous cell carcinoma only nectomy | lymphade [randomisation not described)
randomized trial of : PR : (3 field) nectomy

) Inclusion criteria: invasive esophageal N _ Allocation concealment: low risk

extended Ceé\."c?.l arlmd carcinoma, excluding stage 0, and T4 or M1 (n=32) (2_f'§(|)d)
superior mediastinal v, ors that were unlikely to be treated with (n=30) Blinding (performance bias):low risk
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lymphadenectomy for

curative resection. Patients under 70 years of

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

carcinoma of the age were included, and there were strict Age 58.8 (5.2) | 58.2(8.1) Blinding of Qutcgme assessment
thoracic esophagus, [inclusion criteria as to organ function of the Fomal 6 A (detection bias): low risk
- i i emale
175, 47-51, 1998 lung, heart, kidney, and liver. Incomplete outcome data (attrition
Ref Id: 451938 Follow-up: No median follow-up reported. 5- | T1 4 6 bias): low risk
year survival data reported. Selective reporting: low risk
Methods: T2 27 22
Aim of Study: To ethods: Other bias: small sample size
evaluate the Patients were randomly assigned by a double-| T3 1 2
significance of and blind method to either the extended
problems associated |ymphadenectomy or conventional NO 14 12
with extended lymphadenectomy group.
lymphadenectomy. . . N1 12 13
Postoperatively, double-blind random
Study type: assignment was again used to assign patients| ypper 1 0
Randomised controlledito groups receiving either radiochemotherapy | pesophagea
study or chemotherapy alone (aggressive cancer | tumour
c trv: J chemotherapy) as the postoperative adjuvant
ountry: Japan therapy. Middle 20 23
Study dates: 1987- |ntervention: oesophagea
1993 | tumour
. 3-Field: mediastinal and cervical lymph node
Source of funding: | gmoval. Lower 11 7
not stated oesophagea
2-Field*: abdominal and partial mediastinal | tumour
lymph node removal only.
*Note: Intervention
may not strictly follow
definition of 3-Field Method of randomization: unreported
and 2-Field in protocol ) L
and other studies Exclusion after randomization: unreported
Lost to follow-up: not reported
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Method of allocation concealment: Yes
Intention-to-treat analysis: unreported

Description of sample size calculation:
unreported

Full citation:

Tabira, Y., Kitamura,
N., Yoshioka, M.,
Tanaka, M., Nakano,
K., Toyota, N., Mori,
T., Significance of

Participant characteristics:
Sample size: n=152 (3-field: 66. 2-field: 86)

Inclusion criteria: Consecutive patients who
underwent curative oesophagectomy for
carcinoma of the thoracic oesophagus

Baseline characteristics:

142 squamous cell carcinoma

2 adenosquamous cell carcinoma

1 adenocarcinoma

Bias due to selection of participants:
no information

Bias due to confounding: Critical
(younger and potentially fitter
patients allocated to more invasive

surgery compared to less invasive

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.

three-field invading to submucosa (pT1), muscularis 3.Field | 2-Fielq [and confounding not controlled for in
lymphadenectomy for [Propria (pT2), adventitia (pT3) and adjacent analysis). Attempted to stratify results
carcinoma of the tissues (pT4). A 61 (8 66 (10) |py disease severity
thoracic esophagus : P ; ge (mean, (8) (10)
based on depth of Exclusion criteria: not described sd) Bias in classification of interventions:
tumor infiltration, Patients younger than 75 years and no Female (not | 11 14 low risk of bias
:z:/noFI)Cerr]T?s:tl and comorbid disease underwent 3-field clearly Bias due to departures from intended
survival rate. Journal lymphadenectomy. recorded) interventions: not reported

f Cardi ’ I Duration of follow-up: 150 months i iagi . i
gurgaerr;oz(a)sc;%;rmo Y TAT2/T3/T4 | 15/9/39/ 26/19/38/38|as due to missing data: low risk
1999 Mean follow-up: 46.5 months 3 Bias in measures of outcomes: low

— risk
Intervention: NO/N+ 12/44 | 39/47
. L 2missin Bias in selection of the reported
] 3-Field lymphadenectomy: bilateral neck ( ] .
Ref ld: 449300 dissection, perigastric, left gastric artery nodes g data) result: low risk
Country: Japan removed. M+ 21 9 Overall bias: moderate
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study type: 5 year 43.8% | 30.2%
iv :
gbse?.vationm study [2-Field: perigastric and left gastric artery survival
nodes removed. Neck nodes not removed
Aim of the study: To
examine the
significance of three-
filed lymphadenectomy
for carcinoma of the
thoracic oesophagus.
Study dates: 1983-
1996
Source of funding:
not stated
Full citation Participant Characteristics: Baseline Characteristics: Risk of Bias assessment
Kato, H., Lymph node [Sample size: n=310 (2-field: 410, 3-field: 100) 2 Field | 3-Field Bias due to selection of participants:
dissection for thoracic . L . ) . (n=410 | (n=100)  [serious risk
esophageal Inclusion criteria: Patients with thoracic )
carcinoma. Two- and [0€sophageal cancer who underwent Bias due to confounding: critical (no
3-field lymph node oesophagectomy by right thoracotomy and Mean Age 61.5 61.9 control for potential confounders
dissection, Ann Chir  |aparotomy. (years) ' ' particularly since difference
GvnaecolAnnales . e procedures were performed in
Chﬁrurgiae ot Exclusion criteria: Female 66 10 different time frames, also no
gynaecologiae, 84,  |Patients with microscopically confirmed reference to adjuvant therapy)
193-9, 1995 residual tumour after surgery. -|-UmQUr Bias in classification of interventions:
Methods: location serious
Ref Id: 451934 From 1962-1981 410 participants with thoracid| UPPer 18 5 Bias due to departures from intended
oesophageal carcinoma underwent thoracic interventions: low risk
oesophagectomy and conventional 2-Field
450
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Country: Japan

Study type:
retrospective
observational study

Aim of the study: To
evaluate the effect of
lymph node dissection
on the survival of
patients with thoracic
oesophageal
carcinoma.

