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P:270 users of low—dose aspirin (<325 mg/day) with a history of endoscopically confirmed ulcer
bleeding at 8 sites in Hong Kong and Japan. (aspirin users at high risk)

E : once—daily PPI (rabeprazole, 20 mg; n = 138)

C:H2RA (famotidine, 40 mg; n = 132) for up to 12 months

0O:The adequacy of upper Gl protection was assessed by end points of recurrent upper GI bleeding

and a composite of recurrent upper Gl bleeding or recurrent endoscopic ulcers at month 12.
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The intention—to—treat population, which included all patients who had received at least 1 dose of

the study drug, was used to assess recurrent bleeding.
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During the 12—-month study period, upper GI bleeding recurred in 1 patient receiving rabeprazole
(0.7%; 95% confidence interval [CI], 0.1%-5.1%) and in 4 patients receiving famotidine (3.1%; 95% CI,
1.2%-8.1%) (P = .16). The composite end point of recurrent bleeding or endoscopic ulcers at month
12 was reached by 9 patients receiving rabeprazole (7.9%; 95% CI, 4.2%-14.7%) and 13 patients
receiving famotidine (12.4%; 95% CI, 7.4%-20.4%) (P = .26).
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P :long—termed thienopyridine users with a peptic ulcer history who did not have peptic ulcers at
initial endoscopy

E : famotidine (40 mg, before bedtime)

C:placebo (before bedtime) for 6 months.

O:Th e primary end point was the occurrence of gastric and/or duodenal ulcers, as determined

by endoscopy, during the 6—month study period.

FI/E)OURORRELTHY . HILEEBDEFEDHSEEITHL T, famotidine % 40
mg 59 5. placebo IR 53 BHIBEELBL T, RIRE CHRINIEIEEEENEINE
SHERFILE-METHDLI_ENDHMID,

oL hH

4%, randomly assigned %2 Follow—up endoscopy was performed at the end of the 6th
month and whenever dyspepsia, hematemesis, or melena occurred. M EEEF N H D, AXD
Statistical analysis [ZI&. Analysis was by intention—to—treat (ITT) and per protocol (PP)&ESEE S
TS, ZHEICOVWTHREGMREIFGEEST,

@iER

6 MARDOBRMEILH EE L. famotidine B2 T 7.0%. placebo FET 114%THY. .
famotidine B T ELMERI THHT=,

AEERGLONELNGNTNE  ENENELSIZITEELAHS BLHA. BEICE. IF
BRGAEMSNTOVENEHFLGDO T, ENBENELENHDHELEZLLY),

The cumulative incidence of recurrent peptic ulcer during the 6—month period was 7.0% in
famotidine group (n=114) and 11.4% in the placebo group (n=114). The two patient groups had
comparable cumulative incidence of peptic ulcer (difference, 4.4%; 95% confidence interval (CI), -
11.7 to 2.9%; P=0.239). Additionally, there was no difference in the cumulative incidence of ulcer
bleeding (2.6% vs. 1.8%; difference, 0.8%; 95% CI, —0.6 to 2.4%, P=1.000) between famotidine and
placebo groups. However, the former had a lower incidence of gastroduodenal erosion than the

latter (21.1% vs. 36.8%; difference, 15.7%; 95% CI, —27.3 to —4.1%; P=0.013).
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Table 2. Gastrointestinal outcomes in famotidine group and
placebo group

Variable Famotidine  Placebo  Pvalue
group group
(n=114) (n=114)
Follow-up endoscopy
Total—no. (%) 94(825) ©S9(86.8) 0.358
Indication of endoscopy
Dyspepsia—no. 12 15
Gastrointestinal bleeding—no. 3 2
End-of-study endoscopy—no. 79 82

Peptic ulcer

Total—no. (%) 8(7.0) 13(11.4) 0252

Gastric ulcer—no. (%) 8(7.0) 9(7.9) 0.801

Duodenal ulcer—no. (%) 1(0.9) 5(4.4) 0.213
Gastroduodenal erosion

Total—no. (%) 24(21.1) 42(36.8) 0.013

Gastric erosion—no. (%) 20(17.8) 35(30.7) 0.020

Duodenal erosion—no. (%) 8(7.0) 12 (10.5) 0.349

Peptic ulcer bleeding
Total—no. (%) 3(2.6) 2(1.8) 1.000
Gastric ulcer bleeding—no. (%) 2(1.8) 1(0.9) 0.623
Duodenal ulcer bleeding—na. (%) 1(0.9) 1(0.9) 1.000
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Adverse experience Patients ever reporting Severe Study drug permanently discontinued
Clopidagre! Aspirin Clopidogrel Aspirin Clopidagrel Aspirin
Rash 578 (6-02%) 442 (4-61%)" 25 (0-26%) 10 (0-10%)* B (0-90%) 39 (0-41)°
Diarrhoea 428 (4-46%) 322 (3 36%)" 22 (023%) 11 (011%) 40 (0-42%) 26 (027%)
Indigestion/ nausea/vomiting 1441 (15.01%) 1686 (17 59%)* 93 (0.97%) 118 (1.23%) 182 (1.80%) 231 (2.41%)°
Any bleeding disorder BAO (9-27%) 8490 (9-28%) 132 (1-38%) 149 (1-55%) 115 (1-20%) 131 (1:37%)
Intracranial haemorrhage 34 (0-35%) AT (0-45%) 30 (0-31%) 41 (0-43%) 20(0-21%) 32 (0-33%)
Gastrointestinal haemorrhage 197 (1.99%) 255 (2 66%)* 47 (0-49%) 6B (0 71%)* 50 (0.52%) 80 (0 93%)*
Abnormal liver function 285 (2 97%) 302 (3 15%)* 11 {0 11%) 9 (0 08%) 22 (0.23%) 28 (0 29%)

*Statistically significant, p<0-05.
Table 9: Adverse experiences (number and percentage of patients)
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Table 6. Selected Adverse Experiences.

EXPERIENCE TicLOPIDINE GROUP  AsPIRIN Group

Patients exposed to study medication* — 1518 1527

no. (%)

Patients with any adverse experience — 945 (62.3) 813 (53.2)
Diarrhea 310 (20.4) 150 (9.8)+
Dyspepsia 191 (12.6) 210 (13.8)
Nausea 169 (11.1) 156 (10.2)
Gastrointestinal pain 110 (7.2) 153 (10.0)t
Gastritis 13 (0.9) 26 (1.7)t
Gastointestinal hemorrhage 7 (0.5) 21 (1L.4)f
Peptic ulcer 12 (0.8) 45 (2.9t
Rash 180 (11.9) 80 (5.2)f
Urticaria 30 (2.0) 5(0.3)
All hemorrhagic 137 (9.0) 152 (10.0)
Severe neutropenia 13 (0.9) 0 (0.0)t

*Eleven pati igned to ticlopidine and 13
before premature termination.
tValues are significantly different from those for the ticlopidine gﬁmp (P<0.05).
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