Health Technology Assessment 2006; Vol. 10: No. 38

Appendices

Go to main text

A comparison of the cost-effectiveness
of five strategies for the prevention of
non-steroidal anti-inflammatory
drug-induced gastrointestinal toxicity:
a systematic review with economic
modelling

T) Brown, L Hooper, RA Elliott, K Payne,
R Webb, C Roberts, A Rostom and D Symmons

October 2006

Health Technology Assessment
NHS R&D HTA Programme

<


Copyright notice

© Queen's Printer and Controller of HMSO 2006

HTA reports may be freely reproduced for the purposes of private research and study and may be included in professional journals provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising

Violations should be reported to hta@hta.ac.uk

Applications for commercial reproduction should be addressed to HMSO, The Copyright Unit, St Clements House, 2–16 Colegate, Norwich NR3 1BQ


fHT.t\-> @

| INAHTA

How to obtain copies of this and other HTA Programme reports.

An electronic version of this publication, in Adobe Acrobat format, is available for downloading free of
charge for personal use from the HTA website (http://www.hta.ac.uk). A fully searchable CD-ROM is
also available (see below).

Printed copies of HTA monographs cost £20 each (post and packing free in the UK) to both public and
private sector purchasers from our Despatch Agents.

Non-UK purchasers will have to pay a small fee for post and packing. For European countries the cost is
£2 per monograph and for the rest of the world £3 per monograph.

You can order HTA monographs from our Despatch Agents:

— fax (with credit card or official purchase order)
— post (with credit card or official purchase order or cheque)
— phone during office hours (credit card only).

Additionally the HTA website allows you either to pay securely by credit card or to print out your
order and then post or fax it.

Contact details are as follows:

HTA Despatch Email: orders@hta.ac.uk

c/o Direct Mail Works Ltd Tel: 02392 492 000

4 Oakwood Business Centre Fax: 02392 478 555

Downley, HAVANT PO9 2NPB, UK Fax from outside the UK: +44 2392 478 555

NHS libraries can subscribe free of charge. Public libraries can subscribe at a very reduced cost of
£100 for each volume (normally comprising 30—40 titles). The commercial subscription rate is £300
per volume. Please see our website for details. Subscriptions can only be purchased for the current or
forthcoming volume.

Payment methods

Paying by cheque
If you pay by cheque, the cheque must be in pounds sterling, made payable to Direct Mail Works Ltd
and drawn on a bank with a UK address.

Paying by credit card
The following cards are accepted by phone, fax, post or via the website ordering pages: Delta, Eurocard,
Mastercard, Solo, Switch and Visa. We advise against sending credit card details in a plain email.

Paying by official purchase order
You can post or fax these, but they must be from public bodies (i.e. NHS or universities) within the UK.
We cannot at present accept purchase orders from commercial companies or from outside the UK.

How do | get a copy of HTA on CD?

Please use the form on the HTA website (www.hta.ac.uk/htacd.htm). Or contact Direct Mail Works (see
contact details above) by email, post, fax or phone. HTA on CD is currently free of charge worldwide.

The website also provides information about the HTA Programme and lists the membership of the various
committees.







Health Technology Assessment 2006; Vol. 10: No. 38

Appendix |

Search strategies

hese are the corrected search strategies, which
now collect the etodolac studies appropriately.

(a) Search strategy developed for

EMBASE

On Ovid, run May 2002, period 1980 to date.

1.

NSAID$.mp.

2. ((nonsteroid$ or non-steroid$) adj3 (anti-
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inflam$ or antiinflam$)).mp.

("Cox 1" or Cox-1 or "cyclo-oxygenase 1" or
"cyclooxygenase 1" or clyclooxygenase-1 or
cyclo-oxygenase-1).mp.

exp aceclofenac/ or exp acemetacin/ or exp
alminoprofen/ or exp amfenac/ or exp
ampiroxicam/ or exp amtolmetin guacil/ or
exp benorilate/ or exp butibufen/ or exp
clofezone/ or exp dexketoprofen/ or exp
diclofenac/ or exp diflunisal/ or exp epirizole/
or exp etodolac/ or exp etofenamate/ or exp
tenbufen/ or exp fenoprofen/ or exp fentiazac/
or exp flunoxaprofen/ or exp flurbiprofen/ or
exp furaprofen/ or exp glucametacin/ or exp
ibuprofen/ or exp ibuproxam/ or exp
indometacin/ or exp isonixin/ or exp
kebuzone/ or exp ketoprofen/ or exp
ketorolac/ or exp ketorolac trometamol/ or exp
lonazolac/ or exp lonazolac calcium/ or exp
lornoxicam/ or exp loxoprofen/ or exp
meclofenamate sodium/ or exp meclofenamic
acid/ or exp mefenamic acid/ or exp
meloxicam/ or exp mofebutazone/ or exp
mofezolac/ or exp morazone/ or exp
morniflumate/ or exp nabumetone/ or exp
naproxen/ or exp niflumic acid/ or exp
oxametacin/ or exp phenylbutazone/ or exp
piroxicam/ or exp pranoprofen/ or exp
proglumetacin/ or exp proquazone/ or exp
sulindac/ or exp tenoxicam/ or exp tiaprofenic
acid/ or exp tiaramide/ or exp tolfenamic acid/
or exp tolmetin/ or exp zaltoprofen/
(Aceclofenac$ or Preservex or Acemetacin$ or
Acetmetacin$ or Emflex or Alminoprofen$ or
Amfenac).mp.

(Ampiroxicam$ or Amtolmetin$ or
Azapropazone$ or Rheumox or Benorylate$
or benorilate$ or benoral or Butibufen$).mp.

10.

1.

12.

13.

14.

16.
17.
18.
19.

20.
21.

22.
23.
24.
25.

26.

(Cinmetacin$ or Clofezone$ or
Dexketoprofen$ or Keral or Diclofenac$ or
Voltarol or Diclomax or Motifene).mp. [
(Difenpiramide$ or Diflunisal$ or Dolobid or
Epirazole$ or Etodolac$ or Lodine).mp.
(Etofenamate$ or Fenbufen$ or Lederfen or
Fenoprofen$ or Fenopron or Fentiazac$ or
Floctafenine$).mp.

(Flunoxaprofen$ or Flurbiprofen$ or Froben
or Furprofen$ or Glucametacin$ or
Ibuprofen$ or Arthrofen or Lidifen or Ebufac
or Rimafen or Motrin or Nurofen or
Galprofen or Orbifen or Brufen or
Fenbid).mp.

(Ibuproxam$ or Indomethacin$ or
Indometacin$ or indomax or slo-indo).mp.
(Isonixin$ or Kebuzone$ or Ketoprofen$ or
Orudis or oruvail or Ketorolac$ or toradol or
Lonazolac$ or Lornoxicam$ or Xefo or
Loxoprofen$).mp.

(Meclofenamate$ or Mefenamic$ or Ponstan
or Meloxicam$ or Mobic or Mofebutazone$ or
Mofezolac$ or Morazone$ or Morniflumate$
or Nabumetone$ or Relifex or Naproxen$ or
Naprosyn or Synflex).mp.

(Nifenazone$ or Niflumic$ or Oxametacin$ or
Phenylbutazone$ or Butacote or Piroxicam$
or Feldene or Brexidol).mp.

(Pranoprofen$ or Proglumetacin$ or
Proquazone$ or Ramifenazone$ or Sulindac$
or Clinoril or Tenoxicam$ or Mobiflex or
Tiaprofenic$ or Surgam or Tiaramide$ or
Tolfenamic$ or Clotam or Tolmetin$ or
Zaltoprofen$).mp.

exp Misoprostol/

exp Proton Pump Inhibitor/

exp Histamine H2 Receptor Antagonist/
(cytotec or misoprostil or "SC 29333" or "SC
30249").mp.

59122-48-4.rn.

"hydrogen potassium adenosine
triphosphatase inhib$".mp.

"hydrogen potassium ATPase inhib$".mp.
(H2 adj3 (antagon$ or block$)).mp.
("histamine 2" adj3 (block$ or antagon$)).mp.
(cimetidine$ or famotidine$ or nizatidine$ or
ranitidine$).mp.

(dyspamet or tagamet or algitec or pepcid or
axid or zantac or pylorid).mp.

185



186

Appendix |

27.

28.
29.

30.

31.
32.
33.
34.

35.
36.
37.
38.
39.
40.
41.

42.
43.
44.
45.

46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.

58.
59.
60.
61.
62.
63.
64.

65.
66.
67.

68.
69.
70.
71.
72.
73.

(omeprazole$ or lansoprazole$ or
pantoprazole$ or rabeprazole$).mp.

(losec or zoton or protium or pariet).mp.
lor2or3or4or5or6or7or8or9orl0
or 11 or 12 or 13 or 14 or 15

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

29 and 30

(arthrotec or napratec).mp. or 31

(Cox-2 or Cox-II or "Cox 2" or "Cox II").mp.
(cyclooxygenase-2 or "cyclooxygenase 2" or
cyclooxygenase-II or "cyclooxygenase II").mp.
exp Cyclooxygenase 2 Inhibitor/
celecoxib$.mp.

flosulide$.mp.

meloxicam$.mp.

nimesulide$.mp.

rofecoxib$.mp.

(cyclo-oxygenase-2 or "cyclo-oxygenase 2" or
cyclo-oxygenase-II or "cyclo-oxygenase
I1").mp.

(celebrex or vioxx).mp.

etodolac$.mp

exp Etodolac/

33 or 34 or 35 or 36 or 37 or 38 or 39 or 40
or 41 or 42 or 43 or 44

32 or 45

controlled study/

randomized controlled trial/

clinical trial/

major clinical study/

(trial$ or compar$ or control$).tw.

study.tw.

"follow$ and up".tw.

(blind$ or clinic$ or placebo).tw.

placebo/

clinical article/

47 or 48 or 49 or 50 or 52 or 53 or 54 or 55
or 56

exp human/

nonhuman/

59 not 58

57 not 60

exp Longitudinal Study/

exp Prospective Study/

(cohort$ or quintile$ or quartile$ or tertile$
or quantile$).mp.

(follow-up$ or followup$).mp,tw.
longitud$.mp.

((prospectiv$ or observation$) adjb (research$
or data$ or stud$)).mp.

62 or 63 or 64 or 65 or 66 or 67

68 not 60

69 or 61

46 and 70

Child/

Adult/

74. 72 and 73
75. 72 not 74
76. 71 not 75
77. exp In Vitro Study/
78. exp In Vivo Study/
79. 77 and 78
80. 77 not 79
81. 76 not 80

(b) Search strategy developed for
MEDLINE

On Ovid, run May 2002, period 1966 to date:

1. NSAID$.mp.

2. ((nonsteroid$ or non-steroid$) adj3 (anti-
inflam$ or antiinflam$)).mp.

3. ("Cox 1" or Cox-1 or "cyclo-oxygenase 1" or
"cyclooxygenase 1" or clyclooxygenase-1 or
cyclo-oxygenase-1).mp.

4. (Aceclofenac$ or Preservex or Acemetacin$ or
Acetmetacin$ or Emflex or Alminoprofen$ or
Amfenac).mp.

5. (Ampiroxicam$ or Amtolmetin$ or
Azapropazone$ or Rheumox or Benorylate$
or benorilate$ or benoral or Butibufen$).mp.

6. (Cinmetacin$ or Clofezone$ or
Dexketoprofen$ or Keral or Diclofenac$ or
Voltarol or Diclomax or Motifene).mp.

7. (Difenpiramide$ or Diflunisal$ or Dolobid or
Epirazole$ or Etodolac$ or Lodine).mp.

8. (Etofenamate$ or Fenbufen$ or Lederfen or
Fenoprofen$ or Fenopron or Fentiazac$ or
Floctafenine$).mp.

9. (Flunoxaprofen$ or Flurbiprofen$ or Froben
or Furprofen$ or Glucametacin$ or
Ibuprofen$ or Arthrofen or Lidifen or Ebufac
or Rimafen or Motrin or Nurofen or
Galprofen or Orbifen or Brufen or
Fenbid).mp.

10. (Ibuproxam$ or Indomethacin$ or
Indometacin$ or indomax or slo-indo).mp.

11. (Isonixin$ or Kebuzone$ or Ketoprofen$ or
Orudis or oruvail or Ketorolac$ or toradol or
Lonazolac$ or Lornoxicam$ or Xefo or
Loxoprofen$).mp.

12. (Meclofenamate$ or Mefenamic$ or Ponstan
or Meloxicam$ or Mobic or Mofebutazone$ or
Mofezolac$ or Morazone$ or Morniflumate$
or Nabumetone$ or Relifex or Naproxen$ or
Naprosyn or Synflex).mp.

13. (Nifenazone$ or Niflumic$ or Oxametacin$ or
Phenylbutazone$ or Butacote or Piroxicam$
or Feldene or Brexidol).mp.

14. (Pranoprofen$ or Proglumetacin$ or
Proquazone$ or Ramifenazone$ or Sulindac$
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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.

42.
43.
44.
45.
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or Clinoril or Tenoxicam$ or Mobiflex or
Tiaprofenic$ or Surgam or Tiaramide$ or
Tolfenamic$ or Clotam or Tolmetin$ or
Zaltoprofen$).mp.

exp diclofenac/ or exp diflunisal/ or exp
epirizole/ or exp etodolac/ or exp fenoprofen/
or exp flufenamic acid/ or exp flurbiprofen/ or
exp ibuprofen/ or exp indomethacin/ or exp
ketoprofen/ or exp ketorolac/ or exp ketorolac
tromethamine/ or exp meclofenamic acid/ or
exp mefenamic acid/ or exp naproxen/ or exp
niflumic acid/ or exp phenylbutazone/ or exp
piroxicam/ or exp sulindac/ or exp tolmetin/
lor2or3or4or5or6or7or8or9orl0
or 1l or 12 or 13 or 14 or 15

(cytotec or misoprostil or "SC 29333" or "SC
30249").mp.