Study dates: 1962-
1993

Source of funding: not
reported

Note: The study
includes 120 and 64
patients who
underwent ‘extended’
and ‘super-extended 2-
field’ nodal dissection
respectively, which
refers to partial neck
node dissection. These
have not been
included in the
analysis here.

dissection. Between 1985 and 1993, 100
patients underwent 3-Field lymphadenectomy.

Intervention:

2-Field dissection: dissection of lymph nodes
in mediastinum and abdomen.

3-Field: dissection of cervical lymph nodes in
addition to abdominal and mediastinal nodes.

Bias due to missing data: low risk

Bias in measures of outcomes:
moderate risk

Bias in selection of the reported
result: low risk

Overall bias: serious

Mid-thoracic 255 52
Lower- 137 43
thoracic

Tis 1 1
T1 34 29
T2 101 17
T3 255 49
T4 13 4
Unknown 6 0
Squamous 368 93
cell

carcinoma

Adenocarcino | 5 1
ma

Adenosquam | 5 1
ous

carcinoma

undifferentiat | 20 0
ed

carcinosarco |7 4

ma
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other

F.101 Localised oesophageal and gastro-oesophageal junctional adenocarcinoma

2 What is the optimal choice of chemotherapy or chemoradiotherapy in relation to surgical treatment for people with localised
3 oesophageal and gastro-oesophageal junctional cancer?

Surgical resection
with or without
preoperative
chemotherapy in
oesophageal
cancer: a
randomised
controlled trial,
Lancet (London,
England), 359,
1727-33, 2002

Ref Id
516163

Country/ies where
the study was
carried out

UK

N=802
Characteristics

Median age= 63 (range
30-84)

605 M/ 197 F
Histology:

SCC %: 31

AC: 533
Undifferentiated:21
Unknown: 1
Inclusion criteria

previously untreated
cancer of the oesophagus

See Kidane SR.

OEO2 recruited 802
patients, 400 on CS
and 402 on S. The
nature of the first
recurrence event and

cause of death are
detailed.

Statistics

Overall survival was
calculated from the
date of random
assignment to date of
death from any cause
and surviving patients
were censored at the

Disease-free
Survival

Higher in CS
group than S

HR 0.75 (95% CI:
0.63-0.89),
P=0.0014

Total disease-free
at 5 years:

CS: 9/400
S: 7/402

Study details Participants Interventions Methods Outcomes and Comments
Results
Full citation Sample size Interventions Details Results Limitations

Preoperative RT
offered to some
patients. 9% of
patient in each arm
received pre-op RT.

Cochrane risk of
bias tool

Selection bias

random sequence
generation: unclear

allocation
concealment:
randomization by
telephone call to
clinical trials unit

Performance bias
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Aim of the study

We aimed to
assess the effects
of preoperative
chemotherapy on
survival, dysphagia,
and performance
status in patients
with esophageal
cancer undergoing
resection.

Study dates

Between March,
1992, and June,
1998

Source of funding

The trial was
funded by the
British Medical
Research Council

microscopically confirmed
as squamous carcinoma,
adenocarcinoma, or
undifferentiated
carcinoma.

tumours of the upper,
middle, or lower third of
the oesophagus and of the
cardia

Exclusion criteria

no additional

was calculated from a
landmark time of 6
months from random
assignment to allow for
the difference in timing
of surgery between the
two groups. In this
analysis, events
including
macroscopically
incomplete resection,
local and distant
recurrence, and death
arising within the first 6
months after random
assignment were
regarded as events at
this landmark time.
Survival curves are
presented by the
Kaplan-Meier method
and treatment
comparisons are by the
log-rank test. The
consistency of
treatment effect across
subgroups was

Study details Participants Interventions Methods Outcomes and Comments
Results
that was judged date they were last o
Study type resectable known to be alive. blinding: unclear but
RCT Disease-free survival unlikely due to

obvious differences
between treatments

Detection bias

blinding: unclear but
unlikely due to
obvious differences
between treatments

Attrition bias

outcome data
complete

Reporting bias

outcomes stated in
aim reported

Overall assessment:
unclear risk of bias
due to inadequate
reporting of
randomization and
blinding.

Other information
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Sileni, Vc, Koussis,
H, Zaninotto, G,
Bonavina, L,
Peracchia, A, Only
pathologic complete
response to
neoadjuvant
chemotherapy
improves
significantly the
long term survival
of patients with
resectable
esophageal
squamous cell
carcinoma: final
report of a
randomized,
controlled trial of
preoperative

S group

38M/9F

Mean age= 58 +/- 9.3
Tumour stage

lA: 31

lIB: 6

: 11

CS group
38M/9F
Mean age= 58 +/- 9.7

Tumour stage

clinically resectable
esophageal epidermoid
carcinoma who
underwent surgery
alone (Arm A) with
those who received
preoperative
chemotherapy (Arm B).
Overall survival and the
prognostic impact of
major response to
chemotherapy were
analyzed. Forty-eight
patients were enrolled
in each arm.

Statistics

Statistical analyses
were performed using
the SAS statistical

chemotherapy

Complete
response: 6/47

Major response:

13/47

Study details Participants Interventions Methods Outcomes and Comments
Results
assessed using 2 tests
for heterogeneity. Author= MRC
(Medical Research
Council)
Full citation Sample size Interventions Details Results Limitations
Ancona, E, Ruol, A, [N=434 See Kidane SR This randomized, Tumour Cochrane risk of
Santi, S, L controlled trial regression bias tool
Merigliano, S, Characteristics compared patients with Aft
er

Selection bias

random sequence
generation: random
permuted blocks
allocation scheme
using the Moses-
Oakford algorithm

allocation
concealment:
unclear

Performance bias

blinding: unclear but
unlikely due to
obvious difference
between treatments

Detection bias
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Country/ies where
the study was
carried out

Italy

Study type

RCT

Aim of the study

The primary
objective of this
single-center,
randomized
controlled trial was
to analyze the
overall prognostic
impact of
preoperative
chemotherapy
compared with
surgery alone.

Inclusion criteria

clinically resectable
squamous cell carcinoma
of the esophagus (Stage
[IA, 11B, and Ill; i.e., T2-T3
NO MO and T1-T3 N1 MO);

ages 18-70 years;

adequate cardiac, hepatic,
renal, and bone marrow
reserve;

tolerate both the planned
chemotherapy regimen
and the surgical
procedure.

