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CHMP strontium ranelate

Protos ®

hip spine

2006 1 2009 3 199

1/2 venous 

thromboembolism, VTE 1/4 CHMP

VTE

temporarily or permanently immobilized VTE

CHMP VTE

DRESS drug rash with 

eosinophilia and systemic symptoms SJS Stevens Johnson syndrome

TEN toxic epidermal necrolysis

 VTE

2. 

    



Drug Safety vol. 382012 JuneNewsletter

 strontium ranelate Protos® VTE

temporarily or permanently immobilized     

2. VTE 80 strontium 

ranelate

3. strontium ranelate SJS

TEN DRESS

3 6

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/

news/2012/03/news_detail_001471.jsp&mid=WC0b01ac058004d5c1&murl=

menus/news_and_events/news_and_events.jsp

Benzocaine

methemoglobinemia

benzocaine benzocaine



1.  

2. benzocaine

http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_2012/2012_52-eng.

php

FDA drospirenone

drospirenone

1. 93

100 12 Yaz® Yasmin®

2.
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1.

2.

http://www.fda.gov/Drugs/DrugSafety/ucm299305.htm

the Prostate Cancer Prevention Trial/PCPT and 

the Reduction by Dutasteride of Prostate Cancer Events Trial/REDUCE

50 4 finasteride dutasteride

high-grade high-

grade finasteride 5mg dutasteride

2 1mg finasteride 1mg 

finasteride

finasteride dutasteride high-grade



finasteride dutasteride

http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_2012/2012_38-eng.
php

New England Journal of Medicine NEJM

azithromycin 5 amoxicillin

cardiovascular death death from 

any cause Vanderbilt

1992-2006 14  azithromycin 347,795

1,391,180

HR 2.88; P<0.001 HR 1.85; P=0.002

amoxicillin 1,348,672

HR 2.49; P=0.002 HR 2.02; P=0.005

FDA macrolides

clarithromycin erythromycin QT QT interval 

prolongation Torsades de Pointes TdP
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QT torsades de pointes

2. 

     

1. macrolides

azithromycin

2. az i th romyc in

http://www.nejm.org/doi/full/10.1056/NEJMoa1003833
http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHu
manMedicalProducts/ucm304503.htm

(CHMP) meprobamate

meprobamate
( )

( 12 )

CHMP meprobamate EMA

meprobamate

15



(TFDA) 101 5 31 meprobamate

101 8 31 TFDA

1.

2.

3.

h t t p : / / w w w. e m a . e u r o p a . e u / e m a / i n d e x . j s p ? c u r l = p a g e s / m e d i c i n e s /

h u m a n / r e f e r r a l s / m e p r o b a m a t e / h u m a n _ r e f e r r a l _ 0 0 0 2 9 3 .

jsp&mid=WC0b01ac0580024e9a

2011 12 5 ursodeoxycholic acid

ursodeoxycholic acid 5

ursodeoxycholic acid

13-15 mg/kg/day 28-30 mg/kg/day

primary sclerosing cholangitis

minimal listing criteria 2.1

63% vs. 37% p<0.01 ; 
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3

GGT AST ALT alkaline phosphatase bilirubin

6

2008 5 16

primary biliary cirrhosis, PBC

13-15 mg/kg 2-4

http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/public/_2011/

ursodiol_pc-cp-eng.php
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Daptomycin�����������
������ !"#

1 2 3

1 1 2 3 1 3 1 3

Daptomycin

cyclic lipopeptide

DNA RNA

Daptomycin

MRSA methicillin-resistant 

staphylococcus aureus
1,2,3

daptomycin

2006

daptomycin

cSSSI S. 

aureus MRSA Streptococcus

p y o g e n e s S t r e p t o c o c c u s 

a g a l a c t i a e S t r e p t o c o c c u s 

dysgalactiae subsp.equisimilis

vancomycin-susceptible Enterococcus 

faecalis S. aureus

daptomycin

daptomycin
1,2,3

daptomycin

cSSSI 4 mg/kg/day

7 14

6 mg/kg/day

2 6

daptomycin

penetration

Daptomycin

90 93%

8 78%
3 creatinine 

$
%
&
'