"hydrogen potassium adenosine
triphosphatase inhib$".mp.

"hydrogen potassium ATPase inhib$".mp.
(H2 adj3 (antagon$ or block$)).mp.
("histamine 2" adj3 (block$ or antagon$)).mp.
(cimetidine$ or famotidine$ or nizatidine$ or
ranitidine$).mp.

(dyspamet or tagamet or algitec or pepcid or
axid or zantac or pylorid).mp.

(omeprazole$ or lansoprazole$ or
pantoprazole$ or rabeprazole$).mp.

(losec or zoton or protium or pariet).mp.

exp MISOPROSTOL/

exp burimamide/ or exp cimetidine/ or exp
famotidine/ or exp metiamide/ or exp
Misoprostol/ or exp nizatidine/ or exp
omeprazole/ or exp ranitidine/

exp Histamine H2 Antagonists/

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24
or 25 or 26 or 27 or 28

16 and 29

(arthrotec or napratec).mp. or 30

(Cox-2 or Cox-1I or "Cox 2" or "Cox II").mp.
(cyclooxygenase-2 or "cyclooxygenase 2" or
cyclooxygenase-1I or "cyclooxygenase II").mp.
(celecoxib$ or etodolac$).mp.

(flosulide$ or meloxicam$).mp.

exp Etodolac/

nimesulide$.mp.

rofecoxib$.mp.

(cyclo-oxygenase-2 or "cyclo-oxygenase 2" or
cyclo-oxygenase-II or "cyclo-oxygenase
I1").mp.

(celebrex or vioxx).mp.

32 or 33 or 34 or 35 or 36 or 37 or 38 or 39
or 40

31 or 41

randomized controlled trial.pt.

controlled clinical trial.pt.

Randomized controlled trials/

46.
47.
48.
49.
50.
51.
52.
53.
54.
55.

56.
57.
58.
59.
60.
61.
62.
63.
64.
65.

66.
67.
68.
69.

70.
71.
72.

73.
74.
75.
76.
77.
78.
79.
80.
81.
32.
33.

random allocation.sh.

double blind method.sh.

single-blind method.sh.

43 or 44 or 45 or 46 or 47 or 48

(animal not human).sh.

49 not 50

clinical trial.pt.

exp Clinical trials/

(clin$ adj25 trial$).ti,ab.

((singl$ or doubl$ or trebl$ or tripl$) adj
(blind$ or mask$)).ti,ab.

placebos.sh.

placebo$.ti,ab.

random$.ti,ab.

research design.sh.

comparative study.sh.

exp Evaluation studies/

follow up studies.sh.

prospective studies.sh.

(control$ or prospectiv$ or volunteer$).ti,ab.
52 or 53 or 54 or 55 or 56 or 57 or 58 or 59
or 60 or 61 or 62 or 63 or 64

65 not 50

51 or 66

exp Cohort Studies/

(cohort$ or quintile$ or quartile$ or quantile$
or tertile§).mp.

(follow-up$ or followup$).mp,tw.
longitud$.mp.

((prospectiv$ or observation$) adj5 (research$
or data$ or stud$)).mp.

68 or 69 or 70 or 71 or 72

73 not 50

67 or 74

42 and 75

Child/

Adult/

77 and 78

77 not 79

76 not 80

exp in vitro/

81 not 82

(c) Search strategy developed for

the Cochrane Library

On CD rom, run on 2002, Issue 2.

1.

NSAID*

2. (NONSTEROID* or NON-STEROID¥*) near

v w0

(ANTI-INFLAM* or ANTIINFLAM*))
(COX1 or COX-1)

COX

(CYCLO-OXYGENASE* or
CYCLOOXYGENASE¥)

COX-1
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10.

11.

12.

13.

14.

16.

17.

18.

19.
20.
21.

COX

. ((((AWCECLOFENAC* or PRESERVEX) or

ACEMETACIN¥*) or ACETMETACIN#*) or
EMFLEX) or ALMINOPROFEN¥*) or
AMFENAC)

(((((((AMPIROXICAM* or AMTOLMETIN*)
or AZAPROPAZONE*) or RHEUMOX) or
BENORYLATE*) or BENORILATE*) or
BENORAL) or BUTIBUFEN*)
(((((((CINMETACIN* or CLOFEZONE#) or
DEXKETOPROFEN¥*) or KERAL) or
DICLOFENAC*) or VOLTAROL) or
DICLOMAX) or MOTIFENE)
(((((DIFENPIRAMIDE* or DIFLUNISAL*) or
DOLOBID) or EPIRAZOLE*) or
ETODOLAC¥*) or LODINE)
(((W(ETOFENAMATE* or FENBUFEN¥*) or
LEDERFEN) or FENOPROFEN*) or
FENOPRON) or FENTIAZAC*) or
FLOCTAFENINE¥)
((CCCCCCC((((FLUNOXAPROFEN* or
FLURBIPROFEN¥*) or FROBEN) or
FURPROFEN*) or GLUCAMETACIN*) or
IBUPROFEN¥*) or ARTHROFEN) or
LIDIFEN) or EBUFAC) or RIMAFEN) or
MOTRIN) or NUROFEN) or GALPROFEN)
or ORBIFEN) or BRUFEN) or FENBID)
((MBUPROXAM* or INDOMETHACIN#*) or
INDOMETACIN*) or INDOMAX) or SLO-
INDO)

. ((((((ISONTIXIN* or KEBUZONE#) or

KETOPROFEN#*) or ORUDIS) or ORUVAIL)
or KETOROLAC¥*) or TORADOL) or
LONAZOLAC¥*) or LORNOXICAM*) or
XEFO) or LOXOPROFEN*)
(((W((MECLOFENAMATE* or
MEFENAMIC*) or PONSTAN) or
MELOXICAM*) or MOBIC) or
MOFEBUTAZONE*) or MOFEZOLAC¥*) or
MORAZONE?*) or MORNIFLUMATE#) or
NABUMETONE?*) or RELIFEX) or
NAPROXEN#*) or NAPROSYN) or SYNFLEX)
(((((((NIFENAZONE* or NIFLUMIC¥*) or
OXAMETACIN*) or PHENYLBUTAZONE¥*)
or BUTACOTE) or PIROXICAM?*) or
FELDENE) or BREXIDOL)
(((CCCCCCC(((PRANOPROFEN* or
PROGLUMETACIN*) or PROQUAZONE*)
or RAMIFENAZONE¥*) or SULINDAC¥*) or
CLINORIL) or TENOXICAM*) or
MOBIFLEX) or TIAPROFENIC*) or
SURGAM) or TIARAMIDE¥*) or
TOLFENAMIC¥*) or CLOTAM) or
TOLMETIN*) or ZALTOPROFEN*)
DICLOFENAC*:ME

DIFLUNISAL*:ME

EPIRIZOLE*:ME

22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.

38.

39.

40.
41.
42.

43.

44.

45.

46.

47.

N
o)

N
©

ot Ot Ot ot Ou Ou Ot Ot

ot

o]
o

(&2 ¢
© XN O 0= O

ETODOLAC*:ME

FENOPROFEN*:ME

IBUPROFEN*:ME
FLUFENAMIC-ACID*:ME
FLURBIPROFEN*:ME
INDOMETHACIN*:ME
KETOPROFEN*:ME
MECLOFENAMIC-ACID*:ME
MEFENAMIC-ACID*:ME

NAPROXEN*:ME

NIFLUMIC-ACID*:ME
PHENYLBUTAZONE*:ME
PIROXICAM*:ME

SULINDAC*:ME

TOLMETIN*:ME

(((((((#1 or #2) or #3) or #4) or #5) or
#6) or #7) or #8) or #9) or #10) or #11) or
#12)

((((((((((#13 or #14) or #15) or #16) or #17)
or #18) or #19) or #20) or #21) or #22) or
#23) or #24)

(((((((#25 or #26) or #27) or #28) or #29)
or #30) or #31) or #32) or #33) or #34) or
#35) or #36)

((#37 or #38) or #39)

(CYTOTEC or MISOPROSTIL)

((CYTOTEC or MISOPROSTIL) or 29333)
or 30249)

(HYDROGEN next (POTASSIUM next
(ADENOSINE next (TRIPHOSPHATASE next
INHIB*))))

(HYDROGEN next (POTASSIUM next
(ATPASE next INHIB*)))

(HISTAMINE* near (BLOCK* or
ANTAGON¥))

((CIMETIDINE* or FAMOTIDINE*) or
NIZATIDINE*) or RANITIDINE*)
((DYSPAMET or TAGAMET) or ALGITEC)
or PEPCID) or AXID) or ZANTAC) or
PYLORID)

. ((OMEPRAZOLE* or LANSOPRAZOLE*) or

PANTOPRAZOLE*) or RABEPRAZOLE*)
(((LOSEC or ZOTON) or PROTIUM) or
PARIET)

MISOPROSTOL*:ME
BURIMAMIDE*:ME

CIMETIDINE*:ME

FAMOTIDINE*:ME

METIAMIDE*:ME

NIZATIDINE*:ME

OMEPRAZOLE*:ME

RANITIDINE*:ME
HISTAMINE-H2-ANTAGONISTS*:ME
((((((((#42 or #43) or #44) or #45) or #46)
or #47) or #48) or #49) or #50)

. ((((((((#51 or #52) or #53) or #b54) or #b5)

or #56) or #57) or #58) or #59)
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61. (#60 and #40)

62. (ARTHROTEC or NAPRATEC)

63. ((COX-2 or COX-II) or
CYCLOOXYGENASE-2) or CYCLO-
OXYGENASE-2)

64. (((CELECOXIB* or FLOSULIDE*) or
MELOXICAM#*) or NIMESULIDE*) or
ROFECOXIB*) or CELEBREX) or VIOXX)
or ETODOLAC¥*)

65. ((#62 or #63) or #64)

66. (#61 or #65)

67. CHILD*:ME

68. ADULT*:ME

69. (#67 and #68)

70. (#67 not #69)

71. (#66 not #70)

(d) Search strategy developed for
EMBASE to locate CCTs and
cohort studies (similar
strategy used on MEDLINE)

On Ovid, run May 2002, period 1966 to date.

1. NSAID$.mp.

2. ((nonsteroid$ or non-steroid$) adj3 (anti-
inflam$ or antiinflam$)).mp.

3. ("cox 1" or cox-1 or "cyclo-oxygenase 1" or
"cyclooxygenase 1" or clyclooxygenase-1 or
cyclo-oxygenase-1).mp.

4. exp aceclofenac/ or exp acemetacin/ or exp
alminoprofen/ or exp amfenac/ or exp
ampiroxicam/ or exp amtolmetin guacil/ or
exp benorilate/ or exp butibufen/ or exp
clofezone/ or exp dexketoprofen/ or exp
diclofenac/ or exp diflunisal/ or exp epirizole/
or exp etodolac/ or exp etofenamate/ or exp
fenbufen/ or exp fenoprofen/ or exp fentiazac/
or exp flunoxaprofen/ or exp flurbiprofen/ or
exp furaprofen/ or exp glucametacin/ or exp
ibuprofen/ or exp ibuproxam/ or exp
indometacin/ or exp isonixin/ or exp
kebuzone/ or exp ketoprofen/ or exp
ketorolac/ or exp ketorolac trometamol/ or exp
lonazolac/ or exp lonazolac calcium/ or exp
lornoxicam/ or exp loxoprofen/ or exp
meclofenamate sodium/ or exp meclofenamic
acid/ or exp mefenamic acid/ or exp
meloxicam/ or exp mofebutazone/ or exp
mofezolac/ or exp morazone/ or exp
morniflumate/ or exp nabumetone/ or exp
naproxen/ or exp niflumic acid/ or exp
oxametacin/ or exp phenylbutazone/ or exp
piroxicam/ or exp pranoprofen/ or exp
proglumetacin/ or exp proquazone/ or exp

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

10.

11.

12.

13.

14.

15.

16.
17.
18.
19.

20.
21.

22.
23.
24.

25.

sulindac/ or exp tenoxicam/ or exp tiaprofenic
acid/ or exp tiaramide/ or exp tolfenamic acid/
or exp tolmetin/ or exp zaltoprofen/
(Aceclofenac$ or Preservex or Acemetacin$ or
Acetmetacin$ or Emflex or Alminoprofen$ or
Amfenac).mp.

(Ampiroxicam$ or Amtolmetin$ or
Azapropazone$ or Rheumox or Benorylate$
or benorilate$ or benoral or Butibufen$).mp.
(Cinmetacin$ or Clofezone$ or
Dexketoprofen$ or Keral or Diclofenac$ or
Voltarol or Diclomax or Motifene).mp.
(Difenpiramide$ or Diflunisal$ or Dolobid or
Epirazole$ or Etodolac$ or Lodine).mp.
(Etofenamate$ or Fenbufen$ or Lederfen or
Fenoprofen$ or Fenopron or Fentiazac$ or
Floctafenine$).mp.

(Flunoxaprofen$ or Flurbiprofen$ or Froben
or Furprofen$ or Glucametacin$ or
Ibuprofen$ or Arthrofen or Lidifen or Ebufac
or Rimafen or Motrin or Nurofen or
Galprofen or Orbifen or Brufen or
Fenbid).mp.

(Ibuproxam$ or Indomethacin$ or
Indometacin$ or indomax or slo-indo).mp.
(Isonixin$ or Kebuzone$ or Ketoprofen$ or
Orudis or oruvail or Ketorolac$ or toradol or
Lonazolac$ or Lornoxicam$ or Xefo or
Loxoprofen$).mp.

(Meclofenamate$ or Mefenamic$ or Ponstan
or Meloxicam$ or Mobic or Mofebutazone$ or
Mofezolac$ or Morazone$ or Morniflumate$
or Nabumetone$ or Relifex or Naproxen$ or
Naprosyn or Synflex).mp.

