Vol.2 No.14 (2004/07/22)

2004 7 8 FDA 2
Canadian Adverse Reaction Newsletter Vol.14 No.3 2004 7 Health Canada
Fluoroguinolone warfarin 2
Warfarin A4
Tutoplast Dura
.6
[“Desyrel’] trazodone CYP3A4 Health
Canada .6
WHO Pharmaceuticals Newsletter No.3 2004 7 WHO EDM
Avripiprazole clozapine quetiapine
7
Muromonab-CD3 8
NU BAO .8
OTC 9
[“Shitek Tongkat Ali Plus”] 400mg  tadalafil 9
Tolcapone 9
Trazodone CYP3A4 / 9
Carvedilol .10
COX-2 10
Furanocoumarin .10
Leflunomide 10
Oxandrolone  Warfarin A1
[“Shubao Slimming Capsules®] fenfluramine nitrosofenfluramine A1
A1
Tegaserod A1
thiomersal 12
Zafirlukast A2
SSRIs 12




I
Parecoxib NSAIDs Prescrire .15

| 2004/07/14
MHRA

FDA
CDER 2004/07/08
Summaries of Medical and Clinical Pharmacology Reviews of Pediatric Studies as of July 8, 2004
2004 7 8 web
[“Camptosar’] irinotecan [“Prevacid’] lansoprazole [“Tamiflu”] oseltamivir

http://www.fda.gov/cder/pediatric/Summaryreview.htm

Health Canada
1. Canadian Adverse Reaction Newsletter Vol.14, No. 3 July 2004 (2004/07/05)
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/adrv14n3 e.html

1 Fluoroquinolones and warfarin: suspected interactions
Fluoroquinolone warfarin
Fluoroguinolone

Warfarin ~ fluoroquinolone

warfarin vitamin K
warfarin Fluoroquinolone P450
warfarin
2004 1 15 Health Canada  fluoroquinolone warfarin
57 Ciprofloxacin 10 gatifloxacin 13 levofloxacin
16 moxifloxacin 12 norfloxacin 6 Ofloxacin
1990 12 57 46 60
6 60 5 49
16 Ciprofloxacin 1 gatifloxacin 2 levofloxacin 1
4 70 90
INR 50 INR 2.0
30 15 fluoroquinolone warfarin ~ INR


http://www.fda.gov/cder/pediatric/Summaryreview.htm
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/adrv14n3_e.html

Health Canada fluoroquinolone warfarin
fluoroquinolone warfarin
INR
Fluoroguinolone warfarin !
2004 1 15
Ciprofloxacin  Gatifloxacin ~ Levofloxacin ~ Moxifloxacin ~ Norfloxacin
1989/12 2001/02 1997/11 2000710 1986/12
38 15 45 15 13
2 10 13 16 12 6
745 76.0 80.5 69.5 78.5
39 90 48 90 °® 64 90 30 87 * 49 88
2 2 3 2 1
5 73 13 3 14 2 117 41
INR  warfarin 3 4 3 5 0
6
INR 20 >185 5.0 >50.0 4.0 159 1.7 238 19 83
INR = international normalized ratio
1
2 the World Health Organization Adverse Reaction
Dictionary WHOART
3 1
4 2
5
/ Food and Drugs
Act
6
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2 Suspected warfarin - cranberry juice interaction

Warfarin
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3 Case Presentations

Tutoplast Dura graft: possible association with Creutzfeldt-Jakob disease
Tutoplast Dura
Tutoplast Dura
Tutoplast Dura 1982 1 2002 4
2003 1 59


http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/currentproblems/cpsept2003.pdf
http://nccam.nih.gov/news/newsletter/index.htm

1992

Tutoplast Dura MRI
EEG CJD
ventriculoperitoneal shunt 2003 7
CJD

1 Tutoplast Dura mater [press release]. Ottawa: Health Canada; Sept 2003. Available:
www.hc-sc.gc.ca/english/media/releases/2003/cjdbk.htm
2 Hannah EL, Belay ED, Gambetti P, Krause G, Parchi P, Capellari S, et al. Creutzfeldt-Jakob disease

after receipt of a previously unimplicated brand of dura mater graft. Neurology 2001;56:1080-3.