Exclusion criteria

previously undergone
treatment for the
esophageal carcinoma

Student ¢ test, as
indicated. All statistical
comparisons were
made with two-tailed
tests, and P values ,
0.05 were reported as
significant. Survival
was measured from the
date of randomization
to the date of death or
last follow-up. Survival
rates and standard
errors were calculated
with the Kaplan—Meier
method, including
deaths from all causes.
All patients had a
minimum follow-up of 3
months.

Study details Participants Interventions Methods Outcomes and Comments
Results
chemotherapy _ package (SAS Institute, o
versus surgery  |!IA: 32 Cary, NC). Differences blinding: unclear but
alone, Cancer, 91, |/ 5. 4 between groups were unlikely due to
2165-74, 2001 ' assessed with the obvious difference
Ref Id 1 12 Pearson chi-square between treatments
e .

};St’ F';Cﬁ.rt exa? t(,?St’ Attrition bias

516179 ann-Whitney test, or

outcome date
complete

Reporting bias

outcomes stated in
the objective were
reported

Overall
assessment:
UNLCEAR risk of
bias due not
inadequate reporting
of allocation
concealment, and
blinding.

Other information

455

© National Institute for Health and Care Excellence 2018. Subject to Notice of rights.




Appendix F
Evidence tables

Ando, N, lizuka, T,
Ide, H, Ishida, K,
Shinoda, M,
Nishimaki, T,
Takiyama, W,
Watanabe, H,
Isono, K, Aoyama,
N, Makuuchi, H,
Tanaka, O,
Yamana, H,
Ikeuchi, S, Kabuto,
T, Nagai, K,
Shimada, Y, Kinjo,
Y, Fukuda, H,
Surgery plus
chemotherapy
compared with

n=242
Characteristics

Male= 218/242

Age mean(range) in years
=59 (40 - 76)

NO tumour = 44/242

Inclusion criteria

Histologically proven
squamous cell carcinoma
of the thoracic
oesophagus

no microscopic residual
tumour (RO)

Chemotherapy - cisplatin
80 mg/m? for 2 hours on
day 1 and flourourcil 800
mg/m? on day 1 to 5. Two
couses of chemotherapy
was separated by 3-weeks
interval.

Surgery - oesophagectomy
via right thoracotomy in
both arms. 2 patients in
Sx+CT underwent left
thoractomy. Two-field
lymphadenectomy was
perform in 61 patients in Sx
arm and 46 patients in
Sx+CT arm. Three-field

The primary end point
was disease-free
survival. The secondary
end point were overall
survival and toxicities.
The study was planned
to include 290 patients
over 5-year to detect
13% improvement in 5-
year disease free
survival with one sided
alpha of 0.05 and 0.80.

242 patients
entered the study
at 17 institutions,
allocating 122
patients in surgery
(Sx) arm and 120
patients in surgery
followed by
chemotherapy
(Sx+CT) arm. In
Sx+CT arm, 29
patients did not
fully complete
planned
postoperative CT
because of toxicity
or patients refusal.

Study details Participants Interventions Methods Outcomes and Comments
Results
Study dates previous or concomitant
] primary malignancies.

1992 until 1997

. the presence of distant
Source of funding ||ymph node metastasis
Supported in part (i.e., M1 Lym., Stagg IV)
by Fe)apgrant fror% the excluded patient eligibility
CNR (project
ACRO 012809).
Full citation Sample size Interventions Details Results Limitations

Cochrane risk of
bias tool

Selection bias

random sequence
generation: Unclear

allocation
concealment:
unclear

Performance bias
blinding: unclear
Detection bias

blinding: unclear
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

surgery alone for
localized squamous
cell carcinoma of
the thoracic
esophagus: a
Japan Clinical
Oncology Group
Study--JCOG9204,
Journal of clinical
oncology : official
journal of the
American Society of
Clinical Oncology,
21, 4592-6, 2003

Ref Id
516180

Country/ies where
the study was
carried out

Japan
Study type

Multicenter
prospective
randomised phase
Il study

Aim of the study

Pathologic stage IIA
Exclusion criteria

if the patient had an
additional synchronous or
metachronous cancer

lymphadenectomy was
performed in 61 patients in
Sx arm and 74 patients in
Sx+CT arm.

Disease free
survival

Sx+CT(n=120) vs
Sx (n=122) = HR
(95% CI): 0.75
(0.51 to 1.03)
(Adjusted for age,
sex, performance
status, tumor
location,
pathologic T-
stage, intramural
metastatsis,
pathologic N-
stage, pathologic
M-stage, and
extent of
lymphadenopathy)
. Unadjusted HR:
0.73 (0.51t0 1.03)

Attrition bias

Unreported loss of
follow-up - unclear

Reporting bias

outcomes stated
in method
session reported

Overall assessment:
unclear risk of bias
due to inadequate
reporting of
randomization and
blinding.

Other information
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

To determine
whether
postoperative
adjuvant
chemotherapy
improves outcome
in patients with
oesophageal
squamous cell
carcinoma
undergoing radical
surgery

Study dates

July 1992 to
January 1997

Source of funding

Grant-in-Aid for
Cancer Research
from the Ministry of
Health, Labour and
Welfare of Japan
and from the
Second Term
Comprehensive 10
year Strategy for
Cancer Control
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Ando, N, Kato, H,
Igaki, H, Shinoda,
M, Ozawa, S,
Shimizu, H,
Nakamura, T,
Yabusaki, H,
Aoyama, N, Kurita,
A, lkeda, K, Kanda,
T, Tsujinaka, T,
Nakamura, K,
Fukuda, H, A
randomized trial
comparing
postoperative
adjuvant
chemotherapy with
cisplatin and 5-
fluorouracil versus
preoperative
chemotherapy for
localized advanced
squamous cell
carcinoma of the
thoracic esophagus
(JCOG9907),
Annals of Surgical
Oncology, 19, 68-
74,2012

n=330; 166 were assigned
to postoperative
chemotherapy (Sx+CT)
and 164 patients to
preoperative
chemotherapy (CT+Sx).
162 patients in Sx+CT and
159 patients in CT+Sx
arms underwent surgery.
166 patients in the former
and 164 patients in the
latter were included in the
efficacy analysis. 95
patients in Sx+CT group
and 159 patients in CT+Sx
group were used for safety
analysis of chemotherapy
whereas 162 patients in
Sx+CT group and 154
patients in CT+Sx group
were used for safety
analysis of surgery./

Characteristics

Age in median (range)
years: 61 (34 - 75)
Male = 197/330

NO tumour = 112/330

Surgery - total or subtotal
thoracic oesophagectomy
and regional
lymphadenectomy with
curative intent through right
or left thoracotomy with
resection of regional lymph
nodes including perigastric
nodes. Dissectin of distant
lymph nodes were optional.

