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From Professor Gordon Duff - Chairman of Committee on Safety of Medicines 2004/09/30
Committee on Safety of Medicines
Immediate withdrawal of rofecoxib [*Vioxx”]/[“VioxxAcute”]
[“Vioxx”]/[“VioxxAcute”] rofecoxib
Committee on Safety of Medicines “COX-2 NSAID” rofecoxib
[“Vioxx”J/[* VioxxAcute”]



[“Vioxx”]/[“ VioxxAcute’]

rofecoxib
Rofecoxib COX-2 cyclo-oxygenase-2 NSAID
1999 [“Vioxx”]
[“VioxxAcute’]
Rofecoxib COX-2 2000
COX-2 NSAID naproxen

Summary of Product Characteristics

and Patient Information Leaflets

APPROVe [“Vioxx’] 3
2000
2,600 [“Vioxx”]25mg
25 [“Vioxx’] 40
400 3 [“Vioxx’] 400
6 400 3
18
rofecoxib Merck Sharp and Dohme
rofecoxib
COX-2

http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/safetymessages/vioxx.pdf

Drug Alert 2004/09/30
Class 2 Medicines Recall Action Within 48 Hours

48 [“Vioxx*] [“VioxxAcute”] rofecoxib
Merck Sharp and Dohme [“Vioxx”] [“VioxxAcute’] rofecoxib
Chief Medical Officer http://www.mhra.gov.uk
CSM Gordon Duff
Class 2


http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/safetymessages/vioxx.pdf
http://www.mhra.gov.uk

http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/defmedsrepcen/Vioxx EL(04)A09.pdf

Committee on Safety of Medicines 2004/09/30
Immediate withdrawal of [“Vioxx”] [“VioxxAccute”] rofecoxib
[“Vioxx”] [“VioxxAccute’] rofecoxib
http://medicines.mhra.gov.uk/aboutagency/regframework/csm/csmhome.htm
(Rofecoxib COX-2 Phase 111 HP 2004/10/01

FDA
1. CDER 2004/09/17
Summaries of Medical and Clinical Pharmacology Reviews of Pediatric Studies as of September 17,
2004
2004 9 17 web
[“Paraplatin®] carboplatin

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

2. FDA News 2004/09/30
FDA lIssues Public Health Advisory on [‘Vioxx’] as its Manufacturer Voluntarily Withdraws the

Product
FDA [*Vioxx”] rofecoxib Public Health Advisory

FDA Merck NSAID [“Vioxx’] rofecoxib

FDA
Public Health Advisory
Merck
[“Vioxx”] [“Vioxx”]
FDA Lester M. Crawford Merck FDA
[“Vioxx”]
2
FDA Dr. Crawford


http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/defmedsrepcen/Vioxx_EL(04)A09.pdf
http://medicines.mhra.gov.uk/aboutagency/regframework/csm/csmhome.htm
http://www.fda.gov/cder/pediatric/Summaryreview.htm

NSAID

FDA 1999
[“Vioxx’] FDA 2 COX-2 NSAID
FDA
[“Vioxx”]
[“Vioxx’] COX-2 NSAID
ibuprofen naproxen NSAID
NSAID [“Vioxx’]
Merck 2004 9 27 FDA
[“Vioxx”] Merck FDA
9 28 FDA [“Vioxx’]
2000 6 Merck VIGOR [“Vioxx”] Gastrointestinal Outcomes Research
FDA [“Vioxx’] naproxen
FDA
VIGOR 2001 2
Arthritis Advisory Committee 2002 4
FDA  VIGOR
[“Vioxx™] Merck

[“Vioxx”]

http://www.fda.gov/bbs/topics/news/2004/NEW01122.html

3. FDA MedWatch Web 2004/09/30 2004/09/24
2004 Safety Alert
[“Zometa”] zoledronic acid ONJ
Novartis
[“Aredia’] pamidronate disodium
bisphosphonate
[“Aredia’] [“Zometa”]

FDA

[“Zometa’] zoledronic acid


http://www.fda.gov/bbs/topics/news/2004/NEW01122.html

ONJ

[“Aredia’] [“Zometa”]

http://www.fda.gov/medwatch/SAFETY/2004/safety04.htm#zometa
zoledronic acid
2004/10/07

pamidronic acid INN pamidronate disodium JAN

4. FDA MedWatch Web 2004/10/04 2004/09/17
2004 Safety Alert
[“Levoxyl”] levothyroxine sodium
FDA King Pharmaceuticals [“Levoxyl“] levothyroxine sodium
[“Levoxyl“]
[“Levoxyl“] [“Levoxyl“]

http://www.fda.gov/medwatch/SAFET Y/2004/safety04.htm#Levoxyl

levothyroxine sodium



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

Health Canada
1. Health Canada Endorsed Important Safety Information on [‘Lamictal’] lamotrigine
2004/09/27
Health Canada [“Lamictal’] lamotrigine
Important new safety information concerning the antiepileptic, [“Lamictal”] lamotrigine
[Lamictal”] lamotrigine
GlaxoSmithKline Health Canada [“Lamictal”] lamotrigine