3 Classic Creutzfeldt-Jakob disease in Canada. Infection control guidelines. Can Commun Dis Rep
2002;28 Suppl 5 :1-84. Available:
www.hc-sc.gc.ca/pphb-dgspsp/publicat/ccdr-rmtc/02vol28/28s5/index.html  accessed 2004 Mar 11 .

Toxic shock syndrome and tampons: the risk remains

Health Canada HPFBI Health
Products and Food Branch Inspectorate TSS
2 16
26 ICU intensive care unit

1 Menstrual tampons. It's Your Health April 2003.
Available: www.hc-sc.gc.ca/english/iyh/products/tampons.html  accessed 2004 May 10 .

2 Hajjeh RA, Reingold A, Weil A, Shutt K, Perkins BA. Toxic shock syndrome in the United States:
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2.Health Canada Endorsed Important Safety Information on [“Desyrel”] trazodone 2004/07/08
Health Canada [“Desyrel’] trazodone
Subject: Association of [“Desyrel”] trazodone with drug interactions with medications that alter
CYP 3A4 metabolism

[“Desyrel”’] trazodone CYP3A4

BMSC Bristol-Myers Squibb Canada trazodone hydrochloride
Trazodone [“Desyrel’] BMSC
Dear Healthcare Professional Letter 2004 5 12



[“Desyrel”] trazodone ketoconazole ritonavir indinavir CYP 3A4 CYP
3A4 carbamazepine Health Canada
BMSC Health Canada

In vitro trazodone CYP 3A4

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/desyrel _hpc_e.html

\Vol.2 No.10 FDA  [“Desyrel’] trazodone hydrochloride

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/desyrel _hpc_e.html

2004 7 8 Health Canada Advisory “Health Canada Is Advising Canadians That
Antidepressant Trazodone May Interact with Certain Medications”
http://www.hc-sc.gc.calenglish/protection/warnings/2004/2004 _38.htm

Trazodone Hydrochloride Serotonin2 antagonist/reuptake inhibitor SARI

TGA

EU EMEA

WHO EDM
WHO Pharmaceuticals Newsletter No.3 2004 7

http://www.who.int/medicines/organization/gsm/activities/drugsafety/orgpharmanews.shtml

1. Regulatory Matters
1 Aripiprazole, Clozapine, Quetiapine and other Atypical Anti-Psychotics Label to indicate risk
of hyperglycaemia and diabetes

Aripiprazole clozapine quetiapine

Vol.2 No.8  2004/04/22
FDA 2004 [“Abilify”] aripiprazole .3
FDA 2004 [“Clozaril”] clozapine .1
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Vol.2 No.9 2004/05/13
FDA 2004 [“Seroquel”] quetiapine fumarate .2

1 'Dear Healthcare Practitioner' letter from Bristol-Myers Squibb Company, 25 March 2004.Available
from URL: www.fda.gov/medwatch

2 'Dear Healthcare Provider' letter from Novartis, 01 April 2004. Available from URL.:
http://www.fda.gov/medwatch

3 'Dear Healthcare Provider' letter from AstraZeneca Pharmaceuticals LP, 22 April 2004. URL.:
http://www.fda.gov/medwatch

Avripiprazole 2004/04/08
Clozapine MARTA multi acting receptor targeted agents
2004/04/08
Quetiapine Fumarate MARTA multi acting receptor

targeted agents

2 Muromonab-CD3 Serious adverse reactions in paediatric patients
Muromonab-CD3
Vol.2 No.10  2004/05/27
Health Canada  [“Orthoclone OKT3”] muromonab-CD3
4

1 Letter to Hospital Chief of Medical Staff, from Janssen-Ortho Inc., 13 May 20 04. URL.:
http://www.hc-sc.gc.ca
-CD3 Muromonab-CD3

3 NU BAO Presence of animal derivatives and human tissue poses health risks
NU BAO

NU BAO
MHRA

1 Herbal Safety News, May 2004.URL.: http://medicines.mhra.gov.uk



http://www.fda.gov/medwatch
http://www.fda.gov/medwatch
http://www.hc-sc.gc.ca
http://medicines.mhra.gov.uk
www.fda.gov/medwatch

