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Appendix |

Details of FIGO cancer staging

Growth limited to the ovaries.

One ovary involved.

Both ovaries involved.

Ascites; an accumulation of fluid in
the abdominal (peritoneal) cavity
present or positive peritoneal
washings.

Growth limited to pelvis.

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

Extension to other pelvic tissues.
Ascites or positive washings.

Extra pelvic tumour present — limited
to true pelvis but with superficial liver

Ila

111b

1c

Stage IV:

metastases, peritoneal surface
seedlings, or histologic-proven
malignant extension to the omentum.
Limited to true pelvis with negative
nodes, but seeding of abdominal
peritoneal surfaces or histologic-
proven extension to small bowel or
mesentery.

Peritoneal metastasis of abdominal
peritoneal surfaces, none exceeding
2 cm in diameter; nodes negative.
Peritoneal metastasis beyond pelvis
>2 cm in diameter and/or positive
retroperitoneal or inguinal nodes.

Metastases to distant sites (including
hepatic parenchymal disease).
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Summary of current manufacturers’ information
provided for health professionals
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Appendix 3

Search strategies

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.
e Study design: no limits.
e Language: no limits.

M

EDLINE

(Ovid host)

20

1.

00/2001 — April 2004

exp Ovarian Neoplasms/

2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

Otk

1.

12.

13.

14.

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

or oncolog$ or carcinoma$ or neoplas$ or
mass$ or growth$ or cyst$)).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]
. (adenexa$ adj4 mass$).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]
or/1-3
Topotecan/
topotecan.mp. [mp=title, original title,
abstract, name of substance, mesh subject
heading]
(hycamtin or hycamptamine).mp. [mp=title,
original title, abstract, name of substance,
mesh subject heading]
or/5-7
exp Doxorubicin/
. doxil.mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]
(doxorubicin hydrochloride or doxorubicin
hcl).mp. [mp=title, original title, abstract,
name of substance, mesh subject heading]
liposomal doxorubicin.mp. [mp=title, original
title, abstract, name of substance, mesh
subject heading]
(caelyx or adriamycin or rubex).mp.
[mp=title, original title, abstract, name of
substance, mesh subject heading]
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.

oo

N

10.

11.

12.
13.

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

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

abstract]
1or2
topotecan.mp. [mp=title, abstract]

. (hycamtin or hycamptamine).mp. [mp=title,

abstract]

4o0rb

doxil.mp. [mp=title, abstract]
(doxorubicin hydrochloride or doxorubicin
hcl).mp. [mp=title, abstract]

liposomal doxorubicin.mp. [mp=title,
abstract]

(caelyx or adriamycin or rubex).mp.
[mp=title, abstract]

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

or/7-11

paclitaxel.mp. [mp=title, abstract]
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14.
15.
16.
17.

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

EMBASE
(Ovid host)
2000/2001 — April 2004

1.

exp Ovary Cancer/

2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

1.

12.

13.

14.

15.
16.
17.

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]

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

or/1-3

Topotecan/

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

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

or/5-7

Doxorubicin/

. doxil.mp. [mp=title, abstract, subject

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

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

(caelyx or adriamycin or rubex).mp.
[mp=title, abstract, subject headings, drug
trade name, original title, device
manufacturer, drug manufacturer name]
liposome encapsulated doxorubicin.mp.
[mp=title, abstract, subject headings, drug
trade name, original title, device
manufacturer, drug manufacturer name]
or/9-14

Paclitaxel/

paclitaxel.mp. [mp=title, abstract, subject
headings, drug trade name, original title,

18.

19.

20.

21.
22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.

device manufacturer, drug manufacturer
name]

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

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

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

or/16-20

8

limit 22 to yr=2000-2004

15

limit 24 to yr=2001-2004

21

limit 26 to yr=2001-2004

23 or 25 or 27

4 and 28

animal/ or non-human/

human/

30 not (30 and 31)

29 not 32

CINAHL
(Ovid host)
2000/2001 — April 2004

1.

exp Ovarian Neoplasms/

2. (ovar$ adj4 (cancer$ or tumo?r$ or malignan$

*

10.

11.

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

(adenexa$ adj4 mass$).mp. [mp=title,
cinahl subject headings, abstract,
Instrumentation|

or/1-3

topotecan.mp. [mp=title, cinahl subject
headings, abstract, instrumentation]
(hycamtin or hycamptamine).mp. [mp=title,
cinahl subject headings, abstract,
Instrumentation|

or/5-6

exp Doxorubicin/

doxil.mp. [mp=title, cinahl subject headings,
abstract, instrumentation]|

(doxorubicin hydrochloride or doxorubicin
hcl).mp. [mp=title, cinahl subject headings,
abstract, instrumentation]|

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 sl or s2

s topotecan

s hycamtin or hycamptamine

s s4 or sb

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

ss8 ors9orslOorsll orsl2

s s13 and ((2001 or 2002 or 2003 or 2004)/xyr)

s paclitaxel

s docetaxel

s taxol

s taxotere

ssl5 orsl6 or s17 orsl8

s s19 and ((2001 or 2002 or 2003 or 2004)/xyr)

s 87 or s14 or s20

s s3 and s21
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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)
#217. (#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

Anonymous, 20027°
Piccart, 2003%°
Villella, 20028
Gore, 2000%?
Soriano, 200083
Glimelius, 20018
Hogberg, 20018
Karlsson, 20018
Vermoken, 2000%”
Mobus, 200088
Fracasso, 2003%°
Gronlund, 2002%°
Anonymous, 2002°'
Cannistra, 20022
du Bois, 2001
Chan, 2001%*
Slimane, 2003%
Anonymous, 20007
Bernardi, 20037
Markham, 2002%8
Conte, 2000%°
Muggia, 2001 '%
Gonzalez-Martin, 2003 '°
Ross, 20014

Zeimet, 2002'%?
Covens, 2000%
Johnston, 2001 '%3
Mayer, 2001 '%4
Markman, 2001'%°
Costa, 2001 '%
Sun, 2002'%7

Health Technology Board for Scotland, 2002'08

Harper, 2002'%°

Le, 2003'1°

Kaye, 2002'""!
Bookman, 2002''2
Anonymous, 2001 '3
Ohara, 2002''*
Lehoczky, 2002''®
Topuz, 20016
Markman, 2003'"7
Anonymous, 2001 '8
Anonymous, 2001 19
Bilgin, 2003'%°
Wojciechowska-Lacka, 2003'?'

Castellano, 2002'%
Alvarez, 2003'%3

Armstrong, 2004 124
Armstrong, 2002'%

Reason for exclusion

Discussion article

First-line therapy

Retrospective analysis

Review not SR

Phase Il study, not RCT

Background on treatment pathway in ovarian cancer
Review, not systematic

Included as relevant related SR

Background discussion on treatment in ovarian cancer
Retrospective survival analysis of patients treated with topotecan
Phase Il trial on oxaliplatin

Information on prognostic factors

Discussion article

Background article on CAP versus paclitaxel trial
Dose-finding study of carboplatin gemcitabine combination
Longitudinal study on QoL after treatment

Commentary on first-line treatment trials

Commentary on GOGI I |

Phase Il study, not RCT

Abstract on the results of GOG/SWOG

Discussion on chemotherapy in second-line disease
Background: commentary on PLDH versus topotecan trial
Background: single versus combination therapy
Background: review article on treatment options for second-line
therapy

Commentary paper in German

Relevant SR on topotecan

Background

Not an RCT; Phase Il study

General background on second-line therapy

First-line therapy

Background

Same as the NICE Guidance on the use of PLDH (Caelyx) for the
treatment of advanced ovarian cancer

Review

Review of QoL issues

Review

Information on considerations in trial design

Not data

Case report

Case report

Not an RCT; Phase Il study

Study on the impact of the sequence of delivery on neutropenia
Background references for economics

Background on oxaliplatin

Treatment with second-line gemcitabine therapy

Study on disease progression after first-line paclitaxel and cisplatin or
carboplatin treatment

Phase Il non-RCT

Background on second-line treatment options
Commentary on use of topotecan dosing

Commentary on the use of topotecan

continued
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Study details

Lakusta, 2001 '%6
Hahn, 2003'?
Patel, 2001'%8

Gold, 2003'%
Hensley, 2001 130
Stebbing, 2002'3!
Holzner, 2002'3?
Toffoli, 2002'33
Armstrong, 2003'34
Chiara, 2004'3*
Latorre, 2002'3¢
Markman, 2000'37
Yasuda, 2002'38
Gorbunova, 2002'3°
Piccart, 2002'4°
Pignata, 2001 ''
Goldwasser, 2001 '4?
Boruta, 2002'4?
Ozols, 2002'#4
Mielcarek, 2002'4®
Breidenbach, 2003 '4¢

Woronoff-Lemsc, 200147
Favalli, 2002'8

Beshara, 2002'4°
Markman, 2003'%°
Markman, 2003'>!

Bolis, 2004'>2

Slater, 2001'%3

Boehnke Michaud, 2000'%*
Baron-Hay, 2001'>°

Doyle, 2001 '5¢
Wagner, 20017
Le, 2003'38

Boos, 2003'%?

Fireman, 2000'¢°
Lendermann, 2003'¢'
Bodurka-Bevers, 2000'¢2
Bolis, 20017°

Chan, 2003'63

Donato, 2003'¢4

Flynn, 2002'%°

Gadducci, 2001 '6¢
Anonymous, 2001 '¢7
Neymark, 2002'¢®
Geldblom, 2000'¢°
Szucs, 2003'7°

Van Den Bosch, 20017
ICONI Collaborators, 2003'72
Piccart, 2000'73

Chan, 2003'™
Anonymous, 2003'7
Anonymous, 200276
Anonymous, 2002'77
Young, 2001'7®
Copeland, 2003'7°
Wenzel, 2004'8

Reason for exclusion

Cohort study on QoL measures

Study on QoL in patients treated with doxil as second-line therapy
Background on the use of PLDH

Topotecan combined with amifostine as second-line therapy
Background on AE of PLDH

Commentary on trial 30-49

Background on QoL

Correspondence article

Bryostatin| as the intervention

Non-RCT Phase Il study

Background

Background on choices for second-line therapy

Phase Il study not an RCT

Paper in Polish

Long-term follow-up results of GOGI I |

Background on QoL issues in gynaecological cancers
Commentary on oxaliplatin in cancers

Retrospective study; not an RCT

Commentary on the management of ovarian cancer

QoL of patients treated with paclitaxel as first-line therapy
Discussion article on side-effect profiles of different chemotherapy
regimens

Background: economics

Protocol for the After-6 study

Retrospective analysis of the use of topotecan as a second-line therapy
Background on disease stage measurement in ovarian cancer
First-line therapy

First-line therapy

Commentary on non-curative chemotherapy

Background on paclitaxel

Commentary on the use of oxaliplatin

Background: economics

Background on the use of paclitaxel—cisplatin

Background

Discussion on off-label use of treatments

Cost of care for patients in cancer trials

Correction on letter to the editor

Background: economics

Intervention is epidoxorubicin

Background: QoL during chemotherapy

Background: editorial

Background on optimum time interval between surgery and
chemotherapy

Background

Economic background

Background: economics

Phase | study

Background: cost-effectiveness

Not an RCT and not second-line therapy

Background: ICON |

Commentary

Commentary on the NICE guidance on PLDH

Commentary on the NICE guidance on paclitaxel
Commentary on NICE guidance for PLDH

Commentary on single agent carboplatin as first-line treatment choice
Background: economics

Protocol and rationale for ICON 5 (useful background)
Abstract only: not clear that intervention is after failure of first-line
platinum-based therapy

continued
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Scarfone, 2001 '8! Abstract only: not clear that this is second-line therapy after failure of
first-line platinum-based therapy

Gennatas, 2000'82 Abstract only: not clear that this is second-line after failure of first-line
platinum-based therapy

Muggia, 2000'83 First-line therapy

Piccart, 2000'#4 First-line therapy

Einhorn, 2003 '8° Background on radiation therapy

Nicholls, 2001 '8 Background: economics

de Haes, 1987'%7 Background: QoL

Bolis, 1999'88 Excluded: research update date of 2000

Dranitsaris, 2004'® Background: economics

ICON Group, 2002'%° Background: ICON 3 (first-line therapy)

