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Stage I: Growth limited to the ovaries.
Ia One ovary involved.
Ib Both ovaries involved.
Ic Ascites; an accumulation of fluid in

the abdominal (peritoneal) cavity
present or positive peritoneal
washings. 

Stage II: Growth limited to pelvis.
IIa Extension to gynaecological adnexae

(on or in a structure associated with
the uterus such as on ovary, fallopian
tube or uterine ligament).

IIb Extension to other pelvic tissues.
IIc Ascites or positive washings.

Stage III: Extra pelvic tumour present – limited
to true pelvis but with superficial liver

metastases, peritoneal surface
seedlings, or histologic-proven
malignant extension to the omentum. 

IIIa Limited to true pelvis with negative
nodes, but seeding of abdominal
peritoneal surfaces or histologic-
proven extension to small bowel or
mesentery.

IIIb Peritoneal metastasis of abdominal
peritoneal surfaces, none exceeding
2 cm in diameter; nodes negative.

IIIc Peritoneal metastasis beyond pelvis
>2 cm in diameter and/or positive
retroperitoneal or inguinal nodes.

Stage IV: Metastases to distant sites (including
hepatic parenchymal disease).
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Appendix 1

Details of FIGO cancer staging
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Appendix 2

Summary of current manufacturers’ information 
provided for health professionals
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Search strategies
Limits:

� Date limits applied to update searches run for
previous NICE TARs (by publication date) for
topotecan (2000–4), Caelyx (2001–4) and
paclitaxel (2001–4).

� Animal-only studies were excluded where possible.
� Study design: no limits. 
� Language: no limits.

MEDLINE 
(Ovid host)
2000/2001 – April 2004

1. exp Ovarian Neoplasms/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]

3. (adenexa$ adj4 mass$).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]

4. or/1-3
5. Topotecan/
6. topotecan.mp. [mp=title, original title,

abstract, name of substance, mesh subject
heading]

7. (hycamtin or hycamptamine).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]

8. or/5-7
9. exp Doxorubicin/

10. doxil.mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]

11. (doxorubicin hydrochloride or doxorubicin
hcl).mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]

12. liposomal doxorubicin.mp. [mp=title, original
title, abstract, name of substance, mesh
subject heading]

13. (caelyx or adriamycin or rubex).mp.
[mp=title, original title, abstract, name of
substance, mesh subject heading]

14. liposome encapsulated doxorubicin.mp.
[mp=title, original title, abstract, name of
substance, mesh subject heading]

15. or/9-14
16. Paclitaxel/
17. paclitaxel.mp. [mp=title, original title,

abstract, name of substance, mesh subject
heading]

18. docetaxel.mp. [mp=title, original title,
abstract, name of substance, mesh subject
heading]

19. taxol.mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]

20. taxotere.mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]

21. or/16-20
22. 8
23. limit 22 to yr=2000-2004
24. 15
25. limit 24 to yr=2001-2004
26. 21
27. limit 26 to yr=2001-2004
28. 23 or 25 or 27
29. 4 and 28
30. animal/ not (animal/ and human/)
31. 29 not 30

PREMEDLINE 
(Ovid host)
2000/2001 – April 2004

1. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$
or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
abstract]

2. (adenexa$ adj4 mass$).mp. [mp=title,
abstract]

3. 1 or 2
4. topotecan.mp. [mp=title, abstract]
5. (hycamtin or hycamptamine).mp. [mp=title,

abstract]
6. 4 or 5
7. doxil.mp. [mp=title, abstract]
8. (doxorubicin hydrochloride or doxorubicin

hcl).mp. [mp=title, abstract]
9. liposomal doxorubicin.mp. [mp=title,

abstract]
10. (caelyx or adriamycin or rubex).mp.

[mp=title, abstract]
11. liposome encapsulated doxorubicin.mp.

[mp=title, abstract]
12. or/7-11
13. paclitaxel.mp. [mp=title, abstract]

Health Technology Assessment 2006; Vol. 10: No. 9

141

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.

Appendix 3

Search strategies



14. docetaxel.mp. [mp=title, abstract]
15. taxol.mp. [mp=title, abstract]
16. taxotere.mp. [mp=title, abstract]
17. or/13-16

EMBASE 
(Ovid host)
2000/2001 – April 2004

1. exp Ovary Cancer/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

3. (adenexa$ adj4 mass$).mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

4. or/1-3
5. Topotecan/
6. topotecan.mp. [mp=title, abstract, subject

headings, drug trade name, original title,
device manufacturer, drug manufacturer
name]

7. (hycamtin or hycamptamine).mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

8. or/5-7
9. Doxorubicin/

10. doxil.mp. [mp=title, abstract, subject
headings, drug trade name, original title,
device manufacturer, drug manufacturer
name]

11. (doxorubicin hydrochloride or doxorubicin
hcl).mp. [mp=title, abstract, subject headings,
drug trade name, original title, device
manufacturer, drug manufacturer name]

12. liposomal doxorubicin.mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

13. (caelyx or adriamycin or rubex).mp.
[mp=title, abstract, subject headings, drug
trade name, original title, device
manufacturer, drug manufacturer name]

14. liposome encapsulated doxorubicin.mp.
[mp=title, abstract, subject headings, drug
trade name, original title, device
manufacturer, drug manufacturer name]

15. or/9-14
16. Paclitaxel/
17. paclitaxel.mp. [mp=title, abstract, subject

headings, drug trade name, original title,

device manufacturer, drug manufacturer
name]

18. docetaxel.mp. [mp=title, abstract, subject
headings, drug trade name, original title,
device manufacturer, drug manufacturer
name]

19. taxol.mp. [mp=title, abstract, subject
headings, drug trade name, original title,
device manufacturer, drug manufacturer
name]

20. taxotere.mp. [mp=title, abstract, subject
headings, drug trade name, original title,
device manufacturer, drug manufacturer
name]

21. or/16-20
22. 8
23. limit 22 to yr=2000-2004
24. 15
25. limit 24 to yr=2001-2004
26. 21
27. limit 26 to yr=2001-2004
28. 23 or 25 or 27
29. 4 and 28
30. animal/ or non-human/
31. human/
32. 30 not (30 and 31)
33. 29 not 32

CINAHL 
(Ovid host)
2000/2001 – April 2004

1. exp Ovarian Neoplasms/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
cinahl subject headings, abstract,
instrumentation]

3. (adenexa$ adj4 mass$).mp. [mp=title, 
cinahl subject headings, abstract,
instrumentation]

4. or/1-3
5. topotecan.mp. [mp=title, cinahl subject

headings, abstract, instrumentation]
6. (hycamtin or hycamptamine).mp. [mp=title,

cinahl subject headings, abstract,
instrumentation]

7. or/5-6
8. exp Doxorubicin/
9. doxil.mp. [mp=title, cinahl subject headings,

abstract, instrumentation]
10. (doxorubicin hydrochloride or doxorubicin

hcl).mp. [mp=title, cinahl subject headings,
abstract, instrumentation]

11. liposomal doxorubicin.mp. [mp=title, 
cinahl subject headings, abstract,
instrumentation]
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12. (caelyx or adriamycin or rubex).mp.
[mp=title, cinahl subject headings, abstract,
instrumentation]

13. liposome encapsulated doxorubicin.mp.
[mp=title, cinahl subject headings, abstract,
instrumentation]

14. or/8-13
15. Paclitaxel/
16. paclitaxel.mp. [mp=title, cinahl subject

headings, abstract, instrumentation]
17. docetaxel.mp. [mp=title, cinahl subject

headings, abstract, instrumentation]
18. taxol.mp. [mp=title, cinahl subject headings,

abstract, instrumentation]
19. taxotere.mp. [mp=title, cinahl subject

headings, abstract, instrumentation]
20. or/15-19
21. 7
22. limit 21 to yr=2000-2004
23. 14
24. limit 23 to yr=2001-2004
25. 20
26. limit 25 to yr=2001-2004
27. 22 or 24 or 26
28. 4 and 27

DARE
NHS EED
HTA Database
(http://www.york.ac.uk/inst/crd/crddatabases.htm)
2000/2001 – April 2004

s ovar$(4w)(cancer$ or tumor$ or tumour$ or
malignan$ or oncolog$ or carcinoma$ or
neoplas$ or mass$ or growth$ or cyst$)

s adenexa$(4w)mass$
s s1 or s2
s topotecan
s hycamtin or hycamptamine
s s4 or s5
s s6 and ((2000 or 2001 or 2002 or 2003 or

2004)/xyr)
s doxil
s doxorubicin hydrochloride or doxorubicin(w)hcl
s liposomal(w)doxorubicin
s caelyx or adriamycin or rubex
s liposome(w)encapsulated(w)doxorubicin
s s8 or s9 or s10 or s11 or s12
s s13 and ((2001 or 2002 or 2003 or 2004)/xyr)
s paclitaxel
s docetaxel
s taxol
s taxotere
s s15 or s16 or s17 or s18
s s19 and ((2001 or 2002 or 2003 or 2004)/xyr)
s s7 or s14 or s20
s s3 and s21

Cochrane Controlled Trials Register
Cochrane Database of Systematic
Reviews
(The Cochrane Library)
2000/2001 – Issue 2, 2004

#1. OVARIAN NEOPLASMS explode all trees
(MeSH) 

#2. (ovar* near cancer*) 
#3. (ovar* near tumor*) 
#4. (ovar* near tumour*) 
#5. (ovar* near malignan*) 
#6. (ovar* near oncolog*) 
#7. (ovar* near carcinoma) 
#8. (ovar* near neoplas*) 
#9. (ovar* near mass*) 

#10. (ovar* near growth*) 
#11. (ovar* near cyst*) 
#12. (adenexa* near mass*) 
#13. (#1 or #2 or #3 or #4 or #5 or #6 or #7

or #8 or #9 or #10 or #11 or #12) 
#14. TOPOTECAN single term (MeSH) 
#15. (topotecan or hycamtin or hycamptamine) 
#16. (#14 or #15) 
#17. (#14 or #15) ( 2000 to current date ) 
#18. DOXORUBICIN explode tree 1 (MeSH) 
#19. (doxil or (doxorubicin next hydrochloride)

or (doxorubicin next hcl)) 
#20. (liposomal next doxorubicin) 
#21. (caelyx or adriamycin or rubex) 
#22. (liposome next encapsulated next

doxorubicin) 
#23. (#18 or #19 or #20 or #21 or #22) 
#24. #23 ( 2001 to current date ) 
#25. PACLITAXEL single term (MeSH) 
#26. (paclitaxel or docetaxel or taxol or taxotere) 
#27. (#25 or #26) 
#28. (#25 or #26) ( 2001 to current date ) 
#29. (#17 or #24 or #28) 
#30. (#13 and #29)

Science Citation Index
Index to Scientific and Technical
Proceedings
(Web of Knowledge)
2000/2001 – April 2004

((ovar* same (cancer* or tumo?r* or malignan* or
oncolog* or carcinoma* or neoplas* or mass* or
growth* or cyst*)) or (adenexa* same mass*)) and
(topotecan or hycamtin or hycamptamine)
[limit: 2000-2004]

((ovar* same (cancer* or tumo?r* or malignan* or
oncolog* or carcinoma* or neoplas* or mass* or
growth* or cyst*)) or (adenexa* same mass*)) and
(doxil or doxorubicin hydrochloride or
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doxorubicin hcl or liposomal doxorubicin or
caelyx or adriamycin or rubex or liposome
encapsulated doxorubicin)
[limit: 2001-2004]

((ovar* same (cancer* or tumo?r* or malignan* or
oncolog* or carcinoma* or neoplas* or mass* or
growth* or cyst*)) or (adenexa* same mass*)) and
(paclitaxel or docetaxel or taxol or taxotere)
[limit: 2001-2004]

Biosis
(Edina host)
2000/2001 – April 2004

ovar* w4 cancer* 
ovar* w4 tumo*r* 
ovar* w4 malignan* 
ovar* w4 oncolog* 
ovar* w4 carcinoma* 
ovar* w4 neoplas* 
ovar* w4 mass* 
ovar* w4 growth* 
ovar* w4 cyst*
adenexa* w4 mass*

and 

topotecan or hycamtin or hycamptamine (2000-
2004)
or
doxil or "doxorubicin hydrochloride" or
"doxorubicin hcl" (2001-2004)
or
"liposomal doxorubicin" or caelyx or adriamycin
(2001-2004)
or
rubex or "liposome encapsulated doxorubicin"
(2001-2004)
or
paclitaxel or docetaxel or taxol or taxotere 
(2001-2004)

OHE HEED
(CD-ROM)
2000/2001 – April 2004

ovarian or ovary or ovaries

and

topotecan or hycamtin or hycamptamine or doxil
or doxorubicin or caelyx or adriamycin or rubex
or paclitaxel or docetaxel or taxol or taxotere

Controlled Trials.com – mRCT / ISRCTN
(http://controlled-trials.com/)
2000/2001 – April 2004

ovarian and (topotecan or hycamtin or
hycamptamine or doxorubicin or doxil or caelyx
or adriamycin or rubex or paclitaxel or docetaxel
or taxol or taxotere)

Cancer Portfolio.org 
(http://www.cancerportfolio.org/)
2000/2001 – April 2004

Year = 2004; 2003; 2002; 2001; 2000
Type of Research = Causes of Cancer/Etiology;
Prevention; Early Detection, Diagnosis, and
Prognosis; Treatment; Cancer Control,
Survivorship and Outcomes Research
Type of Cancer = Ovarian Cancer
Any of these words = topotecan or hycamtin or
hycamptamine or doxorubicin or doxil or caelyx
or adriamycin or rubex or paclitaxel or docetaxel
or taxol or taxotere

Clinical Trials,gov 
(http://www.clinicaltrials.gov/)
2000/2001 – April 2004

topotecan or hycamtin or hycamptamine or
doxorubicin or doxil or caelyx or adriamycin or
rubex or paclitaxel or docetaxel or taxol or
taxotere [ALL-FIELDS] AND "ovarian cancer"
[CONDITION]
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Appendix 4

Excluded studies

Study details Reason for exclusion

Anonymous, 200279 Discussion article
Piccart, 200380 First-line therapy
Villella, 200281 Retrospective analysis
Gore, 200082 Review not SR
Soriano, 200083 Phase II study, not RCT
Glimelius, 200184 Background on treatment pathway in ovarian cancer
Hogberg, 200185 Review, not systematic
Karlsson, 200186 Included as relevant related SR
Vermoken, 200087 Background discussion on treatment in ovarian cancer
Mobus, 200088 Retrospective survival analysis of patients treated with topotecan
Fracasso, 200389 Phase II trial on oxaliplatin
Gronlund, 200290 Information on prognostic factors
Anonymous, 200291 Discussion article
Cannistra, 200292 Background article on CAP versus paclitaxel trial
du Bois, 200193 Dose-finding study of carboplatin gemcitabine combination
Chan, 200194 Longitudinal study on QoL after treatment
Slimane, 200395 Commentary on first-line treatment trials
Anonymous, 200096 Commentary on GOG111
Bernardi, 200397 Phase II study, not RCT
Markham, 200298 Abstract on the results of GOG/SWOG
Conte, 200099 Discussion on chemotherapy in second-line disease
Muggia, 2001100 Background: commentary on PLDH versus topotecan trial
Gonzalez-Martin, 2003101 Background: single versus combination therapy
Ross, 200146 Background: review article on treatment options for second-line

therapy
Zeimet, 2002102 Commentary paper in German
Covens, 200040 Relevant SR on topotecan
Johnston, 2001103 Background
Mayer, 2001104 Not an RCT; Phase II study
Markman, 2001105 General background on second-line therapy
Costa, 2001106 First-line therapy
Sun, 2002107 Background
Health Technology Board for Scotland, 2002108 Same as the NICE Guidance on the use of PLDH (Caelyx) for the

treatment of advanced ovarian cancer
Harper, 2002109 Review
Le, 2003110 Review of QoL issues
Kaye, 2002111 Review
Bookman, 2002112 Information on considerations in trial design
Anonymous, 2001113 Not data
Ohara, 2002114 Case report
Lehoczky, 2002115 Case report
Topuz, 2001116 Not an RCT; Phase II study
Markman, 2003117 Study on the impact of the sequence of delivery on neutropenia
Anonymous, 2001118 Background references for economics
Anonymous, 2001119 Background on oxaliplatin
Bilgin, 2003120 Treatment with second-line gemcitabine therapy
Wojciechowska-Lacka, 2003121 Study on disease progression after first-line paclitaxel and cisplatin or

carboplatin treatment
Castellano, 2002122 Phase II non-RCT
Alvarez, 2003123 Background on second-line treatment options
Armstrong, 2004124 Commentary on use of topotecan dosing
Armstrong, 2002125 Commentary on the use of topotecan
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Study details Reason for exclusion

Lakusta, 2001126 Cohort study on QoL measures
Hahn, 2003127 Study on QoL in patients treated with doxil as second-line therapy
Patel, 2001128 Background on the use of PLDH
Gold, 2003129 Topotecan combined with amifostine as second-line therapy
Hensley, 2001130 Background on AE of PLDH
Stebbing, 2002131 Commentary on trial 30-49
Holzner, 2002132 Background on QoL
Toffoli, 2002133 Correspondence article
Armstrong, 2003134 Bryostatin1 as the intervention
Chiara, 2004135 Non-RCT Phase II study
Latorre, 2002136 Background
Markman, 2000137 Background on choices for second-line therapy
Yasuda, 2002138 Phase II study not an RCT
Gorbunova, 2002139 Paper in Polish
Piccart, 2002140 Long-term follow-up results of GOG111
Pignata, 2001141 Background on QoL issues in gynaecological cancers
Goldwasser, 2001142 Commentary on oxaliplatin in cancers
Boruta, 2002143 Retrospective study; not an RCT
Ozols, 2002144 Commentary on the management of ovarian cancer
Mielcarek, 2002145 QoL of patients treated with paclitaxel as first-line therapy
Breidenbach, 2003146 Discussion article on side-effect profiles of different chemotherapy

regimens
Woronoff-Lemsc, 2001147 Background: economics
Favalli, 2002148 Protocol for the After-6 study
Beshara, 2002149 Retrospective analysis of the use of topotecan as a second-line therapy
Markman, 2003150 Background on disease stage measurement in ovarian cancer
Markman, 2003151 First-line therapy
Bolis, 2004152 First-line therapy
Slater, 2001153 Commentary on non-curative chemotherapy
Boehnke Michaud, 2000154 Background on paclitaxel
Baron-Hay, 2001155 Commentary on the use of oxaliplatin
Doyle, 2001156 Background: economics
Wagner, 2001157 Background on the use of paclitaxel–cisplatin
Le, 2003158 Background
Boos, 2003159 Discussion on off-label use of treatments
Fireman, 2000160 Cost of care for patients in cancer trials 
Lendermann, 2003161 Correction on letter to the editor
Bodurka-Bevers, 2000162 Background: economics
Bolis, 200175 Intervention is epidoxorubicin
Chan, 2003163 Background: QoL during chemotherapy
Donato, 2003164 Background: editorial
Flynn, 2002165 Background on optimum time interval between surgery and

chemotherapy
Gadducci, 2001166 Background
Anonymous, 2001167 Economic background
Neymark, 2002168 Background: economics
Geldblom, 2000169 Phase I study
Szucs, 2003170 Background: cost-effectiveness 
Van Den Bosch, 2001171 Not an RCT and not second-line therapy
ICON1 Collaborators, 2003172 Background: ICON 1
Piccart, 2000173 Commentary
Chan, 2003174 Commentary on the NICE guidance on PLDH
Anonymous, 2003175 Commentary on the NICE guidance on paclitaxel
Anonymous, 2002176 Commentary on NICE guidance for PLDH
Anonymous, 2002177 Commentary on single agent carboplatin as first-line treatment choice
Young, 2001178 Background: economics 
Copeland, 2003179 Protocol and rationale for ICON 5 (useful background)
Wenzel, 2004180 Abstract only: not clear that intervention is after failure of first-line

platinum-based therapy
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Scarfone, 2001181 Abstract only: not clear that this is second-line therapy after failure of
first-line platinum-based therapy

Gennatas, 2000182 Abstract only: not clear that this is second-line after failure of first-line
platinum-based therapy

Muggia, 2000183 First-line therapy
Piccart, 2000184 First-line therapy
Einhorn, 2003185 Background on radiation therapy
Nicholls, 2001186 Background: economics 
de Haes, 1987187 Background: QoL
Bolis, 1999188 Excluded: research update date of 2000
Dranitsaris, 2004189 Background: economics 
ICON Group, 2002190 Background: ICON 3 (first-line therapy)
Fiorica, 2003191 Background: use of topotecan for advanced treatment (useful specific

background)
Mutch, 2003192 Background: gemcitabine combination chemotherapy (general)
Stuart, 2003193 Background: first-line treatment regimens (general)
Fabbro, 2001194 Non-randomised Phase II study
Bankhead, 2004195 Useful general background article
Wang, 2003196 Commentary on ICON 4 (not useful as background)
ICON 1 & EOTTC – ACTION, 2003197 Platinum-based first-line therapy
Calhoun, 2001198 Background: economics
Moe, 2003199 Background: economics
Wu, 2001200 Reports on first-line therapy
Calhoun, 2003201 Impact of chemotherapy delays on QoL in patients undergoing first-line

chemotherapy (not specific to ovarian cancer)
Biamonte, 2000202 Topotecan versus nihil as maintenance therapy after first-line treatment
Moss, 2002203 Background: management of advanced ovarian cancer patients (general)
Adams, 2004204 Article on use of erythropoietin in USA
Guastalla, 2003205 Background on adverse events associated with paclitaxel
Katsumata, 2003206 Background on docetaxel
Kose, 2003207 Phase II study of gemcitabine + carboplatin
Maenpaa, 2003208 Background article on docetaxel
Gronlund, 2001209 Retrospective study of results of patients receiving

paclitaxel/carboplatin first-line therapy
Calhoun, 2003210 Psychometric properties of scale evaluating neuropathy
Piccart, 2003211 Does not have PLDH, topotecan or paclitaxel as an intervention
Bookman, 2003212 Background to GOG158 and ICON 5
Malik, 2000213 Commentary on single institution’s experience of participating in

topotecan trials
Vermorken, 2001214 Background on drug actions of oxaliplatin and paclitaxel
Bookman, 1998215 Not an RCT; preupdated searches
Kavanagh, 2002216 Not an RCT
Ojeda, 200351 Background: economics 
Jasas, 2003217 Phase II study of second-line use of oral topotecan + cisplain (i.v.)
Sehouli, 2001218 Abstract only: Phase II study (not randomised)
Lalisang, 2003219 First-line therapy with docetaxel, epirubicin and cisplatin
Wheatley, 2003220 Letter to the editor (useful commentary on ICON 4)
Mielke, 2003221 Study of different infusion times for paclitaxel in patients with different

types of cancer
Green, 2003222 Reply to letter to the editor (useful background on ICON 4)
Anonymous, 2003223 Commentary on the results of ICON 4
Vorobiof, 2003224 Phase II study of Caelyx + carboplatin (not randomised)
Newman, 2003225 Letter to the editor (useful commentary on ICON4)

AE, adverse events; GOG, Gynaecologic Oncology Group; SR, systematic review; SWOG, Southwark Oncology Group.