Chemotherapy (CT):
cisplatin(80 mg/m?) for 2
hours on day 1 and 5
fluorouracil (800 mg/m?) on
day 1 to 5, repeated twice
every 3 weeks.

In Sx+CT arm, the surgery
was followed by
chemotherapy after 2 to 10
weeks and chmeotherapy
was followed by surgery
within 5 weeks in CT+Sx
arm.

Among patients in Sx+CT
arm, CT was not provided
postoperatively in patients
with node-negative status.

The patients were
randomised at the
Japan Clinical
Oncology Group
(JCOG) Data center.
The primary end point
was progression-free
survival and the
secondary end points
were overall survival,
chemotherapy
toxicities, operative
morbidities and
mortality, response rate
in CT+Sx group and
complete resection
rate. A recruitment of
330 randomised
patients was designed
to detect about 13%
improvment in
progression-free
survival with one sided
alpha of 0.05 and
power of 0.80.

24 institutions
participated.

Analysed 'n’
Sx+CT: 166
CT+Sx: 164

RO resection rate
Sx+CT: 91%
CT+Sx: 96%

Overall survival
CT+Sx vs Sx+CT:
HR(95%CI) = 0.73
(0.54 to 0.99);
p=0.04

Progression free
survival

CT+Sx vs Sx+CT:
HR(95%CI) =
0.84(0.63-1.11);
p=0.22

Median blood
loss

Sx+CT: 446 ml (65
- 2839)

CT+Sx: 450 ml (68
- 2715)

Study details Participants Interventions Methods Outcomes and Comments
Results
Full citation Sample size Interventions Details Results Limitations

Cochrane risk of
bias tool

Selection bias

random sequence
generation: Unclear

allocation
concealment:
unclear

Performance bias
blinding: unclear
Detection bias
blinding: unclear
Attrition bias

low risk
Reporting bias

outcomes stated in
method session
reported

Overall assessment:
unclear risk of bias
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Ref Id
516182

Country/ies where
the study was
carried out

Japan
Study type

Randomised
controlled trial

Aim of the study

To examine the
survival outcomes
of preoperative
chemotherapy
using cisplatin plus
5-fluoracil in
comparison with
post-operative
chemotherapy in
patients with locally
advanced
oesophageal
squamous cell
carcinoma

Study dates

Inclusion criteria

Histologically proven
squamous cell carcinoma
of the thoracic
oesophagus

clinical stage Il or lll
excluding T4 disease
(UICC tumour, node,
metastasis system (TNM)
classification) resectable
disease

Exclusion criteria

In CT+Sx arm, patients
were not given a second
course of chemotherapy
before surgery even if the
initial response to the first
course chemotherapy was
progressive.

Treatment-related
mortality

Sx+CT: 2/162
CT+Sx: 1/153

Treatment related
morbidity

1) Anastomotic
leakage

Sx+CT: 24/162
CT+Sx: 19/153

2) Wound infection
Sx+CT: 20/162
CT+Sx: 16/153

3) Pulmonary
Sx+CT: 21/162
CT+Sx: 24/153

4) Cardiovascular
(Intraoperative)
Sx+CT: 3/162
CT+Sx: 4/153

due to inadequate
reporting of
randomization and
blinding.

Other information

Additional
information from

Hirao, M., Ando,
N., Tsujinaka, T., et
al. (2011) Influence
of preoperative
chemotherapy for
advanced thoracic
oesophageal
squamous cell
carcinoma on
perioperative
complications.
British Journal of
Surgery. 98: 1735-
1741
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

May 2000 to May
2006

Source of funding

Grant-in-aid for
Cancer Research
from the Ministry of
Health, Labour and
Welfare of Japan

Full citation

Apinop, C, Puttisak,
P, Preecha, N, A
prospective study of
combined therapy
in esophageal
cancer, Hepato-
gastroenterology,
41, 391-3, 1994

Ref Id
516186

Country/ies where
the study was
carried out

Thailand

Sample size

n=69

CRT followed by surgery =

35
Surgery alone =34
Characteristics

Mean age in years: 59.7
Male %: 78.3

Inclusion criteria

Biopsy-proven previously
untreated locoregional
squamous-cell carcinoma

Interventions

Please find details in
Kumagai 2014 SR.

CRT followed by surgery
versus Surgery alone

Details

Surgery was performed
approximately 4 weeks
after the last day of CT
if there was no distant
metastatic disease in
CRT plus surgery
group whereas the
treatment plan for
surgery group started
the second week after
admission. Survival
percentages were
determined using
Kaplan-Meier product
limit method, in which
only tumour-related

Results

Overall Survival
at 1 years

CRT+S: 49%
(n=35)

S alone: 39%
(n=34)

Overall survival
at 5-years

CRT + S: 24%
(n=35)

S alone: 10%
(n=34)

