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2004 Safety Alert [“Rituxan”] rituximab
B
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rituximab genetical recombination
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3. CDER 2004/10/15
FDA Public Health Advisory
Suicidality in children and adolescents being treated with antidepressant medications

FDA
MedGuide Patient Medication Guide
FDA 2004 9
13 14 Psychopharmacologic Drugs Advisory Committee  Pediatric Drugs Advisory Committee
FDA
Advisory
MDD OCD
SSRI 9
4 24 4,400
4%
2% 2
FDA
MDD
MDD [“Prozac’] fluoxetine
OCD [“Prozac’] [“Zoloft”] sertraline [“Luvox’]
fluvoxamine [“Anafranil”] clomipramine


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

MedGuides

FDA

MedGuides

http://www.fda.gov/cder/drug/antidepressants/default.htm FDA

FDA

[“Anafranil”] clomipramine HCI
[“Aventyl”] nortriptyline HCI
[“Celexa’] citalopram HBr
[“Cymbalta’] duloxetine HCI
[“Desyrel”] trazodone HCI
[“Effexor”] venlafaxine HCI
[“Elavil”] amitriptyline HCI
[“Lexapro”] escitalopram oxalate
[“Limbitrol”]
chlordiazepoxide/amitriptyline
[“Ludiomil”] Maprotiline HCI
[“Luvox”] fluvoxamine maleate

[“Marplan”] isocarboxazid
[“Nardil”] phenelzine sulfate
[“Norpramin”] desipramine HCI
[“Pamelor”] nortriptyline HCI
[“Parnate”] tranylcypromine sulfate
[“Paxil”] paroxetine HCI
[“Pexeva’] paroxetine mesylate
[“Prozac’] fluoxetine HCI
[“Remeron’] mirtazapine
[“Sarafem”] fluoxetine HCI
[“Serzone”] nefazodone HCI
[“Sinequan”] doxepin HCI

[“Surmontil”] trimipramine
[“Symbyax’] olanzapine/fluoxetine
[“Tofranil”] imipramine HCI
[“Tofranil-PM”] impiramine
pamoate

[“Triavil”]

Perphenaine/ Amitriptyline
[“Vivactil”] protriptyline HCI
[“Wellbutrin”] bupropion HCI
[“Zoloft”] sertraline HCI
[“Zyban”] bupropion HCI

http://www.fda.gov/cder/drug/antidepressants/SSRIPHA200410.htm

4, FDA MedWatch Web

2004/09/27

Summary View: Safety Labeling Changes Approved By FDA Center for Drug Evaluation and

Research CDER  July 2004
FDA/CDER 2004 7
[“Sporanox’] itraconazole Cisapride midazolam pimozide quinidine dofetilide triazolam
levacetylmethadol levomethadyl CYP3A4 HMG-CoA

lovastatin  simvastatin dihydroergotamine ergometrine

ergonovine Itraconazole

CYP3A4

ergotamine methylergometrine methylergonovine
cisapride pimozide levacetylmethadol levomethadyl

QT /

quinidine


http://www.fda.gov/cder/drug/antidepressants/default.htm%EF%BC%88FDA
http://www.fda.gov/cder/drug/antidepressants/SSRIPHA200410.htm

[“Ziagen”] abacavir sulfate Abacavir

abacavir
2
[“Delestrogen’] estradiol valerate [“Prefest”] estradiol/norgestimate WHIMS
4 estrogens CE  medroxyprogesterone MPA 65
65
estrogen
[“Viread”] tenofovir HBV B
HIV/HBV
Tenofovir HBV
HBV
[“Advil”] ibuprofen ibuprofen
65 ibuprofen