(Nifenazone$ or Niflumic$ or Oxametacin$ or
Phenylbutazone$ or Butacote or Piroxicam$
or Feldene or Brexidol).mp.

(Pranoprofen$ or Proglumetacin$ or
Proquazone$ or Ramifenazone$ or Sulindac$
or Clinoril or Tenoxicam$ or Mobiflex or
Tiaprofenic$ or Surgam or Tiaramide$ or
Tolfenamic$ or Clotam or Tolmetin$ or
Zaltoprofen$).mp.

exp Misoprostol/

exp Proton Pump Inhibitor/

exp Histamine H2 Receptor Antagonist/
(cytotec or misoprostil or "SC 29333" or "SC
30249").mp.

59122-48-4.rn.

"hydrogen potassium adenosine
triphosphatase inhib$".mp.

"hydrogen potassium ATPase inhib$".mp.

(H2 adj3 (antagon$ or block$)).mp.
("histamine 2" adj3 (block$ or
antagon$)).mp.

(cimetidine$ or famotidine$ or nizatidine$ or
ranitidine$).mp.
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26.

27.

28.
29.

30.

31.
32.
33.
34.

35.
36.
37.
38.
39.
40.
41.

42.

43.

44.
45.
46.
47.
48.

(dyspamet or tagamet or algitec or pepcid or
axid or zantac or pylorid).mp.

(omeprazole$ or lansoprazole$ or
pantoprazole$ or rabeprazole$).mp.

(losec or zoton or protium or pariet).mp.
lor2or3or4or5or6or7or8or9orl0
or 1l or 12 or 13 or 14 or 15

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

29 and 30

(arthrotec or napratec).mp. or 31

(cox-2 or cox-1I or "cox 2" or "cox II").mp.
(cyclooxygenase-2 or "cyclooxygenase 2" or

cyclooxygenase-II or "cyclooxygenase II").mp.

exp Cyclooxygenase 2 Inhibitor/
celecoxib$.mp.

flosulide$.mp.

meloxicam$.mp.

nimesulide$.mp.

rofecoxib$.mp.

(cyclo-oxygenase-2 or "cyclo-oxygenase 2" or
cyclo-oxygenase-II or "cyclo-oxygenase
I1").mp.

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

33 or 34 or 35 or 36 or 37 or 38 or 39 or 40
or 41 or 42

32 or 43

controlled study/

randomized controlled trial/

clinical trial/

major clinical study/

49.
50.
51.
52.
53.
54.
55.

56.
57.
58.
59.
60.
61.
62.

63.
64.
65.

66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.

(trial$ or compar$ or control$).tw.
study.tw.

"follow$ and up".tw.

(blind$ or clinic$ or placebo).tw.
placebo/

clinical article/

45 or 46 or 47 or 48 or 49 or 50 or 52 or 53
or b4

exp human/

nonhuman/

57 not 56

55 not 58

exp Longitudinal Study/

exp Prospective Study/

(cohort$ or quintile$ or quartile$ or tertile$
or quantile$).mp.

(follow-up$ or followup$).mp,tw.
longitud$.mp.

((prospectiv$ or observation$) adj5 (research$
or data$ or stud$)).mp.

60 or 61 or 62 or 63 or 64 or 65
66 not 58

67 or 59

44 and 68

Child/

Adult/

70 and 71

70 not 72

69 not 73

exp In Vitro Study/

exp In Vivo Study/

75 and 76

75 not 77

74 not 78
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(e) Letter sent to all contact authors of included studies

Dear Professor X,

Re. Systematic review with economic modelling comparing the cost-effectiveness of
four strategies for the prevention of NSAID-induced gastrointestinal toxicity (UK HTA review).

We would like to include details of your study (full reference of included study) in our meta-analysis.
In order to represent your study adequately we need additional information and hope

you can help us. We would greatly appreciate if you could provide us with some

information on the trial.

1. Would you be able to provide us with the number of events in each arm (and the total number of

people analysed)?

Please label each intervention arm.

CONTROL

Group B

Group C

Group D

Total number analysed in this arm

Death (all-cause, with reasons for death)

Serious GI complications (pyloric obstruction,
haemorrhage, haemorrhagic erosions, recurrent
upper GI bleeds, perforation, inc death from
any of these)

Symptomatic ulcers (gastric, duodenal,
oesophageal, inc bleeding ulcers)

Serious cardiovascular or renal illness leading
to contact with primary or secondary health
care (inc. angina, MI, stroke, TIA, renal failure,
or death from any of these)

Quality of life (details of measure/s used and
results)

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.
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2. We would also like information that would allow us to classify the study according to our
methodological criteria and identify any missing data or studies:

Who was blinded in the trial (for example,
patients, clinicians, outcome assessors)?

How was randomisation achieved: method
(e.g. sealed envelopes, dice toss, central
computer) and personnel involved

(e.g. pharmacist, recruiting clinician or central
personnel)?

Please give details of any other publications
that report the results of this study (copies of these
and of full trial reports would be gratefully received).

Do you know of any other studies (published,
unpublished or ongoing) that meet our inclusion
criteria? We attach a list of studies already included.

Thanking you in anticipation of your help. If you have any further questions regarding our requests,
please feel free to contact me.

Yours sincerely,

Tamara Brown BA(Hons), MSc.
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Appendix 2
NSAIDs and gastroprotective agents

(a) NSAID proprietary names

International List produced from Martindale: The Complete Drug Reference, 35th ed. Those NSAIDs in bold
are not included in the review owing to toxicity or withdrawal (they are not realistic alternatives). Those
NSAIDs in italics are currently available in the UK.

Drug

Cox-I type
Aceclofenac

Acemetacin
Acetmetacin

Aclofenac (withdrawn)
Alminoprofen

Amfenac

Amidopyrine (very toxic)
Ampiroxicam
Amtolmetin guacil
Azapropazone
Benorylate, benorilate
Benoxaprofen (withdrawn)

Bromfenac (withdrawn)

Bumadizone calcium (very toxic)

Butibufen
Cinmetacin
Clofezone
Dexketoprofen
Diclofenac

Difenpiramide
Diflunisal

Droxicam (very toxic)

Epirizole

Brand names

Preservex, Biofenac, Airtal, Falcol, Gerbin, Sanein, Barcan

Rheutrop, Altren, Peran, Rantudil, Acemix, Solart, Espledol, Oldan, Tilur
Emflex

Mervan

Minalfene

Fenazox

Farmidone, Ftalazone, Fugantil, Malivan, Piroreumal, Rosetin, Termidon, Tiomidone

Artromed, Eufans

Rheumox, Prolixan, Tolyprin, Prolixana
Benoral (salicylate)

Opren

Duract

Rheumatol, Eumotol

Mijal

Cetanovo

Perclusone

Keral

Voltarol, Diclomax, Motifene, Algefit, Delodor, Deflamat, Diclobene, Diclomelan,
Diclosyl, Fenaren, Magulphen, Naclof, Tratul, Voltaren, Arthrotec, Diclohexal, Fenac,
Cataflam, Polyflam, Novo-Difenac, Nu-Diclo, Flector, Voldal, Voltarene, Xenid,
Allvoran, Arthrex, Arthrex Duo, Benfofen, Delphinac, Diclac, Diclo, Diclo-Puren,
Diclo-Saar, Diclo-Spondyril, Diclo-Tablinen, Diclo-Wolff, Dicloberl, Diclofenbeta,
Diclomerk, Diclophlogont, Diclorektal, Dignofenac, Diglo-Diclo, Dolobasan,
DoloVisano Diclo, Duravolten, Effekton, Jenafenac, Lexobene, Monoflam, Myogit,
Rewodina, Rheumasan D, Sigafenac, Silino, Toryxil, Diclomel, Difene, Vologen,
Artrotec, Dealgic, Deflamat, Dicloftil, Dicloreum, Fenadol, Flogofenac, Forgenac,
Misofenac, Novapirina, Ribex Flu, Naclof, Panamor, Pharmaflam, Sodiclo, Veltex, Di
Retard, Dolotren, Liberalgium, Lause, Voltaren T, diclo-basan, Diclosifar, Ecofenac,
Grofenac, Inflamac, Olfen, Primofenac, Rheufenac, Rhumalgan, Vifenac

Difenax

Dolobid, Fluniget, Biartac, Diflusal, Dolobis, Adomal, Aflogos, Artrodol, Citidol,
Difludol, Diflunil, Diflusan, Dolisal, Fluodonil, Flustar, Nalgisa, Noaldol, Reuflos,
Dolocid, Diflonid, Donobid, llacen, Unisal

Dobenam, Droxar, Drogelon, Ferpan, Ombolan, Pensatron
Mebron

continued
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Drug

Etofenamate

Felbinac (very toxic)
Fenbufen
Fenoprofen calcium

Fentiazac

Feprazone (very toxic)
Floctafenine

Flufenamic acid (very toxic)
Flunoxaprofen

Flurbiprofen

Furprofen
Glafenine (withdrawn)
Glucametacin

Ibuprofen

Ibuproxam

Indomethacin, indometacin

Isamfazone (withdrawn)

Isonixin

194

Brand names

Rheumon, Traumon, Flexium, Algesalona E, Bayro, Afrolate, Deiron, Flogoprofen,
Zenavan, Etofen, Traumalix

Target, Flexfree, Dolinac, Traxam, Napageln, Dolinac
Lederfen, Cinopal, Cincopal
Fenopron, Nalfon, Fepron, Nalgesic, Progesic

Norvedan, Fentac, Domureuma, Flogene, O-Flam, Dermisone Fentiazaco, Donorest,
Riscalon

Zepelin, Brotazona, Cocresol, Rangozona, Represil, Reuflodol

Idarac, Idalon

Mobilisin, Rheugesal, Algesalona, Flexocutan, Flexilat, Assan, Assan-Thermo

Priaxim

Froben, Ansaid, Novo-Flurprofen, Cebutid, Fenomel, Transact Lat, Antadys, Neo
Artrol, Tulip

Dolex
Glifan, Glifanan
Teoremac, Euminex

Arthrofen, Lidifen, Ebufac, Rimafen, Motrin, Nurofen, Galprofen, Orbifen,
Brufen, Fenbid, Avallone, Brufen, Dismenol neu, Dolgit, Dolibu, Dolofort, Doloren,
Duafen, Ibudol, Ibupron, Iburem, Imbun, Kratalgin, Nurofen, Seractil, Tabcin, Urem,
ACT-3, Actiprofen, Rafen, Tri-profen, Bufedon, Dolgit, Dolofin, Exidol, Ibu-Slow, Inabrin,
Malafene, Motrin, Advil, Medipren, Novo-profen, Algifene, Analgyl, Ergix, Fenalgic,
Gelufene, Nureflex, Oralfene, Tiburon, Aktren, Anco, Cesra, Contraneural, Dentigoa,
Dignoflex, Dimidon, Dismenol, Dolgit, Dolo neos, Dolo-Dolgit, Dolo-Puren, Dolormin,
dura-lbu, duraibuprofen, Dysdolen, Esprenit, Exneural, Fibraflex, Gynofug, Ibol, Ibu, ibu-
Attritin, Ibu-Vivimed, Ibubest, Ibubeta, Ibuflam, Ibufug, Ibuhexal, Ibumerck, Ibuphlogont,
Ibuprof, Ibutad, Imbun, Jenaprofen, Kontagripp Mono, Logomed Schmerz, Mensoton,
Mobilat, Novogent, Optalidon, Opturem, Parsal, Pfeil, Schmerz-Dolgit, Seclodin,
stadasan, Tabalon, Tempil, Togal N, Trauma-dolgit, Trombufen, Urem, Bufigen, Cunil,
Melfen, Proflex, Aciril, Arfen, Artene, Asepsal, Benflogin, Brufort, Dolocyl, Faspic,
Flubenil, Focus, Gineflor, Ginenorm, Inabrin, Kos, Moment, Neo-Mindol, Prontalgin,
Femapirin, Ibosure, Ibumetin, Nerofen, Zafen, Ibux, Abbifen, Adfen, Antiflam, Betagesic,
Betaprofen, Brugesic, Clinofen, Dynofen, Ibopain, Ibufarm, Inza, Magnatex, Ranfen,
Rofen, Solufen, Algiasidin, Algisan, Altior, Cusialgil, Dalsy, Doctril, Dolocyl, Dorival,
Ediluna, Espidifen, Evasprin, Faspic, Femidol, Ibenon, Incefal, Isdol, Kalma, Leonal,
Librofem, Liderfeme, Lisi-budol, Medipren, Neobrufen, Noalgil, Pocyl, Sadefen,
Solufena, Spidifen, Todalgil, Duobrus, Algifor, Antalgit, Bufeno, Dismenol, Irfen, Neo-
Helvagit, Panax N, Redufen, Serviprofen, Spedifen, Dynafed IB, Excedrin IB, Genpril,
Haltran, Ibufon, Ibuprohm, Medipren, Menadol, Midol IB, Nuprin, Trendar

Deflogon, Ibudros, Nialen

(Only available in the UK as a generic; some generic names: Indomax 75, Slo-
Indo), Flexidin, Gaurit, Indocid, Indocollyre, Indohexal, Indomellan, Indoptol,
Liometacen, Luiflex, Ralicid, Arthrexin, Hicin, Indomed, Dolcidium, Indotec, Novo-
methacin, Nu-indo, Rhodacine, Ainscrid, Chrono-Indocid, Amuno, Chibro-Amuno,
Confortid, durametacin, EImetacin, Indo-tablinen, Indocontin, Indomet-ratiopharm,
Indomisal, Indorektal, Jenatacin, Mobilat, Rheubalmin Indo, Sigadoc, Vonum, Cidomel,
Flexin Continus, ldomed, Imbrilon, Indomod, Boutycin, Cidalgon, Imet, Indocollirio,
Indom Collirio, Indoxen, Liometacin, Metacen, Peralgon, Infree, Inteban, Dolazol,
Dometin, Confortid, Acuflex, Aflamin, Arthrexin, Articulen, Betacin, Dynametcin,
Famethacin, Flamaret, Flamecid, Indotal, Mediflex, Methabid, Methamax, Methocaps,
Nisaid-25, Restameth-SR, Rumitard, Aliviosin, Artrinovo, Butidil, Flogoter, Inacid, Indo
Framan, Indocaf, Indoftol, Indolgina, Indonilo, Mederreumol, Neo-Decabutin, Reumo,
Reusin, Indomee, Bonidon, Helvecin, Indo-Mepha, Indophtal, Indoptic, Servimeta,
Indochron