Limitations

Cochrane risk of
bias tool

Selection bias

random sequence
generation: unclear

allocation
concealment:
unclear

Performance bias
blinding: unclear

Detection bias
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Study details Participants Interventions Methods Outcomes and Comments
Results
of the middle or distal death was considered o
Study type esophagus as failure. blinding: unclear
RCT Physically capable of Attrition bias
Aim of the study undergoing subsequent No loss of follow up
surgery
To report on the Normal FBC, electrolytes Reporting bias
results of d tini
prospective and creatinine The Comp|ete
randomised clinical |Exclusion criteria response was
trial of combined mentioned in the
therpy and surgery |Patients with concomitant method session but
alone second primary lesions not reported.
Study dates Overall assessment:
UNLCEAR risk of
January 1986 to bias due to
December 1992 inadequate reporting
. of randomisation,
Source of funding allocation
NR concealment, and
blinding.
Other information
Full citation Sample size Interventions Details Results Limitations
Bosset, Jf, n= 282 Details can be found in With 80% power, one- |TO0 stage tumour |Cochrane risk of
Gignoux, M, Lo Kumagai 2014. sided type | error of after curative bias tool
Triboulet, Jp, Tiret, |Characteristics 0.05, the study had resection o
E, Mantion, G, enough power to detect Selection bias
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Elias, D, Lozach, P,
Ollier, Jc, Pavy, Jj,
Mercier, M,
Sahmoud, T,
Chemoradiotherapy
followed by surgery
compared with
surgery alone in
squamous-cell
cancer of the
esophagus, The
New England
journal of medicine,
337, 161-7, 1997

Ref Id
516214

Country/ies where
the study was
carried out

France

Study type
Multi-centre RCT
Aim of the study

To initiate a
prospective,
multicenter,

Age (mean) in years: 56.7
Male %: 93.3

Node +ve tumour %: 23
Inclusion criteria
Invasive SCC

ECOG performance status
of 0to 2

<7Qyears
Resectable tumour

Participants with T1NO,
T1N1, T2NO, T2N1, T3NO

Exclusion criteria

if participants had lost
more than 15 percent of
their body weight

if they had previously
undergone treatment for
this disease or any other
cancer except basal cell-
carcinoma of the skin

Tumour located within the
first 4 cm of the

an improvement in five-
year survival from 15
percentin S alone
gorup to 25 % in CRT
+S group.

CRT+S: 29/112
S alone: 0/94

Disease free
survival (longer
inCRT+ S
group)

HR (95% CI): 0.6
(0.4 t0 0.9) P=
0.003

Overall Survival

S alone: 95
events/ 139

HR= 1.0 (95% Cl=
0.7-1.5), P=0.78
by log rank test

Tumour
regression grade

in combined-
treatment group

Complete
pathological
response: 29/112

Major pathological
response: 20/112

random sequence
generation: unclear

allocation
concealment:
unclear

Performance bias
blinding: unclear
Detection bias
blinding: unclear
Attrition bias

No loss of data
Reporting bias

outcomes stated in
aim reported

Overall assessment:
unclear risk of bias
due to inadequate
reporting of
randomization and
blinding

Other information
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

randomised tiral
comparing
preoperative CRT
followed by surgery
with surgery alone.
The main endpoint
was overall
survival. Secondary
endpoint were
disease free
survival and
survival free of local
disease or distant
metastatses.

Study dates

January 1989 to
June 1995

Source of funding

Grant from Ligue
Departmental de
Lutte contre le
Cancer du Doubs,
France

esophagus, metastases in
cervical lymph nodes,
evidence of invasion of the
bronchus on
bronchoscopy, and tumour
classified as T3N1, T4NO
or T4N1

Full citation

Sample size

n=75

Interventions

Details

Results

Limitations
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Burmeister, Bh,
Thomas, Jm,
Burmeister, Ea,
Walpole, Et,
Harvey, Ja,
Thomson, Db,
Barbour, Ap,
Gotley, Dc,
Smithers, Bm, Is
concurrent radiation
therapy required in
patients receiving
preoperative
chemotherapy for
adenocarcinoma of
the oesophagus? A
randomised phase
I trial, European
journal of cancer
(Oxford, England :
1990), 47, 354-60,
2011

Ref Id
516221

Country/ies where
the study was
carried out

Australia

Characteristics

Age median (range) in
years: 61 (36-75)

Male %: 66/75 (87%)
Nodal involvement: 16/75
(21%)

Inclusion criteria

Histologically confirmed
invasive adenocarcinoma
of the thoracic
oesophagus or gastro-
oesophageal junction;
Disease limited to the
oesophagus or gastro-
oesophageal junction and
regional lymph nodes
(cT2-3, cNO-1) and fit for
resection

Exclusion criteria

Prior treatment with
radiation therapy or
chemotherapy

Chemotherapy followed by
surgery (CT+S) = 36
versus Chemoradiotherapy
followed by surgery
(CRT+S) =39

Chemotherapy: 2 cycles -
cisplatin 80 mg/m? on day
1 followed by a 96 hour
infusion of 5 fluouracil(5
FU) 1000 mg/ m?/d. The
2nd cycle started on day
21. In CRT group, the
second cycle started
together with radiation with
the dose of 5FU reduced to
800 mg/m?/d.

Radiotherapy: 35 Gy given
in 15 fractions over 3
weeks

Surgery: resection of the
primary tumor with enbloc
resection of lymph nodes
through Ivor-lewis or 3-
stage thoracoscopic
approach

The consent patients
(n=75) were
randomised to 36 CT+S
and 39 CRT+S groups.
21 patients in CT+S
arm and 23 patients in
CRT+S arm received
CT per protocol. 33
patients in either group
underwent surgery.
Intention to treatment
analysis was applied.

Treatment-related
morbidity

1) Anastomotic
leak

CT+S: 2/36
CRT+S: 2/39

2) Wound infection

CT+S: 1/36
CRT+S: 5/39

3) Cardiac
problems

CT+S: 6/36
CRT+S: 7/39

30-days
postoperative
mortality

CT+S: 0/36
CRT+S: 0/39

RO resection rate

CT+S: 29/36
CRT+S: 33/39

Cochrane risk of
bias tool

Selection bias

random sequence
generation: low risk

allocation
concealment:
unclear

Performance bias
blinding: unclear
Detection bias
blinding: unclear
Attrition bias

ITT analysis
Reporting bias

outcomes stated in
method sessions
reported

Overall assessment:
unclear risk of bias
due to inadequate
reporting of
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controlled trial
Aim of the study

To compare the
preoperative
chemotherapy and
chemoradiotherapy
for resectable
adenocarcinoma of
the oesophagus
and gastro-
oesophageal
junction

Study dates

November 2000
until December
2006

Source of funding

None

(TRG)

1) complete
pathological
response (pCR)
(no viable tumour
seen on any of the
sections of the
primary lesions
and within lymph
nodes):

CT+S: 0/36
CRT+S: 5/39

2) <10% viable
cells

CT+S: 3/36
CRT+S: 7/39

3) Macroscopic
CT+S: 30/36
CRT+S: 21/39

4) Residual
disease

CT+S: 3/36
CRT+S: 6/39

5) Major response
(PCR + <10%
viable cells)
CT+S: 3/36
CRT+S: 12/39

Study details Participants Interventions Methods Outcomes and Comments
Results
allocation
Study type Tumor g concealment and
regression grade |p(indi
Randomised g g blinding.

