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3. Plain English Summary

Prostate cancer is the most common cancer in men in the UK and a leading cause of cancer death in men.
Incidence in the UK, in common with many other countries, has been rising. In 2004 there were over 31,000
new cases diagnosed in England and Wales. Despite the increase in incidence mortality rates have been

relatively stable.!

Prostate cancer frequently progresses slowly, and men with less aggressive disease rarely die of their cancer,

but this is not the case for those with the most aggressive tumours (poorly differentiated).”

For men with disease localised to the prostate the 2008 NICE prostate cancer guideline® recommends active
surveillance as the first choice of treatment for low risk disease, and radical treatment (3D-conformal
radiotherapy or prostatectomy) for those with intermediate risk disease. Radiotherapy is also offered to
patients with locally advanced disease (tumours which have spread no further than the pelvic region), and as
salvage therapy for those whose initial radical treatment has failed.® The NICE scope for this project® states
that radiotherapy is also useful in managing metastatic disease, especially in bone. Following expert clinical
advice the major focus of this review is radical treatment (with a likely focus on primary radical treatment)
as: 1) bone metastases are not unique to prostate cancer, 2) minimal data are expected to be available to
assess the benefit of intensity-modulated radiotherapy (IMRT) and 3) the use of IMRT for bone metastatic
disease is commonly not used as the target areas are frequently not conformal. It is noted however, that
Gong et al.” suggest that Image-guided intensity modulated radiotherapy can be of benefit to cancer patients

with spinal metastasis but did not include prostate cancer patients in their sample.

Radiotherapy is a recognised treatment for prostate cancer and high dose conformal radiotherapy (CFRT) is
the recommended standard of care.® Radiation therapy, including IMRT, stops cancer cells from dividing
and growing, thus slowing tumour growth. Concepts of IMRT were developed by Brahme® and Webb and
is a technological advance leading on from 3-dimensional conformal radiotherapy (3D-CRT). The basic
principle behind IMRT is the use of intensity-modulated beams, which are defined as beams that deliver
more than two intensity levels for a single beam direction and a single source position in space.® This
definition does not take into account the planning methods (i.e. forward or inverse) or delivery methods
(multileaf collimater or compensators, step-shoot, or dynamic) of the treatment intensity-modulated
radiotherapy or equipment (for example Image-guided IMRT®; a form of image-guided radiotherapy
(IGRT)) The planning methods for IMRT treatment use software algorithms to plan how to achieve the

prescribed radiation dose to different areas of the prostate. IMRT has been rapidly implemented.>'%**

The close proximity of the prostate and the pelvic lymphatics to the bladder, rectum and small bowel
encourage the use of IMRT for prostate cancer'? because IMRT can sculpt the radiation to the target area of

the cancer more precisely so toxicity to the surrounding normal tissues may be reduced.”® However, side



effects can occur during or immediately after treatment (acute effects) or many months or years after
completion of treatment (late effects). In prostate cancer, acute effects include genitourinary symptoms
(frequency, urgency, urinary retention, bladder spasms, urinary incontinence, haematuria, dysuria)® and
gastrointestinal symptoms (proctitis, rectal/perirectal pain, rectal bleeding, diarrhoea).!*** Late effects
include similar urinary symptoms, sexual dysfunction and gastrointestinal symptoms; these late effects may

permanently affect quality of life.

Quality assurance (QA) is an important component of IMRT. QA consists of ensuring that the treatment plan
is correctly delivered. It involves verifying that the linear accelerator is optimally set up by making direct
measurements. IMRT QA can be individualised for each patient as tends to be the case in the United States
or a standardised QA procedure, such as used for 3D-CRT, can be adopted as is increasingly the case for
prostate IMRT in the UK.

The aim of this review is to systematically evaluate and appraise the potential clinical and cost-effectiveness
of IMRT for the treatment of prostate cancer. The outcome measures to be considered will include overall
and disease-specific survival, progression-free survival (clinical and biochemical relapse free), adverse

effects of treatment and health-related quality of life.

4. Decision problem

4.1 Purpose of the assessment
The assessment will address the question “What is the clinical and cost effectiveness of intensity modulated

radiotherapy for the radical treatment of prostate cancer?”

