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Appendix C Guideline scope

NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

SCOPE
1 Guideline title

Opioids in palliative care: safe and effective prescribing of strong opioids for

pain in palliative care of adults

1.1 Short title
Opioids for pain in palliative care
2 The remit

The Department of Health has asked NICE to produce a short clinical

guideline on: 'safe and effective prescribing of strong opioids in palliative care

of adults'.

3 Clinical need for the guideline

3.1 Current practice

a) Each year more than 155,000 people in the UK die of cancer, and

to this figure can be added deaths from heart failure, kidney, liver
and respiratory disease, and from neurodegenerative conditions.
Many people with these conditions will develop pain for which a

strong opioid is needed.

b) The recently updated World Cancer Declaration includes a target to
make effective pain control more accessible. Several key

documents recognise the importance of effective pain control,
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including 'Improving supportive and palliative care for adults with
cancer' (NICE cancer service guidance 2004), 'Control of pain in
adults with cancer’ (Scottish Intercollegiate Guidelines Network
guideline 106), and 'A strategic direction for palliative care services
in Wales' (Welsh Assembly Government 2005).

Pain is common in advanced and progressive disease. Up to two-
thirds of people with cancer experience pain that needs a strong
opioid. This proportion is similar or higher in many other advanced

and progressive conditions.

Strong opioids, especially morphine, are the principal treatments for
pain related to advanced and progressive disease, and their use
has increased significantly in the primary care setting. However, the
pharmacokinetics of the various opioids are very different and there
are marked differences in bioavailability, metabolism and response
between patients. A suitable opioid must be selected for each
patient and, because drug doses cannot be estimated or calculated
in advance, the dose must be individually titrated. Ensuring that this
selection and titration is done effectively and safely has a major
impact on patient comfort. The World Health Organization has
produced a pain ladder for the relief of cancer pain and strong

opioids are represented on the third level of the three-step ladder.

Misinterpretations and misunderstanding have surrounded strong
opioids for decades, and these are only slowly being resolved. Unitil
recently, many sources for prescribing advice have given varying
and sometimes conflicting advice. These factors, along with the
wide range of formulations and preparations, have resulted in
errors causing underdosing and avoidable pain, or overdosing and
distressing adverse effects. Despite repeated warnings, these
problems have led on occasion to patient deaths, and resulted in

doctors facing the General Medical Council or court proceedings.
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f) This guideline will clarify the clinical pathway, and help to improve
pain management and patient safety. The target audience will be
non-specialist healthcare professionals initiating strong opioids for
pain in adults with advanced and progressive disease. However,
the guideline is likely to be of relevance to palliative care specialists

as well.

4 The guideline

The guideline development process is described in detail on the NICE website

(see section 6, ‘Further information’).

This scope defines what the guideline will (and will not) examine, and what the
guideline developers will consider. The scope is based on the referral from the

Department of Health.

The areas that will be addressed by the guideline are described in the

following sections.
4.1 Population

41.1 Groups that will be covered

a) Adults (18 years and older) with advanced and progressive

disease’, who require strong opioids for pain control.

b) No patient subgroups have been identified as needing specific

consideration.

4.1.2 Groups that will not be covered

a) Children (younger than 18 years).

b) Adults without advanced and progressive disease.

C) Adults who have not yet had a pain assessment to check whether

strong opioids are required.

! Such as cancer, heart disease, liver disease, lung disease, kidney disease, HIV and terminal
neurodegenerative or neuromuscular conditions.
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Healthcare setting

All settings in which care commissioned by the NHS is provided,

including hospices, care homes and the community.
Clinical management

Key clinical issues that will be covered

First-line treatment with strong opioids considering:

titration schedule

formulation

routes of administration

breakthrough pain.
Management strategies for side effects (including switching opioid).

Information for patients and carers about consenting to treatment

and monitoring effectiveness.

Clinical issues that will not be covered

Pain assessment before starting strong opioid therapy.
Non-opioid pain control.

Care during the last days of life (for example, while on the Liverpool

Care Pathway).

Main outcomes

Pain.
Opioid side effects.
Adverse events.

Health-related quality of life.
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4.5 Economic aspects

Developers will take into account both clinical and cost effectiveness when
making recommendations involving a choice between alternative
interventions. A review of the economic evidence will be conducted and
analyses will be carried out as appropriate. The preferred unit of effectiveness
is the quality-adjusted life year (QALY), and the costs considered will usually
be only from an NHS and personal social services (PSS) perspective. Further
detail on the methods can be found in 'The guidelines manual' (see ‘Further

information’).

4.6 Status

4.6.1 Scope

This is the final scope.

4.6.2 Timing

The development of the guideline recommendations will begin in July 2011.

5 Related NICE guidance

¢ Neuropathic pain. NICE clinical guideline 96 (2010). Available from
www.nice.org.uk/guidance/CG96

e Chest pain of recent onset. NICE clinical guideline 95 (2010). Available
from www.nice.org.uk/guidance/CG95

e Low back pain. NICE clinical guideline 88 (2009). Available from
www.nice.org.uk/guidance/CG88

¢ Rheumatoid arthritis. NICE clinical guideline 79 (2009). Available from
www.nice.org.uk/guidance/CG79

e Spinal cord stimulation for chronic pain of neuropathic or ischaemic origin.
NICE technology appraisal 159 (2008). Available from
www.nice.org.uk/guidance/TA159

e Metastatic spinal cord compression. NICE clinical guideline 75 (2008).

Available from www.nice.org.uk/guidance/CG75
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e Osteoarthritis. NICE clinical guideline 59 (2008). Available from
www.nice.org.uk/guidance/CG59

e Improving supportive and palliative care for adults with cancer. NICE
cancer service guidance (2004). Available from www.nice.org.uk/CSGSP

6 Further information

Information on the guideline development process is provided in:

e ‘How NICE clinical guidelines are developed: an overview for stakeholders
the public and the NHS’

e ‘The guidelines manual’.

These are available from the NICE website
(www.nice.org.uk/GuidelinesManual). Information on the progress of the

guideline will also be available from the NICE website (www.nice.org.uk).
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Appendix D How this guideline was developed

This guideline was developed in accordance with the process for short clinical
guidelines set out in “The guidelines manual' (2009) (see

www.nice.org.uk/GuidelinesManual). There is more information about how

NICE clinical guidelines are developed on the NICE website

(www.nice.org.uk/HowWeWork). A booklet, ‘How NICE clinical guidelines are

developed: an overview for stakeholders, the public and the NHS’ (fourth
edition, published 2009), is available from NICE publications (phone 0845 003

7783 or email publications@nice.org.uk and quote reference N1739).

The majority of the clinical questions posed in this guideline are interventional
guestions. For these questions the eligible studies were restricted to
randomised controlled trials or systematic reviews thereof. Such studies were
included whether they were published in full or as abstracts only. This
decision was made in order to include all high level evidence. However, when
such evidence was published in abstract form only, full appraisal and reporting
of these studies was hampered by a lack of information and this was always
highlighted to the GDG. Moreover, due to a lack of evidence, studies that
were not on first-line treatment were also included, and when this was the

case, it was also highlighted to the GDG.

Search strategies

The evidence reviews used to develop the guideline recommendations were
underpinned by systematic literature searches, following the methods
described in ‘The guidelines manual' (2009). The aim of the systematic
searches was to comprehensively identify the published evidence to answer
the review questions developed by the Guideline Development Group and

Short Clinical Guidelines Technical Team.

The search strategies for the review questions were developed by the
Information Services Team with advice from the Clinical Guidelines Technical
Team. Structured questions were developed using the PICO (population,
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intervention, comparison, outcome) model and translated into search
strategies using subject heading and free text terms. The strategies were run
across a number of databases with no date restrictions imposed on the

searches.

The NHS Economic Evaluation Database (NHS EED) and the Health
Economic Evaluations Database (HEED) were searched for economic
evaluations. Search filters for economic evaluations and quality of life studies
were used on bibliographic databases. There were no date restrictions

imposed on the searches.

Guideline Development Group members were also asked to alert the Clinical
Guidelines Technical Team to any additional evidence, published,
unpublished or in press, that met the inclusion criteria.

The searches were undertaken between May 2011 and August 2011.

Guidance/guidelines Systematic reviews/economic
evaluations

British Pain Society Cochrane Database of Systematic
Reviews

Cochrane Library Embase

Embase Health Economic Evaluations Database

Guidelines and Audit Implementation Medline

Network

Health Technology Assessments NHS Economic Evaluations Database

Medline NHS Evidence

National Comprehensive Cancer Network

National Guideline Clearinghouse (US)

National Institute for Health and Clinical
Excellence (NICE)

National Institute of Health Research
(NIHR)

NHS Evidence

Scottish Intercollegiate Guidelines
Network

World Health Organization
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Main searches

The following sources were searched for the topics presented in the sections

below.

e Cochrane Database of Systematic Reviews — CDSR (Wiley)

e Cochrane Central Register of Controlled Trials — CENTRAL (Wiley)

e Database of Abstracts of Reviews of Effects — DARE (CRD)

e Health Technology Assessment Database — HTA (CRD)

e CINAHL (EBSCO)

e EMBASE (Ovid)

e MEDLINE (Ovid)

e MEDLINE In-Process (Ovid)

e Psycinfo

e Web of Science (Science Citation Index, Social Science Citation Index, ISI
Conference Proceedings)

Systematic reviews and mapping searches

The first search was conducted in June 2011 and looked for systematic
reviews and primary studies (the ‘mapping search’ with no methodological
filter applied) to answer questions about first line treatment with strong

opioids.