Clinical effectiveness studies were
assessed using the following
criteria based on CRD Report 4

1. Was the method used to assign participants to
the treatment groups really random?
(Computer-generated random numbers and
random number tables were accepted as
adequate, while inadequate approaches will
include the use of alternation, case record
numbers, birth dates and days of the week).

2. Was the allocation of treatment concealed?
(Concealment was deemed adequate where
randomisation is centralised or pharmacy
controlled, or where the following are used:
serially numbered identical containers, on-site
computer-based systems where the
randomisation sequence is unreadable until
after allocation, other approaches with robust
methods to prevent foreknowledge of the
allocation sequence to clinicians and patients.
Inadequate approaches will include: the use of
alternation, case record numbers, days of the
week, open random number lists and serially
numbered envelopes even if opaque).

3. Was the number of participants who were
randomised stated?

4. Were details of baseline comparability
presented in terms of myocardial infarction,
stroke, heart failure, hypertension, diabetes
and current or former smoker?

5. Was baseline comparability achieved in terms
of myocardial infarction, stroke, heart failure,
hypertension, diabetes and current or former
smoker?

6. Were the eligibility criteria for study entry
specified?

7. Were any co-interventions identified that may
influence the outcomes for each group?

8. Were the outcome assessors blinded to the
treatment allocation?

9. Were the individuals who administered the
intervention blinded to the treatment
allocation?

10. Were the participants who received the
intervention blinded to the treatment
allocation?

11. Was the success of the blinding procedure
assessed?

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

13. Were the reasons for withdrawals stated?
14. Was an intention to treat analysis included?

Items were graded in terms of ‘yes’ (item properly
addressed); ‘no’ (item not properly addressed);
‘partially addressed’ (item partially addressed);
‘unclear or not enough information’; or ‘NA’ (not
applicable).

Studies of cost-effectiveness were
assessed using the following
criteria; this is an updated version
of the checklist developed by
Drummond 
Study question

1. Costs and effects examined.
2. Alternatives compared.
3. The viewpoint(s)/perspective of the analysis is

clearly stated (e.g. NHS, society).

Selection of alternatives
4. All relevant alternatives are compared

(including do nothing if applicable).
5. The alternatives being compared are clearly

described (who did what, to whom, where and
how often).

6. The rationale for choosing the alternative
programmes or interventions compared is
stated.

Form of evaluation
7. The choice of form of economic evaluation is

justified in relation to the questions
addressed.

8. If a cost-minimisation design is chosen, have
equivalent outcomes been adequately
demonstrated?

Effectiveness data
9. The source(s) of effectiveness estimates used

are stated (e.g. single study, selection of studies,
systematic review, expert opinion).

10. Effectiveness data from RCT or review of
RCTs.
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11. Potential biases identified (especially if data
not from RCTs).

12. Details of the method of synthesis or meta-
analysis of estimates are given (if based on an
overview of a number of effectiveness studies).

Costs 
13. All the important and relevant resource use

are included.
14. All the important and relevant resource use

are measured accurately (with methodology).
15. Appropriate unit costs are estimated (with

methodology).
16. Unit costs are reported separately from

resource use data.
17. Productivity costs are treated separately from

other costs.
18. The year and country to which unit costs

apply is stated with appropriate adjustments
for inflation and/or currency conversion.

Benefit measurement and valuation
19. The primary outcome measure(s) for the

economic evaluation are clearly stated (cases
detected, life-years, QALYs, etc.).

20. Methods to value health states and other
benefits are stated (e.g. time trade-off).

21. Details of the individuals from whom valuations
were obtained are given (patients, members of the
public, health care professionals, etc.).

Decision modelling
22. Details of any decision model used are given

(e.g. decision tree, Markov model).
23. The choice of model used and the key input

parameters on which it is based are
adequately detailed and justified. 

24. All model outputs are described adequately.

Discounting
25. Discount rate used for both costs and benefits

given.
26. Do discount rates accord with NHS guidance

(1.5–2% for benefits; 6% for costs)?

Allowance for uncertainty
Stochastic analysis of patient-level data 
27. Details of statistical tests and confidence

intervals are given for stochastic data.
28. Uncertainty around cost-effectiveness

expressed (e.g. CI around ICER, CEACs).
29. Sensitivity analysis used to assess uncertainty

in non-stochastic variables (e.g. unit costs,
discount rates) and analytical decisions (e.g.
methods to handle missing data).

Stochastic analysis of decision models
30. Are all appropriate input parameters included

with uncertainty?
31. Is second-order uncertainty (uncertainty in

means) included rather than first-order
uncertainty (uncertainty between patients)?

32. Are the probability distributions adequately
detailed and appropriate?

33. Sensitivity analysis used to assess uncertainty
in non-stochastic variables (e.g. unit costs,
discount rates) and analytical decisions (e.g.
methods to handle missing data).

Deterministic analysis 
34. The approach to sensitivity analysis is given

(e.g. univariate, threshold analysis).
35. The choice of variables for sensitivity analysis

is justified.
36. The ranges over which the variables are

varied are stated.

Presentation of results
37. Incremental analysis is reported using

appropriate decision rules.
38. Major outcomes are presented in both a

disaggregated and an aggregated form.
39. Applicable to the NHS setting.

All items were graded as either ‘yes’ (item
adequately addressed); ‘x’, no (item not
adequately addressed); ‘?’, unclear or not enough
information; ‘NA’, not applicable; or ‘NS’, not
stated.
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Appendix 6

Data extraction tables

Trial: 30-4922

In the following tables and data, sources are
indicated by the following symbols preceding
entries. †, Extracted from Shering-Plough Ltd.
Data on File. A Phase III randomised, open-label
comparative study of Doxil/Caelyx versus topotecan
HCL in patients with epithelial ovarian carcinoma
following failure of first-line, platinum-based
chemotherapy. Final Report 2004. Kenilworth, NJ:
Schering-Plough Research Institute; 2004. 

±, Extracted from Schering-Plough Ltd. Caelyx
(pegylated liposomal doxorubicin hydrocholoride) in the
treatment of recurrent ovarian cancer in the United
Kingdom. A submission to the National Institute for
Clinical Excellence, 29 August 2001. Kenilworth, NJ:
Schering-Plough; 2001. ‡, Extracted from
Schering-Plough Ltd. Caelyx (pegylated liposomal
doxorubicin hydrocholoride) in the treatment of recurrent
ovarian cancer in the United Kingdom. A submission to
the National Institute for Clinical Excellence, 6 June
2004. Kenilworth, NJ: Schering-Plough: 2004.
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± Time to progression for subgroups based on baseline characteristics

Variable Subgroup Treatment n Median TTP HR 95% CI for HRa

(days)

Overall response ITT PLDH 239 113 1.176 0.972 to 1.423
Topotecan 235 119

Age <65 years PLDH 156 121 1.190 0.932 to 1.520
Topotecan 138 113

≥ 65 years PLDH 83 103 1.147 0.835 to 1.575
Topotecan 97 128

KPS at baseline <80 PLDH 39 53 0.867 0.523 to 1.438
Topotecan 37 71

≥ 80 PLDH 200 131 1.157 0.939 to 1.426
Topotecan 194 134

Drug-free interval after last ≤ 6 months PLDH 102 57 1.095 0.815 to 1.470
dose of first-line therapy Topotecan 109 94

>6 to PLDH 107 148 1.170 0.874 to 1.566
≤ 18 months Topotecan 94 131

>18 months PLDH 30 290 1.530 0.832 to 2.812
Topotecan 32 228

Bulky disease Present PLDH 111 92 1.143 0.863 to 1.151
Topotecan 111 110

Absent PLDH 128 131 1.206 0.929 to 1.565
Topotecan 124 128

Platinum sensitivity Sensitive PLDH 109 202 1.349 1.018 to 1.788
Topotecan 111 163

Refractory PLDH 130 66 1.046 0.807 to 1.356
Topotecan 124 95

Ascites Present PLDH 77 63 0.930 0.653 to 1.325
Topotecan 65 102

Absent PLDH 162 157 1.295 1.026 to 1.635
Topotecan 168 134

a 95% CIs were estimated from the original 90% CI reported using the following equations:
In 95% CI, lower CI = In HR – [1.96 × (In of HR – ln lower 90% CI)/1.645].
In 95% CI, upper CI = In HR + [1.96 × (In HR – ln upper 90% CI)/1.645].

† Long-term follow-up efficacy analysis 

Objective: To compare the efficacy of PLDH
versus topotecan in terms of survival and PFS
when 90% of participants had died or were lost to
follow-up.

Length of follow-up: 3 years.

† Outcome 1: overall survival 

PLDH (n = 239)
% censored: 16.7
Median survival (weeks): 62.7 (range: 1.7–258.3)

Topotecan (n = 235)
% censored: 8.9
Median survival (weeks): 59.7 (range: 1.6–247.1)
HR = 1.216 (95% CI: 1.00 to 1.478) p = 0.050
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Overall survival rates

PLDH Topotecan

Overall Alive Dead Censored Rate 95% CI Alive Dead Censored Rate 95% CI 
survivala (%) (%) 

1 132 104 3 56.3 50.0 to 62.6 126 108 1 54.0 47.6 to 60.3
2 80 154 5 34.7 28.6 to 40.8 54 178 3 23.6 18.1 to 29.1
3 38 185 16 20.2 14.9 to 25.5 24 201 10 13.2 8.8 to 17.7

a 1 year = 365 days; 2 years = 731 days; 3 years = 1096 days.

Overall survival rates – platinum-sensitive disease

PLDH Topotecan

Overall Alive Dead Censored Rate 95% CI Alive Dead Censored Rate 95% CI 
survivala (%) (%) 

1 year 79 28 2 74.1 65.8 to 82.4 72 37 1 66.2 57.4 to 75.1
2 years 53 52 4 51.2 41.6 to 60.7 33 75 2 31.0 22.2 to 39.7
3 years 26 75 8 28.4 19.6 to 37.1 16 89 5 17.5 10.2 to 24.7

a 1 year = 365 days; 2 years = 731 days; 3 years = 1096 days.

† Overall survival rates – platinum-refractory disease

PLDH Topotecan

Overall Alive Dead Censored Rate 95% CI Alive Dead Censored Rate 95% CI 
survivala (%) (%) 

1 53 76 1 41.5 32.8 to 50.1 54 71 0 43.2 34.5 to 51.9
2 27 102 1 21.1 14.1 to 28.2 21 103 1 17.2 10.5 to 23.8
3 12 110 8 13.8 7.6 to 20.0 8 112 5 9.5 4.2 to 14.7

a1 year = 365 days; 2 years = 731 days; 3 years = 1096 days.

† Platinum sensitive disease

PLDH (n = 109)
% censored: 22.0
Median survival (weeks): 107.9 (range: 6.9–258.3)

Topotecan (n = 110)
% censored: 10.9
Median survival (weeks): 70.1 (range: 1.6–24.1+)
HR = 1.432 (95% CI: 1.066 to 1.923); p = 0.017

† Platinum-refractory disease

PLDH (n = 130)
% censored: 12.3
Median survival (weeks): 38.3 (range: 1.7–253.9+)

Topotecan (n = 125)
% censored: 7.2
Median survival (weeks): 42.1 (range: 1.6–239.3)
HR = 1.069 (95% CI: 0.823, 1.387); p = 0.618



Health Technology Assessment 2006; Vol. 10: No. 9

163

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.

† Overall survival for subgroups according to baseline disease characteristics

Variable Group N HR 95% CI for HR

Manufacturer’s ITT 474 1.216 1.00 to 1.478

Age <65 year 294 1.322 1.022 to 1.710
≥ 65 years 180 1.077 0.786 to 1.477

Baseline KPS <80 76 0.871 0.531 to 1.427
≥ 80 394 1.242 0.999 to 1.543

Drug-free interval ≤ 6 months 211 1.103 0.826 to 1.474
>6 to ≤ 8 months 201 1.284 0.945 to 1.744
>18 months 62 1.191 0.663 to 2.137

Bulky disease Present 213 1.l131 0.849 to 1.506
Absent 261 1.294 0.991 to 1.691

Platinum sensitivity Sensitive 219 1.432 1.066 to 1.923
Refractory 255 1.069 0.823 to 1.387

Baseline ascites Present 142 0.978 0.689 to 1.389
Absent 330 1.387 1.088 to 1.768

† Outcome 2: PFS
PLDH (n = 239)
% censored: 2.9
Median PFS (weeks): 16.1 (range 1.3–163.4+)

Topotecan (n = 235)
% censored: 3.0
Median PFS (weeks): 16.9 (range: 0.4–178.6)
HR = 1.118 (95% CI: 0.928 to 1.347); p = 0.241

Platinum-sensitive disease
PLDH (n = 109)
% censored: 2.8
Median PFS (weeks): 27.3 (range: 2.4–151.9)

Topotecan (n = 110)
% censored: 1.8
Median PFS (weeks): 22.7 (range: 0.4 = 155.9+)
HR = 1.287 (95% CI: 0.l977 to 1.694); p = 0.072

Platinum-refractory disease
PLDH (n = 130)
% censored: 3.1
Median PFS (weeks): 9.1 (range: 1.3–162.4)

Topotecan (n = 125)
% censored: 4.0
Median progression free survival (weeks): 13.6 (range: 1.4–178.6)
HR = 0.992 (95% CI: 0.770 to 1.279); p = 0.952
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† Overall survival for subgroups according to baseline disease characteristics

Variable Group N HR 95% CI for HR

Manufacturer’s ITT 474 1.118 0.928 to 1.347

Age <65 year 294 1.207 0.949 to 1.534
≥ 65 years 180 1.027 0.754 to 1.398

Baseline KPS <80 76 0.869 0.519 to 1.454
≥ 80 394 1.104 0.900 to 1.354

Drug-free interval ≤ 6 months 211 0.994 0.747 to 1.322
>6 to ≤ 18 months 201 1.093 0.817 to 1.461
>18 months 62 1.371 0.789 to 2.382

± Numbers and percentages of patients with maintenance of or improvement in QoL scores at 
12 weeks

Scales Caelyx Topotecan

No. % No. %

Physical functioning 66/118 56 60/107 56
Role functioning 77/118 65 63/109 58
Emotional functioning 80/119 67 80/108 74
Cognitive functioning 87/119 73 79/108 73
Social functioning 82/119 69 69/108 64
Global QoL 68/117 58 54/104 52
Fatigue 67/118 57 61/109 56
Nausea/vomiting 86/119 72 77/109 71
Pain 76/119 64 88/109 81

± Number and percentages of patients with maintenance of or improvement in QoL scores at 
12 weeks for platinum-sensitive and platinum-refractory subgroups

Scales Platinum sensitive Platinum-refractory

Caelyx Topotecan Caelyx Topotecan

N. % No. % No. % No. %

Physical functioning 38/65 58 30/57 53 28/53 53 30/50 60
Role functioning 36/65 55 30/59 51 41/53 77 33/50 66
Emotional functioning 38/65 58 40/58 69 42/54 78 40/50 80
Cognitive functioning 48/65 74 42/58 72 39/54 72 37/50 74
Social functioning 39/65 60 34/58 59 43/54 80 35/50 70
Global QoL 36/64 56 25/56 45 32/53 60 29/48 60
Fatigue 29/65 45 30/59 51 38/53 72 31/50 62
Nausea/vomiting 44/65 68 42/59 71 42/54 78 35/50 70
Pain 35/65 54 49/59 83 41/54 76 39/50 78

± Quality-adjusted time without symptoms or toxicity survival analysis (Q-TwiST): time (in months)
spent in the three health states and their differences

Health states Caelyx Topotecan Difference (95% CI)

TOX (grade 3 or higher) 0.84 1.54 –0.70 (–1.04 to –0.36)
Twist 4.65 3.51 1.14 (0.46 to 1.82)
PROG (until death or 15 months postrandomisation) 5.07 5.53 –0.46 (–1.31 to 0.39)
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† Outcome 2: progression-free survival
PLDH (n = 239)
% censored: 2.9
Median PFS (weeks): 16.1 (range 1.3–163.4+)

Topotecan (n = 235)
% censored: 3.0
Median PFS (weeks): 16.9 (range: 0.4–178.6)
HR = 1.118 (95% CI: 0.928 to 1.347); p = 0.241

Platinum-sensitive disease
PLDH (n = 109)
% censored: 2.8
Median PFS (weeks): 27.3 (range: 2.4–151.9)

Topotecan (n = 110)
% censored: 1.8
Median PFS (weeks): 22.7 (range: 0.4–155.9+)
HR = 1.287 (95% CI: 0.l977 to 1.694); p = 0.072

Platinum-refractory disease
PLDH (n = 130)
% censored: 3.1
Median PFS (weeks): 9.1 (range: 1.3–162.4)

Platinum-sensitive disease
PLDH (n = 109)
Total (CR + PR): 32/109 (29.4%) (95% CI: 20.8 to
37.9%)
CR: 8/109 (7.3%)
PR: 24/109 (22.0%) 

Topotecan (n = 110)
Total (CR + PR): 31/110 (28.2%) (95% CI: 19.8 to
36.6%)
CR: 9/110 (8.2%)
PR: 22/110 (20.0%) 

PLDH (n = 130)
Total (CR + PR): 15/130 (11.5%) (95% CI: 6.0 to
17.0%)
CR: 1/130 (0.8%)
PR: 14/130 (10.8%)

Topotecan (n = 125)
Total (CR + PR): 9/125 (7.2%) (95% CI: 2.7% to
11.7%)
CR: 2/125 (1.6%)
PR: 7/125 (5.6%)

Outcome 1: Overall survival (non-stratified log-
rank test)
PLDH (n = 240)
% censored: 16.7
Median overall survival (weeks): 63.6 
(range: 1.7–258.3)

Topotecan (n = 241)
% censored: 9.1
Median overall survival (weeks): 57.0 
(range: 0.1–247.1+)
HR = 1.246 (95% CI: 1.028 to 1.511); p = 0.025
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Meeting: 2003 ASCO Annual Meeting
Category: Gynecologic Cancer 
Subcategory: Gynecologic Cancer 

Randomised phase II study of carboplatin (C)
versus paclitaxel–carboplatin (PC) in platinum-
sensitive (PS) recurrent advanced ovarian
carcinoma (AOC) with assessment of quality of
life (QoL): a GEICO (Spanish Group for
Investigation on Ovarian Carcinoma) study

Abstract No: 1812
Citation: Proc Am Soc Clin Oncol 2003; 22: 451,
(abstr 1812)

Authors: AA Gonzalez Martin, E Calvo, I Bover,
MJ Rubio, A Arcusa, A Casado, B Ojeda, C Balana,
MC Gonzalez, A Herrero, A Pelegri, A Cervantes;
Hospital Universitario Ramon y Cajal, Madrid;
Hospital Virgen del Rocio, Seville; Hospital Sant
Joan, Reus; Hospital Reina Sofia, Cordoba;
Hospital de Terrasa, Barcelona; Hospital Clinico
San Carlos, Madrid; Hospital Sant Creu i Sant Pau,
Barcelona; Hospital Trias i Pujol de Badalona,
Barcelona; Hospital Virgen de la Luz, Cuenca,
Spain; Hospital Miguel Servet, Zaragoza, Spain

Abstract: The role of platinum (P)-based
polychemotherapy (CT) versus monotherapy with
P in PS recurrent AOC is not well known because
of the small number of randomised clinical trials
in this context. Our objective was to determine if
PC is superior to C in terms of response rate
measured by CT scan and/or CA-125 criteria.
Methods: Pts with recurrent AOC, <3 previous CT
lines, P-based CT in the last treatment, and a P-
free interval (PFI) of more than 6 months (m),
were randomised to C AUC = 5 (A) or P
175 mg/m2 plus C AUC = 5 (B), both every
21 days for 6 cycles. Stratification between 1 or 2
previous lines and 6–12 or >12 m PFI was made.
Results: 80 pts have been included from May 2000
and data of the first 77 pts have been analysed (38
A/39 B). 74 pts are valuable for toxicity (38/36). 3
pts randomised to PC did not receive any cycle but
had been included in the intent-to-treat analysis.
No differences in significant prognostic factors
except for more ECOG 2 pts in A (18.4% vs 2.6%;
p = 0.056). Median PFI was (A/B) 14 m and 13 m.
379 cycles have been administered with a median
of 3 in both arms. NCI-CTC haematological
toxicities included (% of pts C/PC): anaemia

(15.8/5.6), neutropenia (10.5/19.4) and
thrombocytopenia (13.1/2.8). NCI-CTC non-
haematological toxicity grade 2–4 (% pts C/PC):
Carboplatin allergy (5.3/16.6), vomiting
(26.3/13.9), mucositis (0/16.7; p = 0.02),
neurosensory (2.6/19.4; p = 0.051),
arthralgia–myalgia (7.9/36.1; p = 0.003), asthenia
(15.7/25). The intent-to-treat overall response rate
was 52.6 % with C (21% CR + 31.6% PR) and
74.4% with PC (23.1% CR + 51.3% PR),
p = 0.047. PD was observed in 31.6% with C and
5.1% with PC (p = 0.002). Median time to
progression has not been reached with PC. QoL
analysis is ongoing. Conclusions: PC
polychemotherapy seems superior to C
monotherapy in terms of response rate, with an
acceptable toxicity profile. Mature survival data
and QoL analysis are necessary to consider PC as
the treatment of choice in PS recurrent AOC.