4.2 Clear definition of the intervention

The included intervention will be IMRT with systems that either do or do not combine the ability to
simultaneously image (image-guided radiotherapy (IGRT). IMRT using forward planning or inverse
planning will be included. IMRT usually involves the combination of different devices for planning,
delivery and sometimes also positional verification. It is anticipated that it will be unlikely that an

assessment of the cost-effectiveness of different devices can be made.

4.3 Place of the intervention in the treatment pathway(s)
Radiotherapy may be offered as a radical treatment option for patients diagnosed with localised or locally
advanced prostate cancer, often with neoadjuvant and/or adjuvant hormone therapy; which is our primary

focus. IMRT is offered to some cancer patients with bone metastasis.



4.4 Relevant comparators
For patients with localised tumours the principal alternative radical treatment options are prostatectomy and

3D-CRT. For patients with locally advanced disease radical 3D-CRT is the relevant comparator.

4.5 Population and relevant sub-groups

The population to be studied comprises of adult men with prostate cancer for whom radical radiotherapy is
appropriate.

Sub-groups will principally include localised prostate cancer and locally advanced prostate cancer (radiation
of prostate only and whole pelvis radiation). For each of these sub-groups the following sub-sub-groups will
be considered: stage of cancer, grade of cancer, initial PSA; prognostic risk groups; the use of
neoadjuvant/adjuvant hormonal therapy.

It is likely that the focus will ultimately be primary radical treatment but an evaluation of the sub-group of
prostate cancer patients with bone metastasis will be undertaken should evidence allow. However minimal
pertinent data are anticipated. Furthermore, an evaluation of adjuvant radiotherapy treatment for high risk
radical prostatectomy patients and salvage treatment will be considered if the available evidence suggests

that it is required. However minimal pertinent data are anticipated.

4.6 Outcomes

The outcomes of the review are:

. survival (overall and disease-specific)

. progression-free survival (clinical or biochemical (PSA) relapse free)
. adverse effects of treatment

. health-related quality of life

4.7 Key factors to be addressed

The objectives of the review are:

. To evaluate the clinical effectiveness of IMRT in terms of survival (overall and disease-specific),
and progression-free survival (clinical and biochemical (PSA) relapse free)

. To evaluate the side-effect profile of IMRT compared with current standard therapy

. To estimate the incremental cost-effectiveness of IMRT compared with current standard therapy

4.8 Areas outside the scope of the appraisal
Other less common radical treatment options (internal seed radiotherapy (brachytherapy), cryotherapy etc.)

and non-radical treatment options: watchful waiting, active monitoring, hormone therapy alone.



5. Report methods for synthesis of evidence of clinical effectiveness

5.1 Search strategy
A comprehensive search will be undertaken to systematically identify clinical effectiveness and cost
effectiveness literature concerning intensity modulated radiotherapy in men with prostate cancer. The
search strategy will comprise the following main elements:

e Searching of electronic databases

e Contact with experts in the field

e Scrutiny of bibliographies of retrieved papers

The following databases will be searched: Medline (1950-present), Embase (1980-present), CINAHL (1982-
present), BIOSIS (1985-present), the Cochrane Database of Systematic Reviews (CDSR) (1991-present), the
Cochrane Controlled Trials Register (CCTR) (1991-present), the Science Citation Index (1900-present) and
the NHS Centre for Reviews and Dissemination databases (DARE, NHS EED, HTA) (1991-present). Pre-
Medline will also be searched to identify any studies not yet indexed on Medline. Current research will be
identified through searching the UK Clinical Research Network (UKCRN), National Research Register
archive (NRR), the Current Controlled Trials register and the MRC Clinical Trials Register. In addition,
abstracts of relevant conferences will be browsed. Any industry submissions, as well as any relevant
systematic reviews will also be hand-searched in order to identify any further clinical trials. Searches will
not be restricted by date or publication type. The MEDLINE search strategy for randomised clinical trials is
presented in Appendix 1. It is anticipated that a search for case-control and cohort studies may also be
conducted. In addition, if indirect comparisons are necessary, a further search will be conducted to try to

identify a network of trials that connect the intervention and comparator.

