
$675$�+b66/(�$%��6��������0g/1'$/��6:('(1��7(/��������������������)$;������������������

DRUG PRODUCT H 199/18 6\QRSVLV (FOR NATIONAL AUTHORITY
USE ONLY)

DRUG SUBSTANCE H 199/18 REFERRING TO PART

DOCUMENT NO. SH-QBE-0020 OF THE DOSSIER

VERSION NO. 01

STUDY CODE SH-QBE-0020

DATE 28 May, 1999

7KH�HIIHFW�RI�RPHSUD]ROH�RU�+��������RQ�WKH�HIILFDF\�RI�FODULWKURP\FLQ�SOXV
DPR[LFLOOLQ�IRU�+HOLFREDFWHU�3\ORUL�HUDGLFDWLRQ�DQG�GXRGHQDO�XOFHU�KHDOLQJ

678'<�&(175(�6�

Multi-centre study including 29 centres in the Czech Republic, Hungary and Poland
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Primary:
- To estimate healing rates at four weeks in duodenal ulcer patients after +HOLFREDFWHU

S\ORUL (+��S\ORUL) eradication therapy. The patients received one of the following two
therapies:

- H 199/18, 20 mg b.i.d., amoxicillin, 1000 mg b.i.d. and clarithromycin, 500 mg b.i.d.
(HAC), given for one week, followed by 3 weeks´ placebo treatment

- Omeprazole, 20 mg b.i.d., amoxicillin, 1000 mg b.i.d. and clarithromycin, 500 mg
b.i.d.(OAC), given for one week, followed by 3 weeks´ treatment with omeprazole 20
mg o.d.

Secondary:
 - To estimate the eradication rates of +��S\ORUL in the two treatment groups
 - To compare eradication rates between the two treatment groups
 - To compare the healing rates at four weeks between the treatment groups

- To evaluate the tolerability of H 199/18 in combination with clarithromycin and 
amoxicillin
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Randomised, double blind, international multi centre study with two parallel groups.
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Patients with active duodenal ulcer of at least 5 mm in diameter verified by endoscopy,
positive +HOLFREDFWHU urease test (HUT testÊ) and signed Informed consent.
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H 199/18, 20 mg twice daily, orally, capsule, batch number: H 1189-04-01
Amoxicillin, 1000 mg twice daily, orally, tablet, batch number: H 1035-03-01
Clarithromycin, 250 mg x 2, twice daily, orally, tablet, batch number: H 1031-04-01
Placebo, once daily, orally, capsule, batch number: H 0459-06-03
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Omeprazole, 20 mg twice daily, orally, capsule, batch number: H 0431-14-04
Amoxicillin, 1000 mg twice daily, orally, tablet, batch number: H 1035-03-01
Clarithromycin, 250 mg x 2, twice daily, orally, tablet, batch number: H 1031-04-01
Omeprazole, 20 mg once daily, orally, capsule, batch number: H 0431-14-04
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Four weeks of double-blind medication
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Healing rates at four weeks

+��S\ORUL eradication rates
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Adverse Events (AE), laboratory assessments
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The proportions of patients with healed duodenal ulcer at visit 3 were used to estimate the
true healing rates. Two-sided 95% confidence intervals (exact) were calculated for each
treatment group. A two-sided 95% confidence interval for the difference in healing rates
between the treatment groups, was also calculated.
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The proportions of patients with eradicated +��S\ORUL were used to estimate the true
eradication rates. Two-sided 95% confidence intervals (exact) were calculated for each
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treatment group. A two-sided 95% confidence interval for the difference in eradication
rates between the treatment groups, was also calculated.

patients
+$&��
SODFHER
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No. planned 200 200 400

No. randomised and treated 222 224 446

Males/Females 143/79 135/89 278/168

Mean age (range) 45.7 (18-79) 45.5 (18-77) 45.6 (18-79)

No. analysed for efficacy (ITT) 214 219 433

No. analysed for safety 222 224 446

No. completed 217 216 433

6800$5<�

� ()),&$&<�5(68/76

The outcome of healing at four weeks and the eradication of +��S\ORUL after eight weeks are
shown in Table 1 and Table 2.
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H[DFW�FRQILGHQFH�LQWHUYDOV�

Treatment Healed Not healed Unknown
outcome

Healing
rate

Lower
limit

Upper
limit

ITT HAC + placebo 195 13 6 91.1% 86.5% 94.6%
OAC +
omeprazole

202 9 8 92.2% 87.9% 95.4%

PP HAC + placebo 190 12 0 94.1% 89.9% 96.9%
OAC +
omeprazole

194 9 0 95.6% 91.8% 98.0%
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LQWHUYDOV�

Treatment Hp
negative

Hp
positive

Hp
unknown

Eradication
rate

Lower
limit

Upper
limit

ITT HAC +
placebo

184 25 5 86.0% 80.6% 90.3%

OAC +
omeprazole

192 21 6 87.7% 82.6% 91.7%

PP HAC +
placebo

176 22 0 88.9% 83.7% 92.9%

OAC +
omeprazole

180 21 0 89.6% 84.5% 93.4%
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The treatments were safe and well tolerated but with an AE profile and frequency that can be
expected when proton pump inhibitors are combined with antibiotics.
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