Fiorica, 2003'?' Background: use of topotecan for advanced treatment (useful specific
background)

Mutch, 2003'%? Background: gemcitabine combination chemotherapy (general)

Stuart, 2003'% Background: first-line treatment regimens (general)

Fabbro, 2001'% Non-randomised Phase Il study

Bankhead, 2004'% Useful general background article

Wang, 2003'% Commentary on ICON 4 (not useful as background)

ICON | & EOTTC - ACTION, 2003'"” Platinum-based first-line therapy

Calhoun, 2001 '% Background: economics

Moe, 2003'%° Background: economics

Wu, 200129 Reports on first-line therapy

Calhoun, 2003%°! Impact of chemotherapy delays on QoL in patients undergoing first-line
chemotherapy (not specific to ovarian cancer)

Biamonte, 20002%2 Topotecan versus nihil as maintenance therapy after first-line treatment

Moss, 20022%3 Background: management of advanced ovarian cancer patients (general)

Adams, 2004204 Avrticle on use of erythropoietin in USA

Guastalla, 20032% Background on adverse events associated with paclitaxel

Katsumata, 2003206 Background on docetaxel

Kose, 200327 Phase Il study of gemcitabine + carboplatin

Maenpaa, 2003%%8 Background article on docetaxel

Gronlund, 20012%° Retrospective study of results of patients receiving
paclitaxel/carboplatin first-line therapy

Calhoun, 20032'° Psychometric properties of scale evaluating neuropathy

Piccart, 20032' Does not have PLDH, topotecan or paclitaxel as an intervention

Bookman, 20032'2 Background to GOG158 and ICON 5

Malik, 2000?'3 Commentary on single institution’s experience of participating in
topotecan trials

Vermorken, 20012 Background on drug actions of oxaliplatin and paclitaxel

Bookman, 1998%'° Not an RCT; preupdated searches

Kavanagh, 20022'¢ Not an RCT

Ojeda, 2003°' Background: economics

Jasas, 200327 Phase Il study of second-line use of oral topotecan + cisplain (i.v.)

Sehouli, 2001%'8 Abstract only: Phase Il study (not randomised)

Lalisang, 20032? First-line therapy with docetaxel, epirubicin and cisplatin

Wheatley, 200322 Letter to the editor (useful commentary on ICON 4)

Mielke, 20032 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 Il study of Caelyx + carboplatin (not randomised)

Newman, 2003 Letter to the editor (useful commentary on ICON4)

AE, adverse events; GOG, Gynaecologic Oncology Group; SR, systematic review; SWOG, Southwark Oncology Group.
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Details of quality assessment

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?

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?

(&34
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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, elc.).

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 ‘N§’, not
stated.
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Data extraction tables

Trial: 30-49%2

In the following tables and data, sources are
indicated by the following symbols preceding
entries. T, Extracted from Shering-Plough Ltd.
Data on File. A Phase 111 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.

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

+, 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. 1, 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.

151



Appendix 6

panuiuod

syueddnued /4 Ajuo

uo paseq sem pawiojiad sisAjeue
ay3 Inq pasiwopue. Ajeuidlio
aJom syuedpied | gy “sisieL
ay3 Aq paylodau se sisAfeue

1 1] ue 30U si sisAjeue ay |

sdno.3 Apnis [enpiAipul ay3 jo
swiia) ul papiao.d jou aue elep
snje)s aduewo)ad Adjsjouey|

dn-moj|o} 03 sasso| pajedidiue
J9A0D 03 ()9} O3 Paseadu] Sem
azis s|dwies ay3 USASMOH /570
MO|3q |[&} 30U p|nod HQd ©3
uedajodo) Jo YH aY3 jo |D papis
-9UO 9556 19MO| 3L)3 Je3 %08
jo Ayjiqeqoud © yum aunsua oy
paJinbau auam ‘dnoud Juswiessy
yoes ui G/ | ‘suedpn.ed

09€ JO [e303 & pa3sadans ydiym
juawiindaJ 03 Jord pawoyiad
sem uopze|nofed azis a|dwes vy

s3nJp om1 ay3 jo sdusfeAinba
[ed13s13BIS 310939p 03 Jomod
9608 Y3Mm Apnis aduafeAinba
ue se paudisop sem siy |
sjusWIWo)

uonendod

juanyed siy3 ui uondo juswiesuy
9|genjeA & se HQd Jo djod

a3 1oddns Suisop jusiusAuod
pue 9jjoid A1oyes o|qeinoAey
‘Aoeoyyye a|qesedwod ay |
suoIsn|puod sJoyiny

SIUSWILIOD pUB UOISNPU0D)

(9%€°11) LT :uonaN1ISqo [eunsayu|
(9%1°21) 67 misdadsiq

(%1°07) 8F ‘eixaJouy

(9%6°07) 0§ ‘B20YLIEIQ

(%1°0€) T/ :uonednsuod
(%9°T€) 8L :Buniwop

(%% %) 66 spIRWOIS

(%0'9%) 01 | -easneN

1wialsAs aAnsadiq

(%5°01) ST :2ydepeaH

(%L°11) 8T :uonodyu|

(%£°11) 8T :ured >peg

(%T'b1) HE JopJosIp suelqUISW SNOdN|L
(%6°07) 0 ured

(9%€°17) 1§ 1onag

(9%5°€€) 08 :uted [eunuopqy
(%T°0¥) 96 B1UaYISY

:3|oyMm e se Apog

sopeJ3 ||y f

(6£7 = U) HA1d

dnou8 ay3 ul syjeap pajejai-JusIea.) Ou UM
24943 Inq ‘SJUDAS SSISAPE O3 Snp ApNIs a3 wouj
Mmaipyum dnous ays ui syuedpiaed g4 :HA1d

Ha1d
SJUDAD ISIAAPY

paliodau aJe dn

-MOJ|0} 03 ISO| IO} SUOSEA. JBYIO ON| "Pa3IEIS Jou
S| SEMEJIPYIM 9S3Y3 JOj UOSEa. pue juswusisse
dnou3 Apnis ay "asop 3s.1} ay3 03 Jolud
dn-moj|0} 03 150| auom sjuedidiried UsASS [[BISAQ
(D) 1043U0d W04y SleMeIPYIM

pajiodau aJe dn

-MOJ|0} 01 SO .10} SUOSES. J310 O P3IEIS JoU
S| S[EMEIPYIIM 3S3Y3 JO} Uosea. pue Juswiugisse
dno.8 Apnis ay | ‘asop 3sJiy ay3 o3 Jold
dn-moj|0} 03 150| auam sjuedidiied UsASS |[BISAQ
(1) uonuaAIRIUI WO S[EMEIPYIIM

SJUSAD 3SJIAPE pue sjemeapyiim/dn-mojjo4

syuow 9 Jd3e JuSWIEd)
PaNUUOISIP OYM Sjudfied
"JIjoUDq [BDIUI]D pauleIsns
pajeJisuowsp juaized
ay3 Jl aNURUOD osje

p|NOd juawiea.] ek |
03 dn Joj panupuod

sem sjuase y3oq Yam
juswieaJ) ‘uoissaidoud
3seas|p Jo aduasqe a3 u|
:]043U0d/UOIIUIAIRIUI
jnoqe sjudWWO)D)

skep

17 91245 4ad y38uaq
(g 01 dn joo030.d)
paels 10N :$9J24d jo ‘ON
sAep g

Joj uoisnjul nUIW-Q§
e se p/,w/3w | :3s0Q
‘Al :uonRAISIUIWIPE

jJo ajnoy

pajeany

aJom g7 "pariodau
JON :pasiwopue. ‘oN
uedajodo| :adAL

(3) 1043u0d

sAep gg 924> uad yduan
(9 03 dn jod030.d)

pa1e3s 10N :59]24d Jo ‘ON
uoisnjul

y-| & se w/Bw og :@s0q
‘Al :uonRAISIUIWIpPE

Jo a3noy

pejes.y

aJoM g€ "partodau

JON :pasiwopue. ‘oN
H1Qd :2dAL

(1) uonnuaauauj

S|Ie3ap uonuUdAIaIU|

(%€°1) 6€7/€ PO
(%€'1) 6€T/€ ‘urisy
(9%8°0) 6€7/z iuedsiH
(9%6°9) 6£TUY | DPPEIG
(9%8°06) 6£T/L 1T PUYM
(6€7 = u) odey ¥

(%L¥€) £8:99 2
(9%£°99) 951 159>
(saeak yg—/7 :98uel)

sqeak 009 :28e ueIpal
(€11 Tes (@s) vedly

) Had
sa13slvjdRIRYD

(saeak 68-G7

a3ue.) saeak (°09 uelpaw :uedajodo]

(saeak /8-/T
a3uel) sJeak (°Q9 uelpaw :HA1d

syuedpiyied jo a8uea a8e/a8y

saf :Aioydelpy

saA :[enpisay

{Iuswneauy

Qulj-3s41) J493ye Juasaud aseasiq

(seus onsiodowaey
JO PJIY3-2UO UBY3 SSO| PIAJOAUL JI

A|uo Inq) Adeayiolpe. ‘(uswidad aul|
-3s.41 paseq-wnune|d) Adessyzowsyd

SJUSWIIEAI] SNOIADI]
aul|-puodas :a8eys Adeaay

Ire

J0U Inq ‘sased jo Ajiofew ayy ul ‘sap
:peauds Arepuodas jo aduasinddQ

paoueApy :aSe)s aseasiq
[elayud3y :2d43 aseasig

L1 Ul 4/} pesIwOpURY |8}
pasiwopue. JRqunN

s|rejap juedpijied

pa.und20 uoissaJdoud
oseasIp JI ss3| o Ueak | 0}
dn :dn-mojjo} jo yj8uar

aseasip Aj|nq pue ANARISUasS
wnuneld Joy payiens

pue pasiwopuel A|[e3uad
uojpjesiwopue. Jo poylapy
1l Sseyd :oseyd

6¥-0¢€ :al leML
Adesayiowayd

aul-1s.l paseq

-wnupeld o3 puodsau jou
PIp J0 J9)je paJindad Jeyy
BUWIOUIDIED UBLIEAO [BIl2YlIda
yum sjuaized u; uedsjodol
pue HQd Jo Awjes

pue Adeoiye a1 sJsedwod o]
aARIqo

22100T ‘UopJo ioyiny

uSisap pue sjiejap Apmig

152



No. 9

Vol. 10

’

Health Technology Assessment 2006

panunuod

Sjuauwiwiod pue uoisnppuo)

(%¥°S) €1 reiwsEUY

:wiaIsAs oneydwiA| pue dlwseH
(9%6'L) 61 :uodNISqO [RUNSIIY
(%8°0) 7 *eidedsig

(965°7) 9 :eIXaIOUY

(%17 § reeoyLIERIQ

(%5°7) 9 :uonedisuo)
(%1°£) £1 Buniwop

(%6°L) 61 :shIIRWOIS

(9%0°6) | “easneN

1waIsAs aAlsasIq

(9%8°0) T :2Yyoepesy

(9%1°7) § :uonoayu|

(%L'1) ¥ :ured >peg

(%8°€) 6 :OPIOSIp SUBIQUISW SNOIN|A|
(%L'1) ¥ ured

(968°0) T :1or24

(%0°01) #¢ :ured [euiiopqy
(%1°2) L] =uaypsy

:3|oyMm e se Apog

€ opeun)

(%T°61) 9% ‘eadoly

(%5'87) 89 :usey

(9%9°05) 171 @wodpuAs 100}—pueH
:sa8epuadde pue up|g

(%9'6) €T :pasea.nul ysno
(%1°51) 9¢ edoudsiq

(%65 1) 8¢ :smBukieyq

:wia)sAs Auojedidsay

(%T+) 01 :sseuizziq

(9%0°01) T -e1saysaeg
:WISAS SNOAJDN

(9%€°11) £T ewapao [esaydLiag
:I9p.osIp [euoniiINu/dijoqeIs||
(9%0°€1) 1€ reuadork>oquioay |
(9%1°5€) 8 euadonnaN
(9%8'9¢) 88 ‘euadosna]
(9%T°0¥) 96 ‘erwSERUY