[“Avelox”] moxifloxacin [“Cipro”] ciprofloxacin

/
[“ChloraPrep One Ste”] chlorhexidine gluconate 2%

30 1

http://www.fda.gov/medwatch/SAFETY/2004/jul04 quickview.htm

Health Canada

1. Attention: Product withdrawal 2004/10/07

Subject: Merck Sharp & Dohme MSD  announces voluntary worldwide withdrawal of

“Vioxx’ [rofecoxib]
Merck Sharp & Dohme ‘Vioxx’ rofecoxib
MSD 2004 9 30 “Vioxx” rofecoxib
MSD
3 APPROVe Adenomatous Polyp


http://www.fda.gov/medwatch/SAFETY/2004/jul04_quickview.htm

Prevention on Vioxx
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18
“Vioxx” APPROVe 18
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“Vioxx? 2
Merck  Whitehouse Station NJ USA Raymond Gilmartin
“Vioxx’
“Vioxx” 1999 80
“Ceoxx’ 2003 “Vioxx” 25
2000 3 VIGOR Vioxx Gl Outcomes Research “Vioxx”
Gl naproxen naproxen
Il “Vioxx” “Vioxx”  naproxen NSAID
MSD
“Vioxx’
Merck Research Laboratories Dr. Peter S. Kim MSD
APPROVe
“Vioxx”
18
“Vioxx’
MSD FDA Merck
Frosst Health Canada “Vioxx”
“Vioxx”



“Vioxx’ “Vioxx’

www.merckfrosst.com Merck Frosst Customer
Information Centre 1-800-567-2594
1
COX-2 NSAID

APPROVe
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/vioxx_Itp_e.html

2004 10 7 Health Canada Attention “Merck Sharp & Dohme
MSD announces voluntary worldwide withdrawal of “Vioxx’ [rofecoxib]”
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/vioxx_hpc_e.html
(rofecoxib COX-2 Phase 111 HP 2004/10/01

2. Canadian Adverse Reaction Newsletter Vol.14 No.4 2004 10 2004/10/08
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/adrv14n4 e.html

1 [‘Duragesic’] transdermal fentanyl : respiratory arrest in adolescents

[‘Duragesic’] fentanyl

Health Canada [‘Duragesic’] fentanyl
2 1 15
[‘Duragesic’]25 21
2
2 14 [‘Duragesic’]25
14
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! [‘Duragesic’]
18

[‘Duragesic’]


http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/vioxx_ltp_e.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/vioxx_hpc_e.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/adrv14n4_e.html
www.merckfrosst.com

[‘Duragesic’]

[‘Duragesic’] fentanyl 72
! 4
fentanyl
Fentanyl
2 1.2 40
12 48 [‘Duragesic’]
fentanyl 2 fentanyl 17 13 22
50% !
Health Canada 2 [‘Duragesic’]25
21 14 fentanyl

1 Duragesic 25 fentanyl transdermal system [product monograph]. Toronto: Janssen-Ortho

Inc.; 2002.
2 Grond S, Radbruch L, Lehmann KA. Clinical pharmacokinetics of transdermal opioids: focus on
transdermal fentanyl. Clin Pharmacokinet 2000;38 1 :59-89.
3 Kornick CA, Santiago-Palma J, Moryl N, Payne R, Obbens EA. Benefit-risk assessment of
transdermal fentanyl for the treatment of chronic pain. Drug Saf 2003;26 13 :951-73.
(fentanyl )

2 ['Remicade’] infliximab and [‘Enbrel’] etanercept : serious infections and tuberculosis

[‘Remicade’] infliximab [‘Enbrel’] etanercept :
alfa TNF alfa
' TNF alfa
! I‘Remicade’] infliximab
methotrexate 2 [‘Enbrel’] etanercept
4 17 s
TNF alfa B
23

23

Health Canada 2000 1 1 2004 5 31 infliximab AR

697 etanercept 536 1

Food and Drug Regulations
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1 Khanna D, McMahon M, Furst DE. Safety of tumour necrosis factor-alfa antagonists. Drug Safety
2004;27 5 :307-24.

2 Remicade infliximab [product monograph]. Malvern PA : Centocor Inc.; 2004. Imported by
Schering Canada Inc., Pointe-Claire QC .

3 Enbrel etanercept [product monograph]. Thousand Oaks CA : Immunex Corp.; 2003.
Distributed by Amgen Canada Inc., Mississauga ON and Wyeth Canada, Montréal QC .

