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1. FDA Talk Paper 2004/03/22
FDA Issues Public Health Advisory on Cautions for Use of Antidepressants in Adults and Children
FDA Public Health Advisory

FDA
Public Health Advisory



[‘Paxil’] paroxetine FDA 2003 6

FDA

FDA 10
bupropion citalopram fluoxetine fluvoxamine mirtazapine nefazodone
paroxetine sertraline escitalopram venlafaxine

[‘Prozac’] fluoxetine

[‘Zoloft’] sertraline [‘Prozac’] fluoxetine [‘Luvox’]
fluvoxamine [‘Luvox’] (fluvoxamine)
2004 2 2 FDA PDAC
Peds AC
FDA
FDA 2003 10 27

Public Health Advisory Talk Paper T03-70

FDA

Public Health Advisory
http://www.fda.gov/cder/dug/antidepressants/default.htm.
FDA FDA

http://www.fda.gov/bbs/topics/ ANSWERS/2004/ANS01283.html



http://www.fda.gov/cder/drug/antidepressants/default.htm
http://www.fda.gov/bbs/topics/ANSWERS/2004/ANS01283.html
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Nefazodone Hydrochloride

Serotonin 2antagonist/reuptake inhibitor SARI Mirtazapine Noradrenergic and
Phase Il 2003/08/29 Specific Serotonergic Antidepressant
2004/03/10 NaSSA 2004/03/10

2. Subject: Worsening Depression and Suicidality in Patients being Treated with Antidepressant
Medications 2004/03/22

FDA
[‘Prozac’] fluoxetine [‘Zoloft’]
sertraline  [‘Paxil’] paroxetine [‘Luvox’] fluvoxamine [‘Celexa’] citalopram [‘Lexapro’]

escitalopram  [*Wellbutrin’] bupropion [‘Effexor’] venlafaxine [*Serzone’] nefazodone

[‘Remeron’] mirtazapine

FDA

FDA



[‘Prozac’] fluoxetine

[‘Prozac’] fluoxetine [‘Zoloft’] sertraline [‘Luvox’] fluvoxamine

2004 2 2 PDAC Psychopharmacological Drugs
Advisory Committee Peds AC Pediatric Subcommittee of the Anti-Infective Drugs Advisory
Committee

2 FDA 2003 6 19 FDA Talk Paper
2003 10 27 FDA Public Health Advisory
FDA

FDA PDAC Peds AC
FDA 9

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

3.MedWatch Web 2004/03/22 2004/03/01

2004 Safety Alert: Zyprexa olanzapine

2004 [“Zyprexa’] (olanzapine)

Re: Safety data on [“Zyprexa’] olanzapine Hyperglycemia and Diabetes
[“Zyprexa’] (olanzapine) -

Eli Lilly and Company [‘Zyprexa’] olanzapine
FDA Lilly [‘Zyprexa’]
[‘Zyprexa’] [‘Clozaril’] clozapine Novartis
[‘Risperdal’] risperidone Janssen [‘Seroquel’] quetiapine AstraZeneca [‘Geodon’]
ziprasidone Pfizer [‘Abilify’] aripiprazole Bristol Myers Squibb Otsuka
American Pharmaceutical [‘Zyprexa’]


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

[‘Zyprexa’]

http://www.fda.gov/medwatch/SAFETY/2004/Zyprexa deardoc.pdf

http://www.fda.gov/medwatch/SAFET Y/2004/zyprexa.htm
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http://www.fda.gov/medwatch/SAFETY/2004/Zyprexa_deardoc.pdf
http://www.fda.gov/medwatch/SAFETY/2004/zyprexa.htm
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Ziprasidone