Meeting: 2000 ASCO Annual Meeting
Category: Gynecologic Cancer
SubCategory: Gynecologic Cancer 

Randomised trial comparing
paclitaxel + doxorubicin (AT) versus paclitaxel
(T) as second line therapy for advanced ovarian
cancer (AOC) patients in early progression after
platinum based chemotherapy

Abstract No: 1506

Authors: V Torri, I Floriani, A Tinazzi, P Franco
Conte, A Ravaioli, M Grazia Cantù, R Rossi,
L Grassi, G Parma, N Colombo; Mario Negri
Institute for Pharmacological Research, Milan, Italy;
St Chiara Hospital, Division of Medical Oncology,
Pisa, Italy; Department of Oncology, Infermi
Hospital, Rimini, Italy; San Gerado Hospital of
Monza, University of Milano, Italy; Department of
Psychology, University of Vermont, Burlington,
USA; European Institute of Oncology, Milan, Italy.

Abstract: From October 1994 to June 1999, 234
patients from 35 Italian hospitals have been
randomised into a study aimed at evaluating the
role of AT (doxorubicin (A): 80 mg/m2 iv q 21 days
× 4–6 cycles; paclitaxel (T): 175 mg/m2, 3 hours
infusion q 21 days × 4–6 cycles) vs. T (paclitaxel
(T): 175 mg/m2, 3 hours infusion q 21 days ×
4–6 cycles), as second line therapy for AOC
patients. Patients in progressive disease within
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12 months from the end of first-line platinum
based-therapy, were eligible for the study. At the
time of this analysis, 96 out of 118 (81%) patients in
AT arm and 90 out of 116 in T arm (78%) are
evaluable for the analysis. Platinum-based
monochemotherapy was the first-line treatment in
42% patients, while polychemotherapy containing A
was the preferred first-line therapy in 26% patients.
Median duration of first-line therapy was 4 months,
median time from the end of first line therapy to
randomisation was 5 months (range 3–12). Seventy-
eight percent in T arm and 72% of patients in AT
arm received at least 4 cycles of therapy. Treatment
was completed without modification in 48% and
28% of T and AT patients respectively.
Haematological toxicity was significantly more
common in AT patients (grade 3–4 reduction in
WBC count: 24% in AT vs. 7% in T arm).
Neuropathies were similar in both arms (Sensory:
15% WHO grade 2 or 3, Motor: 4% grade 2 or 3).
Objective response was achieved in 54% of patients
in T and in 52% of patients in AT arm. At a median
follow-up time of 24 months, a total of 150 patients
have progressed and 124 have died. Survival
analysis showed no evidence of a difference between
AT and T (median time to progression: 6.6 and
7.5 months, median survival: 12 and 14 months for
AT and T respectively; hazard ratio for mortality of
AT vs. T: 1.17 [95% CI 0.82–1.66] p = 0.39). AT is
not more effective than T in AOC patients
refractory to platinum-based chemotherapy.

Meeting: 2001 ASCO Annual Meeting
Category: Gynecologic Cancer
SubCategory: Gynecologic Cancer

Multicenter randomized Phase II study of
oxaliplatin (OXA) or topotecan (TOPO) in
platinum-pretreated epithelial ovarian cancer
(EOC) patients (pts)

Abstract No: 847
Authors: JB Vermorken, M Gore, T Perren,
I Vergote, N Colombo, P Harper, G Rustin,
A Bonetti, P Zola, N Le Bail, S Brienza;
UZ Antwerpen, EDEGEM, Belgium; Royal Marsden
Hospital, London, UK; Saint James’s University
Hospital, Leeds, UK; UZ Gasthuisberg, Leuven,

Belgium; Instituto Europeo di Oncologia, Milan,
Italy; Guy’s Hospital, London, UK; Mount Vernon
Hospital, Northwood, UK; Azienda Ospedaliera di
Verona, Verona, Italy; Università di Torino, Turin,
Italy; Sanofi-Synthélabo Recherche, Paris, France;
Debioclinic SA, Charenton le Pont, France

OXA, a new DACH platinum (Pt) with preclinical
evidence of partial non cross-resistance with
Cisplatin/Carboplatin, has shown in a previous
randomized phase II study (JCO, 2000
Mar;18(6):1193–202) similar activity and favorable
safety profile when compared to taxol (TAX) in
heavily pretreated EOC pts. We conducted a
randomized phase II trial to evaluate OXA
130 mg/m2 day (D)1/q 3 wks vs TOPO 1.5 mg/m2

D1 to D5/ q 3 weeks. Eligibility criteria included a
relapsing progressive EOC, pretreatment with 1 or
2 prior Pt chemotherapy lines (Pt free-interval(PFI)
<12 months), bidimensionally measurable disease,
WHO performance status (PS) 0–2, adequate
hematologic and renal functions. Stratification
factors were: institution, PS 0–1 vs 2, PFI 0–6 mos
(“refractory” pts) or 6–12 mos (“potentially
sensitive” pts), number of prior Pt based regimens
(1 vs 2), prior TAX (yes vs no). The primary
endpoint was response rate (RR), with time to
progression, overall survival, safety and quality of
life as secondary endpoints. Efficacy was evaluated
by radiological assessment every 6 wks and
externally reviewed; responses were confirmed at
least 4 wks later. 158 pts were randomized, 156
treated and evaluable for toxicity (78 pts in each
arm). Pts characteristics were well balanced
between the two arms. Results: the confirmed RR
were 11.4% (9/79) for OXA vs 8.9% (7/79) for
TOPO. The confirmed RR in Pt-refractory pts were
3.9% (2/51) for OXA and 5.7% (3/53) for TOPO.
Discontinuations due to treatment-related adverse
events (AE) occurred in 4 pts in each arm. There
were no treatment-related deaths with OXA vs 2
with TOPO. Main AEs are shown in the table
below. Conclusion: the favorable safety profile
combined with the similar activity observed in this
study supports the role of OXA in patients failing
Pt-based chemotherapy. Final results will be
presented at the meeting. Sponsors: Sanofi-
Synthelabo Recherche/Debiopharm SA.
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Toxicities (NCI-CTC grade 3–4) OXA (n = 78) % pts TOPO (n = 78) % pts

Neutropenia 3.9 94
Febrile neutropenia 0 23
Thrombocytopenia 5.2 43.6
Alopecia 0 24.4
Diarrhea 11,6 3.6
Vomiting 19.2 6.4
Neurosensory 23 3.9
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Economics included studies

Included/excluded studies

Study Details Include/exclude

Ojeda, 200351 Cost-minimisation in 2nd line Include
Frequency and cost of adverse events

Neymark, 2002168 Cost-effectiveness in 1st line Exclude

Smith, 2001226

Abstract50 Cost-minimisation 2nd line Exclude

Fireman, 2000160 Review Exclude

Szucs, 2003170 Review Exclude

Capri, 200352 Cost minimisation in 2nd line
Frequency and cost of adverse events Include

Bodurka-Bevers, 2000162 Review Exclude
Some information about appropriate treatments

Young, 2001178 Review + model of 1st line
Useful information on how to model for 2nd line Exclude

Smith, 200250 Cost-minimisation (reports results of survival Include
analysis) in 2nd line
UK costs and resource use

Girre, 2003227 Cost minimisation in 2nd line Exclude

Karlsson, 200186 Review Exclude

Prasad, 200453 Cost analysis in 2nd line Include

Doyle, 2001156 Cost analysis in 2nd/3rd line Exclude 

Anonymous, 2001118 Review Exclude

Woronoff-Lemsi, 2001147 Cost minimisation in 1st line Exclude
Abstract

Sun, 2002107 Review QoL Exclude

Le, 2004158 Review QoL Exclude

Anon, 2001167 Review of drug prices Exclude

Calhoun, 2000198

Abstract Review of toxicity costs Exclude

Smith, 2001228

Abstract50 Cost-effectiveness of 2nd line Exclude

Ortega, 199769 Cost–utility of 1st line Exclude
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Review of Smith and colleagues:50 A comparative economic analysis of pegylated
liposomal doxorubicin versus topotecan in ovarian cancer in the USA and the UK

Authors Smith DH, Adams JR, Johnston SR, Gordon A, Drummond MF, Bennett CL.

Date 2002

Type of economic evaluation Cost-minimisation

Currency used US$ (UK costs also reported in US$)

Year to which costs apply 2000

Perspective used Payer in USA and UK

Time frame In absence of disease progression, treatment continued for up to 1 year

Comparators PLDH and topotecan

Source(s) of effectiveness data Gordon et al.22

Source(s) of resource use data As above + expert opinion (USA and UK) to estimate the resource use associated with
adverse events – method not described. Inpatients’ stays due to adverse events were only
counted for those experiencing events graded 3 or 4, to account for likely excess of
protocol admissions

Source(s) of unit cost data UK: drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BMJ Books; 1999)
Blood products from the National Blood Authority, 2000 Tariff (reference not given)
Inpatient stays from a national costing database of hospital trusts (NHS Executive. The
New NHS 1999 Reference Costs (CD-ROM). Catalogue no. 10756. Leeds: NHS Executive;
1999)
Intensive care unit cost from UK study (Edbrooke D, Hibbert C, Kingsley J, Smith S,
Bright NM, Quinn JM, et al. “The patient-related costs of care for sepsis patients in a
United Kingdom adult general intensive care.” Crit Care Med 1999;27:1760–7)
Costs of outpatient visits and chemotherapy administration taken from tariffs at a UK
cancer centre (reference not given)
USA: costs were taken from prior studies looking at costs of cancer care (Stinson TJ,
Calhoun E, Yang T, Lurain JR, Bennett CL, et al. Cost analysis of second-line therapies for
platinum-refractory ovarian cancer: reimbursement dilemmas for Medicare patients.
Cancer Invest 1999;17:559–65)

Modelling approach used Resource use extrapolated between settings (Europe to USA and vice versa). Ordinary
least squares (OLS) regression used to predict patient-specific resource use for specific
items

Resource use for the 35 patients with missing data was imputed as a zero cost from time
of censoring

Summary of effectiveness results Gordon et al.22

Summary of cost results Total cost per person in topotecan was $12,325 higher in North American group and
$2909 higher in European group than PLDH. This cost difference was mainly due to
increased cost of hospitalisations, management of neutropenia and blood transfusions for
topotecan

Summary of cost-effectiveness Costs and outcomes not combined
results

Sensitivity analysis Some variation in resource use is lost by not using patient-specific estimates, therefore a
sensitivity analysis was undertaken using only local patients to estimate resource use. In
the North American analysis PLDH was cost saving in all of the bootstrap replicates. In
the European analysis PLDH was cost saving in 89% of the bootstrap replicates

Given that PLDH was less costly, a sensitivity analysis was undertaken such that all
assumptions were in favour of topotecan. In the North American sensitivity analysis
PLDH is always cost saving. In the European sensitivity analysis PLDH is cost saving 93%
of the time.

Main conclusions In this clinical trial of second-line ovarian cancer treatments, PLDH in comparison with
topotecan was associated with similar clinical outcomes, different toxicity profiles and
higher acquisition costs, but lower toxicity management cost, leading to lower overall cost
of care
Setting also appears to play an important part in assessing costs
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Review of Ojeda and colleagues:51 Cost-minimisation analysis of pegylated
liposomal doxorubicin hydrochloride versus topotecan in the treatment of patients
with recurrent epithelial ovarian cancer in Spain

Authors Ojeda B, de Sande LM, Casado A, Merino P, Casado MA

Date 2003

Type of economic evaluation Cost minimisation

Currency used Euros

Year to which costs apply 2001

Perspective used Health service

Time frame In absence of disease progression treatment continued for up to 1 year

Comparators PLDH and topotecan

Source(s) of effectiveness data Gordon AN, Fleagle JT, Guthrie D, Parkin DE, Gore ME, Lacave AJ. Recurrent epithelial
ovarian carcinoma: a randomized phase III study of pegylated liposomal doxorubicin
versus topotecan. J Clin Oncol 2004;19:3312–22
Trial included 474 ovarian cancer patients who had failed first-line therapy with a
platinum-based agent (cisplatin or carboplatin)
This trial was used to support the fact that there was no significant difference in survival
between the two treatments and provide the resource use and adverse events associated
with them.

Source(s) of resource use data As above + expert opinion to estimate the resource use associated with adverse events –
methods to derive opinion not described

Source(s) of unit cost data Costs of drugs from Spanish catalogue of medicinal products
Unit costs of procedures and tests from Spanish database of sanitary costs (SOIKOS, Base
de datos de costes sanitarios, 2001) and published literature (not referenced)

Modelling approach used No modelling undertaken

Summary of effectiveness Overall PFS was 113 for PLDH and 117 for topotecan. Overall 
results response was 19.7% for PLDH and 17% for topotecan. The difference between PLDH

and topotecan was more marked in platinum-sensitive patient. Median PFS was 28.9 and
23.3 weeks for PLDH and topotecan, respectively

Summary of cost results Total costs = differ significantly between PLDH and topotecan: PLDH = 9614 ,
topotecan = €11,824. This cost difference is mainly due to the increase in adverse
events associated with topotecan

Summary of cost-effectiveness Not undertaken
results

Sensitivity analysis Sensitivity analysis undertaken on length of hospitalisation, total number of cycles given,
cost of antiemetics, lower dosage of study drug and assuming application of all changes in
favour of topotecan
Sensitivity analysis showed results were robust

Main conclusions Total costs of drug administration per patient do not differ substantially between the two
study drugs. However, the total costs show that costs are lower for PLDH. Sensitivity
analysis shows that these results are robust
There are some limitations, namely data for analysis taken from an efficacy study not
designed to look specifically at resource use, adverse event resource use derived from
expert opinion, QoL and patients, preferences not considered and indirect costs
associated with the regimes have not been included
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Review of Capri and Cattaneo:52 Cost-minimisation analysis of pegylated liposomal
doxorubicin versus topotecan for the treatment of ovarian cancer in Italy

Authors Capri S, Cattaneo G

Date 2003

Type of economic evaluation Cost minimisation

Currency used Euros

Year to which costs apply 2002

Perspective used Italian NHS

Time frame In absence of disease progression treatment continued for up to 1 year

Comparators PLDH and topotecan

Source(s) of effectiveness data Gordon et al.22

Source(s) of resource use data As above + expert opinion to estimate the resource use associated with adverse events –
Delphi method used to derive estimates from 5 Italian oncologists

Source(s) of unit cost data Drug costs from the drug formulary (Drug formulary. Milan: Masson; 2002)
Medical visits and laboratory tests from national charges (Italian Ministry of Health.
National tariffs for tests and ambulatory services. Rome: Italian Ministry of Health; 2002)
Hospitalisations from the Italian DRG’s reimbursement rates (Italian Ministry of Health.
National tariffs for hospital stays–DRGs. Rome: Italian Ministry of Health; 2002)

Modelling approach used No modelling undertaken

Summary of effectiveness results Gordon et al.22

Summary of cost results Mean total costs per patient were €8812 for PLDH and €15,788 for topotecan. This cost
difference is mainly due to the increase in adverse events associated with topotecan

Summary of cost-effectiveness Not undertaken
results

Sensitivity analysis Sensitivity analysis undertaken on resource use associated with adverse events, using
minimum and maximum values (source not specified). Sensitivity analysis showed a broad
variation in mean costs per patient for both treatments; however, the conclusion that PLS
was less costly did not change

Main conclusions Present analysis suggests the net cost-saving capability of PLDH which required fewer
ambulatory care-centre visits for treatment administration and was associated with fewer
severe adverse events than topotecan. The results of this analysis are consistent with
those of a previous study using data from the USA and UK
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Review of Prasad and colleagues:53 Costs of treatment and outcomes associated
with second-line therapy and greater for relapsed ovarian cancer

Authors Prasad M, Ben-Porat L, Hoppe B, Aghajanian C, Sabbatini P, Chi DS, Hensley ML

Date 2004

Type of economic evaluation Cost-effectiveness (?)

