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Zeria Pharmaceutical Co., Ltd.
10-11 Nihonbashi-Kobunacho,
Chuo-ku, Tokyo 103-8351

Z-338 (acotiamide) the subject of seven presentations at
Digestive Disease Week 2011 in the US

Zeria Pharmaceutical Co., Ltd. (Headquarters: Chuo-ku, Tokyo; President and CEO: Sachiaki lbe; “Zeria”) announced
today that seven presentations focusing on the use of Z-338 (predetermined product name: “Acofide®”, non-proprietary
name: acotiamide hydrochloride hydrate; “acotiamide™) were held at Digestive Disease Week 2011 (DDW 2011) in
Chicago, USA in early May. Z-338 is the first drug to demonstrate efficacy in patients with functional dyspepsia (FD)
as diagnosed by Rome IlI, the latest version of the international classification and diagnostic criteria for functional
gastrointestinal disorders. The presentations comprised of the results from Phase 11 clinical trials in Japan, a Phase Il
clinical trial in Europe, and from non-clinical pharmacological studies.

Acotiamide is a new chemical entity discovered and developed by Zeria that inhibits peripheral acetylcholinesterase
activities. Acetylcholine is an important neurotransmitter involved in the regulation of gastrointestinal motility,.
Through the inhibition of acetylcholine degradation, acotiamide produces improvement of impaired gastric motility and
delayed gastric emptying, and consequently the symptoms of FD.

An oral presentation of the results from a double-blind, placebo-controlled Phase 111 clinical trial in Japan was selected
and recommended by the international committee of American Gastroenterological Association as one of six
cutting-edge gastrointestinal studies from Japan.

The Japanese Phase Il clinical trial was a multicenter, randomized, double-blind, parallel-group, placebo-controlled
study to evaluate the efficacy and safety of acotiamide 100mg three times a day for 4 weeks. A total of 897 FD
patients who met the Rome 11 criteria were randomized and allocated to acotiamide or placebo. Co-primary endpoints
in the study were patients’ “general impression” at the final drug treatment and the “elimination rate of 3 meal-related
symptoms.”

Improvement rates of “general impression” were 52.2% in acotiamide group and 34.8% in placebo group (p<0.001),
and the “elimination rate of 3 meal-related symptoms” were 15.3 % in the acotiamide group and 9.0 % in the placebo
group (p=0.004). Thus, for both primary endpoints acotiamide produced statistically significant improvement
compared to placebo. In contrast, the incidence rate of adverse drug reactions for the acotiamide group was
comparable to that of placebo.

Presentations of pharmacological studies in animals, differentiated the unique properties of acotiamide from that of
existing gastroprokinetic drugs. Acotiamide distributed primarily in the stomach at a relatively high concentration and
facilitated gastric motility without any adverse effects on cardiac function (QT interval). It was also shown that
acotiamide alleviated stress-induced delayed gastric emptying through the afferent vagal nerve.



Zeria is developing acotiamide in Europe, North America and Japan to be the first-in-class medicine for the treatment of
patients with FD diagnosed according to Rome I1l.  In Japan, Zeria conducted Phase 111 clinical trials in collaboration
with Astellas Pharma Inc. and submitted the application for marketing approval in September 2010 using the results
from those trials for the application dossier. Japan is expected to be the first country to approve acotiamide. For the
development in Europe and North America, Zeria is going to select a suitable partner.

Recent studies indicate that as much as one fourth of the adult population in Japan suffers from FD. To date, there has
been no product that could demonstrate efficacy in patients with FD under the Rome Il criteria. Acotiamide will
contribute to alleviate the symptoms of FD as well as improve the quality of life for patients with FD.

Zeria develops and markets pharmaceuticals for digestive diseases such as Asacol® Tablets 400mg for ulcerative
colitis, H, antagonist Acinon® Tablets 75mg/150mg, Promac® Granule 15%/D Tablets 75 containing zinc for gastric
ulcer, Marzulene®-S Combination Granule/Combination Tablets 0.5ES/1.0ES for gastric ulcer and gastritis,
Visiclear® Combination Tablets for colon cleansing prior to colonoscopy and New Lecicarbon® Suppository for
constipation.

Additional Zeria products under development or approved for GI and digestive disorders include Z-206 (Asacol®) for
the additional indication of Crohn’s disease in Japan and for ulcerative colitis in China; Z-103 (Promac®) for taste
disorder as an additional indication; Z-360 for pancreatic cancer and Z-208 for hepatocellular carcinoma.
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