Combiflexona, Frenespan

Nixyn
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Drug

Kebuzone
Ketoprofen

Ketorolac trometamol
Lonazolac calcium
Lornoxicam
Loxoprofen
Meclofenamate
Mefenamic acid

Mofebutazone
Mofezolac
Morazone
Morniflumate
Naproxen

Nifenazone
Niflumic acid
Oxametacin

Oxaprozin (toxic)

Oxyphenbutazone (very toxic)

Parsalmide (toxic)
Phenylbutazone

Piroxicam

Pranoprofen
Proglumetacin
Proquazone
Ramifenazone

Brand names

Ketazon, Chetopir

Orudis, Oruvail, Actron, Keprodol, Profenid, Birofenid, Fastum, Rofenid, Toprek,
Apo-Keto, Novo-Keto, Orafen, Rhodis, Rhovail, Bi-Profenid, Ketum, Topfena, Toprec,
Alrheumun, europan, Gabrilen, Spondylon, Alrheumat, Orugesic, Artrosilene, Dexal,
Flexen, Iso-K, Kefenid, Ketalgin, Ketartrium, Keto, Ketodol, Ketofen, Meprofen, Oki,
Profenil, Reuprofen, Salient, Sinketol, Zepelindue, Oscorel, Ketoflam, Myproflam,
Orucote, Oruject, Arcental, Extraplus, Ketosolan, Reumoquin, Prodon, Profenid,
Fenoket, Jomrthid, Ketil, Ketocid, Ketovail, Ketozip, Larafen, Actron

Toradol (only for postoperative pain), Aculare, Taradyl, Lixidol, Droal, Tonum,
Irritren, Argun

Xefo

Loxonin

Meclomen, Lenidolor, Meclodol, Movens, Meclodium

(only available in the UK as a generic, used to be Ponstan, Ponstan forte),
Parkemed, Mefic, Ponstan, Ponstyl, Ponalar, Mefac, Pinalgesic, Ponalgesic, Ponmel,
Lysalgo, Clinstan, Fenamin, Mefalgic, Ponac, Ponstel, Coslan, Ecopan, Mefenacide,
Ponstel

Diadin M, Mofesal

No brands

Rosimon-neu

Nifluril, Flomax, Morniflu, Actol, Niflactol

Naprosyn, Synflex, Miranax, Naprobene, Nycopren, Proxen, Xenopan, Anaprox,
Inza, Naprogesic, Naxen, Synflex, Apranax, Diparene, Naprosyne, Nycopren, Apo-
Napro-Na, Naxen, Novo-Naprox, Nu-Naprox, Dysmenalgit, Malexin, Napro-Dorsch,
Genoxen, Gerinap, Napmel, Naprex, Alganil, Apredan, Artroxen, Axer, Floginax,
Flogogin, Floxalin, Gibinap, Gibixen, Gynestrel, Laser, Leniartril, Naprium, Naprius,
Naprodol, Naprorex, Natrioxen, Neo-Eblimon, Nitens, Numidan, Piproxen, Praxenol,
Prexan, Primeral, Proxine, Synalgo, Ticoflex, Xenar, Aleve, Femex, Naprocoat,
Naprovite, Alpoxen, Ledox, Acusprain, Clinosyn, Nafasol, Napflam, Naprel,
Naproscript, Pranoxen, Traumox, Aliviomas, Antalgin, Denaxpren, llagagen, Lundiran,
Naprokes, Naproval, Rofanten, Pronaxen, Naprolag, Servinaprox, Anaprox, Naprelan
Nicopyron, Algotrex, Neopiran, Reumatosil, Supermidone, Thylin

Actol, Nifluril, Flunir, Niflam

Restid

Deflam, Daypro

Tanderil, Californit, Phlogont, Otone, Diflamil

Sinovial

Butacote, Butazolidin, Novo-butazone, Butazolidine, Ambene, Demoplas, Butazina,
Butazolidina, Carudol, Kadol, Ticinil, Butrex, Inflazone, Scriptozone, Butadiona,
Butadion, Cotylbutazone

Feldene, Brexidol, Brexen, Felden, Pirocam, Candyl, Fensaid, Mobilis, Pirox, Rosig,
Brexine,Novo-Pirocam, Nu-Pirox, Brexin, Cycladol, Geldene, Inflaced, Olcam,
Brexidol, durapirox, Fasax, Flexase, Jenapirox, Piro-Phlogont, Piro-Puren, Pirobeta,
Piroflam, Rirorheum, Pirorheuma, Pirox, Pirox-Spondyril, Piroximerck, Pra-Brexidol,
Rheumitin, Geroxicam, Pericam, Antiflog, Artroxicam, Brexin, Bruxicam, Cicladol,
Ciclafast, Clevian, Dexicam, Flodol, Flogobene, Lampoflex, Nirox, Piroftal,
Pivaloxicam, Polipirox, Reucam, Reudene, Reumagil, Riacen, Roxene, Roxenil, Roxiden,
Roxim, Siartrol, Unicam, Zacam, Zelis, Zen, Zunden, Pirox, Tetram, Brexecam,
Pixicam, Pyrocaps, Rheugesic, Roxicam, Xycam, Artragil, Brexinil, Dekamega,
Doblexan, Improntal, Salcacam, Sasulen, Vitaxicam, Pirosol

Pranox, Niflan, Oftalar

Protaxon, Tolindol, Afloxan, Proxil, Prodamox, Protaxil

Biarison

Delta-Tomanol

continued
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Drug

Sulindac

Tenoxicam

Tiaprofenic acid

Tiaramide
Tolfenamic acid
Tolmetin

Zaltoprofen

Cox-I type with added gastroprotection

Brand names

Clinoril, Aclin, Clusinol, Saldac, Apo-Sulin, Novo-Sundac, Arthrocine, Aflodac,
Algocetil, Citireuma, Clisundac, Lyndac, Reumyl, Sudac, Sulatrene, Sulen, Sulic, Sulinol,
Sulreuma, R-Flex

Mobiflex, Liman, Tilcotil, Dolmen, Rexalgan, Artriunic, Reutenox, Alganex

Surgam, Surgam LA, Artiflam, Albert Tiafen, Lindotab, Artroreuma, Suralgan,
Surgamyl, Tiaprorex, Derilate, Surgamic

Solantal

Clotam (not licensed for RA or OA), Rociclyn
Tolectin, Reutol, Artrocaptin

No brands

Diclofenac with added misoprostol Arthrotec

Naproxen with added misoprostol Napratec

Cox-2 coxib type
Celecoxib

Flosulide

Rofecoxib

Cox-2 preferential type
Etodolac

Meloxicam

Nabumetone

Nimesulide

Celebrex

)

Vioxx

Mobic, Movalis, Mobec, MoviCox, MobiCox, Parocin, UtiCox

Relifex, Relafen, Arthaxan, Artaxan, Nabuser, Mebutan, Relifen, Relisan, Relitone,
Dolsinal, Listran, Relif, Balmox

Mesulid, Aulin, Algolider, Eudolene, Fansidol, Flolid, Laidor, Ledoren, Nide, Nimedex,
Nimesulene, Nims, Nisal, Remov, Resulin, Sulide, Teonim, Antifloxil, Guaxan, Nisulid

(B) Non-NSAID gastroprotective agents, proprietary names

Generic

Gastroprotective agents
H,RAs
Cimetidine

Famotidine

Nizatidine

Ranitidine

Ranitidine bismuth citrate
Misoprosotol

PPIs
Omeprazole
Esomeprazole
Lansoprazole
Pantoprazole

Rabeprazole sodium

Brand

Cimetidine, Dyspamet, Tagamet
Famotidine, Pepcid

Nizatidine, Axid

Ranitidine, Zantac

Pylorid

Cyctotec

With diclofenac (Arthrotec)
With naproxen (Napratec)

Losec
Nexium
Zoton
Protium

Pariet
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(c) BNF? recommended doses

Drug

Older NSAIDs
Aceclofenac

Acetmetacin
Azapropazone
Dexketoprofen

Diclofenac

Diflunisal

Fenbufen

Fenoprofen
Flurbiprofen
Ibuprofen

Indomethacin, indometacin

Ketoprofen
Lornoxicam
Mefenamic acid

Nabumetone

Naproxen

Phenylbutazone

Piroxicam
Sulindac
Tenoxicam
Tiaprofenic acid

Tolfenamic acid

Cox-2 NSAIDs
Celecoxib
Etodolac
Meloxicam
Nimesulide
Rofecoxib

Daily oral dose:
range in adults with
rheumatic diseases (mg)

100-200
120-180
600-1800
50-75
75-150

500-1500
900

900-3000
150-300
600-2400

50-200

100-200
12

1500
500-2000

500-1250
200-600

10-30
400
20
600

200-400
600
7.5-15
200
12.5-25

Comments

Usual dose 120 mg daily
Usual dose 1200 mg daily

Usual dose 200 mg daily

In divided doses, usually
not more than 1800 mg daily

50 mg daily often sufficient

Usually just 1000 mg at night

Not licensed for anything
other than ankylosing
spondylitis

7.5 mg daily often sufficient
(Internet expert)

Can be increased to
50 mg daily in acute pain
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Manufacturer

UCB Pharma
Merck
Goldshield
Menarini

Alpharma, Ashbourne, Berk,
Dexcel Pharma, Eastern,
Goldshield, IVAX, Kent,
Lagap

MSD

Cox, Generics, Genus,
Hillcross, IVAX, Kent,
Sterwin

Typharm
Abbott

Alpharma, APS, Ashbourne,
Berk, CP, DDSA, IVAX, Kent,
Ranbaxy, Pharmacia,
Sovereign, Sterwin

Alpharma, Kent, MSD,
Ranbaxy, Ashbourne,
Generics, Hillcross, Lagap,
Pharmacia

Hawgreen
CeNeS

Alpharma, APS, Generics,
SmithKline Beecham

Roche, Searle

Novartis

Pfizer
MSD
Roche
Florizel

Pharmacia
Shire

Boehringer Ingelheim

Merck

continued
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Appendix 2

Drug

H,RAs
Cimetidine
Famotidine
Nizatidine
Ranitidine

Ranitidine bismuth citrate

PA

Misoprosotol

With diclofenac (Arthrotec)
With naproxen (Napratec)

PPIs
Omeprazole
Esomeprazole
Lansoprazole
Pantoprazole

Rabeprazole sodium

Daily oral dose:
range in adults with

rheumatic diseases (mg)

400

20

150
150/300

40-800 g

20
20
15-30

Comments

Maintenance
Maintenance
Maintenance

150 for maintenance
(following healing)
300 for prophylaxis

Not recommended for
maintenance

Maintenance

Prophylaxis
Maintenance
Prophylaxis
Healing
Healing

Manufacturer



Health Technology Assessment 2006; Vol. 10: No. 38

Appendix 3

Inclusion and exclusion forms

(a) RCT inclusion

NSAID inclusion/exclusion form

Ref ID:

RCT: Is the paper:

Coder name and date

Yes

A. An individually randomised controlled trial?

B. In adults (18 years plus, not healthy volunteers) who have taken
NSAIDs for at least 3 weeks (21 days)?

C. Comparing

1. Older NSAIDs plus HoRAs compared with older NSAIDs
(alone or with placebo gastroprotection)

2. Older NSAIDs plus PPIs compared with older NSAIDs
(alone or with placebo gastroprotection)

3. Older NSAIDs plus misoprostol compared with older NSAIDs
(alone or with placebo gastroprotection)

4. Cox-2 inhibitors compared with older NSAIDs alone

5. Comparing any of the four gastroprotective strategies above
with any other active gastroprotective strategy

D. Assessing any of the following:
Haemorrhage, perforation, pyloric obstruction, symptomatic ulcers,
death, endoscopically proven ulcers, gastric symptoms, anaemia,
occult bleeding, other adverse events, CV or renal events, drop-outs,
quality of life

E. Are doses at least the minimum recommended daily prescribing dose
as per BNF in at least 2 arms? (exclude less than minimum daily
dose arms)

In / out

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.
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(b) CCT or cohort inclusion/exclusion

CCT or cohort: Is the paper:

Yes No ?

A parallel controlled trial or a cohort study?

In adults (18 years plus) who have taken NSAIDs for at least 3 weeks (21 days)?

Comparing

1. Older NSAIDs plus HyRAs compared with older NSAIDs
(alone or with placebo gastroprotection)

2. Older NSAIDs plus PPIs compared with older NSAIDs (alone or
with placebo gastroprotection)

3. Older NSAIDs plus misoprostol compared with older NSAIDs
(alone or with placebo gastroprotection)

4. Cox-2 inhibitors compared with older NSAIDs alone

5. Comparing any of the four gastroprotective strategies above
with any other active gastroprotective strategy

If cohort, includes at least 500 participants at start of study
(if not cohort, tick ‘yes’)

Assessing mortality

CCT or Cohort for the SR
In / out
Comments:

(c) Health economics papers to collect

Health economics: Is the paper:

Yes No ?

A parallel controlled trial or a cohort study?

Based on work performed at least partly in the UK?

In adults (18 years plus) who have taken NSAIDs for at least 3 weeks (21 days)?

