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FDA

1. FDA MedWatch Web 2005/03/16 2005/3
Important Drug Warning [“Avonex”] interferon beta-la
2005 [“Avonex”] interferon beta-la
Biogen Idec “Avonex” interferon beta-la
1996 “Avonex’ Biogen Idec “Avonex”
“Avonex’
“Avonex’ “ Avonex”
2005 3
Medication Guide
“Avonex’
“Avonex”
“Avonex’ “Avonex’
“Avonex’
“Avonex’ “Avonex’
Medication



Guide “Avonex” Pregnancy Registry

“Avonex’ 1-800-456-2255 “Avonex”  Pregnancy
Registry
20056 4 18 “Avonex” Interferon beta-1a
Biogen Idec
http://www.fda.gov/medwatch/SAFETY/2005/avonex_DHCP.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Avonex

-la interferon beta-1la genetical recombinant
2005/04/01
2. FDA MedWatch Web 2005/03/17 2005/02/04
RE: Important Drug Warning [“Xigris”] drotrecogin alfa
2005 [“Xigris”] drotrecogin alfa
Eli Lilly and Company Lilly “Xigris”
“Xigris”
drotrecogin alfa activated ADDRESS
PROWESS 3
“Xigris”
PROWESS 30
“Xigris” 28 10/49
14/48 28 8/49 8/47
APACHE Il 25 APACHE Il
ADDRESS
“Xigris” 28 67/323 76/325 28
44/313 62/314
APACHE Il
“Xigris”


http://www.fda.gov/medwatch/SAFETY/2005/avonex_DHCP.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Avonex

Lilly “Xigris”

“Xigris”

http://www.fda.gov/medwatch/SAFETY/2005/xigris DHCP.pdf

http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Xigris

drotrecogin alfa activated

mmHg /min

C Phase | 2005/04/01
APACHE 11
APACHE I = A APS B agepoints C CHP
A APS total acute physiology score
/min 12
B age points
44 0
45 54 2
55 64 3
65 74 5
75 6

C CHP chronic health points

2

URL http://www.osaka-med.ac.jp/deps/emm/apache2.pdf

3. FDA MedWatch Web 2005/03/24 2005/03/10
2005 Safety Alert  “Trecator” ethionamide
2005 “Trecator” ethionamide USP
Wyeth Pharmaceuticals “Trecator-SC” ethionamide USP

“Trecator”’ ethionamide USP

ethionamide Cmax

AUC
46

40
Cmax

Tmax


http://www.fda.gov/medwatch/SAFETY/2005/xigris_DHCP.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Xigris
http://www.osaka-med.ac.jp/deps/emm/apache2.pdf

“ Trecator” 250mg
ethionamide SD
Cmax pg/mL Tmax hrs AUC pg hr/mL
2.16 0.61 1.02 0.55 7.67 1.69
1.48 0.64 1.49 0.87 6.59 1.76
“Trecator”’ isoniazid rifampin M. tuberculosis
15 20mg/kg 1 1
1 1g 250 /
1 2 1 1 250mg 1 2 1 500mg
2 1 1g 3 4
“Trecator” Ethionamide
Ethionamide
50 1g
ethionamide
pyridoxine
GOT GPT

http://www.fda.gov/medwatch/SAFETY/2005/Trecator-SC_dearhcp.pdf

http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Trecator

ethionamide



http://www.fda.gov/medwatch/SAFETY/2005/Trecator-SC_dearhcp.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Trecator

4. FDA MedWatch Web 2005/03/25 2004/12/20
2005 Safety Alert [“Zometa”] zoledronic acid

2005 [“Zometa”] zoledronic acid
FDA “Zometa” zoledronic acid
60 mL/min
“Zometa”
60 mL/min
“Zometa’ 4mg 3 4 1 15
“Zometa’”
75 mL/min
AUC CrCl
Cockcroft-Gault
CrCl mL/min ‘Zometa’

> 60 4.0 mg

50 60 3.5mg

40 49 3.3 mg

30 39 3.0 mg

AUC 0.66 mgehr/L  CrCl=75mL/min
“Zometa’
0.5 mg/dL
1.0 mg/dL
10% “Zometa’”
“Zometa’
4 mg
“Zometa’ 5 mL zoledronic acid 4 mg
100mL  USP 0.9% Sodium Chloride USP5% Dextrose Injection

15



CrCl 60 mL/min 5mL “Zometa’