Currency used US$

Year to which costs apply Not stated

Perspective used Not stated

Time frame One course of chemotherapy. Time frame not stated

Comparators Topotecan and gemcitabine

Source(s) of effectiveness data Economic evaluation conducted alongside a cohort-study (not randomised) looking at
single-agent chemotherapy with topotecan or gemacitabine as 2nd line therapy in patients
with recurrent (progression or recurrence within or during 6 months of treatment)
platinum- and paclitaxel-resistant ovarian cancer
56 patients received gemacitabine and 51 patients received topotecan. Topotecan was
administered for 5 days every 21 days and gemacitabine was administered once a week
for 3 weeks (1-week rest)
Data on response available for 50/51 topotecan patients

Source(s) of resource use data Resource use collected alongside the trial
5 patents receiving topotecan were not included in the cost analysis

Source(s) of unit cost data Direct medical charges for the trial hospital were collected. These were then converted
to true costs using institutional, departmental or resource use, category-specific ratios of
charges to costs

Modelling approach used Kaplan–Meier method used to estimate PFS and overall survival. Potential predictors of
PFS and overall survival were investigated using the Cox proportional hazards model
Multivariate logistic regression used to analyse the covariates associated with clinical
benefit

Summary of effectiveness results 13 patients receiving gemacitabine displayed clinical benefit compared with 28 receiving
topotecan
Median time to progression was 1.8 months for gemacitabine and 3.6 months for
topotecan
Median overall survival was 8.2 months for gemacitabine compared with 16.8 months for
topotecan
Potential predictors of response (age, number of prior salvage regimes, time from last
prior treatment for recurrent/persistent disease, duration of clinical remission) were
evaluated for possible associations with clinical benefit, TTP and overall survival. There
were no significant associations

Summary of cost results Topotecan was significantly more expensive then gemacitabine. The mean patient cost per
course was $28,098 for topotecan and $13,937 for gemacitabine. This was mostly due to
the chemotherapy drug cost and delivery

Summary of cost-effectiveness Costs and outcomes were not combined
results

Sensitivity analysis Sensitivity analysis was not undertaken 

Main conclusions The data suggest that topotecan and gemcitabine are both active as single agents and
associated with moderate rates of objective clinical response and clinical benefit in heavily
pretreated platinum- and paclitaxel-resistant patients



Appendix 8

240

Review of GSK submission:76 HycamtinT Topotecan Hydrochloride. National
Institute for Clinical Excellence: Health Technology Re-appraisal

Author GlaxoSmithKline 

Date 2004

Type of economic evaluation Cost minimisation

Currency used UK£

Year to which costs apply A unique price year was not given

Perspective used UK NHS

Time frame Treatment continued for up to 1 year

Comparators Topotecan and PLDH

Source(s) of effectiveness data Gordon et al.22

Trial included 474 ovarian cancer patients who had failed first-line therapy with a
platinum-based agent (cisplatin or carboplatin)
This trial was used to support the fact that there was no significant different in survival
between the two treatments and to provide resource use associated with adverse events
(except neutropenia)

Source(s) of resource use data An audit of current practice for relapsed ovarian cancer in UK was used to collect
information on resource use. This audit included 9 UK centres and 92 patients receiving
topotecan versus 60 patients receiving PLDH
Mean drug dosage (for topotecan and PLD), number of treatment cycles, resource use
associated to drug administration and management of neutropenia were directly taken
from the audit. Resource utilisation associated with other adverse events was taken from
the Gordon et al.22 study and adjusted by audit data, assuming that lower drug doses
would lead to a reduction in the rate of adverse events

Source(s) of unit cost data Drug costs, blood products and inpatients stay were taken from the Smith study.50 In this
study the sources of unit costs were the following:
Drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BMJ Books; 1999)
Blood products from the National Blood Authority, 2000 Tariff (reference not given)
Inpatient stays from a national costing database of hospital trusts (NHS Executive. The
New NHS 1999 Reference Costs (CD-ROM). Catalogue no. 10756. Leeds: NHS Executive;
1999).
Outpatients visits, consultations and monitoring tests were instead taken from NHS
Reference Costs 2003 and National Tariffs 2004 (reference not given)

Modelling approach used No modelling undertaken

Summary of effectiveness results The overall response rate was 19.7% in the PLDH group versus 17% in the topotecan
group (p = 0.39), and the median PFS was 16.1 weeks versus 17.0 weeks, respectively
(p = 0.095) and overall survival 60 weeks versus 56.7 weeks, respectively (p = 0.341).
However, the difference between PLDH and topotecan was more marked in platinum-
sensitive patients where the median PFS was 28.9 and 23.3 weeks for PLDH and
topotecan, respectively (p = 0.037)

Summary of cost results Total cost per patient was estimated as £7773.03 for topotecan and £8080.43 for PLDH.
The higher drug costs for PLDH were only partly offset by lower administration costs and
adverse event costs

Summary of cost-effectiveness Costs and outcomes not combined
results

Sensitivity analysis No sensitivity analyses were performed

Main conclusions Topotecan and PLDH were similar in terms of both costs and effectiveness data, although
some differences in drug toxicity were found. It is inappropriate to recommend PLDH as
preferred option and both treatments should be recommended as equal choices for
second-line therapies of epithelial ovarian cancer
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Review of Schering submission:23 Caelyx (pegylated liposomal doxorubicin
hydrocholoride) in the treatment of recurrent ovarian cancer in the United
Kingdom

Author Schering-Plough Ltd 

Date 2004

Type of economic evaluation Cost minimisation

Currency used UK£

Year to which costs apply A unique price year was not given

Perspective used UK NHS

Time frame Economic analysis performed on 1-year effectiveness data. Long-term follow-up (3 years)
for health outcomes was also conducted.

Comparators Topotecan and PLD

Source(s) of effectiveness data Gordon et al.22

Long-term follow-up efficacy analysis based on
Gordon AN, Tonda M, Sun S, Rackoff W, Doxil Study 30-49 Investigators. Long-term
survival advantage for women treated with pegylated liposomal doxorubicin compared
with topotecan in a Phase 3 randomised study of current and refractory epithelian ovarian
cancer. Gynecol Oncology 2004;95(1)1–8.

Source(s) of resource use data Drug mean dosage, number of treatment cycles and resource use for drug administration
were directly taken from trial data. Expert opinion was used to estimate the resource use
associated with adverse events

Source(s) of unit cost data Drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BMJ Books; 1999)
Blood products from the National Blood Authority, 2000 Tariff (reference not given)
Inpatient stays from the 1999 CIPFA database (Institute of Public Finance. CIPFA/HFM
Health Database; 1999)
ICU based on literature (Edbrooke D, Hibbert C, Kingsley J, Smith S, Bright N, Quinn J.
The patient-related costs of care for sepsis patients in a United Kingdom adult general
intensive care. Crit Care Med 1999;27:1760–7)
Outpatient clinical visit from a tariff at a UK cancer centre (no reference given)

Modelling approach used No modelling undertaken

Summary of effectiveness results Short-term results for topotecan and PLDH: Gordon et al.22

The median survival times in a 3-year follow-up were 62.7 weeks for PLDH versus
59.7 weeks for topotecan with an HR that almost reached statistical significance
(p = 0.05). The trend in favour of PLDH was more evident when platinum-sensitive
patients were considered. In this group of patients, a statistically significant difference in
median survival was found and a higher percentage of patients were alive at 2- and 3-year
follow-up

Summary of cost results Total costs per patient were £9957 for PLDH versus £12,610 for topotecan. This
difference was statistically significant. The higher drug cost for PLDH was more than
compensated by lower administration costs and lower costs associated with adverse
events (in particular for neutropenia)

Summary of cost-effectiveness Costs and outcomes not combined
results

Sensitivity analysis An extreme analysis favouring topotecan was conducted. PLDH remained statistically less
costly than topotecan, showing the robustness of the base-case results

Main conclusions PLDH was associated with similar clinical outcomes compared to topotecan in the short
term but in a 3-year follow-up analysis it demonstrated survival advantage over
topotecan. Although PLDH was associated with higher acquisition costs, the lower
toxicity management cost and administration costs led to statistically significant lower total
per patient costs for PLDH than topotecan. It was concluded that PLDH should be
considered as the dominant option, being less costly and more effective



Appendix 8

242

Review of Bristol-Myers Squibb submission:77 Health technology appraisal of
topotecan, pegylated liposomal doxorubicin, and paclitaxel for second-line or
subsequent advanced ovarian cancer. A submission to the National Institute for
Clinical Excellence

Author Bristol-Myers Squibb Pharmaceutical Ltd

Date 2004

Type of economic evaluation Cost-effectiveness

Currency used UK£

Year to which costs apply A unique price year was not given

Perspective used UK NHS

Time frame 3 years

Comparators Paclitaxel combined with a platinum agent, paclitaxel alone, topotecan and PLDH

Source(s) of effectiveness data Evidence for paclitaxel/platinum was taken from the ICON4 study.29 This was a multi-
centre RCT including 802 platinum-sensitive ovarian cancer patients (relapsing after
6 months).
Evidence for paclitaxel monotherapy and topotecan was taken from a study by ten Bokkel
Huinink et al.25 This was a multicentre RCT including 226 ovarian cancer women who
had failed a previous platinum-based regimen
Evidence for PLDH was taken from Forbes et al.,39 a previous Schering-Plough
submission to NICE
All these studies were used to collect data on drug effectiveness, drug dosage and
administration costs

Source(s) of resource use data Study drug dosage and drug administration methods were taken from the studies
mentioned above
The number of treatment cycles for each therapy appears to have been based on the
authors’ assumptions
The dose of carboplatin was based on the literature (Calvert AH, Newell DR, Gumbrell
LA, O’Reilly S, Bumell M, Boxall RE, et al. Carboplatin dosage: prospective evaluation of a
simple formula based on renal function. J Clin Oncol 7:1748–56)
For paclitaxel, premedication therapies were based on product indications

Source(s) of unit cost data Drug costs from BNF, Vol 47, 2004
Outpatient visit from PSSRU (Netten A, Curtis L. Unit costs of health and social care.
PSSRU, University of Kent, Canterbury; 2000)

Modelling approach used A model was constructed in order to calculate the life-years gained over 3 years from
clinical trial survival curves. Life-years were estimated averaging the proportion of patients
alive between two periods

Summary of effectiveness The proportion of patients alive at years 1, 2 and 3 were 78, 43 and 24%, 
results respectively for paclitaxel/platinum, 50, 22 and 15% for paclitaxel alone, 56, 22 and 18%

for topotecan and 56, 30 and 18% for PLDH. These survival rates led to 1.83 LYG with
paclitaxel/platinum, 1.295 LYG with paclitaxel alone, 1.37 LYG with topotecan and
1.45 LYG with PLDH

Summary of cost results Total per patient cost over 3 years (at 6% discount rate) was estimated at £25,287.79 for
paclitaxel/platinum, £18,998.01 for paclitaxel alone, £30,297.51 for topotecan and
£26,992.73 for PLDH

Summary of cost-effectiveness Paclitaxel/platinum was dominant compared with topotecan and PLDH, being less costly 
results and associated with more LYG over 3 years. The combined therapy was relatively cost-

effective compared with paclitaxel alone with an ICER of £12,120.07 per LYG

Sensitivity analysis One-way sensitivity analyses were conducted, varying the discount rate for health benefits
(from 0 to 6%). The base-case results were confirmed in these analyses. LYG was also
varied by 15% but its impact was only assessed on ACERs and not on ICERs

Main conclusions It was concluded that paclitaxel/platinum should be considered as the preferred option for
treatment of platinum-sensitive ovarian cancer patients. It was dominant compared with
topotecan and PLDH and cost-effective compared with paclitaxel monotherapy
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Quality assessment economics published studies 

Capri and Cattaneo52 Prasad et al.53 Smith et al.50 Ojeda et al.51

Study question
1. Costs and effects ✕ Assumption of � Cost-effectiveness ✕ Assumption of ✕ Assumption of 

examined equivalence between results not reported equivalence between equivalence 
treatments based on treatments based on between 
data from a previously data from a treatments based 
reported trial. Main previously reported on data from a 
clinical results were trial. Main clinical previously reported 
reported results were reported trial. Main clinical

results were
reported

2. Alternatives � � � PLDH vs topotecan �
compared

3. The viewpoint(s)/ � ✕ � �
perspective of 
the analysis is 
clearly stated 
(e.g. NHS, 
society)

Selection of alternatives
4. All relevant ✕ Do nothing not ✕ Topotecan not ✕ Do nothing not ✕ Do nothing not 

alternatives are appropriate. compared with appropriate. appropriate
compared However, trial did multiple agent However, trial did However, trial did 
(including not include palliative regimes not include palliative not include
do nothing if care as an option care as an option palliative care as an 
applicable) option

5. The alternatives � ✕ Doses not given � Refers back to trial �
being compared for full details
are clearly 
described (who 
did what, to 
whom, where 
and how often)

6. The rationale for � ✕ � As in trial evidence � Based on trial data
choosing the 
alternative 
programmes or 
interventions 
compared is 
stated

Form of evaluation
7. The choice of � � � �

form of economic 
evaluation is 
justified in relation 
to the questions 
addressed

8. If a cost- � In terms of overall NA � In terms of overall � In terms of overall 
minimisation survival; however, survival; however, survival; however, 
design is chosen, there were there were there were 
have equivalent differences in differences in differences in 
outcomes been subgroups of subgroups of patients subgroups of 
adequately patients patients
demonstrated?

continued



Appendix 8

244

Capri and Cattaneo52 Prasad et al.53 Smith et al.50 Ojeda et al.51

Effectiveness data
9. The source(s) of � � � �

effectiveness 
estimates used 
are stated 
(e.g. single study, 
selection of 
studies, systematic 
review, expert 
opinion)

10. Effectiveness � ✕ Non-randomised � �
data from RCT or study
review of RCTs

11. Potential biases � ✕ � �
identified 
(especially if data 
not from RCTs)

12. Details of the NA NA NA NA
method of 
synthesis or 
meta-analysis of 
estimates are 
given (if based on 
an overview of a 
number of 
effectiveness 
studies)

Costs
13. All the important ✕ Indirect costs not ✕ Indirect costs not ✕ Indirect costs not ✕ Indirect costs not 

and relevant included included considered included
resource use 
included

14. All the important � � ✕ Expert panel used to ✕ Expert panel used 
and relevant estimate resource to estimate 
resource use use associated with resource use 
measured adverse events. associated with 
accurately (with Methods used were adverse events. 
methodology) not described Methods used were

not described

15. Appropriate unit � � � �
costs estimated 
(with 
methodology)

16. Unit costs � ✕ � �
reported 
separately from 
resource use 
data

17. Productivity costs NA NA NA Not included NA
treated separately 
from other costs

continued
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Capri and Cattaneo52 Prasad et al.53 Smith et al.50 Ojeda et al.51

18. The year and � ✕ � �
country to which 
unit costs apply 
are stated with 
appropriate 
adjustments for 
inflation and/or 
currency 
conversion

Benefit measurement and valuation
19. The primary NA � � �

outcome 
measure(s) for 
the economic 
evaluation are 
clearly stated 
(cases detected, 
life-years, QALYs, 
etc.)

20. Methods to value NA NA NA NA
health states and 
other benefits 
are stated 
(e.g. time 
trade-off)

21. Details of the NA NA NA NA
individuals from 
whom valuations 
were obtained 
are given (patients, 
members of the 
public, healthcare 
professionals, etc.)

Decision modelling
22. Details of any NA NA NA NA

decision model 
used are given 
(e.g. decision tree, 
Markov model)

23. The choice of NA NA NA NA
model used and 
the key input 
parameters on 
which it is based 
are adequately 
detailed and 
justified 

24. All model outputs NA NA NA NA
described 
adequately

Discounting
25. Discount rate NA NA Resource use over NA Resource use up NA Resource use 

used for both 1 cycle to 1 year collected for up to 
costs and benefits of chemotherapy 1 year

continued
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Capri and Cattaneo52 Prasad et al.53 Smith et al.50 Ojeda et al.51

26. Do discount NA NA NA NA
rates accord with 
NHS guidance 
(1.5–2% for 
benefits; 6% 
for costs)?

Allowance for uncertainty
Stochastic analysis of patient-level data
27. Details of ✕ Not undertaken ✕ Not undertaken ✕ Not undertaken ✕ Not undertaken

statistical tests 
and CIs are given 
for stochastic 
data

28. Uncertainty NA NA NA NA
around 
cost-effectiveness 
expressed 
(e.g. CI around 
ICER, CEACs)

29. Sensitivity NA NA NA NA
analysis used to 
assess uncertainty 
in non-stochastic 
variables 
(e.g. unit costs, 
discount rates) 
and analytical 
decisions 
(e.g. methods to 
handle missing 
data)

Stochastic analysis of decision models
30. Are all NA NA NA NA

appropriate input 
parameters 
included with 
uncertainty?

31. Is second-order NA NA NA NA
uncertainty 
(uncertainty in 
means) included 
rather than first-
order (uncertainty 
between 
patients)?

32. Are the NA NA NA NA
probability 
distributions 
adequately 
detailed and 
appropriate?

continued
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Capri and Cattaneo52 Prasad et al.53 Smith et al.50 Ojeda et al.51

33. Sensitivity analysis NA NA NA NA
used to assess 
uncertainty in 
non-stochastic 
variables 
(e.g. unit costs, 
discount rates) 
and analytical 
decisions 
(e.g. methods to 
handle missing 
data)

Deterministic analysis
34. The approach to � NA Sensitivity analysis not �

sensitivity analysis undertaken
is given 
(e.g. univariate, 
threshold analysis)

35. The choice of � NA � �
variables for 
sensitivity analysis 
is justified

36. The ranges over ✕ Not specified NA � �
which the 
variables are 
varied are stated

Presentation of results
37. Incremental ✕ NA ✕ ✕

analysis is 
reported using 
appropriate 
decision rules

38. Major outcomes � � � �
are presented in 
a disaggregated 
in addition to
aggregated form

39. Applicable to the ✕ Trial in USA. Costs ✕ Not directly ✕ Costs in £UK not ✕ Trial in US. Costs 
NHS setting from Italy applicable without given from Spain

adjustment for 
differences in clinical 
practice

�, Item properly addressed; ×, item not properly addressed; NA, not clear.
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GSK Schering-Plough Bristol-Myers Squibb

Study question
1. Costs and effects ✕ It was assumed � ✕ It was assumed 

examined equivalence of efficacy equivalence of efficacy 
between treatments between treatments 
based on results from a based on results from a 
previous clinical trial. previous clinical trial. 
Few data from the trial Survival benefit for PLDH 
were reported in the long term were

reported

2. Alternatives compared � PLDH and topotecan � Pacitaxel, � PLDH and topotecan
paclitaxel/carboplatin, 
PLDH and topotecan

3. The viewpoint(s)/ � NHS � NHS � NHS
perspective of the 
analysis is clearly stated 
(e.g. NHS, society)

Selection of alternatives
4. All relevant alternatives � Do nothing is not an � Do nothing is not an � Do nothing is not an 

are compared (including appropriate alternative. appropriate alternative appropriate alternative. 
do nothing if applicable) Paclitaxel was not Placlitaxel was not 

considered because of considered because of 
lack of new data since lack of new data
last NICE guidance

5. The alternatives being ? However, for some � � However, for some details 
compared are clearly details the reader is the reader is referred to 
described (who did referred to the original the original trial or the 
what, to whom, where trial or the audit audit
and how often)

6. The rationale for � � �
choosing the alternative 
programmes or 
interventions compared 
is stated

Form of evaluation
7. The choice of form of ✕ � �

economic evaluation is 
justified in relation to 
the questions addressed

8. If a cost-minimisation � In terms of overall NA ? In terms of overall 
design is chosen, have survival differences were survival, differences were 
equivalent outcomes found in subgroup found in subgroup 
been adequately analyses; also different analyses; also different 
demonstrated? toxicity profiles were toxicity profiles were 

found between the two found between the two 
treatments treatments. Survival

benefits for PLDH were
found in the long-term
follow-up

Quality assessment industry-submitted studies

continued
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GSK Schering-Plough Bristol-Myers Squibb

Effectiveness data
9. The source(s) of ✕ � �

effectiveness estimates 
used are stated 
(e.g. single study, 
selection of studies, 
systematic review, 
expert opinion)

10. Effectiveness data � The majority of � Effectiveness data are � Effectiveness data are 
from RCT or review effectiveness data were derived from one clinical derived from one clinical 
of RCTs taken from a trial. trial trial

However, adverse events 
rate was obtained from 
an audit

11. Potential biases ✕ The potential biases of ✕ Differences in patient �
identified (especially if the audit were not populations in the trial 
data not from RCTs) identified and addressed used for obtaining benefit 

measure were not stated

12. Details of the method of � NA NA
synthesis or meta-analysis 
of estimates are given 
(if based on an overview 
of a number of 
effectiveness studies)

Costs
13. All the important and NA All NHS costs included ✕ Resource use associated �

relevant resource use with adverse events were 
included not included

14. All the important and ? Some resource use ✕ The number of treatment ? Resource utilisation 
relevant resource use associated with adverse cycles used was not derived from expert 
measured accurately events derived from clearly justified opinion for management 
(with methodology) expert opinion and the of adverse events

methods used were not 
described (Smith et al.50). 
Also, the reduction in  
the rate of adverse events 
equal to the reduction in 
cycles of treatment could 
be questionable

15. Appropriate unit costs � � �
estimated (with 
methodology)

16. Unit costs reported � However, resource use � �
separately from for some adverse events 
resource use data was not reported

17. Productivity costs NA Productivity costs not NA Productivity costs not NA Productivity costs not 
treated separately from considered considered considered
other costs

18. The year and country to NA Unit costs from different ? Unit costs from different ? Unit costs from different 
which unit costs apply is price years were used price years were used price years were used
stated with appropriate 
adjustments for inflation 
and/or currency 
conversion

continued
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GSK Schering-Plough Bristol-Myers Squibb

Benefit measurement and valuation
19. The primary outcome NA � � Life-years gained

measure(s) for the 
economic evaluation are 
clearly stated (cases 
detected, life-years, 
QALYs, etc.)

20. Methods to value health NA NA � Area under survival curve
states and other benefits 
are stated (e.g. time 
trade-off)

21. Details of the individuals NA NA NA
from whom valuations 
were obtained are given
(patients, members of 
the public, healthcare 
professionals, etc.)