Assessing at least one of the following
1. Older NSAIDs plus HoRAs
2. Older NSAIDs (alone or with placebo gastroprotection)
3. Older NSAIDs plus PPIs
4. Older NSAIDs plus misoprostol
5. Cox-2 inhibitors

Assessing any of the following:

Haemorrhage, perforation, pyloric obstruction, symptomatic ulcers, death,
endoscopically proven ulcers, gastric symptoms, anaemia, occult bleeding,
other adverse events, drop-outs, quality of life, satistaction, preferences,
chest pain, MI, other acute cardiac events, renal disease, resource use,

unit costs, total costs of treatment (of drugs, of monitoring or follow-up,
of management of adverse outcomes)

Economic assessment
In / out
Comments:
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Appendix 4
Quality assessment and data extraction

(a) Quality data assessment for RCTs

Selection bias
Randomisation procedure:

Allocation concealment

U A. Adequate concealment
U B. Concealment unclear

U C. Inadequate concealment

Were groups comparable at baseline?
O Yes

O Unclear

0 No

Performance bias

Were recipients aware of their assigned treatment?
O Yes

U Unclear

U No

Were providers of care aware of the recipients assigned treatment?
O Yes

O Unclear

0 No

Detection bias

Were outcome assessors aware of the recipients assigned treatment?
O Yes

O Unclear

0 No

Attrition bias

Does the study state how many fewer people were analysed than randomised?
O Yes

O Unclear

0 No

Was an a priori sample size conducted?
O Yes

O Unclear

0 No

Who funded the study (and which of the arms is their drug)?

Notes on allocation concealment

Adequate methods to ensure allocation concealment include:

U centralised (e.g. allocation by a central office unaware of subject characteristics) or pharmacy-
controlled randomisation

U pre-numbered or coded identical containers which are administered serially to participants

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.
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U on-site computer system combined with allocations kept in a locked unreadable computer file that can
be accessed only after the characteristics of an enrolled participant have been entered

sequentially numbered, sealed, opaque envelopes

similar approaches along with reassurance that the person who generated the allocation scheme did
not administer it.

oo

Inadequate approaches to allocation concealment include:

U alternation

U use of case record numbers

U dates of birth or day of the week

QO any procedure that is entirely transparent before allocation, such as an open list of random numbers.

Unclear concealment approaches include:

U stating that a list or table was used

Q only specifying that sealed envelopes were used

U reporting an apparently adequate concealment scheme in combination with other information that
leads the reviewer to be suspicious.

(b) Quality data assessment for non-RCTs

Type of study:

O Pseudo-randomised CT,

U Non-randomised parallel trial,
Q0 Cohort study

Allocation concealment
Q0 C. Inadequate concealment

Active arm Control arm
No. approached
No. agreed to participate
No. assessed
How were participants approached for inclusion?
How were participants chosen for inclusion?
Were participants blinded to the intervention? yes / no / unsure
Were assessors blinded to the intervention? yes / no / unsure
Were characteristics of the participants well
described? yes / no / unsure
Potential differences between the two groups
Were characteristics of the drop-outs well described? yes / no / unsure
Were the participants in different intervention
groups recruited from the same population? yes / no / unsure
Were the participants in different intervention yes / no / unsure
groups recruited at the same time?
Was there adequate adjustment for confounding in
the analysis? yes / no / unsure
Were participants analysed in the groups to which yes / no / unsure
they were allocated?
Were deaths actively sought and recorded? yes / no / unsure
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(c) Data extraction form for RCTs

Ref ID

Title

Author/Year

Dates of study

Location/setting

Method of
recruitment

Participants
general
description
(age, sex,
baseline
disease status,
etc.)

Inclusion criteria

Exclusion criteria

See Pages:

Remember to highlight relevant

section(s) in paper

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

Group A
CONTROL

Group B

Group C

Group D

Description of intervention
Include actual dose and
frequency of NSAID and any

gastroprotectors used if reported

Any other treatment received

Ratio, daily dose/min. to max.
range in BNF
i.e. 120 mg/90-150 mg

Details of any participant
education regarding use of
NSAID (type of advice given
re potential side effects, how to
respond if side-eftects occur,
and how such advice was

provided)

Length of active treatment
from randomisation

Maximum length of study
from randomisation

Number and frequency of
visits from randomisation

Aspirin allowed? YES/NO

Analgesic allowed? YES/NO

Washout period before
randomisation?
YES/NO details

BASELINE
CHARACTERISTICS

Group A
CONTROL

Group B

Group C

Group D

M/F

Age (mean, SD)

Smoking history

Alcohol history

H. pylori status + test details

History of aspirin use

Type + duration arthritis

History of
la perforations

1b ulcers

1c bleeds

1d total

2 history of HoRA use
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Concomitant use of 3a
anti-coags

3b corticosteroids

3c antiplatelets

BASELINE
CHARACTERISTICS

Group A Group B Group C Group D
CONTROL

4 Concurrent use >1 NSAID

Co-morbidities

5a % CVD

5b % diabetes (1 and 2)

5c % hypertensive

5d % renal/hepatic disease

5e total % co-morbidities

Total no. risk factors (1-5)

PARTICIPANT FLOW

Group A Group B Group C Group D TOTAL
CONTROL

Number eligible

Number assigned to each group

Number assessed and timing
of short-term assessment

(3/52-8/52)

Number assessed and timing
of medium-term assessment

(>8/52-52/52)

Number assessed and timing
of long-term assessment

(>52/52)

Number assessed at end of
study for total GI symptoms

Number completed

Total number of drop-outs at
end of study

Number dead at end of study

What is the study’s main
outcome and how were
participants analysed for this
outcome?

I'TT as per protocol (only those receiving set regime) completer
(all those finishing)

Were participants excluded
from analysis due to GI changes
not including frank ulcers?

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

OUTCOMES (Use a different page for each time of assessment, e.g. short,
medium, long-term) Timing =

DONT COUNT Group A Group B Group C Group D

PT >ONCE IN CONTROL

Death (all-cause, GI, non-GI)
Include age, sex

GIVE DENOMINATOR

Serious GI complications
[including haemorrhage,
(haemorrhagic erosions,
recurrent upper GI bleeds),
perforation, pyloric obstruction,
melaena, incl. death from any
of these]

GIVE DENOMINATOR

Symptomatic ulcers (gastric,
duodenal, oesophageal,
incl. bleeding ulcers)

GIVE DENOMINATOR

Serious cardiovascular or
renal illness leading to contact
with primary or secondary
health care (incl. angina, MI,
stroke, TIA, renal failure,

or death from any of these)

GIVE DENOMINATOR

OUTCOMES (Use a different page for each time of assessment, e.g. short,
medium, long-term) Timing =
Group A Group B Group C Group D
CONTROL

Quality of life
GIVE DENOMINATOR

GI symptoms (nausea,
dyspepsia, vomiting, abdo
pain, diarrhoea, etc.).
Give details

GIVE DENOMINATOR
Assume each GI symptom
counted once for each
participant unless otherwise
stated

Endoscopic ulcers
(23 mm diameter)

GIVE DENOMINATOR
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Anaemia

GIVE DENOMINATOR

Occult bleeding
GIVE DENOMINATOR

Economic (YES/NO)

Participant
satisfaction/preferences

Number of withdrawals
due to GI adverse events

Pain assessment measures used,
with scales (e.g. VAS 0 to 100)

How were adverse events
assessed? (e.g. prespecified list
checked at each visit or

open question about

‘any side-effects’ or diary, etc.)

Compliance (how measured
and results)

GIVE DENOMINATOR

Subgroup analyses?
YES/NO with details

Any additional comments

CHECKLIST YES NO DATE COMPLETED

Data extraction 1

Data extraction 2

Checked and agreed (use as final copy)
Refs checked

Action required

INTER-RATER RELIABILITY
Ref. ID number: Agree?
YES NO
Number assessed at end of study
Total number of drop-outs at end of study
Total GI symptoms
Allocation concealment TBY/N LHY/N
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Appendix 5

Subgrouping the meta-analyses by
Cox-2 preferential or Cox-2 constitutional coxib

(a) Serious Gl complications

Review: NSAID review (subgrouping by Cox-2 preferential)
Comparison: 04 Cox-2 vs Cox-|

Outcome: 12 Serious Gl complications, subgrouped by Cox-2 or preferentials

Study Cox-2 Placebo RR (random) Weight RR (random)

or subcategory n/N n/N 95% CI % (95% ClI)

01 Cox-2 preferentials
Astorga Paulsen, 1991 17112 0/106 - > 0.97 2.84(0.12 to 68.97)
Karbowski, 1991 0/31 1/33 < = 0.99 0.35(0.01 to 8.38)
Waterworth, 1992 0/28 1/29 < = 0.99 0.34 (0.0l to 0.12)
Carrabba, 1995 0/216 0/109 Not estimable
Dore, 1995 0/86 1/82 < = 0.97 0.32(0.01 to 7.70)
Hosie, 1996 1/169 1/167 < > 1.29  0.99 (0.06 to 15.67)
Linden, 1996 1/128 2/127 < = 1.73  0.50 (0.05 to 5.40)
Wojtulewski, 1996 0/199 0/180 Not estimable
Hosie, 1997 1/306 0/149 < = > 0.97 1.47 (0.06 to 35.77)
Lightfoot, 1997 0/147 1/139 < - 0.97 0.32(0.01 to 7.68)
Rogind, 1997 0/138 2/133 < 1.08 0.19 (0.0l to 3.98)
Dequeker, 1998 6/4320 11/4336 —_— 10.01  0.55(0.20 to 1.48)
Hawkey, 1998 3/4635 5/4688 = 4.83 0.61 (0.15to0 2.54)
Dougados, 1999 0/244 1/108 += 0.97 0.15(0.0l to 3.61)
Huskison, 1999 1/135 0/144 = > 0.97 3.20 (0.13 to 77.85)
Sharma, 1999 0/21 0/28 Not estimable
Yocum, 2000 1/310 0/153 < - > 0.97 1.49 (0.06 to 36.25)
Chang, 2001 0/36 0/36 Not estimable
Furst, 2001 2/536 0/181 < - > 1.08 1.69 (0.08 to 35.13)

Subtotal (95% ClI) 11797 10928 il 28.79 0.61 (0.34to 1.10)

Total events: 17 (Cox-2), 26 (Placebo)

Test for heterogeneity: x> = 5.02, df = 14 (p = 0.99), I> = 0%

Test for overall effect: z = 1.64 (p = 0.10)

02 Cox-2 constitutionals (coxibs)
Bensen, 1999 0/399 1/198 +—= 0.97 0.17 (0.0l to 4.05)
Emery, 1999 0/326 1/329 < 0.97 0.34 (0.0l to 8.23)
Laine, 1999 1/381 2/183 < - .72 0.24 (0.02 to 2.63)
Simon, 1999 0/693 1/225 < 0.97 0.11(0.00 to 2.66)
Bombardier, 2000 18/4047 39/4029 —.— 31.89 0.46 (0.26 to 0.80)
CLASS, 2000 20/3897 24/3981 — - 28.23 0.83 (0.46 to 1.50)
Cannon, 2000 0/516 0/268 Not estimable
Hawkey, 2000 0/369 1/187 +——= 0.97 0.17 (0.0l to 4.14)
Dougados, 2001 0/80 1/90 < = 0.97 0.37 (0.02 to 9.06)
Goldstein, 2001 2/269 2/270 2.59 1.00(0.14 to 7.07)
Kivitz, 2001 0/420 1/207 +—= 0.97 0.16 (0.0l to 4.03)
Truitt, 2001 0/174 1/115 4+——= 0.97 0.22 (0.01 to 5.38)

Subtotal (95% ClI) 11661 10082 - 71.21  0.54 (0.38 t0 0.79)

Total events: 41 (Cox-2), 74 (Placebo)

Test for heterogeneity: x> = 6.17, df = 10 (p = 0.80), I> = 0%

Test for overall effect: z = 3.20 (p = 0.001)

Total (95% ClI) 23458 21010 - 100.00 0.56 (0.4 t0 0.77)

Total events: 55 (Cox-2), 100 (Placebo)

Test for heterogeneity: x2 = 11.29, df = 25 (p = 0.99), I = 0%

Test for overall effect: z = 3.58 (p = 0.0003)

0. 02 0.5
Favours Cox-2

2 5
Favours placebo

10
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(b) Symptomatic ulcers

Review:

Comparison: 04 Cox-2 vs Cox-|

NSAID review (subgrouping by Cox-2 preferentials)

Outcome: I3 Symptomatic ulcers, subgrouped by Cox-2 or preferentials

Study Cox-2 Placebo RR (random) Weight RR (random)

or subcategory n/N n/N 95% CI % (95% CI)

01 Cox-2 preferentials
Karbowski, 1991 0/31 1/33 < - 0.46 0.35(0.0l to 8.38)
Perpignano, 1994 0/24 1/29 < - 0.46 0.40 (0.02 to 9.39)
Linden, 1996 1/128 3/127 < = 091 0.33(0.03to 3.14)
Wojtulewski, 1996 0/199 2/180 +——= 0.50 0.18 (0.0l to 3.75)
Goei The, 1997 0/128 17130 < = 0.45 0.34 (0.0l to 8.23)
Lightfoot, 1997 0/147 3/139 += 0.53 0.14 (0.0 to 2.59)
Rogind, 1997 0/138 17133 < = 0.45 0.32(0.0l to 7.82)
Dequeker, 1998 7/4320 17/4336 — 5.98 0.41 (0.17 to 1.00)
Hawkey, 1998 5/4635 7/4688 = 3.52  0.72(0.23 t0 2.27)
Porto, 1998 1/42 3/41 < = 0.94 0.33 (0.04 to 3.00)
Dougados, 1999 2/244 4/108 < = 1.63  0.22 (0.04 to 1.19)
Roy, 1999 0/41 0/49 Not estimable
Sharma, 1999 4/21 12/28 —_— 481 0.44(0.17 to 1.18)
Yocum, 2000 0/310 0/153 Not estimable
Chang, 2001 1/36 4/36 < - 1.01  0.25(0.03 to 2.13)
Furst, 2001 2/536 0/181 < = > 0.50 1.69 (0.08 to 35.13)

