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FDA
1. FDA Press Release 2004.1.22
FDA Launches Consumer Campaign on Safe Use of OTC Pain Products
FDA OTC
FDA OTC



FDA Mark B. McClellan, M.D., Ph.D.

FDA acetoaminophen NSAIDs

oTC aspirin ibuprofen naproxen sodium ketoprofen
oTC
Acetaminophen 600 oTC
acetaminophen 1 3

NSAIDs

NSAIDs aspirin ibuprofen naproxen sodium ketoprofen
60
NSAIDs

FDA

1 oTC

2 10,000 “matte release”

3 FDA Consumer

4 100 2

http://www.fda.gov/cder/drug/analgesics/default.htm

2002 9 FDA  Non-Prescription Drugs Advisory Committee acetaminophen  NSAIDs
OoTC

FDA oTC
FDA


http://www.fda.gov/cder/drug/analgesics/default.htm

FDA OoTC
OoTC
http://www.fda.gov/bbs/topics/NEWS/2004/NEW01008.html
http://www.fda.gov/medwatch/safety/2004/safety04.htm#otc
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2. FDA CDER 2004.1.22
Safety Concerns Associated with Over-the-Counter Drug Products Containing Analgesic/
Antipyretic Active Ingredients for Internal Use
oTC
acetaminophen NSAIDs

FDA NDAC Nonprescription Advisory Committee 2002 9 19 20

Acetaminophen 1960 oTC
Acetaminophen
OoTC
acetaminophen  para-aminophenol phenacetin
1998 acetaminophen oTC

FDA  AERS Adverse Event Reporting System
1998 1 2001 7
307 1 acetaminophen

acetaminophen

2002 9 NDAC

Aspirin COX
ibuprofen naproxen indomethacin


http://www.fda.gov/bbs/topics/NEWS/2004/NEW01008.html
http://www.fda.gov/medwatch/safety/2004/safety04.htm#otc

piroxicam COX

COX COX-1
oTC
NSAIDs

COX-1

1998 2001
OTC

naproxen

OTC

FDA AERS

197 aspirin

oTC NSAIDs

OoTC
Acetaminophen
acetaminophen
OoTC
OTC

Acetaminophen

Acetaminophen

COX-2
NSAIDs
COX-2
NSAIDs

279
82

FDA

acetaminophen
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acetaminophen
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COX
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NSAIDs

ibuprofen ketoprofen

FDA AERS
oTC NSAIDs
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NSAIDs

Acetaminophen oTC NSAIDs
/
aspirin NSAIDs
60
NSAIDs
65
acetaminophen oTC NSAIDs

acetaminophen  NSAIDs

OoTC
FDA acetaminophen NSAIDs
OoTC
oTC acetaminophen NSAIDs
Acetaminophen NSAIDs
3 acetaminophen NSAIDs
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acetaminophen NSAIDs 1 1
acetaminophen NSAIDs
U.S. Boards of Pharmacy FDA
oTC

1 Nonprescription Drug Advisory Committee Meeting, September 2002 transcripts located at
www.fda.gov/ohrms/dockets/ac/02/transcripts/3882T1.htm

2 Woodbury DM, Fingl E: Analgesic-Antipyretic and Antiinflammatory Agents and Drugs Employed in
the Treatment of Gout. In Hardman JG, Gilman AG, Limbird LE eds : Goodman’s &Gilman’s The
Pharmaceutical Basis of Therapeutics, 5th ed. New York, Mcgraw-Hill, 1970: 325-58.

3 Insel P: Analgesic-Antipyretic and Antiinflammatory Agents and Drugs Employed in the Treatment of
Gout. In Hardman JG, Gilman AG, Limbird LE eds : Goodman’s & Gilman”s The Pharmaceutical
Basis of Therapeutics, 5thed. New York, Mcgraw-Hill, 1996: 617-43.