5.2 Inclusion criteria

Intervention

Intensity modulated radiotherapy (IMRT) with systems that either do or do not combine the ability to
simultaneously image (image-guided radiotherapy (IGRT), whether delivered using forward planning or

inverse planning.

Population

The population will comprise men with prostate cancer for whom radical radiotherapy is appropriate.
Where data are available, the following subgroups will be considered: localised prostate cancer, locally
advanced prostate cancer (radiation of prostate only and whole pelvis radiation), bone metastasis in prostate

cancer patients, adjuvant radiotherapy treatment for high risk radical prostatectomy patients and salvage



treatment. Stage of cancer, grade of cancer, initial PSA, prognostic risk groups, the use of

neoadjuvant/adjuvant hormonal therapy will also be considered.

Comparators

. 3-dimensional conformal radiotherapy (3D CRT), radical prostatectomy
Outcomes

. survival (overall and disease-specific)

. progression-free survival (clinical or biochemical (PSA) relapse free)

. adverse effects of treatment

. health-related quality of life

Study types

According to the accepted hierarchy of evidence, randomised controlled trials and meta-analyses from
systematic reviews will be searched initially, as they provide the most authoritative forms of evidence. If
sufficient data are not available from RCTSs, case-control and cohort studies will be included. If data from
head-to-head RCTSs are not available, indirect treatment comparison methods may be used, and so data may
be sought that could form a network of trials that compare the technologies with other interventions. If direct

evidence of treatment toxicity is lacking the inclusion of dosimetric studies will be considered.

5.3 Exclusion criteria
Studies only published in languages other than English will be excluded.
Based on the above inclusion/exclusion criteria, study selection will be made by one reviewer, with

involvement of a second reviewer when necessary.

5.4 Data extraction and critical appraisal

Data will be extracted with no blinding to authors or journal. Data will be extracted by one reviewer using a
standardised form, and checked by a second reviewer. Quality of randomised controlled trials will be
assessed according to criteria based on NHS CRD Report No.4, see Appendix 2.° If no randomised
controlled trials are found, quality assessment of other study types will be adapted from the Downs and
Black checklist for randomised and non-randomised studies.” The purpose of such quality assessment is to
provide a narrative account of trial quality for the reader and, where meta-analysis is appropriate, inform

potential exclusions from any sensitivity analyses.

5.5 Data synthesis
Pre-specified outcomes will be tabulated and discussed within a descriptive synthesis. Where statistical

synthesis is appropriate, meta-analyses will be conducted using fixed or random effect models, using



RevMan software. If sufficient trials are available, a sensitivity analysis will be undertaken to see if the

removal of poor quality trials affects the results.

5.6 Methods for estimating quality of life

Any HRQoL data available from studies accepted into the review will be extracted. In the absence of such
evidence, the mathematical model may use indirect evidence on quality of life from alternative sources.
Quality of life data will be reviewed and used to generate the quality adjustment weights required for the

model.

6. Report methods for synthesising evidence of cost-effectiveness

6.1 Identifying and systematically reviewing published cost-effectiveness studies

Appropriate published cost-effectiveness and cost-utility studies associated with IMRT for treatment of
prostate cancer will be identified using an economic search filter which will be integrated into the search
strategy detailed in Section 5.1. These will be reviewed and possibly used to inform suitable methodologies
for the economic model. The quality of economic literature will be assessed using a combination of key
components of the British Medical Journal check list for economic evaluations'® together with the Eddy

checklist on mathematical models™ (see Appendix 3).

6.2 Methods for estimating costs and cost-effectiveness

An economic evaluation will be carried out from the perspective of the UK NHS and Personal Social
Services (PSS). A mathematical model will be developed in Excel to estimate the cost per QALY gained for
IMRT for treatment of prostate cancer. The model structure will be determined in consultation with clinical
experts. The time horizon of the analysis will be a patient’s lifetime. However, the model will be constructed
to facilitate the use of shorter horizons. Ideally, the quality of life data regarding the reduced side-effects
associated with IMRT for the treatment of prostate cancer will be identified from the literature. Where utility
values are not found in the published literature these will have to be estimated from other sources, including
but not limited to, comparisons with other conditions with comparable health states and expert opinion. Cost
data for the economic model will ideally be derived from the source of clinical effectiveness. If such data are
unavailable, cost data will be extracted from a variety of published sources, and if necessary, and available,
from interrogations of clinical databases and resource usage records. The costs of implementation of IMRT
will consider additional equipment required and staff resources. It is likely that staff training and increased
workload will be a key issue, particularly in the first few months of IMRT implementation.?’ The core team
will use evidence from the literature and work in collaboration with our advisers to estimate the resources

required to implement IMRT.



