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1 Monitoring of untreated renal lesions
using active surveillance

1.1 Review question

For adults with small or suspected benign renal lesions that have not been treated, what are
the most clinically and cost-effective approaches to active surveillance (including method,
duration and frequency), based on the type of renal lesion, for the early detection of disease
progression?

1.1.1 Introduction

Management options for renal cell carcinoma (RCC) include surgical interventions such as
partial or radial nephrectomy, non-surgical interventions such as ablative therapies and
stereotactic ablative radiotherapy (SABR), and active surveillance. This review focuses on
active surveillance for small or suspected benign renal lesions that have not undergone prior
treatment.

Active surveillance is currently used in practice most commonly for people with very small
lesions, or those with small lesions who decline active treatment. It involves a set programme
of imaging to monitor the development of the lesion, often using imaging such as ultrasound
(US), computed tomography (CT) or magnetic resonance imaging (MRI), with an option for
intervention if there is growth above a threshold during the period of monitoring or if the
person with RCC decides that they would like to discuss treatment. However, there is no
universally agreed protocol for active surveillance.

This review aims to evaluate and compare the clinical and cost-effectiveness of different
active surveillance approaches (for example different methods, durations, and frequencies)
for early detection of disease progression in adults who have not been actively treated for
small renal lesions (without histological assessment), small renal cell carcinomas, Bosniak
2F, 3 and 4 cysts and oncocytomas.

1.1.2 Summary of the protocol

Table 1: PICOS inclusion criteria

Population Adults (18 years or over) with renal lesions that have not been treated with
surgery, non-surgical interventions or systemic anti-cancer therapy (SACT)
divided into the following categories:

e Small renal lesions and complex cysts (<4cm):
o small renal lesions (without histological assessment) or
o small renal cell carcinomas or
e grade 3 and 4 Bosniak complex cysts
e Grade 2F Bosniak cysts and oncocytomas (of any size)
Interventions Approaches to active surveillance that might include:
e Frequency and type of imaging
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Comparator
Outcomes

Study type

Frequency and type of testing to monitor renal function and
cardiovascular outcomes

Different durations of active surveillance

Different active surveillance approaches compared to each other.

Survival outcomes:

o Overall survival

o Disease-specific survival
Local or distant progression of disease
Time to discharge from active surveillance

Need for treatment including time to intervention or numbers of people
needing the treatment

Quality of life using:
o EORTC Core Quality of Life Questionnaire (EORTC QLQ-C30)
o EuroQol-5 dimensions (EQ-5D)

Randomised controlled trials (RCTs)

Any controlled, non-randomised studies

Systematic reviews of the above studies

EORTC: European Organisation for Research and Treatment of Cancer

For the full protocol see appendix A.

1.1.3 Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are

described in the review protocol in_appendix A and the methods document.

Declarations of interest were recorded according to NICE’s conflicts of interest policy.

1.1.3.1 Search methods

The searches for the effectiveness evidence were run on 19/08/2024 and re-run on
16/04/2025. The following databases were searched: Cochrane CENTRAL (Wiley),
Cochrane CDSR (Wiley), Embase (Ovid), Epistemonikos (Epistemonikos), Medline ALL
(Ovid). Limits were applied to remove animal studies, conference abstracts, editorials, letters,
news items and commentaries, as well as papers not published in the English language.
Filters were used to limit to OECD countries, observational studies, systematic reviews and
randomised controlled trials.

The searches for the cost effectiveness evidence were run on 29/08/2024 and 05/09/2024
and re-run on 07/05/2025. The following databases were searched: Econlit (Ovid), Embase
(Ovid), NHS EED (CRD York), International Health Technology Assessment Database
(INAHTA), Medline ALL (Ovid). Limits were applied to remove animal studies, conference
abstracts, editorials, letters, news items and commentaries, as well as papers not published
in the English language. Filters were used to limit to cost utility studies.

A NICE senior information specialist (SIS) conducted the searches. The MEDLINE strategy
was quality assured by another NICE SIS. All translated search strategies were peer
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reviewed to ensure their accuracy. Both procedures were adapted from the 2015 PRESS
Guideline Statement. Further details and full search strategies for each database are
provided in appendix B.

1.1.4 Effectiveness evidence

1.1.4.1 Included studies

A systematic search carried out to identify potentially relevant studies found 1,225 references
(see appendix B for the literature search strategy).

These 1,225 references were screened at title and abstract level against the review protocol,
with 1,142 excluded at this level. 10% of references were screened separately by two
reviewers with 85.5% agreement. Discrepancies were most often due to conservative
screening by the main reviewer and so were unlikely to miss any relevant studies. All
discrepancies were resolved by discussion.

The full texts of 22 systematic reviews and 61 primary non-randomised studies were ordered
for closer inspection. No studies were identified that met the criteria specified in the review

protocol (appendix A).
The clinical evidence study selection is presented as a PRISMA diagram in appendix C.

1.1.4.2 Excluded studies

Details of studies excluded at full text, along with reasons for exclusion are given in appendix
J.

1.1.5 Summary of studies included in the effectiveness evidence

No studies were identified which were applicable to this review question (and so there are no
evidence tables in appendix D). No meta-analysis was conducted for this review (and so
there are no forest plots in appendix E).

1.1.6 Summary of the effectiveness evidence

No studies were identified which were applicable to this review question, and so there are no
GRADE tables in appendix F.

1.1.7 Economic evidence

A literature search was conducted to identify published economic evaluations of relevance to
this review question (see appendix B). This search retrieved 119 studies, and based on title
and abstract screening, one study was considered for full text screening, but was further
excluded (see appendix G for the economic evidence study selection diagram and appendix
J for a list of studies and reasons for exclusion).
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1.1.8 Summary of included economic evidence

No economic evaluations were included for this review question.

1.1.9 Economic model

Costs around active surveillance were estimated as part of the costing analysis conducted
for evidence reviews A, B and C. Full details of the analysis are included in the
accompanying costing report.

Active surveillance costs were based on the schedule of monitoring and types of scans in the
Getting It Right First Time (GIRFT) guidelines and committee opinion, and scenarios with
different imaging modalities were discussed. One scenario included cross-sectional imaging
with CT with contrast of chest, abdomen and pelvis (CT CAP) in the first year, and then
annually thereafter. The second scenario included CT CAP in the first year, and then further
imaging on an annual basis alternating between ultrasound and CT CAP. The third scenario
included an MRI with contrast of three areas in the first year, followed by annual imaging
alternating between ultrasound and MRI. Total first year costs and subsequent annual costs
of the active surveillance scenarios are presented in Table 2.

Table 2: Imaging scenario annual costs

Scenario First year cost Mean subsequent annual
cost

CT CAP only £123 £123

Alternating CT CAP and ultrasound £123 £88

Alternating MRI and ultrasound £202 £128

1.1.10 Unit costs
Unit costs of each of the types of scans are summarised in Table 3.

Table 3: Unit costs of imaging modalities

Resource Unit cost Source

CT-CAP with contrast £123.03 NHS Cost Collection (2024). RD26Z
Computerised Tomography Scan of
Three areas with contrast

CT-CAP without contrast £100.74 NHS Cost Collection (2024). RD25Z
Computerised Tomography Scan of
Three areas without contrast

MRI with contrast £202.40 NHS Cost Collection (2024). RD05Z
Magnetic Resonance Imaging Scan of
Two or Three areas with contrast

MRI without contrast £153.84 NHS Cost Collection (2024). RD04Z
Magnetic Resonance Imaging Scan of
Two or Three areas without contrast

Ultrasound <20 minute duration with contrast £53.32 NHS Cost Collection (2024). RD41Z
Ultrasound Scan with duration of less
than 20 minutes with contrast
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Resource Unit cost Source

Ultrasound >20 minute duration with contrast  £29.96 NHS Cost Collection (2024). RD43Z
Ultrasound Scan with duration of more
than 20 minutes with contrast

Ultrasound <20 minute duration without £66.95 NHS Cost Collection (2024). RD40Z
contrast Ultrasound Scan with duration of less
than 20 minutes without contrast
Ultrasound >20 minute duration without £88.18 NHS Cost Collection (2024). RD42Z
contrast Ultrasound Scan with duration of more

than 20 minutes without contrast

CT-CAP: computed tomography scan of chest, abdomen and pelvis. MRI: magnetic resonance
imaging

1.1.11 The committee’s discussion and interpretation of the evidence

1.1.11.1. The outcomes that matter most

The committee discussed the outcomes specified in the protocol. They agreed that the most
important outcomes to assess the effectiveness of active surveillance as a management
option were survival, disease progression, time to discharge and need for treatment. In their
experience, concerns about survival (overall and cancer-specific), the likelihood of lesion
progression (local or distant) if not removed, duration of being on active surveillance and
needing treatment in the future are usually at the forefront of people’s minds when
considering active surveillance as a treatment option.

Of importance, but less so than the outcomes above, were quality of life and health status in
the short and long term, which play an important role in deciding which management option
is best for the individual.

1.1.11.2 The certainty of the evidence

No studies were identified which met the inclusion criteria for this review question. The
committee were not surprised by this and agreed that to their knowledge there is unlikely to
be any evidence that directly answers it. The committee made a research recommendation
that matched this current review question to try to stimulate research into this area.

1.1.11.3 Benefits and harms

The committee noted that the terms ‘active surveillance’ and ‘follow-up’ are sometimes
conflated, leading to a lack of clarity for people with renal cell carcinoma (RCC). Active
surveillance refers to the monitoring of lesion size and characteristics instead of, or before,
treatment, when treatment is possible, whereas follow-up is monitoring undertaken after
treatment for RCC. Both types of monitoring involve regular imaging.

In the absence of evidence about the most effective methods and duration of active
surveillance, the committee made recommendations based on consensus, using their
knowledge, experience of current practice and awareness of the recommendations in the
Getting It Right First Time (GIRFT) guide Urology: Towards better care for patients with
kidney cancer and European Association of Urology (EAU) guidelines. They noted that
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current practice for active surveillance in the UK varies widely and there is no single standard
of practice. Active surveillance protocols will usually depend on the type and size of the renal
lesion, comorbidities of the patient (for example, existing health conditions that may affect
choice of imaging) and access to imaging facilities.

To help with drafting recommendations the committee split the process of active surveillance
into several sequential stages: determining who is suitable for active surveillance; how this is
carried out (types of imaging and frequency) and when to stop active surveillance by
discharging someone or offering them active treatment (such as surgery) instead.

Active surveillance for oncocytomas

A separate review (evidence review B comparing surgical and non-surgical management
options for localised RCC) covers when active surveillance should be offered or considered
for people with localised small renal lesions. However, evidence review B did not cover
people with Bosniak 2F cysts or oncocytomas. The committee discussed when active
surveillance should be offered to these groups as part of the current review.

As oncocytomas are benign, the committee recommended that active surveillance should be
offered to people with a renal lesion likely to be an oncocytoma. They highlighted that this
may not be appropriate if there is suspicion, based on pathology, of a malignant diagnosis.
This could be due to hybrid features in the lesion. For example, hybrid oncocytic
chromophobe tumours (HOCT) have two different components — the oncocytoma and
chromophobe RCC. While oncocytomas are benign, HOCTs are more concerning as they
may be malignant due to the chromophobe RCC component and may therefore be managed
as a chromophobe RCC. The committee also noted that oncocytomas can sometimes cause
symptoms such as bleeding or pain which may necessitate treatment, and they therefore
included the absence of symptoms in the recommendation about when active surveillance
should be offered for people with oncocytomas. They noted that a person may decline active
surveillance and agreed that treatment for the oncocytoma should be offered in such
situations. The committee did not review evidence about treatment options for oncocytomas
and so were unable to draft recommendations on this. However, they noted that in their
experience these would likely involve surgery to remove the oncocytoma or thermal ablation
to destroy it.

The committee noted that when someone with a lesion likely to be an oncocytoma is
experiencing symptoms like haematuria (blood in the urine), treating the lesion might be the
most appropriate way to stop the bleeding. If left untreated, bleeding may cause other
problems and affect quality of life. They made a recommendation to offer treatment for the
oncocytoma if symptoms are present and only to offer active surveillance if the person
declines this.

The committee agreed that where a lesion likely to be an oncocytoma is fast growing, further
tests may be necessary to confirm the diagnosis, and that biopsy would be the best test to do
this. This should be discussed with the person. If biopsy results show that the lesion is
malignant, the committee agreed that due to the fast-growing nature of the lesion,
progression to treatment for RCC would be appropriate. If the lesion is found to be benign, or
if the person chooses not to have or cannot have biopsy, they agreed that either staying on
active surveillance or moving to treatment to remove or destroy the lesion would be
appropriate. The committee made recommendations to cover these points.

Kidney cancer: evidence review for monitoring of untreated renal lesions using active
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The committee were aware of a different category of oncocytic lesions affecting the kidney
classed as ‘oncocytic renal neoplasms of low malignant potential, not otherwise specified’.
They noted that these lesions are low risk due to their low malignant potential and should
usually be managed in the same way as oncocytomas. Therefore, they made a
recommendation to reflect this.

Active surveillance for Bosniak 2F cysts

The committee noted that Bosniak 2F, 3 and 4 cysts can usually be characterised by
imaging, and treatment decisions can be made based on these imaging results. Bosniak 2F
cysts are usually benign but have a 5 to 10% risk of harbouring malignancy, which will
usually become apparent during a period of active surveillance. Therefore, the committee
recommended that active surveillance should be offered to people with Bosniak 2F cysts.
They agreed that treatment is not necessary for Bosniak 2F cysts unless they progress to a
Bosniak 3 or 4 cyst, or more rarely to an advanced RCC, and included cross references to
the relevant sections of the guideline for treatment options.

Discharging people with oncocytomas or Bosniak 2F cysts from active surveillance

The committee agreed that where treatments for local symptoms, or RCC if developed in the
future, are no longer an option for a person, active surveillance should be discontinued
because the purpose of this monitoring is to detect lesion changes that could warrant
treatment. Examples of where the person may be unable to have treatment could include if
they are very frail or have multiple comorbidities. The committee agreed that it was important
to explain to the person why they are being discharged from the active surveillance pathway.

The committee noted the low probability that Bosniak 2F cysts and oncocytomas harbour
malignancy. They therefore also agreed that if these lesions remained stable for at least 5
years, for example if a Bosniak 2F cyst does not progress to a Bosniak 3 or 4 cyst or an
oncocytoma has a growth rate below 5 mm in diameter in any 12-month period, then
discharge should be considered. They noted that this decision should take into account the
person’s clinical characteristics such as age and fitness, and their preferences.

The committee noted the impact of long-term active surveillance on a person’s mental well-
being, and that discharge from active surveillance, where appropriate, may be welcomed by
some people. However, they acknowledged that other people find active surveillance
reassuring and agreed that there should be discussion about discharge with the person who
has an oncocytoma or Bosniak 2F cyst if their lesion has remained stable for 5 years. This
should include information about why they are being discharged, reassurance that if there
was a malignancy present, it would most likely have been detected within the 5-year active
surveillance period, and examples of symptoms that the person should contact primary care
about (such as if they have blood in their urine or persistent abdominal pain).