4 Lanza FL, et al: A guideline for treatment and prevention of NSAID-induced ulcers. Am J
Gastroenterol 1998; 93 11 :2037-46.

5 Altman RD, et al: Recommendations for the medical management of osteoarthritis of the hip and
knee; 2000 update. Arthritis Rheum 2000; 43 9 : 1905-15.

http://www.fda.gov/cder/drug/analgesics/SciencePaper.htm

3. MedWatch 2004.2 web 2004.2.2

Important New Safety Information

Re Clarification of risk factors for severe, life-threatening and fatal hepatotoxicity with
[“Viramune’] nevirapine

[“Viramune’] nevirapine

Boehringer Ingelheim Pharmaceuticals [‘Viramune’] nevirapine
HIV-1
HIV CD4 >250/mm®
12
[‘Viramune’] CD4
[‘Viramune’] 6 [‘Viramune’]
18


http://www.fda.gov/cder/drug/analgesics/SciencePaper.htm

[‘Viramune’]

[‘Viramune’]

[Viramune’]
18
18 [‘Viramune’]
[‘Viramune’]

[‘Viramune’]

http://www.fda.gov/medwatch/safety/2004/viramune deardoc Feb04.pdf

http://www.fda.gov/medwatch/safety/2004/safety04.htm#viramune
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4.MedWatch web 2004.1.26

Summary View: Safety Labeling Changes Approved By FDA Center for Drug Evaluation and
Research CDER  November 2003

FDA/CDER 2003 11
C CONTRAINDICATIONS BW BOXED WARNING

W WARNINGS P PRECAUTIONS AR ADVERSE REACTIONS
C|BW| W P | AR

Fluticasone Propionate and Salmeterol Inhalation Advair Diskus o|lo| o] o]l o

Powder

Estradiol Transdermal System Alora olo| o] o] o

Pyrimethamine Daraprim Tablets = o | o

Pioglitazone Hydrochloride Actos Tablets o | o] o



http://www.fda.gov/medwatch/safety/2004/viramune_deardoc_Feb04.pdf
http://www.fda.gov/medwatch/safety/2004/safety04.htm#viramune

C |[BW| W P | AR
Penicillamine Capsules Cuprimine o | o] o
Desmopressin Acetate DDAVP Injection o | o
Desmopressin Acetate DDAVP Nasal Spray o | o
Desmopressin Acetate DDAVP Rhinal Tube o | o
Desmopressin Acetate DDAVP Tablets o | o
Abciximab ReoPro o| o] o
Risperidone Risperdal Tablets and Oral Solution o o

Risperdal M-TAB Orally
Disintegrating Tablets

Amantadine Hydrochloride Symmetrel Syrup and Tablets o | o o
Atenolol Tenormin L.V. Injection o | o
Atenolol Tenormin Tablets o | o
Oxymetholone Anadrol-50 Tablets o
Neomycin Sulfate, Polymyxin B Sulfate, Bacitracin  [Cortisporin Ointment o
Zinc, and Hydrocortisone Ointment, USP
Pemoline Cylert Tablets and Chewable Tablets o
Kit for Preparation of Tc99m Succimer for Injection [DMSA o
Ergocalciferol, USP Drisdol Capsules =
Lamivudine Epivir Tablets and Oral Solution =
Lamivudine Epivir-HBV Tablets and Oral Solution o
Chlorambucil Leukeran Tablets o
Leuprolide Acetate Lupron Injection o
Kit for the Preparation of Technetium Tc99m Myoview o
Tetrofosmin for Injection
Hydrocodone Polistirex/ Chlorpheniramine Polistirex | Tussionex Pennkinetic o
Stanozolol Winstrol Tablets o
Oxycodone Hydrochloride OxyContin Controlled-Release Tablets =
Pantoprazole Sodium Protonix I.V. for Injection =)

http://www.fda.gov/medwatch/SAFETY/2003/nov03 gquickview.htm

http://www.fda.gov/medwatch/SAFETY/2003/nov03.htm

5. Summaries of Medical and Clinical Pharmacology Reviews of Pediatric Studies as of January 28,

2004
2004 1 28
Medical Clinical Pharmacology

Alendronate Fosamax Merck o o
Atovaquone and Proguanil Malarone GlaxoSmithKline o o
Benazepril Lotensin Novartis o o
Budesonide Pulmicort AstraZeneca o
Ciprofloxacin Ciloxan Alcon o