The MEDLINE search strategies are presented below. They were translated

for use in each of the other databases.
Ovid MEDLINE <1950 t02011>
The patient information search was conducted in May 2011

Information for patients and carers about consenting to treatment and

monitoring effectiveness.

Ovid MEDLINE <1950 to 2011>

1. exp Analgesics, Opioid/
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.

21.

22.
23.
24.
25.
26.
27.
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Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or
rapifen).tw.

Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

(Dipipanone or Pipadone).tw.

Exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or
dihydromorphinone).tw.

Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or
dolsin).tw.

Methadone/ or (methadone or dolophine).tw.

exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

Oxycodone/ or (oxycodone or oxycontin).tw.

Oxymorphone/ or (oxymorphone or numorphan).tw.

Pentazocine/ or pentazocine.tw.

(remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw.
opioid$.tw.

or/1-15

choice behavior/

decision making/

exp decision support techniques/

((patient$ or consumer$) adj3 (decision$ or choice or preference or
participation)).tw.

((personal or interpersonal or individual) adj3 (decision$ or choice or
preference$ or participat$)).tw.

(decision$ adj3 (aid$ or support$)).tw.

or/17-22

exp Patient Participation/

Pamphlets/

exp Audiovisual Aids/

(video$1 or dvd$).tw.
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30.
31.
32.
33.
34.
35.
36.
37.
38.
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exp Internet/

exp Self-Help Groups/

(support$ adj2 (group$ or meet$)).tw.

exp Patient Education/mt

((inform$ or support$) adj2 (tool$ or method$ or group$)).tw.
or/24-32

(information adj2 (need$ or support$).tw.

(information adj2 (leaflet$ or booklet$ or pack$ or material$)).tw.
34 or 35

23 or 33 or 36

16 and 37

First-line treatment with strong opioids considering:

=

10.

titration schedule
formulation
routes of administration

breakthrough pain.

exp Analgesics, Opioid/

Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or
rapifen).tw.

Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

(Dipipanone or Pipadone).tw.

exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or
dihydromorphinone).tw.

Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or
dolsin).tw.

Methadone/ or (methadone or dolophine).tw.

exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.
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13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
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13.
14.
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Oxycodone/ or (oxycodone or oxycontin).tw.
Oxymorphone/ or (oxymorphone or numorphan).tw.
Pentazocine/ or pentazocine.tw.

(remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw.
(opioid$ or opiate$).tw.

or/1-15

breakthrough pain.tw.

spontaneous pain.tw.

incident$ pain.tw.

((transitory or transient) adj pain).tw.

episodic pain.tw.

or/17-21

16 and 22

Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

Oxycodone/ or (oxycodone or oxycontin).tw.

(opioid$ or opiate$).tw.

or/1-6

exp Chemistry, Pharmaceutical/

formulat$.tw.

((immediate or non-sustained) adj2 release).tw.

Delayed-Action Preparations/

((sustained or modified or slow or controlled or continuous or prolonged
or extended) adj release).tw.

or/8-12

7 and 13

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012])

Page 12 of 144



13.
14.
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Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

Oxycodone/ or (oxycodone or oxycontin).tw.

(opioid$ or opiate$).tw.

or/1-6

exp Administration, Oral/

exp Administration, Cutaneous/

exp Infusions, Subcutaneous/

(transdermal or trans-dermal or patch$ or cream$ or ointment$ or
unguent$).tw.

((percutaneous or dermal or cutaneous or skin or topical$ or
transcutaneous or trans-cutaneous) adj2 (administ$ or deliver$ or
route$ or method$)).tw.

((oral$ or mouth) adj2 (administ$ or deliver$ or route$ or method$)).tw.
((subcutaneous$ or infusion$ or implant$ or hypoderm$ or parenteral$)
adj2 (administ$ or deliver$ or route$ or method$)).tw.

or/8-14

7 and 15

Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

Oxycodone/ or (oxycodone or oxycontin).tw.

(opioid$ or opiate$).tw.

or/1-6
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exp Administration, Oral/

exp Administration, Cutaneous/

exp Infusions, Subcutaneous/

(transdermal or trans-dermal or patch$ or cream$ or ointment$ or
unguents$).tw.

((percutaneous or dermal or cutaneous or skin or topical$ or
transcutaneous or trans-cutaneous) adj2 (administ$ or deliver$ or
route$ or method$)).tw.

((oral$ or mouth) adj2 (administ$ or deliver$ or route$ or method$)).tw.
((subcutaneous$ or infusion$ or implant$ or hypoderm$ or parenteral$)
adj2 (administ$ or deliver$ or route$ or method$)).tw.

or/8-14

7 and 15

Management strategies for side effects (including switching opioid).

nausea and vomiting:

1.

10.
11.

Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or
rapifen).tw.

Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.

(Dipipanone or Pipadone).tw.

exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.

Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or
dihydromorphinone).tw.

Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or
dolsin).tw.

Methadone/ or (methadone or dolophine).tw.

exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

Oxycodone/ or (oxycodone or oxycontin).tw.

Oxymorphone/ or (oxymorphone or numorphan).tw.
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12. Pentazocine/ or pentazocine.tw.

13.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw.

14.  (opioid$ or opiate$).tw.

15. or/1-14

16. exp Antiemetics/

17. (antiemetic$ or anti emetic$ or anti-emetic$ or anti-nause$ or anti
nause$ or emetogen$).tw.

18. 16or7

19. 15and 18

drowsiness:

1. Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or
rapifen).tw.

2. Buprenorphine/ or (buprenorphine or subutex or buprenex or
temgesic).tw.
(Dipipanone or Pipadone).tw.

4. exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.
Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.

6. Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or
dihydromorphinone).tw.

7. Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or
dolsin).tw.
Methadone/ or (methadone or dolophine).tw.

9. exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

10. Oxycodone/ or (oxycodone or oxycontin).tw.

11.  Oxymorphone/ or (oxymorphone or numorphan).tw.

12. Pentazocine/ or pentazocine.tw.

13.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw.

14.  (opioid$ or opiate$).tw.

15. or/1-14

16. Lethargy/
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17.  (drows$ or sleepiness or sleepy or letharg$ or somnolen$ or sluggish
or indolen$).tw.

18. 16 o0r17

19. 15and 18

constipation:

1. exp Analgesics, Opioid/

2. Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or
rapifen).tw.
3. Buprenorphine/ or (buprenorphine or subutex or buprenex or

temgesic).tw.
4. (Dipipanone or Pipadone).tw.
exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or
durogesic or sublimaze).tw.
6. Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw.
7. Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or

dihydromorphinone).tw.

8. Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or
dolsin).tw.
9. Methadone/ or (methadone or dolophine).tw.

10. exp Morphine/ or (morphine or morphia or MS contin or oramorph or
duramorph).tw.

11. Oxycodone/ or (oxycodone or oxycontin).tw.

12. Oxymorphone/ or (oxymorphone or numorphan).tw.

13. Pentazocine/ or pentazocine.tw.

14.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw.

15.  (opioid$ or opiate$).tw.

16. or/1-15

17. exp Laxatives/

18. (laxative$ or laxation).tw.

19.  purgative$.tw.

20.  aperient$.tw.

21. cathartic$.tw.

22.  (evacuative$ or evacuant$).tw.
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26.
27.
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costive$.tw.

(bulking agent$ or osmotic agent$ or enterokinetic agent$).tw.
((stool$ or faecal or fecal) adj soften$).tw.

or/17-25

16 and 26

Economic search

The following sources were searched to identify economic evaluations and

quality of life data featuring the patient population of Topic 1.

Medline
Embase
NHSEED
HTA

HEED

Search of economic-sepcific database:

The first search was conducted in June 2011 and looked for economic studies

to answer questions about first line treatment with strong opioids (Topic 1).

The NHS-EED and HTA search strategies are presented below. They were

translated for use in HEED.

Not date restriction have been applied to NHS-EED, HTA and HEED.

