Vol.3 No.13 2005/07/14

COX-2 [“Bextra”] vadecoxib [“Ceebrex”] celecoxib [“Vioxx”]
rofecoxib NSAID FDA - ittt iisseaannaeeannnns 2
[“Iressa’] gefitinib FDA cccvcvenenenennnn 3
[“Tarceva’] erlotinib NSCLC
I R PP 4
FDA «ccrreeemnnn ittt iinnaaannnns 6
FDA/CDER 2005 4 FDA ---vevvnnns 7
2006 7 1 FDA
........................................................................... 8
FDA [“Ligiang 47] FDA -----vreun-- 8
HealthCanada ------«- s cammmma ettt e e taa e saaaasaaaa s aaanaanannnns 9
Hedth Canada
............................................................. .10
Canadian Adverse Reaction Newsletter Vol.15 No.3 2005 7 Health Canada
[“Duragesic’] fentanyl L e 10
black cohosh @ e 12
[‘Avendi@’] rodglitazone HOL e A2
lbuprofen: e 14
............................................... 15
Mefloquine QT e 15
Thioridazine NZMEDSAFE «-v--vrrenmmmrrnnnnnennnnns 16
EMEA COX-2 EUEMEA ---cvvcerrennmmannnnnnns 17

[fooco’]ooco

2005/07/06
MHRA



Vol.3 No.13 2005/07/14

FDA
1. FDA MedWatch Web 2005/06/15 2005/06/15
COX-2 Selective includes[“Bextra’] [“Celebrex”] and [“Vioxx”] and Non-Selective

Non-Steroidal Anti-Inflammatory Drugs NSAIDs

COX-2 [“‘Bextra’] valdecoxib [“Celebrex’] celecoxib [“Vioxx?]
rofecoxib NSAID
FDA NSAID
OTC NSAID
NSAID medication guide [“Celebrex’]
celecoxib COX-2 NSAID
Ccv Gl
NSAID [“Celebrex’] celecoxib
OTC NSAID Ccv Gl
CDER /
NSAID NDA new drug application

2005 2 16 18

Advisory Committee

Arthritis Advisory Committee Safety and Risk Management

FDA

http://www.fda.gov/cder/drug/infopage/ COX 2/default.htm

http://www.fda.gov/medwatch/SAFETY /2005/saf ety 05.htm#NSAI D

valdecoxib
2005/04/07

celecoxib

rofecoxib
2004/10/01

COX-2 Phase 11/111 2005/04/21
COX-2 2005/04/11
COX-2 Phase Il HP
2004/09/30


http://www.fda.gov/cder/drug/infopage/COX2/default.htm
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#NSAID
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2. FDA Public Health Advisory 2005/06/17
New Labeling and Distribution Program for [“Iressa’] gefitinib
[“Iressa’] gefitinib

FDA [“Iressa’] gefitinib

gefitinib
FDA  IressaAccess Program
AstraZeneca
[“Iressa’]
[“Iressa’]
2006 6 17 IRB non-IND
AstraZeneca IND
[“Iressa’]
EGFR gefitinib
Subpart H
2003 5 NSCLC Gefitinib
10%
docetaxel
[“Iressa’] [“Tarceva’] erlotinib
[“Tarceva’]
FDA [“Iressa’] 2 1
12
NSCLC
1,692 gefitinib "EGFR"
EGFR [“Tarceva’]
Il NSCLC 2
gefitinib Gefitinib
FDA gefitinib
gefitinib

http://www.fda.gov/cder/drug/advisory/iressa.htm
http://www.fda.gov/medwatch/SAFETY /2005/saf ety 05.htm#l ressa
gefitinib EGFR