Esmolol Brevibloc Baxter o o
Fentanyl Duragesic ALZA o o
Fexofenadine Allegra Aventis o o
Fludarabine Fludara Berlex o o
Fluticasone Flonase GlaxoSmithKline o
Fluticasone Flovent GlaxoSmithKline o o



http://www.fda.gov/medwatch/SAFETY/2003/nov03_quickview.htm
http://www.fda.gov/medwatch/SAFETY/2003/nov03.htm

Medical Clinical Pharmacology

Fosinopril Monopril Bristol-Myers Squibb =

Glyburide and Metformin [l Glucovance | Bristol-Myers Squibb o o
Ofloxacin Ocuflox Allergan o

Orlistat Xenical Hoffmann-La Roche o o
Oxybutynin Ditropan Johnson &Johnson o o
Temozolomide Temodar Schering o o
Topotecan Hycamtin GlaxoSmithKline o o
Venlafaxine Effexor Whyeth Ayerst o o

http://www.fda.gov/cder/pediatric/Summaryreview.htm
2004 1 28 web

Health Canada
1. Important Drug Safety Information [“Topamax”] topiramate use is associated with Metabolic
Acidosis 2004.1.12 web 2004.1.21
[“Topamax’] topiramate

Janssen-Ortho Health Canada [*Topamax”] topiramate
[“ Topamax”]
2
250
topiramate 23-67% 1-10%
topiramate 3-11% 1%
topiramate
1 400mg
6mg/kg/ 4mEqg/L 10mEg/L
topiramate
/



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

topiramate

Topiramate
topiramate
topiramate
topiramate
topiramate
topiramate
topiramate
topiramate
1 400mg 6mg/kg/ 4mEg/L 10mEg/L
topiramate
2 20mEqg/L 400mg/
32% 1% 50mg/
17mEg/L
5mEg/L 400mg/ 3% 0% 400mg/
16
[“ Topamax’] 6mg/kg/ 67% 10%
17mEqg/L 5mEg/L
[“Topamax’] 11% 0% 5
5mg/kg/
200mg/ 44% 100mg/ 39%
50mg/ 23% 7%
17mEg/L 5mEg/L 200mg/ 11%
100mg/ 9% 50mg/ 2% 1%

2

Topiramate

10



topiramate
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3 hpc e.pdf

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3 hpc_e.html
\Vol.2 No.1

Public Advisory Updated Safety Information Announced in Canada for Patients Taking
[“Topamax”] topiramate Regarding Higher than Normal Blood Acid 2004.1.20 web
2004.1.26
[“Topamax”] topiramate

Janssen-Ortho Health Canada [“ Topamax’]
[“ Topamax”]
[“ Topamax”]
1
[“ Topamax’]
[Topamax’] 23-67% 1-10%
[“ Topamax”]
[“ Topamax’]
[“ Topamax’]
2003 9 30 250 [“ Topamax’]
76 5
[“ Topamax’] 1997
8 9 [“ Topamax’]

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3 pa_e.pdf

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3 pa_e.html
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http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3_hpc_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3_hpc_e.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3_pa_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/topamax_3_pa_e.html

Topiramate GABA agonist
Phase 111 2001/06/07

2. Benefits and Risks of Combined Estrogen and Progestin Hormone Replacement Therapy
2004.1.21
estrogen progestin

estrogen  progestin HRT
HRT
Health Canada HRT
2
estrogen progestin
Progestin estrogen
Progestin
HRT
HRT Health Canada
HRT 1991 NIH National Institutes of Health 40
WHI Women's Health Initiative
2 HRT
WHI 2
50-79 1 6
estrogen estrogen 0.625mg  progestin medroxyprogesterone acetate 2.5mg
1 estrogen