Analgesics, Opioid

or Opioid Analgesics

or Opioids

Alfentanil

or Alfentanil Hydrochloride

or Esteve Brand of Alfentanil Hydrochloride
or ICI Brand of Alfentanil Hydrochloride

or Janssen Brand of Alfentanil Hydrochloride

Buprenorphine
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or Buprenorphine Hydrochloride
or Essex Brand of Buprenorphine Hydrochloride
or Grunenthal Brand of Buprenorphine
or Grunenthal Brand of Buprenorphine Hydrochloride
or Key Brand of Buprenorphine Hydrochloride
or Reckitt & Colman Brand 1 of Buprenorphine Hydrochloride
or Reckitt & Colman Brand 2 of Buprenorphine Hydrochloride
or Reckitt Benckiser Brand of Buprenorphine Hydrochloride
or Reckitt Brand of Buprenorphine Hydrochloride
or Schering-Plough Brand of Buprenorphine Hydrochloride
4. Heroin
or APS Brand of Heroin Hydrochloride
or Evans Vaccines Brand of Heroin Hydrochloride
or Heroin Hydrochloride
5. Fentanyl
or Cephalon Brand of Fentanyl Buccal OraVescent
or Fentanyl Citrate
or Janssen Pharmaceutica Brand of Fentanyl
6. Hydromorphone
or Hydromorphone Hydrochloride
7. Meperidine
or Meperidine Hydrochloride
8. Methadone
or addiCare Brand of Methadone Hydrochloride
or Biomet Brand of Methadone Hydrochloride
or Esteve Brand of Methadone Hydrochloride
or Generics Brand of Methadone Hydrochloride
or GlaxoSmithKline Brand of Methadone Hydrochloride
or Mallinckrodt Brand of Methadone Hydrochloride
or Martindale Brand of Methadone Hydrochloride
or Methadone Hydrochloride
or Pharmascience Brand of Methadone Hydrochloride
or Pinewood Brand of Methadone Hydrochloride

or Rosemont Brand of Methadone Hydrochloride
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or Roxane Brand of Methadone Hydrochloride

or Yamanouchi Brand of Methadone Hydrochloride
Morphine

or Morphine Chloride

or Morphine Sulfate

or Morphine Sulfate (2:1), Anhydrous

or Morphine Sulfate (2:1), Pentahydrate
Oxycodone

or Oxycodone Hydrochloride

Oxymorphone

or Bristol-Myers Squibb Brand of Oxymorphone Hydrochloride
or Endo Brand of Oxymorphone Hydrochloride

or Oxymorphone Hydrochloride

Pentazocine

or Pentazocine Hydrochloride

or Pentazocine Lactate

Remifentanil

or remifentanyl

or remiphentanyl

or remiphentanil

Review questions and review protocols

Review questions

What information do patients with advanced and progressive disease
who require strong opioids, or their carers need to: 1) Consent to
opioid treatment and 2) monitor the effectiveness and side effects of
the opioid.

What is the most effective first-line opioid treatment in patients with

advanced and progressive disease who require strong opioids?
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Is immediate-release opioids (morphine/oxycodone) more effective than
sustained-release opioids (morphine/oxycodone) or transdermal patches
(fentanyl/buprenorphine) as first-line treatment for pain in patients with
advanced and progressive disease who require strong opioids?

Is sustained-release morphine more effective than sustained-release
oxycodone or transdermal patches (fentanyl/buprenorphine) as first-line
maintenance therapy for pain in patients with advanced and progressive
disease who require strong opioids?

Is transdermal fentanyl patches more effective than transdermal
buprenorphine patches as first-line treatment for pain in patients with
advanced and progressive disease who require strong opioids and who are

not suitable for oral treatment?

Is subcutaneous morphine more effective than subcutaneous diamorphine
or subcutaneous oxycodone as first-line treatment for pain in patients with
advanced and progressive disease who require strong opioids and who are

not suitable for oral treatment?

Is subcutaneous opioid treatment more effective than transdermal patch
treatment as first-line treatment for pain in patients with advanced and
progressive disease who require strong opioids and who are not suitable

for oral treatment?

What is the most effective opioid treatment for breakthrough pain in
patients with advanced and progressive disease who receive first-line
treatment with strong opioids (for background pain)?

What is the most effective management of side effects of strong

opioids?

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012])

Page 20 of 144



DRAFT

¢ Is laxative treatment more effective with or without opioid switching in

reducing constipation in patients with advanced and progressive disease

who are taking strong opioids and experience constipation as a side effect?

¢ Is anti-emetic treatment more effective with or without opioid switching in

reducing nausea in patients with advanced and progressive disease who

are taking strong opioids and experience nausea as a side effect?

¢ s opioid dose reduction or switching opioid more effective in reducing

drowsiness in patients with advanced and progressive disease on strong

opioids who experience drowsiness as a side effect?

Review protocols

Review question 1

What information do patients with
advanced and progressive disease
who require strong opioids, or their
carers need to: 1) Consent to opioid
treatment and 2) monitor the
effectiveness and side effects of the
opioid.

Objectives

To ascertain what information
patients and carers have found to be
useful/not useful or wanted/not
wanted when considering consenting
to opioid treatment and when
undergoing treatment with strong
opioids.

Inclusion/Exclusion criteria

This question is a qualitative question
and the evidence was therefore
focused on qualitative studies
reporting information that patients
and/or carers have found to be
useful/not useful or wanted/not
wanted when considering consenting
to opioid treatment and when
undergoing treatment with strong
opioids.
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How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. Additional
databases will include: CINAHL and
PsyclInfo. An animals studies filter will
be applied.

The review strategy

The best evidence will come from
qualitative studies reporting
information that patients have found
to be useful/not useful or wanted/not
wanted when considering consenting
to opioid treatment and when
undergoing treatment with strong
opioids.

POPULATION

Adult patients with advanced and
progressive disease who need strong
opioids or their carers

SITUATION

Information needs associated with
consenting to opioid treatment and
monitoring the effectiveness and side
effects of the opioid.

TIMING

At the time of considering consenting
to opioid treatment and during strong
opioid therapy.

OUTCOMES

Information reported by
patients/carers to be useful/not useful
or wanted/not wanted when
considering consenting to opioid
treatment and when undergoing
treatment with strong opioids.

Review question 2a

Is immediate-release opioids
(morphine/oxycodone) more effective
than sustained-release opioids
(morphine/oxycodone) or transdermal
patches (fentanyl/buprenorphine) as
first-line treatment for pain in patients
with advanced and progressive
disease who require strong opioids?

Objectives

To estimate the effectiveness of
immediate-release
morphine/oxycodone versus
sustained-release
morphine/oxycodone or versus
fentanyl/buprenorphine patches .

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
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systematic reviews of RCTs
comparing immediate-release
morphine/oxycodone either to
sustained-release
morphine/oxycodone or to
fentanyl/buprenorphine patches in
patients with advanced and
progressive disease who require
strong opioids for pain.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing first-line immediate-
release morphine/oxycodone to first-
line sustained-release
morphine/oxycodone, and
fentanyl/buprenorphine patch,
respectively, for pain in a randomised
population. If feasible, the data from
the included trials will be meta-
analysed with potential subgroup
analyses performed according to IR
and SR drug (morphine, oxycodone),
patch (fentanyl, buprenorphine) and
population (cancer, hon-cancer).

POPULATION

Patients with advanced and
progressive disease who require
strong opioids for pain and who are
suitable for oral opioid treatment.

INTERVENTION

Immediate release opioid
(morphine/oxycodone)

COMPARATORS

Sustained release opioid (morphine
or oxycodone)

Patch formulation (Fentanyl/
Buprenorphine)

OUTCOMES

Pain

Opioid side effects

Adverse events

Percentage of people who switch
opioid

Health-related quality of life

Review question 2b

Is sustained-release morphine more
effective than sustained-release
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oxycodone or transdermal patches
(fentanyl/buprenorphine) as first-line
maintenance therapy for pain in
patients with advanced and
progressive disease who require
strong opioids?

Objectives

To estimate the effectiveness of
sustained-release morphine versus
sustained-release oxycodone or
versus fentanyl/buprenorphine
patches .

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing sustained-release
morphine either to sustained-release
oxycodone or to
fentanyl/buprenorphine patches in
patients with advanced and
progressive disease who require
strong opioids for pain.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing first-line sustained-release
morphine to first-line sustained-
release oxycodone, fentanyl patch
and buprenorphine patch,
respectively, for pain in a randomised
population. If feasible, the data from
the included trials will be meta-
analysed with potential subgroup
analyses performed according to the
population (cancer, hon-cancer).

POPULATION Patients with advanced and
progressive disease who require
strong opioids and who are suitable
for oral opioid treatment.

INTERVENTION Sustained release morphine

COMPARATORS Sustained release oxycodone

Fentanyl patch

Buprenorphine patch
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OUTCOMES

Pain

Opioid side effects

Adverse events

Percentage of people who switch
opioid

Health-related quality of life
Percentage of people who achieve
pain relief with no/minor side
effects/adverse events,

-Percentage of people who achieve
pain relief with moderate side
effects/adverse events, -Percentage
of people who do not achieve pain
relief with no/minor side
effects/adverse events, - Percentage
of people who do not achieve pain
relief with severe side effects/adverse
events.

Review question 2c

Is transdermal fentanyl patches more
effective than transdermal
buprenorphine patches as first-line
treatment for pain in patients with
advanced and progressive disease
who require strong opioids and who
are not suitable for oral treatment?

Objectives

To estimate the effectiveness of
fentanyl patches versus
buprenorphine patches.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing fentanyl patches to
buprenorphine patches in patients
with advanced and progressive
disease who require strong opioids
for pain and who are not suitable for
oral treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing first-line fentanyl patches
to buprenorphine patches for pain in a
randomised population. If feasible,
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the data from the included trials will
be meta-analysed with potential
subgroup analyses performed
according to the population (cancer,
non-cancer).

POPULATION Patients with advanced and
progressive disease who require
strong opioids and who are not
suitable for oral opioid treatment.