In a recent review of IMRT in prostate cancer® no studies were identified with disease-free or overall
survival as outcomes. Studies commonly report outcomes based on the biochemical marker prostate-
specific antigen, typically freedom from biochemical recurrence. An international consensus definition is
now used (ASTRO 2006), but older studies may use a previous definition (ASTRO 1996) or their own.?*#
The relationship of freedom from biochemical recurrence with survival is also not straightforward.”® In order
to model lifetime outcomes assumptions will need to be made, based on the literature and in collaboration

with our clinical advisors, regarding this relationship.

A sensitivity analysis will be undertaken to identify the key parameters that determine the cost-effectiveness
of the intervention with the objective of identifying how secure the results of the economic analyses are,
given the available evidence. Uncertainty with respect to model parameters will be explored with a
probabilistic sensitivity analysis (PSA), where uncertainty of all input variables is modelled with probability
distribution of their value. The information derived from PSA will be summarised graphically using cost

effectiveness acceptability curves.”*

7. Handling the company submission(s)

All data submitted by the manufacturers/sponsors will be considered if received by the TAR team no later
than 14 November 2008. Data arriving after this date will not be considered. If the data meet the inclusion
criteria for the review they will be extracted and quality assessed in accordance with the procedures outlined
in this protocol. Any economic evaluations included in the company submission, provided it complies with
NICE’s advice on presentation, will be assessed for clinical validity, reasonableness of assumptions and
appropriateness of the data used in the economic model. If the TAR team judge that the existing economic
evidence is not robust, then further work will be undertaken, either by adapting what already exists or
developing de-novo modelling. Any ‘commercial in confidence’ data taken from a company submission
will be highlighted in yellow and underlined in the assessment report (followed by an indication of the

relevant company name e.g. in brackets).
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Appendix 1
Draft search strategy for MEDLINE

1 Radiotherapy, Intensity-Modulated/

2 intensity modulated radiotherap™.tw.

3 intensity-modulated radiotherap*.tw.

4 intensity modulated radiation therap*.tw.
5 intensity-modulated radiation therap*.tw.
6 imrt.tw. (2343)

7 image guided radiotherap*.tw. (185)

8 igrt.tw.

9 dose compensation.tw.

10 electronic compensation.tw.

11 e compensation.tw.

12 forward planning.tw.

13 inverse planning.tw.

14 field in field.tw.

15 physical compensation.tw.

16 1lor2or3ordor5or6or7or8or9orl0orlloril2orl3orl4orild
17 Randomized controlled trials as Topic/
18 Randomized controlled trial/

19 Random allocation/

20  Double blind method/

21  Single blind method/

22 Clinical trial/

23 exp Clinical Trials as Topic/

24 16o0r17o0r18or 19 or 20 or 21 or 22
25  (clinic$ adj trial$1).tw.

26 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
27  Placebos/

28  Placebo$.tw.

29 Randomly allocated.tw.

30 (allocated adj2 random).tw.

31 25o0r 26 or 27 or 28 or 29 or 30

32 24o0r31

33  prostatic neoplasms/

34  (prostat$ adj5 (cancer$ or carcin$ or tumor$ or tumour$ or neoplasms)).tw.



35 ((carcinoma or neoplasia or neoplasm$ or adencarcinoma or cancer$ or tumor$ or tumour$ or
malignan$) adj3 prostat$).tw.

36 33o0r34or35

37 16 and 32 and 36



Appendix 2: Draft quality assessment

Appendix 2

Randomised controlled trial quality assessment scale based on NHS CRD Report No. 4.

NHS Centre for reviews and Dissemination. Report 4. Undertaking systematic reviews of research on
effectiveness; CRD's guidance for those carrying out or commissioning reviews. York: University of York;
2001.

Yes/No/Unclear/
Not Applicable

Was the method used to assign participants to the treatment groups really
random?