Information to provide during active surveillance

Active surveillance is managed by secondary care. The committee recommended that all
people who are undergoing active surveillance have a written care plan including details of
their active surveillance imaging schedule, and the name of a designated healthcare
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professional who can be the point of contact if, for example, the person experiences
symptoms (such as blood in their urine or persistent abdominal pain).

Active surveillance imaging types

The committee discussed the types of imaging that could be used for active surveillance.
They acknowledged the lack of evidence about the most effective active surveillance
regimen and duration, and using their knowledge and experience decided what an active
surveillance plan should entail. They agreed that the types of imaging and imaging schedule
they recommended would be suitable as a starting point for people with all types of renal
lesions (including oncocytomas, Bosniak 2F cysts, Bosniak 3 or 4 cysts and solid renal
masses less than 4 cm in diameter).

They noted that the main aim of active surveillance is to detect a change in the lesion size or
character. This is important because treatment options may reduce when lesions cross
certain size thresholds (e.g. 4 cm for solid renal masses) or characteristics (e.g. Bosniak
stages for cysts). The committee therefore recommended that as part of active surveillance,
imaging is offered at regular interval to detect changes in lesion size or other characteristics.

The committee discussed the types of imaging tests currently used in practice (CT, MRI and
ultrasound), and the benefits and harms associated with them. They noted that:

e Cross-sectional imaging (CT and MRI) produces more detailed images of a tumour than
ultrasound. They noted that the imaging quality from an ultrasound may be insufficient to
use in making an informed judgement about the characteristics of some lesions.

e MRI scans can be unpleasant for people who experience claustrophobia and cannot be
offered to people with metal implants.

e Not all hospitals in the UK have an MRI machine and hospitals which do may have only
one. This may result in longer waiting times for MRI or require referral to a different
department or another hospital. Some people may struggle to access MRI scans
depending on location. Contrast-enhanced ultrasound is not available everywhere in the
UK and will usually not be used for active surveillance.

e Costs differ between imaging types and ultrasounds have the lowest unit costs.
However, there may be increased inter-user variability and difficulty comparing scans
when using ultrasounds.

e There are potential harms from the agents used in contrast-enhanced CT or contrast-
enhanced MRI. People with renal insufficiencies may be unable to use contrast agents.

e Repeated radiation from CT could be harmful and so MRI without contrast or
ultrasounds may be preferred for some groups, for example women or people of
childbearing age, who could be or get pregnant.

The committee therefore recommended that CT, MRI or ultrasound imaging should be used
as part of an active surveillance approach, with choice based on lesion and the individual’s
clinical characteristics, and that ultrasound or MRI could be alternated with CT to reduce
radiation exposure. To try to reduce the risk of kidney damage arising when iodine-based
contrast media is used in imaging the committee included a cross reference to relevant
recommendations of the NICE guideline on Acute kidney injury: Assessing risk factors in
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adults having iodine-based contrast media and Preventing acute kidney injury in adults
having iodine-based contrast media.

The active surveillance imaging schedule

The committee agreed that imaging for active surveillance should be offered at regular
intervals. In their experience, this imaging is usually carried out at 3-, 6- or 12-month intervals
or a combination of these, for example every 6 months in the first year and then every 12
months afterwards. The committee noted that the timing of active surveillance scans will
depend on the behaviour of the lesion. They agreed that imaging scans should be offered
more regularly if there are major changes to the lesion, and less frequently if the lesion is
more stable or slowly growing. However, lay members highlighted that following a decision to
participate in active surveillance, patients may be very anxious as they wait for their next
scan in case the lesion has grown. This level of anxiety is highest at the start of active
surveillance and may decrease over time if the lesion size and characteristics remain
constant.

The committee took these issues into account when recommending a schedule that could be
used for active surveillance. However, they noted that it is impossible to provide an active
surveillance protocol for every possible scenario and that this schedule should be adapted if
more intensive imaging is required based on the lesion and the individual’s clinical
characteristics. The committee recommended that the first imaging scan after the decision
for active surveillance should be in the first 3 to 6 months to pick up changes and reassure
people. They also agreed that subsequent scans should be offered at 12 months from
initiation of active surveillance and at least annually thereafter up to 5 years, and that the
person’s wishes should also be taken into account when this schedule is agreed. At 5 years
they recommended that there be a discussion with the person about the benefits and risks of
continuing active surveillance or being discharged (see below for more information about
discharge.) However, the committee recommended that should the lesion’s size, growth rate
or characteristic change (but not enough to trigger a discussion about possible treatment)
then more frequent imaging should be considered.

The committee noted that changes to lesions may occur within a short time or over a longer
period. They agreed that baseline imaging is necessary to provide information about the size,
shape and characteristics of the tumour at the start of management for comparison to the
new imaging results. They agreed that to properly monitor changes in lesion size, shape or
characteristics, and the rate at which the changes occur, each imaging scan should be
compared both to the most recent scan and to the baseline imaging and made a
recommendation to reflect this. This could be particularly important if, for example, a change
is minimal from the last scan but significant from the baseline scan.

Moving to treatment for lesions 4 cm in diameter and smaller (including solid renal
masses, and Bosniak 3 or 4 cysts)

The committee agreed that people with Bosniak 3 and 4 cysts have an increased chance of
malignancy compared with Bosniak 2F cysts, and that in many cases management should
be similar to management of solid renal masses that are suspected to be RCC. Therefore,
they chose to include people with Bosniak 3 and 4 cysts and people with solid renal masses
in the same recommendations here and in the section on discharge below.

The committee discussed the changes that may result in a decision to move to treatment
from active surveillance. They highlighted a change in size or growth rate of the lesion as the
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main triggers to move to active treatment but also recognised changes to the appearance or
shape as factors to consider. They noted that there is no universally accepted threshold for
change in lesion size but based on their experiences were aware that they can increase and
decrease in diameter over time. Therefore, they made a recommendation that a discussion
to move to active treatment should be had with people when observed changes to the lesion
include any of the following:

o the growth rate of the lesion (or the growth rate of the solid component for Bosniak 4
cysts) exceeds 5 mm in diameter in a year

o thelesion is likely to exceed 4 cm in diameter at the next scan based on the observed
trajectory of growth in diameter at the next scan

e progression (in clinical TNM stage for solid renal masses, and in Bosniak classification /
characteristics for cysts).

In addition, they highlighted the possibility that a person may have a change in the clinical
circumstance that affected their preoperative risk or competing clinical priorities
(comorbidities and renal function) and as a result may become eligible for treatments that
were not previously suitable. For example, comorbidities may have been controlled or
optimised making treatment an option, or a person with end stage renal failure may be
moved to transplant list and need a nephrectomy. The committee also highlighted that
people’s preferences should be taken into account as people who previously opted for active
surveillance may decide that they would like to change to a treatment plan, and that any
suitable treatment options should be discussed with the person. Therefore, they
recommended that a discussion about moving to active treatment should also cover these
points and emphasised that this is a shared decision to be made with the person.

Moving to discharge for lesions 4 cm in diameter and smaller (including solid renal
masses, and Bosniak 3 or 4 cysts)

The decision about when to stop active surveillance when no changes are observed was
discussed. The committee noted the difficulty in giving a precise duration for active
surveillance as renal lesions can behave unpredictably. However, the committee identified
some situations where it may be suitable to discharge people from active surveillance. They
noted that for some people, a change in condition during active surveillance - for example an
increase in frailty, comorbidities or other competing causes of mortality - will mean that they
are no longer suitable for active treatments such as surgery, thermal ablation or stereotactic
ablative radiotherapy (SABR) and should therefore be discharged from active surveillance.
Similarly, they noted that for people with lesions that are small (4 cm or smaller) and remain
stable or with minimal changes for 5 years discharge might be suitable. The patient
committee members added that remaining on active surveillance for a long time and having
repeated imaging can be experienced as an extended period of uncertainty and cause of
anxiety that is relieved by being discharged. Therefore, the committee made a
recommendation to consider discharging the person from active surveillance if the lesion
remains stable for 5 or more years but that this decision should take the person’s
preferences and clinical characteristics (such as age and fitness) into account. They made
another recommendation to discharge people if they are no longer eligible for treatment of
the RCC.

The committee explained that ultimately, the decision to discharge a person from active
surveillance will be based on a combination of clinical judgement and patient choice. The
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committee highlighted the importance of applying the recommendations in NICE’s shared
decision-making guideline during discussions with the person with a renal lesion. They also
highlighted the importance of ensuring that people understand why they are being
discharged, that there is a lack of evidence around how long active surveillance should last
and the need to provide examples of symptoms that the person should contact primary care
about (such as if they have blood in their urine or persistent abdominal pain).Therefore, they
recommended that the discussion with the person should include these points.

1.1.11.4 Cost effectiveness and resource use

No relevant published health economic analyses were identified for this review, and it was
not prioritised for original economic modelling. Annual costs of active surveillance were
estimated as part of a costing analysis and the unit cost of the different types of scans used
for monitoring people in active surveillance were presented to aid committee consideration of
cost effectiveness. The unit cost of undertaking CT of the chest, abdomen and pelvis was
cheaper than the unit cost of MRI, and ultrasound was cheaper than either of these options.
The annual costs of different scenarios for active surveillance were between £421 and £501
for the first year which included biopsy and cross-sectional imaging. In subsequent years, the
annual cost of this ranges between £88 and £128, where people receive an annual CT scan
or annual scans alternating between CT or MRI and ultrasound.

The committee discussed how practice in the UK varies widely and there is no standard
practice for active surveillance. Active surveillance protocols as currently practiced will
usually depend on the type and size of the renal lesion, comorbidities of the patient (for
example, existing health conditions that may affect choice of imaging) and access to imaging
facilities. Access to MRI nationwide is thought to be highly variable. Active surveillance is
commonly undertaken at least annually using a CT scan, for at least five years but
sometimes up to ten years. MRI are associated with less radiation exposure, so they are
usually preferred for younger patients, but the cost is higher than a CT scan and they are
usually more difficult to access. Ultrasound is the least expensive type of scan; they are not
as accurate as CT or MRI, but may be used to limit radiation exposure.

The recommendations have been made on what is considered to be best practice based on
committee consensus, while emphasising shared decision making between the patient and
multidisciplinary team and are broadly consistent with recommendations in other widely used
kidney cancer guidelines. This allows for standardisation of practice across the country and
more optimal use of resources for managing people undergoing active surveillance. The
recommendations could increase imaging, but this may be balanced by a reduction in the
number of people undergoing other treatments such as surgery.

1.1.11.5 Other factors the committee took into account

The committee discussed whether any specific equality issues applied to active surveillance
and whether any specific population groups could be disadvantaged by the
recommendations. Most of the issues identified in the EHIA were societal in nature and
focused on non-kidney cancer specific issues such as accessibility of some imaging
machines for populations such as older people, people with disability and people with lower
socio-economic status. They noted that reduced accessibility to imaging machines (for
example, MRI) may result in longer waiting times, especially where alternative imaging types
are not suitable.
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Pregnancy will impact on decisions about imaging for active surveillance. The committee
recognised that some types of imaging, particularly CT, are likely to be delayed until after
pregnancy, but that other safer alternatives like ultrasound or MRI may be suitable after
consideration by the individual, with support from the clinician, about the benefits and risks.

The committee also noted that CT and MRI scanners have an upper weight limit due to
safety concerns and the design of the equipment, therefore people with very high weight may
have reduced options available for imaging. In these cases, the committee agreed that an
ultrasound scan would be the best available alternative, but with the awareness that
ultrasounds may not produce images as detailed as CT or MRI.

1.1.12 Recommendations supported by this evidence review

This evidence review supports recommendations 1.4.1 to 1.4.9, 1.5.12 to 1.5.21 and the
research recommendation on active surveillance.

1.1.13 References - included studies

1.1.13.1 Effectiveness

No studies were identified which were applicable to this review question.

1.1.13.2 Economic
No studies were identified which were applicable to this review question.

1.1.14 References — other

NHS England. National Cost Collection for the NHS 2023/24. Available from:
https://www.england.nhs.uk/costing-in-the-nhs/national-cost-collection/ [online, accessed 10
July 2025]
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Appendices

Appendix A — Review protocols

Effectiveness review protocol

ID Field Content

1. Review title Active surveillance approaches for early detection of disease
progression in adults who have not been treated for small (<4cm)
or suspected benign renal lesions.

2. Review question For adults with small or suspected benign renal lesions that have
not been treated, what are the most clinically and cost-effective
approaches to active surveillance (including method, duration and
frequency), based on the type of renal lesion, for the early
detection of disease progression?

3. Objective To evaluate and compare the effectiveness, safety, and cost-
effectiveness of different active surveillance approaches (e.g.,
different methods, duration, and frequency) for early detection of
disease progression in adults who have not been actively treated
for small renal lesions (without histological assessment), small
renal cell carcinomas (RCC), grade 3 and 4 Bosniak complex
cysts. Grade 2F Bosniak cysts and oncocytomas will also be
assessed.

4, Searches The following databases will be searched:

e Cochrane Central Register of Controlled Trials (CENTRAL)
e Cochrane Database of Systematic Reviews (CDSR)

e Embase

e MEDLINE ALL

e Epistemonikos

For the economics review the following databases will be

searched:

e Embase

e MEDLINE
e Econlit

e HTA (legacy records)
e NHS EED (legacy records)
e INAHTA

Database functionality will be used, where available, to exclude:
e Non-OECD countries

¢ Animal studies

e Editorials, letters, news items and commentaries
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o Conference abstracts and posters

e Registry entries for ongoing clinical trials or those that contain
no results

e Theses and dissertations
e Papers not published in the English language
Search filters and classifiers

e The following standard NICE filters will be used to limit results
by study type: cost effectiveness studies / cost utility studies/
systematic reviews / randomised controlled trials and
observational studies.

e The full search strategies for all databases will be published in
the final review.

5. Condition or domain 1. Small renal lesions and complex cysts (<4cm)
being studied 2. Grade 2F Bosniak cysts and oncocytomas (of any size)
6. Population Adults (18 years or over) with renal lesions that have not been

treated with surgery, non-surgical interventions or systemic anti-
cancer therapy (SACT) divided into the following categories:

1. Small renal lesions and complex cysts (<4cm):

o small renal lesions (without histological assessment)
or

o small renal cell carcinomas or
grade 3 and 4 Bosniak complex cysts

2. Grade 2F Bosniak cysts and oncocytomas (of any size)

Exclusion:
¢ Renal lesions which have been actively treated.