Hydrochloride Hydrate SDA serotonin-

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

FDA/CDER

C CONTRAINDICATIONS

WARNINGS

dopamine antagonist Phase I
2004/04/08
4. MedWatch web 2004/03/23

February 2004

2004

2

Avripiprazole
2004/04/08
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Sulfadoxine and Pyrimethamine Fansidar Tablets o o o
Methadone Hydrochloride Injection Methadone Hydrochloride Injection o o o o o
200mg Ibuprofen Advil Liqui-Gels o
Advil Migraine Capsules
Dextrose Injections Dextrose Injections &) o
Trandolapril Mavik Tablets o
Zoledronic Acid Zometa Injection o [©) O
Risedronate Sodium Actonel  Tablets o
Etidronate Disodium Didronel Tablets o
Coated Doxycycline Hyclate Pellets Doryx o
Ethacrynic Acid Edecrin Tablets o
Ethacrynate Sodium Intravenous Sodium Edecrin
Erythromycin Base Eryc Delayed-Release Capsules o
Alendronate Sodium Fosamax Tablets o
Fosamax Oral Solution
rDNA Origin Glucagon for Injection o
Hydroxyurea Capsules Hydrea o
Cromolyn Sodium Inhalation Aerosal Intal Inhaler o
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Cromolyn Sodium Inhalation Solution Intal Nebulizer Solution o
Manganese Chloride Injection Manganese Chloride Injection o
Phytonadione Mephyton Tablets o
Mexiletine Hydrochloride Mexitil Capsules o o
Mechlorethamine HCI for Injection Mustargen o
Cyclosporine Capsules Neoral Soft Gelatin Capsules o
Cyclosporine Oral Solution Neoral Oral Solution Modified
Erythromycin Ethylsuccinate and Pediazole Oral Suspension o
Sulfisoxazol Acetyl for Oral Suspension
Sevelamer Hydrochloride Renagel Tablets and Capsules o o
Cyclosporine Injection Sandimmune Injection o
Cyclosporine Oral Solution Sandimmune Oral Solution
Cyclosporine Soft Gelatin Capsules Sandimmune Soft Gelatin Capsules
Acrivastine and Pseudoephedrine Semprex-D Capsules o
Ivermectin Stromectal Tablets © <
Nedocromil Sodium Tilade Inhaler o
\oriconazole Vfend L.V. for Injection o

Vfend Tablets and Oral Suspension

Agenerase Capsules and Oral Solution Agenerase Capsules and Oral Solution o
Cilostazol Pletal Tablets o

http://www.fda.gov/medwatch/SAFETY/2004/feb04 quickview.htm

5. CDER 2004/03/29

Summaries of Medical and Clinical Pharmacology Reviews of Pediatric Studies as of March 29,

2004
2004 3 29 web
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

Ciprofloxacin CEZIH Cipro Bayer o o
Esmolol Brevibloc Baxter o o
Fenoldopam CETIH Corlopam Abbott 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
Fosinopril Monopril Bristol-Myers Squibb o o



http://www.fda.gov/medwatch/SAFETY/2004/feb04_quickview.htm

Medical

Clinical Pharmacology

Glyburide and Metformin Glucovance Bristol-Myers Squibb o o
Leflunomide Arava Aventis o o
Nelfinavir CEETH Viracept Agouron o o
Norgestimate and Ethinyl ORTHO Johnson & Johnson o o
Estradiol [ TRI-CYCLEN

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 Wyeth Ayerst o o

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

CDC

MMWR 2004/03/19 53 10

Evaluation of an Association between Loratadine and Hypospadias - United States, 1997-2001

Loratadine

loratadine

NBDPS

1,000

142

CDC

loratadine

[“Claritin”] loratadine

1997-2001
7
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2
2003 4
5

Loratadine
NBDPS National Birth Defects Prevention Study

loratadine

2

3



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

NBDPS 1 2 3

86
30 28 2
563 1,444 1997 10 1
2001 6 30
1 1 3 loratadine
563 46 8.2%
517 91.8%
1,957 33 1.7% 1 3 loratadine
loratadine
loratadine
loratadine
1 3 loratadine
1998 1999 loratadine
3% 2002 11 loratadine  FDA oTC
20% 30%
50%
2 1 NBDPS
1 loratadine
2
loratadine
loratadine
NBDPS
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Loratadine