What method of assignment was used?

Was the allocation of treatment concealed?

What method was used to conceal treatment allocation?

Was the number of participants who were randomised stated?

Were the eligibility criteria for study entry specified?

Were details of baseline comparability presented?

Was baseline comparability achieved?

Were participant data analysed by allocated treatment group in
accordance with intention-to-treat principle?

Were at least 80% of the participants originally included in the
randomised process followed up in the final analysis?

Were the outcome assessors blinded to the treatment allocations?

Were the individuals who administered the intervention blinded to the

treatment allocation?

Were the participants who received the intervention blinded to the

treatment allocation?



Appendix 3:  Critical appraisal checklist for economic evaluations using key components of the
British Medical Journal checklist for economic evaluations' together with the Eddy*®

checklist on mathematical models employed in technology assessments.

Reference ID

Title

Authors

Year

Modelling assessments should include: Yes/No

1 A statement of the problem;

2 A discussion of the need for modelling vs. alternative
methodologies

3 A description of the relevant factors and outcomes;

4 A description of the model including reasons for this type
of model and a specification of the scope including; time
frame, perspective, comparators and setting. Note:
n=number of health states within sub-model

5 A description of data sources (including subjective
estimates), with a description of the strengths and
weaknesses of each source, with reference to a specific
classification or hierarchy of evidence;

6 A list of assumptions pertaining to: the structure of the
model (e.g. factors included, relationships, and
distributions) and the data;

7 A list of parameter values that will be used for a base case
analysis, and a list of the ranges in those values that
represent appropriate confidence limits and that will be
used in a sensitivity analysis;

8 The results derived from applying the model for the base
case;

9 The results of the sensitivity analyses;
unidimensional; best/worst case; multidimensional (Monte
Carlo/parametric); threshold.

10 A discussion of how the modelling assumptions might
affect the results, indicating both the direction of the bias
and the approximate magnitude of the effect;




11

A description of the validation undertaken including;
concurrence of experts;

internal consistency;

external consistency;

predictive validity.

12

A description of the settings to which the results of the
analysis can be applied and a list of factors that could limit

the applicability of the results;

13

A description of research in progress that could yield new

data that could alter the results of the analysis




References

1.

10.

11.

12.

13.

14.

15.

Cancer Research UK http://info.cancerresearchuk.org/cancerstats/types/prostate/incidence/ (viewed
29/7/08. 2008.

Albertsen, P. C., Hanley, J. A., and Fine, J. 20 year outcomes following conservative management of
clinically localized prostate cancer. JAMA 2005; 293 2095-2101.

National Collaborating Centre for Cancer, Cardiff. CG58 NICE full guideline; Prostate Cancer;
Diagnosis and treatment. 2008.

National Institute for Health and Clinical Excellence Intensity modulated radiotherapy for treatment of
prostate cancer: Final Scope. 2008.

Gong, Y., Wang, J., Bai, S., Jiang, X., and Xu, F. Conventionally-fractionated image-guided intensity
modulated radiotherapy (IG-IMRT): a safe and effective treatment for cancer spinal metastasis.
Radiation Oncology 2008; 3.

Brahme, A. Optimization of stationary and moving beam raiation therapy techniques. Radiotherapy &
Oncology 1988; 12 129-140.

Webb S Otimisation of conformal radiotherapy dose distributions by simulated annealing. Physics in
Medicine & Biology 1989; 34 1349-1370.

Veldeman, L., Madini, I., De Merleer, G., Mareel, M., De Neve, W., and Hulstaert, F. Evidence
behind use of intensity-modulated radiotherapy: a systematic review of comparative clinical studies.
Lancet Oncology 2008; 9 367-375.

Webb S The physical basis of IMRT and inverse planning. The British Journal of Radiology 2003; 76
678-689.

South, C. P, Khoo, V. S., Naismith, O., Norman, A., Dearnaley, D. P., South, C. P., Khoo, V. S,
Naismith, O., Norman, A., and Dearnaley, D. P. A comparison of treatment planning techniques used
in two randomised UK external beam radiotherapy trials for localised prostate cancer. Clinical
Oncology (Royal College of Radiologists) 2008; 20 15-21.