7. Intervention Approaches to active surveillance that might include:
e Frequency and type of imaging

e Frequency and type of testing to monitor renal function and
cardiovascular outcomes

e Different durations of active surveillance

8. Comparator Different active surveillance approaches compared to each other.
9. Types of study to be Systematic reviews of RCTs and RCTs
included

If RCTs are not available, systematic reviews of non-randomised
comparative studies and primary non-randomised comparative
studies will be considered. Where good quality systematic reviews
of non-randomised studies are identified, these may be used
completely or as a source of references, depending on
applicability.

10. | Other exclusion criteria None
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11. | Context There is currently no national guideline in the UK on the diagnosis
and treatment of kidney cancer and audit data indicates variation
in the clinical practice within NHS. Stakeholders identified this gap
and NICE was commissioned to develop a guideline on kidney
cancer by NHSE.

Active surveillance of renal lesions, which includes serial imaging
with the possibility of delayed treatment, has emerged as a viable
alternative to immediate therapeutic intervention in selected
patients. There is uncertainty around the intensity required for
active surveillance approaches (e.g. different methods, duration,
and frequency) and how this might differ depending on risk of
disease progression and the person undergoing active
surveillance. In the lower risk category which includes small renal
lesions (without histological assessment), small renal cell
carcinomas (RCC), grade 3 and 4 Bosniak complex cysts and the
benign lesions grade 2F Bosniak cysts and oncocytomas, there
may be further variation in active surveillance methods required.

Therefore, an evidence review is needed to identify the most
clinically and cost effective active surveillance approaches
suitable for different types of lower-risk renal lesions.

12. | Outcomes Survival outcomes:
e Overall survival (time to event data)
e Disease-specific (cancer-specific) survival (time to event data)

Some studies may report all-cause mortality instead of overall
survival or they may report cancer-related mortality instead of
disease-specific survival. These will be extracted as proxy
outcomes where the preferred outcome is not available.

e Local or distant progression of disease, (defined as a linear
growth rate greater than 0.5 cm per year, diameter greater
than 4 cm, or metastasis) (dichotomous outcome)

e Time to discharge from active surveillance (continuous
outcome)

¢ Need for treatment* including time to intervention (continuous
outcome) or numbers of people needing the treatment
(dichotomous outcomes)

*(Treatment include types of surgery or non-surgical interventions
such as SABR, thermal ablation or systemic anti-cancer therapy.)

e Quality of life using:
o EORTC Core Quality of Life Questionnaire (EORTC
QLQ-C30)

o EuroQol-5 dimensions (EQ-5D)

Minimal important differences

Any statistically significant difference will be used for the following
outcomes:

e Survival outcomes
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e Local and distant progression of disease

e Time to discharge from active surveillance
¢ Need for/time to intervention

e Quality of life using EORTC QLQ-C30

MIDs for the following quality of life measure was identified in the
literature:

EQ-5D: 0.08 for UK-based scores and 0.07 for VAS scores

13. | Data extraction All references identified by the searches and from other sources
(selection and coding) will be uploaded into EPPI reviewer and de-duplicated. 10% of the
abstracts will be reviewed by two reviewers, with any
disagreements resolved by discussion or, if necessary, a third
independent reviewer.

The full text of potentially eligible studies will be retrieved and will
be assessed in line with the criteria outlined above. A
standardised form will be used to extract data from studies (see
Developing NICE guidelines: the manual section 6.2). Study
investigators may be contacted for missing data where time and
resources allow.

This review may make use of the priority screening functionality
within the EPPI-reviewer software. If priority screening is used, the
following rules will be adopted to determine when to stop
screening:

e atleast 50% of the identified abstracts (or 1,000 records, if
that is a greater number) will be screened

e After this point, screening is only terminated if a threshold of
750 is met for a number of abstracts being screened without a
single new include being identified.

if sifting is terminated before the full database has been looked at
additional checks will be carried out to ensure that relevant
studies have not been missed.

14. | Risk of bias (quality) Risk of bias will be carried out using the preferred checklists as
assessment described in Appendix H of Developing NICE guidelines: the
manual

The risk of bias for RCTs will be assessed using the Cochrane
Risk of Bias v.2.0 checklist and for systematic reviews, the Risk of
Bias in Systematic Reviews (ROBIS) tool will be used.

The risk of bias for non-RCT studies will be assessed using the
Cochrane Risk Of Bias In Non-randomized Studies - of
Interventions (ROBINS-I) tool.

15. | Strategy for data Where possible, meta-analyses will be conducted to combine the
synthesis results of quantitative studies for each outcome. RCT and non-
RCT data will be pooled separately.

Where data can be disambiguated it will be separated into the
subgroups identified in section 16 (below).
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Pairwise meta-analyses will be performed in Cochrane Review
Manager V5.3. Continuous outcomes will be analysed as pooled
mean differences (using the inverse variance method) unless
multiple scales are used to measure the same factor. In these
cases, standardised mean differences will be used instead. Where
different studies present continuous data measuring the same
outcome but using different numerical scales (e.g. a 0-10 and a 0-
100 visual analogue scale), these outcomes will all converted to
the same scale before meta-analysis is conducted on the mean
differences.

Pooled relative risks will be calculated for dichotomous outcomes
(using the Mantel-Haenszel method) reporting numbers of people
having an event. Absolute risks will be presented where possible.

Hazard ratios will be pooled using the generic inverse-variance
method. Adjusted, unadjusted and partially adjusted hazard ratios
will be pooled. Sensitivity analysis will be carried out to look at the
effect of removing partially and unadjusted studies.

For survival outcomes, time-to-event data is preferred. Where this
data is not available, relative risks will be calculated for proxy
outcomes as described in section 12.

Fixed- and random-effects models (der Simonian and Laird) will
be fitted for all outcomes, with the presented analysis dependent
on the degree of heterogeneity in the assembled evidence. Fixed-
effects models will be deemed to be inappropriate if one or both of
the following conditions are met: Significant between-study
heterogeneity in methodology, population, intervention, or
comparator was identified by the reviewer in advance of data
analysis. The presence of significant statistical heterogeneity in
the meta-analysis, defined as 12250%.

GRADE will be used to assess the quality of the outcomes. Data
from randomised controlled trials and non-randomised
comparative trials will be initially rated as high quality where they
come from:

RCTs and systematic reviews of RCTs (where individual studies
have been quality assessed using Cochrane risk of bias)

non-randomised comparative trials and systematic reviews of non-
randomised studies (where individual studies have been quality
assessed using the ROBINS-I assessment tool)

The quality of the evidence for each outcome will then be
downgraded or not from this starting point based on the other
GRADE domains.

To assess imprecision, where there are no defined MIDs we will
set the MID as the line of no effect for all outcomes (1.0 for
dichotomous outcomes and 0 for continuous outcomes). A second
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decision threshold will be applied where the sample size is
sufficiently small that it is not plausible any realistic effect size
could have been detected.

Where 10 or more studies are included as part of a single meta-
analysis, a funnel plot will be produced to graphically (visually)
assess the potential for publication bias.

16. | Analysis of sub-groups Where the data allows, subgroup analyses may be conducted to
explore heterogeneity considering the following:

e components of active surveillance,

e type of renal lesion e.g. solid mass or Bosniak cyst

e age,

e tumour size,

e by primary RCC type e.g. clear cell, papillary, chromophobe
e renal function, and

e performance status of the person.

17. | Type and method of X Intervention
review Diagnostic
Prognostic
Qualitative

Epidemiologic
Service Delivery
Other (please specify)

18. | Language English
19. | Country England
20. | Anticipated or actual October 2024
start date
21. | Anticipated completion March 2026
date
22. | Stage of review at time Review stage Started Completed
of this submission Preliminary searches X
Piloting of the study X
selection process
Formal screening of
search results
. o X
against eligibility
criteria
Data extraction X
Risk of bias (quality)
assessment
Data analysis
23. | Named contact Named contact

Centre for Guidelines, NICE
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Named contact e-mail
kidneycancerguideline@nice.org.uk

Organisational affiliation of the review

National Institute for Health and Care Excellence (NICE) and
Guideline Development Team.

24. | Review team members From the Guideline Development Team:

e Marie Harrisingh, Topic Lead

e Olivia Crane, Senior technical analyst

o Adefisayo Abba-Abba, Technical analyst

e Lindsay Claxton, Health economics adviser
¢ Hannah Tebbs, Senior health economist

e Yuanyuan Zhang, Senior health economist
e Amy Finnegan, Senior Information specialist

25. | Funding This systematic review is being completed by the Guideline
sources/sponsor Development Team which receives funding from NICE.
26. | Conflicts of interest All guideline committee members and anyone who has direct

input into NICE guidelines (including the evidence review team
and expert witnesses) must declare any potential conflicts of
interest in line with NICE's code of practice for declaring and
dealing with conflicts of interest. Any relevant interests, or
changes to interests, will also be declared publicly at the start of
each guideline committee meeting. Before each meeting, any
potential conflicts of interest will be considered by the guideline
committee Chair and a senior member of the development team.
Any decisions to exclude a person from all or part of a meeting will
be documented. Any changes to a member's declaration of
interests will be recorded in the minutes of the meeting.
Declarations of interests will be published with the final guideline.

27. | Collaborators Development of this systematic review will be overseen by an
advisory committee who will use the review to inform the
development of evidence-based recommendations in line with
section 3 of Developing NICE guidelines: the manual. Members of
the guideline committee are available on the NICE website:
Kidney Cancer (GID-NG10398).

28. | Other registration None
details
29. | Reference/URL for None
published protocol
30. | Dissemination plans NICE may use a range of different methods to raise awareness of

the guideline. These include standard approaches such as:
e notifying registered stakeholders of publication
e publicising the guideline through NICE's newsletter and alerts

e issuing a press release or briefing as appropriate, posting
news articles on the NICE website, using social media
channels, and publicising the guideline within NICE.
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31. | Keywords Localised renal cell carcinoma, thermal ablation, stereotactic
ablative radiotherapy, active surveillance
32. | Details of existing Not applicable

review of same topic by
same authors

33. | Current review status Ongoing
Completed but not published

X Completed and published
Completed, published and being updated
Discontinued

34.. | Additional information None
35. | Details of final www.nice.org.uk
publication

Economic review protocol

ID | Field Content

1. | Review title | For adults with small or suspected benign renal lesions that have not been
treated, what are the most clinically and cost-effective approaches to active
surveillance (including method, duration and frequency), based on the type
of renal lesion, for the early detection of disease progression?

2. | Objective To identify economic studies for active surveillance approaches for early
detection of disease progression in adults who have not been treated for
small (<4cm) or suspected benign renal lesions

3. | Inclusion ¢ Populations, interventions and comparators as specified in the
criteria effectiveness review protocol.

¢ Relevant comparative economic study design: cost—utility analysis
¢ Decision analytic model-based or within-trial economic analyses

e OECD countries (except USA)

¢ Healthcare and personal social services cost perspective

o Studies published from 2010 — this cut off has been applied to restrict the
review to more recent studies which will have more applicable resource
use and costs

High-quality studies in line with the NICE reference case (recent UK
NHS/PSS cost-utility analyses using the QALY as the measure of outcome)
are the most applicable to NICE decision making. Not all studies meeting
the inclusion criteria will therefore necessarily be used in decision-making -
see Review strategy below for details.

4. | Exclusion ¢ Conference posters or abstract only studies — these do not provide
criteria sufficient information for quality assessment.

o Studies published before 2010 — this cut off has been applied to restrict
the review to more recent studies which will have more applicable
resource use and costs
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¢ Studies from non-OECD countries or the USA — these are considered
unlikely to be applicable to the UK NHS setting due to substantial
differences in healthcare delivery and unit costs.

¢ Non-comparative economic analyses including cost-of-illness studies.

o Letters, editorials or commentaries, study protocols or reviews of
economic evaluations (recent reviews will be ordered and the
bibliographies will be checked for relevant individual economic studies,
which will then be ordered and checked for eligibility).

¢ Non-English language papers.
o Studies considering exclusively intervention costs, e.g. medicine

acquisition costs, without considering wider healthcare costs associated
with the management of renal cell carcinoma.

e Studies comparing costs of branded versus generic forms of the same

medicine.
o Studies only focussing on productivity losses or gains.
5. | Search An economic study search will be undertaken covering review questions
strategy relating to the active surveillance of untreated renal cell carcinoma, using

guideline population-specific terms and a health economic study filter.
For search details see appendix B below.

The following databases will be searched:
¢ MEDLINE All, Ovid
e Embase, Ovid

e International HTA database, International Network of Agencies for
Health Technology Assessment (INAHTA)

e Econlit
e NHS EED
6. | Review ¢ Studies meeting the inclusion and exclusion criteria will be assessed for
strategy applicability and methodological limitations using the NICE economic
evaluation checklist in appendix H of Developing NICE guidelines: the
manual.

e The NICE economic evaluation checklist assesses:

o Applicability to the NICE guideline decision making context with
consideration of the NICE reference case relevant to the guideline.
Recent UK studies that use the NICE reference case methods are the
most applicable when considering cost effectiveness.

o Methodological limitations.

e The aim is to present the best available economic evidence to inform
committee decision-making in the context of the guideline, the current UK
NHS setting and NICE methods. Therefore, the health economist may not
present all studies that meet inclusion criteria. If recent high quality, UK
cost-utility analyses are available for a question, it is often not deemed
informative to present studies that are less applicable or lower quality
such as older UK analyses or analyses from other countries. A similar
principle is deemed to apply more generally when considering applicability
and methodological limitations. Some specific examples are given below:

o If multiple versions of a model are available for the UK and other
countries it is usually reasonable to only present the UK version.
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o If multiple versions of the same UK model are available, it is usually
reasonable to present only the most recent.

o If there has been a NICE MTA or guideline model that informs current
NHS practice it is usually reasonable not to present older studies,
unless they address a different subpopulation or other specific issue.

o If a UK model that includes all interventions in the decision space is
available it may be reasonable not to present studies that only include
individual or fewer interventions, if the analysis is sufficiently applicable
and of good methodological quality.

¢ Quality and relevance of effectiveness data used in the economic
analysis: the more closely the clinical effectiveness data used in the
economic analysis match with the outcomes of the studies included in the
clinical review the more useful the analysis will be for decision-making in
the guideline.

e Hierarchy of economic evaluation evidence based on quality assessment

o ‘Directly applicable’ and ‘Minor limitations’ (only recent UK CUAs can
get this rating). Usually presented and used in decision-making.

o Directly or partially applicable combined with minor or potentially serious
limitations (other than 1). Discretion over whether these are presented
and used in decision-making, depending on the availability of more
relevant evidence.

o ‘Not applicable’ or ‘Very serious limitations’. Typically not presented and
not used in decision-making.