Other information
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Hagen, P, Hulshof,
Mc, Lanschot, Jj,
Steyerberg, Ew,
Berge,
Henegouwen Mi,
Wijnhoven, Bp,
Richel, Dj,
Nieuwenhuijzen,
Ga, Hospers, Ga,
Bonenkamp, Jj,
Cuesta, Ma,
Blaisse, Rj, Busch,
Or, Kate, Fj,
Creemers, Gj, Punt,
Cj, Plukker, Jt,
Verheul, Hm,
Spillenaar, Bilgen
Ej, Dekken, H,
Sangen, M;,
Rozema, T,
Biermann, K,
Beukema, Jc, Piet,
Ah, Rij, Cm,
Reinders, Jg,
Tilanus, Hw, Gaast,
A, Preoperative
chemoradiotherapy

n= 368

Characteristics

Age: Median: 60 years
Gender: Male: 78%
Tumour type: SCC: 23%
Tumor staging:

T2 and above 98%

+ve lymph node 65% N1

116/178 CRT+S versus
120/188 S alone

Inclusion criteria

18-75 years of age, WHO
performance status <2

Participants
withHistologically
confirmed, potentially
curable squamous-cell
carcinoma,
adenocarcinoma or large-

Please find in Kumagai
2014 SR.

368 underwent
randomisation. 180 and
188 were assigned to
CRT+S and S alone
respectively. 178 in
CRT+S and 188in S
gourp were included in
ITT analysis. A
resection was not
possible in 7 in CRT+S
and 25 in S alone
group because of the
primary tumour or
lymph nodes were
identified as
unresectable during

surgery.

CRT+S: 7 participants
did not receive any
CRT (5 because of
disease progression
before commencing
therapy and 2 because
of declination). A total
of 162 (91%) received
the full treatment

Survival at 60
months

CRT+S: 28/178
S alone: 17/188

At 84.1 median
follow-up, Median
overall survival

CRT +S: 49.4
months(95% ClI
32.1to 65.1)

S alone: 24
months(95%CI
14.2 to 33.7)

HR 0.657 (0.495-
0.871), P=0.003

Survival at 60
months among
SCC group

CRT+S: 8/41
S alone: 4/43

Study details Participants Interventions Methods Outcomes and Comments
Results
Full citation Sample size Interventions Details Results Limitations

Cochrane risk of
bias tool

Selection bias

random sequence
generation: unclear

allocation
concealment:
unclear

Performance bias

blinding: unclear but
the baseline
characters (age,
gender, tumor type,
locations and
staging) were similar
between the two
groups

Detection bias
blinding: unclear

Attrition bias
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The New England
journal of medicine,
366, 2074-84, 2012

Ref Id
516290

Country/ies where
the study was
carried out

Netherlands
Study type

RCT

Aim of the study

To compare
neoadjuvant
chemoradiotherapy
followed by surgery
with surgery alone
in patients with
potentially curable
esophageal or
esophagogastric
junction carcinoma.

Study dates

esophagus or
esophagogastric junction
(i.e., tumour involving both
the cardia and the
eosphagus on endoscopy)

The upper border of tumor
had to be at least 3cm
below the upper
esophageal sphincter.

Only patients with tumours
of clinical stage T1N1 or
T2-3 NO-1 and no clinical
evidence of metastatic
spread

Patients with adequate
haematologic, renal,
hepatic and pulmonary
function as well as no
history of other cancer or
previous radiotherapy or
chemotherapy

Exclusion criteria

Participants with proximal
gastric tumours with
minimal invasion of the
esophagus

164 (92%) received the
full dose of
radiotherapy. 2
participants (1%)
received a higher dose
of RT (45 and 54 Gy).
The most common
reason for not
completing treatment
was low platelet count.

0.243-0.844), P=
0.011

Survival at 60
months among
AC group

CRT+S: 18/134
S alone: 10/141

HR 0.732 (95% Cl:
0.524-0.998),
P=0.049

RO Resection
achieved

CRT+S group:
148/161

S group: 111/161

Tumour
regression grade

Complete
response: 47/161

Study details Participants Interventions Methods Outcomes and Comments
Results

for esophageal or |cell undifferentiated regimen of five cycles o _ .

junctional cancer, |carcinoma of the of chemotherpy and HR 0.453 (95% CI:|ITT analysis

Reporting bias

High: One of

the interested
outcomes (quality of
life) in the protocol
was not reported in
the study.

Overall assessment:
unclear risk of bias
due to inadequate
reporting of
randomization and
blinding.

Other information

Data were also
taken from:

Shapiro, J.,
Lanschot, J.J.B.v.,
Hulshof, M.C., et al.
(2015) Neoadjuvant
chemoradiotherapy
plus surgery alone
for esophageal or
junctional cancer
(CROSS): long term
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Source of funding

Dutch Cancer
Foundation

Disease-Free
Progression
(extracted from
Shapiro, 2015)

CRT+S: 14/178
S alone: 6/188

HR 0.64 (95%ClI:
0.49-0.82),
P=0.000217

Disease-free
Progression amo
ng SCC group

CRT+S: 5/41
S alone: 1/43

HR 0.48 (95% Cl:
0.28-0.82), P=
0.006

Disease-free
Progression amo
ng AC group

Study details Participants Interventions Methods Outcomes and Comments
Results
results of
March 2004 to Lenght of tumor >8cm or (AC: 28/121, SCC: |randomised
December 2008 width of tumor >5 cm 18/37) controlled trial.
Lancet. 16
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esophageal cancer,
Cochrane Database
of Systematic
Reviews, 2015