Decision modelling
22. Details of any decision NA NA NA

model used are given 
(e.g. decision tree, 
Markov model)

23. The choice of model NA NA NA
used and the key input 
parameters on which it 
is based are adequately 
detailed and justified

24. All model outputs NA NA NA
described adequately

Discounting
25. Discount rate used for ✕ Resource use up to NA Resource use up to �

both costs and benefits 1 year 1 year

26. Do discount rates NA NA � Discount rate as 
accord with NHS recommended in the 
guidance (1.5–2% for previous NICE guidelines 
benefits; 6% for costs)? (6% for costs; 1.5% for

benefits)

Allowance for uncertainty
Stochastic analysis of patient-level data
27. Details of statistical tests NA Deterministic analysis NA Deterministic analysis NA Deterministic analysis

and CIs are given for 
stochastic data

28. Uncertainty around NA NA NA
cost-effectiveness 
expressed (e.g. CI 
around ICER, 
CEACs).

continued
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GSK Schering-Plough Bristol-Myers Squibb

29. Sensitivity analysis used NA NA NA
to assess uncertainty in 
non-stochastical variables 
(e.g. unit costs, discount 
rates) and analytical 
decisions (e.g. methods 
to handle missing data)

Stochastic analysis of decision models
30. Are all appropriate input ✕ NA NA

parameters included with 
uncertainty?

31. Is second-order ✕ NA NA
uncertainty (uncertainty 
in means) included 
rather than first-order 
(uncertainty between 
patients)?

32. Are the probability ✕ NA NA
distributions adequately 
detailed and appropriate?

33. Sensitivity analysis used ✕ NA NA
to assess uncertainty in 
non-stochastic variables 
(e.g. unit costs, discount 
rates) and analytical 
decisions (e.g. methods 
to handle missing data)

Deterministic analysis
34. The approach to ✕ No sensitivity analyses � � Univariate

sensitivity analysis is were performed
given (e.g. univariate, 
threshold analysis)

35. The choice of variables ✕ � However, sensitivity ✕ Sensitivity analyses were 
for sensitivity analysis is analyses were not not conducted for 
justified conducted for all relevant parameters 

relevant parameters

36. The ranges over which ✕ � �
the variables are varied 
are stated

Presentation of results
37. Incremental analysis is ✕ No sensitivity analyses ✕ Cost-minimisation �

reported using were performed analysis
appropriate decision 
rules

38. Major outcomes are ✕ � �
presented in a 
disaggregated addition 
to aggregated form

39. Applicable to the NHS ✕ � �
setting
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Appendix 9

Economic review supplementary tables

Mean per-patient cost of adverse events, as estimated by Capri 
and Cattaneo52

Adverse event Grade Cost (€)

Nausea/vomiting 1 10
2 71
3 81
4 1001

PPE 1 0
2 0
3 37
4 39

Stomatitis 1 14
2 28
3 908
4 1385

Anaemia 1 21
2 1370
3 2351
4 2943

Neutropenia 1 0
2 0
3 284
4 1554

Diarrhoea 1 10
2 22
3 921
4 1219

Thrombocytopenia 1 0
2 0
3 0
4 1870

Fever 1 3
2 5
3 1235
4 1343

Sepsis 1 0
2 23
3 1440
4 1449
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Results from the GSK audit for patients receiving topotecan

Topotecan as line Total no. of patients Mean dose per cycle No. of cycles
of therapy (mg/m2) (SD) (mean)

Second-line 42 1.47 (0.38) 4.19
Third-line 28 1.50 (0.23) 3.57
Fourth-Line 14 1.57 (0.46) 4.31
Fifth-line (and subsequent 8 1.43 (0.12) 2.75
lines)
Over all lines 92 1.49 3.88

Results from the GSK audit for patients receiving PLD

PLD as line of Total no. of patients Mean dose per cycle No. of cycles
chemotherapy mg/m2 (SD) (mean)

Second-line 6 50 (0) 3
Third-line 22 48.4 (3.7) 3.6
Forth-line 14 50 (16.3) 3.5
Fifth-line (and subsequent 18 48.9 (7.6) 3.8
lines)
Over all lines 60 49.1(11.0) 3.5

Numbers and percentages of patients with maintenance of or
improvement in HQL scores at 12 weeks (Study 30-49)

Scales Caelyx Topotecan

No % No. %

Physical functioning 66/118 56 60/107 56
Role functioning 77/118 65 63/109 58
Emotional functioning 80/119 67 80/108 74
Cognitive functioning 87/119 73 79/108 73
Social functioning 82/119 69 69/108 64
Global QOL 68/117 58 54/104 52
Fatigue 67/118 57 61/109 56
Nausea/vomiting 86/119 72 77/109 71
Pain 76/119 64 88/109 81

Total annual costs per patients for the four chemotherapeutic agents
[includes administration costs (£68) plus premedication costs (£2.96)]

Treatment regimen Cost of study drug Administration costs No. of cycles Total costs 
(per cycle) (£) (per cycle) (£) (per year) (£)

PLDH 1,626.98 68 6 10,169.88
Topotecan 1,562.50 340 6 11,415.00
Paclitaxel monotherapy 1,122.00 70.96 6 7,157.76
Paclitaxel plus carboplatin 1,516.96 70.96 6 9,527.52 
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Appendix 10

Utility search strategies

These literature searches were aimed at
identifying all studies that include QoL data

in ovarian cancer. The search strategies did not
include any drug-specific terms.

The literature searches were conducted in May
2004 and were limited to studies published since
1984. There were no limits applied by study
design or language of publication. Full details of
all databases searched and strategies used are
listed below.

This stage of the literature searching retrieved
1321 unique references after deduplication.
References were managed using Endnote software
version 6.

Databases
Searches were run on the following databases:

MEDLINE
PREMEDLINE
EMBASE
CINAHL
Database of Abstracts of Reviews of Effectiveness
(DARE)
NHS Economic Evaluation database (NHS EED)
HTA database
Cochrane Controlled Trials Register
Cochrane Database of Systematic Reviews
Science Citation Index
Index to Scientific and Technical Proceedings
Office of Health Economics Health Economic
Evaluations Database (OHE HEED)

Search strategies
Limits:
� Date limits: 1984–date.
� Animal-only studies were excluded where

possible.
� Study design: no limits.
� Language: no limits.
� Publication type: letters, comments and

editorials were excluded where possible.

MEDLINE 
(Ovid host)
1984–April 2004

1. exp Ovarian Neoplasms/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]

3. (adenexa$ adj4 mass$).mp. [mp=title, original
title, abstract, name of substance, mesh subject
heading]

4. or/1-3
5. animal/ not (animal/ and human/)
6. 4 not 5
7. exp Life Tables/
8. exp "Quality of Life"/
9. Health Status/

10. exp Health Status Indicators/
11. (utilit$ approach$ or health gain or hui or

hui2 or hui 2 or hui3 or hui 3).ti,ab.
12. (health measurement$ scale$ or health

measurement$ questionnaire$).ti,ab.
13. (standard gamble$ or categor$ scal$ or linear

scal$ or linear analog$ or visual scal$ or
magnitude estmat$).ti,ab.

14. (time trade off$ or rosser$ classif$ or rosser$
matrix or rosser$ distress$ or hrqol).ti,ab.

15. (index of wellbeing or quality of wellbeing or
qwb).ti,ab.

16. (rating scale$ or multiattribute$ health ind$ or
multi attribute$ health ind$).ti,ab.

17. (health utilit$ index or health utilit$
indices).ti,ab.

18. (multiattribute$ theor$ or multi attribute$
theor$ or multiattribute$ analys$ or multi
attribute$ analys$).ti,ab.

19. (health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.

20. (health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

21. well year$.ti,ab.
22. (multiattribute$ utilit$ or multi attribute$

utilit$).ti,ab.
23. health utilit$ scale$.ti,ab.
24. (qol or 5d or 5-d or 5 dimension or quality of

life or eq-5d or eq5d or eq 5d or
euroqol).ti,ab.



25. (qualy or qaly or qualys or qalys or quality
adjusted life year$).ti,ab.

26. life year$ gain$.ti,ab.
27. willingness to pay.ti,ab.
28. (hye or hyes or health$ year$

equivalent$).ti,ab.
29. (person trade off$ or person tradeoff$ or time

tradeoff$ or time trade off$).ti,ab.
30. theory utilit$.ti,ab.
31. life table$.ti,ab.
32. health state$.ti,ab.
33. (sf36 or sf 36).ti,ab.
34. (short form 36 or shortform 36 or sf thirtysix

or sf thirty six or shortform thirtysix or
shortform thirty six or short form thirtysix or
short form thirty six).ti,ab.

35. (6d or 6-d or 6 dimension).ti,ab.
36. or/7-35
37. 6 and 36
38. letter.pt.
39. editorial.pt.
40. comment.pt.
41. or/38-40
42. 37 not 41
43. limit 42 to yr=1984 - 2004

PREMEDLINE 
(Ovid host)
1984–May 2004

1. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$
or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
abstract]

2. (adenexa$ adj4 mass$).mp. [mp=title,
abstract]

3. (utilit$ approach$ or health gain or hui or
hui2 or hui 2 or hui3 or hui 3).ti,ab.

4. (health measurement$ scale$ or health
measurement$ questionnaire$).ti,ab.

5. (standard gamble$ or categor$ scal$ or linear
scal$ or linear analog$ or visual scal$ or
magnitude estmat$).ti,ab.

6. (time trade off$ or rosser$ classif$ or rosser$
matrix or rosser$ distress$ or hrqol).ti,ab.

7. (index of wellbeing or quality of wellbeing or
qwb).ti,ab.

8. (rating scale$ or multiattribute$ health ind$ or
multi attribute$ health ind$).ti,ab.

9. (health utilit$ index or health utilit$
indices).ti,ab.

10. (multiattribute$ theor$ or multi attribute$
theor$ or multiattribute$ analys$ or multi
attribute$ analys$).ti,ab.

11. (health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.

12. (health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

13. well year$.ti,ab.
14. (multiattribute$ utilit$ or multi attribute$

utilit$).ti,ab.
15. health utilit$ scale$.ti,ab.
16. (qol or 5d or 5-d or 5 dimension or quality of

life or eq-5d or eq5d or eq 5d or
euroqol).ti,ab.

17. (qualy or qaly or qualys or qalys or quality
adjusted life year$).ti,ab.

18. life year$ gain$.ti,ab.
19. willingness to pay.ti,ab.
20. (hye or hyes or health$ year$

equivalent$).ti,ab.
21. (person trade off$ or person tradeoff$ or time

tradeoff$ or time trade off$).ti,ab.
22. theory utilit$.ti,ab.
23. life table$.ti,ab.
24. health state$.ti,ab.
25. (sf36 or sf 36).ti,ab.
26. (short form 36 or shortform 36 or sf thirtysix

or sf thirty six or shortform thirtysix or
shortform thirty six or short form thirtysix or
short form thirty six).ti,ab.

27. (6d or 6-d or 6 dimension).ti,ab.
28. or/1-2
29. or/3-27
30. 28 and 29
31. letter.pt.
32. comment.pt.
33. editorial.pt.
34. or/31-33
35. 30 not 34

EMBASE 
(Ovid host)
1984–May 2004

1. exp Ovary Cancer/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

3. (adenexa$ adj4 mass$).mp. [mp=title,
abstract, subject headings, drug trade name,
original title, device manufacturer, drug
manufacturer name]

4. exp "Quality of Life"/
5. Health Status/
6. (utilit$ approach$ or health gain or hui or

hui2 or hui 2 or hui3 or hui 3).ti,ab.
7. (health measurement$ scale$ or health

measurement$ questionnaire$).ti,ab.
8. (standard gamble$ or categor$ scal$ or linear

scal$ or linear analog$ or visual scal$ or
magnitude estmat$).ti,ab.

9. (time trade off$ or rosser$ classif$ or 
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rosser$ matrix or rosser$ distress$ or
hrqol).ti,ab.

10. (index of wellbeing or quality of wellbeing or
qwb).ti,ab.

11. (rating scale$ or multiattribute$ health ind$ or
multi attribute$ health ind$).ti,ab.

12. (health utilit$ index or health utilit$
indices).ti,ab.

13. (multiattribute$ theor$ or multi attribute$
theor$ or multiattribute$ analys$ or multi
attribute$ analys$).ti,ab.

14. (health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.

15. (health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

16. well year$.ti,ab.
17. (multiattribute$ utilit$ or multi attribute$

utilit$).ti,ab.
18. health utilit$ scale$.ti,ab.
19. (qol or 5d or 5-d or 5 dimension or quality of

life or eq-5d or eq5d or eq 5d or euroqol).ti,ab.
20. (qualy or qaly or qualys or qalys or quality

adjusted life year$).ti,ab.
21. life year$ gain$.ti,ab.
22. willingness to pay.ti,ab.
23. (hye or hyes or health$ year$

equivalent$).ti,ab.
24. (person trade off$ or person tradeoff$ or time

tradeoff$ or time trade off$).ti,ab.
25. theory utilit$.ti,ab.
26. life table$.ti,ab.
27. health state$.ti,ab.
28. (sf36 or sf 36).ti,ab.
29. (short form 36 or shortform 36 or sf thirtysix

or sf thirty six or shortform thirtysix or
shortform thirty six or short form thirtysix or
short form thirty six).ti,ab.

30. (6d or 6-d or 6 dimension).ti,ab.
31. life table/
32. health survey/
33. or/1-3
34. or/4-32
35. 33 and 34
36. animal/ or nonhuman/
37. human/
38. 36 not (36 and 37)
39. 35 not 38
40. (editorial or letter).pt.
41. 39 not 40
42. 41
43. limit 42 to yr=1984 - 2004

CINAHL
(Ovid host)
1984–April 2004

1. exp Ovarian Neoplasms/
2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
cinahl subject headings, abstract,
instrumentation]

3. (adenexa$ adj4 mass$).mp. [mp=title, cinahl
subject headings, abstract, instrumentation]

4. or/1-3
5. exp "Quality of Life"/
6. Health Status/
7. exp Health Status Indicators/
8. (utilit$ approach$ or health gain or hui or

hui2 or hui 2 or hui3 or hui 3).ti,ab.
9. (health measurement$ scale$ or health

measurement$ questionnaire$).ti,ab.
10. (standard gamble$ or categor$ scal$ or linear

scal$ or linear analog$ or visual scal$ or
magnitude estmat$).ti,ab.

11. (time trade off$ or rosser$ classif$ or rosser$
matrix or rosser$ distress$ or hrqol).ti,ab.

12. (index of wellbeing or quality of wellbeing or
qwb).ti,ab.

13. (rating scale$ or multiattribute$ health ind$ or
multi attribute$ health ind$).ti,ab.

14. (health utilit$ index or health utilit$
indices).ti,ab.

15. (multiattribute$ theor$ or multi attribute$
theor$ or multiattribute$ analys$ or multi
attribute$ analys$).ti,ab.

16. (health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.

17. (health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

18. well year$.ti,ab.
19. (multiattribute$ utilit$ or multi attribute$

utilit$).ti,ab.
20. health utilit$ scale$.ti,ab.
21. (qol or 5d or 5-d or 5 dimension or quality of

life or eq-5d or eq5d or eq 5d or euroqol).ti,ab.
22. (qualy or qaly or qualys or qalys or quality

adjusted life year$).ti,ab.
23. life year$ gain$.ti,ab.
24. willingness to pay.ti,ab.
25. (hye or hyes or health$ year$

equivalent$).ti,ab.
26. (person trade off$ or person tradeoff$ or time
tradeoff$ or time trade off$).ti,ab.
27. theory utilit$.ti,ab.
28. life table$.ti,ab.
29. health state$.ti,ab.
30. (sf36 or sf 36).ti,ab.
31. (short form 36 or shortform 36 or sf thirtysix

or sf thirty six or shortform thirtysix or
shortform thirty six or short form thirtysix or
short form thirty six).ti,ab.

32. (6d or 6-d or 6 dimension).ti,ab.
33. letter.pt.
34. editorial.pt.
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35. comment.pt.
36. or/33-35
37. Life Table Method/
38. or/5-37
39. 4 and 38
40. letter.pt.
41. editorial.pt.
42. or/40-41
43. 39 not 42

DARE
NHS EED
HTA database
(http://www.york.ac.uk/inst/crd/crddata
bases.htm)
1984–April 2004
s ovar$(4w)(cancer$ or tumor$ or tumour$ or

malignan$ or oncolog$ or carcinoma$ or
neoplas$ or mass$ or growth$ or cyst$)

s adenexa$(4w)mass$
s s1 or s2
s health(w)status
s utilit$(w)approach$ or health(w)gain or hui or

hui2 or hui(w)2 or hui3 or hui(w)3
s health(w)measurement$(w)scale$ or

health(w)measurement$(w)questionnaire$
s standard(w)gamble$ or categor$(w)scal$ or

linear(w)scal$ or linear(w)analog$ or
visual(w)scal$ or magnitude(w)estmat$

s time(w)trade(w)off$ or rosser$(w)classif$ or
rosser$(w)matrix or rosser$(w)distress$ or hrqol

s index(2w)wellbeing or quality(2w)wellbeing or qwb
s rating(w)scale$ or

multiattribute$(w)health(w)ind$ or
multi(w)attribute$(w)health(w)ind$

s health(w)utilit$(w)index or
health(w)utilit$(w)indices

s multiattribute$(w)theor$ or
multi(w)attribute$(w)theor$ or
multiattribute$(w)analys$ or
multi(w)attribute$(w)analys$

s health(w)utilit$(w)scale$ or
classification(2w)illness(w)state$ or 15d or 15(w)d
or 15(w)dimension

s health(w)state$(w)utilit$ or 12d or 12(w)d or
12(w)dimension

s well(w)year$
s multiattribute$(w)utilit$ or

multi(w)attribute$(w)utilit$
s health(w)utilit$(w)scale$
s qol or 5d or 5(w)d or 5(w)dimension or

quality(2w)life or eq(w)5d or eq5d or euroqol
s qualy or qaly or qualys or qalys or

quality(w)adjusted(w)life(w)year$
s life(w)year$(w)gain$
s willingness(w)to(w)pay
s hye or hyes or health$(w)year$(w)equivalent$

s person(w)trade(w)off$ or person(w)tradeoff$ or
time(w)tradeoff$ or time(w)trade(w)off$

s theory(w)utilit$
s life(w)table$
s health(w)state$
s sf36 or sf(w)36
s short(w)form(w)36 or shortform(w)36 or

sf(w)thirtysix or sf(w)thirty(w)six or
shortform(w)thirtysix or shortform(w)thirty(w)six
or short(w)form(w)thirtysix or
short(w)form(w)thirty(w)six

s 6d or 6(w)d or 6(w)dimension
s s4 or s5 or s6 or s7 or s8 or s9 or s10 or s11 or

s12 or s13 or s14 or s15 or s16 or s17 or s18 or
s19 or s20 or s21 or s22 or s23 or s24 or s25 or
s26 or s27 or s28 or s29 

s s3 and s30

Cochrane Controlled Trials Register
Cochrane Database of Systematic
Reviews
(The Cochrane Library)
1984–Issue 2, 2004

#1. OVARIAN NEOPLASMS explode all trees
(MeSH) 

#2. (ovar* near cancer*) 
#3. (ovar* near tumor*) 
#4. (ovar* near tumour*) 
#5. (ovar* near malignan*) 
#6. (ovar* near oncolog*) 
#7. (ovar* near carcinoma) 
#8. (ovar* near neoplas*) 
#9. (ovar* near mass*) 

#10. (ovar* near growth*) 
#11. (ovar* near cyst*) 
#12. (adenexa* near mass*) 
#13. (#1 or #2 or #3 or #4 or #5 or #6 or #7

or #8 or #9 or #10 or #11 or #12) 
#14. LIFE TABLES explode all trees (MeSH) 
#15. QUALITY OF LIFE explode all trees (MeSH)
#16. ((utilit* next approach*) or (health next gain)

or hui or hui2 or hui-2 or hui3 or hui-3) 
#17. ((health next measurement* next scale*) or

(health next measurement* next
questionnaire*))

#18. ((standard next gamble*) or (categor* next
scal*) or (linear next scal*) or (linear next
analog*) or (visual next scal*) or (magnitude
next estmat*))

#19. ((time next trade next off*) or (rosser* next
classif*) or (rosser* next matrix) or (rosser*
next distress*) or hrqol) 

#20. ((index next wellbeing) or (quality next
wellbeing) or qwb) 

#21. ((rating next scale*) or (multiattribute* next
health next ind*) or (multi next attribute*
next health next ind*))
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#22. ((health next utilit* next index) or (health
next utilit* next indices)) 

#23. ((multiattribute* next theor*) or (multi next
attribute* next theor*) or (multiattribute*
next analys*) or (multi next attribute* next
analys*)) 

#24. ((health next utilit* next scale*) or
(classification next illness next state*) or 15d
or 15-d or 15-dimension) 

#25. ((health next state* next utilit*) or 12d or
12-d or 12-dimension) 