:wialsAs oneydwiA| pue diwaseH

SJUDAD ISJ3APE pue sjemelpyjim/dn-mojjo4

Jo asnedaq uonenjeAs
Joj uanja. 03 a.n|re}

Jo ‘oseas|p 9|qessasse
Aue jo 3ujuasiom

Jes|> Jo ‘paseaddesip
pey 1Byl UoIs9)

Aue jo soueseaddeau

Jo ‘asuodsau

159Q 9Y3 Se pauieIqo wns
159|[BWIS BY3 JDAO SUOISI)
paJnseaw Ajjeuoisuswipiq
Jo s1onpoud jo wns ay)
Ul 95B2J2UI 950G Z B YIM
sjuanzed ul palyisse|> sem
(Qd) osessip aAIssaJ30.4g
‘POMO|[E JOU DJM
SUOISS| MU pUE 95eaSIp
9|gessasse Jo uolssaJdoud
{suo|sa| a|geJnsesw |[e jo
sJ93awelp Jendipuadiad
[euoisuswiplq jo
s1onpo.d ay3 jo wns ay3
Ul 8S5e3.109p 909 < YiIMm
syusnzed ul pajuswnoop
sem (yYd) asuodsau
[enued v ‘swoidwiAs
pa3e[oJ-9seas|p ou pue
‘SUOIS3| M3U Ou ‘aseasIp
9|qessosse pue 9|qe.nsesw
|[e Jo adueaeaddesip
919|dwod se paulep sem
(YD) asuodsau a39dwod
V "SIUSWISSISSE Inowim
9AI3D9[qo Uo paseq sem
8nup Apnis 03 asuodsay

‘paiajdwod

[od0304d paJspisuod
aJam (ueda10do) Jo so[24Ad
W319 ‘HQd 4o S3AS x1s)

S|Ie3ap uonuUdAIdIU|

(9%¥5) 6£7/0€ | Aio1dRl)oY

(%9¥) 6£7/601 2ARIsUSS
Ananisuss wnuneld

(W |$p—| 9Bued) WD QT UBIP3
A2 (1) £°8€ (as) uesly
auljaseq je suois9| Jo wng

(lw/n 0'10881-0'€ :98ueJ)
IW/N 661 :STI-VD UeIP3

(sypuow | zg—6"0 :23ue.)
syuow (°/ ‘Uelpa|

stpuow (86’1 1) T'01 (As) uesy
[eA1a3ul 3344-3nuQg

(%1°56) 6£7/8TT :ON

(%9%) 6€T/11 oA
Adeaayy suiphoeayyue Jorid

(%6°01) 6£7/9T :yiog

(%5°87) 6£7/89 “Aluo uneidsiy
(9%L°09) 6€T/S¥| “Auo uneidoq.ed
:Adessyy winupe|d Jord jo adAp
(9%6°€7) 6£T/LS :du0fe wnune|d
(9%5°7) 6£1/9 :ouexes

-uou pue wnupie|d uoneuIqwo)
(%9°€L) 6€T/9L1

:auexe) pue wnupe|d uoneuiquioD
suawi3au

Adesayjowayd Apnisaud F

(9%L1) 6£7/0F Al
(9%¢2) 6€T/SLI 11
(99) 6£TEI 1l
(99) 6£T/11 |
a3e3s 0O [ey|

0°'10881-0°€ :@8uey

05'861 :ueIps|y

(Trecee1) 92°006 (As) vealy
(yzz = v

(Jw/n) suipseq je §Z|-VD F

sjre3ap juedidnaed

uSisap pue sjiejop Apnig

153

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



Appendix 6

panunuod

Sjuduwiwiod pue uoisnppuo)

(%T¥) 01 reluadonnaN
(%€°1) € rewadodynay

(%¥°0) | eiwseuy

:widlsAs oneydwiA| pue diwseH
(%/°1) ¥ :uondNIISqO [eunSAI|
0 :eidadsAq

0 ‘BIxaJouy

(%¥°0) | ‘ed0yLIRIg

0 :uonedisuod

(%8'0) T :BuniwoA

(%4°0) | shewoig

(%¥°0) | :easneN

:wiaysAs aAnsadiq

0 :dyoepesH

0 :uonoayu|

0 :ured >peg

0 :19pJosIp aueIqWIBW SNOdN|L|
(%¥°0) | ured

0 oAs4

(%#°0) | :ured [euiwopqy

0 ‘BlusyIsy

:3|oyM & se Apog

y apein

(%€°1) € eradoly

(%T¥) 01 :usey

(9%0°€7) §§ :9WO.pUAs 300)—pueH
:sa3epuadde pue up|g

0 :paseadJoul y3nodH

(96¢€°¢€) 8 :evoudsAq

0 :sniSukueyy

1widsAs Auojedidsay

0 :sseuizziq

0 :eIsayisaey

WSISAS SNOAJDN

(%1°7) § 'ewapao [esaydiiag
:J9p.OSIp [BUOILIINU/DI|OGEID|
(9%¢€°1) € :euadolkooquioay
(%6'£) 61 euadonnaN
(%8'8) 1T :eiuadoyna

SJUDAD ISJIAPE pue sjemelpyjim/dn-mojjo4

¥T ‘ueIpsly

:sAep ‘U33ua| 9|24A> uea|
01—¢ :98uey

L ‘uelpajy

1 W/Bw “@sop 324> uealy
§9|—¢ :98uey

9¢ :uelpaly

:,W/Bw ‘asop sAneINWIND
6¥T| S9]2Ad

Suisop jo Jaquinu [e30]
(€7 = u) uedajodol

(asop 9>

a1 Aq 9sop aAlzE|NWND
BuIpIAip Aq payewss)
3nup Apnis jo so|pAd G—
paAIedaJ syusned 1soly F

(T1T = u) 95-£7 :98uey
0€ -uelps|y

:sAep ‘Y18ua| 9Ad ued|,|
85—¢ :98uey

0§ -uelps|y

1 W/Bw ‘asop 324> uealy
10€ |—L¥ 98uey

00T :uelps}y

1, W/Bw ‘asop sAngINWIND
$91 | 594>

Suisop jo Jaquinu [el0]
((6€7 = u) HAd
uope3siujwpe
juswieauy Apnjys [enydy

‘ad

10 Yd ‘YD 40} Ajifenb jou
pIp A8y3 ji SseasIp 9|qels
SuiAey se payjisse|d a4om
Sjual3Ey "3IS JO UOISI|
Mmau Aue jo adueseadde
3y} Jo ‘uonIpuod
Suijelolus3ap Jo yiesp

S|Ie3ap uonuUAAIRIU|

(9%£°29)
ST| :pesenuIayIp paydadsun
(9777 €9 ‘parenuasayip Al1ood

(9%£°9) 91 :parenua.ayip Aj@1esapoly

(%L°1) ¥ :PoIRNUBISYIP [|PA
:opeJd Jnown) [e3180|03sIH
(%%°0) | :paypads 10N
(9%9°¥)

| | ‘ewouidjedouspe _uoEumamCD
(90°€7) S :PeIRBUBIBYIPUN
(%1+°0) | :I1®> [euonisuel|
(9%8°€) 6 1190 4B9]D

(99%) 11 :plouzswopuy
(95°7) 9 snoupnjy

(9%£°09) S| :Asejded snouag
ad£y unowny esi80j03sIH F

(9%+°0) | @|qe|reAe 10N
(9%£°€8) 661 :08= [eI0L
(9%£°91) 6€ :08> [e30L
(9%6°07) 05 :001
(9%T°0¥) 96 :06

0:58
(9%TTD) €5 08
0:S/

(9%9°21) 0 0L
(%+°0) 1 :59
(%60 £ :09
(%¥°0) I 09

:auleseq e §d) F

(9%T°L7) §9 3u9sqe/aAnISUDS
(%¥'81) ¥ 3ussaad/onnisusg
(%9°£7) 99 3ussqe/Aiorelay
(968'97) $9 :aussaud/Aioldeljoy
aseasip

Aqing/kanisuss wnugeld

(%7¥9) 6£7/871 udsqQY
(9%9%) 6£7/111 ussaug
aseasip LjInq jo aduasaud

sjre3ap jueddnaed

uBisap pue sjiejop Apnig

154



No. 9

Vol. 10

’

Health Technology Assessment 2006

panuiuod

SIUSWILIOD pUB UOISNPU0D)

(%1°11) 9T :uondnIsqo [eunselu|
(9607 1) €€ reidadsig
(%L17) 1§ reixaiouy
(%6 '€) T8 "BR0yLIEIQ
(95°S¥) £0| :uonednsuod
(%8°€p) €01 “Buniwiop
(%€°S1) 9€ :snRWOIS
(%0°€9) 8¥| ‘easneN
:wia3sAs aAnsa3Iq
(%6'%1) SE PYydepesH
(%179) 1 :uondsyy|
(%1°01) ¥ :ured >peg
%V’ :J9p.JOSIp SUBJIQUISW SNOJN
%¥ €) 8 4OpIOsIp sueiq W
(%0°L1) OF “ured
(969°0€) 7L 4ona
(%6°L€) 68 :uted [euiuopqy
(9%5°19) 121 Bwapsy
:3|oyM & se Apog
:sopeJ3 ||V +

(sisdas pue eluadoainau

Jo suonedijdwod wouy |[e) paip syuedpnued
994Y3 PUE SJUSAS 9SISADE PalEB[oJ-IUdWIIEs.]
03 anp maJpyim sjuedpiired /¢ :uedajodo|
(g€ = u) uedayodog

0 :epadopy

0 -ysey

(98°0) T :2wo.puAs j00}—pueH
:sa3epuadde pue up|g

0 :paseaJdul y3noH

(968°0) T ‘ea0udsiq

0 :sm3ukieyd

:wia)sAs Auojedidsay

0 :sseuizziq

0 :EIsayisaey

1WD)SAS SNOAIBN|

0 rewapao [esaydiiag
:J9p.OSIp [BUOILIINU/DIOGEID|
0 :eluadoikdoquiody |

SJUSAD 3S.J3APE pue sjemeapyiim/dn-mojjo4

(ueda30doy

Buinedau (7) Jo3e8nsaAul
a1 Aq pais|dwod
-|oc030.4d pawasp

2J9M INQ JusWIEd) JO
s9|2A> g> pajsjdwod oym
sjuaned (4) ‘(uedejodol
BuinRa. 7 ‘HA1d
Bulaedau ) uolssaudoud
aseasip pajuswiniop
J3)fE JUSWIEaI) PaNUIILOD
oym sjuanzed ()

(Ha1d Buaedau g 1)
(43A7) uonsedy uondafe
Je[NDLIJUSA 33| Ul a3ueyd
uedyIusis Ajesiulpd 3sJi
Ja1je Apnis ul panunRuod
oym syuanred (7)
‘ued>ajodo) SuiAleda.