The health economist will make a decision based on the relative
applicability and quality of the available evidence for each question, in
discussion with the guideline committee if required. All decisions will be
transparently reported in the evidence report. Studies that are presented to
the committee and used in decision-making when formulating
recommendations will be included in the summary tables and will have an
evidence extraction. Other studies may not be presented to the committee
in detail but will be listed, with the reason for not being presented to the
committee and thus not used in decision-making being provided. Committee
members can review and query the decision not to present studies with the
health economist and will be provided with full details of these studies
where requested.
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Appendix B — Literature search strategies

Background and development

Search design and peer review

A NICE Senior Information Specialist (SIS) conducted the literature searches. The MEDLINE
strategies below were quality assured (QA) by another NICE SIS. All translated search
strategies were peer reviewed to ensure their accuracy. Both procedures were adapted from
the Peer Review of Electronic Search Strategies Guideline Statement (for further details see:
McGowan J et al. PRESS 2015 Guideline Statement. Journal of Clinical Epidemiology, 75,
40-46).

The principal search strategies were developed in MEDLINE (Ovid interface) and adapted,
as appropriate, for use in the other sources listed in the protocol, taking into account their
size, search functionality and subject coverage.

This search report is based on the requirements of the PRISMA Statement for Reporting
Literature Searches in Systematic Reviews (for further details see: Rethlefsen M et al.
PRISMA-S. Systematic Reviews, 10(1), 39).

Review management

The search results were managed in EPPI-Reviewer v5. Duplicates were removed in EPPI-
R5 using a two-step process. First, automated deduplication is performed using a high-value
algorithm. Second, manual deduplication is used to assess "low-probability" matches. All
decisions made for the review can be accessed via the deduplication history.

Search limits and other restrictions

Formats

Limits were applied in adherence to standard NICE practice (as set out in the Identifying the
evidence chapter of the manual) and the eligibility criteria listed in the review protocol to
exclude:

e Animal studies

o Editorials, letters, news items and commentaries

e Conference abstracts and posters

e Registry entries for ongoing clinical trials or those that contain no results
e Theses and dissertations

e Papers not published in the English language.

The limit to remove animal studies in the searches was the standard NICE practice, which
has been adapted from:
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Dickersin K, Scherer R & Lefebvre C. (1994) Systematic Reviews: Identifying relevant
studies for systematic reviews. BMJ, 309(6964), 1286.

Date limits
No date limits were applied, in adherence to the review protocol.

Search filters and classifiers

Effectiveness searches

Systematic reviews filters:

Lee, E. et al. (2012) An optimal search filter for retrieving systematic reviews and meta-
analyses. BMC Medical Research Methodology, 12(1), 51.

¢ In MEDLINE, the standard NICE modifications were used: pubmed.tw added;
systematic review.pt added from MeSH update 2019.

¢ In Embase, the standard NICE modifications were used: pubmed.tw added to line
medline.tw.

Randomised control trial filters:

The MEDLINE RCT filter was McMaster Therapy — Medline - "best balance of sensitivity
and specificity" version.

The standard NICE modifications were used: the MeSH heading randomized controlled
trial/, which is equivalent to randomized controlled trial.pt was exploded to capture newer,
narrower terms equivalence triall and pragmatic clinical trial. The free-text term
randomized.mp was also changed to the (more inclusive) alternative randomi?ed.mp. to
capture both UK and US spellings.

Haynes RB et al. (2005) Optimal search strategies for retrieving scientifically strong
studies of treatment from Medline: analytical survey. BMJ, 330, 1179-1183.

The Embase RCT filter was McMaster Therapy — Embase "best balance of sensitivity
and specificity" version.

Wong SSL et al. (2006) Developing optimal search strategies for detecting clinically
sound treatment studies in EMBASE. Journal of the Medical Library Association, 94(1),
41-47.

Observational filter:

The terms used for observational studies are standard NICE practice that have been
developed in house.

OECD countries filter:
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The MEDLINE and Embase searches were limited to evidence from Organisation for
Economic Co-operation and Development (OECD) member states using the validated NICE
filter.

The OECD countries filters were used without modification:

Ayiku, L., Hudson, T., Williams, C., Levay, P., & Jacob, C. (2021). The NICE OECD
countries' geographic search filters: Part 2 - Validation of the MEDLINE and Embase (Ovid)
filters. Journal of the Medical Library Association, 109(4), 583-589.

Cost effectiveness searches

In line with the review protocol, the sensitive version of the validated NICE cost utility filter
was used in the MEDLINE and Embase strategies without amendment.

Hubbard W et al. (2022) Development and validation of paired MEDLINE and
Embase search filters for cost-utility studies. BMC Medical Research Methodology,
22(1), 310.

Key decisions

The search strategy was based on the population terms used in review questions A, B, C, H1
and H2 (review A: surgical interventions for localised RCC, review B: non-surgical
interventions for localised RCC, review C: nephrectomy or stereotactic ablative radiotherapy
for locally advanced RCC, reviews H1 and H2: non-pharmacological management of
advanced RCC) for this guideline. The population was amended to remove nephrectomy and
stage three and stage four terms as these were out of scope for this review question (review
E).

Clinical searches

Database results

Databases Date searched | Database Database No. of results
platform segment or downloaded

version

Cochrane 19/08/2024 Wiley Issue 7 of 12, 56

Central Register July 2024

of Controlled

Trials

(CENTRAL)

Cochrane 19/08/2024 Wiley Issue 7 of 12, 1

Database of July 2024

Systematic

Reviews

(CDSR)

Embase 19/08/2024 Ovid 1974 to 2024 799
August 16

Epistemonikos 19/08/2024 Epistemonikos n/a 147
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MEDLINE ALL 19/08/2024 Ovid 1946 to August 760

15, 2024
Rerun search database results
Databases Date searched | Database Database No. of results
platform segment or downloaded

version

Cochrane 16/04/2025 Wiley Issue 3 of 12, 18

Central Register March 2025

of Controlled

Trials

(CENTRAL)

Cochrane 16/04/2025 Wiley Issue 3 of 12, 1

Database of March 2025

Systematic

Reviews

(CDSR)

Embase 16/04/2025 Ovid 1974 to 2025 846
April 15

Epistemonikos 16/04/2025 Epistemonikos n/a 172

MEDLINE ALL 16/04/2025 Ovid 1946 to April 792
15, 2025

No date limit was applied to the rerun searches due to technical issues with OVID. Instead
the duplication of records was managed in EPPI Reviewer 5.

Search strategy history

Database name: Cochrane CENTRAL and CDSR

Searches
#1 MeSH descriptor: [Kidney Neoplasms] explode all trees 1977
#2 (Kidney* NEAR/2 (cancer* or carcinoma® or carcinosarcoma* or adenocarcino* or

neoplas® or tumo?r* or mass or metastat® or malignan* or sarcoma* or parenchyma® or
stage-1 or stage-l)):ti,ab 957

#3 (collecting-duct* NEAR/2 (cancer* or carcinoma* or carcinosarcoma* or
adenocarcino® or neoplas* or tumour* or tumor* or mass or metastat* or malignan* or
sarcoma* or parenchyma®)):ti,ab 14

#4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma*):ti,ab 3884

#5 (Kidney* NEAR/2 (Transitional-cell* or cell or urothelial* or duct or advanc*) NEAR/2
(cancer* or carcinoma* or carcinosarcoma® or adenocarcino* or neoplas™ or tumour* or
tumor* or mass or metastat® or malignan* or sarcoma* or parenchyma®)):ti,ab 69

#6 {or #1-#5} 4938
#7 MeSH descriptor: [Adenoma, Oxyphilic] this term only 10
#8 (oncocytom™ or Oxyphilic*):ti,ab 20

#9 (((small* or benign* or suspect* or solid*) NEAR/3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*):ti,ab 11595
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Searches
#10 (Complex* NEAR/3 (cyst* or lesion*)):ti,ab 563
#11 ((before or prior or naive) NEAR/3 (treat* or therap* or interven* or

medicat*)):ti,ab 99702
#12 (t1 or t1a or t1b or tb or ct1 or ct1a or ct1b or ctb):ti,ab 29815

#13 (1cm or "1-cm" or 2cm or "2-cm" or 3cm or "3-cm" or 4cm or "4-
cm"):ti,ab 17237

#14 {or #7-#13} 153088

#15 #6 and #14 1370

#16 (bosniak* or bosniac*):ti,ab 4

#17 #15 or #16 1372

#18 MeSH descriptor: [Watchful Waiting] this term only 543

#19 MeSH descriptor: [Early Detection of Cancer] this term only 2593

#20 ((activ* or watch* or schedul* or routin* or close*) NEAR/3 (wait* or monitor* or
observ* or watch*)):ti,ab 20695

#21 ((activ* or watch* or monitor* or routin* or schedul* or close*) NEXT (wait* or
monitor* or observ*)):kw 847

#22 ((early or earlier or initial*) NEAR/3 (detect* or diagnos* or catch*)):ti,ab 11122
#23 (surveillan* or (expect* NEXT manag®) or (conservat®* NEXT manag*) or "wait and
see"):ti,ab,kw 13950

#24 ((defer* or delay* or postpone) NEAR/1 (treat* or therap* or interven* or

medicat*)):ti,ab 3549

#25 {or #18-#24} 50287

#26 #17 and #25 56

#27 #17 and #25 in Cochrane Reviews 1

#28 "conference":pt or (clinicaltrials or trialsearch):so 770307
#29 #26 NOT #28 in Trials 19

Database name: Embase

Searches
1 exp kidney tumor/ (175080)

2 (Kidney* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or neoplas®
or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma® or stage-1 or
stage-l)).ti,ab. (24645)

3 (collecting-duct* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or
neoplas* or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab.
(756)

4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma®).ti,ab. (109572)

5 (Kidney* adj2 (Transitional-cell* or cell or urothelial* or duct or advanc*) adj2 (cancer*
or carcinoma* or carcinosarcoma® or adenocarcino* or neoplas* or tumo?r* or mass or
metastat® or malignan* or sarcoma* or parenchyma®)).ti,ab. (1238)

6 or/1-5(203892)
7  exp oncocytoma/ (6319)
8 (oncocytom* or Oxyphilic*).ti,ab. (5042)
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9  (((small* or benign* or suspect* or solid*) adj3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*1).ti,ab. (364120)

10 (Complex* adj3 (cyst* or lesion*)).ti,ab. (13625)

11 ((before or prior or naive) adj3 (treat* or therap* or interven* or medicat*)).ti,ab.
(426624)

12 (t1 ortlaortlb ortb or ct1 or ctla or ct1b or ctb).ti,ab. (310276)

13  (<1cm or <1-cm or <= 1cm or <= 1-cm or <2cm or <2-cm or <=2c¢cm or <= 2-cm or
<3cm or <3-cm or <=3cm or <= 3-cm or <4cm or <4-cm or <=4cm or <= 4-cm).ti,ab.
(169605)

14 (("or less" or less-than) adj1 (1cm or 1-cm or 2cm or 2-cm or 3cm or 3-cm or 4cm or 4-
cm)).ti,ab. (9485)

15  or/7-14 (1238880)

16 6 and 15 (34746)

17  (bosniak* or bosniac*).ti,ab. (864)

18 16 or 17 (35157)

19  watchful waiting/ or early cancer diagnosis/ (21977)

20 ((activ* or watch* or schedul* or routin* or close*) adj3 (wait* or monitor* or observ* or
watch*)).ti,ab. (265452)

21 (activ*-wait* or activ*-monitor* or activ*-observ* or watch*-wait* or watch*-monitor* or
watch*-observ* or routin*-wait* or routin*-monitor* or routin*-observ* or schedul*-wait* or
schedul*-monitor* or schedul*-observ* or close*-wait* or close*-monitor* or close*-
observ*).kw. (1974)

22 ((early or earlier or initial*) adj3 (detect* or diagnos™ or catch*)).ti,ab. (499298)

23  (surveillan* or expect*-manag* or conservat*-manag* or "wait and see").ti,ab,kw.
(392047)

24 ((defer* or delay* or postpone) adj1 (treat* or therap* or interven* or medicat*)).ti,ab.
(24919)

25 0r/19-24 (1155428)

26 18 and 25 (3578)

27  limit 26 to english language (3400)

28 27 not (letter or editorial).pt. (3373)

29 nonhuman/ not (human/ and nonhuman/) (5512857)
30 28 not 29 (3350)

31 afghanistan/ or africa/ or "africa south of the sahara"/ or albania/ or algeria/ or andorra/
or angola/ or argentina/ or "antigua and barbuda"/ or armenia/ or exp azerbaijan/ or
bahamas/ or bahrain/ or bangladesh/ or barbados/ or belarus/ or belize/ or benin/ or bhutan/
or bolivia/ or borneo/ or exp "bosnia and herzegovina"/ or botswana/ or exp brazil/ or brunei
darussalam/ or bulgaria/ or burkina faso/ or burundi/ or cambodia/ or cameroon/ or cape
verde/ or central africa/ or central african republic/ or chad/ or exp china/ or comoros/ or
congo/ or cook islands/ or cote d'ivoire/ or croatia/ or cuba/ or cyprus/ or democratic republic
congo/ or djibouti/ or dominica/ or dominican republic/ or ecuador/ or el salvador/ or egypt/
or equatorial guinea/ or eritrea/ or eswatini/ or ethiopia/ or exp "federated states of
micronesia"/ or fiji/ or gabon/ or gambia/ or exp "georgia (republic)"/ or ghana/ or grenada/
or guatemala/ or guinea/ or guinea-bissau/ or guyana/ or haiti/ or honduras/ or exp india/ or
exp indonesia/ or iran/ or exp irag/ or jamaica/ or jordan/ or kazakhstan/ or kenya/ or kiribati/
or kosovo/ or kuwait/ or kyrgyzstan/ or laos/ or lebanon/ or liechtenstein/ or lesotho/ or
liberia/ or libyan arab jamahiriya/ or madagascar/ or malawi/ or exp malaysia/ or maldives/
or mali/ or malta/ or mauritania/ or mauritius/ or melanesia/ or moldova/ or monaco/ or
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mongolia/ or "montenegro (republic)"/ or morocco/ or mozambique/ or myanmar/ or namibia/
or nauru/ or nepal/ or nicaragua/ or niger/ or nigeria/ or niue/ or north africa/ or oman/ or exp
pakistan/ or palau/ or palestine/ or panama/ or papua new guinea/ or paraguay/ or peru/ or
philippines/ or polynesia/ or qatar/ or "republic of north macedonia"/ or romania/ or exp
russian federation/ or rwanda/ or sahel/ or "saint kitts and nevis"/ or "saint lucia"/ or "saint
vincent and the grenadines"/ or saudi arabia/ or senegal/ or exp serbia/ or seychelles/ or
sierra leone/ or singapore/ or "sao tome and principe"/ or solomon islands/ or exp somalia/
or south africa/ or south asia/ or south sudan/ or exp southeast asia/ or sri lanka/ or sudan/
or suriname/ or syrian arab republic/ or taiwan/ or tajikistan/ or tanzania/ or thailand/ or
timor-leste/ or togo/ or tonga/ or "trinidad and tobago"/ or tunisia/ or turkmenistan/ or tuvalu/
or uganda/ or exp ukraine/ or exp united arab emirates/ or uruguay/ or exp uzbekistan/ or
vanuatu/ or venezuela/ or viet nam/ or western sahara/ or yemen/ or zambia/ or zimbabwe/
(1801408)

