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1 INTRODUCTION

Silodosin is an alpha-adrenergic receptor blocker currently under review as a Pilot NDA by the
Division of Reproductive and Urologic Products (DRUP) for the treatment of benign prostatic
hyperplasia (BPH). Per DRUP, there has been no signal of liver toxicity in silodosin clinical
trials. However, most drugs that cause Drug Induced Liver Injury (DILI) do so infrequently;
typical drug development databases with up to a few thousand subjects exposed to a new drug
will not show any cases. Alfuzosin, another alpha-adrenergic blocker, has beéen associated with
rare reports of DILI in postmarketing.

Silodosin has been marketed in Japan since January 2006 and there have been approximately
-7, patients exposed to date. In July 2008 DRUP requested the Division of
Pharmacovigilance II (DPV I1) review and comment on six Japanese cases of hepatic events in
association with silodosin.

2 MATERIALS REVIEWED

Six Japanese cases of hepatic events (fulminant hepatitis-1, hepatic malignancy/jaundice-1,
Jaundice-3, and liver disorder-1) were forwarded to DPV II on July 28, 2008 by DRUP. All six
cases are described in Table 1 in the appendix.

3 DISCUSSION/CONCLUSIONS

The six cases of serious hepatic events with silodosin were discussed with DRUP on August 4,
2008.

Two cases of jaundice (cases #1, #2) were possibly due to gallstones. Both reported a rapid
improvement of liver function tests (less than 2 weeks) after silodosin discontinuation, a timeline
not usually associated with DILL. Case #3 (jaundice) appeared to be related to the patient’s
diagnosis of hepatic cancer. The events improved after the patients hepatic cancer was resected.
Case #4 (ALT, AST around “3000™) in a “hard drinker” reported too little information to make
any causality assessment.

The two remaining cases (cases #5, #6) were possibly related to the use of silodosin. Case #5
reported fulminant hepatitis with hepatic encephalopathy and coagulopathy in an 84-year-old
- male with gastric cancer. The hepatic events occurred 16 days after restarting silodosin post-
gastric resection surgery. Silodosin was discontinued and the transaminases and bilirubin
improved. Case #6 reported jaundice in a 78-year-old male with chronic hepatitis C 2.5 months
after beginning silodosin therapy. Silodosin was discontinued and transaminases and bilirubin
improved.  Although both cases are corfounded by underlying medical conditions (gastric
surgery-1, chronic hepatitis C-1) both cases reported the events began within 90 days of initiating
therapy and gradually improved after dechallenge. Based on the reported timelines a contributory
effect from silodosin to the events could not be ruled out.

Therefore, DPV II suggests the following be specified in the product Approval Letter:

1. The adverse event terms jaundice anc ——  should be included in the postmarketing
adverse events section of the silodosin label.

2. To ensure timely evaluation of serious ——  hepatic events (e.g. jaundice, hepatitis) the
sponsor should submit all serious =™ .epatic events as expedited 15-day Alert
Reports. i

b(4)

b(d) b(4)

b(4)



3. The sponsor should obtain comprehensive follow-up of all expedited reports of serious
hepatic adverse events.
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