Ref Id
516340

Country/ies where
the study was
carried out

Canada

Characteristics

Trials were identified by
searching the Cochrane
Central Register of
Controlled trials
(CENTRAL), MEDLINE
(1966 to 2013), EMBASE
(1988 to 2013) and
CANCERLIT (1993 to
2013). The search was
limited to RCTs. The

disease

S: right thoractomy,
abdomen, left neck with
gastric tranposition, 2-field
lymph nodes+ postop
chemotherapy and
radiation for residual
disease

Baba 2000

assessed by the Jaded
(1996) criteria and
scored independently
by 2 reviewers. Any
discrepancies were
resolved by consensus.
Missing data for
included trials were
sought. Heterogeneity
of trial results were
detected by formal
statistical testing. The
review manager with

resection rate (RO)

K=9; n=2135; RR
(M-H, Random,
95% CI: 1.11[1.03,
1.19])

Treatment
morbidity:
Anastomotic leaks

K=8; n=1501; RR
(M-H, Random,

Study details Participants Interventions Methods Outcomes and Comments

Results

CRT+S: 9/134

S alone: 5/141

HR 0.69 (95% CI:

0.52-0.92),

P=0.010
Full citation Sample size Interventions Details Results Limitations
Kidane, Biniam, A total of 13 randomised |Ancona 2001 Studies were selected |Survival ROBIS tool for bias
Coughlin, Shaun, |controlled trials (RCTs) e ) ) by two independent o . risk assessment in
Vogt, Kelly, were included (Number of |CT*S: Cisplatin 100 mg/m® | eviewers. K=10; n=2122; ., |systematic reviews:
Malthaner, Richard, |trials (N)=13; number of ~ [X 1D x2-3 2cyc|es +5-FU |Standardized data HR(Random, 95% o
Preoperative participants (n)=2362), of 1000 mg/m*x1Dx2-3  |eytraction formwas ~ |CI: 0.88 [0.80, Study Eligibility
chemotherapy for |which 10 RCTs were cycltes Hemoth g used to summarise the |0-96]) Criteria
resectable thoracic |relevant for the review. post-op chemotherapy and |trig|s. The quality was , ,

radiation for residual e, Complete Did the review

adhere to pre-
defined objectives
and eligibility
criteria? Y

Were the eligibility
criteria appropriate
for the review
question? Y

Were the eligibility
criteria
unambiguous? Y
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Systematic review
and Meta-analysis

Aim of the study

To determine the
role of preoperative
chemotherapy in
the treatment of
patients with
resectable thoracic
oesophageal
carcinoma

Study dates

The search was
updated in October
2013.

Source of funding

None

overall survival after
randomization.

Ancona 2001

Italy, n=96; 100%
squamous cell cancer
(SCC); Resectable T2,3;
NO,1; No metastases

Baba 2000

Japan, n=42; 100%SCC;
Upper, middle and lower
oesophageal tumors; No
metastases

Boonstra 2011

Netherlands multicenter,
n=169; T1-3, N, MO;
Upper, middle and lower
oesophageal tumors

Kelsen 1998

North America
multicancer; n=467; 44%
SCC and 51%
Adenocarcinoma;
Operable; Stage |, Il and
11

1D x 2 cycles + 5-FU 700
mg/m? x 5 Ds x 2 cycles +
Leucovorin 20 mg/m? x 5
Ds x 2 cycles

S: right thoracotomy,
laparotomy, neck incision,
gastric or colon
interposition with 2-field or
3-field node dissections

Boonstra 2011

CT+S: Cycle 1 (Cisplatin
80 mg/m? IV over 4 hours
on day 1 of each cycle;
Etoposide 100 mg/m? IV
over 2 hours on days 1 and
2 of each cycle; Etoposide
200 mg/m? PO on days 3
and 5 of each cycle),

Cycle 2 (as above,
repeated on week 4)

2 additional cycles was
given for responders;
immediate referal to
surgery if no responders or
those with severe side
effects

S: oesophagectomy (right
thoracotomy, transhiatal

was used to synthesize
the data. Sensitivity
analyses

2(study quality,
publication bias,
histologic subtypes,
types of
chemotherpeutic
agents, years of
publication, tumor
location) were carried
out to determine
whether conclusions
were changed when
different trials were
included in the
analysis.

1.37])

Treatment
morbidity: Cardiac
complications

K=5; n=1314; RR
(M-H, Random,
95% CI: 1.03[0.69,
1.55])

Treatment
morbidity:
Infectious
complication

K=5; n=1184; RR
(M-H, Random,
95% CI: 0.65[0.41,
1.02)])

Treatment
morbidity:
Pulmonary
complication

K=8; n=1501; RR
(M-H, Random,
95% CI: 1.10[0.76,
1.61])

Study details Participants Interventions Methods Outcomes and Comments
Results
primary outcomes was . ) random effect models [95% CI: 0.92[0.62,
Study type CT+S: Cisplatin 70 mg/m?x Were all the

restrictions on
eligibility criteria
based on study
characteristics
appropriate? Y

Were any
restrictions in
eligibility criteria
based on sources of
information
available? Y

Concern regarding
specification of
study eligibility
criteria: Low

Identification and
Selection of Studies

Did the search
include an
appropriate range of
databases/electronic
sources for
published and
unpublished
reports? Y
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Hong Kong, n=147;
100%SCC, resectable, no
metastases

Maipang 1994

Thailand, n=46; 100%
SCC, Stage |, Il and I,
distal 2/3 oesophagus, no
cervical lesions

MRC Allum 2009

UK, n=802; 31% SCC,
66% Adenocarcinoma, 3%
undifferentiated; Upper,
middle and lower
oesophagus

Nygaard 1992

Scandinavia, multicentre;
n=106; 100% SCC; T1-2,
Nx, MO, >21 cm from
incisors, no metastases

Schlag 1992

Germany, n=46; 100%
SCC; Stage |, Il and I1I; no
metastases

resection of tumor and
adjacent lymph nodes

Kelsen 1998

CT+S: Cisplatin 100 mg/m?
x 1D x 3 cycles + 5FU
1000 mg/m?x 5Ds x 3
cycles

(if responder , postop
cisplatin 75 mg/m?+ 5FU
1000 mg/m? x 2 cycles)

+ radiation if positive
margins

S: Abdominothoracic or
thoracoabdominocervical
or transhiatal with gastric
or colon interposition) +
radiation if positive margins