32 exp "organisation for economic co-operation and development"/ (3076)

33 exp australia/ or "australia and new zealand"/ or austria/ or baltic states/ or exp
belgium/ or exp canada/ or chile/ or colombia/ or costa rica/ or czech republic/ or denmark/
or estonia/ or europe/ or exp finland/ or exp france/ or exp germany/ or greece/ or hungary/
or iceland/ or ireland/ or israel/ or exp italy/ or japan/ or korea/ or latvia/ or lithuania/ or
luxembourg/ or exp mexico/ or netherlands/ or new zealand/ or north america/ or exp
norway/ or poland/ or exp portugal/ or scandinavia/ or sweden/ or slovakia/ or slovenia/ or
south korea/ or exp spain/ or switzerland/ or "Turkey (republic)"/ or exp united kingdom/ or
exp united states/ or western europe/ (3917782)

34  european union/ (32596)

35 developed country/ (36434)

36  or/32-35 (3952914)

37 31 not 36 (1640544)

38 30 not 37 (3305)

39 random:.tw. (2111491)

40 placebo:.mp. (544575)

41  double-blind:.tw. (255237)

42  0or/39-41 (2396497)

43 (MEDLINE or pubmed).tw. (460971)

44  exp systematic review/ or systematic review.tw. (573485)
45 meta-analysis/ (327626)

46 intervention$.ti. (288345)

47  or/43-46 (1071487)

48 clinical study/ (167556)

49 observational study/ (388528)

50 exp cohort analysis/ (1208873)

51  exp comparative study/ (1750788)

52 (observational adj (study or studies)).tw. (285053)

53 ((follow up* or followup* or concurrent® or incidence* or population* or control*) adj3
(study* or studies® or analy* or observation* or design* or method* or research*)).ti,ab.
(1597482)

54  Longitudinal study/ or Retrospective study/ or comparative study/ or Prospective
study/ (3623394)

55 (longitudinal* or prospective® or retrospective* or cohort*).ti,ab. (4409443)
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56  or/48-54 (6220781)

57 42 or 47 or 56 (8394955)
58 38 and 57 (1425)

59 (conference abstract® or conference review or conference paper or conference
proceeding).db,pt,su. (6006324)

60 58 not 59 (799)

Database name: Epistemonikos

Searches

(title:((title:((Kidney* AND (cancer* OR carcinoma* OR carcinosarcoma* OR adenocarcino*
OR neoplas* OR tumor* OR tumour* OR mass OR metastat®* OR malignan* OR sarcoma*
OR parenchyma* OR stage-1 OR "stage 1" OR stage-l OR "stage I")) OR ((collecting-duct*
OR "collecting duct" OR "collecting ducts") AND (cancer* OR carcinoma* OR
carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR tumour* OR mass OR
metastat®* OR malignan* OR sarcoma* OR parenchyma*)) OR ((renal-cell* OR "renal cell"
OR "renal cells" OR RCC OR ccRCC OR Renal-mass* OR "Renal mass" OR "Renal
masses" OR renal-tumor* OR renal-tumour® OR "renal tumor" OR "renal tumors" OR "renal
tumour" OR "renal tumours" OR grawitz* OR hypernephroma* OR nephrocarcinoma*)) OR
(Kidney* AND (Transitional-cell* OR cell OR urothelial* OR duct OR advanc*) AND (cancer*
OR carcinoma* OR carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR
tumour* OR mass OR metastat®* OR malignan* OR sarcoma* OR parenchyma*))) OR
abstract:((Kidney* AND (cancer* OR carcinoma* OR carcinosarcoma* OR adenocarcino*
OR neoplas* OR tumor* OR tumour* OR mass OR metastat®* OR malignan* OR sarcoma*
OR parenchyma* OR stage-1 OR "stage 1" OR stage-l OR "stage I")) OR ((collecting-duct*
OR "collecting duct" OR "collecting ducts") AND (cancer* OR carcinoma* OR
carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR tumour* OR mass OR
metastat®* OR malignan* OR sarcoma* OR parenchyma®)) OR ((renal-cell* OR "renal cell"
OR "renal cells" OR RCC OR ccRCC OR Renal-mass* OR "Renal mass" OR "Renal
masses" OR renal-tumor* OR renal-tumour* OR "renal tumor" OR "renal tumors" OR "renal
tumour" OR "renal tumours" OR grawitz* OR hypernephroma* OR nephrocarcinoma*)) OR
(Kidney* AND (Transitional-cell* OR cell OR urothelial* OR duct OR advanc*) AND (cancer*
OR carcinoma* OR carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR
tumour®* OR mass OR metastat* OR malignan* OR sarcoma* OR parenchyma®)))) AND
(title:((oncocytom™* OR oxyphilic*) OR ((small* OR benign* OR suspect* OR solid*) AND
(lesion* OR mass* OR non-treat* OR tumor* OR tumour* OR cyst*)) OR (SRM OR SRMs)
OR (Complex* AND (cyst* OR lesion*)) OR ((before OR prior OR naive) AND (treat* OR
therap* OR interven* OR medicat*)) OR (11 OR t1a OR t1b OR tb OR ct1 OR ct1a OR ct1b
OR ctb) OR (1cm OR "1-cm" OR "1 cm" OR 2cm OR "2-cm" OR "2 cm" OR 3cm OR "3-cm"
OR "3 cm" OR 4cm OR "4-cm™ OR "4 cm")) OR abstract:((oncocytom* OR oxyphilic*) OR
((small* OR benign* OR suspect* OR solid*) AND (lesion* OR mass* OR non-treat* OR
tumor* OR tumour* OR cyst*)) OR (SRM OR SRMs) OR (Complex* AND (cyst* OR
lesion*)) OR ((before OR prior OR naive) AND (treat* OR therap* OR interven* OR
medicat*)) OR (1 OR t1a OR t1b OR tb OR ct1 OR ct1a OR ct1b OR ctb) OR (1cm OR "1-
cm" OR " cm" OR 2cm OR "2-cm" OR "2 cm" OR 3cm OR "3-cm" OR "3 cm" OR 4cm OR
"4-cm" OR "4 cm"))) AND (title:(((activ® OR watch* OR schedul* OR routin* OR close*) AND
(wait* OR monitor* OR observ* OR watch*)) OR ((early OR earlier OR initial*) AND (detect”
OR diagnos* OR catch*)) OR (surveillan* OR (expect* AND manag*) OR (conservat®* AND
manag*) OR "wait AND see" OR wait-and-see) OR ((defer* OR delay* OR postpone) AND
(treat* OR therap* OR interven* OR medicat*))) OR abstract:(((activ* OR watch* OR
schedul* OR routin* OR close*) AND (wait* OR monitor* OR observ* OR watch*)) OR
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((early OR earlier OR initial*) AND (detect* OR diagnos* OR catch*)) OR (surveillan* OR
(expect® AND manag*) OR (conservat® AND manag*) OR "wait AND see" OR wait-and-see)
OR ((defer* OR delay* OR postpone) AND (treat* OR therap* OR interven* OR
medicat®))))) OR abstract:((title:((Kidney* AND (cancer* OR carcinoma* OR
carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR tumour* OR mass OR
metastat®* OR malignan* OR sarcoma* OR parenchyma* OR stage-1 OR "stage 1" OR
stage-1 OR "stage I")) OR ((collecting-duct* OR "collecting duct" OR "collecting ducts") AND
(cancer* OR carcinoma* OR carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor*
OR tumour* OR mass OR metastat* OR malignan* OR sarcoma* OR parenchyma*)) OR
((renal-cell* OR "renal cell" OR "renal cells" OR RCC OR ccRCC OR Renal-mass* OR
"Renal mass" OR "Renal masses" OR renal-tumor* OR renal-tumour* OR "renal tumor" OR
"renal tumors" OR "renal tumour" OR "renal tumours" OR grawitz* OR hypernephroma* OR
nephrocarcinoma®)) OR (Kidney* AND (Transitional-cell* OR cell OR urothelial* OR duct
OR advanc*) AND (cancer* OR carcinoma* OR carcinosarcoma* OR adenocarcino* OR
neoplas* OR tumor* OR tumour* OR mass OR metastat* OR malignan* OR sarcoma* OR
parenchyma®))) OR abstract:((Kidney* AND (cancer* OR carcinoma* OR carcinosarcoma*
OR adenocarcino® OR neoplas* OR tumor* OR tumour* OR mass OR metastat* OR
malignan* OR sarcoma* OR parenchyma* OR stage-1 OR "stage 1" OR stage-l OR "stage
I")) OR ((collecting-duct* OR "collecting duct" OR "collecting ducts") AND (cancer* OR
carcinoma* OR carcinosarcoma* OR adenocarcino* OR neoplas* OR tumor* OR tumour*
OR mass OR metastat* OR malignan* OR sarcoma* OR parenchyma*)) OR ((renal-cell*
OR "renal cell" OR "renal cells" OR RCC OR ccRCC OR Renal-mass* OR "Renal mass"
OR "Renal masses" OR renal-tumor* OR renal-tumour* OR "renal tumor" OR "renal tumors"
OR "renal tumour" OR "renal tumours" OR grawitz* OR hypernephroma* OR
nephrocarcinoma*)) OR (Kidney* AND (Transitional-cell* OR cell OR urothelial* OR duct
OR advanc*) AND (cancer* OR carcinoma* OR carcinosarcoma* OR adenocarcino* OR
neoplas* OR tumor* OR tumour* OR mass OR metastat* OR malignan* OR sarcoma* OR
parenchyma*)))) AND (title:((oncocytom* OR oxyphilic*) OR ((small* OR benign* OR
suspect* OR solid*) AND (lesion* OR mass* OR non-treat* OR tumor* OR tumour* OR
cyst*)) OR (SRM OR SRMs) OR (Complex* AND (cyst* OR lesion*)) OR ((before OR prior
OR naive) AND (treat* OR therap* OR interven* OR medicat*)) OR (11 OR t1a OR t1b OR
tb OR ct1 OR ct1a OR ct1b OR ctb) OR (1cm OR "1-cm" OR "1 cm" OR 2cm OR "2-cm”
OR "2 cm" OR 3cm OR "3-cm" OR "3 cm" OR 4cm OR "4-cm" OR "4 cm")) OR
abstract:((oncocytom* OR oxyphilic*) OR ((small* OR benign* OR suspect* OR solid*) AND
(lesion* OR mass* OR non-treat* OR tumor* OR tumour* OR cyst*)) OR (SRM OR SRMs)
OR (Complex* AND (cyst* OR lesion*)) OR ((before OR prior OR naive) AND (treat* OR
therap* OR interven* OR medicat*)) OR (t1 OR t1a OR t1b OR tb OR ct1 OR ct1a OR ct1b
OR ctb) OR (1cm OR "1-cm" OR "1 cm" OR 2cm OR "2-cm" OR "2 cm" OR 3cm OR "3-cm"
OR "3 cm" OR 4cm OR "4-cm™ OR "4 cm"))) AND (title:(((activ* OR watch* OR schedul* OR
routin® OR close*) AND (wait* OR monitor* OR observ* OR watch*)) OR ((early OR earlier
ORinitial*) AND (detect* OR diagnos* OR catch*)) OR (surveillan* OR (expect* AND
manag*) OR (conservat®* AND manag*) OR "wait AND see" OR wait-and-see) OR ((defer*
OR delay* OR postpone) AND (treat* OR therap* OR interven* OR medicat*))) OR
abstract:(((activ* OR watch* OR schedul* OR routin* OR close*) AND (wait* OR monitor*
OR observ* OR watch*)) OR ((early OR earlier OR initial*) AND (detect* OR diagnos* OR
catch®)) OR (surveillan* OR (expect* AND manag*) OR (conservat* AND manag*) OR "wait
AND see" OR wait-and-see) OR ((defer* OR delay* OR postpone) AND (treat* OR therap*
OR interven* OR medicat*))))))

Total: 1700
Limit to SRs: 147
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Database name: Medline ALL

Searches
1 exp Kidney Neoplasms/ (87582)

2 (Kidney* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or neoplas
or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma* or stage-1 or
stage-l)).ti,ab. (16669)

3 (collecting-duct* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino® or
neoplas* or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab.
(503)

4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma®).ti,ab. (72931)

5 (Kidney* adj2 (Transitional-cell* or cell or urothelial* or duct or advanc*) adj2 (cancer*
or carcinoma® or carcinosarcoma* or adenocarcino* or neoplas* or tumo?r* or mass or
metastat* or malignan* or sarcoma* or parenchyma®*)).ti,ab. (862)

6 or/1-5(120665)
7  Adenoma, Oxyphilic/ (2355)
8 (oncocytom* or Oxyphilic*).ti,ab. (3527)

9 (((small* or benign* or suspect* or solid*) adj3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*1).ti,ab. (248771)

10 (Complex* adj3 (cyst* or lesion*)).ti,ab. (8685)

11 ((before or prior or naive) ad;j3 (treat* or therap* or interven* or medicat*)).ti,ab.
(241513)

12 (1 ortla or t1b or ct1 or ct1a or ct1b or ctb).ti,ab. (148786)

13 (<1cm or <1-cm or <= 1cm or <= 1-cm or <2cm or <2-cm or <=2cm or <= 2-cm or
<3cm or <3-cm or <=3cm or <= 3-cm or <4cm or <4-cm or <=4cm or <= 4-cm).ti,ab.
(100095)

14 (("or less" or less-than) adj1 (1cm or 1-cm or 2cm or 2-cm or 3cm or 3-cm or 4cm or 4-
cm)).ti,ab. (6380)

15 or/7-14 (727513)

16 6.and 15 (16721)

17  (bosniak* or bosniac*).ti,ab. (530)

18 16 or 17 (16989)

19  "Watchful Waiting"/ or "Early Detection of Cancer"/ (46726)

20 ((activ* or watch* or schedul* or routin* or close*) adj3 (wait* or monitor* or observ* or
watch*)).ti,ab. (192669)

21 (activ*-wait* or activ*-monitor* or activ*-observ* or watch*-wait* or watch*-monitor* or
watch*-observ* or routin*-wait* or routin*-monitor* or routin*-observ* or schedul*-wait* or
schedul*-monitor* or schedul*-observ* or close*-wait* or close*-monitor* or close*-
observ*).kw. (1349)

22 ((early or earlier or initial*) adj3 (detect* or diagnos™ or catch*)).ti,ab. (338906)

23  (surveillan* or expect*-manag* or conservat*-manag* or "wait and see").ti,ab,kw.
(282458)

24  ((defer* or delay* or postpone) adj1 (treat* or therap* or interven* or medicat*)).ti,ab.
(15652)