#26. (well next year*) 
#27. ((multiattribute* next utilit*) or (multi next

attribute* next utilit*)) 
#28. (health next utilit* next scale*) 
#29. (qol or 5d or 5-d or 5-dimension or (quality

next life) or eq-5d or eq5d or eq-5d or
euroqol) 

#30. (qualy or qaly or qualys or qalys or (quality
next adjusted next life next year*)) 

#31. (life next year* next gain*) 
#32. (willingness next pay) 
#33. (hye or hyes or (health* next year* next

equivalent*)) 
#34. ((person next trade next off*) or (person

next tradeoff*) or (time next tradeoff*) or
(time next trade next off*)) 

#35. (theory next utilit*) 
#36. (life next table*) 
#37. (sf36 or sf-36) 
#38. ((short next form-36) or shortform-36 or (sf

next thirtysix) or (sf next thirty next six) or
(shortform next thirtysix) or (shortform next
thirty next six) or (short next form next
thirtysix) or (short next form next thirty next
six)) 

#39. (6d or 6-d or 6-dimension) 
#40. (health next status) 
#41. (#14 or #15 or #16 or #17 or #18 or #19

or #20 or #21 or #22 or #23 or #24 or
#25 or #26 or #27 or #28 or #29 or #30
or #31 or #32 or #33 or #34 or #35 or
#36 or #37 or #38 or #39 or #40) 

#42. (#13 and #41) 
#43. #42 (1984 to current date)

Science Citation Index
Index to Scientific and Technical
Proceedings
(Web of Knowledge)
1984–May 2004 (Science Citation
Index)
1992–May 2004 (Index to Scientific and
Technical Proceedings)
(ovar* same (cancer* or tumo?r* or malignan* or
oncolog* or carcinoma* or neoplas* or mass* or
growth* or cyst*)) or (adenexa* same mass*)

and

Health Status or utilit* approach* or health gain
or hui or hui2 or hui 2 or hui3 or hui 3 or health
measurement* scale* or health measurement*
questionnaire* or standard gamble* or categor*
scal* or linear scal* or linear analog* or visual
scal* or magnitude estmat* or time trade off* or
rosser* classif* or rosser* matrix or rosser*
distress* or hrqol or index of wellbeing or quality
of wellbeing or qwb

or

rating scale* or multiattribute* health ind* or
multi attribute* health ind* or health utilit* index
or health utilit* indices or multiattribute* theor*
or multi attribute* theor* or multiattribute*
analys* or multi attribute* analys* or health utilit*
scale* or classification of illness state* or 15d or
15 d or 15 dimension or health state* utilit* or
12d or 12 d or 12 dimension or well year* or
multiattribute* utilit* or multi attribute* utilit* or
health utilit* scale*

or

qol or 5d or 5 d or 5 dimension or quality of life
or eq 5d or eq5d or euroqol or qualy or qaly or
qualys or qalys or quality adjusted life year* or life
year* gain* or willingness to pay or hye or hyes or
health* year* equivalent* or person trade off* or
person tradeoff* or time tradeoff*

or

time trade off* or theory utilit* or life table* or
health state* or sf36 or sf 36 or short form 36 or
shortform 36 or sf thirtysix or sf thirty six or
shortform thirtysix or shortform thirty six or short
form thirtysix or short form thirty six or 6d or 6 d
or 6 dimension

OHE HEED
(CD-ROM)
1984–May 2004

ovarian or ovary or ovaries

and

cancer* or tumor* or tumour* or malignan* or
oncolog* or carcinoma* or neoplas* or mass* or
growth* or cyst*
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Analysis 1: Base-case
Below is the WinBUGS code used to estimate PFS
and overall survival for the base-case analysis.

#Estimates overall survival for topotecan,
paclitaxel and caelyx, and uses topotecan baseline
from 30-49
#Topotecan=a, paclitaxel=b, PLDH=c

model {
#priors for basic parameters
dab ~ dnorm(0,.001) #LHR a vs B
dac ~ dnorm(0,.001) # LHR A vs C
la ~ dnorm(0,.001) # Log hazard rate for A

(overall baseline)
psla ~ dnorm(0,.001) # Log hazard for a

(platinum sensitive
baseline)

prla ~ dnorm(0,.001) # Log hazard for a
(platinum
resistant/refractory
baseline)

#OVERALL POPULATION
# define absolute hazards on log scale
ltopo ~ dnorm(la,ptopo)
lb <- la - dab
lc <- la - dac

# define absolute hazards PER WEEK on natural
scale
log(a) <- la
log(b) <- lb
log(c) <- lc

# convert to mean survival
OSa <- 1/a
OSb <- 1/b
OSc <- 1/c

#PLATINUM SENSITIVE POPULATION
# define platinum sensitive baseline
psltopo ~ dnorm(psla,psptopo)
# define absolute hazards for platinum sensitive
pslb <- psla - dab
pslc <- psla - dac

# define absolute hazards PER WEEK on natural
scale

log(psa) <- psla
log(psb) <- pslb
log(psc) <- pslc

# convert to mean survival
psOSa <- 1/psa
psOSb <- 1/psb
psOSc <- 1/psc

#PLATINUM RESISTANT/REFRACTORY
POPULATION
# define platinum resistant/refractory baseline
prltopo ~ dnorm(prla,prptopo)

# define absolute hazards for platinum
resistant/refractory
prlb <- prla - dab
prlc <- prla - dac

# define absolute hazards PER WEEK on natural
scale
log(pra) <- prla
log(prb) <- prlb
log(prc) <- prlc

# convert to mean survival
prOSa <- 1/pra
prOSb <- 1/prb
prOSc <- 1/prc

#likelihood
yab ~ dnorm(dab,pab)
yac ~ dnorm(dac,pac)

data list
list(yab=-0.0899,yac=0.1956,

# from 039, 30-49
pab=44.4520,pac=100.6718,

# precision=1/variance. SD = 95CI/3.92
ltopo= -4.4558,  ptopo=114.9304,

#from 30-49
psltopo=-4.6164, psptopo=52.9206,
prltopo=-4.1066, prptopo=59.4225)

the log baseline (topo) rate is log(-log(0.5) / 59.7)
= -4.455845
precision (=1/variance),
variance=hazard^2/#events

initial values

Health Technology Assessment 2006; Vol. 10: No. 9

261

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.

Appendix 11

WinBUGS code



list(dac=.01, dab=.01,la=.01,psla=.01,prla=.01)

#Estimates progression-free survival for
topotecan, paclitaxel and caelyx, using only 039
and 30-49, and uses topotecan baseline from 30-
49#

model {
#priors for basic parameters
dab ~ dnorm(0,.001) #LHR a vs B
dac ~ dnorm(0,.001) # LHR A vs C
la ~ dnorm(0,.001) # Log hazard rate for A
(overall baseline)
psla ~ dnorm(0,.001) # Log hazard rate for A

(plat sens baseline)
prla ~ dnorm(0,.001) # Log hazard rate for A

(plat ref/resis baseline)

#OVERALL POPULATION
# define absolute hazards on log scale
ltopo ~ dnorm(la,ptopo)      
lb <- la - dab
lc <- la - dac

# define absolute hazards PER WEEK on natural
scale
log(a) <- la
log(b) <- lb
log(c) <- lc

# convert to mean survival
PFSa <- 1/a
PFSb <- 1/b
PFSc <- 1/c

#PLATINUM SENSITIVE POPULATION
# define platinum sensitive baseline
psltopo ~ dnorm(psla,psptopo)
# define absolute hazards for platinum sensitive
pslb <- psla - dab
pslc <- psla - dac

# define absolute hazards PER WEEK on natural
scale
log(psa) <- psla
log(psb) <- pslb
log(psc) <- pslc

# convert to mean survival
psPFSa <- 1/psa
psPFSb <- 1/psb
psPFSc <- 1/psc

#PLATINUM RESISTANT/REFRACTORY
POPULATION
# define platinum resistant/refractory baseline
prltopo ~ dnorm(prla,prptopo)

# define absolute hazards for platinum
resistant/refractory
prlb <- prla - dab
prlc <- prla - dac

# define absolute hazards PER WEEK on natural
scale
log(pra) <- prla
log(prb) <- prlb
log(prc) <- prlc

# convert to mean survival
prPFSa <- 1/pra
prPFSb <- 1/prb
prPFSc <- 1/prc

#likelihood
yab ~ dnorm(dab,pab)
yac ~ dnorm(dac,pac)

data list
list(yab=-0.2095,yac=0.1115,

# from 039, 30-49
pab=43.5733,pac=110.6824,

# precision=1/variance. SD = 95CI/3.92
ltopo= -3.1938,  ptopo=114.9304,

#from 30-49
psltopo=-3.4889, psptopo=52.9206,
prltopo=-2.9766, prptopo=59.4225)

initial values
list(dac=.01, dab=.01,la=.01,psla=.01,prla=.01)

Analysis 1: including trial 30-57
Below is the WinBUGS code used to estimate
overall survival for sensitivity analysis including
trial 30-57.

#Estimates overall survival for topotecan,
paclitaxel and caelyx, and uses topotecan baseline
from 30-49. Also incorporates comparison
between paclitaxel and PLDH from trial 30-57
#Topotecan=a, paclitaxel=b, PLDH=c
model {
#priors for basic parameters
#LHR a vs B
dab ~ dnorm(0,.001)
# LHR A vs C
dac ~ dnorm(0,.001)
# Log hazard rate for A (overall baseline
la ~ dnorm(0,.001)       )
# Log hazard for a (platinum sensitive baseline)
psla ~ dnorm(0,.001)
# Log hazard for a (platinum resistant/refractory
baseline)262
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prla ~ dnorm(0,.001)

#define functional parameters
dbc <- dac - dab

#OVERALL POPULATION
# define absolute hazards on log scale
ltopo ~ dnorm(la,ptopo)      
lb <- la - dab
lc <- la - dac

# define absolute hazards PER WEEK on natural
scale
log(a) <- la
log(b) <- lb
log(c) <- lc

# convert to mean survival
OSa <- 1/a
OSb <- 1/b
OSc <- 1/c

#PLATINUM SENSITIVE POPULATION
# define platinum sensitive baseline
psltopo ~ dnorm(psla,psptopo)
# define absolute hazards for platinum sensitive
pslb <- psla - dab
pslc <- psla - dac

# define absolute hazards PER WEEK on natural
scale
log(psa) <- psla
log(psb) <- pslb
log(psc) <- pslc

# convert to mean survival
psOSa <- 1/psa
psOSb <- 1/psb
psOSc <- 1/psc

#PLATINUM RESISTANT/REFRACTORY
POPULATION
# define platinum resis/refrac baseline
prltopo ~ dnorm(prla,prptopo)
# define absolute hazards for platinum resis/refrac
prlb <- prla - dab
prlc <- prla - dac

# define absolute hazards PER WEEK on natural
scale
log(pra) <- prla
log(prb) <- prlb
log(prc) <- prlc

# convert to mean survival
prOSa <- 1/pra
prOSb <- 1/prb

prOSc <- 1/prc

#likelihood
yab ~ dnorm(dab,pab)
yac ~ dnorm(dac,pac)
ybc ~ dnorm(dbc,pbc)

}

data list
# from 039, 30-49, 30-57
list(yab=-0.0899,yac=0.1956,ybc=-.0715, 
# precision=1/variance. I got sd as 95CI/3.92
pab=44.4520,pac=100.6718,pbc=48.2933,
#from 30-49
ltopo= -4.4558,  ptopo=114.9304,
psltopo=-4.6164, psptopo=52.9206,
prltopo=-4.1066, prptopo=59.4225)

the log baseline (topo) rate is log(-log(0.5) / 59.7)
= -4.455845
precision (=1/variance),
variance=hazard^2/#events 

initial values
list(dac=.01, dab=.01,la=.01,psla=.01,prla=.01)

Analysis 2
Below is the WinBUGS code used to estimate PFS
and overall survival for analysis 2.
Estimates overall survival for topotecan, paclitaxel,
caelyx, paclitaxel+pt and pt, and uses topotecan
baseline from 30-49. This is so PFS can be
estimated on same population as OS (no data is
available on PFS in platinum sensitive from 039).

#Topotecan=a, paclitaxel=b, PLDH=c, paclitaxel
combination=d, platinum=e, CAP=f

model 
#priors for basic parameters
dab ~ dnorm(0,.001) # LHR A vs B
dac ~ dnorm(0,.001) # LHR A vs C
dbf ~ dnorm(0,.001) # LHR B vs F
la ~ dnorm(0,.001) # Log hazard rate for A

(baseline)
ld ~ dnorm(0,.001) # Log hazard rate for D
le ~ dnorm(0,.001) # Log hazard rate for E

#define functional parameters
daf <- dab + dbf
dad <- la-ld
dae <- la-le

# define absolute hazards on log scale topotecan
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ltopo ~ dnorm(la,ptopo)
# absolute hazard on log scale pacpt
lpacpt ~ dnorm(ld,ppacpt)
# absolute hazard on log scale pt
lpt ~ dnorm(le,ppt)

lb <- la - dab
lc <- la - dac
lf <- la - daf

# define absolute hazards PER WEEK on natural
scale
log(a) <- la
log(b) <- lb
log(c) <- lc
log(d) <- ld
log(e) <- le
log(f) <- lf

# convert to mean survival
OSa_2 <- 1/a
OSb_2 <- 1/b
OSc_2 <- 1/c
OSd_2 <- 1/d
OSe_2 <- 1/e
OSf_2 <- 1/f

#likelihood
yab ~ dnorm(dab,pab)
yac ~ dnorm(dac,pac)
ybf ~ dnorm(dbf,pbf)

data list
list(yab=0.0100, yac=0.3591,ybf=.5447,

#039, 30-49, cantu
pab=21.6019,pac=44.1477,pbf=13.7121,

# precision=1/variance. SD = 95CI/3.92
ltopo= -4.6164,  ptopo=52.9206,

#from 30-49
lpacpt= -5.2028, ppacpt=193.4339,

#from ICON4
lpt=-5.0205, ppt=202.4341)

#from ICON 4

initial values
list(dab=.01,dac=.01,dbf=.01,la=.01,ld=.01,le=.
01)

#Estimates progression-free survival for
topotecan, paclitaxel, caelyx, paclitaxel+pt and pt,
and uses topotecan baseline from 30-49. This is so
PFS can be estimated on same population as OS
(no data is available on PFS in platinum sensitive
from 039).

model {
#priors for basic parameters

dab ~ dnorm(0,.001) # LHR A vs B
dac ~ dnorm(0,.001) # LHR A vs C
dbf ~ dnorm(0,.001) # LHR B vs F
la ~ dnorm(0,.001) # Log hazard rate for A
(baseline)
ld ~ dnorm(0,.001) # Log hazard rate for D
le ~ dnorm(0,.001) # Log hazard rate for E

#define functional parameters
daf <- dab + dbf
dad <- la-ld
dae <- la-le

# define absolute hazards on log scale topotecan
ltopo ~ dnorm(la,ptopo)
# absolute hazard on log scale pacpt
lpacpt ~ dnorm(ld,ppacpt)
# absolute hazard on log scale pt
lpt ~ dnorm(le,ppt)

lb <- la - dab
lc <- la - dac
lf <- la - daf

# define absolute hazards PER WEEK on natural
scale
log(a) <- la
log(b) <- lb
log(c) <- lc
log(d) <- ld
log(e) <- le
log(f) <- lf

# convert into mean survival
PFSa_2 <- 1/a
PFSb_2 <- 1/b
PFSc_2 <- 1/c
PFSd_2 <- 1/d
PFSe_2 <- 1/e
PFSf_2 <- 1/f
#likelihood
yab ~ dnorm(dab,pab)
yac ~ dnorm(dac,pac)
ybf ~ dnorm(dbf,pbf)

data list
list(yab=-0.1948,yac=0.2523,ybf=.5108,

#039, 30-49, Cantu
pab=21.1785,pac=50.7314,pbf=16.5426,

# precision=1/variance. I got sd as
95CI/3.92

ltopo= -3.4889,  ptopo=52.9206,
#from 30-49

lpacpt= -4.4096, ppacpt=193.4339,
#from ICON4

lpt=-4.1507, ppt=202.4341)
#from ICON 4264
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initial values
list(dab=.01,dac=.01,dbf=.01,la=.01,ld=.01,le=.
01)

Adverse events (Analysis 1)
Below is the WinBUGS code used to estimate the
probabilities of adverse events for Analysis 1.

#Probability of Adverse events (model 1, including
039, 30-49 and 30-57) 
model{

######neutropenia grade 3(t.n3)

for (j in 1:2) { delta.n3[j] ~ dnorm(0.0,0.0001) }
m.rn3~dnorm(0.0,0.001) 
t.rn3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rn3[j]~dnorm(m.rn3,t.rn3) }

for (i in 1:6){ logit(p.n3[i])<-mu.rn3[study.n3[i]]
+ equals(treat.n3[i],2) * delta.n3[1] +
equals(treat.n3[i],3) * delta.n3[2]} 

for (i in 1:6){ r.n3[i]~dbin(p.n3[i],n.n3[i]) }

logit(t.n3[1]) <- m.rn3
for (j in 2: 3) { logit(t.n3[j]) <- m.rn3 + delta.n3[j-
1] }

######neutropenia grade 4 (t.n4)

for (j in 1:2) { delta.n4[j] ~ dnorm(0.0,0.0001) }
m.rn4~dnorm(0.0,0.001) 
t.rn4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rn4[j]~dnorm(m.rn4,t.rn4) }

for (i in 1:6){ logit(p.n4[i])<-mu.rn4[study.n4[i]]
+ equals(treat.n4[i],2) * delta.n4[1] +
equals(treat.n4[i],3) * delta.n4[2]} 

for (i in 1:6){ r.n4[i]~dbin(p.n4[i],n.n4[i]) }

logit(t.n4[1]) <- m.rn4
for (j in 2: 3) { logit(t.n4[j]) <- m.rn4 + delta.n4[j-
1] }

######thrombocytopenia grade 3 (t.t3)

for (j in 1:2) { delta.t3[j] ~ dnorm(0.0,0.0001) }
m.rt3~dnorm(0.0,0.001) 
t.rt3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rt3[j]~dnorm(m.rt3,t.rt3) }

for (i in 1:6){ logit(p.t3[i])<-mu.rt3[study.t3[i]] +
equals(treat.t3[i],2) * delta.t3[1] +

equals(treat.t3[i],3) * delta.t3[2]} 

for (i in 1:6){ r.t3[i]~dbin(p.t3[i],n.t3[i]) }

logit(t.t3[1]) <- m.rt3
for (j in 2: 3) { logit(t.t3[j]) <- m.rt3 + delta.t3[j-
1] }

######thrombocytopenia grade 4 (t.t4)

for (j in 1:2) { delta.t4[j] ~ dnorm(0.0,0.0001) }
m.rt4~dnorm(0.0,0.001) 
t.rt4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rt4[j]~dnorm(m.rt4,t.rt4) }

for (i in 1:6){ logit(p.t4[i])<-mu.rt4[study.t4[i]] +
equals(treat.t4[i],2) * delta.t4[1] +
equals(treat.t4[i],3) * delta.t4[2]} 

for (i in 1:6){ r.t4[i]~dbin(p.t4[i],n.t4[i]) }

logit(t.t4[1]) <- m.rt4
for (j in 2: 3) { logit(t.t4[j]) <- m.rt4 + delta.t4[j-
1] }

######anemia grade 3 (t.a3)

for (j in 1:2) { delta.a3[j] ~ dnorm(0.0,0.0001) }
m.ra3~dnorm(0.0,0.001) 
t.ra3~dgamma(0.01,0.01)
for (j in 1:3){ mu.ra3[j]~dnorm(m.ra3,t.ra3) }

for (i in 1:6){ logit(p.a3[i])<-mu.ra3[study.a3[i]] +
equals(treat.a3[i],2) * delta.a3[1] +
equals(treat.a3[i],3) * delta.a3[2]} 

for (i in 1:6){ r.a3[i]~dbin(p.a3[i],n.a3[i]) }

logit(t.a3[1]) <- m.ra3
for (j in 2: 3) { logit(t.a3[j]) <- m.ra3 + delta.a3[j-
1] }

######anemia grade 4 (t.a4)

for (j in 1:2) { delta.a4[j] ~ dnorm(0.0,0.0001) }
m.ra4~dnorm(0.0,0.001) 
t.ra4~dgamma(0.01,0.01)
for (j in 1:3){ mu.ra4[j]~dnorm(m.ra4,t.ra4) }

for (i in 1:6){ logit(p.a4[i])<-mu.ra4[study.a4[i]] +
equals(treat.a4[i],2) * delta.a4[1] +
equals(treat.a4[i],3) * delta.a4[2]} 

for (i in 1:6){ r.a4[i]~dbin(p.a4[i],n.a4[i]) }
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logit(t.a4[1]) <- m.ra4
for (j in 2: 3) { logit(t.a4[j]) <- m.ra4 + delta.a4[j-
1] }