INTERVENTION Fentanyl patch

COMPARATORS Buprenorphine patch

OUTCOMES Pain

Opioid side effects

Adverse events

Percentage of people who switch
opioid

Health-related quality of life

Review question 2d

Is subcutaneous morphine more
effective than subcutaneous
diamorphine or subcutaneous
oxycodone as first-line treatment for
pain in patients with advanced and
progressive disease who require
strong opioids and who are not
suitable for oral treatment?

Objectives

To estimate the effectiveness of
subcutaneous morphine versus
subcutaneous diamorphine and/or
subcutaneous oxycodone.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing subcutaneous morphine to
subcutaneous diamorphine or to
subcutaneous oxycodone in patients
with advanced and progressive
disease who require strong opioids
for pain and who are not suitable for
oral treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.
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The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing first-line subcutaneous
morphine to first-line subcutaneous
diamorphine and/or subcutaneous
oxycodone, for pain in a randomised
population of patients with advanced
and progressive disease who require
strong opioids but are not suitable for
oral opioid treatment. If feasible, the
data from the included trials will be
meta-analysed with potential
subgroup analyses performed
according to the population (cancer,
non-cancer).

POPULATION Patients with advanced and
progressive disease who require
strong opioids and who are not
suitable for oral opioid treatment.

INTERVENTION Subcutaneous morphine

COMPARATORS Subcutaneous diamorphine
Subcutaneous oxycodone

OUTCOMES Pain

Opioid side effects

Adverse events

Percentage of people who switch
opioid

Health-related quality of life

Review question 2e

Is subcutaneous opioid treatment
more effective than transdermal patch
treatment as first-line treatment for
pain in patients with advanced and
progressive disease who require
strong opioids and who are not
suitable for oral treatment?

Objectives

To estimate the effectiveness of the
best patch opioid (as established in
guestion 1c) versus the best
subcutaneous opioid (as established
in question 1d).

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing the best patch opioid to
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the best subcutaneous opioid in
patients with advanced and
progressive disease who require
strong opioids for pain and who are
not suitable for oral treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing the best first-line patch (as
shown in question 1c) to the best first-
line subcutaneous opioid (as shown
in question 1d) for pain in a
randomised population of patients
with advanced and progressive
disease who require strong opioids
but are not suitable for oral opioid
treatment. If feasible, the data from
the included trials will be meta-
analysed with potential subgroup
analyses performed according to the
population (cancer, hon-cancer).

POPULATION Patients with advanced and
progressive disease who require
strong opioids and who are not
suitable for oral opioid treatment.

INTERVENTION Best patch

COMPARATORS Best Subcutaneous

OUTCOMES Pain

Opioid side effects

Adverse events

Percentage of people who switch
opioid

Health-related quality of life

Review question 2f

What is the most effective opioid
treatment for breakthrough pain in
patients with advanced and
progressive disease who receive first-
line treatment with strong opioids (for
background pain)?

Objectives

To estimate the effectiveness of
immediate-release morphine versus
fast-acting fentanyls and immediate-
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release oxycodone.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing immediate-release
morphine to fast-acting fentanyls or to
immediate-release oxycodone in
patients with advanced and
progressive disease who experience
breakthrough pain and who are
currently treated with strong opioids
for background pain

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials or systematic reviews
comparing immediate-release
morphine to fast-acting fentanyls or
immediate-release oxycodone,
respectively, for breakthrough pain in
a randomised population of patients
with advanced and progressive
disease who experience
breakthrough pain and who are
currently treated with strong opioids
for background pain. If feasible, the
data from the included trials will be
meta-analysed with potential
subgroup analyses performed
according to the fentanyl preparation
(buccal, sublingual, intranasal,
transmucosal) and the population
(cancer, non-cancer).

POPULATION

Patients with advanced and
progressive disease who experience
breakthrough pain and who are
currently treated with first-line opioids
for background pain

INTERVENTION

Immediate release morphine

COMPARATORS

Fast acting fentanyl (buccal,
sublingual, intranasal, transmucosal)

Immediate release (oral) oxycodone

OUTCOMES

Breakthrough pain
Background pain?
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Opioid side effects
Adverse events
Health-related quality of life

Review question 3a

Is laxative treatment with or without
opioid switching more effective in
reducing constipation in patients with
advanced and progressive disease on
strong opioids who experience
constipation as a side effect?

Objectives

To estimate the effectiveness of
laxative treatment + opioid switch
versus laxative treatment in patients
with advanced and progressive
disease who experience constipation
from treatment with strong opioids.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing laxative treatment + opioid
switch to laxative treatment in
patients with advanced and
progressive disease who experience
constipation as a side effect of strong
opioid treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials comparing laxatives
with and without an associated switch
in the strong opioid used for
background pain relief in a
randomised population. If feasible,
the data from the included trials will
be meta-analysed with potential
subgroup analyses performed
according to the type of laxative used
and the population (cancer, non-
cancer).

POPULATION Patients with advanced and
progressive disease on strong opioids
who experience constipation.

INTERVENTION Laxative + switching opioid
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COMPARATORS

Laxative

OUTCOMES

Constipation
Treatment compliance
Pain

Review question 3b

Is anti-emetic treatment with or
without opioid switching more
effective in reducing nausea in
patients with advanced and
progressive disease on strong opioids
who experience nausea as a side
effect?

Objectives

To estimate the effectiveness of anti-
emetic treatment + opioid switch
versus anti-emetic treatment in
patients with advanced and
progressive disease who experience
nausea from treatment with strong
opioids.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing anti-emetic treatment +
opioid switch to anti-emetic treatment
in patients with advanced and
progressive disease who experience
nausea as a side effect of strong
opioid treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials comparing anti-
emetics with and without an
associated switch in the strong opioid
used for background pain relief in a
randomised population. If feasible,
the data from the included trials will
be meta-analysed with potential
subgroup analyses performed
according to the type of anti-emetic
used and the population (cancer, non-
cancer).

POPULATION

Patients with advanced and
progressive disease on strong opioids
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who experience nausea.

INTERVENTION Anti-emetic + switching opioid
COMPARATORS Anti-emetic
OUTCOMES Nausea

Vomiting

Treatment compliance

Pain

Review question 3c

Is opioid dose reduction or switching
opioid more effective in reducing
drowsiness in patients with advanced
and progressive disease on strong
opioids who experience drowsiness
as a side effect?

Objectives

To estimate the effectiveness of
opioid dose reductions versus opioid
switching in patients with advanced
and progressive disease who
experience drowsiness from
treatment with strong opioids.

Inclusion/Exclusion criteria

This question is an interventional
guestion and the evidence was
therefore restricted to RCTs or
systematic reviews of RCTs
comparing opioid dose reductions to
opioid switches in patients with
advanced and progressive disease
who experience drowsiness as a side
effect of strong opioid treatment.

How the information will be searched

Databases to be searched will
include: Cochrane Library, Medline,
Embase, Web of Science. An RCT
filter will be applied to the search.

The review strategy

The best evidence will come from
controlled trials that compare opioid
dose reductions with opioid switching
in randomised populations. If feasible,
the data from the included trials will
be meta-analysed with potential
subgroup analyses performed
according to the amount of dose
reduction and the population (cancer,
non-cancer).

POPULATION

Patients with advanced and
progressive disease on strong opioids
who experience drowsiness.
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INTERVENTION Reduce dose of opioid

COMPARATORS Switch opioid

OUTCOMES Drowsiness
Treatment compliance
Pain
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Excluded studies

Flow diagram of excluded studies for review Question 1

What information do patients with advanced and progressive disease who
require strong opioids, or their carers need to: 1) Consent to opioid treatment

and 2) monitor the effectiveness and side effects of the opioid.

Records identified Additional records
through database identified through other
searching (N = 76) sources (N =0)

4 4

Records after duplicates removed (N = 73

4

Records screened Records excluded
(N=73)> (N =53)

v

Articles assessed

for eligibility (N =
20)

Records excluded
(N=17)

4

Studies included
(N=3)

Excluded studies

Questions and answers about pain control: a guide for people with cancer and their families.
-76. 1995. Rockville, MD, United States Department of Health and Human Services Public
Health Service.

Excl reason: Patient information material

Information from your family doctor. Chronic pain medicines. American Family Physician
69[5], 1197-1198. 1-3-2004.
Excl reason: Patient information on internet with no referenced evidence base.

Intervention reduces chronic pain visits. ED Management 22[12], 141-142. 2010.
Excl reason: Not in PICO
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Alonso Herreros, J. M., Najera Perez, M. D., Vazquez, Polo A., Soler, Soler M., and Vila,
Clerigues N. Dispensing medical drugs and official preparations to outpatients: Information to
the patient. [Spanish]. Farmacia Hospitalaria 20[5], 308-313. 1996.

Excl reason: Not in PICO

Anderson, K. O., Richman, S. P., Hurley, J., Palos, G., Valero, V., Mendoza, T. R., Gning, I.,
and Cleeland, C. S. Cancer pain management among underserved minority outpatients:
Perceived needs and barriers to optimal control. Cancer 94[8], 2295-2304. 2002.