Subtotal (95% Cl) 10980 10391 - 22.18  0.41 (0.26 to 0.65)

Total events: 23 (Cox-2), 59 (Placebo)

Test for heterogeneity: x> = 3.48, df = 13 (p = 1.00), I> = 0%

Test for overall effect: z = 3.84 (b = 0.0001)

02 Cox-2 constitutionals (coxibs)
Bensen, 1999 0/399 17198 = 0.45 0.17 (0.0l to 4.05)
Emery, 1999 0/326 1/329 < - 0.45 0.34 (0.0l to 8.23)
Laine, 1999 1/381 2/183 «—= 0.81 0.24 (0.02 to 2.63)
Simon, 1999 0/693 1/225 < 0.45 0.11 (0.00 to 2.66)
Bombardier, 2000 55/4047 120/4029 —— 46.26 0.46 (0.33 t0 0.63)
CLASS, 2000 26/3987 41/3981 —— 19.31  0.63 (0.39 to 1.03)
Cannon, 2000 4/516 3/268 = 2.08 0.69 (0.16 to 3.07)
Day, 2000 0/477 2/244 < 0.50 0.10(0.00 to 2.13)
Dougados, 2001 0/80 1/90 < - - 0.46 0.37(0.02 to 9.06)
Goldstein, 2001 5/269 5/270 3.07 1.00(0.29 to 3.43)
Truitt, 2001 0/174 0/155 Not estimable
Kivitz, 2002 6/547 7/183 +—.— 3.98 0.29 (0.10to0 0.84)

Subtotal (95% ClI) 11896 10115 - = 77.82 0.49 (0.38 to 0.62)

Total events: 97 (Cox-2), 184 (Placebo)

Test for heterogeneity: x2 = 6.45,df = 10 (p = 0.78), > = 0%

Test for overall effect: z = 5.78 (p < 0.00001)

Total (95% Cl) 22876 20506 <& 100.0 0.47 (0.38 to 0.58)

Total events: 120 (Cox-2), 243 (Placebo)

Test for heterogeneity: x> = 10.37, df = 24 (p = 0.99), I> = 0%

Test for overall effect: z = 6.90 (b < 0.00001)

0. 02 0.5
Favours Cox-2

| 2 5
Favours placebo

10
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(c) Endoscopic ulcers

Review: NSAID review (subgrouping by Cox-2 preferentials)

Comparison: 04 Cox-2 vs Cox-|

Outcome: 14 Endoscopic ulcers, subgrouped by Cox-2 or preferentials

Study Cox-2 Placebo RR (random) Weight  RR (random)

or subcategory n/N n/N 95% ClI % (95% ClI)

01 Cox-2 preferentials
Taha, 1990 0/15 1/15 < = 0.29 0.33 (0.0l to 7.58)
Perpignano, 1991 1/10 0/8 - > 030 2.45(0.11 to 53.25)
Perpignano, 1994 2/24 2/29 - 0.81 1.21 (0.18 to 7.95)
Porto, 1998 1/42 3/41 “ = 0.59 0.33 (0.04 to 3.00)
Chang, 2001 1/36 4/36 “— 0.63 0.25(0.03to 2.13)

Subtotal (95% ClI) 127 129 ’.. 2.61 0.58(0.20 to 1.66)

Total events: 5 (Cox-2), 10 (Placebo)

Test for heterogeneity: x> = 2.41, df = 4 (b = 0.06), I* = 0%

Test for overall effect: z = 1.0l (p = 0.31)

02 Cox-2 constitutionals (coxibs) — 5.12 0.25(0.12t0 0.53)
Emery, 1999 8/212 33/218 —— 27.53 0.27(0.19 t0 0.37)
Laine, 1999 44/364 76/167 —— 12.14 0.21 (0.13 to 0.34)
Simon, 1999 23/423 36/137 —— 27.57 0.24(0.18t0 0.33)
Hawkey, 2000 42/369 88/187 —— 17.23 0.22(0.15 to 0.33)
Goldstein, 2001 24/269 109/267 —a— 7.80 0.39(0.21 t0 0.72)
Kivitz, 2002 21/547 18/183 <& 97.39 0.25(0.21 to 0.30)

Subtotal (95% ClI) 2184 1159

Total events: 162 (Cox-2), 360 (Placebo)

Test for heterogeneity: x> = 3.25, df = 5 (b = 0.66), I* = 0%

Test for overall effect: z = 15.82 (p < 0.00001)

<& 100.00 0.25(0.21 to 0.30)

Total (95% ClI) 2311 1288

Total events: 167 (Cox-2), 370 (Placebo)

Test for heterogeneity: x> = 8.09, df = 10 (p = 0.62), I = 0%

Test for overall effect: z = 15.82 (p < 0.00001)

0.1 02 0.5 | 2 5 10
Favours Cox-2 Favours placebo
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Appendix 6

Full tables of characteristics of included studies
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Appendix 7

Bias indicators

Funnel plots and related inferential methods
were used to assess for evidence of small study
effects, including publication bias.”* These were
carried out on StatsDirect software, using Egger
and colleagues™® and Begg and Mazumdar’s*®
tests. All of these methods have low power to
detect small study effects (which may include bias)
where there are few studies reporting the
outcomes of interest.

(a) H,RA versus placebo,
endoscopic ulcers

Not enough studies reported symptomatic ulcers
for this outcome to be used in assessment of bias.

Bias indicators

From regression of normalised effect versus
precision (Egger and colleagues™): intercept (0 if
unbiased) = -0.375 (approximate 95%

CI = -2.429 to 1.680), p = 0.679. From Kendall’s
test on standardised effect versus variance (Begg
and Mazumdar®®): tau = -0.167, p = 0.477 (not
robust, small sample).

Bias assessment plot

0.004
0.16
0.324

0.48 o °

Standard error

0.64+

0.80+

0.96 T T T ]
-3 -2 -1 0 | 2

Log (relative risk)

(b) PPI versus placebo, endoscopic
ulcers

Not enough studies reported symptomatic ulcers
for this outcome to be used in assessment of bias.

Bias indicators
From regression of normalised effect versus
precision (Egger and colleagues™): intercept (0 if

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

unbiased) = -0.619 (approximate 95% CI =
-2.958 to 1.719) p = 0.503. From Kendall’s test on
standardised effect versus variance (Begg and
Mazumdar®®): tau = —0.733, p = 0.0167 (not
robust, small sample).

Bias assessment plot

0.04

o ©
EN [}
!

o
o
!

o

Standard error
o

| 0 — T r Tt 1 T T Tt Tt [ T T T T [ T T T T
-3 -2 -1 0 |
Log (relative risk)

(c) Misoprostol versus placebo,
endoscopic ulcers

Not enough studies reported symptomatic ulcers
for this outcome to be used in assessment of bias.

Bias indicators

From regression of normalised effect versus
precision (Egger and colleagues®): intercept (0 if
unbiased) = —-0.941699 (approximate 95% CI =
-2.682789 to 0.799391), p = 0.2559. From
Kendall’s test on standardised effect versus
variance (Begg and Mazumdar®®):

tau = —0.138462, p = 0.5815.

Bias assessment plot
0.0

©
N}
]

o
S
1

Standard error

o
o
1

0.8 T

Log (relative risk)
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(d) Cox-2 coxibs NSAIDs versus
Cox-1 NSAIDs, symptomatic
ulcers

Bias indicators

From regression of normalised effect versus
precision (Egger and colleagues™): intercept (0 if
unbiased) = 0.100571 (approximate 95% CI =
-2.014181 to 2.215324), p = 0.9013. From
Kendall’s test on standardised effect versus
variance (Begg and Mazumdar®®): tau = 0.066667,
p > 0.9999 (not robust, small sample).

Bias assessment plot
0.000 -

o

w

N

o1
!

Standard error

0.750 4

1.125 T T T )
-100 100 300 500 700
Log (relative risk)

(e) Cox-2 preferential NSAIDs
versus Cox-1 NSAIDs,
symptomatic ulcers

Bias indicators

From regression of normalised effect versus
precision (Egger and colleagues®): intercept (0 if
unbiased) = -0.966622 (approximate 95% CI =
-2.596344 to 0.663099), p = 0.1879. From
Kendall’s test on standardised effect versus
variance (Begg and Mazumdar™): tau =
-0.142857, p = 0.5619 (not robust, small sample).

Bias assessment plot

0.000 -

o
w
~
i

Standard error

0.750 4

1.125 T T T )
-100 100 300 500 700
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Appendix 8

Meta-regression results for direct comparisons

Comparison Outcome Covariate No. of  Regression 95% CI of p-Value
studies  coefficient regression
coefficient

H,RA vs placebo Endoscopic ulcers Study duration 12 -0.011 -0.033t0 0.012 0.32

(weeks)

% with history of 8 -0.002 -0.009 to 0.005 0.60

ulcer or bleeds

Mean age (years) 12 -0.023 -0.068 to 0.020 0.29
PPI vs placebo Endoscopic ulcers Study duration, 6 -0.003 -0.033t0 0.026 0.82

(weeks)

% with history of 4 0.004 -0.006 to 0.014  0.40

ulcer or bleeds

Mean age (years) 6 0.073 -0.087 t0 0.233  0.37
Misoprostol vs Endoscopic ulcers Study duration 19 0.014 0.001 to 0.027 0.03
placebo (weeks)

% with history of I 0.002 -0.005t0 0.010 0.56

ulcer or bleeds

Mean age (years) 18 -0.002 —0.053 to 0.049  0.94
Cox-2 coxibs vs Symptomatic ulcers Study duration 12 0.011 -0.010t0 0.032 0.32
Cox-1 (weeks)

% with history of 7 0.025 -0.061 to 0.110  0.57

ulcer or bleeds

Mean age (years) 12 0.014 -0.032t0 0.060 0.56
Cox-2 preferentials ~ Symptomatic ulcers ~ Study duration 14 -0.016 -0.053 t0 0.020  0.39
vs Cox-1 (weeks)

% with history of 5 0.047 -0.273t0 0.368 0.77

ulcer or bleeds

Mean age (years) 12 0.013 -0.053t0 0.078 0.71

© Queen’s Printer and Controller of HMSO 2006. All rights reserved.
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Appendix 9
Absolute risk reductions (risk differences)

Absolute risk reduction (ARR) or risk difference is the risk in the intervention group minus the risk in the
control group.

(a) Overall ARRs for direct comparisons

Outcome Events N Events N ARR 95% Cl, 95% Cl, Hetero-
intervention intervention control control lower upper  geneity
limit limit p-value

H,RA vs placebo

Serious Gl events 0 497 | 397 -0.004 -0.011 0.003
Symptomatic ulcers | 221 0 122 0.005  -0.005 0.015

Serious CV or renal events 2 440 3 341 -0.007 -0.017 0.003

Deaths | 364 0 357 0.0002 -0.007 0.008

Gl symptoms 84 695 17 690 -0.037 -0.069 —-0.006
Endoscopic ulcers 105 987 145 760  -0.09 -0.13 -0.05

Drop-outs, total 176 994 166 878 -0.002 -0.03 0.02

Drop-outs, Gl symptoms 25 668 32 557 -0.005 -0.04 0.03

PPI vs placebo

Serious Gl events | 677 2 431 -0.001 -0.01 0.008
Symptomatic ulcers | 168 17 175 -0.09 —-0.13 -0.04

Serious CV or renal events 2 333 | 163 0.002 -0.015 0.019

Deaths 0 268 | 133 -0.008 -0.022 0.007

Gl symptoms 13 85 32 90 0.2 -0.33 -0.08

Endoscopic ulcers 108 816 173 542 -0.18 -0.26 -0.11

Drop-outs, total 73 600 43 346 0.001 -0.05 0.06

Drop-outs, Gl symptoms 15 155 33 124 -0.098 -0.378 0.182
Misoprostol vs placebo

Serious Gl events 26 5780 49 5727 -0.003 -0.006 —-0.0001 0.46
Symptomatic ulcers 14 4436 40 4477  -0.005  -0.008 -0.002 0.55
Serious CV or renal events 3 1581 | 725 0.0002 -0.003 0.003 0.38
Deaths 17 6452 18 5616  -0.0005 -0.002 0.001 1.0

Gl symptoms 863 1338 355 635 -0.0017 -0.11 0.11 0.004
Endoscopic ulcers 220 3407 438 2675 -0.119  -0.135 —-0.103  <0.0001
Drop-outs, total 2655 8120 2117 7155 0.026 0.003 0.049 0.008
Drop-outs, Gl symptoms 1366 6373 966 5922 0.024  -0.006 0.054 <0.0001
Cox-2 coxibs vs Cox-1

Serious Gl events 41 1661 74 10082 -0.003  -0.005 -0.001 0.90
Symptomatic ulcers 97 11896 184 0115 -0.007 -0.011 -0.002 0.03
Serious CV or renal events 134 10181 108 9403 0.002  -0.002 0.006 0.22
Deaths 40 9292 36 8821  -0.0002 -0.003 0.002 0.24
Gl symptoms 2554 6883 2630 5855  -0.06 -0.08 -0.04 0.70
Endoscopic ulcers 162 2184 360 1159  -0.23 -0.34 -0.12 <0.0001
Drop-outs, total 4967 13877 4583 11379 -0.055 -0.090 -0.021  <0.0001
Drop-outs, Gl symptoms 990 12912 1201 10883 -0.019 -0.032 -0.006 0.0002

continued
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Appendix 9

Outcome Events

Cox-2 preferentials vs Cox-|

Serious Gl events 17
Symptomatic ulcers 23
Serious CV or renal events 23
Deaths 7
Gl symptoms 1724
Endoscopic ulcers 6
Drop-outs, total 2179
Drop-outs, Gl symptoms 455