[“Lamictal”] lamotrigine

[“Lamictal ]

[“Lamictal”] levonorgestrel ethinylestradiol
[“Lamictal”]
[“Lamictal ]

HRT lamotrigine

30mcg ethinylestradiol 150mcg levonorgestrel lamotrigine
300mgl 1

Lamotrigine lamotrigine

AUC 52% Cmax 39%

lamotrigine 2

Lamotrigine levonorgestrel AUC 19%
Cmax 12% Ethinylestradiol
FSH LH estradiol
lamotrigine
Progesterone
GlaxoSmithKline [“Lamictal”]

Product Monograph




[“Lamictal”]

[“Lamictal”]
[“Lamictal”]
[“Lamictal”] Product Monograph
[“Lamictal”]
carbamazepine
phenytoin phenobarbital primidone rifampin [“Lamictal”]
2
Carbamazepine phenytoin phenobarbital primidone rifampin
[“Lamictal”] 50%

[“Lamictal”]

[“Lamictal”]

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/lamictal hpc e.html

lamotrigine glutamate release inhibitors sodium channel blockers
2004/10/07

2. Advisory 2004/09/30

Health Canada informs Canadians of [*Vioxx’] withdrawal by Merck & Co.

Merck & Co. [“Vioxx”] rofecoxib Health Canada
Merck & Co. [“Vioxx”] rofecoxib
Health Canada
Merck & Co. Health Canada [“Vioxx’]
[ Vioxx”] APPROVe Adenomatous Polyp
Prevention Vioxx 3
[“Vioxx’]
18


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

[“Vioxx”]

18
Merck & Co.
[“Vioxx?] COX-2 NSAID 1999
2002 [“Vioxx’]
Health Canada VIGOR Vioxx Gastrointestinal Outcomes Research
2000 Health Canada  VIGOR

[“Vioxx”]
COX-2 Health Canada

Health Canada

Health Canada Merck & Co.

http://www.hc-sc.gc.ca/english/protection/warnings/2004/2004 50.htm

TGA  2004/09/30
1. Australian Adverse Drug Reactions Bulletin Vol.23, No.5 2004 10
http://www.tga.health.qgov.au/adr/aadrb/aadr0410.htm

1 Australian experience with pneumococcal conjugate vaccine

6 9 Streptococcus pneumoniae
2001 2
4 6B 9V 14 18C 19F 23F S. pneumoniae
7
85
67% ! S. pneumoniae
97% 95%CI[83 100%] 2

National Childhood Pneumococcal Vaccination Program 2001

2006 1 1

Universal Childhood Pneumococcal Vaccination Program 2 4 6


http://www.hc-sc.gc.ca/english/protection/warnings/2004/2004_50.htm
http://www.tga.health.gov.au/adr/aadrb/aadr0410.htm

2005 2

catch-up

2004 3 7

52,000 2 32,000 3 20,000
4
ADRAC 41 23
8 8
5 2 1 2
1 2 6B 2 7 3
4 18C

1 Prevenar Product Information, Wyeth Australian Pty Ltd, 26 Sep 2003.

2 Black S, Shinefield H, Fireman B, et al. Efficacy, safety and immunogenicity of heptavalent
pneumococcal conjugate vaccine in children. Pediatr Infect Dis J 2000;19:187-95.

3 National Childhood Pneumococcal Vaccination Program. Department of Health and Ageing. 19 Jul

2004. http://www.immunise.health.gov.au/pneumococcal/index.htm

4 Australian Childhood Immunisation Register. HIC Statistical Reporting, Health Insurance

Commission. http://www.hic.gov.au/providers/health statistics/statistical reporting/acir.htm

2 Warnings for high dose tricyclic antidepressants

mg
50 75mg
Dothiepin
1
50mg 75mg “Prothiaden” “Dothep”  dothiepin “Deptran’

doxepin “Endep” amitriptyline  “Surmontil” trimipramine

50 75mg

1 Buckley NA, Dawson AH, Whyte IM, Henry DA. Greater toxicity in overdose of dothiepin than of


http://www.immunise.health.gov.au/pneumococcal/index.htm
http://www.hic.gov.au/providers/health_statistics/statistical_reporting/acir.htm

other tricyclic antidepressants. Lancet 1994;343:159-62.
dosulepin INN  dothiepin

3 Terbinafine and blood dyscrasias
Terbinafine

terbinafine  “Lamisil’

terbinafine 4 6 terbinafine
1 16
ADRAC terbinafine 14 534
7 5 2
35 84 65 4 10 terbinafine
5 8 5
9
4 terbinafine 1 79 1
terbinafine 2
Terbinafine
6
1 terbinafine
! ADRAC terbinafine
143 23 50 47
1 20

1 Aguilar C, Mueller KK. Reversible agranulocytosis associated with oral terbinafine in a pediatric
patient. J Am Acad Dermatol 2001;45:632-4.

2 Ornstein DL, Ely P. Reversible agranulocytosis associated with oral terbinafine for onychomycosis. J
Am Acad Dermatol 1998;39:1023-4.