Excl reason: Not in PICO

Anderson, K. O., Cohen, M. Z., Mendoza, T. R., Guo, H., Harle, M. T., and Cleeland, C. S.
Brief cognitive-behavioral audiotape interventions for cancer-related pain: Immediate but not
long-term effectiveness. Cancer 107[1], 207-214. 1-7-2006.

Excl reason: Not in PICO

Arnstein, P. Chronic neuropathic pain: issues in patient education. Pain Management Nursing
5[4], 34-41. 2-12-2004.
Excl reason: Not in PICO

Aubin, M., Vezina, L., Parent, R., Fillion, L., Allard, P., Bergeron, R., Dumont, S., and
Giguere, A. Impact of an educational program on pain management in patients with cancer
living at home. Oncology Nursing Forum 33[6], 1183-1188. 2006.

Excl reason: Not in PICO

Barlési, F., Duffaud, F., Doddoli, C., Gimenez, C., Auquier, P., Favre, R., and Kleisbauer, J.
P. [Impact of a brochure on pain destined for thoracic oncology patients] [French]. Presse
Medicale 33[19 pt 1], 1313-1318. 2004.

Excl reason: Not in PICO

Bingel, U., Wanigasekera, V., Wiech, K, Mhuircheartaigh, R. N., Lee, M. C., Ploner, M., and
Tracey, |. The effect of treatment expectation on drug efficacy: imaging the analgesic benefit
of the opioid remifentanil. Science Translational Medicine 3[70], 70ral4. 2011.

Excl reason: Not in PICO

Binhas, M., Roudot-Thoraval, F., Thominet, D., Maison, P., and Marty, J. Impact of written
information describing postoperative pain management on patient agreement with proposed
treatment. European Journal of Anaesthesiology 25[11], 884-890. 2008.

Excl reason: Not in PICO

Borgsteede, Sander D., Karapinar-jarkit, Fatma, Hoffmann, Emmy, Zoer, Jan, and van den
Bemt, Patricia M. L. A. Information needs about medication according to patients discharged
from a general hospital. Patient Education and Counseling 83[1], 22-28. 2011.

Excl reason: Not in PICO

Bozimowski, Greg. Patient Perceptions of Pain Management Therapy: A Comparison of Real-
Time Assessment of Patient Education and Satisfaction and Registered Nurse Perceptions.
Pain Management Nursing In Press. 2011.

Excl reason: Not in PICO

Buchanan, J., Borland, R., Cosolo, W., Millership, R., Haines, I., Zimet, A., and Zalcberg, J.
Patients' beliefs about cancer management. Supportive Care in Cancer 4[2], 110-117. 1996.
Excl reason: Not in PICO

Cagle, J. G. and Kovacs, P. J. Education: a complex and empowering social work intervention
at the end of life. Health & Social Work 34[1], 17-27. 2009.
Excl reason: Not in PICO

Cairns, D., Thomas, L., Mooney, V., and Pace, J. B. A comprehensive treatment approach to
chronic low back pain. Pain 2[3], 301-308. 1976.
Excl reason: Not in PICO
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Capewell, C., Gregory, W., Closs, S., and Bennett, M. Brief DVD-based educational
intervention for patients with cancer pain: feasibility study. Palliative Medicine 24[6], 616-622.
2010.

Excl reason: Not in PICO

Carlsson, M. E., Strang, P. M., and Nygren, U. Qualitative analysis of the questions raised by
patients with gynecologic cancers and their relatives in an educational support group. Journal
of Cancer Education 14[1], 41-46. 1999.

Excl reason: Not in PICO

Casarett, D., Karlawish, J., Sankar, P., Hirschman, K. B., and Asch, D. A. Obtaining informed
consent for clinical pain research: Patients' concerns and information needs. Pain 92[1-2], 71-
79. 2001.

Excl reason: Not in PICO

Chou, Roger, Fanciullo, Gilbert J., Fine, Perry G., Adler, Jeremy A., Ballantyne, Jane C.,
Davies, Pamela, Donovan, Marilee I., Fishbain, David A., Foley, Kathy M., Fudin, Jeffrey,
Gilson, Aaron M., Kelter, Alexander, Mauskop, Alexander, O'Connor, Patrick G., Passik,
Steven D., Pasternak, Gavril W., Portenoy, Russell K., Rich, Ben A., Roberts, Richard G.,
Todd, Knox H., and Miaskowski, Christine. Clinical Guidelines for the Use of Chronic Opioid
Therapy in Chronic Noncancer Pain. The Journal of Pain 10[2], 113-130. 2009.

Excl reason: Guideline

Chumbley, G. M., Hall, G. M., and Salmon, P. Patient-controlled analgesia: what information
does the patient want? Journal of Advanced Nursing 39[5], 459-471. 2002.
Excl reason: Not in PICO

Chumbley, G. M., Ward, L., Hall, G. M., and Salmon, P. Pre-operative information and
patient-controlled analgesia: much ado about nothing. Anaesthesia 59[4], 354-358. 2004.
Excl reason: Not in PICO

Citron, M. L., Kaplan, R., Parris, W. C., Croghan, M. K., Herbst, L. H., Rosenbluth, R. J.,
Reder, R. F., Slagle, N. S., Buckley, B. J., and Kaiko, R. F. Long-term administration of
controlled-release oxycodone tablets for the treatment of cancer pain. Cancer Investigation
16[8], 562-571. 1998.

Excl reason: Not in PICO

Coker, E. 6 themes described patients' information needs related to patient controlled
analgesia. Evidence Based Nursing 6[3], 93. 2003.
Excl reason: Not in PICO

Davies, J. and McVicar, A. Balancing efficiency, cost-effectiveness and patient choice in
opioid selection. International Journal of Palliative Nursing 6[10], 470-478. 2000.
Excl reason: Narrative review

De Simone, G. G. Palliative care in Argentina: perspectives from a country in crisis. Journal of
Pain & Palliative Care Pharmacotherapy 17[3/4], 23-43. 2003.
Excl reason: Narrative review

De Simone, L. Methadone information for patients and families. Journal of Palliative Medicine
10[6], 1437-1438. 2007.
Excl reason: Patient information leaflet with no referenced evidence base

de Wit, R., van Dam, F., Hanneman, M., Zandbelt, L., van Buuren, A., van der Heijden, K.,
Leenhouts, G., Loonstra, S., and Huijer Abu-Saad, H. Evaluation of the use of a pain diary in
chronic cancer pain patients at home. Pain 79[1], 89-99. 1999.

Excl reason: Not in PICO

de Wit, R., van Dam, F., Loonstra, S., Zandbelt, L., van Buuren, A., van der Heijden, K.,
Leenhouts, G., Duivenvoorden, H., and Huijer Abu-Saad, H. Improving the quality of pain
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treatment by a tailored pain education programme for cancer patients in chronic pain.
European Journal of Pain 5[3], 241-256. 2001.
Excl reason: Not in PICO

de Wit, R. and van Dam, F. From hospital to home care: a randomized controlled trial of a
Pain Education Programme for cancer patients with chronic pain. Journal of Advanced
Nursing 36[6], 742-754. 2001.

Excl reason: Not in PICO
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Christrup, L. L., Foster, D., Popper, L. D., Troen, T., Upton, R., Christrup, Lona L., Foster,
David, Popper, Lars D., Troen, Tine, and Upton, Richard. Pharmacokinetics, efficacy, and
tolerability of fentanyl following intranasal versus intravenous administration in adults
undergoing third-molar extraction: a randomized, double-blind, double-dummy, two-way,
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J., and Kaiko, R. F. Long-term administration of controlled-release oxycodone tablets for the
treatment of cancer pain. Cancer Investigation 16[8], 562-571. 1998.

Excl reason: Not in PICO
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Excl reason: Duplicate

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012])
Page 54 of 144



DRAFT
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cancer patients [abstract]. SO: Proceedings of the American Society of Clinical Oncology 16,
41a, Abstract. 1997.

Excl reason: Preliminary report of Coluzzi 2001

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012])
Page 55 of 144



DRAFT

Coluzzi, P. A titration study of oral transmucosal fentanyl citrate for breakthrough pain in
cancer patients [abstract]. Proceedings of the American Society of Clinical Oncology 16, 41a,
Abstract. 1997.

Excl reason: Not in PICO
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Klee, L. W. Indomethacin suppositories versus intravenously titrated morphine for the

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012])
Page 56 of 144



DRAFT

treatment of ureteral colic. SO: Annals of emergency medicine 23[2], 262-269. 1994.
Excl reason: Not in PICO
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Excl reason: Not in PICO

Korkmazsky, M., Ghandehari, J., Sanchez, A., Lin, H. M., and Pappagallo, M. Feasibility
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Lee, M., Kern, S. E., Kisicki, J. C., Egan, T. D., Lee, Maureen, Kern, Steven E., Kisicki, James
C., and Egan, Talmage D. A pharmacokinetic study to compare two simultaneous 400 microg
doses with a single 800 microg dose of oral transmucosal fentanyl citrate. Journal of Pain &
Symptom Management 26[2], 743-747. 2003.

Excl reason: Not in PICO

Lemmens, H. J., Wada, D. R., Munera, C., Eltahtawy, A., Stanski, D. R., Lemmens,
Hendrikus J. M., Wada, D. Russell, Munera, Catherine, Eltahtawy, Ahmed, and Stanski,
Donald R. Enriched analgesic efficacy studies: an assessment by clinical trial simulation.
Contemporary Clinical Trials 27[2], 165-173. 2006.