2002 7 5.2 NIH WHI estrogen

progestin HRT
HRT

HRT 1

12



7 HRT 37 30

8 29 21
18 34 16 2
8 38 30
6 10 16
5 10 15
2002 7 WHI
65 4 5 HRT
23 45 22 HRT
HRT
HRT  HRT

estrogen  progestin

HRT
65
HRT  progestin

estrogen
2005

HRT

http://www.hc-sc.gc.ca/english/pdf/iyh/hrt_e.pdf

http://www.hc-sc.gc.ca/english/iyh/medical/estrogen.html

Medroxyprogesterone Acetate

13

HRT

WHI

WHI

estrogen


http://www.hc-sc.gc.ca/english/pdf/iyh/hrt_e.pdf
http://www.hc-sc.gc.ca/english/iyh/medical/estrogen.html

/ 2003/12/01

3. Important Safety Information Regarding A Drug Interaction Between Fluticasone Propionate
[“Flonase”]/ [“Flovent”]/ [*Advair’] and Ritonavir [“Norvir’]/[“Kaletra”] 2004.1.22

web 2004.1.30

Fluticasone propionate [“Flonase”]/ [“Flovent]/ [“Advair’] ritonavir [“Norvir’]/ [“Kaletra’]

[“Norvir”]/ [“Kaletra”] ritonavir [“Flonase”]/ [“Flovent”]/ [“Advair”] fluticasone
propionate

Fluticasone propionate  ritonavir

GlaxoSmithKline Health Canada [“Flonase’] fluticasone propionate
[“Norvir®] ritonavir
ritonavir P450 3A4
fluticasone propionate cortisol

fluticasone propionate ritonavir

fluticasone propionate ritonavir

cortisol P450 3A4
erythromycin  fluticasone propionate ketoconazole

fluticasone propionate

P450 3A4 ketoconazole fluticasone propionate

CYP3A4 ritonavir

[ “Flonase”] fluticasone propionate

[“Flovent”] fluticasone propionate [“Advair’] salmeterol
xinafoate/fluticasone propionate Product Monograph

[“Norvir®] ritonavir Abbott Laboratories Product Monograph [“Kaletra’]
lopinavir/ritonavir 4:1 Abbott Laboratories Product Monograph

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone propionate-ritonavir _hpc_e.pdf

14



http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone_propionate-ritonavir_hpc_e.pdf

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone propionate-ritonavir _hpc e.html

Public Advisory Information for patients regarding a drug interaction between ritonavir
[“Norvir’]/[*Kaletra®] and fluticasone propionate [“Flonase”], [“Flovent”], [“Advair”]
2004.1.27 web 2004.2.2
Ritonavir [“Norvir”]/[ “ Kaletra”] fluticasone propionate [“Flonase’]/ [“Flovent”]/
[“Advair”]
[“Norvir®] ritonavir [“Flonase”] fluticasone propionate
fluticasone propionate

GlaxoSmithKline ritonavir  fluticasone propionate

ritonavir  fluticasone propionate

fluticasone propionate

Ritonavir HIV/AIDS fluticasone propionate
/
COPD
fluticasone propionate
ritonavir fluticasone propionate
HIV
Fluticasone propionate GlaxoSmithKline [“Flovent”] fluticasone propionate

[“Advair”] salmeterol xinafoate/fluticasone propionate

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone propionate-ritonavir pa e.pdf

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone propionate-ritonavir pa e.html
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http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone_propionate-ritonavir_hpc_e.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone_propionate-ritonavir_pa_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/fluticasone_propionate-ritonavir_pa_e.html
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4. Advisory Health Canada advises Canadians under the age of 18 to consult physicians if they are
being treated with newer anti-depressants 2004.2.2
Health Canada 18