######PPE grade 3 (t.p3)

for (j in 1:2) { delta.p3[j] ~ dnorm(0.0,0.0001) }
m.rp3~dnorm(0.0,0.001) 
t.rp3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rp3[j]~dnorm(m.rp3,t.rp3) }

for (i in 1:6){ logit(p.p3[i])<-mu.rp3[study.p3[i]]
+ equals(treat.p3[i],2) * delta.p3[1] +
equals(treat.p3[i],3) * delta.p3[2]} 

for (i in 1:6){ r.p3[i]~dbin(p.p3[i],n.p3[i]) }

logit(t.p3[1]) <- m.rp3
for (j in 2: 3) { logit(t.p3[j]) <- m.rp3 +
delta.p3[j-1] }

######PPE grade 4 (t.p4)

for (j in 1:2) { delta.p4[j] ~ dnorm(0.0,0.0001) }
m.rp4~dnorm(0.0,0.001) 
t.rp4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rp4[j]~dnorm(m.rp4,t.rp4) }

for (i in 1:6){ logit(p.p4[i])<-mu.rp4[study.p4[i]]
+ equals(treat.p4[i],2) * delta.p4[1] +
equals(treat.p4[i],3) * delta.p4[2]} 

for (i in 1:6){ r.p4[i]~dbin(p.p4[i],n.p4[i]) }

logit(t.p4[1]) <- m.rp4
for (j in 2: 3) { logit(t.p4[j]) <- m.rp4 +
delta.p4[j-1] }

######stomatitis/pharyngitis grade 3 (t.s3)
for (j in 1:2) { delta.s3[j] ~ dnorm(0.0,0.0001) }
m.rs3~dnorm(0.0,0.001) 
t.rs3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rs3[j]~dnorm(m.rs3,t.rs3) }

for (i in 1:6){ logit(p.s3[i])<-mu.rs3[study.s3[i]] +
equals(treat.s3[i],2) * delta.s3[1] +
equals(treat.s3[i],3) * delta.s3[2]} 

for (i in 1:6){ r.s3[i]~dbin(p.s3[i],n.s3[i]) }

logit(t.s3[1]) <- m.rs3
for (j in 2: 3) { logit(t.s3[j]) <- m.rs3 + delta.s3[j-
1] }

######stomatitis/pharyngitis grade 4 (t.s4)
for (j in 1:2) { delta.s4[j] ~ dnorm(0.0,0.0001) }
m.rs4~dnorm(0.0,0.001) 
t.rs4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rs4[j]~dnorm(m.rs4,t.rs4) }

for (i in 1:6){ logit(p.s4[i])<-mu.rs4[study.s4[i]] +
equals(treat.s4[i],2) * delta.s4[1] +
equals(treat.s4[i],3) * delta.s4[2]} 

for (i in 1:6){ r.s4[i]~dbin(p.s4[i],n.s4[i]) }

logit(t.s4[1]) <- m.rs4
for (j in 2: 3) { logit(t.s4[j]) <- m.rs4 + delta.s4[j-
1] }

######diarrhoea grade 3 (t.d3)
for (j in 1:2) { delta.d3[j] ~ dnorm(0.0,0.0001) }
m.rd3~dnorm(0.0,0.001) 
t.rd3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rd3[j]~dnorm(m.rd3,t.rd3) }

for (i in 1:6){ logit(p.d3[i])<-mu.rd3[study.d3[i]] +
equals(treat.d3[i],2) * delta.d3[1] +
equals(treat.d3[i],3) * delta.d3[2]} 

for (i in 1:6){ r.d3[i]~dbin(p.d3[i],n.d3[i]) }

logit(t.d3[1]) <- m.rd3
for (j in 2: 3) { logit(t.d3[j]) <- m.rd3 + delta.d3[j-
1] }

######diarrhoea grade 4 (t.d4)
for (j in 1:2) { delta.d4[j] ~ dnorm(0.0,0.0001) }
m.rd4~dnorm(0.0,0.001) 
t.rd4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rd4[j]~dnorm(m.rd4,t.rd4) }

for (i in 1:6){ logit(p.d4[i])<-mu.rd4[study.d4[i]] +
equals(treat.d4[i],2) * delta.d4[1] +
equals(treat.d4[i],3) * delta.d4[2]} 

for (i in 1:6){ r.d4[i]~dbin(p.d4[i],n.d4[i]) }

logit(t.d4[1]) <- m.rd4
for (j in 2: 3) { logit(t.d4[j]) <- m.rd4 + delta.d4[j-
1] }

######nausea/vomiting grade 3 (t.nv3)
for (j in 1:2) { delta.nv3[j] ~ dnorm(0.0,0.0001) }
m.rnv3~dnorm(0.0,0.001) 
t.rnv3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rnv3[j]~dnorm(m.rnv3,t.rnv3) }

for (i in 1:6){ logit(p.nv3[i])<-
mu.rnv3[study.nv3[i]] + equals(treat.nv3[i],2) *
delta.nv3[1] + equals(treat.nv3[i],3) *266
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delta.nv3[2]} 

for (i in 1:6){ r.nv3[i]~dbin(p.nv3[i],n.nv3[i]) }

logit(t.nv3[1]) <- m.rnv3
for (j in 2: 3) { logit(t.nv3[j]) <- m.rnv3 +
delta.nv3[j-1] }

######nausea/vomiting grade 4 (t.nv4)
for (j in 1:2) { delta.nv4[j] ~ dnorm(0.0,0.0001) }
m.rnv4~dnorm(0.0,0.001) 
t.rnv4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rnv4[j]~dnorm(m.rnv4,t.rnv4) }

for (i in 1:6){ logit(p.nv4[i])<-
mu.rnv4[study.nv4[i]] + equals(treat.nv4[i],2) *
delta.nv4[1] + equals(treat.nv4[i],3) *
delta.nv4[2]} 

for (i in 1:6){ r.nv4[i]~dbin(p.nv4[i],n.nv4[i]) }

logit(t.nv4[1]) <- m.rnv4
for (j in 2: 3) { logit(t.nv4[j]) <- m.rnv4 +
delta.nv4[j-1] }

######sepsis grade 3 (t.se3)
for (j in 1:2) { delta.se3[j] ~ dnorm(0.0,0.0001) }
m.rse3~dnorm(0.0,0.001) 
t.rse3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rse3[j]~dnorm(m.rse3,t.rse3) }

for (i in 1:6){ logit(p.se3[i])<-mu.rse3[study.se3[i]]
+ equals(treat.se3[i],2) * delta.se3[1] +
equals(treat.se3[i],3) * delta.se3[2]} 

for (i in 1:6){ r.se3[i]~dbin(p.se3[i],n.se3[i]) }

logit(t.se3[1]) <- m.rse3
for (j in 2: 3) { logit(t.se3[j]) <- m.rse3 +
delta.se3[j-1] }

######sepsis grade 4 (t.se4)
for (j in 1:2) { delta.se4[j] ~ dnorm(0.0,0.0001) }
m.rse4~dnorm(0.0,0.001) 
t.rse4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rse4[j]~dnorm(m.rse4,t.rse4) }

for (i in 1:6){ logit(p.se4[i])<-mu.rse4[study.se4[i]]
+ equals(treat.se4[i],2) * delta.se4[1] +
equals(treat.se4[i],3) * delta.se4[2]} 

for (i in 1:6){ r.se4[i]~dbin(p.se4[i],n.se4[i]) }

logit(t.se4[1]) <- m.rse4
for (j in 2: 3) { logit(t.se4[j]) <- m.rse4 +
delta.se4[j-1] }

#########fever grade 3 (t.f3)
for (j in 1:2) { delta.f3[j] ~ dnorm(0.0,0.0001) }
m.rf3~dnorm(0.0,0.001) 
t.rf3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rf3[j]~dnorm(m.rf3,t.rf3) }

for (i in 1:6){ logit(p.f3[i])<-mu.rf3[study.f3[i]] +
equals(treat.f3[i],2) * delta.f3[1] +
equals(treat.f3[i],3) * delta.f3[2]} 

for (i in 1:6){ r.f3[i]~dbin(p.f3[i],n.f3[i]) }

logit(t.f3[1]) <- m.rf3
for (j in 2: 3) { logit(t.f3[j]) <- m.rf3 + delta.f3[j-
1] }

##########fever grade 4 (t.f4)
for (j in 1:2) { delta.f4[j] ~ dnorm(0.0,0.0001) }
m.rf4~dnorm(0.0,0.001) 
t.rf4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rf4[j]~dnorm(m.rf4,t.rf4) }

for (i in 1:6){ logit(p.f4[i])<-mu.rf4[study.f4[i]] +
equals(treat.f4[i],2) * delta.f4[1] +
equals(treat.f4[i],3) * delta.f4[2]} 

for (i in 1:6){ r.f4[i]~dbin(p.f4[i],n.f4[i]) }

logit(t.f4[1]) <- m.rf4
for (j in 2: 3) { logit(t.f4[j]) <- m.rf4 + delta.f4[j-
1] }

}

# data

list(r.n3 =c(33,19,17,34,10,6),(r.n4 =
c(146,10,89,24,3,1),
(r.t3=c(40,3,25,2,0.5,0.5),
(r.t4=c(40,0.5,30,3,0.5,0.5),
(r.a3=c(59,13,42,4,5,3),
(r.a4=c(10,1,4,3,0.5,0.5),
(r.p3=c(0.5,55,0.5,0.5,0.5,16),
(r.p4=c(0.5,2,0.5,0.5,0.5,1), (r.s3=c(2,19,1,1,1,11),
(r.s4=c(0.5,1,0.5,0.5,0.5,0.5), (r.d3=c(9,5,6,1,3,3),
(r.d4=c(1,1,1,0.5,0.5,0.5),
(r.nv3=c(34,29,17,4,6,16), (r.nv4=c(8,3,5,1,0.5,3),
(r.se3=c(1,0.5,2,2,0.5,0.5),
(r.se4=c(1,0.5,2,0.5,0.5,0.5), (r.f3=c(8,2,1,1,3,7),
(r.f4=c(5,0.5,0.5,0.5,0.5,0.5),

n.n3=c(235,239,112,114,108,108),
n.n4=c(235,239,112,114,108,108),
n.t3=c(235,239,112,114,108.5,108.5),
n.t4=c(235,239.5,112,114,108.5,108.5),
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n.a3=c(235,239,112,114,108,108),
n.a4=c(235,239,112,114,108.5,108.5),
n.p3=c(235.5,239,112.5,114.5,108.5,108),
n.p4=c(235.5,239,112.5,114.5,108.5,108),
n.s3=c(235,239,112,114,108,108),
n.s4=c(235.5,239,112.5,114.5,108.5,108.5),
n.d3=c(235,239,112,114,108,108),
n.d4=c(235,239,112,114.5,108.5,108.5),
n.nv3=c(235,239,112,114,108,108),
n.nv4=c(235,239,112,114,108.5,108),
n.se3=c(235,239.5,112,114,108.5,108.5),
n.se4=c(235,239.5,112,114.5,108.5,108.5),
n.f3=c(235,239,112,114,108,108),
n.f4=c(235,239.5,112.5,114.5,108.5,108.5),

study.n3=c(1,1,2,2,3,3),
study.n4=c(1,1,2,2,3,3),
study.t3=c(1,1,2,2,3,3),
study.t4=c(1,1,2,2,3,3),
study.a3=c(1,1,2,2,3,3),
study.a4=c(1,1,2,2,3,3),
study.p3=c(1,1,2,2,3,3),
study.p4=c(1,1,2,2,3,3),
study.s3=c(1,1,2,2,3,3),
study.s4=c(1,1,2,2,3,3),
study.d3=c(1,1,2,2,3,3),
study.d4=c(1,1,2,2,3,3),
study.nv3=c(1,1,2,2,3,3),
study.nv4=c(1,1,2,2,3,3),
study.se3=c(1,1,2,2,3,3),
study.se4=c(1,1,2,2,3,3),
study.f3=c(1,1,2,2,3,3),
study.f4=c(1,1,2,2,3,3),

treat.n3=c(1,3,1,2,2,3),
treat.n4=c(1,3,1,2,2,3),
treat.t3=c(1,3,1,2,2,3),
treat.t4=c(1,3,1,2,2,3),
treat.a3=c(1,3,1,2,2,3),
treat.a4=c(1,3,1,2,2,3),
treat.p3=c(1,3,1,2,2,3),
treat.p4=c(1,3,1,2,2,3),
treat.s3=c(1,3,1,2,2,3),
treat.s4=c(1,3,1,2,2,3),
treat.d3=c(1,3,1,2,2,3),
treat.d4=c(1,3,1,2,2,3),
treat.nv3=c(1,3,1,2,2,3),
treat.nv4=c(1,3,1,2,2,3),
treat.se3=c(1,3,1,2,2,3),
treat.se4=c(1,3,1,2,2,3),
treat.f3=c(1,3,1,2,2,3),
treat.f4=c(1,3,1,2,2,3))

# initial
list(m.rn3=0,
t.rn3=1, m.rn4=0,t.rn4=1,m.rt3=0, t.rt3=1,

m.rt4=0, t.rt4=1,m.ra3=0,t.ra3=1,
m.ra4=0,t.ra4=1, m.rp3=0,t.rp3=1,
m.rp4=0,t.rp4=1, m.rs3=0,t.rs3=1,
m.rs4=0,t.rs4=1, m.rd3=0,t.rd3=1,
m.rd4=0,t.rd4=1, m.rnv3=0, t.rnv3=1,
m.rnv4=0,t.rnv4=1, m.rse3=0, t.rse3=1,
m.rse4=0, t.rse4=1, m.rf3=0, t.rf3=1, m.rf4=0,
t.rf4=1)

Adverse events (Analysis 2)
Below is the WinBUGS code used to estimate the
probabilities of adverse events, using data from
the 30-49, 039, 30-57, Cantu, ICON4 and Bolis
trials.

#Probability of Adverse events (model 1, including
039, 30-49 and 30-57) 

#If all 6 trials included then: treatment 1 =
topotecan, treatment 2 = paclitaxel, treatment 3
= PLD, treatment 4 = CAP, treatment 5=
paclitaxel combination, treatment 6 =
carboplatin/cisplatin, treatment 7 =
carboplatin+enoxiparin. Trial 1 = 039, trial 2 =
30-49, trial 3 = 30-57, trial 4 = cantu, trial 5 =
ICON4 and trial 6 = Bolis

model{

######neutropenia grade 3(t.n3)
#incorporates Cantu data as well as 3 original
trials
for (j in 1:3) { delta.n3[j] ~ dnorm(0.0,0.0001) }
m.rn3~dnorm(0.0,0.001) 
t.rn3~dgamma(0.01,0.01)
for (j in 1:4){ mu.rn3[j]~dnorm(m.rn3,t.rn3) }

for (i in 1:8){ logit(p.n3[i])<-mu.rn3[study.n3[i]]
+ equals(treat.n3[i],2) * delta.n3[1] +
equals(treat.n3[i],3) * delta.n3[2] +
equals(treat.n3[i],4) * delta.n3[3]} 

for (i in 1:8){ r.n3[i]~dbin(p.n3[i],n.n3[i]) }

logit(t.n3[1]) <- m.rn3
for (j in 2: 4) { logit(t.n3[j]) <- m.rn3 + delta.n3[j-
1] }

######neutropenia grade 4 (t.n4)
#incorporates Cantu data as well as 3 original
trials
for (j in 1:3) { delta.n4[j] ~ dnorm(0.0,0.0001) }
m.rn4~dnorm(0.0,0.001) 268
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t.rn4~dgamma(0.01,0.01)
for (j in 1:4){ mu.rn4[j]~dnorm(m.rn4,t.rn4) }

for (i in 1:8){ logit(p.n4[i])<-mu.rn4[study.n4[i]]
+ equals(treat.n4[i],2) * delta.n4[1] +
equals(treat.n4[i],3) * delta.n4[2] +
equals(treat.n4[i],4) * delta.n4[3]} 

for (i in 1:8){ r.n4[i]~dbin(p.n4[i],n.n4[i]) }

logit(t.n4[1]) <- m.rn4
for (j in 2: 4) { logit(t.n4[j]) <- m.rn4 + delta.n4[j-
1] }

######thrombocytopenia grade 3 (t.t3)
#Treatment 5 = carboplatin/cisplatin, treatment
6= carboplatin+enoxiparin
#incorporates Cantu and Bolis data
for (j in 1:5) { delta.t3[j] ~ dnorm(0.0,0.0001) }
m.rt3~dnorm(0.0,0.001) 
t.rt3~dgamma(0.01,0.01)
for (j in 1:6){ mu.rt3[j]~dnorm(m.rt3,t.rt3) }

for (i in 1:10){ logit(p.t3[i])<-mu.rt3[study.t3[i]] +
equals(treat.t3[i],2) * delta.t3[1] +
equals(treat.t3[i],3) * delta.t3[2] +
equals(treat.t3[i],4) * delta.t3[3] +
equals(treat.t3[i],5) * delta.t3[4] +
equals(treat.t3[i],6) * delta.t3[5]} 

for (i in 1:10){ r.t3[i]~dbin(p.t3[i],n.t3[i]) }

logit(t.t3[1]) <- m.rt3
for (j in 2: 6) { logit(t.t3[j]) <- m.rt3 + delta.t3[j-
1] }

######thrombocytopenia grade 4 (t.t4)
#Treatment 5 = carboplatin/cisplatin, treatment
6= carboplatin+enoxiparin
#incorporates Cantu and Bolis data
for (j in 1:5) { delta.t4[j] ~ dnorm(0.0,0.0001) }
m.rt4~dnorm(0.0,0.001) 
t.rt4~dgamma(0.01,0.01)
for (j in 1:6){ mu.rt4[j]~dnorm(m.rt4,t.rt4) }

for (i in 1:10){ logit(p.t4[i])<-mu.rt4[study.t4[i]] +
equals(treat.t4[i],2) * delta.t4[1] +
equals(treat.t4[i],3) * delta.t4[2] +
equals(treat.t4[i],4) * delta.t4[3] +
equals(treat.t4[i],5) * delta.t4[4] +
equals(treat.t4[i],6) * delta.t4[5]} 

for (i in 1:10){ r.t4[i]~dbin(p.t4[i],n.t4[i]) }

logit(t.t4[1]) <- m.rt4
for (j in 2: 6) { logit(t.t4[j]) <- m.rt4 + delta.t4[j-

1] }

######anemia grade 3 (t.a3)
#treatment 4 = carboplatin/cisplatin, treatment 5
= carboplatin+enoxaparin
#incorporates Bolis data
for (j in 1:4) { delta.a3[j] ~ dnorm(0.0,0.0001) }
m.ra3~dnorm(0.0,0.001) 
t.ra3~dgamma(0.01,0.01)
for (j in 1:5){ mu.ra3[j]~dnorm(m.ra3,t.ra3) }

for (i in 1:8){ logit(p.a3[i])<-mu.ra3[study.a3[i]] +
equals(treat.a3[i],2) * delta.a3[1] +
equals(treat.a3[i],3) * delta.a3[2] +
equals(treat.a3[i],4) * delta.a3[3] +
equals(treat.a3[i],5) * delta.a3[4]} 

for (i in 1:8){ r.a3[i]~dbin(p.a3[i],n.a3[i]) }

logit(t.a3[1]) <- m.ra3
for (j in 2: 5) { logit(t.a3[j]) <- m.ra3 + delta.a3[j-
1] }

######anemia grade 4 (t.a4)
#treatment 4 = carboplatin/cisplatin, treatment 5
= carboplatin+enoxaparin
#incorporates Bolis data
for (j in 1:4) { delta.a4[j] ~ dnorm(0.0,0.0001) }
m.ra4~dnorm(0.0,0.001) 
t.ra4~dgamma(0.01,0.01)
for (j in 1:5){ mu.ra4[j]~dnorm(m.ra4,t.ra4) }

for (i in 1:8){ logit(p.a4[i])<-mu.ra4[study.a4[i]] +
equals(treat.a4[i],2) * delta.a4[1] +
equals(treat.a4[i],3) * delta.a4[2] +
equals(treat.a4[i],4) * delta.a4[3] +
equals(treat.a4[i],5) * delta.a4[4]} 

for (i in 1:8){ r.a4[i]~dbin(p.a4[i],n.a4[i]) }

logit(t.a4[1]) <- m.ra4
for (j in 2: 5) { logit(t.a4[j]) <- m.ra4 + delta.a4[j-
1] }

