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1. codeine

2. morphine

3.

4. codeine 100 0.1 1.0
11

http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHu
manMedicalProducts/ucm315627.htm

1. 95 9 29 0950328606
codeine

(1)
1 1 2 (2)2 12

(3)
2. codeine CYP2D6 morphine

ultra-rapid metabolizers ultra-rapid
metabolizers 1.2% 2%



Menthol methyl salicylate
      capsaicin

FDA 2012 9 13 menthol methyl salicylate capsaicin

      FDA menthol methyl

salicylate capsaicin

menthol 3% menthol

10  methyl salicylate capsaicin

FDA

1.

2. 96 7 30 menthol camphor methyl salicylate

1

2

2

 2

3 methyl salicylate methyl salicylate

1.8gm

3.
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http://www.fda.gov/Drugs/DrugSafety/ucm318858.htm

Methotrexate

1011407061
methotrexate

Methotrexate DNA
RNA 

1.

2. X

http://www.tdrf.org.tw/ch/03_message/mes_01_main.asp?bull_id=4975



Ketoprofen

FDA 1011409984

ketoprofen

85 3 11 ketoprofen

circulatory collapse

http://www.tdrf.org.tw/ch/03_message/mes_02_main.asp?bull_id=4987
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98 3    2 2 1
99 20 5 5      3
100           39 25 9 0

101 1~10 62     24   3      6
124     56 19 10

124

75.2%

56 33.9%
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2.

3. 99
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based datasets

Medicare datasets

National

Health Insurance Research Database, 

NHIRD

population-based

longitudinal

 Cyclooxygennase-2

COX-2  inh ib i tors - rofecoxib

celecoxib
2,3

thiazolidinediones4,5

clopidogrel
6,7

thiazolidinediones

rosiglitazone pioglitazone

4

47

rosiglitazone pioglitazone

rosiglitazone

US Food and Drug 

Administration rosiglitazone

99

safety signal

1999-2010

2000 2005

17.6

196



613

7-9

1. Topol  EJ.  Fai l ing the public  heal th--
r o f e c o x i b ,  M e r c k ,  a n d  t h e  F D A .  N 
Engl J Med 2004; 351: 1707-9

2. Huang WF, Hsiao FY, Wen YW, Tsai YW.
Cardiovascular events associated with 
the use of four nonselective NSAIDs 
(etodolac,  nabumetone, ibuprofen, or 
naproxen) versus a cyclooxygenase-2 
inh ib i to r  (ce lecoxib) :  a  popula t ion-
based  ana lys i s  in  Ta iwanese  adul t s . 
Clin Ther 2006; 28: 1827-36.

3.  Huang WF, Hsiao FY, Tsai YW, Wen YW,
S h i h  Y T.  C a r d i o v a s c u l a r  e v e n t s 
a s s o c i a t e d  w i t h  l o n g - t e r m  u s e  o f 
ce lecoxib ,  rofecoxib  and meloxicam 
i n  Ta i w a n :  a n  o b s e r v a t i o n a l  s t u d y.
Drug Saf 2006; 29: 261-72.

4.  Hsiao FY, Huang WF, Wen YW, Chen PF,
Kuo KN, Tsai YW. Thiazolidinediones 
and cardiovascular events in patients 
w i t h  t y p e  2  d i a b e t e s  m e l l i t u s :  a 
r e t r o s p e c t i v e  c o h o r t  s t u d y  o f  o v e r 
473 ,000  pa t ien ts  us ing  the  Nat iona l 
Health Insurance database in Taiwan. 
Drug Saf 2009; 32: 675-90.

5 .  Hs iao  FY,  Tsa i  YW, Wen YW, e t  a l . 
R e l a t i o n s h i p  b e t w e e n  c u m u l a t i v e 
d o s e  o f  t h i a z o l i d i n e d i o n e s  a n d 
c l in ica l  outcomes in  type  2  d iabet ic 
patients with history of heart failure: 
a  popu l a t i on -based  coho r t  s t udy  i n 
Taiwan. Pharmacoepidemiol Drug Saf 
2010; 19: 786-91.

6. Hsiao FY, Mullins CD, Wen YW, Huang
WF, Chen PF, Tsai  YW. Relationship 
b e t w e e n  c a r d i o v a s c u l a r  o u t c o m e s 
a n d  p r o t o n  p u m p  i n h i b i t o r  u s e  i n 
pa t i en t s  r ece iv ing  dua l  an t ip l a t e l e t 
therapy after acute coronary syndrome. 
Pharmacoepidemiol Drug Saf 2011; 20: 
1043-9.