4 OTC Drugs New labelling rules to increase safety
oTC
OTC

OoTC

1 FDA News, 25 March 2004.URL.: http://www.fda.gov

5 Shitek Tongkat Ali Plus 400mg Presence of tadalafil
[“Shitek Tongkat Ali Plus”] 400mg tadalafil
MDCA Malaysia Drug Control Authority [‘Shitek Tongkat
Ali Plus’] 400mg tadalafil
MDCA

1 Communication from National Pharmaceutical Control Bureau, Ministry of Health , Malaysia, 30
April 2004.
Tadalafil PDE5 cGMP-specific type 5 phosphodiesterase
Phase Il 2004/07/20

6 Tolcapone Marketing re-authorized, but more stringent monitoring recommended

Tolcapone
[“Tasmar’] tolcapone
1998 11
EU EMEA
Vol.2 No.9 2004/05/13
EUEMEA CPMP4 12
1 EMEA Press Release, 23 April 2004.
Tolcapone COMT
2004/01/30 2004/05/13
7 Trazodone Interactions with CYP3A4 inhibitors/inducers
Trazodone CYP3A4 /
Vol.2 No.10  2004/05/27
FDA  [“Desyrel’] trazodone hydrochloride 2


http://www.fda.gov

2. Safety of Medicines
1 Carvedilol Reports of diarrhoea
Carvedilol
Vol.2 No.8  2004/04/22
NZ MEDSAFE (3 9

1 Prescriber Update Review, 8 April 2004. URL.: http://www.medsafe.gov.nz
Carvedilol a3

2 Cyclo-Oxygenase-2 Inhibitors Reports of visual disturbances
COX-2
Vol.2 No.8 2004/04/22
NZ MEDSAFE COX-2 10

1 Prescriber Update Articles, March 2004. URL.: http://www.medsafe.govt.nz/profs/PUarticles

3 Furanocoumarin Presence in a herbal preparation
Furanocoumarin
MHRA

furanocoumarin MHRA

1 Communication to Herbal Interest Groups from MHRA, 19 April 2004.URL.: http://www.mhra.gov.uk

4 Leflunomide Awareness and monitoring can reduce the impact of adverse effects
Leflunomide
Vol.2 No.9 2004/05/13
NZ MEDSAFE  Leflunomide: .10

1 Prescriber Update Articles, April 2004. URL.: http://www.medsafe.govt.nz/Profs/ PUarticles/Arava.htm

Leflunomide DMARD disease-modifying antirheumatic drug

10


http://www.medsafe.gov.nz
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http://www.mhra.gov.uk
http://www.medsafe.govt.nz/Profs/

5 Oxandrolone Warning for interaction with warfarin
Oxandrolone Warfarin
Vol.2 No.9 2004/05/13
FDA 2004 [*Oxandrin”] oxandrolone USP .5

1 'Dear Healthcare Professional’ letter from Savient Pharmaceuticals Inc., 20 April 2004.
URL.: http://www.fda.gov

Oxandrolone

6 [“Shubao Slimming Capsules”]  Presence of fenfluramine and nitrosofenfluramine

[“Shubao Slimming Capsules®] fenfluramine nitrosofenfluramine
MHRA [‘Shubao Slimming
Capsules’]  fenfluramine nitrosofenfluramine
MHRA

1 Communication to Herbal Interest Groups from MHRA, 28 April 2004.
URL.: http://medicines.mhra.gov.uk

Fenfluramine 1997

7 Statins Important to measure creatine kKinase levels

Vol.2 No.10  2004/05/27
NZ MEDSAFE CK 8

1 Prescriber Update Articles, May 2004.
URL.: http://www.medsafe.govt.nz/profs/PUarticles/Statinmyop.htm

8 Tegaserod Warning about diarrhoea and ischaemic colitis
Tegaserod

Vol.2 No.9 2004/05/13

FDA FDA [“Zelnorm?] tegaserod maleate
3
Vol.2 No.10  2004/05/27
Health Canada [“Zelnorm”] tegaserod hydrogen maleate
3
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http://www.fda.gov
http://medicines.mhra.gov.uk
http://www.medsafe.govt.nz/profs/PUarticles/Statinmyop.htm

