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Actigall® ursodiol USP

Nursing Mothers

It is not known whether ursodiol is excreted in human milk. Because many
drugs are excreted in human milk, caution should be exercised when Actigall is
administered to a nursing mother.

Pediatric Use
The safety and effectiveness of Actigall in pediatric patients have not been
established.

Geriatric Use

In worldwide clinical studies of Actigall, approximately 14% of subjects were
over 65 years of age (approximately 3% were over 75 years old). In a subgroup
analysis of existing clinical trials, patients greater than 56 years of age did not
exhibit statistically significantly different complete dissolution rates from the
younger population. No age-related differences in safety and effectiveness were
found. Other reported clinical experience has not identified differences in
response in elderly and younger patients. However, small differences in efficacy
and greater sensitivity of some elderly individuals taking Actigall cannot be ruled
out. Therefore, it is recommended that dosing proceed with caution in this pop-
ulation.

ADVERSE REACTIONS
The nature and frequency of adverse experiences were similar across all
groups.

The following tables provide comprehensive listings of the adverse
experiences reported that occurred with a 5% incidence level:

GALLSTONE DISSOLUTION

Ursodiol Placebo
8-10 mg/kg/day
(N=155) (N=159)
N (%) N (%)
Body as a Whole
Allergy 8 (5.2) 7 (4.4)
Chest Pain 5 (3.2) 10 (6.3)
Fatigue 7 (4.5) 8 (5.0
Infection Viral 30 (19.4) 41 (25.8)
Digestive System
Abdominal Pain 67 (43.2) 70 (44.0)
Cholecystitis 8 (5.2) 7 (4.4)
Constipation 15 9.7) 14 (8.8)
Diarrhea 42 (27.1) 34 (21.4)
Dyspepsia 26 (16.8) 18 (11.3)
Flatulence 12 (7.7) 12 (7.5)
Gastrointestinal
Disorder 6 (3.9) 8 (5.0)
Nausea 22 (14.2) 27 (17.0)
Vomiting 15 (9.7) 11 (6.9)
Musculoskeletal
System
Arthralgia 12 (7.7) 24 (15.1)
Arthritis 9 (5.8) 4 (2.5)
Back Pain 11 7.1) 18 (11.3)
Myalgia 9 (5.8) 9 (5.7)
Nervous System
Headache 28 (18.1) 34 (21.4)
Insomnia 3 (1.9) 8 (5.0

Respiratory System
Bronchitis 10 (6.5) 6 (3.8)

Coughing 11 (7.1) 7 {4.4)
Pharyngitis 13 (8.4) 5 (3.1)
Rhinitis 8 (5.2) 11 (6.9)
Sinusitis 17 (11.0) 18 (11.3)
Upper Respiratory
Tract Infection 24 (15.5) 21 (13.2)
Urogenital System
Urinary Tract
Infection 10 (6.5) 7 (4.4)
GALLSTONE PREVENTION
Actigall Placebo
(N=322) (N=325)
N (%) N (%)
Body as a Whole
Fatigue 25 (7.8) 33 (10.2)
Infection Viral 29 (9.0) 29 (8.9)
Influenza-like
Symptoms 21 (6.5) 19 (5.8)
Digestive System
Abdominal Pain 20 (6.2) 39 (12.0)
Constipation 85 (26.4) 72 (22.2)
Diarrhea 81 (25.2) 68 (20.9)
Flatulence 15 (4.7) 24 (7.4)
Nausea 56 (17.4) 43 (13.2)
Vomiting 44 (13.7) 44 (13.5)
Musculoskeletal
System
Back Pain 38 (11.8) 21 (8.5)
Musculoskeletal
Pain 19 (5.9) 15 (4.6)
Nervous System
Dizziness 53 (16.5) 42 (12.9)
Headache 80 (24.8) 78 (24.0)
Respiratory System
Pharyngitis 10 (3.1) 19 (5.8)
Sinusitis 17 (5.3) 18 (5.5)
Upper Respiratory
Tract Infection 40 (12.4) 35 (10.8)
Skin and Appendages
Alopecia 17 (5.3) 8 (2.5)
Urogenital System
Dysmenorrhea 18 (5.6) 19 (5.8)
OVERDOSAGE

Neither accidental nor intentional overdosing with Actigall has been reported.
Doses of Actigall in the range of 16-20 mg/kg/day have been tolerated for
6-37 months without symptoms by 7 patients. The LDg for ursodiol in rats is
over 5000 mg/kg given over 7-10 days and over 7500 mg/kg for mice. The
most likely manifestation of severe overdose with Actigall would probably be
diarrhea, which should be treated symptomatically.

DOSAGE AND ADMINISTRATION
Gallstone Dissolution
The recommended dose for Actigall treatment of radiolucent gallbladder stones
is 8-10 mg/kg/day given in 2 or 3 divided doses.

Ultrasound images of the gallbladder should be obtained at 6-month
intervals for the first year of Actigall therapy to monitor gallstone response.
If gallstones appear to have dissolved, Actigall therapy should be continued and
dissolution confirmed on a repeat ultrasound examination within 1 to 3 months.
Most patients who eventually achieve complete stone dissolution will show
partial or complete dissolution at the first on-treatment re-evaluation. If partial
stone dissolution is not seen by 12 months of Actigall therapy, the likelihood of
success is greatly reduced.

Gallstone Prevention
The recommended dosage of Actigall for gallstone prevention in patients
undergoing rapid weight loss is 600 mg/day (300 mg b.i.d.).

HOW SUPPLIED
Capsules 300 mg — opaque, white, pink (imprinted Actigall 300 mg)
Bottlesmof 100w ik tnon o 2 sl e s e NDC 52544-930-01

Store at 25°C (77°F); excursions permitted o 15°C-30°C (59°F-86°F).

Dispense in tight container (USP).

T2002-81

REV: SEPTEMBER 2002 Printed in U.S.A. 89016002

@ WATSON PHARMA

Mid. for WATSON PHARMA, INC.
A subsidiary of Watson Pharmaceuticals, Inc.
Corona, CA 92880 by

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936