N

11797
10980
9824
10510
12263
185
13920
12049

events
intervention intervention control

26
59
25

12
2170
18
2095
719

N

10928
10391
9732
10072
11396
182
13047
11727

control

ARR 95% Cl, 95% Cl, Hetero-
lower upper  geneity
limit limit p-value

—-0.0004 -0.0013 0.0006  0.55

-0.0033 -0.0074 0.0008  0.0004
0.0002 -0.0012 0.0015 0.89

-0.0001 —0.0008 0.0006 0.48

—-0.054  -0.068 -0.040 0.29
-0.06 -0.11 -0.002 0.29
-0.013  -0.022 -0.003 0.42
-0.021 -0.029 -0.013 0.24

(b) Update April 2005, subgrouping RRs for direct comparisons by
baseline Gl risk and by age

Comparison Outcome Factor Events/ Events/
for participants participants
subgrouping in in control

intervention group

H,RA vs Serious Gl Baseline Gl risk

placebo events Baseline age

Symptomatic Baseline Gl risk
ulcers Baseline age
Endoscopic  Baseline GI 16/197 27/176
ulcers risk? 76/709 86/509
0/33 3/26
13/48 29/49
Baseline age  94/883 121/658
9/92 22/88
PPI vs placebo Serious Gl Baseline Gl risk
events Baseline age
Symptomatic  Baseline Gl risk
ulcers Baseline age
Endoscopic  Baseline 1/50 8/53
ulcers Gl riskb
16/139 23/111
87/542 127/288
Baseline age
Misoprostol vs  Serious Gl Baseline Gl
placebo events riskb 0/349 6/547
0/431 1/288
Baseline age 1/1305 6/1209
25/4444 42/4482

344

Limits RR* 95% CI Hetero-
geneity
p-value

No usable data for subgrouping
No usable data for subgrouping

No usable data for subgrouping
No usable data for subgrouping

I 0.52 0.29t00.94 0.90
2 06l 046t00.82 0.48
3 0.19 0.02to 1.65 0.93
4 045 0.27t00.76 0.66
<65years 0.57 0.45t00.74 0.62
>65years 0.39 0.20t00.77 0.90

No usable data for subgrouping
No usable data for subgrouping

No usable data for subgrouping
No usable data for subgrouping

| 0.13 0.02to 1.02 Not
relevant

2 042 O0.14to 1.31 0.10

3 No relevant studies

4 036 029to 046 0.69

<65 years No included studies have a
265 years mean age over 65 years or
appropriate subgrouping

One study only, no events

|

2 0.25 0.03to2.15 0.72
3 No studies

4 0.17 0.0l to4.26 Not

relevant

<65vyears 0.34 0.06t02.03 0.56
>65years 0.60 0.37t00.98 Not
relevant

continued
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Comparison Outcome

Symptomatic
ulcers

Endoscopic
ulcers

Cox-2 coxibs Serious Gl
vs Cox-| events

Symptomatic
ulcers

Endoscopic
ulcers

Cox-2 Serious Gl
preferentials vs  events
Cox-1

Symptomatic
ulcers

Endoscopic
ulcers

Factor
for

Events/

participants

subgrouping in

Baseline Gl
risk®

Baseline age
Baseline GI

riskPr

Baseline age

Baseline Gl
risk®

Baseline age

Baseline Gl
risk®

Baseline age

Baseline Gl
risk®

Baseline age

Baseline Gl
risk®

Baseline age

Baseline Gl
risk®

Baseline age

Baseline Gl
risk®

Baseline age

@ Using random effects meta-analysis.

b By baseline risk of Gl problems: 1, normal gut on endoscopy for all participants; 2, some participants normal, others have
some erosions and/or haemorrhages on endoscopy, but no frank ulcers; 3, all abnormal gut at baseline endoscopy (no
ulcers or up to 50% recently healed ulcers). 4, all recently healed from ulcers (at least 50% recently healed ulcers).
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intervention

14/4436
0/45

47/1670
85/948
73/430

215/3318
5/32

23/5699

41/11487

38/5877

97/11722

154/1972

162/2184

0/36

14/10891
3/707

2/78

21/10321
1/418

4/161

2/61
2/24

Events/
participants
in control

group

40/4477
5/45

159/1739
106/427
127/288

419/2584
11/38

30/4846

73/9967

56/4842

184/10000

|
327/941

360/1159

0/36

22/10195
4/553

7177

48/9751
6/419

16/153

5/59
2/29

Limits

AwpN —

<65 years
265 years

A wWwpN

<65 years
265 years

AwWwpN —

<65 years
265 years

Awpnp —

<65 years
265 years

No studies

65 years
265 years

AwpnN —

<65 years
2 65 years

RR*  95% CI*

No studies
No studies
No studies
No studies

No studies
036 0.20to 0.67

0.09 0.0l to 1.60

031 0.23t0 0.44
0.39 0.30to 0.50
034 0.17t0 0.67

0.33 0.27 to 0.41
0.54 0.2l to 1.39

No studies
0.72 042to 1.22
No studies
No studies

0.55 0.38t00.80
No studies

No studies
0.56 0.36t0 0.85
No studies
No studies

049 0.38t00.62
No studies

0.25 0.21t0 0.30
No studies
No studies

0.25 0.21t00.30
No studies

No studies
One study, no events
No studies
No studies

059 03ltol.12
0.73 0.17to 3.09

No studies
0.28 0.06 to 1.33
No studies
No studies

043 0.26t00.71
0.34 0.08to 1.42

No studies
0.29 0.10t0 0.86
No studies
No studies

047 0.10t02.18
.21 0.18to 7.95

Hetero-
geneity
p-value

0.52

Not
relevant
0.62
0.42
0.02

0.19
Not
relevant

0.51

0.75

0.39

0.78

0.52

0.66

0.98
0.60

0.87

0.88
1.00

0.6l

0.48
Not
relevant

345
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Appendix 10

Quality of life data

(a) Omeprazole versus misoprostol versus placebo

Study

Hawkey, 1998¢?
(OMNIUM),
(reported in
Yeomans,
2001%%)

Interventions

Omeprazole
20 mg/day
(n = 274)
Misoprostol
400 ug /day
(n =297)
Placebo

(n = 155)

Measure of
QoL used*

Nottingham
Health Profile
(NHP)

Psychological
General Well-
Being Index
(PGWB)

Baseline QoL Change in QoL

Baseline was before ulcer
healing. Only reported by type
of arthritis, not treatment
group, and includes those in
misoprostol, placebo and
omeprazole arms:

Total score part |I: RAn = 220
mean score 32.3 (SD 19.5), OA
n = 313, mean score 32.2

(SD 21.1)

Total score part 2: RAn = 220
mean score 93.8 (SD 18.1),
OA n = 313, mean score 92.3
(SD 19.0)

After healing there
was a slight
improvement on
all dimensions of
the NHP, in
particular
regarding arthritis
pain relief (15%),
improved sleep
(6%), vitality (7%)
and ability to look
after the home
(8%)

Mean score of 93 in the study
compared with 103 in the
general population, indicating
that their well-being was from 93 to 98, a
severely compromised. Worst  clinically relevant
dimensions were general health improvement
and vitality

After healing the
mean PGWB
score improved

Final QoL

6 months:
‘During
prevention the
health-related
QoL assessed by
the NHP was
preserved.” No
further data, or
data by
intervention
group, were
presented

The PGWB index
was maintained
at ‘the same
level’ as after
healing

?Nottingham Health Profile: the NHP is a generic questionnaire that measures the perceived impact of chronic disease.
Part | consists of 38 yes/no questions about distress and dysfunction in six dimensions (energy, sleep, social isolation, pain,
emotions, physical mobility). Part 2 has seven yes/no statements about health-related problems in employment, housework,
social life, home life, sex life, hobbies and holidays. The higher the score the worse is the QoL; an improvement in QoL is
indicated by a decreased score. Psychological General Well-Being Index: the PGWB measures subjective well-being or
distress in terms of anxiety, depressed mood, positive well-being, self-control and general health and vitality on a six-point
Likert scale. The worst possible score is 22 and the best is 132.
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(b) Cox-2 coxib NSAIDs versus Cox-1 NSAIDs

Study

Simon 1999,
(reported in
Zhao, 2000%40)

Interventions

Cox-2: b celecoxib

200 mg/day (n = 240)
c celecoxib 400 mg/day

(n = 235)

d celecoxib 800 mg/day

(n =218)
Cox-1: a naproxen

1000 mg/day (n = 225)

Measure of QoL used

Stanford Health Assessment
Questionnaire (HAQ) Disability Index

Medical Outcomes Study Short Form
with 36 Items (SF-36)

Baseline QoL

Total functional
disability index:
b 1.40 (SD 0.65)
c 1.50 (SD 0.73)
d 1.40 (SD 0.72)
a 1.50 (SD 0.67)

Physical
component
score:

b 29.7 (SD 8.0)
c29.5(SD 7.9)

d 29.5 (SD 8.3)
a29.9 (SD 8.9)
Mental
component score

b47.6 (SD 11.1)
c 453 (SD 12.3)
d 47.5 (SD 11.6)
2462 (SD 11.6)

Change in QoL

12 weeks: Total
functional
disability index
b-0.17
c-0.29
d-0.28
a-0.22

12 weeks:
Physical
component score:
b25

c43

d4.4

a7

Mental
component score:
b 1.8

c28

dl.8

a2l

The Medical Outcomes Study Short Form with 36 Items (SF-36) is a general health measure. Measures health across three
dimensions (functional status, well-being, overall evaluation of health) using eight domains (physical functioning, role physical,
bodily pain, general health, vitality, social functioning, role emotional, mental health, plus health transition). Can be self-
administered in 5—10 minutes. Higher scores indicate better QoL.
9 The Stanford Health Assessment Questionnaire (HAQ) Disability Index (the 20-item core instrument of the HAQ) is a
disease-specific instrument. Can be self-administered in less than 5 minutes and evaluates eight categories of daily
functioning: dressing, arising, eating, walking, hygiene, reach, grip, activities. A lower score represents better functional

status.
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(c) Cox-2 preferential NSAIDs versus Cox-1 NSAID

Study
Hosie, 1996'%
Hosie, 1997'%¢

Furst, 2002'3°

Interventions

Cox-2: b meloxicam
7.5mg/day (n = 169)
Cox-1: a diclofenac
100 mg/day (n = 166)

Cox-2: b meloxicam
15 mg/day (n = 306)

Cox-| a piroxicam

20 mg/day (n = 149)

Cox-2: b meloxicam
7.5 mg/day (n = 175)
c meloxicam |5 mg/day

(n = 184)
d meloxicam

22.5 mg/day (n = 177)
Cox-1: a diclofenac
150mg/day (n = 18I)

Measure of QoL used”

Modified Nottingham Health Profile

Modified Nottingham Health
Profile

Modified Health Assessment
Questionnaire (MHAQ)

Baseline QoL

b score 7.2
(SD 4.3)
ascore 7.0
(SD 4.3)

No data provided

At flare

b 1.02 (SD 0.59)
c 1.06 (SD 0.66)
d 1.09 (SD 0.61)
a 1.02 (SD 0.60)

Change in QoL

6 months:

b mean
-2.3(SD 3.7)
a mean
-2.2(SD 4.2)

6 months:

b median

—I (Interquartile
range -2 to 0)

a median

-1 (Interquartile
range -3 to 0)

12 weeks:
b -0.32
c-0.37
d-0.42
a-0.33

9 The Modified Nottingham Health Profile has 22 questions from 3 of 6 sections in part | and 3 of 6 sections from part 2

covering physical mobility, social isolation, energy levels and influences on various aspects of life. An improvement in QoL is
indicated by a decreased score. The Modified Health Assessment Questionnaire (MHAQ) for patient assessment of physical
function has maximum score = +3. This is more a measure of efficacy than of QoL.
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Appendix 11

Direct comparisons, meta-analysis and
sensitivity analysis details

(a) H,RA versus PPl meta-analysis (MA) and sensitivity analysis (SA)

results
Outcome Analysis No. of No. of No. of RR 95% CI Heterogeneity
included participants events (random p-value
RCTs effects)

Serious Gl events MA I 425 | 0.33 0.0l to 795 NR
SA quality | 425 0.33 00l to 795 NR
SA dosage I 425 0.33 0.0l to795 NR

Symptomatic ulcers MA | 425 | 0.33 0.0l to 795 NR
SA quality | 425 0.33 00l to 795 NR
SA dosage I 425 0.33 0.0l to795 NR

Serious CV or MA 0

renal events

QoL MA 0

Deaths MA 0

GI symptoms MA 0

Endoscopic ulcers  MA | 425 46 3.11 1.62 to 5.95 NR
SA quality | 425 3.1 1.62t0 595 NR
SA dosage | 425 3.1 1.62t0 595 NR

Anaemia MA 0

Occult bleed MA 0

Total drop-outs MA | 425 59 0.94 059to 1.52 NR
SA quality | 425 0.94 059to 1.52 NR
SA dosage I 425 0.94 0.59to 1.52 NR

Drop-outs due MA 0

to Gl symptoms

NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).
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(b) H,RA vs misoprostol meta-analysis (MA) and sensitivity analysis

(SA)
Outcome Analysis No. of No. of No.of RR 95% ClI Heterogeneity
included participants events (random p-value
RCTs effects)

Serious Gl events MA | 538 0 NE NE NR
SA quality I 538 NE NE NR
SA dosage I 538 NE NE NR

Symptomatic ulcers MA I 49 | 2.67 0.11 to 62.42 NR
SA quality | 49 2.67 0.11 to 6242 NR
SA dosage 0

Serious CV or MA | 538 0 NE NE NR

renal events SA quality I 538 NE NE NR
SA dosage | 538 NE NE NR
SA naproxen 0

QoL 0

Deaths MA | 538 0 NE NE NR
SA quality | 538 NE NE NR
SA dosage I 538 NE NE NR
SA Naproxen 0