4 Lettre aux prescripteurs. Observatoire Ratio. Observatoire national des infections et lymphomes
survenant sous anti-TNF alfa. 23 January 2004. Available:
http://afssaps.sante.fr/htm/10/filltrpsc/Ip040201.pdf accessed 2004 June 21 .

5 Maksymowych WP. Reporting process of randomized controlled trials [letter]. CMAJ 2004;170

9 :1375.

infliximab genetical recombination  TNF alfa antagonist

etanercept TNF alfa antagonist 2004/06/07

3 Products containing bitter orange or synephrine: suspected cardiovascular adverse reactions

synephrine
Citrus aurantium synephrine
Health Canada synephrine

synephrine
1
ephedra/ephedrine
ephedra
3
Synephrine alfa- ephedrine
ephedra/ephedrine

4 synephrine

®>  Synephrine
® Health Canada  synephrine
synephrine  ephedrine

synephrine

! Health Canada ephedra
2
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http://afssaps.sante.fr/htm/10/filltrpsc/lp040201.pdf

Health Canada 1998 1 1 2004 2 28

synephrine 16 1
ephedra/ephedrine
7 8 ephedra/ephedrine
16 2
ephedra/ephedrine synephrine
ephedra
synephrine

Health Canada

1 Blumenthal M, senior editor. Herbal medicine - expanded Commision E monographs. 1st ed.
Austin  TX : American Botanical Council; 2000. p. 287-9.

2 Health Canada reminds Canadians of the dangers of Ephedra/ephedrine products. Ottawa: Health
Canada; 2003 June 9. Available:
http://www.hc-sc.gc.ca/english/protection/warnings/2003/2003_43.htm accessed 2004 July 5 .

3 FDA announces rule prohibiting sale of dietary supplements containing ephedrine alkaloids
effective April 12 [FDA statement]. Rockville MD : US Food and Drug Adminstration; 2004 Apr
12. Available: http://www.fda.gov/bbs/topics/NEWS/2004/NEW01050.html

accessed 2004 June 28 .

4 Health Canada warns Canadians not to use "Thermonex." Ottawa: Health Canada; 2004 May 28.
Available: http://www.hc-sc.gc.ca/english/protection/warnings/2004/2004_30.htm
accessed 2004 July 5 .
5 Calapai G, Firenzuoli F, Saitta A, Squadrito F, Arlotta MR, Canstantino G, Inferrera G. Antiobesity
and cardiovascular toxic effects of Citrus aurantium extracts in the rat: a preliminary report.
Fitoterapia 1999;70:586-92.

6 Nykamp DL, Fackih MN, Compton AL. Possible association of acute lateral-wall myocardial

infarction and bitter orange supplement. Ann Pharmacother 2004;38 5 :812-6.

7 Bucci L, Shugarman AE, Feliciano J, Wright J. Acute metabolic responses to synephrine-caffeine
compared to ephedrine-caffeine. Presented at the Conference on the Science and Policy of
Performance-Enhancing Products. NIH Office of Dietary Supplements; Bethesda, Md; Jan. 8-9,
2002. Available:
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http://www.hc-sc.gc.ca/english/protection/warnings/2003/2003_43.htm
http://www.fda.gov/bbs/topics/NEWS/2004/NEW01050.html
http://www.hc-sc.gc.ca/english/protection/warnings/2004/2004_30.htm

http://ods.od.nih.gov/news/conferences/BucciPEPCRN Ephedra Presentation Jan02.pdf
accessed 2004 June 27 .

8 Bitter orange. Natural Medicines Comprehensive Database. Available:

http://www.NaturalDatabase.com accessed 2004 June 27 . Jellin JM, Gregory PJ, Batz F,

Hitchens K, et al. Pharmacist's letter/prescriber’s letter. Natural Medicines Comprehensive
Database. 6th ed. Stockton CA : Therapeutic Research Faculty; 2004. p. 146-8.