T ‘HQd1d Buiaedad

/) el@11 Ajus 399w

o1 aJnjre (|) :papnjoul
SUOIIBIASP |02030.(
SUOIIBIASP |020304d
(esop 9pA>

a1 Aq asop aAlzE|NWND
BuIpiAip Aq payewss)
3nup Apnis jo s9pAd G—
paAi@2aJ suaied 3soly F
(11T = u) 8e-07 :e8uey

S|ie39p UonUIAIIU|

(9%6'16) SET/91T 1°N

(%1°8) SET/B1 SA
:Adeaay) suiphoeayjue Jorig

(9%€°T1) SET/6T ur0g

(960°97) S£7/19 @uole uneldsiD
(9%£°19) S€T/S¥| ouofe unejdogued
:Adeusyy winune|d Joud jo adAp
(9% 1°TT) SET/TS PUOe wnupeld
(9%5°9) SET/E | duexey

-uou pue F.:c_um_a uoneuiquio)
(9%€°TL) SET/0LI

auexe) UCN E:C_um_a CO_uNC_n_EOU
(s€7 = u) suawidau
Adesayjowayd Apnisaud F

(9607) s€T/8F Al
(9602) SETHII1 I
(9%¢€) s€T/8 Il
(9%9) s€T/S1 |
ade3s 0O [eu]

0 “PYI0
0 :ueisy

(%6°0) €T/ DuedsiH
(%0°€) SET/L PeIg
(9%T°96) SET/ITT BUYM
(§€7 = u) adey ¥

(%€°1¥) L6 :59=

(%¢£°85) 8€1 159>

(saeak

G8—G :93uel) saeak °Q9 :@8e uelpaly
(D) ueoajodoy

0 ‘9|qe|leAe JO0N
(%T°TE) £L IuvsdId

(9%8°£9) 791 ussqy
auieseq je saIPSyY F

(96T°L1) 1 :paydads 310N

s|rejop juedpiied

uSisap pue sjiejap Apnmig

155

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



Appendix 6

panunuod

Sjuduwiwiod pue uoisnppuo)

(9%1°57) 6§ e1wseuy

:wia1sAs oneydwiA| pue ojwseH
(960'9) | :uondNIISqo [eunsAIY|
0 eidadsAg

(9€°1) € eixas0uy

(9%8°€) 6 '®eOYLIRIQ

(%L'%) | |:uonednsuo
(%L°L) 81 “Buniwiop

(%+¥°0) | :snewos

(9%879) 91 easneN

1waIsAs aAsasIq

0 ®ydepeaH

(9%6°0) T :uonoau|

(%6°0) T :ured >peg

0 :43pJOSIp duBIqUIBW SNON|\
(%L°1) ¥ :ured

(9%¥'€) 8 1one4

(%1°8) 61 :ured [euiuopqy
(%1°8) 61 ®UYpISY

:9|oym e se Apog

i€ opeJn)

(9%€°79) €21 ‘ewadoly
(%€71) 6T :usey

(96°0) T :@Wo.puAs j00}—pueH
:sa8epuadde pue up|g

(951 1) LT :pasea.our ysno
(%¥'€7) 5§ ed0udsiQ
(%6°L1) T smiBukieyq
:wia)sAs Auojedidsay

(9%T°01) ¥ :ssauizzIg

(%6'8) 1T eisayisa.red

:WISAS SNOAJDN

(%¥'L1) 1 rewsapao0 [esoydiisg
:JSp.OSIp [eUOIIIIINU/DIOGEID |
(%1°59) €51 ‘euadorkooquioay
(%1°78) €61 ‘euadonnaN
“(%E€%9) 15| euadoyna
(9%€°5L) LL] eiwseuy

:wiasAs oneydwiA| pue diwseH

SJUDAD ISJIAPE pue sjemelpyjim/dn-mojjo4

S|Ie3ap uonuUAAIRIU|

(9%£°1) € :@|qejeAe 30N
(960°€8) S61 :08< [B30L
(9%£°51) L :08> [e30L
(%970 €5 001
(9%7°9¢) 58 :06

(%%+°0) | 58
(9%8°€7) 95 :08
(%4°0) 1 5L
(9%€°T1) 6T 0L
0:59

(9%0°€) £ :09
0:0S

suleseq je Sd) F

(9£°£7) §9 udsqe/eANISUDS
(%1°61) G ussa.d/oanisusg
(9%L°L7) §9 uasqe/Aiorelay
(965°57) 09 :3uasaud/Aioloeljoy
aseasip

Ayng/Aiamsuss wnupeld

(9£9) SETHTI ussqy

(%L¥) SET/11| ussauy
aseasip Lj|nq jo acuasaud

(9€5) SET/HT| Kiordrlyey

(%L¥) SET/1 1| oAISUDg
fyAnisuas wnuneld

(;W> 967—| :@8ueJ) WD QT UBIP3
(£98¢) 5°€€ © (@) ural
auljaseq je suoIs9| Jo wng

(0'0gg670°€

:a8uel) 00°8L | “UBIP3l

(£85+S¥D) 081 €6 :(AS) uealy
(lw/n) auipseq je 7|V F
(syauows

9650 :98uUeJ) syuow /°9 :ueipaly

syuow (18°¢1) 1'01 (QS) ues|y
[eA13ul 3344-3nuQg

sjre3ap jueddnaed

uBisap pue sjiejop Apnig

156



No. 9

Vol. 10

’

Health Technology Assessment 2006

panuiuod

SIUSWILIOD pUB UOISNPU0D)

(%1°79) 91 ‘ewuadonnaN
(9%£°51) 9¢ ruadosnay
(%€'¥) 01 E1BRUY

:1wia1sAs oneydwiA| pue dlwseH
(9%0°€) £ :uondNIISqO [eunSAI]|
0 :eidadsAg

0 ‘BlIXaJouy

(%4°0) | ‘ev0yLIEIQ

(9%6°0) T :uonednsuod
(%1°7) § Buniwop

0 :ShIeWoIS

(%€ 1) € easneN

1wialsAs aAnsadiq

0 :dydepesH

0 :uondayu|

0 :ured >pegq

0 :19pJosIp dueIqWIBW SNOdN|L|
0 :ured

(%1°7) § Honag

(9%¢°1) ¥ :ured [euiuopqy

0 ‘BluayIsy

:9|o0yM e se Apog

y opeID

(%+79) S| eadoly

(%+°0) | ysey

0 :9WOo.UpUAs J00}—pueH
:so8epuadde pue up|g

0 :paseaJoul y3nod

(960°€) £ 'ed0udsiq

(9%#°0) | smBukreyd

1wisAs Auojedidsay

0 :sseuizziqg

0 :eIsayisaey

1WISAS SNOAISN

(969°7) 9 :ewapao [eusydiiag
:J9p.OS|p [BUORLIINU/DI[OGEID
(9%0°£1) OF ‘e1uadoikooquioay
(9%0+1) €€ ewadonnaN
(9%€°5€) €8 euadorna

SJUSAD 3S.J3APE pue sjemeapyiim/dn-mojjo4

9|qeInseaW AJ[RUOISUBWIPIUN PapN|aUul
SSEBISIP 9|qesSSasSy "WD 7 T SJa19Welp
yroq yum uonredjed Jo Apms

BuiBew ay3 Jo sINd UsIMISQ SdUEBISIP
ay3 uey) Ja3ea43 sJa3dWelp yioq
yum ueds SuiSew] Jayjoue Jo YAl
‘1D Aq Jo (suoisa| auoq Sulpn|oxa)
wd G°(Q < J9I9WEIp U0 Ises)| Je

yam Aea-y urejd Aq suidaew paulap
Aeapd yum (s)suolss| sjqelnseaw
Aj[euoisuawipiq Se paulyep Sem
aseas|p a|qe.nsesl, Adesayjowayd
paseq-wnuiye|d aulf-1s.iy pajie} Jo
pa.undau pey jey) SSeasIp 9|qessasse
puE 9|qeunsesaw Jo 3jqelnseaw

Yaim 93¢ JO sueak g| < USWOAA
®©II93LID UoISN|IX3/uoisn|duj

(9%6°0) T :2Iqe|reAe 30N
(%L°£7) §9 uasalyg

(9%5°1£) 891 ussqy
auieseq je saIPSY F

(9%L£°S1) L€ :payPads 10N

(%8'9%)

011 :parenuaIayp payadsun
(969°0€) T/ :parenua.dyip Alood
(9%5°5) €1 :patenuaayip Aj@1elapoly
(9%€°1) € :peIBNUBIBYIP [IDA

ape.43 unowny [ed130j0IsIH F

0 :pay1dads 10N

(%L°L)

8| ‘ewoumJedouape payadsun
(%9°T7) €5 :peIRnUBIRYIPUN

0 :||192 |euonisued|

(%€°¥) 01 1192 4e9D

(%¥°9) §1 :plownawopuy
(%8°€) 6 :snoupn|y

(9%¢°5S) 0€ | :Adrejjided snouag
2dA1 unowm [ed130|01sIH F

S|Ie3ap UonUBAIdIU| s|rejop juedpiied

uSisap pue sjiejap Apnmig

157

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



Appendix 6

panunuod

Sjuduwiwiod pue uoisnppuo)

(%S 1) ¢ :sosop pardnausiy)

(9%€¥9) 151 sosop pakejpg

‘A31D1X0) [edIS0[0jeWSBY O) SNP pPadnpa. Sasop
%E €Y (%E'8L) ¥81 :s3udunsnipe Suisop [e3o]
ued>ajodoj

(9%9') || :1032e) Bunejnwis
-Auojod a8eydo.sew-a3Lo0jnue.d/a1L>0|nue.n)

(%T 6b) S1¥/40T PYPO

(9%L°8) §1¥/9€ ‘wdjqoud Bulnpayds

(98'%) §1¥/0T :ssauj|t Jua.IN2IR1U|

(%1%) S1¥/L 1| :uondea. uolsnyu|

(%L°0) S1¥/€ A21x01 Aiojeioqe| SoYIO
(9%1°11) S1+/9% :Aadixo) [ediSojojewse
(9%€°57) S1¥/S01 ‘smrewolg

(9%£°S7) S1#/S01 :dWO.pUAs 100)—pueH
:uondnpaJ Jo uondn.usiul ‘Aejop Joj uosesy F
(9%T'£T) §9 :sosOp pacnpay

(969°6) £7 :sosop pardnuusau)

(%6°15) b7 | sasop pakejpQ

Jdd ©31 ®np padnpa. 949M Sasop

%T'ST (%€°£S) L€ swdunsn(pe Suisop [e10]
Ha1d

syuawsnipe Suisoq

0 :eadopy

0 -ysey

0 :9WOJPUAS J00}—pueH
:sa8epuadde pue up|g

0 :paseaJdul y3nodH

(9¢€°1) £ edoudsiq

0 :sm3ukieyd

:wiaIsAs Auojedidsay

0 :sseuizziqg

0 ‘eIsayisaey

:WSISAS SNOAJDN

0 ewapao [esaydiiag
:J9p.OSIp [BUORLIINU/DI[OGEID
(960°£1) 0% reuadork>oquioay |

SJUDAD ISJIAPE pue sjemelpyjim/dn-mojjo4

S|Ie3ap uonuUAAIRIU|

pey ‘8nup Apnis jo asop 1s.lj 33 Jo
sAep ¢ ulyuMm juade [euonesisaAul
Ue paAladaJ pey ‘Uondayul

IWS)sAs pa|[oJ3uodun ue pey Usyeaus
J0 T SSE[> UO[IEDIJISSE|D) UONBIDOSSY
1UBSH 91BIS MUCA MIN 33 I18W Jey)
oseasIp delp.ed Jo AIoIsly & pey ‘salis
onelodojewsey Jo pJiyl-suo ueyy
Ja3e248 03 Adeusyy uonelped Jold
PaAI@daU peY ‘SyIuow € S dAl| 0}
pa12adxas ‘Buipas)-1ses.q Jo jueudaud
2JoM AdY) JI papN[oXa 2J9M sjualieyd
*(X1A492 BY3 JO N2Is Ul BUIOUID.IED JO
upjs 9y Jo BWIOUIDJED |93 snowenbs
‘BLWIOUDJED [|93 [BSEq pajea.)
AjPAneIND 3dadxa) sapueudiew

Joud wouy sueak g< jo polad
99.)-95B3SIp B PUE ‘0509 = SNIBIS
souewIopad Ajsjouey| ‘(jew.ou
[euonNIISUI SY3 40 905 = (43AT)
uonoely uond3[d JBNJLIIUSA 13))
uonduny deipJed ‘[(jew.ou jo i
Jaddn = uignuijiq ‘[ew.ou jo sywi
Jaddn a3 sswn omy = ajeydsoyd
auleyj[e ‘[ewJou jo ywi| 4oddn ayy
sawll) oMl = (| SY) Sseusjsuejoulwe
sujuee] uonduny JaAl ‘(IpBw 7=
aUlUIEaUD WNJSS) UOdUN) [BUSI
(gww/s|[2> 00§ | = 3unod jiydoainau
ainjosqe ‘|p/8 g= uiqojSowsry
LWw/000‘001 < s1vjeIe|d)

uoldUN) MoJJew-auoq a3enbape
papn[aul B1IS11ID [BUORIPPY SISOYIID
Jo @ouasqe 8yl Ul [W/N 00| < S|oA3|
ST1-VD WnJas yum uonounfuod ui
uolsnys [eana|d .o saydse Jueusijew
puE WD 7 Z J91SWEIP JaYUS YUM
ueds uo (s)uoiss| ‘wd §°Q Z SJeIsWelp
y3oq yum (s)uoiss| ‘paulyep Ajes|d
J0U suiBJew yum (sa)ssew ‘(s)uoisa)

sjre3ap jueddnaed

uBisap pue sjiejop Apnig

158



No. 9

Vol. 10

’