S
pecial R

eport



Drug Safety vol. 382012 June Newsletter

clearance 30 mL/min

4 6 mg/kg

3
1, 2

cSSSI

daptomycin

creatine phosphokinase, 

CPK cSSSI 2.8%

/ 6.7%

6% 6%

5.8% 5.2%

4.3% 3.2%

myopathy 0.2%

2,3 Daptomycin

CPK

2-4

daptomycin

HMG-CoA reductase

statins
4-6, 8

daptomycin

CPK

2, 9 CPK

6.7% 9

CPK 1.8 2.8%

0.2 0.9% 3

rhabdomyolysis

9, 10

daptomycin

CPK

CPK 6

daptomycin

6,7

4

6 mg/kg2 Micormedex

IDSA

daptomycin

6 8 mg/kg 1, 11, 12

daptomycin

14 12 mg/kg
13



10 16 mg/kg

CPK
4,14

daptomycin

8 mg/kg CPK

2 CPK

3 1

6.2 230 1

15

daptomycin

statin

1,2,6-9,15

2006 2009

5

daptomycin

CPK 1

5

4

1

daptomycin

possible

probable

5 daptomycin

MRSA vancomycin-resistant 

enterococci VRE

3

Micromedex

daptomycin 5.2

7.1 mg/kg 1

2

700 mg

60 2

6 7 

mg/kg cSSSI

daptomycin

4 13 CPK

3

CPK

2

628 U/L 7

41,700 U/L

16

2,185 U/L CPK 2,000 
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U/L

330 U/L 2

CPK

CPK 13

2

CPK

CPK CPK

4 7

CPK 4

CPK 2 9

1

4 daptomycin

CPK

3

5 2

CPK

34

daptomycin CPK

CPK

simvastatin

simvastatin

CPK

daptomycin

daptomycin

3

Daptomycin CPK

CPK

CPK

1,000 mg/

dL

CPK

2,000 mg/dL

CPK



10. Papadopoulos S, Amanda MB, Susanne 
LE, et al. Rhabdomyolysis during Therapy 
with Daptomycin. Clin Infect Dis 2006; 
42: e108-e110.

11. Mermel LA, Allon M, Bouza E, et al: 
Cl in ica l  Prac t ice  Guide l ines  for  the  
Diagnosis and Management of Intravascular 
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the Infectious Diseases Society of America. 
Clin Infect Dis 2009; 49: 1-45.

12. Moise PA, Hershberger E, Amodio-Groton 
MI et al. Safety and Clinical Outcomes 
�������	
	�	���
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Daptomycin Therapy. Ann Pharmacother 
2009; 43: 1211-9.

13. Benvenuto M, Benziger DP, YankelevS, 
et al. Pharmacokinetics and tolerability of 
daptomycin at doses up to 12 milligrams 
per kilogram of body weight once daily 
in healthy volunteers. Antimicrob Agents 
Chemother. 2006 50 (10): 3245-9.

14. Lichterfeld M, Ferraro MJ, Davis BT. 
High-dose daptomycin for the treatment of 
endocarditis caused by Staphylococcus 
aureus with intermediate susceptibility to 
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long-term daptomycin treatment (>= 8 mg/
kg/day over  more than 2 or  4 weeks)  
in the European Cubicin® Outcome Registry 
and Experience (EU-CORE). In: Abstract 
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March31-April 3, 2012.

1. Micromedex®1.0 (Healthcare Series), 
(electronic version). Thomson Reuters 
(Healthcare) Inc., Greenwood Village, 
Colorado, USA. Available at: http://www.
thomsonhc.com. Accessed May 2.

2. P roduc t  In fo rma t ion :  Cub ic in (R)  IV 
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2010. 
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Daptomycin. Drugs 2004; 64 (4): 445-455.
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Type A aortic 
dissection s/p 
Bentall s 
procedure and 
CABG surgery 

2007 10

MRSA MRSA spondylitis
 

(MRSA) VRE

Meperidine 
50 mg PRN

Clopidogrel,
 furosemide, 
propranolol,
sennoside A, 
paracetamol, 
fexofenadine.

Simvastatin 
, amlodip-

ine, loratadine/pseudoephed-
rine, prednisolone, tacroli-
mus, G-CSF, fluconazole, 
piperacillin/tazobactam.