Das, I. J., Cheng, CW., Chopra, KL., Mitra, RK., Srivastava, SP., and Glatstein, E. Intensity-
Modulated Radiation Therapy Dose Prescription, Recording and Delivery: Patterns of Variability
Among Institutions and Treatment Planning Systems. Journal of National Cancer Institute 2008; 100
300-307.

Guckenberger, M., Baier, K., Richter, A., Vordeermark, D., and Flentje, M. Does Intensity Modulated
Radiation Therapy (IMRT) prevent additional toxicity of treating the pelvic lymph nodes compared to
treatment of the prostate only? Radiation Oncology 2008; 3.

Pearson, SD, Ladapo, J, and Prosser, L Intensity modulated radiation therapy (IMRT) for localized
prostate cancer http://www.icer-
review.org/index.php?option=com_content&task=view&id=6&Itemid=39. 2007.

Lips, I. R., Dehnad, H., Van Gils, C. H., Boeken Kruger, A. E., van der Heide, U. A., and Van Vuplen,
M. High-dose intensity-modulated radiotherapy for prostate cancer using daily fiducial; marker-based
position verification: acute and late toxicity in 331 patients. Radiation Oncology 2008; 3 15.

Chen, M. J., Weltman, E., Hanriot, R. M., Luz, F. P., Cecilio, P. J., da Cruz, J. C., Moreira, F. R.,
Santos, A. S., Martins, L. C., and Nadalin, W. Intensity modulated radiotherapy for localized prostate


http://info.cancerresearchuk.org/cancerstats/types/prostate/incidence/
http://www.icer-review.org/index.php?option=com_content&task=view&id=6&Itemid=39
http://www.icer-review.org/index.php?option=com_content&task=view&id=6&Itemid=39

16.

17.

18.

19.

20.

21.

22.

23.

24,

cancer: rigid compliance to dose-volume constraints as a warranty of acceptable toxicity? Radiation
Oncology 2007; 2 6.

NHS Centre for reviews and Dissemination Report 4. Undertaking systematic reviews of research on
effectiveness; CRD's guidance for those carrying out or commissioning reviews. 2001.

Downs, SH. and Black, N. The feasibility of creating a checklist for the assessment of the
methodological quality both of randomised and non-randomised studies of health care interventions. J
Epidemiol Community Health 1998; 52 377-384.

Drummond, M and Jefferson TO Guidelines for authors and peer reviewers of economic submissions
to the BMJ. The BMJ Economic Evaluation Working Party. British Medical Journal 1996; 313 257-
283.

Eddy, DM The role of mathematical modelling in Assessing medical technology. Technology
Assessment 1985:144-154.,

Baker CR and Hardy V Provision of IMRT in the UK. Part 2. Current levels, planned expansion and
obstacles to implementation. Journal of Radiotherapy in Practice 2003; 3 181-184.

Roach, M. 11l Hanks G. Thames H. Jr. Schellhammer P. Shipley W. U. Sokol G. H. and Sandler H
Defining biochemical failure following radiotherapy with or without hormonal therapy in men with
clinically localized prostate cancer: recommendations of the RTOG-ASTRO Phoenix Consensus
Conference. International Journal of Radiation Oncology Biology Physics 2006; 65 965-974.

Cookson, M. S., Aus, G., Burnett, A. L., Canby-Hagino, E., D'Amico, A. V., Dmochowski, R. R.,
Eton, D. T., Forman, J. D., Goldenberg, S. L., Hernandez, J., Higano, C. S., Kraus, S. R., Moul, J. W.,
Tangen, C., Thrasher, J. B., and Thompson, I. Variation in the definition of biochemical recurrence in
patients treated for localized prosate cancer: the American Urological Association Prostate Guidelines
for nLocalized Prostate Cancer Update Panel report and recommendations for a standard in the
reporting of surgical outcomes. Journal of Urology 2007; 177 540-545.

Collette, L., Burzykowski, T., and Schroder, F. H. Prostate-specific antigen (PSA) alone is not an
approipriate surrogate market of long-term therapeutic benefit in prostate cancer trials. . 2008;

Fenwick, E., Claxton, K., and Sculpher, M. Representing uncertainty: the role of cost-effectiveness
acceptability curves. Health Economics 2001; 10 779-787.