Excl reason: Not in PICO

Lennernas, B., Hedner, T., Holmberg, M., Bredenberg, S., Nystrom, C., and Lennernas, H.
Pharmacokinetics and tolerability of different doses of fentanyl following sublingual
administration of a rapidly dissolving tablet to cancer patients: a new approach to treatment of
incident pain. British Journal of Clinical Pharmacology 59[2], 249-253. 2005.

Excl reason: Not in PICO: fentanyl v fentanyl but RCT?
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applied in a 4-day regimen versus a 3-day regimen: a single-site, Phase lll, randomized,
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acting oral opioids for nonmalignhant pain. Pain Medicine 3[1], 47-55. 2002.

Excl reason: Not in PICO

Lugo, Goytia G., Esquivel, V., Gutierrez, H., and Hernandez, Rayon A. Total intravenous
anesthesia with propofol and fentanyl: a comparison of target-controlled versus manual
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Excl reason: Not in PICO

Marshall, D. A., Strauss, M. E., Pericak, D., Buitendyk, M., Codding, C., Torrance, G. W,
Marshall, Deborah A., Strauss, Marcie E., Pericak, Dan, Buitendyk, Melanie, Codding,
Christine, and Torrance, George W. Economic evaluation of controlled-release oxycodone vs
oxycodone-acetaminophen for osteoarthritis pain of the hip or knee. American Journal of
Managed Care 12[4], 205-214. 2006.

Excl reason: Not in PICO

Maves, T. J., Barcellos, W. A., Maves, T. J., and Barcellos, W. A. Management of cancer pain
with transdermal fentanyl: phase IV trial, University of lowa. Journal of Pain & Symptom
Management 7[3 Suppl], S58-S62. 1992.

Excl reason: Not in PICO

Mayyas, F., Fayers, P., Kaasa, S., and Dale, O. A systematic review of oxymorphone in the
management of chronic pain (Structured abstract). Journal of Pain and Symptom
Management 39[2], 296-308. 2010.

Excl reason: Not in PICO: SR of oxymorphone (check)

Mazzocato, C., Buclin, T., and Rapin, C. H. The effects of morphine on dyspnea and
ventilatory function in elderly patients with advanced cancer: a randomized double-blind
controlled trial. SO: Annals of oncology : official journal of the European Society for Medical
Oncology / ESMO 10[12], 1511-1514. 1999.

Excl reason: Not in PICO

McAleer, S. D., Mills, R. J., Polack, T., Hussain, T., Rolan, P. E., Gibbs, A. D., Mullins, F. G.
P., and Hussein, Z. Pharmacokinetics of high-dose buprenorphine following single
administration of sublingual tablet formulations in opioid naive healthy male volunteers under
a naltrexone block. SO: Drug & Alcohol Dependence 72[1], 75-83. 2003.

Excl reason: Not in PICO

McCaffery, M. Ferrell. Nurses' personal opinions about patients' pain and their effect on
recorded assessments and titration of opioid doses. Pain Management Nursing 1[3], 79-87.
2000.

Excl reason: Not RCT

Mcllwain, H. Ahdieh. Safety, tolerability, and effectiveness of oxymorphone extended release
for moderate to severe osteoarthritis pain: A one-year study. American Journal of
Therapeutics 12[2], 106-112. 2005.

Excl reason: Not RCT

McKenna, F., Richarz, U., and Langford, R. Effects of transdermal fentanyl on functioning in
patients with knee and hip osteoarthritis: Results from a randomised, double-blind, placebo-
controlled trial. Annals of the Rheumatic Diseases 64, 526-527. 2005.

Excl reason: Not in PICO
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McNamara, P. and McNamara, Paul. Opioid switching from morphine to transdermal fentanyl
for toxicity reduction in palliative care. Palliative Medicine 16[5], 425-434. 2002.
Excl reason: Not in PICO

McQuinn, R. L., Kvam, D. C., Maser, M. J., Miller, A. L., and Oliver, S. Sustained oral mucosal
delivery in human volunteers of buprenorphine from a thin non-eroding mucoadhesive
polymeric disk. SO: Journal of Controlled Release. 34[3], 243-250. 1995.

Excl reason: Not in PICO

McShane, A. J. and Blunnie, W. P. Respiratory and analgesic effects of sustained release
oral morphine [abstract]. SO: Ir-J-Med-Sci 154[8], 324. 1985.
Excl reason: Not in PICO

Menahem S. Continuous subcutaneous delivery of medications for home care palliative
patients-using an infusion set or a pump? Supportive Care in Cancer 18[9], 1165-1170. 2010.
Excl reason: Not in PICO

Menefee, L. A., Frank, E. D., Crerand, C., Jalali, S., Park, J., Sanschagrin, K., and Besser, M.
The effects of transdermal fentanyl on driving, cognitive performance, and balance in patients
with chronic nonmalignant pain conditions. Pain Medicine 5[1], 42-49. 2004.

Excl reason: Not in PICO

Mercadante S.Ferrera. The use of fentanyl buccal tablets as breakthrough medication in
patients receiving chronic methadone therapy: An open label preliminary study. Supportive
Care in Cancer 19[3], 435-438. 2011.

Excl reason: Not RCT

Mercadante S.Gebbia. Tools for Identifying Cancer Pain of Predominantly Neuropathic Origin
and Opioid Responsiveness in Cancer Patients. Journal of Pain 10[6], 594-600. 2009.
Excl reason: Not RCT

Mercadante S.Popper. Efficacy and patient preference for intranasal fentanyl spray (INFS)
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain - An open-
label crossover trial. European Journal of Cancer, Supplement Conference[var.pagings], 254.
20089.

Excl reason: Not in PICO: Same as Mercadante (2009)?

Mercadante S.Popper. Efficacy and patient preference for intranasal fentanyl spray (INFS)
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain - An open-
label crossover trial. European Journal of Cancer, Supplement Conference[var.pagings], 254.
20009.

Excl reason: Duplicate

Mercadante S.Radbruch. Efficacy of intranasal fentanyl spray (INFS) versus oral
transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain: Open-label crossover
trial. European Journal of Pain Conference[var.pagings], September. 2009.

Excl reason: Not in PICO: Same as Mercadante (2009)?

Mercadante S.Radbruch. Efficacy of intranasal fentanyl spray (INFS) versus oral
transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain: Open-label crossover
trial. European Journal of Pain Conference[var.pagings], September. 2009.

Excl reason: Duplicate

Mercadante S.Radbruch. Ease of use and preference for intranasal fentanyl spray (INFS)
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain. European
Journal of Pain Conference[var.pagings], September. 2009.

Excl reason: Not in PICO: Same as Mercadante (2009)?

Mercadante S.Radbruch. Ease of use and preference for intranasal fentanyl spray (INFS)
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain. European
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Journal of Pain Conference[var.pagings], September. 2009.
Excl reason: Duplicate

Mercadante S.Villari. Safety and effectiveness of intravenous morphine for episodic
(breakthrough) pain using a fixed ratio with the oral daily morphine dose. Journal of Pain and
Symptom Management 27[4], 352-359. 2004.

Excl reason: Not RCT

Mercadante S.Villari. Transmucosal fentanyl vs intravenous morphine in doses proportional to
basal opioid regimen for episodic-breakthrough pain. British Journal of Cancer 96[12], 1828-
1833. 2007.

Excl reason: Not in PICO: RCT? intravenous morphine v oral transmucosal fentanyl citrate

Mercadante, S., Casuccio, A., Agnello, A., Serretta, R., Calderone, L., and Barresi, L.
Morphine versus methadone in the pain treatment of advanced-cancer patients followed up at
home. SO: Journal of clinical oncology : official journal of the American Society of Clinical
Oncology 16[11], 3656-3661. 1998.

Excl reason: Not in PICO: sustained-release morphine v methadone

Mercadante, S., Casuccio, A., Agnello, A., Barresi, L., Mercadante, S., Casuccio, A., Agnello,
A., and Barresi, L. Methadone response in advanced cancer patients with pain followed at
home. Journal of Pain & Symptom Management 18[3], 188-192. 1999.

Excl reason: Not RCT

Mercadante, S. and Portenoy, R. K. Opioid poorly-responsive cancer pain. Part 3. Clinical
strategies lo improve opioid responsiveness. Journal of Pain and Symptom Management
21[4], 338-354. 2001.

Excl reason: Narrative review

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Ficorella, C., Verna, L., Tirelli,
W., Villari, P., Arcuri, E., Mercadante, Sebastiano, Porzio, Gianpiero, Ferrera, Patrizia,
Fulfaro, Fabio, Aielli, Federica, Ficorella, Corrado, Verna, Lucilla, Tirelli, Walter, Villari,
Patrizia, and Arcuri, Edoardo. Low morphine doses in opioid-naive cancer patients with pain.
Journal of Pain & Symptom Management 31[3], 242-247. 2006.