Health Technology Assessment 2006

(%1) s£¢/T Buodup

(%L 1) SET/6€ :pa19|dwiod [03030.4
(95 1) SET/SE :umowiun/dYIO

(9%1>) §€7/1 usw|olud a3eridoaddeu)
(9%1>) §€/1 :@ouedwod-uoN

(%8) S€T/81 :yreag

(95 1) SHT/LE SIUBAD 3SIBAPY

(%L¥) SET/01 | :uoissaiBoud asessiq
(s€7 = u) uedajodo] F

(9%0) 6£T/5 :Bu10duQ

(%t 1) 6£T/¥€ :poI9|dWOd [030304d
(9%€1) 6£7/1€ umowun/IBYIO

0 :3uswijoius a3elidoaddey|

(9 1>) 6£7/1 :@ourdwod-uoN
(969) 6£T/S 1 yrERQ

(9%81) 6£T/€h IUDAD BSI2APY
(9%8%) 6£T/¥ | | :uoissaudoud aseasiq

(6£7 = ) Ha1d
uoIjeNUIIUOISIP J0j SUOSEIY F

uoissaJdoud
aseas|p 03 Suimo Apnis ay3 panuiuodsip

ueda30do) Jo 94/ pue dnou8 HATd O %8y F
isuonyenunuodsiq

(9%1°67) 89 10308} Buire|nwis
-Auojod a8eydo.sew a34d0|nuead/a14d0|nuels)

(%0°85) ¥89/L6€ 940

(%5°01) ¥89/TL *wajqoid Buinpayds

(%7 ¥) ¥89/6T ‘ssaullt ua.Indiz|

(%+°0) +89/€ :uondea. uoisnju|

(%1°0) $89/1 :Awud1x0) Aioretoqe| Jay10
(%1°€¥) $89/S6T AdIx0) [e2150j01BWISEH
(%1°0) ¥89/1 :snewoIg

0 :9WOJPUAS J00}—pueH

:uondnpaJ Jo uondnuiaiul ‘Aejop J40} uosesy F
(%6°15) TT| ‘sasop paonpay

SIUSWILIOD pUB UOISNPU0D) SJUSAD 3S.J3APE pue sjemeapyiim/dn-mojjo4

S|ie39p UonUIAIIU|

wd g< ssew

Jonwny e jo aoussaud ay3 se paulep
sem aseasip Ajng ‘Adessyjowsyd
paseq-wnuneld Sunsjdwod

J91je syjuow 9 ulyum pasdesu

Jo 3seas|p 9|qe3s pajelisuowsp
‘Adessyzowsyd paseq-wnuned [eniul
Burinp passaudoud Aay j1 Aiojoedyeu
wnune|d paJspisuod aJam sjusiied
‘Adessyjowayd paseq-wnune|d
aUI|-1sJ1} J91JE SYIUOW 9 < JO [BAIS)U
S4d ® pey Aay3 j1 sAsuss wnupeld
Se pasLI0391ed 9.49M SIUSIIRY "9SeasIp
AjInq jo aduasqe Jo aduasaud

ay) pue AyAnIsuss wnuned uo paseq
paneals AjpAndadsoud aiam sjuaied
sjuedpiyued Jnoqe syuswwio)

Apms ay3 Sulinp

paniwad auam syuase onseidosunue
Jo [euolIe31ISaAUI JUSLINDUOD

ou Ajjeuonippy ‘(uAwoiw

JO B2JUNOSO.IIU B PaAISdaJ pey juaned
J1 sAep 74 uiyum Jo) 3nup Apnis

JO 9s0p 3541 33 JO SABP 4T UIYUM
Adesayzowayd panedad pey ‘Adesayy
uedajodos Jo Hd Jolid paAiedau

s|rejop juedpiied

uSisap pue sjiejap Apnmig

159

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



Appendix 6

Apnis 700

33 Ul [|1IS 9J9M WLIB JuaWiIea.) Jaylis ul syuedpied jo
9%0§> ‘SPaM | Ie ‘Duljaseq Je aunsesw o) pais|dwod
swuedidiied Jo 9478 :0£D-O1O Aq passasse) 10D
sjusawwo)

‘dn-moj|o} syeam 7| 3e sdnoud [0J3uod pue UOIIUSAIIUI
a3 usamiaq saduaJaylp Juedyiusis oN :sdnoud
uedajodo) pue HJ1d Y3 Yioq Jo4 :eyep dn-mojjo4

sdnoJ8 juswieasl OM] 33 USIMIS] JB[IWIS DIDM

s2.402s 9eds wojdwAs pue uopduny UaasmoH ‘syuedidpaed
10 9478 Aq pa3s|dwod Ajuo aureuuonsanb payuodau jou
:sdnou3 uedajodol pue HQd @Y3 Yioq Jo :ejep auljaseq
700 :PwodInQ

€ @awodnQ

(%L'TH) ¥T1/€S 9seasip 9|qesg
(%9°S) ¥T1/L :3suodsa. [eney
(9%8°0) ¥Z1/] :@suodsau a39|dwor

(8110 = ) (%5°9) +T1/8 :9suodsau |19AQ
(FZ1 = u) syuedpnued juejsisas-wnuneld

(9%8°LE) 111/TH oseasip s|qeig
(%8'61) 111/zT :@suodsau [enJeq
(960'6) 111/0] :@suodsau a39|dwor

(#96'0 = d) (%8'87) |11/z¢€ :dsuodsau |[eeAQ
(111 = u) syuedpnaed aapisuas-wnuneld

(%t4°0%) SET/S6 oseasIp a|qelg
(9%€°T1) S€T/6T Psuodsau [eney
(%/°¥) S€T/1| :@suodsau y9dwor)

(%L1) SET/0 :9suodsau |[eleAQ
(sg€z = u) (D) dnou8 uesajodog

(%L°£7) 0€1/9€ :oseasip 3|qess
(%5°11) 0€1/51 @suodsau [enJeq
(9%8°0) 0£1/| :9suodsau a39|dwor

(0£1 = u) (%€°T1) 0€£1/9] :suodsau |esA0
(0g1 = u) syuedpnaed juejsisas-wnuneld

(9%9°L€) 601/1% oseasip 9|qeig

(9%1°17) 601/£T :osuodsau [ened
oLE” :osuodsau a39jdwo

(9%€°2) 601/8 [dwo>

(#96'0 = d) (%+'87) 601/1€ :@suodsau |jesor0
(601 = u) syueddnaed saanisuss-wnuneld

(9%T°TE) 6£7/LL oseasIp 3|qelg

(9%6°S1) 6£7/8€ osuodsau [en.ey

(968°€) 6£7/6 :@suodsau a39|dwor

(06£°0 = 9) (9%L61) 6£T/Lt Psuodsau |[eapAQ

(6£z = u) (1) dnou2 Had
asuodsay :2wo3InQ

7 2wodnQ

(SSp°0 = d) SoaMm €' | = [BAIAINS UBIP3|,|
(€€2°0 = d) ®POM 9°¢ | = S4d UeIp3|
(#71 = u) syuedpnJed juejsisas-wnuneld

(800°0 = 9) $I23M ||/ =[BAIAINS UBIPD
(Lgo=9

SYP9M £'€T = Sd4d Uelpsly

(111 = u) syuedpnaed aapisuas-wnuneld

5600 = 4 (I8¢

031700°1 :1D %06) 9£1°1 = ¥H :uoissaidoud o3 dwil| F
(1¥€°0 = d) 99M £'9G = [BAIAINS UBIPB|

(5600 = 9) MM '/ | = S4d UEIP3N

(s£7 = u) syuedpiaed ||y

(D) dnous ues>ayodoj

(§5¥°0 = d) IP9M 9°GE = [eAIAINS UBIPS|
(€€ = d) $%29M |’ = S4d UeIpaly
(og1 = u) syuedpned juessisas-wnuneld

1100 = d(5§1°1 0

1S1°0 31D 9%56) 9ST°0 = [BAIAINS puB 9UEBISISDI/ANAIISUSS
E:c_um_a U9aM3aq uolidelalul Joj 1s9|

(S85°T 03 Sk 1°1 “1D %56) TL| = ¥H :S4d F

SYO9M 80| = [BAIAINS UBIPS|
(L£'0 = d) SI°oM 6'87 = S4d UBIP3W

(601 = u) syuedidpaed aAnIsuas-wnune|d
5600 = 4 (I8¢

017001 ‘1D 9%06) 921°1 = YH :uoissaio.d oy awi|
(1¥€°0 = d) >}99m (9 = [BAIAINS UBIP3L

(560°0 = ) o3M |'9| = S4d UeIpaly

(6€7 = u) suedpi.red |y

(1) dno.u3 Had

(asne> Aue o3 anp
yjeap Jo uoissaiSoad aseasip pajuswndop o3 Suisop
8nap Apnjs jo j4e)s ayj wouy awiy) S4d PWod3IN0O

| dwod3INnQ

sy|nsay

160



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

+ Time to progression for subgroups based on baseline characteristics

Variable

Overall response

Age

KPS at baseline

Drug-free interval after last
dose of first-line therapy

Bulky disease

Platinum sensitivity

Ascites

995% Cls were estimated from the original 90% CI reported using the following equations:
In 95% ClI, lower Cl = In HR - [1.96 x (In of HR — In lower 90% Cl)/1.645].
In 95% ClI, upper Cl = In HR + [1.96 x (In HR — In upper 90% CI)/1.645].

T 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.

Subgroup

ITT

<65 years

2 65 years

< 6 months
>6 to

< 18 months
> | 8 months

Present

Absent

Sensitive

Refractory

Present

Absent

Length of follow-up: 3 years.

1t Outcome 1: overall survival

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

Treatment

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

PLDH
Topotecan

n

239
235

156
138

83
97

39
37

200
194

102
109

107
94

30
32

128
124

109
I

130
124

77
65

162
168

Median TTP
(days)

113
119

121
113

103
128

53
71

131
134

57
94

148
131

290
228

92
110
131
128

202
163

66
95

63
102

157
134

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

HR

1.176

1.190

1.147

0.867

1.157

1.095

1.170

1.530

1.143

1.206

1.349

1.046

0.930

1.295

95% CI for HR?

0.972 to 1.423

0.932 to 1.520

0.835 to 1.575

0.523 to 1.438

0.939 to 1.426

0.815 to 1.470

0.874 to 1.566

0.832t0 2.812

0.863 to 1.151

0.929 to 1.565

1.018 to 1.788

0.807 to 1.356

0.653 to 1.325

1.026 to 1.635
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Appendix 6

Overall survival rates

PLDH
Overall Alive Dead Censored Rate 95% CI
survival? (%)
| 132 104 3 56.3 50.0to 62.6
2 80 154 5 347 28.6t040.8
3 38 185 16 20.2 149to 25.5

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

1 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

Overall survival rates — platinum-sensitive disease

PLDH
Overall Alive Dead Censored Rate 95% CI
survival® (%)
| year 79 28 2 74.1 65.8t0 82.4
2 years 53 52 4 51.2 41.6to 60.7
3 years 26 75 8 284 19.6to 37.1

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

1 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

T Overall survival rates — platinum-refractory disease

PLDH
Overall Alive Dead Censored Rate 95% CI
survival® (%)
I 53 76 | 41.5 32.8to50.1
2 27 102 | 2.1 14.1t028.2
3 12 110 8 13.8 7.6 t0 20.0

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

Alive

126
54
24

Alive

72
33
16

Alive

54
21
8

Topotecan

Dead Censored Rate 95% CI

(%)
108 | 54.0 47.6 to 60.3
178 3 23.6 18.1 to 29.1
201 10 13.2 88to 17.7
Topotecan

Dead Censored Rate 95% CI

(%)
37 I 66.2 57.4 to 75.1
75 2 31.0 22.2t039.7
89 5 17.5 10.2 to 24.7
Topotecan

Dead Censored Rate 95% CI

(%)
71 0 432 3450519
103 | 172 10.5t023.8
12 5 9.5  42to 147
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1 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
2 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 11131 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

t 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: 0.1977 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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Appendix 6

1 Overall survival for subgroups according to baseline disease characteristics

Variable

Age
Baseline KPS

Drug-free interval

Group

Manufacturer’s ITT

<65 year
2 65 years

<80
>80

< 6 mon

>6 to < 18 months

>18 mo

ths

nths

N

474

294
180

76
394

211
201
62

HR

1.118

1.207
1.027

0.869
1.104

0.994
1.093
1.371

95% ClI for HR

0.928 to 1.347

0.949 to 1.534
0.754 to 1.398

0.519 to 1.454
0.900 to 1.354

0.747 to 1.322
0.817 to 1.461
0.789 to 2.382

+ Numbers and percentages of patients with maintenance of or improvement in QoL scores at

12 weeks

Scales

Physical functioning
Role functioning
Emotional functioning
Cognitive functioning
Social functioning
Global QoL

Fatigue
Nausea/vomiting

Pain

No.