7. Hsiao FY, Tsai YW, Huang WF, et al.
A  c o m p a r i s o n  o f  a s p i r i n  a n d 
c lop idog re l  w i th  o r  w i thou t  p ro ton 
p u m p  i n h i b i t o r s  f o r  t h e  s e c o n d a r y 
prevention of cardiovascular events in 
patients at high risk for gastrointestinal 
bleeding. Clin Ther 2009; 31: 2038-47.



Metoclopramide�AB&
CDEF$%��GH��

 -

 
!
�
"

extrapyramidal

 syndrome, EPS

involuntary movement 

disorder

dystonia

akathisia

pseudoparkinsonism

tardive dyskinesia

oculogyric

crisis torticollis

trismus

buccolingual

masticatory syndrome, BLM
1

nigrostriatal

metoclopramide

Metoclopramide benzamide

D2

5-HT3

prokinetic drug

Swissmedic 2011 11
2 1

metoclopramide

EPS 1 18

1

1 18

Sanofi-

aventis, Switzerland

metoclopramide

Primperan, drops for children/

Primperan, suppositories for children 

10 mg

105



2012 2 15

751

metoclopramide

46.6

21.9 mean  SD

297 40% 454

60%

565

75%

46.5  22.2 mean  SD

223 39%

342 61%

EPS 1

6 1%

85%

18 59

10%

88% 27 46%

32 54%

10.3  5.7 mean  SD

3

MedDRA

1.7

EPS
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EPS n = 565

No. No.
% %

223 39 160 28.3
342 61 383 68.0

mean ± SD 46.5  22.2 1 0.2
Onset time n = 288 21 3.5

0 125 %

1 47 4 0.7
2 34 6 1.1
3 82 4 0.7

% 278 49.2
3 0.5 268 47.4

91 16.2 5 0.9
15 2.7 Onset time:
21 3.7

175 31.1
257 45.7

1 EPS

mg （mg/kg）

1 0.4 6.6 PO 1 QID 2 0.15

2 0.75 8 PO 0.8 TID 1 0.1

3 0.4 6.5 PO 5 TID 1 0.77*

4 1 UNK IV 2.5 STAT 2 UNK UNK

5 0.4 6.5 IV 5 STAT 1 0.77*

6 0.25 6.8 IM 2.5 STAT 1 0.38*

UNK: unknown. * 0.15mg/kg/dose; max: 0.5mg/kg/24h3,4



18 EPS n = 59

No. No.
% %

32 46 12 20
27 54 44 76

mean ± SD 10.3 5.7 0
Onset time n = 3 4

0 20 %

1 8 1 1.7
2 13 1 1.7
3 6 2 3.4

Metoclopramide n = 51 23 39
33 31 52.5
15 1 1.7
3 Onset time:

%

1 1.6
15 25.4

2 3.4
6 10.3

21 35.6
14 23.7

18 EPS

/ No.
Gastrointestinal disorders

Salivary hypersecretion 1
Musculoskeletal and connective tissue disorders

Muscle rigidity 1
Musculoskeletal stiffness 1

Nervous system disorders

Akathisia 3
Dyskinesia 2
Dystonia 1
Extrapyramidal disorder 49
Gaze palsy 1
Muscle rigidity 1
Parkinsonism 1
Posture abnormal 1
Torticollis 1
Tremor 1

Psychiatric disorders

Agitation 2
Psychotic disorder 2
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Metoclopramide 1960

cisapride

prokinetic drug

EPS
5

EPS

1% > 2 mg/kg

2 30%3

3,6,7

EPS

EPS

24 72
8

Metoclopramide

5

6 3.5wk to 5.4 months

4.1 4.5

< 3.5wk

23.1
3,4

Bateman9

Metoclopramide 7 14

4.4 EPS

metoclopramide

EPS

blood-brain barruer

4

7

EPS

EPS

7 72

EPS

18

18 9

72 EPS

6

1

Micromedex 3,5

10 20 mg/dose

1 2 mg/kg/dose

Micromedex 14



0.1 mg/kg/dose 3 4

0.3 0.75 mg/kg/day

0.15 mg/kg/dose 4

6 0.1 mg/kg/dose 6

14 2.5 5 mg/dose 14

10 mg/dose 2010

metoc lop ramide 4

0.15 mg/kg/dose

3 0.5

mg/kg/24h 6

5

1 14

31 10

Micromedex

7.5 mg 40 mg/dose 1 6

3

metoclopramide

off-label use

FDA 2009 6

metoclopramide

tardive dyskinesia

metoclopramide 12 10,11

metoclopramide EPS

metoclopramide EPS

1
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