Excl reason: Not RCT

Mercadante, S. and Bruera, E. Opioid switching: A systematic and critical review. Cancer
Treatment Reviews 32[4], 304-315. 2006.
Excl reason: Not in PICO

Mercadante, S., Villari, P., Ferrera, P., Porzio, G., Aielli, F., Verna, L., Casuccio, A.,
Mercadante, Sebastiano, Villari, Patrizia, Ferrera, Patrizia, Porzio, Giampiero, Aielli, Federica,
Verna, Lucilla, and Casuccio, Alessandra. Safety and effectiveness of intravenous morphine
for episodic breakthrough pain in patients receiving transdermal buprenorphine. Journal of
Pain & Symptom Management 32[2], 175-179. 2006.

Excl reason: Not RCT

Mercadante, S., Villari, P., Ferrera, P., Casuccio, A., Mercadante, Sebastiano, Villari, Patrizia,
Ferrera, Patrizia, and Casuccio, Alessandra. Opioid-induced or pain relief-reduced symptoms
in advanced cancer patients? European Journal of Pain: Ejp 10[2], 153-159. 2006.

Excl reason: Not RCT

Mercadante, S. Opioid titration in cancer pain: a critical review. European Journal of Pain
11]8], 823-830. 2007.
Excl reason: Narrative review

Mercadante, S., Porzio, G., Fulfaro, F., Aielli, F., Verna, L., Ficorella, C., Casuccio, A., Riina,
S., Intravaia, G., and Mangione, S. Switching from Transdermal Drugs: An Observational "N
of 1" Study of Fentanyl and Buprenorphine. SO: Journal of pain and symptom management
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34[5], 532-538. 2007.
Excl reason: Not RCT

Mercadante, S., Villari, P., Ferrera, P., Casuccio, A., Mangione, S., and Intravaia, G.
Transmucosal fentanyl vs intravenous morphine in doses proportional to basal opioid regimen
for episodic-breakthrough pain. SO: British journal of cancer 96[12], 1828-1833. 2007.

Excl reason: Duplicate

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella,
C., Gebbia, V., Riina, S., Casuccio, A., and Mangione, S. Sustained-release oral morphine
versus transdermal fentanyl and oral methadone in cancer pain management. SO: European
journal of pain (London, England) 12[8], 1040-1046. 2008.

Excl reason: Duplicate

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella,
C., Gebbia, V., Riina, S., Casuccio, A., Mangione, S., Mercadante, Sebastiano, Porzio,
Giampiero, Ferrera, Patrizia, Fulfaro, Fabio, Aielli, Federica, Verna, Lucilla, Villari, Patrizia,
Ficorella, Corrado, Gebbia, Vittorio, Riina, Salvatore, Casuccio, Alessandra, and Mangione,
Salvatore. Sustained-release oral morphine versus transdermal fentanyl and oral methadone
in cancer pain management. European Journal of Pain: Ejp 12[8], 1040-1046. 2008.

Excl reason: Included in Bekkering et al. (2011) oral sustained-release morphine v oral
methadone v transdermal fentanyl (for background pain)

Mercadante, S., Intravaia, G., Villari, P., Ferrera, P., Riina, S., Mangione, S., Mercadante,
Sebastiano, Intravaia, Giuseppe, Villari, Patrizia, Ferrera, Patrizia, Riina, Salvatore, and
Mangione, Salvatore. Intravenous morphine for breakthrough (episodic-) pain in an acute
palliative care unit: a confirmatory study. Journal of Pain & Symptom Management 35[3], 307-
313. 2008.

Excl reason: Not RCT

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella,
C., Gebbia, V., Riina, S., Casuccio, A., Mangione, S., Mercadante, Sebastiano, Porzio,
Giampiero, Ferrera, Patrizia, Fulfaro, Fabio, Aielli, Federica, Verna, Lucilla, Villari, Patrizia,
Ficorella, Corrado, Gebbia, Vittorio, Riina, Salvatore, Casuccio, Alessandra, and Mangione,
Salvatore. Sustained-release oral morphine versus transdermal fentanyl and oral methadone
in cancer pain management. European Journal of Pain: Ejp 12[8], 1040-1046. 2008.

Excl reason: Duplicate

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Alelli, F., Verna, L., Villari, P., Ficorella,
C., Gebbia, V., Riina, S., Casuccio, A., and Mangione, S. Sustained-release oral morphine
versus transdermal fentanyl and oral methadone in cancer pain management. European
Journal of Pain 12[8], 1040-1046. 2008.

Excl reason: Included in Bekkering et al. (2011) 2B

Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P., Colberg, T., and
Camba, M. A. A comparison of intranasal fentanyl spray with oral transmucosal fentanyl
citrate for the treatment of breakthrough cancer pain: an open-label, randomised, crossover
trial. SO: Current medical research and opinion 25[11], 2805-2815. 2009.

Excl reason: Not in PICO: intranasal fentanyl spray v oral transmucosal fentanyl citrate

Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P., Colberg, T.,
Camba, M. A., Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P.,
Colberg, T., and Camba, M. A. A comparison of intranasal fentanyl spray with oral
transmucosal fentanyl citrate for the treatment of breakthrough cancer pain: an open-label,
randomised, crossover trial. Current Medical Research & Opinion 25[11], 2805-2815. 2009.
Excl reason: Duplicate

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Verna, L., Tirelli, W., Villari, P., and
Casuccio, A. Low Doses of Transdermal Buprenorphine in Opioid-Naive Patients With Cancer
Pain: A 4-Week, Nonrandomized, Open-Label, Uncontrolled Observational Study. Clinical
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Therapeutics 31[10], 2134-2138. 2009.
Excl reason: Not RCT

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Verna, L., Tirelli, W., Villari, P., and
Casuccio, A. Low Doses of Transdermal Buprenorphine in Opioid-Naive Patients With Cancer
Pain: A 4-Week, Nonrandomized, Open-Label, Uncontrolled Observational Study. Clinical
Therapeutics 31[10], 2134-2138. 2009.

Excl reason: Not RCT

Mercadante, S., Villari, P., Ferrera, P., Mangione, S., and Casuccio, A. The Use of Opioids for
Breakthrough Pain in Acute Palliative Care Unit by Using Doses Proportional to Opioid Basal
Regimen. Clinical Journal of Pain 26[4], 306-309. 2010.

Excl reason: Duplicate

Mercadante, S., Tirelli, W., David, F., Arcara, C., Fulfaro, F., Casuccio, A., and Gebbia, V.
Morphine versus oxycodone in pancreatic cancer pain; a randomized controlled study. SO:
The Clinical journal of pain 26[9], 794-797. 2010.

Excl reason: Included in Bekkering et al. (2011) 2A

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Adile, C., Ficorella, C., Mercadante,
Sebastiano, Porzio, Gianpiero, Ferrera, Patrizia, Aielli, Federica, Adile, Claudio, and Ficorella,
Corrado. Low doses of transdermal fentanyl in opioid-naive patients with cancer pain. Current
Medical Research & Opinion 26[12], 2765-2768. 2010.

Excl reason: Not RCT

Mercadante, S., Tirelli, W., David, F., Arcara, C., Fulfaro, F., Casuccio, A., Gebbia, V.,
Mercadante, Sebastiano, Tirelli, Walter, David, Fabrizio, Arcara, Carlo, Fulfaro, Fabio,
Casuccio, Alessandra, and Gebbia, Vittorio. Morphine versus oxycodone in pancreatic cancer
pain: a randomized controlled study. Clinical Journal of Pain 26[9], 794-797. 2010.

Excl reason: Duplicate

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Adile, C., Ficorella, C., Mercadante,
Sebastiano, Porzio, Gianpiero, Ferrera, Patrizia, Aielli, Federica, Adile, Claudio, and Ficorella,
Corrado. Low doses of transdermal fentanyl in opioid-naive patients with cancer pain. Current
Medical Research & Opinion 26[12], 2765-2768. 2010.

Excl reason: Duplicate

Mercadante, S., Villari, P., Ferrera, P., Mangione, S., Casuccio, A., Mercadante, Sebastiano,
Villari, Patrizia, Ferrera, Patrizia, Mangione, Salvatore, and Casuccio, Alessandra. The use of
opioids for breakthrough pain in acute palliative care unit by using doses proportional to
opioid basal regimen. Clinical Journal of Pain 26[4], 306-309. 2010.

Excl reason: Not RCT

Messina, J. Darwish. Fentanyl buccal tablet. Drugs of Today 44[1], 41-54. 2008.
Excl reason: Narrative review

Mignault, G. G., Latreille, J., Viguie, F., Richer, P., Lemire, F., Harsanyi, Z., Stewart, J. H.,
Mignault, G. G., Latreille, J., Viguie, F., Richer, P., Lemire, F., Harsanyi, Z., and Stewart, J. H.
Control of cancer-related pain with MS Contin: a comparison between 12-hourly and 8-hourly
administration. Journal of Pain & Symptom Management 10[6], 416-422. 1995.