4 Case Presentations

[‘Corvert’] ibutilide : suspected association with torsades de pointes
[‘Corvert’] ibutilide
52
metoprolol diltiazem 4 3.5 5.0 mmol/L
[‘Corvert’] ibutilide 2

ibutilide
[‘Corvert’]
Ibutilide "
ibutilide

1 Corvert Injection ibutilide fumarate injection [product monograph]. Kirkland QC : Pfizer
Canada Inc; 2003.
ibutilide K

Tubersol and anaphylaxis
Tubersol
36 [‘Tubersol’] Mantoux
11 15 11 18
5cm 11 22
11 43
11 45 [‘Adrenalin’]0.5mL

13


http://ods.od.nih.gov/news/conferences/BucciPEPCRN_Ephedra_Presentation_Jan02.pdf
http://www.NaturalDatabase.com

12 05 2

3. Subject: Revised prescribing information on [“Eprex”] epoetin alfa regarding thrombotic
vascular events related to high hemoglobin levels in patients with cancer 2004/10/14

[“Eprex”] epoetin alfa

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/eprex4 hpc e.html
Vol.2 No.21 2004/11/11

TGA
1. Actions by the Therapeutic Goods Administration concerning use of antidepressants in children
and adolescents 2004/10/15

TGA
SSRI 2004
FDA
FDA
Consumer Medicine Information Medication Guide
ADRAC TGA
ADRAC Royal Australian and New Zealand
College of Psychiatrists Royal Australian College of Physicians
ADRAC Australian Adverse Drug Reactions Bulletin National
Prescribing Service TGA
ADRAC 10 15 TGA
18 MDD
SSRI MDD fluoxetine
SSRI OCD
fluvoxamine sertraline 2 SSRI
SSRI citalopram escitalopram fluoxetine fluvoxamine paroxetine

14


http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/eprex4_hpc_e.html

sertraline venlafaxine

http://www.tga.health.gov.au/adr/ssri_tga.htm

2. Use of SSRI antidepressants in children and adolescents - updated 15 October 2004

SSRI 2004/10/15
ADRAC Australian Adverse Drug Reactions Advisory Committee MDD
SSRI !
FDA Columbia
2 ADRAC Royal Australian and New Zealand College of
Psychiatrists Royal Australian College of Physicians
SSRI 18 MDD
Fluoxetine
MDD Fluvoxamine sertraline 2 OCD
SSRI
SSRI
Paroxetine venlafaxine sertraline citalopram
fluoxetine fluoxetine Fluvoxamine
100 2-3 SSRI
SSRI
MDD
fluoxetine Fluoxetine
fluoxetine
SSRI
SSRI
SSRI
ADRAC
1 MDD SSRI

15


http://www.tga.health.gov.au/adr/ssri_tga.htm

MDD
2 MDD SSRI
Pl
sertraline MDD

citalopram escitalopram paroxetine venlafaxine

18

3 MDD SSRI

SSRI

ADRAC
1 SSRI citalopram escitalopram fluoxetine fluvoxamine paroxetine

venlafaxine
2 FDA mirtazapine
bupropion nefazodone

http://www.tga.health.gov.au/adr/adrac_ssri.htm

EU EMEA

Prescrire
Olanzapine- New indication in acute mania  Just another neuroleptic
Olanzapine
Lithium
haloperidol chlorpromazine
loxapine zuclopenthixol
olanzapine [‘Zyprexa’] [‘Zyprexa Velotab’] Lilly

olanzapine

10 15mg/ olanzapine

16

Fluvoxamine

fluoxetine

sertraline

10mg


http://www.tga.health.gov.au/adr/adrac_ssri.htm

haloperidol olanzapine haloperidol

Olanzapine  valproate disodium

1 lithium  valproate disodium
olanzapine Olanzapine
olanzapine

Olanzapine haloperidol olanzapine

haloperidol
olanzapine
Olanzapine /

lithium olanzapine
Olanzapine

olanzapine haloperidol 20 olanzapine

1 Prescrire International April 2004 13 70 45-47.
http://www.prescrire.org/index.php

olanzapine MARTA multi acting receptor targeted agents

Tel: 03-3700-9548 Fax: 03-5717-7180
E-mail: amano@nihs.go.jp

E-mail: michiko@nihs.go.jp
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