3 Gupta AK et al. Severe neutropenia associated with oral terbinafine therapy. J Am Acad Dermatol
1998;38:765-7.

4 Shapiro M et al. Terbinafine-induced neutropenia. Brit J Dermatol 1999;140:1196-7.
Kovacs MJ et al. Neutropenia and pancytopenia associated with oral terbinafine. J Am Acad Dermatol
1994;31:806.

6 Conjeevaram G et al. Terbinafine-induced hepatitis and pancytopenia. Digestive Diseases and
Sciences 2001;46:1714-6.

10



7 Terbinafine - a question of taste. Aust Adv Drug Reactions Bull 1996;15:2-3.

terbinafine

4 Cholinesterase inhibitors and cardiac arrhythmias

“Aricept”  donepezil “Exelon”  rivastigmine
“Reminyl” galantamine 3
Donepezil
4
beta
Donepezil | Rivastigmine | Galantamine
14 7 6
1 - 1
5 - 1
10 8 4
2 - 1
7 1 -
235 82 54
PBS 2003 12 439,000 78,000 67,000
donepezil
rivastigmine
Phase | 2004/10/14
galantamine
2004/10/14
5 Quinine indications - cramps deleted
Quinine
ADRAC 228 6

quinine

11



1 ADRAC. Quinine and profound thrombocytopenia. Aust Adv Drug Reactions Bull 2002;21:10.

Quinine

2. Media release 2004/09/30
Consumer level recall of arthritis drug
[“Vioxx”] rofecoxib
Merck Sharp & Dohme [“Vioxx”] rofecoxib

APPROVe Adenomatous Polyp Prevention Vioxx
[“Vioxx’]25mg 1 1

18
[“Vioxx’] 18
1 [“Vioxx’]
Merck Sharp & Dohme TGA
[“Vioxx”] 1999 6 30 1 25mg
25 30 [“Vioxx”]
320
TGA John McEwen [“Vioxx”]
2003 10 Adverse Drug Reactions Bulletin 1 25mg
rofecoxib
TGA [“Vioxx’]
APPROVe

[“Vioxx’]
http://www.tga.health.gov.au/media/2004/040930 vioxx.htm

EU EMEA
Press Release 2004/10/06
EMEA statement following withdrawal of [“Vioxx”] rofecoxib
EMEA [“Vioxx”] rofecoxib
2004 10 4 5 CHMP  Medicinal Products for Human Use EMEA
[“Vioxx”] rofecoxib Merck Sharp & Dohme 2004 9 30

12

65


http://www.tga.health.gov.au/media/2004/040930_vioxx.htm

APPOVe 18

EU COX-2 celecoxib etoricoxib
parecoxib rofecoxib valdecoxib 2
Pharmacovigilance Working Party CHMP

10

EMEA COX-2
2003 11
EMEA COX-2
COX-2

celecoxib parecoxib
valdecoxib celecoxib etoricoxib rofecoxib

http://www.emea.eu.int/htms/hotpress/d9794904.htm

NeLH  National Electronic Library for Health, NHS
Breast cancer drug cuts risk of recurrence 2004/09/17
Letrozole

“Femara’ letrozole

Princess Margaret Paul Goss

“Femara’ Novartis
Pharmaceuticals

tamoxifen 4.5 6
letrozole

I 3 45 6

tamoxifen 5,187

estrogen progesterone

13


http://www.emea.eu.int/htms/hotpress/d9794904.htm

5 2.5mg letrozole
2.4 207
75 letrozole
132 letrozole 43%
Letrozole 93% 4 87%
42 letrozole 31 4 letrozole 96%
94%
letrozole
letrozole
letrozole
Tamoxifen letrozole
CDSR Cochrane Database of Systematic Reviews 2 DARE Database of Abstracts of

Reviews of Effects

1 Goss PE, Ingle S, Martino NJ, Robert NB, Muss HJ, Piccart MM, Castiglione M. et al. A randomized
trial of letrozole in postmenopausal women after five years of tamoxifen therapy for early-stage breast
cancer. NEJM 2003;349:1793-1802.

2 New treatment significantly improves long-term outlook for breast cancer survivors. National Cancer
Institute Press Release. 10 June 2004 Update.

3 Goss PE, Ingle JN, Martino S, Robert NJ, Muss HB, Piccart MJ, et al. Updated analysis of the NCIC
CTG MA.17 randomized placebo P controlled trial of letrozole L after five years of tamoxifen
in postmenopausal women with early stage breast cancer. ASCO Annual Meeting 2004. Abstract No:
847.
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4 Lamb HM, Adkins JC. Letrozole: a review of its use in postmenopausal women with advanced breast
cancer. Drugs 1998;56 6 :1125-1140. [DARE Abstract]

5 Messori A, Cattel F, Trippoli S, Vaiani M. Survival in patients with metastatic breast cancer: analysis
of randomized studies comparing oral aromatase inhibitors versus megestrol. Anti-Cancer Drugs
2000;11 9 :701-706. [DARE Abstract]

http://www.nelh.nhs.uk/hth/breast _cancer_drug4.asp

letrozole 2004/10/07

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

E-mail: michiko@nihs.go.jp
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