66/118
77/118
80/119
87/119
82/119
68/117
67/118
86/119
76/119

Caelyx

%

56
65
67
73
69
58
57
72
64

No.

60/107
63/109
80/108
79/108
69/108
54/104
61/109
77/109
88/109

Topotecan

%

56
58
74
73
64
52
56
71
8l

+ Number and percentages of patients with maintenance of or improvement in QoL scores at

12 weeks for platinum-sensitive and platinum-refractory subgroups

Scales

Physical functioning
Role functioning
Emotional functioning
Cognitive functioning
Social functioning
Global QoL

Fatigue
Nausea/vomiting

Pain

Platinum sensitive

Caelyx

38/65
36/65
38/65
48/65
39/65
36/64
29/65
44/65
35/65

%

58
55
58
74
60
56
45
68
54

Topotecan

No. %
30/57 53
30/59 51
40/58 69
42/58 72
34/58 59
25/56 45
30/59 51
42/59 71
49/59 83

Cae
No.

28/53
41/53
42/54
39/54
43/54
32/53
38/53
42/54
41/54

Platinum-refractory

lyx
%

53
77
78
72
80
60
72
78
76

Topotecan

No. %
30/50 60
33/50 66
40/50 80
37/50 74
35/50 70
29/48 60
31/50 62
35/50 70
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

TOX (grade 3 or higher)
Twist

PROG (until death or 15 months postrandomisation)

Caelyx

0.84
4.65
5.07

Topotecan

1.54
3.51
5.53

Difference (95% CI)

~0.70 (~1.04 to —0.36)

.14 (0.46 to 1.82)

~0.46 (~1.31 t0 0.39)
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1 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: 0.1977 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%)

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

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 I: 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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Trials only available in abstract form

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,
M] 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 1 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/m? 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

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

(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 Cantu, 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/m? iv q 21 days
x 4-6 cycles; paclitaxel (T): 175 mg/m?, 3 hours
infusion q 21 days x 4-6 cycles) vs. T (paclitaxel
(T): 175 mg/m?, 3 hours infusion q 21 days x

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,

Toxicities (NCI-CTC grade 3-4)

Neutropenia 39
Febrile neutropenia 0
Thrombocytopenia 5.2
Alopecia 0
Diarrhea 11,6
Vomiting 19.2
Neurosensory 23

OXA (n = 78) % pts

Belgium; Instituto Europeo di Oncologia, Milan,
Italy; Guy’s Hospital, London, UK; Mount Vernon
Hospital, Northwood, UK; Azienda Ospedaliera di
Verona, Verona, Italy; Universita 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/m? day (D)1/q 3 wks vs TOPO 1.5 mg/m?
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% (8/53) 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.

TOPO (n = 78) % pts

94
23
43.6
244
3.6
6.4
3.9
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Economics included studies

Included/excluded studies

Study
Ojeda, 2003°'

Neymark, 2002'8

Smith, 2001226
Abstract®®

Fireman, 2000'¢°
Szucs, 2003'7°
Capri, 2003%2

Bodurka-Bevers, 2000'¢2
Young, 2001'78

Smith, 2002°°

Girre, 200327
Karlsson, 20018
Prasad, 20043
Doyle, 2001 '¢
Anonymous, 200

Woronoff-Lemsi, 2001'47
Abstract

Sun, 2002'%7
Le, 200458
Anon, 2001 '¢7

Calhoun, 2000'%8
Abstract

Smith, 2001228
Abstract™®

Ortega, 1997%°

III8

Details
Cost-minimisation in 2nd line
Frequency and cost of adverse events

Cost-effectiveness in Ist line

Cost-minimisation 2nd line
Review
Review

Cost minimisation in 2nd line
Frequency and cost of adverse events

Review
Some information about appropriate treatments

Review + model of Ist line
Useful information on how to model for 2nd line

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

Cost minimisation in 2nd line
Review

Cost analysis in 2nd line
Cost analysis in 2nd/3rd line
Review

Cost minimisation in Ist line

Review QoL
Review QoL

Review of drug prices

Review of toxicity costs

Cost-effectiveness of 2nd line

Cost-utility of Ist line

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

Include/exclude

Include

Exclude

Exclude
Exclude

Exclude

Include

Exclude

Exclude

Include

Exclude
Exclude
Include

Exclude
Exclude

Exclude

Exclude
Exclude

Exclude

Exclude

Exclude

Exclude
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Authors

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comeparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness results

Summary of cost results

Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

Review of Smith and colleagues:*® A comparative economic analysis of pegylated
liposomal doxorubicin versus topotecan in ovarian cancer in the USA and the UK

Smith DH, Adams JR, Johnston SR, Gordon A, Drummond MF, Bennett CL.
2002

Cost-minimisation

US$ (UK costs also reported in US$)

2000

Payer in USA and UK

In absence of disease progression, treatment continued for up to | year
PLDH and topotecan

Gordon et al.??

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

UK: drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BM] 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 |M, 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)

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

Gordon et al.??

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

Costs and outcomes not combined

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.

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:®' Cost-minimisation analysis of pegylated

liposomal doxorubicin hydrochloride versus topotecan in the treatment of patients

with recurrent epithelial ovarian cancer in Spain

Authors

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness
results

Summary of cost results

Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

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

2003

Cost minimisation

Euros

2001

Health service

In absence of disease progression treatment continued for up to | year
PLDH and topotecan

Gordon AN, Fleagle JT, Guthrie D, Parkin DE, Gore ME, Lacave AJ. Recurrent epithelial
ovarian carcinoma: a randomized phase Il study of pegylated liposomal doxorubicin
versus topotecan. | 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.

As above + expert opinion to estimate the resource use associated with adverse events —
methods to derive opinion not described

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)

No modelling undertaken

Overall PFS was |13 for PLDH and |17 for topotecan. Overall

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

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

Not undertaken

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

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

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

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comeparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used
Summary of effectiveness results

Summary of cost results
Summary of cost-effectiveness

results

Sensitivity analysis

Main conclusions

Review of Capri and Cattaneo:*? Cost-minimisation analysis of pegylated liposomal
doxorubicin versus topotecan for the treatment of ovarian cancer in Italy

Capri S, Cattaneo G

2003

Cost minimisation

Euros

2002

Italian NHS

In absence of disease progression treatment continued for up to | year
PLDH and topotecan

Gordon et al.??

As above + expert opinion to estimate the resource use associated with adverse events —
Delphi method used to derive estimates from 5 Italian oncologists

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)

No modelling undertaken

Gordon et al.?

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

Not undertaken

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

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:*® Costs of treatment and outcomes associated
with second-line therapy and greater for relapsed ovarian cancer

Authors
Date

Type of economic evaluation

Prasad M, Ben-Porat L, Hoppe B, Aghajanian C, Sabbatini P, Chi DS, Hensley ML
2004

Cost-effectiveness (?)

Currency used uss$
Year to which costs apply Not stated
Perspective used Not stated

Time frame
Comparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness results

Summary of cost results

Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

One course of chemotherapy. Time frame not stated
Topotecan and gemcitabine

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 (I-week rest)

Data on response available for 50/51 topotecan patients

Resource use collected alongside the trial
5 patents receiving topotecan were not included in the cost analysis

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

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

I3 patients receiving gemacitabine displayed clinical benefit compared with 28 receiving
topotecan

Median time to progression was |.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

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

Costs and outcomes were not combined

Sensitivity analysis was not undertaken

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
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Appendix 8

Author

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comeparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness results

Summary of cost results

Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

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

GlaxoSmithKline

2004

Cost minimisation

UK£

A unique price year was not given
UK NHS

Treatment continued for up to | year

Topotecan and PLDH

Gordon et al.?2

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)

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.2 study and adjusted by audit data, assuming that lower drug doses
would lead to a reduction in the rate of adverse events

Drug costs, blood products and inpatients stay were taken from the Smith study.*® In this
study the sources of unit costs were the following:

Drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BM] 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)

No modelling undertaken

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.] 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)

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

Costs and outcomes not combined

No sensitivity analyses were performed

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:2* Caelyx (pegylated liposomal doxorubicin
hydrocholoride) in the treatment of recurrent ovarian cancer in the United

Kingdom

Author

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness results

Summary of cost results

Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

Schering-Plough Ltd

2004

Cost minimisation

UK£

A unique price year was not given
UK NHS

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

Topotecan and PLD

Gordon et al.?2

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.

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

Drug costs from BNF (British Medical Association. British National Formulary. Vol. 37.
London: BM]J 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)

No modelling undertaken

Short-term results for topotecan and PLDH: Gordon et al.??

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

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)

Costs and outcomes not combined

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

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
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Appendix 8

Review of Bristol-Myers Squibb submission:’’ 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

Date

Type of economic evaluation
Currency used

Year to which costs apply
Perspective used

Time frame

Comparators

Source(s) of effectiveness data

Source(s) of resource use data

Source(s) of unit cost data

Modelling approach used

Summary of effectiveness
results

Summary of cost results
Summary of cost-effectiveness
results

Sensitivity analysis

Main conclusions

Bristol-Myers Squibb Pharmaceutical Ltd

2004

Cost-effectiveness

UK£

A unique price year was not given

UK NHS

3 years

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

Evidence for paclitaxel/platinum was taken from the ICON4 study.?’ 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.?> 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 a
submission to NICE

All these studies were used to collect data on drug effectiveness, drug dosage and
administration costs

I.,3° a previous Schering-Plough

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

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)

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

The proportion of patients alive at years |, 2 and 3 were 78, 43 and 24%,

respectively for paclitaxel/platinum, 50, 22 and 5% 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

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

Paclitaxel/platinum was dominant compared with topotecan and PLDH, being less costly
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

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

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 Cattaneo®? Prasad et al.>?

Study question
I. Costs and effects X Assumption of

2.

Selection of alternatives
4,

examined

Alternatives v
compared

. The viewpoint(s)/ v/

perspective of
the analysis is
clearly stated
(e.g. NHS,
society)

All relevant X
alternatives are
compared

(including

do nothing if
applicable)

. The alternatives v

being compared
are clearly
described (who
did what, to
whom, where
and how often)

. The rationale for v

choosing the
alternative
programmes or
interventions
compared is
stated

Form of evaluation

7.

The choice of v
form of economic
evaluation is

justified in relation
to the questions
addressed

. If a cost- v

minimisation
design is chosen,
have equivalent
outcomes been
adequately
demonstrated?

equivalence between
treatments based on

data from a previously

reported trial. Main
clinical results were
reported

Do nothing not
appropriate.
However, trial did
not include palliative
care as an option

In terms of overall
survival; however,
there were
differences in
subgroups of
patients

v

X

Cost-effectiveness
results not reported

Topotecan not

compared with
multiple agent

regimes

Doses not given

NA

Smith et al.’°

X

v

Assumption of

equivalence between

treatments based on
data from a
previously reported
trial. Main clinical

results were reported

PLDH vs topotecan

Do nothing not
appropriate.
However, trial did
not include palliative
care as an option

Refers back to trial
for full details

As in trial evidence

In terms of overall
survival; however,
there were
differences in

subgroups of patients

Ojeda et al.’'