http://www.fda.gov/cder/drug/advisory/iressa.htm
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Iressa
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[“Tarceva’] erlotinib NSCLC
[“Tarceva’] erlotinib FDA 2004 11 18
NSCLC 1
1 1 3
1
731 erlotinib 150 mg/ 21
erlotinib 488 243
2
1
erlotinib
erlotinib 6.7 4.7 HR 0.73 95%Cl [0.61
0.86] p 0.001 12
Progression-free survival PFS  erlotinib
erlotinib 9.9 7.9 HR 0.59 95%CI [0.50 0.70]
p<0.001 2
[“Iressa’] gefitinib 1,692
gefitinib 5.6 5.1 HRO0.89 p=0.11
1 3
2 EGFR /
EGFR erlotinib
10.7 38 HR=0.65 95%CI [0.4 1.0] 27
EGFR erlotinib 5.2
7.5 HR=1.01 95%CI [0.7 1.6] EGFR
EGFR erlotinib
EGFR /
3
n=567 0.79 95%Cl [0.6 1.0] n=91 0.61 95%Cl [0.4 1.0]
2 2
2
Erlotinib erlotinib 856 erlotinib
1,228 2
1
NSCLC erlotinib
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erlotinib 0.8
erlotinib 0.6
2
Erlotinib Erlotinib
9 % 3 4 6 % 2
erlotinib 1% 6% 1%
8
12
3
ALT AST 2
ALT 2
25 5.0 erlotinib 4%
1% 5.0 20.0
erlotinib erlotinib
4
erlotinib 65
2 Erlotinib
2
National Cancer Institute
1 Erlotinib  gefitinib
N 95% p
Erlotinib 488 6.7 0.73
243 47 061 086 0.001
Gefitinib 1,129 5.6
563 51 0.89 0.11
Gefitinib 95% 2-4
2 Erlotinib
N 95
Erlotinib: 731 0.76 0.6 0.9
EGFR 127 0.65 04 1.0
EGFR 111 1.01 0.7 16
EGFR 493 0.76 0.6 0.9
567 0.79 06 1.0
91 0.61 04 1.0
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1 Tarcevafor NSCLC
http://www.nci.nih.gov/clinicaltrial s/devel opments/newly-approved-treatments/page23

2 [“Tarceva’] erlotinib
http://www.fda.gov/cder/foi/l abel/2004/021 7431 bl .pdf
3 [“lressa’] gefitinib
http://www.fda.gov/cder/foi/l abel/2005/021399s008l bl pdf
4) I1SEL 4
http://www.mhlw.go.jp/shingi/2005/03/dl/s0324-11b.pdf
erlotinib EGFR
Phasell 2005/04/22

3. FDA Public Health Advisory 2005/06/30
Suicidality in Adults Being Treated with Antidepressant M edications

FDA

FDA

http://www.fda.gov/cder/drug/antidepressants/Pl_templ ate.pdf

http://www.fda.gov/cder/drug/anti depressants/anti depressantList.htm
FDA

FDA


http://www.nci.nih.gov/clinicaltrials/developments/newly-approved-treatments/page23
http://www.fda.gov/cder/foi/label/2004/021743lbl.pdf
http://www.fda.gov/cder/foi/label/2005/021399s008lbl.pdf
http://www.mhlw.go.jp/shingi/2005/03/dl/s0324-11b.pdf
http://www.fda.gov/cder/drug/antidepressants/PI_template.pdf
http://www.fda.gov/cder/drug/antidepressants/antidepressantList.htm
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http://www.fda.gov/cder/drug/anti depressants/defaul t.htm
FDA

1 FDA

http://www.fda.gov/cder/drug/advisory/SSRI200507.htm
http://www.fda.gov/medwatch/SAFETY /2005/saf ety 05.htm#tanti depressant

4. FDA MedWatch 2005/06/30
Summary View: Safety Labeling Changes Approved By FDA Center for Drug Evaluation and
Research CDER  April 2005

FDA/CDER 2005 4
C contraindications BW boxed warning W warnings
P precautions AR adverse reactions
C BW | W P AR
Mitoxantrone for Injection concentrate Novantrone o o
Lovastatin Mevacor Tablets o
Nitroglycerin Nitro-Dur Transderma Infusion °
System
Clopidogrel bisulfate Tablets Plavix o o o
Lansoprazole/Amoxicillin/Clarithromycin | Prevpac
(@] (@) (@)
Tablets
Efavirenz Sustiva capsules and Tablets o o o
Nifedipine Adalat CC -
Extended Release Tablets
Clindamycin 1% BenzaClin Topical Gel -
- Benzoy| Peroxide 5% gel
Calcipotriene Cream Dovonex Cream o
Calcipotriene Ointment Dovonex o
Calcipotriene Solution Dovonex Scalp Solution o
Gemcitabine Hydrochloride Gemzar for Injection o
Losartan Potassium-Hydrochlorothiazide | Hyzaar
(@} (@}
Tablets
Lopinavir/Ritonavir Kaletra - -
Capsules and Oral Solution
Pentoxifylline Trental Tablets o



http://www.fda.gov/cder/drug/antidepressants/default.htm
http://www.fda.gov/cder/drug/advisory/SSRI200507.htm
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#antidepressant
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C BW W P AR
Ranitidine Hydrochloride Zantac Tablets and Syrup o
Ranitidine Hydrochloride Effervescent Zantac EFFERdose Tablets
Carvedilol Coreg Tablets o
L osartan potassium Tablets Cozaar o
Budesonide Entocort EC Capsules o
Nesiritide Natrecor for Injection o
Rifampin, Isoniazid and Pyrazinamide Rifater Tablets o
Metoprolol Succinate Toprol-XL -

