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1. FDA MedWatch Web 2004/05/05 2004/04/20
2004 Safety Alert: [ “ Oxandrin®] oxandrolone USP
2004 [“Oxandrin”] oxandrolone USP
Savient Pharmaceuticals warfarin
[[Oxandrin’l] oxandrolone
Testosterone ['Oxandrin’]
PT
Savient
[[Oxandrin’]
warfarin 80 85%
FDA [[Oxandrin’] [[Oxandrin’]
Oxandrolone  warfarin INR PT
Warfarin oxandrolone
INR
warfarin
warfarin
Warfarin 15 5mg 10mg 1 2
oxandrolone S-warfarin 26 48 AUC
455 12.08 ng*hr/mL R-warfarin
9/15 1/15 INR 15 warfarin
6.13 mg/ 1.13 mg/ 5.5 1 warfarin 80
85% warfarin oxandrolone
INR PT INR
PT warfarin oxandrolone
INR PT
warfarin



[[Oxandrin’] 2.5mg 10mg
http://www.fda.gov/medwatch/SAFETY/2004/oxandrin.htm
http://www.fda.gov/medwatch/SAFETY/2004/safety04.htm#oxandrin
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2. FDA MedWatch Web 2004/05/12 2004/05
Changes to Labeling for “ Desyrel® Trazodone Hydrochloride Tablets
[“Desyrel”’] trazodone hydrochloride
Bristol-Myers Squibb [ Desyrel ] trazodone hydrochloride
[ < Desyrel 7] Bristol-Myers Squibb
FDA

in vitro trazodone CYP3A P450 3A4
mCPP m-chlorophenylpiperizine
trazodone

[ < Desyrel 7]

In vitro trazodon
CYP3A4 trazodon CYP3A4 ketoconazole
ritonavir indinavir 10
ritonavir 200mgl 2 4 trazodone 50mg
Trazodone Cmax 34% AUC 24 2.2
52% Ritonavir  trazodone
Carbamazepine CYP3A4 Carbamazepinel 400mg
trazodonel 100mg 300mg carbamazepine  trazodone mCPP

76% 60%

In vitro trazodone CPY3A4
CPY3A4 ritonavir 1 2 2
trazodone Cmax AUC Ritonavir
trazodone Ketoconazole indinavir
CPY3A4 itraconazole  nefazodone trazodone


http://www.fda.gov/medwatch/SAFETY/2004/oxandrin.htm

Trazodone CPY3A4
trazodone Carbamazepine trazodone

trazodone trazodone

http://www.fda.gov/medwatch/SAFETY/2004/safety04.htm#Desyrel

Trazodone Hydrochloride Serotonin2 antagonist/reuptake inhibitor SARI

3. CDER 2004/05/24
2003 Report to the Nation Improving Public Health through Human Drugs
Drug Safety and Quality
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1 AERS Adverse Event Reporting System
MedWatch
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2003
22,955

370,887
MedWatch
144,310 15-day
58,998
144,624

Direct reports from MedWatch

15-day expedited reports

15

Manufacturer periodic reports

1 1998

FDA

500,000 m Direct (MediWatch)
3o0pa 370887 | miS-day
247 504 278,143 266971 286738 = Periadic
CEUTT 212843 Monserious periodic
I il I I I I l
1995 1996 1997 1928 1939 2000 2001 2002 2003
Calendar year
Bl Post-Marketing Adverse Event Reports
2
AERS
6
AERS 2003
15-day report 21%
30%
2. MedWatch
MedWatch
MedWatch



1998 2003 51%

170 MedWatch
33
25 45
3. Medication Guide

Medication Guide
[“ Lariam ] mefloquine hydrochloride

Lindane Shampoo generic product

Lindane Lotion generic product

[ © Claravis ] isotretinoin [ < Sotret ™ ]

[ © Amnesteem ”] isotretinoin

250

500,000
930

1 2003

2003

85%

isotretinoin

40,000

[ © Accutane ~ ]

20



Phenylpropanolamine
-/2000

Terfenadine 1985/1998

Cerivastatin 1997/2001

Fenfluramine 1973/1997

Encainide 1986/1991

Grepafloxin  1997/1999

Azaribine 1975/1976

Astemizole 1988/1999

Mibefradil 1997/1998

Ticrynafen 1979/1980

Flosequinan 1992/1993

Troglitazone 1997/2000

Zomepirac 1980/1983

Temafloxacin 1992/1992

Rapacuronium 1999/2001

Benoxaprofen 1982/1982

Cisapride 1993/2000

Alosetron 3 2000/2000

Nomifensine 1984/1986

Dexfenfluramine
1996/1997

Suprofen 1985/1987

Bromfenac 1997/1998

1 FDA

2 NME

http://www.fda.gov/cder/reports/rtn/2003/rtn2003.htm

3 2002



http://www.fda.gov/cder/reports/rtn/2003/rtn2003.htm