25 or/19-24 (837532)
26 18 and 25 (1606)
27  limit 26 to english language (1461)
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28 limit 27 to (letter or historical article or comment or editorial or news or case reports)
(225)

29 27 not 28 (1236)

30 animals/ not humans/ (5215368)
31 29 not 30 (1230)

32 remove duplicates from 31 (1229)

33 afghanistan/ or africa/ or africa, northern/ or africa, central/ or africa, eastern/ or "africa
south of the sahara"/ or africa, southern/ or africa, western/ or albania/ or algeria/ or
andorra/ or angola/ or "antigua and barbuda"/ or argentina/ or armenia/ or azerbaijan/ or
bahamas/ or bahrain/ or bangladesh/ or barbados/ or belize/ or benin/ or bhutan/ or bolivia/
or borneo/ or "bosnia and herzegovina"/ or botswana/ or brazil/ or brunei/ or bulgaria/ or
burkina faso/ or burundi/ or cabo verde/ or cambodia/ or cameroon/ or central african
republic/ or chad/ or exp china/ or comoros/ or congo/ or cote d'ivoire/ or croatia/ or cuba/ or
"democratic republic of the congo"/ or cyprus/ or djibouti/ or dominica/ or dominican
republic/ or ecuador/ or egypt/ or el salvador/ or equatorial guinea/ or eritrea/ or eswatini/ or
ethiopia/ or fiji/ or gabon/ or gambia/ or "georgia (republic)"/ or ghana/ or grenada/ or
guatemala/ or guinea/ or guinea-bissau/ or guyana/ or haiti/ or honduras/ or independent
state of samoa/ or exp india/ or indian ocean islands/ or indochina/ or indonesia/ or iran/ or
irag/ or jamaica/ or jordan/ or kazakhstan/ or kenya/ or kosovo/ or kuwait/ or kyrgyzstan/ or
laos/ or lebanon/ or liechtenstein/ or lesotho/ or liberia/ or libya/ or madagascar/ or malaysia/
or malawi/ or mali/ or malta/ or mauritania/ or mauritius/ or mekong valley/ or melanesia/ or
micronesia/ or monaco/ or mongolia/ or montenegro/ or morocco/ or mozambique/ or
myanmar/ or namibia/ or nepal/ or nicaragua/ or niger/ or nigeria/ or oman/ or pakistan/ or
palau/ or exp panama/ or papua new guinea/ or paraguay/ or peru/ or philippines/ or gatar/
or "republic of belarus"/ or "republic of north macedonia"/ or romania/ or exp russia/ or
rwanda/ or "saint kitts and nevis"/ or saint lucia/ or "saint vincent and the grenadines"/ or
"sao tome and principe"/ or saudi arabia/ or serbia/ or sierra leone/ or senegal/ or
seychelles/ or singapore/ or somalia/ or south africa/ or south sudan/ or sri lanka/ or sudan/
or suriname/ or syria/ or taiwan/ or tajikistan/ or tanzania/ or thailand/ or timor-leste/ or togo/
or tonga/ or "trinidad and tobago"/ or tunisia/ or turkmenistan/ or uganda/ or ukraine/ or
united arab emirates/ or uruguay/ or uzbekistan/ or vanuatu/ or venezuela/ or vietham/ or
west indies/ or yemen/ or zambia/ or zimbabwe/ (1362672)

34  exp "organisation for economic co-operation and development"/ (622)

35 australasia/ or exp australia/ or austria/ or baltic states/ or belgium/ or exp canada/ or
chile/ or colombia/ or costa rica/ or czech republic/ or exp denmark/ or estonia/ or europe/ or
finland/ or exp france/ or exp germany/ or greece/ or hungary/ or iceland/ or ireland/ or
israel/ or exp italy/ or exp japan/ or korea/ or latvia/ or lithuania/ or luxembourg/ or mexico/
or netherlands/ or new zealand/ or north america/ or exp norway/ or poland/ or portugal/ or
exp "republic of korea"/ or "scandinavian and nordic countries"/ or slovakia/ or slovenia/ or
spain/ or sweden/ or switzerland/ or turkey/ or exp united kingdom/ or exp united states/
(3582616)

36 european union/ (18128)

37 developed countries/ (21607)

38  0or/34-37 (3599082)

39 33 not 38 (1271243)

40 31 not 39 (1225)

41  exp Randomized Controlled Trial/ (620769)
42 randomi?ed.mp. (1135803)

43 placebo.mp. (259089)
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44 or/41-43 (1204046)

45 (MEDLINE or pubmed).tw. (370931)

46  systematic review.tw. (312737)

47  systematic review.pt. (270325)

48 meta-analysis.pt. (206366)

49 intervention$.ti. (219128)

50 or/45-49 (767302)

51  Observational Studies as Topic/ (9971)

52  Observational Study/ or exp Cohort Studies/ (2695873)

53 Comparative Study.pt. (1924412)

54  (observational adj (study or studies)).tw. (183381)

55  ((follow up* or followup* or concurrent* or incidence* or population*) adj3 (study* or
studies® or analy* or observation* or design* or method* or research*)).ti,ab. (511510)
56 (longitudinal* or prospective® or retrospective* or cohort*).ti,ab. (2775547)

57  or/51-56 (5634627)

58 44 or 50 or 57 (6801581)

59 40 and 58 (760)

60 ("clinical conference" or congress* or overall* or consensus*).pt. or (conference* or

proceeding*).jn. or (conference* not (video* or confere

Cost-effectiveness searches

Database results

Database Date searched | Database Platform Database segment or
version

EconLit 29/08/2024 OovID 1886 to August 22,
2024

Embase 29/08/2024 Ovid 1974 to 2024 August
28

International Health 29/08/2024 https://database.inahta.org/ | n/a

Technology

Assessment Database

from INAHTA

MEDLINE ALL 29/08/2024 Ovid 1946 to August 27,
2024

NHS EED 05/09/2024 CRD n/a
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Rerun search database results

Databases Date Database platform Database No. of
searched segment results
or version | downloaded
EconLit 07/05/2025 Ovid 1886 to 1
May 01,
2025
Embase 07/05/2025 Ovid 1974 to 97
2025 May
06
International | 07/05/2025 https://database.inahta.org/ | n/a 12
Health
Technology
Assessment
Database
from INAHTA
MEDLINE 07/05/2025 | Ovid 1946 to 41
ALL May 06,
2025

No date limit was applied to the rerun searches due to technical issues with OVID. Instead
the duplication of records was managed in EPPI Reviewer 5. NHS EED was not included in

the rerun searches as the database contains legacy information and is not updated.
Search strategy history

Database name: Econlit

Searches

1 (Kidney* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino® or neoplas
or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma* or stage-1 or
stage-I)).ti,ab. (8)

2 (collecting-duct* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or
neoplas® or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab.
(0)

3 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma®).ti,ab. (24)

4  (Kidney* adj2 (Transitional-cell* or cell or urothelial* or duct or advanc*) adj2 (cancer*
or carcinoma® or carcinosarcoma* or adenocarcino* or neoplas* or tumo?r* or mass or
metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab. (0)

5 or/1-4 (32)

6 (oncocytom* or Oxyphilic*).ti,ab. (0)

7 (((small* or benign* or suspect* or solid*) adj3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*1).ti,ab. (184)

8 (Complex* adj3 (cyst* or lesion*)).ti,ab. (0)
9 ((before or prior or naive) adj3 (treat* or therap* or interven* or medicat*)).ti,ab. (447)

*
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10 (t1 ortlaor t1b or ct1 or ctla or ct1b or ctb).ti,ab. (113)

11 (<1cm or <1-cm or <= 1cm or <= 1-cm or <2cm or <2-cm or <=2c¢m or <= 2-cm or
<3cm or <3-cm or <=3cm or <= 3-cm or <4cm or <4-cm or <=4cm or <= 4-cm).ti,ab. (45)

12 (("or less" or less-than) adj1 (1cm or 1-cm or 2cm or 2-cm or 3cm or 3-cm or 4cm or 4-
cm)).ti,ab. (0)

13 or/6-12 (787)

14 5and 13 (2)

15  (bosniak* or bosniac*).ti,ab. (4)

16 14 or 15 (6)

17 ((activ* or watch* or schedul* or routin* or close*) adj3 (wait* or monitor* or observ* or
watch®)).ti,ab. (3240)

18 (activ*-wait* or activ*-monitor* or activ*-observ* or watch*-wait* or watch*-monitor* or
watch*-observ* or routin*-wait* or routin*-monitor* or routin*-observ* or schedul*-wait* or
schedul*-monitor* or schedul*-observ* or close*-wait* or close*-monitor* or close*-
observ*).kw. (0)

19 ((early or earlier or initial*) adj3 (detect* or diagnos* or catch*)).ti,ab. (398)

20 (surveillan* or expect*-manag* or conservat*-manag* or "wait and see").ti,ab,kw.
(2301)

21 ((defer* or delay* or postpone) adj1 (treat* or therap* or interven* or medicat*)).ti,ab.
(53)

22  or/17-21 (5929)

23 16 and 22 (1)
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Database name: NHS EED

Searches
1 MESH DESCRIPTOR Kidney Neoplasms EXPLODE ALL TREES 201
2 (Kidney* NEAR2 (cancer® or carcinoma* or carcinosarcoma® or adenocarcino® or 191
neoplas® or tumor* or tumour* or mass or metastat* or malignan® or sarcoma* or
parenchyma* or stage-1 or stage-l))
3 (collecting-duct® NEAR2 (cancer* or carcinoma® or carcinosarcoma* or adenocarcino® 1
or neoplas* or tumour* or tumor* or mass or metastat* or malignan* or sarcoma* or
parenchyma®))
4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumor* or renal-tumour® or 204
grawitz-tumor* or grawitz-tumour* or hypernephroma* or nephrocarcinoma®)
5 (Kidney* NEAR2 (Transitional-cell* or cell or urothelial* or duct or advanc*) NEAR2 5
(cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or neoplas* or tumour*
or tumor* or mass or metastat® or malignan*® or sarcoma® or parenchyma®))
6 #Flor#2 or#3 or#4 or #5 259
7 MESH DESCRIPTOR Adenoma, Oxyphilic 3
8 (oncocytom™ or Oxyphilic™) 3
9 (((small* or benign* or suspect* or solid*) NEAR3 (lesion* or mass™ or non-treat* or 478
tumor* or tumour* or cyst*)) or SRM*)
10 (Complex® NEARS3 (cyst* or lesion®)) 20
11 ((before or prior or naive) NEAR3 (treat* or therap* or interven* or medicat*)) 1191
12 (t1 ort1a ort1b or tb or ct1 or ct1a or ct1b or ctb) 431
13 (1cm or "1-cm™ or 2cm or "2-cm” or 3cm or "3-cm” or 4cm or "4-cm") 334
14 #7or#Sor#9 or#10 or #11 or #12 or #13 2382
15 #6 and #14 52
16 (bosniak* or bosniac*) 0
17 #15 or #16 52
18 MESH DESCRIPTOR Watchful Waiting 38
19 MESH DESCRIPTOR Early Detection of Cancer 277
20 ((activ* or watch® or schedul™ or routin® or close™) NEAR3 (wait* or monitor® or 414
observ® or watch*))
21 ((early or earlier or initial*) NEAR3 (detect™ or diagnos* or caich®)) 1049
22 ((surveillan*® or (expect* NEAR1 manag*) or (conservat® NEAR1 manag*) or (wait 1414
NEAR1 see)))
23 (((defer® or delay™ or postpone) NEAR1 (treat™ or therap® or interven® or medicat®))) 158
24 #18 OR#19 OR #20 OR #21 OR #22 OR #23 2870
25 #17 and #24 8
26 (#17 and #24) IN NHSEED 4
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Database name: Embase

Searches
1 exp kidney tumor/ (175312)

2 (Kidney* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or neoplas
or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma* or stage-1 or
stage-l)).ti,ab. (24695)

3 (collecting-duct* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino® or
neoplas* or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab.
(756)

4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma®).ti,ab. (109722)

5 (Kidney* adj2 (Transitional-cell* or cell or urothelial* or duct or advanc*) adj2 (cancer*
or carcinoma® or carcinosarcoma* or adenocarcino* or neoplas* or tumo?r* or mass or
metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab. (1241)

6 or/1-5(204160)
7  exp oncocytoma/ (6326)
8 (oncocytom* or Oxyphilic*).ti,ab. (5046)

9 (((small* or benign* or suspect* or solid*) adj3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*1).ti,ab. (364523)

10 (Complex* adj3 (cyst* or lesion*)).ti,ab. (13653)

11 ((before or prior or naive) ad;j3 (treat* or therap* or interven* or medicat*)).ti,ab.
(427109)

12 (1 ortlaortlb ortb or ct1 or ct1a or ct1b or ctb).ti,ab. (310824)

13  (<1cm or <1-cm or <= 1cm or <= 1-cm or <2cm or <2-cm or <=2cm or <= 2-cm or
<3cm or <3-cm or <=3cm or <= 3-cm or <4cm or <4-cm or <=4cm or <= 4-cm).ti,ab.
(169767)

14 (("or less" or less-than) adj1 (1cm or 1-cm or 2cm or 2-cm or 3cm or 3-cm or 4cm or 4-
cm)).ti,ab. (9485)

15 or/7-14 (1240472)

16 6 and 15 (34784)

17  (bosniak* or bosniac*).ti,ab. (867)

18 16 or 17 (35198)

19  watchful waiting/ or early cancer diagnosis/ (22026)

20 ((activ* or watch* or schedul* or routin* or close*) adj3 (wait* or monitor* or observ* or
watch*)).ti,ab. (265833)

21 (activ*-wait* or activ*-monitor* or activ*-observ* or watch*-wait* or watch*-monitor* or
watch*-observ* or routin*-wait* or routin*-monitor* or routin*-observ* or schedul*-wait* or
schedul*-monitor* or schedul*-observ* or close*-wait* or close*-monitor* or close*-
observ*).kw. (1980)

22 ((early or earlier or initial*) adj3 (detect* or diagnos™ or catch*)).ti,ab. (500231)

23  (surveillan* or expect*-manag* or conservat*-manag* or "wait and see").ti,ab,kw.
(392737)

24  ((defer* or delay* or postpone) adj1 (treat* or therap* or interven* or medicat*)).ti,ab.
(24952)

25 or/19-24 (1157408)
26 18 and 25 (3582)
27  limit 26 to english language (3404)
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28 27 not (letter or editorial).pt. (3377)
29 nonhuman/ not (human/ and nonhuman/) (5519769)
30 28 not 29 (3354)