Extended Release Tablets

http://www.fda.gov/medwatch/SAFETY /2005/apr05_quickview.htm

5. CDER 2005/07/01
Summaries of Medical and Clinical Pharmacology Reviews of Pediatric Studies as of July 1,
2005
2005 7 1
[“Invanz’] ertapenem [“Keppra’]

levetiracetam [“Avapro’] irbesartan

[“Zyvox’] linezolid
http://www.fda.gov/cder/pediatric/Summaryreview.htm

6. FDA Talk Paper 2005/07/01
FDA Issues Nationwide Alert for [“Ligiang 4”] Dueto Potential Health Risk
FDA [“Ligiang 47]
FDA [“Ligiang 47] glyburide
glibenclamide INN JP
glyburide [“Ligiang 4’]

[“Ligiang 47]

http://www.fda.gov/bbs/topics) ANSWERS/2005/ANS01363.html
glibenclamide INN JP glyburide USAN



http://www.fda.gov/medwatch/SAFETY/2005/apr05_quickview.htm
http://www.fda.gov/cder/pediatric/Summaryreview.htm
http://www.fda.gov/bbs/topics/ANSWERS/2005/ANS01363.html

Health Canada
1. Advisory for Health Professionals 2005/06/22
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Increased Mortality Associated with the Use of Atypical Antipsychotic Drugsin Elderly

Patientswith Dementia

Health Canada
[“Risperdal’] risperidone
[“Risperdal’] risperidone [“Seroquel’]
quetiapine [“Zyprexa’] olanzapine 13 10
16
[“Risperdal”]
risperidone /
[“Clozaril”] clozapine
13 Health Canada
[“Risperdal”]
Clozapine Risperidone Quetiapine Olanzapine
[“Clozaril”] [“Risperdal ] [“Seroquel ”] [“Zyprexa’]
6 2 5
! 40/1,000 | 22712 | 20/365 | 7/217 | 42/1,184 | 7/478
4 31 55 3.2 35 15

http://www.hc-sc.gc.ca/hpfb-dgpsal/tpd-dpt/atyp-antipsycho _hpc-cps _e.html
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Advisory for the Public 2005/06/15
Health Canada advises consumers about important safety information on atypical
antipsychotic drugs and dementia
Health Canada

Health Canada 2

16

[“Risperdal”] risperidone [“Seroquel’] quetiapine [“Zyprexa’] olanzapine
[“Clozaril”] clozapine

[“Clozaril”] 4
[“Seroquel”] [“Zyprexa’] [“Clozaril’]
[“Risperdal’] 3 [“Risperdal’]
/
Health Canada

http://www.hc-sc.gc.ca/english/protecti on/warnings/2005/2005 63.html

risperidone SDA serotonin-dopamine antagonist
quetiapine MARTA multi acting receptor targeted agents
olanzapine MARTA multi acting receptor targeted agents
clozapine MARTA multi acting receptor targeted agents
2005/01/26

2. Canadian Adver se Reaction Newdletter Vol.15 No.3 2005 7 2005/07/04
http://www.hc-sc.gc.calhpfb-dgpsa/tpd-dpt/carn-bcei v15n3 e.html

1 [“Duragesic’] transdermal fentanyl : Abusein adolescents
[“Duragesic’] fentanyl

[“Duragesic’] fentanyl 1992

10


http://www.hc-sc.gc.ca/english/protection/warnings/2005/2005_63.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/carn-bcei_v15n3_e.html
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fentanyl
HeathCanada 1998 1 1 2006 1 31 14 17
[“Duragesic’] 4 3 1
3
Fentanyl 3 28 84%
2 fentany!

fentanyl
67 fentany!
Fentanyl
[“Duragesic’]
[“Duragesic’] [“Duragesic’]
1

Duragesic 25 fentanyl transdermal system [product monograph]. Toronto: Janssen-Ortho
Inc.; 2004.

Marquardt KA, Tharratt RS, Musallam NA. Fentanyl remaining in a transdermal system
following three days of continuous use. Ann Pharmacother 1995;29 10 :969-71.