######PPE grade 3 (t.p3)

for (j in 1:2) { delta.p3[j] ~ dnorm(0.0,0.0001) }
m.rp3~dnorm(0.0,0.001) 
t.rp3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rp3[j]~dnorm(m.rp3,t.rp3) }

for (i in 1:6){ logit(p.p3[i])<-mu.rp3[study.p3[i]]
+ equals(treat.p3[i],2) * delta.p3[1] +
equals(treat.p3[i],3) * delta.p3[2]} 
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for (i in 1:6){ r.p3[i]~dbin(p.p3[i],n.p3[i]) }

logit(t.p3[1]) <- m.rp3
for (j in 2: 3) { logit(t.p3[j]) <- m.rp3 +
delta.p3[j-1] }

######PPE grade 4 (t.p4)

for (j in 1:2) { delta.p4[j] ~ dnorm(0.0,0.0001) }
m.rp4~dnorm(0.0,0.001) 
t.rp4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rp4[j]~dnorm(m.rp4,t.rp4) }

for (i in 1:6){ logit(p.p4[i])<-mu.rp4[study.p4[i]]
+ equals(treat.p4[i],2) * delta.p4[1] +
equals(treat.p4[i],3) * delta.p4[2]} 

for (i in 1:6){ r.p4[i]~dbin(p.p4[i],n.p4[i]) }

logit(t.p4[1]) <- m.rp4
for (j in 2: 3) { logit(t.p4[j]) <- m.rp4 +
delta.p4[j-1] }

######stomatitis/pharyngitis grade 3 (t.s3)
#treatment 5 = carboplatin/cisplatin, treatment
6= carboplatin+enoxiparin
# incorporates Bolis data and assumed number of
events from Cantu
for (j in 1:5) { delta.s3[j] ~ dnorm(0.0,0.0001) }
m.rs3~dnorm(0.0,0.001) 
t.rs3~dgamma(0.01,0.01)
for (j in 1:6){ mu.rs3[j]~dnorm(m.rs3,t.rs3) }

for (i in 1:10){ logit(p.s3[i])<-mu.rs3[study.s3[i]] +
equals(treat.s3[i],2) * delta.s3[1] +
equals(treat.s3[i],3) * delta.s3[2] +
equals(treat.s3[i],4) * delta.s3[3] +
equals(treat.s3[i],5) * delta.s3[4] +
equals(treat.s3[i],6) * delta.s3[5]} 

for (i in 1:10){ r.s3[i]~dbin(p.s3[i],n.s3[i]) }

logit(t.s3[1]) <- m.rs3
for (j in 2: 6) { logit(t.s3[j]) <- m.rs3 + delta.s3[j-
1] }

######stomatitis/pharyngitis grade 4 (t.s4)
# incorporates Bolis data and assumed number of
events from Cantu
for (j in 1:5) { delta.s4[j] ~ dnorm(0.0,0.0001) }
m.rs4~dnorm(0.0,0.001) 
t.rs4~dgamma(0.01,0.01)
for (j in 1:6){ mu.rs4[j]~dnorm(m.rs4,t.rs4) }

for (i in 1:10){ logit(p.s4[i])<-mu.rs4[study.s4[i]] +

equals(treat.s4[i],2) * delta.s4[1] +
equals(treat.s4[i],3) * delta.s4[2] +
equals(treat.s4[i],4) * delta.s4[3] +
equals(treat.s4[i],5) * delta.s4[4] +
equals(treat.s4[i],6) * delta.s4[5]} 

for (i in 1:10){ r.s4[i]~dbin(p.s4[i],n.s4[i]) }

logit(t.s4[1]) <- m.rs4
for (j in 2: 6) { logit(t.s4[j]) <- m.rs4 + delta.s4[j-
1] }

######diarrhoea grade 3 (t.d3)
for (j in 1:2) { delta.d3[j] ~ dnorm(0.0,0.0001) }
m.rd3~dnorm(0.0,0.001) 
t.rd3~dgamma(0.01,0.01)
for (j in 1:3){ mu.rd3[j]~dnorm(m.rd3,t.rd3) }

for (i in 1:6){ logit(p.d3[i])<-mu.rd3[study.d3[i]] +
equals(treat.d3[i],2) * delta.d3[1] +
equals(treat.d3[i],3) * delta.d3[2]} 

for (i in 1:6){ r.d3[i]~dbin(p.d3[i],n.d3[i]) }

logit(t.d3[1]) <- m.rd3
for (j in 2: 3) { logit(t.d3[j]) <- m.rd3 + delta.d3[j-
1] }

######diarrhoea grade 4 (t.d4)
for (j in 1:2) { delta.d4[j] ~ dnorm(0.0,0.0001) }
m.rd4~dnorm(0.0,0.001) 
t.rd4~dgamma(0.01,0.01)
for (j in 1:3){ mu.rd4[j]~dnorm(m.rd4,t.rd4) }

for (i in 1:6){ logit(p.d4[i])<-mu.rd4[study.d4[i]] +
equals(treat.d4[i],2) * delta.d4[1] +
equals(treat.d4[i],3) * delta.d4[2]} 

for (i in 1:6){ r.d4[i]~dbin(p.d4[i],n.d4[i]) }

logit(t.d4[1]) <- m.rd4
for (j in 2: 3) { logit(t.d4[j]) <- m.rd4 + delta.d4[j-
1] }

######nausea/vomiting grade 3 (t.nv3)
#incorporates ICON4, Cantu and Bolis data
for (j in 1:6) { delta.nv3[j] ~ dnorm(0.0,0.0001) }
m.rnv3~dnorm(0.0,0.001) 
t.rnv3~dgamma(0.01,0.01)
for (j in 1:7){ mu.rnv3[j]~dnorm(m.rnv3,t.rnv3) }

for (i in 1:12){ logit(p.nv3[i])<-
mu.rnv3[study.nv3[i]] + equals(treat.nv3[i],2) *
delta.nv3[1] + equals(treat.nv3[i],3) * delta.nv3[2]
+ equals(treat.nv3[i],4) * delta.nv3[3] +
equals(treat.nv3[i],5) * delta.nv3[4] +
equals(treat.nv3[i],6) * delta.nv3[5] +270
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equals(treat.nv3[i],7) * delta.nv3[6]} 

for (i in 1:12){ r.nv3[i]~dbin(p.nv3[i],n.nv3[i]) }

logit(t.nv3[1]) <- m.rnv3
for (j in 2: 7) { logit(t.nv3[j]) <- m.rnv3 +
delta.nv3[j-1] }

######nausea/vomiting grade 4 (t.nv4)
##no info from Cantu available for grade 4,
therefore T[4] is paclitaxel combination, T[5] is
carboplatin/cisplatin # no grade 4 info from Bolis

for (j in 1:4) { delta.nv4[j] ~ dnorm(0.0,0.0001) }
m.rnv4~dnorm(0.0,0.001) 
t.rnv4~dgamma(0.01,0.01)
for (j in 1:5){ mu.rnv4[j]~dnorm(m.rnv4,t.rnv4) }

for (i in 1:8){ logit(p.nv4[i])<-
mu.rnv4[study.nv4[i]] + equals(treat.nv4[i],2) *
delta.nv4[1] + equals(treat.nv4[i],3) * delta.nv4[2]
+ equals(treat.nv4[i],4) * delta.nv4[3] +
equals(treat.nv4[i],5) * delta.nv4[4] } 

for (i in 1:8){ r.nv4[i]~dbin(p.nv4[i],n.nv4[i]) }

logit(t.nv4[1]) <- m.rnv4
for (j in 2: 5) { logit(t.nv4[j]) <- m.rnv4 +
delta.nv4[j-1] }

######sepsis grade 3 (t.se3)
#T[4] is carboplatin and T[5] is carboplatin +
enoxiparin
#incorporates data from Bolis
for (j in 1:4) { delta.se3[j] ~ dnorm(0.0,0.0001) }
m.rse3~dnorm(0.0,0.001) 
t.rse3~dgamma(0.01,0.01)
for (j in 1:5){ mu.rse3[j]~dnorm(m.rse3,t.rse3) }

for (i in 1:8){ logit(p.se3[i])<-mu.rse3[study.se3[i]]
+ equals(treat.se3[i],2) * delta.se3[1] +
equals(treat.se3[i],3) * delta.se3[2] +
equals(treat.se3[i],4) * delta.se3[3] +
equals(treat.se3[i],5) * delta.se3[4]} 

for (i in 1:8){ r.se3[i]~dbin(p.se3[i],n.se3[i]) }

logit(t.se3[1]) <- m.rse3
for (j in 2: 5) { logit(t.se3[j]) <- m.rse3 +
delta.se3[j-1] }

######sepsis grade 4 (t.se4)
#T[4] is carboplatin and T[5] is carboplatin +
enoxiparin
#incorporates data from Bolis
for (j in 1:4) { delta.se4[j] ~ dnorm(0.0,0.0001) }
m.rse4~dnorm(0.0,0.001) 

t.rse4~dgamma(0.01,0.01)
for (j in 1:5){ mu.rse4[j]~dnorm(m.rse4,t.rse4) }

for (i in 1:8){ logit(p.se4[i])<-mu.rse4[study.se4[i]]
+ equals(treat.se4[i],2) * delta.se4[1] +
equals(treat.se4[i],3) * delta.se4[2] +
equals(treat.se4[i],4) * delta.se4[3] +
equals(treat.se4[i],5) * delta.se4[4]} 

for (i in 1:8){ r.se4[i]~dbin(p.se4[i],n.se4[i]) }

logit(t.se4[1]) <- m.rse4
for (j in 2: 5) { logit(t.se4[j]) <- m.rse4 +
delta.se4[j-1] }

#########fever grade 3 (t.f3)
#T[4] is carboplatin and T[5] is carboplatin +
enoxiparin
#incorporates data from Bolis
for (j in 1:4) { delta.f3[j] ~ dnorm(0.0,0.0001) }
m.rf3~dnorm(0.0,0.001) 
t.rf3~dgamma(0.01,0.01)
for (j in 1:5){ mu.rf3[j]~dnorm(m.rf3,t.rf3) }

for (i in 1:8){ logit(p.f3[i])<-mu.rf3[study.f3[i]] +
equals(treat.f3[i],2) * delta.f3[1] +
equals(treat.f3[i],3) * delta.f3[2] +
equals(treat.f3[i],4) * delta.f3[3] +
equals(treat.f3[i],5) * delta.f3[4]} 

for (i in 1:8){ r.f3[i]~dbin(p.f3[i],n.f3[i]) }

logit(t.f3[1]) <- m.rf3
for (j in 2: 5) { logit(t.f3[j]) <- m.rf3 + delta.f3[j-
1] }

##########fever grade 4 (t.f4)
#T[4] is carboplatin and T[5] is carboplatin +
enoxiparin
#incorporates data from Bolis
for (j in 1:4) { delta.f4[j] ~ dnorm(0.0,0.0001) }
m.rf4~dnorm(0.0,0.001) 
t.rf4~dgamma(0.01,0.01)
for (j in 1:5){ mu.rf4[j]~dnorm(m.rf4,t.rf4) }

for (i in 1:8){ logit(p.f4[i])<-mu.rf4[study.f4[i]] +
equals(treat.f4[i],2) * delta.f4[1] +
equals(treat.f4[i],3) * delta.f4[2] +
equals(treat.f4[i],4) * delta.f4[3] +
equals(treat.f4[i],5) * delta.f4[4] } 

for (i in 1:8){ r.f4[i]~dbin(p.f4[i],n.f4[i]) }

logit(t.f4[1]) <- m.rf4
for (j in 2: 5) { logit(t.f4[j]) <- m.rf4 + delta.f4[j-
1] }
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}

# data

list(r.n3 =c(33,19,17,34,10,6,5,8,3,12),(r.n4 =
c(146,10,89,24,3,1,1,9),
(r.t3=c(40,3,25,2,0.5,0.5,0.5,5,11,31),
(r.t4=c(40,0.5,30,3,0.5,0.5,0.5,1,8,29),
(r.a3=c(59,13,42,4,5,3,5,18),
(r.a4=c(10,1,4,3,0.5,0.5,4,5),
(r.p3=c(0.5,55,0.5,0.5,0.5,16),
(r.p4=c(0.5,2,0.5,0.5,0.5,1),
(r.s3=c(2,19,1,1,1,11,0.5,0.5,0.5,3),
(r.s4=c(0.5,1,0.5,0.5,0.5,0.5,0.5,1,0.5,1),
(r.d3=c(9,5,6,1,3,3), (r.d4=c(1,1,1,0.5,0.5,0.5),
(r.nv3=c(34,29,17,4,6,16,0.5,2,37,47,3,12),
(r.nv4=c(8,3,5,1,0.5,3,2,6),
(r.se3=c(1,0.5,2,2,0.5,0.5,0.5,0.5),
(r.se4=c(1,0.5,2,0.5,0.5,0.5,0.5,0.5),
(r.f3=c(8,2,1,1,3,7,0.5,0.5),
(r.f4=c(5,0.5,0.5,0.5,0.5,0.5,0.5,0.5),

n.n3=c(235,239,112,114,108,108,47,47),
n.n4=c(235,239,112,114,108,108,47,47),
n.t3=c(235,239,112,114,108.5,108.5,47.5,47,95,95
),
n.t4=c(235,239.5,112,114,108.5,108.5,47.5,47,95,
95),
n.a3=c(235,239,112,114,108,108,95,95),
n.a4=c(235,239,112,114,108.5,108.5,95,95),
n.p3=c(235.5,239,112.5,114.5,108.5,108),
n.p4=c(235.5,239,112.5,114.5,108.5,108),
n.s3=c(235,239,112,114,108,108,47.5,47.5,95.5,95
),
n.s4=c(235.5,239,112.5,114.5,108.5,108.5,47.5,47,
95.5,95),
n.d3=c(235,239,112,114,108,108),
n.d4=c(235,239,112,114.5,108.5,108.5),,
n.nv3=c(235,239,112,114,108,108,47.5,47,392,41
0,95,95),
n.nv4=c(235,239,112,114,108.5,108,392,410),
n.se3=c(235,239.5,112,114,108.5,108.5,95.5,95.5),
n.se4=c(235,239.5,112,114.5,108.5,108.5,95.5,95.
5),
n.f3=c(235,239,112,114,108,108,95.5,95.5),
n.f4=c(235,239.5,112.5,114.5,108.5,108.5,95.5,95.
5),

study.n3=c(1,1,2,2,3,3,4,4),
study.n4=c(1,1,2,2,3,3,4,4),
study.t3=c(1,1,2,2,3,3,4,4,5,5),
study.t4=c(1,1,2,2,3,3,4,4,5,5),
study.a3=c(1,1,2,2,3,3,4,4),
study.a4=c(1,1,2,2,3,3,4,4),
study.p3=c(1,1,2,2,3,3),
study.p4=c(1,1,2,2,3,3),
study.s3=c(1,1,2,2,3,3,4,4,5,5),
study.s4=c(1,1,2,2,3,3,4,4,5,5),
study.d3=c(1,1,2,2,3,3),
study.d4=c(1,1,2,2,3,3),
study.nv3=c(1,1,2,2,3,3,4,4,5,5,6,6),
study.nv4=c(1,1,2,2,3,3,4,4),
study.se3=c(1,1,2,2,3,3,4,4),
study.se4=c(1,1,2,2,3,3,4,4),
study.f3=c(1,1,2,2,3,3,4,4),
study.f4=c(1,1,2,2,3,3,4,4),

treat.n3=c(1,3,1,2,2,3,2,4),
treat.n4=c(1,3,1,2,2,3,2,4),
treat.t3=c(1,3,1,2,2,3,2,4,5,6),
treat.t4=c(1,3,1,2,2,3,2,4,5,6),
treat.a3=c(1,3,1,2,2,3,4,5),
treat.a4=c(1,3,1,2,2,3,4,5),
treat.p3=c(1,3,1,2,2,3),
treat.p4=c(1,3,1,2,2,3),
treat.s3=c(1,3,1,2,2,3,2,4,5,6),
treat.s4=c(1,3,1,2,2,3,2,4,5,6),
treat.d3=c(1,3,1,2,2,3),
treat.d4=c(1,3,1,2,2,3),
treat.nv3=c(1,3,1,2,2,3,2,4,5,6,6,7),
treat.nv4=c(1,3,1,2,2,3,4,5),
treat.se3=c(1,3,1,2,2,3,4,5),
treat.se4=c(1,3,1,2,2,3,4,5),
treat.f3=c(1,3,1,2,2,3,4,5),
treat.f4=c(1,3,1,2,2,3,4,5))

# initial
list(m.rn3=0,
t.rn3=1, m.rn4=0,t.rn4=1,m.rt3=0, t.rt3=1,
m.rt4=0, t.rt4=1,m.ra3=0,t.ra3=1,
m.ra4=0,t.ra4=1, m.rp3=0,t.rp3=1,
m.rp4=0,t.rp4=1, m.rs3=0,t.rs3=1,
m.rs4=0,t.rs4=1, m.rd3=0,t.rd3=1,
m.rd4=0,t.rd4=1, m.rnv3=0, t.rnv3=1,
m.rnv4=0,t.rnv4=1, m.rse3=0, t.rse3=1,
m.rse4=0, t.rse4=1, m.rf3=0, t.rf3=1, m.rf4=0,
t.rf4=1)
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Resource use associated with adverse events (taken from Schering-
Plough submission23

Adverse event Resource use item Cost per Distribution
item (£)

Stomatitis/pharyngitis grade 3 Outpatient visit 90 Triangular (0, 1.5, 2)
Paracetamol mouthwash 1 Fixed

Sulcralfate 0.37 Triangular (7, 8.5, 10)
Oramorph 4.62 Fixed

Stomatitis/pharyngitis grade 4 Inpatient stay 293 Uniform (5, 7)
Fluconzole i.v. 204.96 Fixed

Saline 42 Fixed
Paracetamol mouthwash 1 Fixed

Sulcrafate 0.37 Triangular (7, 8.5, 10)
Oramorph 4.62 Fixed

PPE grade 3 Outpatient visit 90 Fixed
Paracetamol 3.09 Fixed
Pyridoxine 0.29 Fixed

PPE grade 4 Inpatient stay 293 Triangular (5, 7, 14)
Flucoxacillin i.v. 57.12 Fixed

Saline 42 Fixed
Paracetamol 3.09 Fixed
Pyridoxine 0.29 Fixed

Neutropenia grade 3 Outpatient visit 90 Uniform (0, 1)
Ciprofloxacin 1.50 Uniform (5, 7)

Neutropenia grade 4 Inpatient stay 293 Uniform (2, 5)
Ciprofloxacin 1.50 Uniform (5, 7)

G-CSF 77.03 Uniform (3, 7)

Thrombocytopenia grade 3 – – –
Thrombocytopenia grade 4 Day-case admission 293 Fixed

Platelet transfusion 705 Fixed
Type and cross 18 Fixed

Anaemia grade 3 Day-case admission 293 Fixed
Blood transfusion 78.80 Fixed

Type and cross 18 Fixed

Anaemia grade 4 Inpatient stay 293 Uniform (3, 6)
Blood transfusion 78.80 Fixed

Type and cross 18 Fixed

Diarrhoea grade 3 Inpatient stay 1465 Fixed
Buscopan 1.39 Fixed

Ciprofloxacin 1.50 Uniform (5, 7)
Codeine 0.33 Fixed

Loperamide 0.08 Uniform (2, 3)

Diarrhoea grade 4 Inpatient stay 1465 Fixed
Buscopan 1.39 Fixed

Ciprofloxacin 1.50 Uniform (5, 7)
Codeine 0.33 Fixed

Loperamide 0.08 Uniform (2, 3)

Nausea/vomiting grade 3 Outpatient visit 90 Fixed
Dexamethasone 0.51 Uniform (5, 7)

Granisetron 383.95 Fixed

continued
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Adverse event Resource use item Cost per Distribution
item (£)

Nausea/vomiting grade 4 Inpatient stay 1465 Fixed
Saline 42 Fixed

Dexamethasone i.v. 6.60 Fixed
Granisetron i.v. 360 Fixed

Cyclizine 8.55 Fixed

Sepsis grade 3 Inpatient stay 293 Uniform (3, 6)
Gentamicin 61.25 Fixed

Tazocin 368.48 Fixed

Sepsis grade 4 Inpatient stay 293 Triangular (3.5, 5, 7)
Intensive care unit 558 Triangular (3.5, 5, 7)

Gentamicin 61.25 Fixed
Tazocin 368.48 Fixed
Saline 42 Fixed

Fluconzole i.v. 204.96 Fixed

Fever grade 3 Inpatient stay 293 Uniform (3, 6)
Gentamicin 61.25 Fixed

Tazocin 368.48 Fixed

Fever grade 4 Inpatient stay 293 Triangular (3.5, 5, 7)
Intensive care unit 558 Triangular (3.5, 5, 7)

Gentamicin 61.25 Fixed
Tazocin 368.48 Fixed
Saline 42 Fixed

Fluconzole i.v. 204.96 Fixed
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