31 afghanistan/ or africa/ or "africa south of the sahara"/ or albania/ or algeria/ or andorra/
or angola/ or argentina/ or "antigua and barbuda"/ or armenia/ or exp azerbaijan/ or
bahamas/ or bahrain/ or bangladesh/ or barbados/ or belarus/ or belize/ or benin/ or bhutan/
or bolivia/ or borneo/ or exp "bosnia and herzegovina"/ or botswana/ or exp brazil/ or brunei
darussalam/ or bulgaria/ or burkina faso/ or burundi/ or cambodia/ or cameroon/ or cape
verde/ or central africa/ or central african republic/ or chad/ or exp china/ or comoros/ or
congo/ or cook islands/ or cote d'ivoire/ or croatia/ or cuba/ or cyprus/ or democratic republic
congo/ or djibouti/ or dominica/ or dominican republic/ or ecuador/ or el salvador/ or egypt/
or equatorial guinea/ or eritrea/ or eswatini/ or ethiopia/ or exp "federated states of
micronesia"/ or fiji/ or gabon/ or gambia/ or exp "georgia (republic)"/ or ghana/ or grenada/
or guatemala/ or guinea/ or guinea-bissau/ or guyana/ or haiti/ or honduras/ or exp india/ or
exp indonesia/ or iran/ or exp irag/ or jamaica/ or jordan/ or kazakhstan/ or kenya/ or kiribati/
or kosovo/ or kuwait/ or kyrgyzstan/ or laos/ or lebanon/ or liechtenstein/ or lesotho/ or
liberia/ or libyan arab jamahiriya/ or madagascar/ or malawi/ or exp malaysia/ or maldives/
or mali/ or malta/ or mauritania/ or mauritius/ or melanesia/ or moldova/ or monaco/ or
mongolia/ or "montenegro (republic)"/ or morocco/ or mozambique/ or myanmar/ or namibia/
or nauru/ or nepal/ or nicaragua/ or niger/ or nigeria/ or niue/ or north africa/ or oman/ or exp
pakistan/ or palau/ or palestine/ or panama/ or papua new guinea/ or paraguay/ or peru/ or
philippines/ or polynesia/ or qatar/ or "republic of north macedonia"/ or romania/ or exp
russian federation/ or rwanda/ or sahel/ or "saint kitts and nevis"/ or "saint lucia"/ or "saint
vincent and the grenadines"/ or saudi arabia/ or senegal/ or exp serbia/ or seychelles/ or
sierra leone/ or singapore/ or "sao tome and principe"/ or solomon islands/ or exp somalia/
or south africa/ or south asia/ or south sudan/ or exp southeast asia/ or sri lanka/ or sudan/
or suriname/ or syrian arab republic/ or taiwan/ or tajikistan/ or tanzania/ or thailand/ or
timor-leste/ or togo/ or tonga/ or "trinidad and tobago"/ or tunisia/ or turkmenistan/ or tuvalu/
or uganda/ or exp ukraine/ or exp united arab emirates/ or uruguay/ or exp uzbekistan/ or
vanuatu/ or venezuela/ or viet nam/ or western sahara/ or yemen/ or zambia/ or zimbabwe/
(1804349)

32 exp "organisation for economic co-operation and development"/ (3088)

33 exp australia/ or "australia and new zealand"/ or austria/ or baltic states/ or exp
belgium/ or exp canada/ or chile/ or colombia/ or costa rica/ or czech republic/ or denmark/
or estonia/ or europe/ or exp finland/ or exp france/ or exp germany/ or greece/ or hungary/
or iceland/ or ireland/ or israel/ or exp italy/ or japan/ or korea/ or latvia/ or lithuania/ or
luxembourg/ or exp mexico/ or netherlands/ or new zealand/ or north america/ or exp
norway/ or poland/ or exp portugal/ or scandinavia/ or sweden/ or slovakia/ or slovenia/ or
south korea/ or exp spain/ or switzerland/ or "Turkey (republic)"/ or exp united kingdom/ or
exp united states/ or western europe/ (3920724)

34  european union/ (32646)

35 developed country/ (36451)

36  or/32-35 (3955906)

37 31 not 36 (1643264)

38 30 not 37 (3309)

39 cost utility analysis/ (13158)

40 quality adjusted life year/ (38290)
41 cost*.ti. (204250)

42  (cost* adj2 utilit*).tw. (13581)
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43  (cost* adj2 (effective* or assess* or evaluat* or analys* or model* or benefit* or
threshold* or quality or expens™ or saving* or reduc®)).tw. (411026)

44  (economic* adj2 (evaluat* or assess* or analys* or model* or outcome* or benefit* or
threshold* or expens* or saving* or reduc*)).tw. (71004)

45  (qualit* adj2 adjust* adj2 life*).tw. (29251)
46 QALY™.tw. (28690)

47  (incremental* adj2 cost*).tw. (30618)

48 ICER.tw. (14132)

49  utilities.tw. (16012)

50 markov*.tw. (42645)

51  (dollar* or USD or cents or pound or pounds or GBP or sterling* or pence or euro or
euros or yen or JPY).tw. (76741)

52  ((utility or effective*) adj2 analys*).tw. (40389)
53 (willing* adj2 pay*).tw. (16014)
54 (EQ5D* or EQ-5D%).tw. (28414)

55  ((euroqol or euro-gol or euroquol or euro-quol or eurocol or euro-col) adj3 ("5" or
five)).tw. (5840)

56 (european* adj2 quality adj3 ("5" or five)).tw. (1093)
57  or/39-56 (674435)
58 38 and 57 (98)

Database name: INAHTA

Searches

Search query Hits
#1 ((Kidney* AND (cancer* or carcinoma* or carcinosarcoma® or 150
adenocarcino* or neoplas* or tumor* or tumour* or mass or metastat*
or malignan* or sarcoma* or parenchyma* or stage-1 or stage-1)) OR
((collecting-duct* OR "collecting duct*") AND (cancer* or carcinoma*
or carcinosarcoma® or adenocarcino® or neoplas* or tumor* or
tumour®* or mass or metastat* or malignan* or sarcoma* or
parenchyma* or stage-4)) OR ((renal-cell* or "renal cell*" or RCC or
ccRCC or Renal-mass* or "Renal mass*" or renal-tumor* or renal-
tumour® or "renal tumor™" or "renal tumour*" or grawitz-tumor* or
grawitz-tumour* or "grawitz tumor*" or "grawitz tumour*" or
hypernephroma* or nephrocarcinoma*)) OR (Kidney* AND
(Transitional-cell* or "Transitional cell*" or cell or urothelial* or duct or
advanc*) AND (cancer* or carcinoma* or carcinosarcoma* or
adenocarcino® or neoplas* or tumor* or tumour* or mass or metastat*
or malignan* or sarcoma* or parenchyma®)))
#2 ((oncocytom* OR oxyphilic*) OR ((small* OR benign* OR suspect* 1380
OR solid*) AND (lesion* OR mass* OR non-treat* OR tumor* OR
tumour® or cyst*)) OR (SRM or SRMs) OR (Complex* AND (cyst* OR
lesion*)) OR ((before OR prior OR naive) AND (treat* OR therap* OR
interven* OR medicat*)) OR (t1 OR t1a OR t1b OR tb OR ct1 OR
ct1la OR ct1b OR ctb) OR (1cm OR "1-cm" OR "1 cm" OR 2cm OR
"2-cm" OR "2 cm" OR 3cm OR "3-cm" OR "3 cm" OR 4cm OR "4-cm"
or "4 cm"))

Kidney cancer: evidence review for monitoring of untreated renal lesions using active
surveillance FINAL (March 2026)

43



FINAL

Searches

#3 (((activ* OR watch* OR schedul* OR routin* OR close*) AND (wait* 2103
OR monitor* OR observ* OR watch*)) OR ((early OR earlier OR
initial*) AND (detect* OR diagnos* OR catch*)) OR (surveillan®* OR
(expect® AND manag*) OR (conservat® AND manag*) OR "wait AND
see" OR wait-and-see) OR ((defer* OR delay* OR postpone) AND
(treat” OR therap* OR interven* OR medicat*)))
#4 #1 and #2 and #3 10

Searched as:

((((activ* OR watch* OR schedul* OR routin* OR close*) AND (wait*
OR monitor* OR observ* OR watch*)) OR ((early OR earlier OR
initial*) AND (detect* OR diagnos* OR catch*)) OR (surveillan®* OR
(expect* AND manag*) OR (conservat* AND manag*) OR "wait AND
see" OR wait-and-see) OR ((defer* OR delay* OR postpone) AND
(treat* OR therap* OR interven* OR medicat*)))) AND (((oncocytom*
OR oxyphilic*) OR ((small* OR benign* OR suspect* OR solid*) AND
(lesion* OR mass* OR non-treat* OR tumor* OR tumour* or cyst*))
OR (SRM or SRMs) OR (Complex* AND (cyst* OR lesion*)) OR
((before OR prior OR naive) AND (treat* OR therap* OR interven* OR
medicat*)) OR (t1 OR t1a OR t1b OR tb OR ct1 OR ct1a OR ct1b OR
ctb) OR (1cm OR "1-cm" OR "1 cm" OR 2cm OR "2-cm" OR "2 cm"
OR 3cm OR "3-cm" OR "3 cm" OR 4cm OR "4-cm" or "4 cm™))) AND
(((Kidney* AND (cancer* or carcinoma* or carcinosarcoma® or
adenocarcino® or neoplas* or tumor* or tumour* or mass or metastat*
or malignan® or sarcoma* or parenchyma* or stage-1 or stage-1)) OR
((collecting-duct* OR "collecting duct*") AND (cancer* or carcinoma*
or carcinosarcoma® or adenocarcino* or neoplas* or tumor* or
tumour®* or mass or metastat* or malignan* or sarcoma* or
parenchyma* or stage-4)) OR ((renal-cell* or "renal cell*" or RCC or
ccRCC or Renal-mass* or "Renal mass™" or renal-tumor* or renal-
tumour® or "renal tumor™" or "renal tumour* or grawitz-tumor* or
grawitz-tumour* or "grawitz tumor*" or "grawitz tumour*" or
hypernephroma* or nephrocarcinoma®)) OR (Kidney* AND
(Transitional-cell* or "Transitional cell*" or cell or urothelial* or duct or
advanc*) AND (cancer* or carcinoma® or carcinosarcoma* or
adenocarcino* or neoplas* or tumor* or tumour* or mass or metastat*
or malignan® or sarcoma* or parenchyma®))))

Database name: Medline ALL

Searches
1 exp Kidney Neoplasms/ (87631)

2 (Kidney* adj2 (cancer* or carcinoma* or carcinosarcoma® or adenocarcino* or neoplas®
or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma® or stage-1 or
stage-l)).ti,ab. (16693)

3  (collecting-duct* adj2 (cancer* or carcinoma* or carcinosarcoma* or adenocarcino* or
neoplas* or tumo?r* or mass or metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab.
(504)

4 (renal-cell* or RCC or ccRCC or Renal-mass* or renal-tumo?r* or grawitz-tumo?r* or
hypernephroma* or nephrocarcinoma®).ti,ab. (73020)
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*

5 (Kidney* adj2 (Transitional-cell* or cell or urothelial* or duct or advanc*) adj2 (cancer
or carcinoma* or carcinosarcoma® or adenocarcino* or neoplas* or tumo?r* or mass or
metastat* or malignan* or sarcoma* or parenchyma®)).ti,ab. (861)

6 or/1-5(120784)

7  Adenoma, Oxyphilic/ (2358)

8 (oncocytom* or Oxyphilic*).ti,ab. (3530)

9 (((small* or benign* or suspect* or solid*) adj3 (lesion* or mass* or non-treat* or
tumo?r* or cyst*)) or SRM*1).ti,ab. (249141)

10 (Complex* adj3 (cyst* or lesion*)).ti,ab. (8702)

11 ((before or prior or naive) ad;j3 (treat* or therap* or interven* or medicat*)).ti,ab.
(241877)

12 (1 ortla or t1b or ct1 or ct1a or ct1b or ctb).ti,ab. (149088)

13  (<1cm or <1-cm or <= 1cm or <= 1-cm or <2cm or <2-cm or <=2cm or <= 2-cm or
<3cm or <3-cm or <=3cm or <= 3-cm or <4cm or <4-cm or <=4cm or <= 4-cm).ti,ab.
(100220)

14 (("or less" or less-than) adj1 (1cm or 1-cm or 2cm or 2-cm or 3cm or 3-cm or 4cm or 4-
cm)).ti,ab. (6387)

15 or/7-14 (728648)

16 6 and 15 (16739)

17  (bosniak* or bosniac*).ti,ab. (532)

18 16 0r 17 (17009)

19  "Watchful Waiting"/ or "Early Detection of Cancer"/ (46838)

20 ((activ* or watch* or schedul* or routin* or close*) adj3 (wait* or monitor* or observ* or
watch*)).ti,ab. (192959)

21 (activ*-wait* or activ*-monitor* or activ*-observ* or watch*-wait* or watch*-monitor* or
watch*-observ* or routin*-wait* or routin*-monitor* or routin*-observ* or schedul*-wait* or
schedul*-monitor* or schedul*-observ* or close*-wait* or close*-monitor* or close*-
observ*).kw. (1354)

22  ((early or earlier or initial*) adj3 (detect* or diagnos* or catch*)).ti,ab. (339679)

23  (surveillan* or expect*-manag* or conservat*-manag* or "wait and see").ti,ab,kw.
(283066)

24 ((defer* or delay* or postpone) adj1 (treat* or therap* or interven* or medicat*)).ti,ab.
(15693)

25 or/19-24 (839238)
26 18 and 25 (1609)
27  limit 26 to english language (1464)

28 limit 27 to (letter or historical article or comment or editorial or news or case reports)
(225)

29 27 not 28 (1239)

30 animals/ not humans/ (56218519)
31 29 not 30 (1233)

32 remove duplicates from 31 (1231)