Law 1997

CT+S: Cisplatin 100 mg/m?
x 1D x 2 cycles + 5-FU 500
mg/m? x 5Ds x 2 cycles

S: Abdominothoracic or
transhiatal with gastric
interposition and removal
of adjacent nodes

Maipang 1994

ality

K=10; n=2196; RR
(M-H, Random,
95% CI: 0.93[0.68,
1.28])

Quality of life
(dysphagia at 1-
year postop)

K=1; 28% in CT+S
vs 27% in S alone

Study details Participants Interventions Methods Outcomes and Comments
Results
oesophagectomy, enbloc )
Law 1997 Postoperative mort |Were the methods

additional to
database searching
used to identify
relevant reports? Y

Were the terms and
structure of the
search strategy
likely to retrieve as
many eligible
studies as possible?
Y

Were restrictions
based on date,
publication format or
language
appropriate? Y

Were efforts made
to minimise error in
selection of studies?
Y

Concern regarding
methods used to
identify or select
studies: LOW

Data Collection and
Study Appraisal
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Ychou 2011

France, multicenter (28)
n=169 but 122/169 from
one center; Resectable
adenocarcinoma of lower
third of the oesophagus or
GEJ or stomach (only 25%
and 24% in each arm had
non-GEJ stomach cancer)

Inclusion criteria

Participants consisted of
patients with localised
potentially resectable
thoracic oesophageal
carcinoma. Trials that
compared chemotherapy
before surgery
(oesophagectomy) versus
surgical resection alone
were included.

Exclusion criteria

Trials including patients
with carcinoma of the
cervical oesophagus were
excluded. Studies which
were excluded if other
treatment modalities (e.g.

CT+S: Cisplatin 100 mg/m?
x 1D x 2 cycles +
vinblastine 3 mg/m? x 4Ds
x 2 cycles + bleomycin 10
mg/m? x 5Ds x 2 cycles

S: Laparotomy; right
thoractomy with gastric or
colon interposition

MRC Allum 2009

Radiation: pre-op external
beam radiation was given
irrespective of
randomisation (25-32.5 Gy
in 10 fractions)

CT+S: Cisplatin 80 mg/m?
x 1D x 2 cycles + 5-FU
1000 mg/m? x 4 Ds x
2cycles

S: oesophagectomy

Nygaard 1992

CT+S: Cisplatin 20 mg/m?
x 5Ds x 2 cycles +
Bleomycin 10mg/m? x 5Ds
X 2 cycles

S: laparotomy and right
thoracotomy with stomach
interposition

Were efforts made
to minimise error in
data collection? Y

were sufficient study
characteristics
available? Y

Were all relevant
study results
collected for use
and synthesis? Y

Was risk of bias
formally assessed
using appropriate
criteria? Y

Were efforts made
to minimise error in
risk of bias
assessment? Y

Concern: LOW

Synthesis and
Findings

Did the synthesis
include all studies it
should? Y
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

radiotherapy,

hyperthermia) were used.

Schlag 1992a

CT+S: Cisplatin 20 mg/m?
for 5 days for 3 cycles + 5
FU 1000 mg/m? for 5 days
for 3 cycles if responder
after 1st cycle

S: Abdominothoracic or
thoracoabdominocervical
with gastric or colon
interposition + 2-field lymph
node resection

Ychou 2011

CT+S: 2-3 cycles of FU
800 mg/m?/d as IV infusion
for 5 consecutive days and
cisplatin 100 mg/m? as 1-
hour infusion, every 28
days

(3-4 postop cycles were
administered if good
tolerance and no evidence
of progressive disease
after preoperative
chemotherapy)

S: Enbloc resection of
tumour and extended
lymphadenectomy (D2
recommended)

Were all pre-defined
analyses reported
and departures
explained? Y

Was the synthesis
appropriate given
the nature and
similarity in the
research questions?
Y

Was heterogeneity
minimal or
addressed? Y

Were the findings
robust as
demonstrated
though funnel plot or
sensitivity analysis?
Y

Were biases in
primary studies
minimal or
addressed in the
synthesis? Y

Concern= LOW
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Study details

Participants

Interventions

Methods

Outcomes and
Results

Comments

Risk of bias in the
review

Did the
interpretation of
findings address all
the concerns
identifies in 1-4? Y

Was the relevance
of identified studies
to the review's
research question
appropriately
considered? Y

Did the reviewers
avoid emphasizing
results on the basis
of their statistical
significance? Y

Risk of bias= LOW

Other information

Full citation

Klevebro, F,
Dobeln, Ga, Wang,

Sample size

n=181

Interventions

Details

All participants being
randomised were

Results

90-day mortality

Limitations

Cochrane risk of
bias tool
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Glenjen, Ni, Lind, P,
Tsai, Ja, Lundell, L,
Nilsson, M, A
randomized clinical
trial of neoadjuvant
chemotherapy
versus neoadjuvant
chemoradiotherapy
for cancer of the
oesophagus or
gastro-oesophageal
junction, Annals of
Oncology, 27, 660-
7,2016

Ref Id
516343

Country/ies where
the study was
carried out

Norway and
Sweden

Study type
RCT

Characteristics

Age (median): 63

Male %: 83

NO tumour %: 37

SCC %: 28
Adenocarcinoma %: 73
Inclusion criteria

Patients with histologically
confirmed SCC or AC of
the esophagus or GOJ
(including Siewert type |
and Il) who were eligible
for curative treatment with
surgical resection were
enrolled.

Clinical tumour stage; T1-
3, any N (with the
exception of T1NO)

Cervical cancers were
required to be resectable
without laryngectomy

fluorouracil 750 mg/m?/24
hr, days 1-5. Each cycle
lasted 21 days

Radiotherapy (RT); 40Gy
(2 Gy/day in 20 fractions, 5
days a week) with
chemotherapy cycles 2 and
3 (concurrent)

Surgery (Sx): lvour Lewis
procedure or McKeown
procedure (if middle and
upper thirds of
oesophagus)

Comparison: CT followed
by Sx versus CRT followed
by Sx

in the primary end point
of 15% between
treatment arms with a
power of 80% which
required 172 patients.

Treatment-related
morbidity (Any
complication)

CT+Sx: 35/91
CR