Excl reason: Not in PICO

Mikkelsen, Lynch P., Butler, J., Huerta, D., Tsals, I., Davidson, D., Hamm, S., Mikkelsen
Lynch, P., Butler, J., Huerta, D., Tsals, I., Davidson, D., and Hamm, S. A pharmacokinetic and
tolerability evaluation of two continuous subcutaneous infusion systems compared to an oral
controlled-release morphine. Journal of Pain & Symptom Management 19[5], 348-356. 2000.
Excl reason: Not in PICO

Miller, M. G., McCarthy, N., O'Boyle, C. A., Kearney, M., Miller, M. G., McCarthy, N., O'Boyle,
C. A., and Kearney, M. Continuous subcutaneous infusion of morphine vs. hydromorphone: a
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controlled trial. Journal of Pain & Symptom Management 18[1], 9-16. 1999.
Excl reason: Not in PICO: hydromorphone v morphine delivered by continuous subcutaneous
infusion, population?

Miller, M. G., McCarty, N., O'Boyle, C. A., and Kearney, M. Continuous subcutaneous infusion
of morphine vs. hydromorphone: A controlled trial. Journal of Pain and Symptom
Management 18[1], 9-16. 1999.

Excl reason: Not in PICO

Miner, J. R., Moore, J., Gray, R. O., Skinner, L., Biros, M. H., Miner, James R., Moore,
Johanna, Gray, Richard O., Skinner, Lisa, and Biros, Michelle H. Oral versus intravenous
opioid dosing for the initial treatment of acute musculoskeletal pain in the emergency
department. Academic Emergency Medicine 15[12], 1234-1240. 2008.

Excl reason: Not in PICO

Miyazaki, T., Hanaoka, K., Namiki, A., Ogawa, S., Kitajima, T., Hosokawa, T., Ishida, T.,
Nogami, S., Mashimo, S., Miyazaki, Toyo, Hanaoka, Kazuo, Namiki, Akiyoshi, Ogawa,
Setsuro, Kitajima, Toshimitsu, Hosokawa, Toyoshi, Ishida, Tomozo, Nogami, Shoji, and
Mashimo, Shigeto. Efficacy, safety and pharmacokinetic study of a novel fentanyl-containing
matrix transdermal patch system in Japanese patients with cancer pain. Clinical Drug
Investigation 28[5], 313-325. 2008.

Excl reason: Duplicate

Miyazaki, T., Hanaoka, K., Namiki, A., Ogawa, S., Kitajima, T., Hosokawa, T., Ishida, T.,
Nogami, S., Mashimo, S., Miyazaki, Toyo, Hanaoka, Kazuo, Namiki, Akiyoshi, Ogawa,
Setsuro, Kitajima, Toshimitsu, Hosokawa, Toyoshi, Ishida, Tomozo, Nogami, Shoji, and
Mashimo, Shigeto. Efficacy, safety and pharmacokinetic study of a novel fentanyl-containing
matrix transdermal patch system in Japanese patients with cancer pain. Clinical Drug
Investigation 28[5], 313-325. 2008.

Excl reason: Not RCT

Miyazaki, T. [A phase Il clinical study of once-a-day fentanyl citrate patch in patients with
cancer pain--switching from once-every-three-days fentanyl patch to once-a-day fentanyl
citrate patch]. Gan to Kagaku Ryoho [Cancer & Chemotherapy] 37[9], 1747-1752. 2010.
Excl reason: Not in PICO

Moolenaar, F., Meijler, W. J., Frijlink, H. W., Visser, J., Proost, J. H., Moolenaar, F., Meijler,
W. J., Frijlink, H. W., Visser, J., and Proost, J. H. Clinical efficacy, safety and
pharmacokinetics of a newly developed controlled release morphine sulphate suppository in
patients with cancer pain. European Journal of Clinical Pharmacology 56[3], 219-223. 2000.
Excl reason: Not in PICO

Moore, K. T., Adams, H. D., Natarajan, J., Ariyawansa, J., Richards, H. M., Moore, Kenneth
Todd, Adams, Holly D., Natarajan, Jaya, Ariyawansa, Jay, and Richards, Henry M.
Bioequivalence and safety of a novel fentanyl transdermal matrix system compared with a
transdermal reservoir system. Journal of Opioid Management 7[2], 99-107. 2011.

Excl reason: Not in PICO

Moore, R. A., McQuay, H. J., Bullingham, R. E. S., and et, al. Systemic availability of oral
slow-release morphine in man. SO: ANN CLIN BIOCHEM 22[3], 226-231. 1985.
Excl reason: Not in PICO

Moore, R. A. M. Systemic availability of oral slow-release morphine in man. Annals of Clinical
Biochemistry 22[3], 226-231. 1985.
Excl reason: Not in PICO

Morales, M. E., Lara, V. G., Calpena, A. C., Domenech, J., and Ruiz, M. A. Comparative
study of morphine diffusion from sustained release polymeric suspensions. Journal of
Controlled Release 95[1], 75-81. 2004.

Excl reason: Not in PICO
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Morita, T., Takigawa, C., Onishi, H., Tajima, T., Tani, K., Matsubara, T., Miyoshi, I., Ikenaga,
M., Akechi, T., Uchitomi, Y., Japan Pain, Rehabilitation Palliative Medicine and Psycho-
Oncology PRPP Study Group., Morita, Tatsuya, Takigawa, Chizuko, Onishi, Hideki, Tajima,
Tsukasa, Tani, Kazuhiko, Matsubara, Tatsuhiko, Miyoshi, lzuru, Ikenaga, Masayuki, Akechi,
Tatsuo, Uchitomi, Yosuke, and Japan Pain, Rehabilitation Palliative Medicine and Psycho-
Oncology PRPP Study Group. Opioid rotation from morphine to fentanyl in delirious cancer
patients: an open-label trial. Journal of Pain & Symptom Management 30[1], 96-103. 2005.
Excl reason: Not RCT

Morita, T., Takigawa, C., Onishi, H., Tajima, T., Tani, K., Matsubara, T., Miyoshi, I., Ikenaga,

M., Akechi, T., and Uchitomi, Y. Opioid rotation from morphine to fentanyl in delirious cancer

patients: An open-label trial. Journal of Pain and Symptom Management 30[1], 96-103. 2005.
Excl reason: Not in PICO

Moryl, N., Santiago-Palma, J., Kornick, C., Derby, S., Fischberg, D., Payne, R., Manfredi, P.
L., Moryl, Natalie, Santiago-Palma, Juan, Kornick, Craig, Derby, Susan, Fischberg, Daniel,
Payne, Richard, and Manfredi, Paolo L. Pitfalls of opioid rotation: substituting another opioid
for methadone in patients with cancer pain. Pain 96[3], 325-328. 2002.

Excl reason: Not RCT

Motamed, C., Merle, J. C., Yakhou, L., Combes, X., Vodinh, J., Kouyoumoudjian, C., and
Duvaldestin, P. Postoperative pain scores and analgesic requirements after thyroid surgery:
Comparison of three intraoperative opioid regimens. SO: International Journal of Medical
Sciences 3[1], 11-13. 2006.

Excl reason: Not in PICO

Moulin, D. and Moulin, D. Subcutaneous infusions for cancer pain. Nursing Times 87[38], 53-
24. 1-1-0001.
Excl reason: Not in PICO

Moulin, D. E., lezzi, A., Amireh, R., Sharpe, W. K., Boyd, D., Merskey, H., Moulin, D. E., lezzi,
A., Amireh, R., Sharpe, W. K., Boyd, D., and Merskey, H. Randomised trial of oral morphine
for chronic non-cancer pain. Lancet 347[8995], 143-147. 20-1-1996.

Excl reason: Not in PICO

Moulin, D. E., lezzi, A., Amireh, R., Sharpe, W. K., Boyd, D., and Merskey, H. Randomised
trial of oral morphine for chronic non-cancer pain. SO: Lancet 347[8995], 143-147. 1996.
Excl reason: Not in PICO

Moulin, D. E., Clark, A. J., Gilron, I., Ware, M. A., Watson, C. P. N., Sessle, B. J., Coderre, T.,
Morley-Forster, P. K., Stinson, J., Boulanger, A., Peng, P., Finley, G. A., Taenzer, P., Squire,
P., Dion, D., Cholkan, A., Gilani, A., Gordon, A., Henry, J., Jovey, R., Lynch, M., Mailis-
Gagnon, A., Panju, A., Rollman, G. B., and Velly, A. Pharmacological management of chronic
neuropathic pain - Consensus statement and guidelines from the Canadian Pain Society.
Pain Research & Management 12[1], 13-21. 2007.

Excl reason: Expert opinion-based guideline

Moulin, D. E., I. Randomised trial of oral morphine for chronic non-cancer pain. Lancet
347[8995], 143-147. 1996.

Excl reason: Not in PICO: Morphine sustained-release v benztropine (active placebo) chronic
regional pain of soft tissue or musculoskeletal origin?

Mucci-LoRusso, P., Berman, B. S., Silberstein, P. T., Citron, M. L., Bressler, L., Weinstein, S.
M., Kaiko, R. F., Buckley, B. J., Reder, R. F., Mucci-LoRusso, P., Berman, B. S., Silberstein,
P. T., Citron, M. L., Bressler, L., Weinstein, S. M., Kaiko, R. F., Buckley, B. J., and Reder, R.
F. Controlled-release oxycodone compared with controlled-release morphine in the treatment
of cancer pain: a randomized, double-blind, parallel-group study. European Journal of Pain:
Ejp 2[3], 239-249. 1998.

Excl reason: Included in Bekkering et al. (2011) 2A
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