Health Canada SSRI SNRI

18

Health Canada 18
18

Health Canada 18
SSRI/SNRI

Health Canada

[“Wellbutrin”] bupropion [“Celexa’] citalopram [“Luvox”] fluvoxamine [“Remeron”]
mirtazapine [“Paxil’] paroxetine [“Zoloft’] sertraline [“Effexor’] venlaflaxine
http://www.hc-sc.gc.calenglish/protection/warnings/2004/2004_01.htm

\Vol.1 No.31 37

16


http://www.hc-sc.gc.ca/english/protection/warnings/2004/2004_01.htm

TGA 2004.2.2

Australian Adverse Drug Reactions Bulletin Vol 23, No. 1 2004 2
http://www.tga.health.gov.au/adr/aadrb/aadr0402.pdf

http://www.tga.health.gov.au/adr/aadrb/aadr0402.htm

1 Risk factors for myopathy and rhabdomyolysis with the statins

4 HMG CoA
simvastatin atorvastatin pravastatin fluvastatin
Cerivastatin gemfibrozil
CYP3A4
simvastatin  atorvastatin 1
ADRAC  simvastatin 91 atorvastatin 26
CK 2 1
Simvastatin
70 40 40mg 33 cyclosporin 19
gemfibrozil 21 diltiazem 20 15 Simvastatin
clarithromycin diltiazem
Pravastatin  fluvastatin ~ CYP3A4
ADRAC 2
1 Simvastatin atorvastatin

CYP3A4

cyclosporin diltiazem verapamil

gemfibrozil

70

40mg/

17



http://www.tga.health.gov.au/adr/aadrb/aadr0402.pdf
http://www.tga.health.gov.au/adr/aadrb/aadr0402.htm

2 ADRAC

/
/ CK

Simvastatin 0 0

2493 518 37% 91 94%
Atorvastatin 0 0

1,055 237 45% 26 73%
Pravastatin 0 o

412 99 41% 5 80%
Fluvastatin 0 o

248 68 54% 2 100%
Pravastatin ~ fluvastatin

1992 2003 11
85% simvastatin atorvastatin

simvastatin atorvastatin
gemfibrozil cyclosporin  diltiazem

simvastatin atorvastatin

Vol.1 No.12

2 High dose cyproterone and hepatotoxicity
cyproterone
cyproteron 50mg 100mg [‘Androcur’] [‘Androcur-100]

2003 6 50mg 100mg 59,000
97%
ADRAC cyproterone 105
32
1 56 92 77
4 4 4 5 4 1
AST
ALT 10
9 1 1

18



Cyproterone [‘Brenda’]

[‘Diane’] [‘Juliet’] ethinylestradiol [‘Climen] estradiol 1-2mg
cyproterone ADRAC
cyproterone
CH3 O
o CHs
Cyproterone Acetate
2000/5/31
3 Serotonin syndrome
1
3
2 3
1
ADRAC 161 2
SSRIs 68 tramadol 29 moclobemide 23 venlafaxine 18
18 8 61
1
SSRIs monoamine oxidase moclobemide

mirtazapine venlafaxine

amantadine bromocriptine levodopa selegiline carbergoline pergolide

cocaine MDMA ecstasy LSD

dihydroergotamine naratriptan sumatriptan zolmitriptan

tramadol carbamazepine lithium reserpine sibutramine

bupropion pethidine morphine

19




SSRIs 40 moclobemide 5
venlafaxine 5 tramadol 5 Tramadol

ADRAC 31 23
12 7
24
85%

1 Langford N.J. Serotonin Syndrome. Adverse Drug Reaction Bulletin December 2002, No. 217
2 Sternbach H. The serotonin syndrome. Am J Psychiatry 1991;148:705-13.
3 Tramadol and serotonin syndrome. Aust Adv Drug Reactions Bull 1991;21:14