Gl symptoms MA 2 587 345 0.85 0.74t0 0.97 0.46
SA quality 2 587 0.85 0.74t0 0.97 0.46
SA dosage | 538 0.84 0.73 to 0.96

Endoscopic ulcers  MA 3 454 23 4.35 1.5 to 1255 0.82
SA quality 3 454 4.35 1.5 to 12.55 0.82
SA dosage | 375 4.04 1.17t0 13.96 NR

Anaemia MA 0

Occult bleed MA 0

Total drop-outs MA 2 599 125 0.78 057t0 1.07 0.8
SA quality 2 599 0.78 057t0 1.07 0.8
SA dosage | 538 0.79 0.57to 1.10  NR

Drop-outs due MA 2 599 46 0.40 0.22t0 0.74  0.89

to Gl symptoms SA quality 2 599 0.40 0.22t0 0.74 0.89
SA dosage | 538 0.41 0.22t0 0.76  NR

NE, no events, and so no data; NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).
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(c) PPI versus misoprostol meta-analysis (MA) and sensitivity analysis
(SA)

Outcome Analysis No. of No. of No.of RR 95% CI Heterogeneity
included participants events (random p-value
RCTs effects)

Serious Gl events MA 2 972 | 1.51 0.06 to 36.71 NR
SA quality 2 972 1.51 0.06 to 36.71 NR
SA dosage 2 972 1.51 0.06 to 36.71 NR

Symptomatic ulcers MA 0

Serious CV or MA | 402 4 0.50 0.07 to 3.51 NR

renal events SA quality | 402 0.50 0.07 to 3.51 NR
SA dosage | 402 0.50 0.07 to 3.51 NR
SA naproxen 0

QoL 0

Deaths MA | 402 | 0.17 0.0l to4.08 NR
SA quality I 402 0.17 0.0l t04.08 NR
SA dosage I 402 0.17 0.0l t04.08 NR
SA naproxen 0

Gl symptoms MA 0

Endoscopic ulcers  MA 2 972 160 1.08 0.50t0 2.32  0.021
SA quality 2 972 1.08 0.50t02.32 0.021
SA dosage 2 972 1.08 0.50t02.32  0.021

Anaemia MA 0

Occult bleed MA 0

Total drop-outs MA 2 972 139 0.71 0.52t0 098  0.99
SA quality 2 972 0.71 0.52t0 098  0.99
SA dosage 2 972 0.71 0.52t0 098 0.99

Drop-outs dueto ~ MA 0

Gl symptoms

NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).
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(d) PPI vs Cox-2 coxib meta-analysis (MA) and sensitivity analysis (SA)

results
Outcome Analysis No. of No. of No.of RR 95% ClI Heterogeneity
included participants events (random p-value
RCTs effects)

Serious Gl events MA I 287 21 2.0l 084t0o4.84 NR
SA quality | 287 2.0l 0.84t0o4.84 NR
SA dosage I 287 2.0l 0.84to4.84 NR

Symptomatic ulcers MA | 287 16 1.29 050t03.38 NR
SA quality I 287 1.29 0.50t03.38 NR
SA dosage | 287 1.29 0.50t03.38 NR

Serious CV or MA | 287 21 111 0.49 to 2.53 NR

renal events SA quality I 287 .11 049t02.53 NR
SA dosage | 287 I.11 049t02.53 NR
SA naproxen I 287 .11 049t02.53 NR

QoL 0

Deaths MA | 287 2 1.0l 0.06 to 1595 NR
SA quality I 287 1.0l 0.06 to 15.95 NR
SA dosage I 287 1.0l 0.06 to 15.95 NR
SA naproxen | 287 1.01 0.06 to 1595 NR

Gl symptoms MA I 287 37 0.6l 0.33to 1.14 NR
SA quality | 287 0.6l 033to 1.14 NR
SA dosage I 287 0.6l 033to 1.14 NR

Endoscopic ulcers  MA 0

Anaemia MA | 287 4 9.06 0.49 to 166.81 NR
SA quality I 287 9.06 0.49 to 166.81 NR
SA dosage | 287 9.06 0.49 to 166.81 NR

Occult bleeds MA 0

Total drop-outs MA I 287 40 0.91 051 to 1.62 NR
SA quality | 287 0.91 051 to1.62 NR
SA dosage | 287 091 051 to 1.62 NR

Drop-outs dueto  MA I 287 I 0.84 0.26t02.69 NR

Gl symptoms SA quality I 287 0.84 0.26 t0 2.69 NR
SA dosage | 287 0.84 0.26t02.69 NR

NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).
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(e) Misoprostol versus Cox-2 coxib meta-analysis (MA) and sensitivity
analysis (SA) results

Outcome Analysis No. of No. of No.of RR 95% ClI Heterogeneity
included participants events (random p-value
RCTs effects)

Serious Gl events MA 0

Symptomatic ulcers MA 0

Serious CV or MA | 483 24 0.72 0.32to 1.58 NR

renal events SA quality I 483 24 0.72 032to 1.58 NR
SA dosage | 483 24 0.72 032to 1.58 NR
SA naproxen I 483 24 0.72 0.32to 1.58 NR

QoL 0

Deaths MA 0

Gl symptoms MA I 483 187 1.68 1.32t02.13  NR
SA quality | 483 187 1.68 1.32t0 2.13 NR
SA dosage | 483 187 1.68 1.32t0 2.13  NR

Endoscopic ulcers  MA 0

Anaemia MA 0

Occult bleed MA 0

Total drop-outs MA | 483 43 1.54 086t02.76 NR
SA quality | 483 43 1.54 0.86t02.76 NR
SA dosage I 483 43 1.54 0.86t02.76 NR

Drop-outs dueto  MA I 483 10 9.04 1.15t070.78 NR

Gl symptoms SA quality I 483 10 9.04 1.15t0 708 NR
SA dosage I 483 10 9.04 1.15t0 708 NR

NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).
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Outcome

Serious Gl events

Symptomatic ulcers

Serious CV or
renal events

QoL
Deaths

Gl symptoms

Endoscopic ulcers

Anaemia

Occult bleed

Total drop-outs

Drop-outs due to
Gl symptoms

Analysis

MA
SA quality
SA dosage

MA
SA quality
SA dosage

MA

SA quality
SA dosage
SA naproxen

MA

SA quality
SA dosage
SA naproxen

MA
SA quality
SA dosage
MA
SA quality
SA dosage
MA
SA quality
SA dosage
MA

MA
SA quality
SA dosage

MA

No. of

RCTs

N =N - —

— O —

o N—N O

No. of
included participants

909
909
909

90
90
90

90
90
90

90
90
90

90
90
90

934
819
934

118

118

208

90
208

No. of
events

16
16
16

NN 0O,

EIE S

12
12
12

60
59
60

63
36
63

RR
(random
effects)

3.05
3.05
3.05

0.25
0.25
0.25

1.00
1.00
1.00

1.00
1.00
1.00

0.50
0.50
0.50

0.37
0.37
0.37

2.90
2.90
1.00

0.89
1.00

95% ClI

1.03 to 9.06
1.03 to 9.06
1.03 to 9.06

0.03 to 2.15
0.03 to 2.15
0.03 to 2.15

0.06 to 15.50
0.06 to 15.50
0.06 to 15.50

0.15to 6.79
0.15 to0 6.79
0.15to0 6.79

0.16 to 1.54
0.16 to 1.54
0.16 to 1.54

0.21 to 0.65
0.21 to 0.65
0.21 to 0.65

0.12to 69.8

0.12 to 69.8

0.67 to 1.50

0.54 to 1.49
0.67 to 1.50

NR, not relevant (e.g. tests of heterogeneity when only one study is included in the analysis).

(f) Misoprostol versus Cox-2 preferential meta-analysis (MA) and
sensitivity analysis (SA) results

Heterogeneity
p-value

0.75
0.75
0.75

NR
NR
NR

NR
NR
NR

NR
NR
NR

NR
NR
NR

0.96
NR
0.96

NR
NR
0.48

NR
0.48
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(g) Cox-2 (pooled coxib and preferential) NSAIDs versus Cox-1 NSAID

meta-analysis (MA) and sensitivity analysis (SA) results

Outcome

Serious Gl events

Symptomatic ulcers

Serious CV or
renal events

QoL

Deaths

Gl symptoms

Endoscopic ulcers

Anaemia

Occult bleed

Total drop-outs
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Analysis

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

SA naproxen

MA

SA quality

SA dosage

SA Cox-2
preferentials

SA naproxen

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

MA

SA quality

SA dosage

SA Cox-2
preferentials

No. of

RCTs

31
24
28
I

28
22
26
I

20
14
18

8

18
|

20
14
18

6
17

38
27
35

9

I
7
10
7

A No0

ouvih WU,

43
52
18

No. of
included participants

44468
42547
27369
21454

43194
41576
26445
21534

39140
37874
23096
19295

30525
335

38695
37688
22474

18113
30050

36045
34108
27330
12446

3411
2861
2903
3173

10218
9506
2250
9191

1328
1039
1151

51739
49134
33562
24848

No. of
events

158

363

290

97

8996

531

470

13706

RR

(random
effects)

0.56
0.56
0.55
0.55

0.47
0.48
0.44
0.49

1.09
I.11
0.93
1.19

0.98

WMD
-0.10

0.99
1.06
0.60

1.02
0.93

0.77
0.77
0.73
0.85

0.25
0.25
0.24
0.25

0.6l
0.6l
0.26
0.62

0.92
0.86
0.92

0.69
0.88
0.88
0.83

95% CI

0.41,0.77
0.41,0.78
0.33,0.92
0.38,0.80

0.38,0.59
0.38,0.60
0.30,0.63
0.39,0.63

0.86,1.37
0.88,1.40
0.62,1.41
0.80,1.75

0.76,1.26
-0.95,0.75

0.66,1.48
0.70,1.60
0.27,1.32

0.55,1.92
0.55,1.56

0.72,0.84
0.71,0.84
0.69, 0.77
0.79,0.91

0.21,0.30
0.21, 0.31
0.19,0.29
0.21, 0.30

0.51,0.73
0.51,0.73
0.09, 0.74
0.51,0.74

0.37,2.31
0.33,2.24
0.37,2.31

0.61,0.77
0.83, 0.95
0.81,0.96
0.74, 0.92

Heterogeneity

p-value

0.99
0.96
1.00
0.75

0.99

0.83

0.64
0.57
0.78
0.27

0.89
NR

0.56
0.49
0.59

0.26
0.48

<0.001
<0.001
0.6l
0.32

0.58
0.38
0.64
0.45

0.87
0.72
1.00
0.54

0.89
0.83
0.88

0.048

<0.001
<0.001
<0.001

continued
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Appendix 11

Outcome Analysis

Drop-outs dueto  MA
Gl symptoms SA quality
SA dosage
SA Cox-2
preferentials

WMD, weighted mean difference.

No. of
included
RCTs

47
33
44

19

No. of
participants

47383
44866
30924

32867

No. of
events

3365

RR
(random
effects)

0.89
0.69
0.66

0.71

95% ClI

0.84,0.95
0.61,0.78
0.57,0.77

0.60, 0.85

Heterogeneity
p-value

<0.001
0.07
0.16

0.006
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Appendix 13

Defined daily doses (DDDs) and average daily
quantity (ADQ) for non-steroidal anti-inflammatory
drugs (BNF sub-section 10.1.1)

Administration
route

Oral
Oral
Oral
Oral
Oral
Oral
Oral, rectal
Oral

Oral

Oral

Oral

Oral

Oral

Oral

Oral, rectal
Oral

Oral, rectal
Oral, rectal
Oral

Oral

Rectal

Oral

Oral, rectal
Oral

Oral, rectal
Oral
Oral
Oral
Oral
Oral
Oral

Indications:

9 Pain and inflammation in rheumatic disease and other musculoskeletal disorders.

b Osteoarthritis.

BNF name

Aceclofenac®?<

Acemetacin®
Azapropazone®
Benorylate’
Celecoxib®®
Dexketoprofen?
Diclofenac sodium?

Diclofenac sodium and misoprostol
50 mg/200 ug

Diclofenac sodium and misoprostol;
75 mg/200 ng

Diflunisal®?

Etodolac®®

Fenbufen®

Fenoprofen®

Flurbiprofen®?

Ibuprofen®?

Ibuprofen and codeine 300 mg/20 mg
Indomethacin®®
Ketoprofen®?

Mefenamic Acid®>d

Meloxicam®b<

Meloxicam®b<

Nabumetone®?

Naproxen®?

Naproxen and misoprostol
500 mg/200 pg

Piroxicam®
Rofecoxib®
Sodium Salicylate’
Sulindac®
Tenoxicam®
Tiaprofenic Acid®

Tolmetin®b<

¢ Ankylosing spondylitis.
9Mild to moderate pain including dysmenorrhoea.

DDD

200

750

200

75

100
100 mg

100 mg

750
400
600
1.2
200
1.2

100
150

I5
I5

500

20

3
400
20
600
700

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

ADQ

200
120
900
3
200
50
100
4

750
600
900
1.2
200
1.2

100
150

7.5
15

750

20
25
3
400
20
600
800

Unit

mg

mg

mg

g

mg

mg

mg
Tablets

Tablets

mg

mg

mg

g

mg

g
Tablets
mg

mg

g

mg

mg

g

mg
Tablets

mg
mg
g

mg
mg
mg

mg

Notes

New July 2000

New July 2000
New November 1999

New July 2000; DDD
corresponds to diclofenac;
ADQ is 2 tablets of each drug

New July 2000
2 tablets of each drug

New July 2000
Rectal ADQ; new July 2000

New November 1999
New November 1999

New July 2000
2 tablets of each drug

New November 1999
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B
B

F (healing, no
non-Gl outcomes)

A

C (healing, not on
NSAIDs)

F

C
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