3.5mg 44mL 3.3mg 41mL 3.0mg 3.8 mL
100 mL USP 0.9% Sodium Chloride USP5% Dextrose
Injection 15
“Zometa”
fZometa’

http://www.fda.gov/medwatch/SAFETY/2005/zometa_deardoc_12202005.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Zometa
zoledronic acid
2004/12 2005/01

5. FDA MedWatch Web 2005/04/02 2005/03/31
2005 Safety Alerts [“Reminyl”] galantamine hydrobromide
2005 [“Reminyl”] galantamine hydrobromide
“Reminyl” galantamine hydrobromide
“Reminyl” galantamine hydrobromide 2

“Reminyl”

MCI
MCI 2 2
“Reminyl” n=1,026 13 n=1,022 1
“Reminyl”

2 “Reminyl” “Reminyl”

‘Reminyl” MCI 2 22 61/1,000
0.7/1,000
“Reminyl”
MCI 23 31/1,000 10.2/1,000
n=6,000
“Reminyl” MCI 6


http://www.fda.gov/medwatch/SAFETY/2005/zometa_deardoc_12202005.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Zometa

http://www.fda.gov/medwatch/SAFETY/2005/reminylDDLmarch.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Reminyl

galantamine
2005/04/04

6. FDA MedWatch Web 2005/03/14

Summary View: Safety Labeling Changes Approved By FDA Center for Drug Evaluation and
Research CDER  January 2005

FDA/CDER 2005 1

1 [*Combipatch”] estradiol/norethindrone acetate

Estradiol/norethindrone

estradiol/norethindrone

Estradiol/norethindrone
2 [“Phenergan”] promethazine hydrochloride
2 [“Phenergan’] promethazine
hydrochloride
2 2
[“Phenergan’]

3 [“Anafranil”] clomipramine hydrochloride
[“Aventyl”] nortriptyline hydrochloride
[“Desyrel”] trazodone hydrochloride
[“Limbitrol”] chlordiazepoxide and amitriptyline hydrochloride
[“Marplan”] isocarboxazid

[“Norpramin®] desipramine hydrochloride

[“Pamelor”] nortriptyline HCI USP
[“Parnate”] tranylcypromine sulfate
[“Pamelor”] nortriptyline HCI USP

[“Parnate”] tranylcypromine sulfate

[“Paxil”] paroxetine hydrochloride


http://www.fda.gov/medwatch/SAFETY/2005/reminylDDLmarch.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Reminyl

[“Paxil”] paroxetine hydrochloride
[“Pexeva’] paroxetine as mesylate
[“Remeron SolTab”] mirtazapine
[“Remeron®] mirtazapine

[“Serzone”] nefazodone hydrochloride
[“Urmontil”] trimipramine maleate
[“Tofranil-PM?] imipramine pamoate
[“Wellbutrin”] bupropion hydrochloride
[“Wellbutrin SR”] bupropion hydrochloride
[“Wellbutrin XL~*] bupropion hydrochloride
[“Zyban”] bupropion hydrochloride

FDA Public Health Advisory 10/15/04 - Suicidality in Children and Adolescents Being Treated
With Antidepressant Medications
4 [*Doxil”] doxorubicin HCI liposome injection
doxorubicin HCI

550mg/m? Doxil liposome
550mg/m?
5 [*Femhrt”] norethindrone acetate/ethinyl estradiol tablets
Estrogen progestin

http://www.fda.gov/medwatch/SAFETY/2005/jan05 quickview.htm

7. CDER(2005/3/17)
2005 3 17
“Adderall XR”> amphetamines  “Rapamune” sirolimus

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

Health Canada


http://www.fda.gov/medwatch/SAFETY/2005/jan05_quickview.htm
http://www.fda.gov/cder/pediatric/Summaryreview.htm

TGA
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http://www.tga.health.gov.au/adr/aadrb/aadr0504.htm

1 Statins and peripheral neuropathy

ADRAC

281 1993 Y 281

13
4.5
2)
ADRAC
2
28 ADRAC 2
simvastatin 4
12 R 21
1 8 2 3 5
10,000 4.5
4)
ADRAC

Drug % %
Simvastatin ~ [‘*Zocor’] [‘Lipex’] 136 64 47% 59 43%
Atorvastatin  [‘Lipitor’] 108 70 65% 60 56%
Pravastatin  [‘Pravachol’] 26 14 54% 17 65%
Fluvastatin ~ [“Lescol’] [“Vastin’] 11 6 54% 9 82%