Kramer C, Tawney M. A fatal overdose of transdermally administered fentanyl. J Am Osteopath
Assoc 1998;98 7 :385-6.

DeSio JM, Bacon DR, Peer G, Lema MJ. Intravenous abuse of transdermal fentanyl therapy in a
chronic pain patient. Anesthesiology 1993;79 5 :1139-41.

Marquardt KA, Tharratt RS. Inhaation abuse of fentanyl patch. J Toxicol Clin Toxicol 1994;32
1 :75-8.

Frolich MA, Giannotti A, Modell JH. Opioid overdose in a patient using a fentanyl patch during
treatment with awarming blanket. Anesth Analg 2001;93 3 :647-8.

Rose PG, Macfee MS, Boswell MV. Fentanyl transdermal system overdose secondary to
cutaneous hyperthermia. Anesth Analg 1993;77 2 :390-1.

Kuhlman JJ Jr, McCaulley R,Vaouch TJ, Behonick GS. Fentanyl use, misuse, and abuse: a
summary of 23 postmortem cases. J Anal Toxicol 2003;27 7 :499-504.

fentanyl

11
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2 Black cohosh: International reportsof liver toxicity
black cohosh :

Cimicifuga racemosa

MHRA Medicines and Hedlthcare products Regulatory Agency 2005 3 31

20 L2
1 3
HeathCanada 1998 1 1 2005 2 28
7
33 55
2004 1
Natural Health Products Regulations Health Canada
Health Canada

1 Committee on Safety of Medicines and the Medicines and Healthcare products Regulatory
Agency. Black cohosh cimicifuga racemosa and hepatotoxicity. Curr Probl
Pharmacovigilance 2004;30 Oct :10. Available:

http://medicines.mhra.gov.uk/ourwork/monitorsaf equal med/currentproblems/currentproblems_oct
04.pdf accessed 11 May 2005 .

2 Medicines and Healthcare products Regulatory Agency. Herbal medicines. Herbal safety news.
Available:

http://medicines.mhra.gov.uk/ourwork/licensingmeds/herbal meds/herbal saf ety . htm#bl ack

Accessed 11 May 2005 .

3 Levitsky J, Alli TA, Wisecarver J, Sorrell MF. Fulminant liver failure associated with the use of

black cohosh. Dig Dis Sci 2005;50 3 :538-9.

3 [“Avandia’] rosiglitazone : Decreased high-density lipoprotein cholesterol levels
[“Avandia’] rosiglitazone : HDL

[“Avandia’] rosiglitazone

12


http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/currentproblems/currentproblems_oct04.pdf
http://medicines.mhra.gov.uk/ourwork/monitorsafequalmed/currentproblems/currentproblems_oct04.pdf
http://medicines.mhra.gov.uk/ourwork/licensingmeds/herbalmeds/herbalsafety.htm#black
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! 2000 3
Rosiglitazone LDL
HDL
11,400 rosiglitazone HDL
2 HDL
HDL
A-l z
HeathCanada 2000 1 1 2004 12 31 rosiglitazone
HDL 1 2
61 fenofibrate metformin glyburide 1
perindopril 9 rosiglitazone 8 mg/
HDL 1.06 mmol/L 3 HDL
0.27 mmol/L 1.4 mmol/L 3.4 mmol/L
1.5 mmol/L HDL 4
154 4 Rosiglitazone 7
HDL 0.8 mmol/L HDL
53 rosiglitazone 2
Fenofibrate
rosiglitazone HDL A-l
3 2 3 rosiglitazone
HDL 2
rosiglitazone HDL
3 rosiglitazone
HDL

1 Avandia rosiglitazone [product monograph]. Mississauga ON : GlaxoSmithKline Inc.;

2004.
2 Sarker A, O’Rahilly S, Semple R, Martin S, Dinneen S. Severe hypo-cx-lipoproteinemia during

treatment with rosiglitazone. Diabetes Care 2004;27 11 :2577-80.
rosiglitazone
2005/04/01
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4 |buprofen: Stevens-Johnson syndrome
Ibuprofen:
SIS
1,2
1 3 5%
34
HeathCanada 1973 1 1 2005 2 21 ibuprofen
SIS 4 3 1
13 34 2001 4
200 1,200 mg/ ibuprofen
15 1 ibuprofen carbamazepine
Ibuprofen 1989 8 Ibuprofen SIS
RSV ibuprofen
2
1 Tripathi A, Peters NT, Patterson R. Erythema multiforme, Stevens-Johnson syndrome, and toxic

epidermal necrolysis. In: Grammar LC, Greenberger PA, editors. Patterson’s allergic diseases.
6th ed. Philadelphia: Lippincott Williams & Wilkins; 2002. p. 289-94.