X

v

Assumption of
equivalence
between
treatments based
on data from a
previously reported
trial. Main clinical
results were
reported

Do nothing not
appropriate
However, trial did
not include
palliative care as an
option

Based on trial data

In terms of overall
survival; however,
there were
differences in
subgroups of
patients

continued
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Appendix 8

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

I'l. 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

I3. All the important
and relevant
resource use
included

14. All the important
and relevant
resource use
measured
accurately (with
methodology)

I5. Appropriate unit
costs estimated
(with
methodology)

16. Unit costs
reported
separately from
resource use
data

I7. Productivity costs
treated separately
from other costs

Capri and Cattaneo®? Prasad et al.>? Smith et al.’° Ojeda et al.’'

v v v v

v X Non-randomised v v

study

v X v v

NA NA NA NA

X Indirect costs not X Indirect costs not X Indirect costs not X Indirect costs not

included included considered included

v v X Expert panel used to X Expert panel used
estimate resource to estimate
use associated with resource use
adverse events. associated with
Methods used were adverse events.
not described Methods used were

not described

v v v v

v X v v

NA NA NA Not included NA

continued
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Capri and Cattaneo®? Prasad et al.>3

18. The year and v
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
health states and
other benefits
are stated
(e.g. time
trade-off)

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

Decision modelling

22. Details of any NA
decision model
used are given
(e.g. decision tree,
Markov model)

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

24. All model outputs NA
described
adequately

Discounting

25. Discount rate NA
used for both
costs and benefits

X

NA

NA

NA

NA

NA

Smith et al.>°

v

NA

NA

NA

NA

NA

NA Resource use over NA Resource use up

| cycle
of chemotherapy
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to | year

Ojeda et al.’'

v

NA

NA

NA

NA

NA

NA Resource use
collected for up to
| year

continued 245
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Capri and Cattaneo®? Prasad et al.>

26. Do discount 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 X Not undertaken
statistical tests
and Cls are given
for stochastic
data

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

29. Sensitivity 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. Areall NA
appropriate input
parameters
included with
uncertainty?

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

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

NA

X Not undertaken

NA

NA

NA

NA

NA

Smith et al.>°

NA

X Not undertaken

NA

NA

NA

NA

NA

Ojeda et al

NA

X Not undertaken

NA

NA

NA

NA

NA

continued
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Capri and Cattaneo®? Prasad et al.>3

33. Sensitivity analysis 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 approachto v
sensitivity analysis

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

35. The choice of v
variables for
sensitivity analysis
is justified
36. The ranges over X Not specified
which the
variables are
varied are stated

Presentation of results
37. Incremental X
analysis is
reported using
appropriate
decision rules

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

39. Applicable to the X Trial in USA. Costs
NHS setting from ltaly

Smith et al.>°

NA NA

NA Sensitivity analysis not
undertaken

NA 4

NA v

NA X

v 4

X Not directly X Costs in £UK not
applicable without given
adjustment for
differences in clinical
practice

v, Item properly addressed; X, item not properly addressed; NA, not clear.
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Ojeda et al.’'

NA

X Trial in US. Costs
from Spain
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Quality assessment industry-submitted studies

Study question
|I. 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?

248

GSK

It was assumed
equivalence of efficacy
between treatments

based on results from a

previous clinical trial.
Few data from the trial
were reported

PLDH and topotecan

NHS

Do nothing is not an

appropriate alternative.

Paclitaxel was not
considered because of
lack of new data since
last NICE guidance

However, for some
details the reader is
referred to the original
trial or the audit

In terms of overall

survival differences were

found in subgroup
analyses; also different
toxicity profiles were

found between the two

treatments

Schering-Plough

v

v Pacitaxel,
paclitaxel/carboplatin,
PLDH and topotecan

v NHS

v Do nothing is not an
appropriate alternative

Bristol-Myers Squibb

X

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

PLDH and topotecan

NHS

Do nothing is not an
appropriate alternative.
Placlitaxel was not
considered because of
lack of new data

However, for some details
the reader is referred to
the original trial or the
audit

In terms of overall
survival, differences were
found in subgroup
analyses; also different
toxicity profiles were
found between the two
treatments. Survival
benefits for PLDH were
found in the long-term
follow-up

continued
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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

I'l. 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

I3. All the important and
relevant resource use
included

14. All the important and
relevant resource use
measured accurately
(with methodology)

I5. Appropriate unit costs
estimated (with
methodology)

I6. Unit costs reported
separately from
resource use data

I7. Productivity costs
treated separately from
other costs

I8. The year and country to
which unit costs apply is
stated with appropriate
adjustments for inflation
and/or currency
conversion

GSK
X 4
v/ The majority of v

effectiveness data were
taken from a trial.
However, adverse events
rate was obtained from
an audit

X The potential biases of X
the audit were not
identified and addressed

v NA

NA All NHS costs included X

?  Some resource use X
associated with adverse
events derived from
expert opinion and the
methods used were not
described (Smith et al.*%).
Also, the reduction in
the rate of adverse events
equal to the reduction in
cycles of treatment could
be questionable

v/ However, resource use v
for some adverse events
was not reported

NA Productivity costs not
considered

NA Unit costs from different ?
price years were used
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Schering-Plough

Effectiveness data are
derived from one clinical
trial

Differences in patient
populations in the trial
used for obtaining benefit
measure were not stated

Resource use associated
with adverse events were
not included

The number of treatment
cycles used was not
clearly justified

NA Productivity costs not

considered

Unit costs from different
price years were used

Bristol-Myers Squibb

v

v Effectiveness data are
derived from one clinical
trial

NA

v

?  Resource utilisation
derived from expert
opinion for management
of adverse events

NA Productivity costs not
considered

?  Unit costs from different
price years were used

continued
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GSK

Benefit measurement and valuation
19. The primary outcome NA
measure(s) for the
economic evaluation are
clearly stated (cases
detected, life-years,
QALYs, etc.)

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

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

Decision modelling

22. Details of any decision =~ NA
model used are given
(e.g. decision tree,
Markov model)

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

24. All model outputs NA
described adequately

Discounting
25. Discount rate used for X Resource use up to
both costs and benefits | year

26. Do discount rates NA
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 NA Deterministic analysis
and Cls are given for
stochastic data

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

250

Schering-Plough

v

NA

NA

NA

NA

NA

NA Resource use up to
| year

NA

NA Deterministic analysis

NA

Bristol-Myers Squibb

v Life-years gained

v/ Area under survival curve

NA

NA

NA

NA

v Discount rate as
recommended in the
previous NICE guidelines
(6% for costs; 1.5% for
benefits)

NA Deterministic analysis

NA

continued
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GSK

29. Sensitivity analysis used ~ 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 X
parameters included with
uncertainty?

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

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

33. Sensitivity analysis used X
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 X
for sensitivity analysis is
justified

were performed

36. The ranges over which X
the variables are varied
are stated

Presentation of results

37. Incremental analysis is X No sensitivity analyses

reported using
appropriate decision
rules

were performed

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

39. Applicable to the NHS X
setting

X No sensitivity analyses

Schering-Plough

NA

NA

NA

NA

NA

v However, sensitivity
analyses were not
conducted for all
relevant parameters

X Cost-minimisation
analysis
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Bristol-Myers Squibb

NA

NA

NA

NA

NA

v Univariate

X Sensitivity analyses were
not conducted for
relevant parameters
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Appendix 9
Economic review supplementary tables

Mean per-patient cost of adverse events, as estimated by Capri
and Cattaneo>?

Adverse event Grade Cost (€)
Nausea/vomiting I 10
2 71
3 8l
4 1001
PPE I 0
2 0
3 37
4 39
Stomatitis | 14
2 28
3 908
4 1385
Anaemia I 21
2 1370
3 2351
4 2943
Neutropenia I 0
2 0
3 284
4 1554
Diarrhoea | 10
2 22
3 921
4 1219
Thrombocytopenia | 0
2 0
3 0
4 1870
Fever | 3
2 5
3 1235
4 1343
Sepsis | 0
2 23
3 1440
4 1449

253
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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/m?) (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) 431

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/m? (SD) (mean)
Second-line 6 50 (0) 3

Third-line 22 484 (3.7) 3.6

Forth-line 14 50 (16.3) 35

Fifth-line (and subsequent 18 48.9 (7.6) 3.8

lines)

Over all lines 60 49.1(11.0) 35

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 8l

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

hese 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:

e Date limits: 1984—date.

e Animal-only studies were excluded where
possible.

e Study design: no limits.

e Language: no limits.

e Publication type: letters, comments and
editorials were excluded where possible.
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MEDLINE

(Ovid host)

1984-April 2004
1. exp Ovarian Neoplasms/

2. (ovar$ adj4 (cancer$ or tumorr$ 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]

.or/1-3

. animal/ not (animal/ and human/)

4 not 5

. exp Life Tables/

. exp "Quality of Life"/

. Health Status/

. exp Health Status Indicators/

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

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

. (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.

— —_——

—_
o
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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 tradeoft$ 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).t1,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)

|984—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. (utility 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.
14.

15.
16.

17.

18.
19.
20.

21.

22.
23.
24.
25.
26.

27.
28.
29.
30.
31.
32.
33.
34.
35.

well year$.ti,ab.

(multiattribute$ utilit$ or multi attribute$
utilit$).ti,ab.

health utilit$ scale$.ti,ab.

(qol or 5d or 5-d or 5 dimension or quality of
life or eq-5d or eqbd or eq 5d or
euroqol).ti,ab.

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

life year$ gain$.ti,ab.

willingness to pay.ti,ab.

(hye or hyes or health$ year$
equivalent$).ti,ab.

(person trade oft$ or person tradeoft$ or time
tradeoff$ or time trade off$).ti,ab.

theory utilit$.ti,ab.

life table$.ti,ab.

health state$.ti,ab.

(sf36 or sf 36).t1,ab.

(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.

(6d or 6-d or 6 dimension).ti,ab.

or/1-2

or/3-27

28 and 29

letter.pt.

comment.pt.

editorial.pt.

or/31-33

30 not 34

EMBASE
(Ovid host)
I984—May 2004

. 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]

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

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

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

hui2 or hui 2 or hui3 or hui 3).ti,ab.

. (health measurement$ scale$ or health

measurement$ questionnaire$).ti,ab.

. (standard gamble$ or categor$ scal$ or linear

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

. (time trade off§ or rosser$ classif$ or
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10.

11.

12.

13.

14.

15.

16.
17.

18.
19.

20.

21.
22.
23.

24.

25.
26.
27.
28.
29.

30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.

41

rosser$ matrix or rosser$ distress$ or
hrqol).ti,ab.

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

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

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

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

(health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.
(health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

well year$.ti,ab.

(multiattribute$ utilit$ or multi attribute$
utilit$).ti,ab.

health utilit$ scale$.ti,ab.

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

life year$ gain$.ti,ab.

willingness to pay.ti,ab.

(hye or hyes or health$ year$
equivalent$).ti,ab.

(person trade oft$ or person tradeofth or time
tradeoff$ or time trade off$).ti,ab.

theory utilit$.ti,ab.

life table$.ti,ab.

health state$.ti,ab.

(sf36 or sf 36).t1,ab.

(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.

(6d or 6-d or 6 dimension).ti,ab.

life table/

health survey/

or/1-3

or/4-32

33 and 34

animal/ or nonhuman/

human/

36 not (36 and 37)

35 not 38

(editorial or letter).pt.

. 39 not 40
42.
43.

41
limit 42 to yr=1984 - 2004

CINAHL
(Ovid host)
1984—April 2004

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

L 3 O O

10.

11.

12.

13.

14.

15.

16.

17.

18.
19.

20.
21.

22.
23.
24.
25.

26.

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

. (adenexa$ adj4 mass$).mp. [mp=title, cinahl

subject headings, abstract, instrumentation]

. or/1-3

. exp "Quality of Life"/

. Health Status/

. exp Health Status Indicators/

. (utilit$ approach$ or health gain or hui or

hui2 or hui 2 or hui3 or hui 3).ti,ab.

. (health measurement$ scale$ or health

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

(time trade off§ or rosser$ classif$ or rosser$
matrix or rosser$ distress$ or hrqol).ti,ab.
(index of wellbeing or quality of wellbeing or
qwb).ti,ab.

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

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

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

(health utilit$ scale$ or classification of illness
state$ or 15d or 15 d or 15 dimension).ti,ab.
(health state$ utilit$ or 12d or 12 d or 12
dimension).ti,ab.

well year$.ti,ab.