33 afghanistan/ or africa/ or africa, northern/ or africa, central/ or africa, eastern/ or "africa
south of the sahara"/ or africa, southern/ or africa, western/ or albania/ or algeria/ or
andorra/ or angola/ or "antigua and barbuda"/ or argentina/ or armenia/ or azerbaijan/ or
bahamas/ or bahrain/ or bangladesh/ or barbados/ or belize/ or benin/ or bhutan/ or bolivia/
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or borneo/ or "bosnia and herzegovina"/ or botswana/ or brazil/ or brunei/ or bulgaria/ or
burkina faso/ or burundi/ or cabo verde/ or cambodia/ or cameroon/ or central african
republic/ or chad/ or exp china/ or comoros/ or congo/ or cote d'ivoire/ or croatia/ or cuba/ or
"democratic republic of the congo"/ or cyprus/ or djibouti/ or dominica/ or dominican
republic/ or ecuador/ or egypt/ or el salvador/ or equatorial guinea/ or eritrea/ or eswatini/ or
ethiopia/ or fiji/ or gabon/ or gambia/ or "georgia (republic)"/ or ghana/ or grenada/ or
guatemala/ or guinea/ or guinea-bissau/ or guyana/ or haiti/ or honduras/ or independent
state of samoa/ or exp india/ or indian ocean islands/ or indochina/ or indonesia/ or iran/ or
iraq/ or jamaica/ or jordan/ or kazakhstan/ or kenya/ or kosovo/ or kuwait/ or kyrgyzstan/ or
laos/ or lebanon/ or liechtenstein/ or lesotho/ or liberia/ or libya/ or madagascar/ or malaysia/
or malawi/ or mali/ or malta/ or mauritania/ or mauritius/ or mekong valley/ or melanesia/ or
micronesia/ or monaco/ or mongolia/ or montenegro/ or morocco/ or mozambique/ or
myanmar/ or namibia/ or nepal/ or nicaragua/ or niger/ or nigeria/ or oman/ or pakistan/ or
palau/ or exp panama/ or papua new guinea/ or paraguay/ or peru/ or philippines/ or gatar/
or "republic of belarus"/ or "republic of north macedonia"/ or romania/ or exp russia/ or
rwanda/ or "saint kitts and nevis"/ or saint lucia/ or "saint vincent and the grenadines"/ or
"sao tome and principe"/ or saudi arabia/ or serbia/ or sierra leone/ or senegal/ or
seychelles/ or singapore/ or somalia/ or south africa/ or south sudan/ or sri lanka/ or sudan/
or suriname/ or syria/ or taiwan/ or tajikistan/ or tanzania/ or thailand/ or timor-leste/ or togo/
or tonga/ or "trinidad and tobago"/ or tunisia/ or turkmenistan/ or uganda/ or ukraine/ or
united arab emirates/ or uruguay/ or uzbekistan/ or vanuatu/ or venezuela/ or vietham/ or
west indies/ or yemen/ or zambia/ or zimbabwe/ (1364748)

34  exp "organisation for economic co-operation and development"/ (621)

35 australasia/ or exp australia/ or austria/ or baltic states/ or belgium/ or exp canada/ or
chile/ or colombia/ or costa rica/ or czech republic/ or exp denmark/ or estonia/ or europe/ or
finland/ or exp france/ or exp germany/ or greece/ or hungary/ or iceland/ or ireland/ or
israel/ or exp italy/ or exp japan/ or korea/ or latvia/ or lithuania/ or luxembourg/ or mexico/
or netherlands/ or new zealand/ or north america/ or exp norway/ or poland/ or portugal/ or
exp "republic of korea"/ or "scandinavian and nordic countries"/ or slovakia/ or slovenia/ or
spain/ or sweden/ or switzerland/ or turkey/ or exp united kingdom/ or exp united states/
(3585930)

36 european union/ (18153)

37 developed countries/ (21608)
38  or/34-37 (3602408)

39 33 not 38 (1273262)

40 31 not 39 (1228)

41  Cost-Benefit Analysis/ (95525)
42  Quality-Adjusted Life Years/ (16757)
43 Markov Chains/ (16394)

44  exp Models, Economic/ (16488)
45  cost*.ti. (151972)

46  (cost* adj2 utilit*).tw. (8240)

47  (cost* adj2 (effective® or assess* or evaluat® or analys* or model* or benefit* or
threshold* or quality or expens* or saving* or reduc*)).tw. (298573)

48 (economic* adj2 (evaluat* or assess™ or analys* or model* or outcome™ or benefit* or
threshold* or expens™ or saving* or reduc*)).tw. (50822)

49 (qualit* adj2 adjust* adj2 life*).tw. (19135)
50 QALY*.tw. (15533)
51 (incremental* adj2 cost*).tw. (18639)
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52 ICER.tw. (6636)

53  utilities.tw. (10015)
54 markov*.tw. (33834)

55  (dollar* or USD or cents or pound or pounds or GBP or sterling* or pence or euro or
euros or yen or JPY).tw. (57014)

56  ((utility or effective*) adj2 analys™).tw. (26856)
57  (willing* adj2 pay*).tw. (10772)
58 (EQS5D* or EQ-5D*).tw. (14851)

59  ((euroqol or euro-gol or euroquol or euro-quol or eurocol or euro-col) adj3 ("5" or
five)).tw. (4342)

60 (european* adj2 quality adj3 ("5" or five)).tw. (789)
61 or/41-60 (534752)
62 40 and 61 (40)
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Appendix C — Effectiveness evidence study selection

Figure 1: PRISMA diagram
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Appendix D — Effectiveness evidence

No studies were identified which were applicable to this review question.
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Appendix E — Forest plots

No studies were identified which were applicable to this review question.
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Appendix F — GRADE tables

No studies were identified which were applicable to this review question.
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Appendix G — Economic evidence study selection

Figure 2: Economic evidence study selection
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Appendix H — Economic evidence tables

No economic evidence was identified for this review question.
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Appendix | — Health economic model

No economic modelling was conducted for this review question.
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Appendix J — Excluded studies

Effectiveness references excluded at full text (n = 83)

Table 4: Excluded effectiveness studies

Study

Abou Youssif, Tamer, Kassouf, \WWassim,
Steinberg, Jordan et al. (2007) Active
surveillance for selected patients with renal
masses: updated results with long-term
follow-up. Cancer 110(5): 1010-4

Ajami, Tarek, Sebastia, Carmen,
Corominas, Daniel et al. (2021) Clinical and
radiological findings for small renal masses
under active surveillance. Urologic oncology
39(8): 499e9-499¢14

Alam, Ridwan, Patel, Hiten D, Osumah,
Tijani et al. (2019) Comparative
effectiveness of management options for
patients with small renal masses: a
prospective cohort study. BJU international
123(1): 42-50

Ambani, Sapan N, Morgan, Todd M,
Montgomery, Jeffrey S et al. (2016)
Predictors of Delayed Intervention for
Patients on Active Surveillance for Small
Renal Masses: Does Renal Mass Biopsy
Influence Our Decision?. Urology 98: 88-96

Baboudjian, Michael, Moser, Daniel,
Yanagisawa, Takafumi et al. (2022) Benefit
and Harm of Active Surveillance for Biopsy-
proven Renal Oncocytoma: A Systematic
Review and Pooled Analysis. European
urology open science 41: 8-15

Bahouth, Zaher, Halachmi, Sarel, Meyer,
Gil et al. (2015) The natural history and
predictors for intervention in patients with
small renal mass undergoing active
surveillance. Advances in urology 2015:
692014

Bazan, Alfredo Aguilera, Carrion, Diego M,
Rivas, Juan Gomez et al. (2021) Active
surveillance in renal tumors: Clinical and

Reason for exclusion

- Study design

Non-comparative single-arm study of
patients undergoing active surveillance.
Outcomes were compared among those
who underwent delayed intervention
(surgery) or those who died

- Comparison

Cohort study comparing delayed
intervention after AS with those who
remained on AS.

- Comparison
Compares active surveillance with other
active interventions

- Comparison

Comparison was between active
surveillance and patients undergoing
delayed intervention

- Systematic review used as source of
primary studies

No relevant studies identified for inclusion.
Included studies were either
noncomparative studies, comparing AS
versus PN or comparing AS in oncocytomas
versus AS in other RCCs

- Comparison
Study compares active surveillance with
Nephron-sparing surgery

- Study design
Single-armed cohort study assessing active
surveillance on solid or cystic renal lesions
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oncological outcomes. Journal of cancer
research and therapeutics 17(2): 414-419

Beisland, C., Hjelle, K.M., Reisaeter, L.A.R.
et al. (2009) Observation Should be
Considered as an Alternative in
Management of Renal Masses in Older and
Comorbid Patients. European Urology
55(6): 1419-1429

Bertelli, Elena, Palombella, Alberto, Sessa,
Francesco et al. (2021) Contrast-enhanced
ultrasound (CEUS) imaging for active
surveillance of small renal masses. World
journal of urology 39(8): 2853-2860

Bhan, Sasha N, Pautler, Stephen E,
Shayegan, Bobby et al. (2013) Active
surveillance, radiofrequency ablation, or
cryoablation for the nonsurgical
management of a small renal mass: a cost-
utility analysis. Annals of surgical oncology
20(11): 3675-84

Borgbjerg, Jens, Larsen, Nis Elbrond, Salte,

Ivar Mjaland et al. (2023) Radiation dose in
CT-based active surveillance of small renal
masses may be reduced by 75%: A
retrospective exploratory multiobserver
study. Research in diagnostic and
interventional imaging 5: 100019

Brunocilla, E, Borghesi, M, Schiavina, R et
al. (2014) Active surveillance for small renal
masses diagnosed in elderly or comorbid
patients: looking for the best treatment
strategy. Actas urologicas espanolas 38(1):
1-6

Brunocilla, Eugenio, Borghesi, Marco,
Monti, Carlo et al. (2013) Surveillance for
small renal masses: retrospective analysis
of a cohort of 42 patients with long-term
follow-up. International urology and
nephrology 45(2): 307-12

Brunocilla, Eugenio, Borghesi, Marco,
Schiavina, Riccardo et al. (2014) Small
renal masses initially managed using active
surveillance: results from a retrospective

Reason for exclusion

- Study design

Non-comparative single-arm study. Delayed
intervention was observed in a subset of the
population

- Study design

Non-comparative single-arm study with
CEUS and CT administered to patients in
the same group.

- Study design
Not an intervention study. A cost-utility
analysis

- Intervention

Intervention was not focused on active
surveillance. Patients on active surveillance
were included in the study but study
focused on assessing whether low dose CT
is comparable to normal dose CT in
determining tumour size at a single time
point

- Language other than English
Study not in English. Italian

- Study design

Non-comparative single-arm study. All
participants underwent active surveillance
and comparisons were made between
those that underwent delayed intervention
versus those that remained on active
surveillance after a follow-up period

- Study design

Non-comparative single-arm study. All
participants underwent active surveillance
and comparisons were made between
those that underwent delayed intervention
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study with long-term follow-up. Clinical
genitourinary cancer 12(3): 178-81

Campbell, Steven, Uzzo, Robert G, Allaf,

Mohamad E et al. (2017) Renal Mass and
Localized Renal Cancer: AUA Guideline.

The Journal of urology 198(3): 520-529

Castaneda, Crystal V, Danzig, Matthew R,
Finkelstein, Julia B et al. (2015) The natural
history of renal functional decline in patients
undergoing surveillance in the DISSRM
registry. Urologic oncology 33(4): 166e17-
20

Celtik, Kenan E, Shah, Paras H, Patel,
Vinay R et al. (2017) Active surveillance for
incidental renal mass in the octogenarian.
World journal of urology 35(7): 1089-1094

Chan, Vinson Wai-Shun, Tan, Wei Shen,
Leow, Jeffrey J et al. (2021) Delayed
surgery for localised and metastatic renal
cell carcinoma: a systematic review and
meta-analysis for the COVID-19 pandemic.
World journal of urology 39(12): 4295-4303

Cheung, Douglas, Frankel, Jed, Tut,
Pavinder et al. (2022) Treatment on active
surveillance of small renal masses:
Progression vs. preference. Canadian
Urological Association journal = Journal de
I'Association des urologues du Canada
16(4): 97-101

Crispen, Paul L, Viterbo, Rosalia, Fox, Eric
B et al. (2008) Delayed intervention of
sporadic renal masses undergoing active
surveillance. Cancer 112(5): 1051-7

Crispen, Paul L, Wong, Yu-Ning,
Greenberg, Richard E et al. (2008)
Predicting growth of solid renal masses
under active surveillance. Urologic oncology
26(5): 555-9

Danzig, M.R., Ghandour, R.A., Chang, P. et
al. (2017) Active surveillance is superior to
radical nephrectomy and equivalent to
partial nephrectomy for preserving renal

Reason for exclusion

versus those that remained on active
surveillance after a follow-up period

- Study design
Not a research article. The paper is a
guideline summary

- Study design

Non-comparative single-arm study
assessing active surveillance on small renal
masses and measuring outcomes of
glomerular filtration rate, which do not
match protocol criteria

- Study design

Non-comparative single-arm study. All
participants underwent active surveillance
and comparisons were made between
those that underwent delayed intervention
versus those that remained on active
surveillance after a follow-up period

- Systematic review used as source of
primary studies

Systematic review with no relevant studies
for inclusion. Included studies compared AS
or delayed intervention/surgery versus PN
or RN.

- Study design

Non-comparative single-arm study
assessing patients who were on active
surveillance and then underwent delayed
intervention

- Study design
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Appendix K- Research recommendations — full details

K1.1 Research recommendation

For people with small renal lesions (whether benign, malignant or unknown) that
have not been treated, what are the most clinically and cost-effective approaches to
active surveillance (including method, duration, appropriate frequency of imaging and
when to discharge), for the early detection of disease progression in people with
localised RCC?

K1.1.1 Why this is important

Due to the risks associated with surgery and the possible impact on quality of life
thereafter, people with small renal masses which can safely be offered active
treatment as a management option without the risk of increased oncological
consequences may benefit from knowledge of the effectiveness of active surveillance
as a management option for RCC.

K1.1.2 Rationale for research recommendation

Table 6: Rationale for research recommendation

Importance to ‘patients’ or the population There is no evidence on the most effective active
surveillance approaches and any risks associated.
There is no standard protocol for an active surveillance
regimen or duration.

Relevance to NICE guidance Effectiveness of active surveillance approaches has
been considered in this guideline and there was no
evidence on any standard protocols.

Relevance to the NHS The outcome would affect the types of treatment options
made available for people with renal cell carcinoma and
may reduce the long-term consequences of having
surgery when not entirely necessary.

National priorities Low
Current evidence base Limited evidence available
Equality considerations These may include:

o Age

o Disability

e Pregnancy and maternity
e Socio-economic and geographical factors
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K1.1.3 Modified PICO table

Table 7: Modified PICO table

Population Adults (18 years or over) with localised renal lesions that have not been
treated with surgery, non-surgical interventions or systemic anti-cancer
therapy (SACT) divided into the following categories:

1. Small renal lesions and complex cysts (<4cm):

o small renal lesions (without histological assessment) or

o small renal cell carcinomas or

e grade 3 and 4 Bosniak complex cysts

2. Grade 2F Bosniak cysts and oncocytomas (of any size)
Intervention Approaches to active surveillance that might include:

e Frequency and type of imaging

o Frequency and type of testing to monitor renal function and
cardiovascular outcomes

o Different durations of active surveillance
Comparator Different active surveillance approaches compared to each other
Outcome e Survival outcomes:
o Overall survival
o Disease-specific (cancer-specific) survival

o Local or distant progression of disease, (defined as a linear growth
rate greater than 0.5 cm per year, diameter greater than 4 cm, or
metastasis)

e Time to discharge from active surveillance

e Need for treatment* including time to intervention or numbers of
people needing the treatment

e Quality of life using a validated tool
e Cost effectiveness

*(Treatment include types of surgery or non-surgical interventions such as
SABR, thermal ablation or systemic anti-cancer therapy.)

Study design RCTs
Comparative non-randomised studies
Timeframe Long term

Additional information None
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