—National Birth Defects Prevention Study 1997 10 2001 6
! z OR® 95%CI* ADR® 95%Cl
Loratadine 11 22 547 1,410 | 1.29 0.62-2.68 0.96 0.41-2.22
. 17 33 541 1,392 | 1.33 0.73-2.40 0.95 0.48-1.89
Loratadine
43 104 489 1,258 | 1.06 0.73-1.54 1.02 0.68-1.53
1 1
2 3
3
4
5 /
http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5310a5.htm
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Health Canada

1. Health Canada Endorsed Important Safety Information on [‘Zyprexa’] (olanzapine) Web

2004/03/17

Eli Lilly Canada

[‘Zyprexa’]

2004/03/10
Health Canada [“Zyprexa’] (olanzapine)

Health Canada

[“Zyprexa’] olanzapine

[‘Zyprexa’] olanzapine

CVAE

[‘Zyprexa’]

11



http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5310a5.htm

[‘Zyprexa’]
[‘Zyprexa’]
[‘Zyprexa’]
Lilly [‘Zyprexa’]
5 olanzapine
n=1,178 ; n=478
[‘Zyprexa’]
1 [‘Zyprexa’] 4 59 N=231
2 7
5
[“Zyprexa’]
CVAE
[‘Zyprexa’]
CVAE CVAE
HGAO 0.0% 0/118 0.8% 1/118
HGEU 0.6% 1/159 0.0% 0/47
HGGU 25% 5/204 0.0% 0/94
HGIC 2.8% 5/177 1.1% 1/90
HGIV 0.8% 4/520 0.0% 0/129
1.3% 15/1,178 0.4% 2/478
CVAE
[‘Zyprexa’]

12



[‘Zyprexa’]

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

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

2004 3 18 Health Canada [‘Zyprexa’] olanzapine
URL
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/zyprexa_pa_e.pdf

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

2. Re: Conditional approval of [“Iressa’] Web 2004/03/24 2003/12/17
[“Iressa’] gefitinib
AstraZeneca Canada docetaxel 3
NSCLC Health Canada
“Iressa”  gefitinib Notice of Compliance with Conditions NOC/c

Health Canada

“Iressa’

“Iressa’ docetaxel 3

“lressa’

“lressa’

“Iressa’ EGFR

“Iressa’ “Iressa’ EGFR
EGFR In vitro in vivo
“Iressa’ EGFR
“lressa’

13


http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/zyprexa_hpc_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/zyprexa_hpc_e.html
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/zyprexa_pa_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/zyprexa_pa_e.html

ILD “Iressa’ 1%
94,847
CTC Common Toxicity Criteria grade3 4 ILD
1% ILD 0.35% 1.87%
ILD
ILD 0.68% 0.11%
2.
“Iressa’ 44,555 355
327 46 4
44.6% 30.9%
9.2% 6.1% 9.2%
3.QT
in vitro in vivo gefitinib
QT
“Iressa’
QT QT
QT sotalol, 5-HT3
“Iressa’
QT>460 msec
“Iressa’ CYP3A4
CYP3A4 “lressa’
CYP3A4 phenytoin, carbamazepine, rifampicin, barbiturates
John's wort
CYP3A4 “Iressa’
CYP3A4 ketoconazole itraconazole
erythromycin  clarithromycin
“Iressa’ warfarin INR International Normalized Ratio /

Warfarin “lressa’

14
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INR

pH “Iressa’
“Iressa’ CTC gradel 2
8% CTC grade 3 4
2%
“lressa” 1 250mg 1
“lressa”  250mg 30
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/iressa_dhcpl_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/iressa_dhcpl_e.html
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3.Scientific Advisroty Panel on Selective Serotonin Reuptake Inhibitors  SSRI and
Serotonin/Norepinephrine Reuptake Inhibitors SNRI - Terms of Reference web
2004/03/29 2004/03/10
SSRI SNRI SAP Scientific Advisory Panel
SSRI SNRI SAP Scientific Advisory Panel
Health Canada SAP 18
SSRI/SNRI