Tegaserod Maleate 5-HT, agonist

9 Thiomersal in vaccines Recent evidence supports safety
thiomersal
Thiomersal
EU EMEA thiomersal

1 EMEA Statement, EMEA/CPMP/VEG/1194/04/Adopted, 24 March 2004.
URL.: http://www.emea.eu.int

10 Zafirlukast Reports of serious hepatic events
Zafirlukast
Vol.2 No.9 2004/05/13
Health Canada [“Accolate’] zafirlukast
6

1 'Dear Healthcare Professional’ letter from AstraZeneca Canada Inc., 14 April 2004.
URL.: http://www.hc-sc.gc.ca
Zafirlukast

3. Feature

Selective Serotonin Reuptake Inhibitors SSRIs : Use in children with Major Depressive Disorder
Depressive disorder

SSRIs

MDD
15 20%

SSRI
SSRI
SSRI
18 SSRI
SSRI

12


http://www.emea.eu.int
http://www.hc-sc.gc.ca

MDD  SSRIs

FDA CSM SSRIs venlafaxine
MDD
MDD
2003 12 CSM
1 SSRI 18
2 paroxetine sertraline citalopram escitalopram  SSRIs
venlafaxine 18 MDD
3 MDD fluvoxamine
4 Fluoxetine 18 MDD
fluoxetine MDD 18
MDD fluoxetine
5 Fluoxetine SSRI
SSRI IMB
SSRI 18 MDD
IMB SSRIs
Health Canada SSRI SNRI serotonin noradrenaline

18

bupropion citalopram fluvoxamine mirtazapine paroxetine sertraline

18
ADRAC
SSRI
MDD SSRI
SSRI
ADRAC
SSRIs Paroxetine

ADRAC

venlafaxine

13

Health Canada

venlafaxine

MDD

MDD



FDA  SSRI CSM 2004 3 FDA

MDD
fluoxetine FDA fluoxetine sertraline paroxetine
fluvoxamine citalopram escitalopram bupropion venlafaxine nefazodone mirtazapine
FDA
1
2 MDD
3
4
MARC 18 MDD
SSRI
MDD SSRIs MARC
MDD
SSRIs
MEB SSRI
MEB
SSRIs
Paroxetine Hydrochloride SSRI
Sertraline Hydrochloride SSRI 2004/04/19
Citalopram Hydrobromide SSRI
Phase 11 1996/03 2004/03/11
Escitalopram Oxalate SSRI Phase | 2004/04/08
Venlafaxine Hydrochloride SNRI Phase 111 2004/04/20

Fluvoxamine Maleate SSRI

14



Fluoxetine Hydrochloride SSRI Phase 111 2004/04/19

Bupropion Hydrochloride NDRI norepinephrine dopamine reuptake inhibitor

Phase | 2002 2004/03/10
Mirtazapine Noradrenergic and Specific Serotonergic Antidepressant NaSSA
2004/03/10
Nefazodone Hydrochloride SARI Serotonin 2antagonist/reuptake inhibitor
Phase Il 2003/08/29 2004/03/10
11
Prescrire
Parecoxib A NSAID for Postoperative Pain : No Proven Advantage
Parecoxib NSAIDs
Parecoxib ketoprofen 2
NSAIDs
NSAIDs ketorolac 1990 Parecoxib
ketoprofen
Parecoxib ketoprofen Ketorolac
3 parecoxib
Morphine parecoxib 2 morphine 4mg
4 parecoxib
morphine morphine
Parecoxib  COX-2
NSAIDs
Parecoxib valdecoxib
parecoxib ketoprofen 10
ketoprofen NSAIDs
parecoxib ketoprofen morphine paracetamol
acetaminophen /
Morphine
Parecoxib  morphine morphine Parecoxib
ketoprofen parecoxib ketoprofen
Parecoxib ketorolac ketorolac  ketoprofen
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Parecoxib NSAIDs
parecoxib
Parecoxib

1 Prescrire International June 2004 13 71 83-85.

http://www.prescrire.org/index.php

Parecoxib COX-2 2004/2 2004/06/24
Celecoxib COX-2 2004/04/19

Rofecoxib COX-2 Phase 111 2004/04/20

Valdecoxib COX-2 Phase Il 2004/05 2004/7/26
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