Mockenhaupt M, Parsells Kelly J, Kaufman D, Stern RS; SCAR Study Group. The risk of
Stevens-Johnson syndrome and toxic epidermal necrolysis associated with nonsteroidal
antiinflammatory drugs: a multinational perspective. J Rheumatol 2003;30 10 :2234-40.

Wolkenstein P, Revuz J. Drug-induced severe skin reactions. Incidence, management and
prevention. Drug Safety 1995;13 1 :56-68.

Breathnach SM. Erythema multiforme, Stevens-Johnson syndrome and toxic epidermal
necrolysis. In: Burns T, Breathnach S, Cox N, Griffiths C, editors. Rook”s textbook of
dermatology. 7th ed. Malden: Blackwell Science Ltd.; 2004. p. 74.1-74.20.

Advil ibuprofen [product monograph]. Mississauga ON : Whitehall-Robins Inc.; 2004

Motrin IB ibuprofen [product monograph]. Guelph ON : McNeil Consumer Healthcare;
2003.

ibuprofen NSAID
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New Regional Adver se Reaction Centres

Health Canada Marketed Health Products Directorate

Canadian Adverse Drug Reaction Monitoring Program CADRMP

Regional Adverse Reaction Centre

CADRMP
Regional
Adverse Reaction Centre 2
2005 4
6 Casepresentation
Mefloquine: Suspected association with QT prolongation
Mefloquine QT
20
Apo-Mefloquine250mg 1 1 4 QT 4
Mefloquine 2
QT 432 ms 402
ms 484 ms QT
Mefloquine epinephrine
8 QT 380 ms mefloquine QT
1,2
1 Davis TM, Dembo LG, Kaye-Eddie SA, Hewitt BJ, Hisop RG, Batty KT. Neurological,

cardiovascular and metabolic effects of mefloquine in healthy volunteers: a double-blind,
placebo-controlled trial. Br J Clin Pharmacol 1996;42 4 :415-21.

Jaspers CA, Hopperus Buma AP, van Thiel PP, van Hulst RA, Kager PA. Tolerance of
mefloquine chemoprophylaxis in Dutch military personnel. Am J Trop Med Hyg 1996;55
2 :230-4.

mefloquine

TGA
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NZ MEDSAFE
1. Prescriber Update Articles 2005/06
Thioridazine Prescribing Reminder
Thioridazine
thioridazine QT

[“Aldazine’] [“Médleril”] thioridazine QT
Medicines Adverse Reactions Committee MARC New Zealand
thioridazine 2001 6

Thioridazine cimetidine pindolol
propranol ol
QT cisapride

QT QTc 500ms

Thioridazine

QT

200mg
200mg/ 600mg/
QTc
thioridazine

QT
200mg
QTc 500ms
QTc 500ms thioridazine
Thioridazine

Thioridazine

http://www.medsaf e.govt.nz/Prof s/PUarti cles/thiorid2005.htm
http://www.medsafe.govt.nz/profs.htm

16


http://www.medsafe.govt.nz/Profs/PUarticles/thiorid2005.htm
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thioridazine
2005 12 2005/07/13
[“Mélleril”’] Novartis 2006 7 1 2005/07/13

EU EMEA
1. European Medicines Agency concludes action on COX-2 inhibitors 2005/06/27
EMEA COX-2

EMEA COX-2 [“Bextra’] valdecoxib
EU COX-2
2005 2
COX-2 NSAID 1 NSAID
2005 6 20 23 EMEA CHMP Committee for Medicinal Products for
Human Use COX-2
[“Bextra’]
[“Bextra’]
1 Pfizer
EU EMEA Pfizer EU
2005 4
COX-2 celecoxib etoricoxib lumiracoxib parecoxib
CHMP
2005 2 COX-2
[“Bextra’] CHMP
COX-2 /
COX-2
COX-2
COX-2
1
COX-2

17
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CHMP  COX-2 Merck Sharp& Dohme  Novartis
Pfizer
COX-2 COX-2 NSAID
European Commission
NSAID
NSAID
PhVWP Pharmacovigilance Working Party
COX-2 NSAID
NSAID oTC COX-2
Pl

http://www.emea.eu.int/pdfs’human/press/pr/20776605en. pdf

18


http://www.emea.eu.int/pdfs/human/press/pr/20776605en.pdf