Health Canada
SAP SSRI/SNRI
Health Canada
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http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/iressa_dhcpl_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/iressa_dhcpl_e.html

SAP  Health Canada

SAP 6

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/sap _ssri_tor e.pdf

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/sap _ssri_tor _e.html

TGA  2004/03/31

Australian Adverse Drug Reactions Bulletin Vol.23 No.2 2004 4

http://www.health.gov.au/tga/adr/aadrb/aadr0404.pdf
http://www.health.gov.au/tga/adr/aadrb/aadr0404.htm
1 The risks and benefits of HRT

HRT

HRT
Health Initiative

HRT

WHI estrogen  progestogen HRT

MWS Million Women Study

progestogen estrogen
estrogen progestogen
tibolone estrogen
Committee
HRT

ADRAC HRT

16

SSRI/SNRI
Health Canada
WHI Women's
WHI estrogen progestogen
estrogen
HRT
estrogen
MWS

ADRAC Australian Drug Evaluation

HRT

HRT


http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/sap_ssri_tor_e.pdf
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/sap_ssri_tor_e.html
http://www.health.gov.au/tga/adr/aadrb/aadr0404.pdf
http://www.health.gov.au/tga/adr/aadrb/aadr0404.htm

WHI MWS
/
/ 10,000
10,000
WHI E+P 30 7
WHI E+P 21 8
WHI E+P 16 18
WHI E+P 22 23
WHI E+P 199 47
WHI E+P 15 5
WHI E+P 30 8
MWS E+P 21 12
MWS E 21 3
MWS E 8
WHI E+P 16 6
WHI Women's Health Initiative Study ~MWS Million Women Study  E estrogen
P progestogen
WHI 63 MWS 56

Macrolides and warfarin interaction
warfarin
ADRAC
roxithromycin
INR

warfarin 4

warfarin
11.6

roxithromycin
8 INR

INR

Warfarin

17

azithromycin clarithromycin erythromycin

79

INR

Azithromycin



68 warfarin azithromycin

ADRAC reports of macrolide-warfarin interaction

INR
Azithromycin 3 0 3 25 9.6
Clarithromycin 6 2 7 0 9 7.6
Erythromycin * 19 4 5 0 18 9.7
Roxithromycin 56 27 6 0 362 8.8
1 Metronidazole 2
2 1 1

Azithromycin Hydrate Clarithromycin

Erythromycin Roxithromycin

3 Bisphosphonates and ocular inflammation
bisphosphonates
ADRAC risedronate35 mg
3 risedronate

18



alendronate70mg

Paget's
PBS ADRAC
13 6 / 7 4 2 2
alendronate  pamidronate 18 risedronate  zoledronic acid
1997 PBS ADRAC

Alendronate Fosamax 5,049,000 866

Clodronate Bonefos 62,000 10

Etidronate Didronel; Didrocal 260,000 124

Pamidronate Aredia 6,600 223

Risedronate Actonel 456,000 106

Tiludronate Skelid 13,000 5

Zoledronic acid Zometa 316 30

28 2 3 3
48 79
63 21 15
6 4
ADRAC alendronate pamidronate risedronate zoledronic acid
Pamidronate zoledronic acid
Etidronate

clodronate tiludronate ADRAC

19



o. ONa
N4
P—oH

/& OH * oMz
/
HaN P—ONa

2

Pamidronate Disodium

Clodronate Sodium

Hydrate
Phase I
1999/06/15

2001/04/27
2004/04/08

Risedronate Sodium

Hydrate

Tiludronate Disodium

1998/03/05 2004/04/08

4 SSRI antidepressants in children and adolescents

SSRI
SSRI
ADRAC
TGA
http://www.health.gov.au/tga/adr/adrac_ssri.htm
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Alendronate

Sodium Hydrate

Etidronate Disodium

Zoledronic Acid Hydrate

2004/04/08

Phase 11

ADRAC


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