281 155 54% 145 52%
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http://www.tga.health.gov.au/adr/aadrb/aadr0504.htm

1 Paraesthesia and neuropathy with hypolipidaemic agents. Aust Adv Drug Reactions Bull 1993;

12:2

Chong PH, Boskovich A, Stevkovic N, Bartt RE. Statin-associated peripheral neuropathy:

review of the literature. Pharmacotherapy 2004;24:1194-1203

3 Phan T, McLeod JG, Pollard JD, Peiris O, Rohan A, Halperm J-P. Peripheral neuropathy
associated with simvastatin. J Neurol Neurosurg Psychiatry 1995;58:625-8.

N

4  Gaist D, Jeppesen U, Andersen M, Garcia Rodriguez LA, et al. Statins and risk of
polyneuropathy: a case-control study. Neurology 2002;58:1333-7.

2 Avascular necrosis with interferon alfa-2b in CML

CML interferon alfa-2b
ADRAC  [‘Intron A’] interferon alfa-2b 426
CML 6
MRI 1 300 1,000
3 8
Kozuch interferon alfa CML 3 Y
ADRAC CML
interferon interferon alfa Y
interferon alpha Kozuch

CML interferon alpha
Interferon alfa

2)

Interferon alfa CML

1 Kozuch P, Talpaz M, Faderl S, O'Brien S, Freireich EJ, Kantarjian H. Avascular necrosis of the
femoral head in chronic myeloid leukemia patients treated with interferon-alpha: a synergistic
correlation? Cancer 2000 Oct 1; 89 (7):1482-9.

2 Smith DWE. Is avascular necrosis of the femoral head the result of inhibition of angiogenesis?

Medical Hypotheses 1997; 49(6): 497-500.
-2b interferon alfa-2b genetical recombinant
-2b
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3 Angioedema - still a problem with ACE inhibitors

ACE
ADRAC 1970 7,000 916 12.6%
ACE
ACE
1)
adrenaline
ACE
ADRAC ramipril 1
4 2 3
ramipril perindopril 12
20
ADRAC 1993  ACE 2 1999
2 9 ADRAC
2 119 ACE
4)
2
“% ACE 2

4,5)

1 Chase MP, Fiarman GS, Scholz FJ, MacDermott RP. Angioedema of the small bowel due to an
angiotensin-converting enzyme inhibitor. J Clin Gastroenterology 2000;31:254-7.

2 Angioedema. Aust Adv Drug Reactions Bull 1993;12:3.

3 Angiotensin Il receptor antagonists - new drugs with some old problems and some new problems.
Aust Adv Drug Reactions Bull 1999;18:2.

4 Howes LG, Tran D. Can angiotensin receptor antagonists be used safely in patients with previous
ACE inhibitor-induced angioedema. Drug Safety 2002;25:73-6.

5 Abdi R, Dong VM, Lee CJ, Ntoso KA. Angiotensin Il receptor blocker-associated angioedema:
on the heels of ACE inhibitor angioedema. Pharmacotherapy 2002;22:1173-5.

4 Evidence-based medicine: pitfalls of overlooking safety
EBM

12



Randomized Aldactone Evaluation Study RALES ¥

2)

RALES NYHA i v
spironolactone b 95% ACE 24
spironolactone 30% spironolactone
RALES 2 ACE
65 spironolactone 5 p<0.001
3 11/1,000  p<0.001
3 2/1,000 p<0.001
RALES

Spironolactone

2 %4 RALES spironolactone
21%
3 ADRAC spironolactone ACE
2 27 RALES
19

1 Pitt B, Zannad F, Remme W et al. The effect of spironolactone on morbidity and mortality in
patients with severe heart failure. New Engl J Med 1999;341:709-17.
2 Juurlink DN, Muhammad MM, Lee DS et al. Rates of hyperkalemia after publication of the

13



Randomized Aldactone Evaluation Study. New Engl J Med 2004;251:543-51.

3 Witham MD, Gillespie ND, Struthers AD. Tolerability of spironolactone in patients with chronic
heart failure - a cautionary message. Brit J Clin Pharmacology 2004;58:554-7.

4 Tamirisa KP, Aaronson KD, Koelling TM. Spironolactone-induced renal insufficiency in
patients with heart failure. Amer Heart J 2004;148:971-8.
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