EU EMEA

WHO EDM  2004.1

WHO Drug Information Vol 17, No. 4 2003
http://www.who.int/druginformation/vol17num4 2003/17-4.pdf

http://www.who.int/druginformation/vol17num4 2003/17-4table of contents.shtml

1 Treatment study for West Nile virus
WNV
36 2002

NIAD National Institutes of Allergy and Infectious Disease

WNV

20

22


http://www.who.int/druginformation/vol17num4_2003/17-4.pdf
http://www.who.int/druginformation/vol17num4_2003/17-4table_of_contents.shtml

WNV
WNV

WNV
WNV
18 100

1 http://www.clinicaltrials.gov. 8 September 2003.
2 Information about NIAID”s research on WNV

http://www.niaid.nih.gov/publications/wnile/default.htm

2 Atazanavir and tenofovir combination cautioned

Atazanavir tenofovir
Atazanavir [‘Reyataz’] atazanavir sulfate [*Viread’] tenofovir disoproxil fumarate
DF PK PK
2
FDA
3
1. Al454-181 atazanavir sulfate 400mg tenofovir DF300mg 1 1
atazanavir sulfate atazanavir AUC Cmin
25% 40% tenofovir  AUC 24%
2. PUZZLE 2 ANRS 107 HIV atazanavir sulfate 300mg + ritonavir
100mg atazanavir sulfate +tenofovir DF300mg 1 1
tenofovir DF atazanavir sulfate 300mg + ritonavir 100mg
atazanavir  AUC  Cmin 25% 23% Al424-181
atazanavir 400mg atazanavir sulfate ritonavir
tenofovir DF Puzzle 2 atazanavir AUC Cmin
12 4
3. Al424-045
atazanavir sulfate atazanavir
sulfate atazanavir
sulfate
atazanavir atazanavir sulfate tenofovir DF

Atazanavir sulfate tenofovir DF

21


http://www.clinicaltrials.gov
http://www.niaid.nih.gov/publications/wnile/default.htm

atazanavir atazanavir sulfate

tenofovir DF  atazanavir sulfate atazanavir sulfate
Atazanavir sulfate tenofovir DF atazanavir sulfate
300mg ritonavir 100mg  tenofovir DF 300mg 1 1

Atazanavir sulfate 300mg ritonavir 100mg 1 1
Tenofovir  AUC 24

1 Communication from Bristol Myers Squibb on http://www.fda.gov/medwatch 8 August 2003.
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(Tenofovir Disoproxil Fumarate
Atazanavir Sulfate NRTI
2003/12/25

3

3 Maternal use of SSRIs and neonatal effects
SSRI TGA \Vol.1 No. 18 p.5

4 ACE inhibitor, diuretic and NSAID: a dangerous combination

ACE NSAID TGA \Vol.1 No. 18 p.7
5 Serious gastrointestinal effects with celecoxib and rofecoxib

Celecoxib  rofecoxib TGA \Vol.1 No. 18 p.8
6 Bisphosphonates and ocular disorders

bisphosphonates Health Canada \Vol.1 No.32 p.4

7 Fluticasone and adrenal suppression

Fluticasone Health Canada \Vol.1 No.32 p.6
8 Adhesion prevention solutions in gynecological procedures

ferric hyaluronate  Health Canada \ol.1

No.32 p.8
9 Blue discoloration and death from FD&C Blue No. 1

FD&C Blue No. 1 FDA \Vol.1 No.27 p.5

22


http://www.fda.gov/medwatch

10 Rofecoxib, celecoxib and cardiovascular risk

Rofecoxib, celecoxib TGA \Vol.1 No.27 p.7
11 Convulsions and blood dyscrasias with mirtazapine
Mirtazapine TGA \Vol.1 No.27 p.8
12 Anti-epileptic drugs, pregnancy and fetal malformations
TGA \Vol.1 No.27 p.9
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