Dapto
mycin

2010/8/6-8/17
500 mg 6.1 mg/kg
QD 12

2009/8/28-9/10
350 mg 7.1 mg/kg  
QD 14

2009/10/6-10/19
700 mg QD 

14

2009/10/2-11/5
700 mg QD
 34

2009/5/26-6/6
350 mg 5.2 mg/kg  
QOD 12

CPK 2010/8/13
 CPK : 628 U/L

2009/8/28 
CPK : 50 U/L
2009/9/10    
2934 U/L

2009/9/15    
237 U/L

2009/10/10
 CPK : 258 U/L
2009/10/19 
CPK : 2185 U/L

10/8 : CPK : 287 U/L
10/9 : 88 U/L
10/16 : 34 U/L
11/5 : 4204 U/L
(myoglobin:6459 ng/
mL urine myoglo-
bin:1035 ng/mL)

rhabdomyolysis 
and acute renal failure
11/7 : 4082 U/L
11/9 : 2788 U/L
11/18 : 26 U/L

5/26 :  10 U/L
6/8  :  330 U/L
6/9 :

6/12 : 2992 U/L
6/16 : 16510 U/L
6/17 : 22008 U/L
6/19 : 28292 U/L
6/22 : 41700 U/L
6/24 : 20380 U/L
6/29 : 2255 U/L
6/30 : 

7/1 : 869 U/L
7/6 : 310 U/L
7/13 : 135 U/L

2010/8/5 
CRE : 1.0 mg/dL

10/14 CRE : 0.93 mg/dL
10/16    1.05
10/19    1.13
11/2      1.49
11/5      1.76
11/10     2.11
11/18     2.88 

vanco-
mycin CRE
11/26     2.02

5/26  CRE: 3.76 mg/dL
6/19  CRE: 2.15 
6/22  CRE: 1.73
8/17  CRE: 1.47

teico-
planin
CPK

2009/9/10
2009/9/15 
CPK : 237 U/L

2009/10/19  

ADR

2009/11/5 
hydration rhabdo-
myolysis CPK 2009/6/6 daptomycin

CPK

ADR probable probable probable probable possible
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MedDRA Code

Karch and Lasagna algorithm

49

36 63

80 7 70

12 60

2

17

2 1

......

(

) ......

(1)

Onset

(2)

Duration :

(3)

Karsh and Lasagna algorithm7

CIOMS

CIOMS

8 Karsh and Lasagna al-

gorithm 5 : (1)

(2)

(3) dechallenge

(4) rechallenge

(5)

......
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1.   92 

2. FAQ (2009-12-25)
http://www.fda.gov.tw/itemize.aspx?
itemize_sn=241&pages=1&site_
content_sn=214

3. FAQ > 2 ? ?
h t t p : / / h f . d o h . g o v. t w / T D R F _ H U A S /
H u a s / F A Q C o n t e n t . a s p x ? F A Q _
CODE=20

4. FAQ > ?
h t t p : / / h f . d o h . g o v. t w / T D R F _ H U A S /
H u a s / F A  Q C o n t e n t . a s p x ? F A Q _
CODE=19

5. Q&A
h t t p : / / w w w. f d a . g o v. t w / i t e m i z e _ l i s t .

aspx?site_content_sn=214

6. Manso G, López-Rivas L et al. 
Continuous reporting of new cases in 
Spa in  suppor t s  the  r e l a t ionsh ip  be -
tween Herbal i fe ® products  and l iver 
i n j u r y.  P h a r m a c o e p i d e m i o l o g y  a n d 
Drug Safety, 2011; 20: 1080-1087

7. K a r c h  F E ,  L a s a g n a  L .  To w a r d s  t h e  
operat ional  ident if icat ion of  adverse 
drug reactions.  Clin Pharmacol Ther. 
1977; 21: 247-54

8. 
27 1

Mar. 31  2011

9. 
 

h t t p : / / h f . d o h . g o v. t w / T D R F _ H U A S /
Huas/Home.aspx

10. FAQ ?
?

h t tp : / /h f .doh .gov. tw/TDRF_HUAS/
H u a s / F A Q C o n t e n t . a s p x ? F A Q _
CODE=16