(multiattribute$ utilit$ or multi attribute$
utilit$).ti,ab.

health utilit$ scale$.ti,ab.

(gol or 5d or 5-d or 5 dimension or quality of
life or eq-5d or eq5d or eq 5d or euroqol).ti,ab.
(qualy or qaly or qualys or qalys or quality
adjusted life year$).ti,ab.

life year$ gain$.ti,ab.

willingness to pay.ti,ab.

(hye or hyes or health$ year$
equivalent$).ti,ab.

(person trade off$ or person tradeoft$ or time

tradeoff$ or time trade off$).ti,ab.

27.
28.
29.
30.
31.

32.
33.
34.

theory utilit$.ti,ab.

life table$.ti,ab.

health state$.ti,ab.

(sf36 or sf 36).t1,ab.

(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.

(6d or 6-d or 6 dimension).ti,ab.

letter.pt.

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 sl ors2

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)utilith

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 eqbd 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)oft$ or person(w)tradeoft$ 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 sb 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
$26 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*)

#77. (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 #b5 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 tumorr* or malignan* or
oncolog™® or carcinoma* or neoplas* or mass* or
growth™® or cyst¥)) or (adenexa* same mass*)
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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 oft* 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 tradeoft*

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*

259
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Appendix 11
WinBUGS code

Analysis |: 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 avs B
dac ~ dnorm(0,.001) # LHR Avs C

la ~ dnorm(0,.001) # Log hazard rate for A
(overall baseline)

# Log hazard for a
(platinum sensitive
baseline)

# Log hazard for a
(platinum
resistant/refractory

baseline)

psla ~ dnorm(0,.001)

prla ~ dnorm(0,.001)

#OVERALL POPULATION

# define absolute hazards on log scale
Itopo ~ dnorm(la,ptopo)

Ib <-1a - dab

lc <-1a - dac

# define absolute hazards PER WEEK on natural
scale

log(a) <-1la

log(b) <-1b

log(c) <-Ic

# 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
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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
pritopo ~ 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,
pritopo=-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
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list(dac=.01, dab=.01,la=.01,psla=.01,prla=.01)

#LEstimates 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 avs B

dac ~ dnorm(0,.001) # LHR Avs 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
Itopo ~ dnorm(la,ptopo)

Ib <-1a - dab

lc <-1a - dac

# define absolute hazards PER WEEK on natural
scale

log(a) <-1la

log(b) <-1b

log(c) <-Ic

# 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
Itopo= -3.1938, ptopo=114.9304,

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

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

Analysis |: including trial 30-57

Below 1s 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 avs B

dab ~ dnorm(0,.001)

# LHR Avs 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)
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prla ~ dnorm(0,.001)

#define functional parameters
dbc <- dac - dab

#OVERALL POPULATION

# define absolute hazards on log scale
Itopo ~ dnorm(la,ptopo)

Ib <-1a - dab

lc <-1a - dac

# define absolute hazards PER WEEK on natural
scale

log(a) <-1la

log(b) <-1b

log(c) <-Ic

# 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

pritopo ~ 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
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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 95C1/3.92
pab=44.4520,pac=100.6718,pbc=48.2933,
#from 30-49

Itopo= -4.4558, ptopo=114.9304,
psltopo=-4.6164, psptopo=52.9206,
prlitopo=-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 AvsB

dac ~ dnorm(0,.001) # LHR Avs C

dbf ~ dnorm(0,.001) # LHR Bvs F

la ~ dnorm(0,.001) # Log hazard rate for A
(baseline)

ld ~ dnorm(0,.001)
le ~ dnorm(0,.001)

# Log hazard rate for D
# Log hazard rate for E

#define functional parameters
daf <- dab + dbf

dad <- la-1d

dae <- la-le

# define absolute hazards on log scale topotecan
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Itopo ~ dnorm(la,ptopo)

# absolute hazard on log scale pacpt
Ipacpt ~ dnorm(ld,ppacpt)

# absolute hazard on log scale pt
Ipt ~ dnorm(le,ppt)

Ib <-1a - dab
Ic <-1a - dac
If <-1a - daf

# define absolute hazards PER WEEK on natural
scale

log(a) <-1la

log(b) <-1b

log(c) <-Ic

log(d) <-1d

log(e) <-le

log(f) <-If

# 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
Itopo= -4.6164, ptopo=52.9206,
#from 30-49
Ipacpt= -5.2028, ppacpt=193.4339,
#from ICON4
Ipt=-5.0205, ppt=202.4341)
#from ICON 4

initial values
list(dab=.01,dac=.01,dbf=.01,la=.01,1d=.01,le=.
01)

#LEstimates 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 Avs B
dac ~ dnorm(0,.001) # LHR Avs C
dbf ~ dnorm(0,.001) # LHR Bvs F

la ~ dnorm(0,.001)
(baseline)

ld ~ dnorm(0,.001)
le ~ dnorm(0,.001)

# Log hazard rate for A

# Log hazard rate for D
# Log hazard rate for E

#define functional parameters
daf <- dab + dbf

dad <- la-1d

dae <-la-le

# define absolute hazards on log scale topotecan
Itopo ~ dnorm(la,ptopo)

# absolute hazard on log scale pacpt

Ipacpt ~ dnorm(ld,ppacpt)

# absolute hazard on log scale pt

Ipt ~ dnorm(le,ppt)

Ib <-1a - dab
Ic <-1a - dac
If <-1la - daf

# define absolute hazards PER WEEK on natural
scale

log(a) <-1la

log(b) <-1b

log(c) <-Ic

log(d) <-1d

log(e) <-le

log(f) <-If

# convert into mean survival
PFSa 2 <-1/a

PFSb 2 <-1/b

PFSc_2 <- 1/c

PFSd_2 <- 1/d
PFSe 2 <- 1/e

PFSt 2 <- I/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
95C1/3.92

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

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

Ipt=-4.1507, ppt=202.4341)
#from ICON 4
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initial values
list(dab=.01,dac=.01,dbf=.01,la=.01,1d=.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 (iin 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.n3j-
11}

######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 (iin 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-
11}

######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) }

tor (iin 1:6){ logit(p.t3[i]) <-mu.rt3[study.t3[i]] +
equals(treat.t3[i],2) * delta.t3[1] +
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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-
11}

######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[}-
17}

######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-
17}

######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 (1 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 (iin 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 (iin 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-
17}

######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-
17}

######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-
17}

######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) *
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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 (iin 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 (iin 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.sed)

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] }
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##H#H##A#H# # #lever grade 3 (t.13)

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.3[j]) <- m.rf3 + delta.f3[j-
17}

#H#H#HA#A##H# #F# ever grade 4 (t1.14)

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-
17}

}

# data

list(r.n3 =¢(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=¢(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=¢(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),
(rnv3=c(34,29,17,4,6,16), (rnv4=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=¢(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), 267
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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=¢(235,239,112,114,108,108),
n.f4=¢(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,

trn3=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, trse4d=1, m.rf3=0, t.rf3=1, m.rf4=0,
trf4=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)

#1If 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-
17}

######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)
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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 (iin 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-
11}

######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 (iin 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-
11}

######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 (iin 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-
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11}

######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-
17}

######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.a4j-
17}

######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[jl~dnorm(m.rp3,t.rp3) }

for (1 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]}

269
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for (i in 1:6){ r.p3[i]~dbin(p.p3[il,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)

tor (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 (iin 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 (iin 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-
17}

######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-
17}

######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-
17}

######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] +
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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)

#1[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) }

tor (iin 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)

#1[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)
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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] }

#H#H# A A #H# # #lever grade 3 (t.13)

#17[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 (1 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.3[j]) <- m.rf3 + delta.f3[j-
17}

#H#H#HA#A### #F# ever grade 4 (t.14)

#17[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,c.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]} 271
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}

# data

list(r.n3 =c¢(33,19,17,34,10,6,5,8,3,12),(r.n4 =
¢(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=¢(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=¢(2,19,1,1,1,11,0.5,0.5,0.5,3),
(r.s4=¢(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),
(rnv3=c(34,29,17,4,6,16,0.5,2,37,47,3,12),
(rmv4=c¢(8,3,5,1,0.5,3,2,6),
(r.se3=¢(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=¢(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=¢(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=¢(235,239,112,114,108,108,47.5,47.5,95.5,95
)
n.s4=¢(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=¢(235,239,112,114,108,108,95.5,95.5),
n.f4=¢(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,

trn3=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, trse4=1, m.rf3=0, t.rf3=1, m.rf4=0,

trfa=1)
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Resource use associated with adverse events (taken from Schering-

Plough submission?®

Adverse event

Stomatitis/pharyngitis grade 3

Stomatitis/pharyngitis grade 4

PPE grade 3

PPE grade 4

Neutropenia grade 3

Neutropenia grade 4

Thrombocytopenia grade 3
Thrombocytopenia grade 4

Anaemia grade 3

Anaemia grade 4

Diarrhoea grade 3

Diarrhoea grade 4

Nausea/vomiting grade 3

Resource use item

Outpatient visit
Paracetamol mouthwash
Sulcralfate
Oramorph

Inpatient stay
Fluconzole i.v.
Saline
Paracetamol mouthwash
Sulcrafate
Oramorph

Outpatient visit
Paracetamol
Pyridoxine
Inpatient stay
Flucoxacillin i.v.
Saline
Paracetamol
Pyridoxine

Outpatient visit
Ciprofloxacin

Inpatient stay
Ciprofloxacin
G-CSF

Day-case admission
Platelet transfusion
Type and cross

Day-case admission
Blood transfusion
Type and cross

Inpatient stay
Blood transfusion
Type and cross

Inpatient stay
Buscopan
Ciprofloxacin
Codeine
Loperamide

Inpatient stay
Buscopan
Ciprofloxacin
Codeine
Loperamide

Outpatient visit
Dexamethasone
Granisetron

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

Cost per
item (£)

90
|
0.37
4.62

293
204.96

42

|
0.37
4.62

90
3.09
0.29

293
57.12
42

3.09
0.29

90
1.50

293
1.50
77.03

293
705
18

293
78.80
18

293
78.80
18

1465
1.39
1.50
0.33
0.08

1465
1.39
1.50
0.33
0.08

90
0.51
383.95

Distribution

Triangular (0, 1.5, 2)
Fixed
Triangular (7, 8.5, 10)
Fixed

Uniform (5, 7)
Fixed
Fixed
Fixed
Triangular (7, 8.5, 10)
Fixed

Fixed
Fixed
Fixed

Triangular (5, 7, 14)
Fixed
Fixed
Fixed
Fixed

Uniform (0, I)
Uniform (5, 7)

Uniform (2, 5)
Uniform (5, 7)
Uniform (3, 7)

Fixed
Fixed
Fixed

Fixed
Fixed
Fixed

Uniform (3, 6)
Fixed
Fixed

Fixed
Fixed
Uniform (5, 7)
Fixed
Uniform (2, 3)
Fixed
Fixed
Uniform (5, 7)
Fixed
Uniform (2, 3)

Fixed

Uniform (5, 7)
Fixed

continued
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Adverse event

Nausea/vomiting grade 4

Sepsis grade 3

Sepsis grade 4

Fever grade 3

Fever grade 4

Resource use item

Inpatient stay
Saline
Dexamethasone i.v.
Granisetron i.v.
Cyclizine
Inpatient stay
Gentamicin
Tazocin

Inpatient stay
Intensive care unit
Gentamicin
Tazocin
Saline
Fluconzole i.v.

Inpatient stay
Gentamicin
Tazocin

Inpatient stay
Intensive care unit
Gentamicin
Tazocin
Saline
Fluconzole i.v.

Cost per
item (£)

1465
42
6.60
360
8.55

293
61.25
368.48

293
558
61.25
368.48
42
204.96

293
61.25
368.48

293
558
61.25
368.48
42
204.96

Distribution

Fixed
Fixed
Fixed
Fixed
Fixed

Uniform (3, 6)
Fixed
Fixed

Triangular (3.5, 5, 7)
Triangular (3.5, 5, 7)
Fixed
Fixed
Fixed
Fixed

Uniform (3, 6)
Fixed
Fixed

Triangular (3.5, 5, 7)
Triangular (3.5, 5, 7)
Fixed
Fixed
Fixed
Fixed
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