FDA

(FAERS) FAERS
ROR
FAERS ROR 2.48

2.74 ROR 6.74 9.47
ROR 2.71
3.45 2
ROR
ROR
2010
10  FDA
2011 3
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CYP2C9

VKORC1 K
1
PT-INR
5 81
2011 8 12
44
RE-LY
RE-LY
18,113
200mg/day 110mgx 2 /
300 150mgx 2/
PT-INR=2.0 3.0
FDA
FAERS
B.
1.1.
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FAERS 2010
4 2013 4
DrugBank FAERS
MedDRA/J 17.0  SMQ20000039
1.1.1. FAERS
FAERS
2004
2012 4
2012 4 Legacy
AERS
2004 1
2013 4
FAERS
FAERS DEMO. txt
DRUG. txt REAC. txt
INDI . txt RPSR.txt
OUTC. txt THER. txt
7
3

PRIMARYID CASEID FDA DT AGE AGE_COD

WT WT_COD REPORTER_COUNTRY DRUGNAME

DOSE_AMT DOSE_UNIT DOSE_FREQ PT
Table 1-3



Table 1.

PRIMARYID(ISR)

DEMO.txt
2010

CASEID(CASE)

FDA DT

ISR

AGE

AGE_COD

GNDR_COD

WT

WT_COD

REPORTER_COUNTRY
0 Legacy AERS

Table 2.

PRIMARYID(ISR)

1.3.
FAERS

DRUG.txt
ROR

DRUGNAME

DOSE_AMT* 1

DOSE UNIT? 1

1.3.1. ROR

DOSE_FREQ™
0 Legacy AERS

*1 2012 4

Table 3.
PRIMARYID(ISR) |

ROR

2% 2
ROR

REAC.txt

PT

() Legacy AERS

1.2.
FAERS

FAERS

Table 4. ROR
Asc_nts.doc
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CASE

4

ISR

ROR

Table 4- 6

2013

ROR



ROR = (A+B) + (C+D) = AD/BC

Table 5.
ROR

ROR = (A+B) + (C+D) = AD/BC

Table 6.
ROR

ROR = (A+B) + (C+D) = AD/BC

1.3.2. Adjusted ROR
1.3.1 ROR
ROR

ROR  Adjusted ROR

Adjusted ROR

Adjusted ROR

ROR

1

log (%p) = by + b, * Age + b, * Gender + by

* ReportYear + b, + Dabi + bs

*Warf (1)

p:

b0 b1~b5:

Age: Gender: ReportYear:

Dabi: Warf:

1

Adjusted ROR = EXP(b,) (2)
1.4.

ROR Adjusted ROR
ROR
ROR
ROR
1.4.1.
2010 4

4 ROR

1.4.2.

8 12
2011 11 7 FDA

2013

2011



Notoriety Bias

ROR

1.4.3. Ad hoc

RE-LY

FAERS

ROR Ad hoc
Ad hoc

C.
2.1

55,340,387
Drug-Reaction Pairs
33,770,386
2,227,525 29,866,338

Drug-Reaction Pairs 2,740

Drug-Reaction Pairs 10,943
Drug-Reaction Pairs 79,744
Drug-Reaction Paris 199,650

Fig. 1

2.2

6.24
95%Cl: 5.68-6.86 10.49
95%ClI: 10.31-10.68 Adjusted ROR
5.68 95%C1:5.17-6.24
8.61 95%Cl:8.46-8.76
ROR

Table 7

2.76  95%CI:
2.59-2.94 2.41  95%CI:
2.36-2.45 Adjusted ROR
2.62  95%CI:2.46-2.79 2.22

95%C1:2.18-2.26 Table 8
ROR

2.3
ROR
2010 4 2013

ROR
Figure 2,3 ROR
2011 3 3.29 2011 4
10.02

2010 4 2011 1

ROR
ROR
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ROR

Figure 4,5 ROR FDA
ROR  9.42
ROR
2.4 Ad hoc
FAERS
ROR
2.27 95%Cl: 2.03-2.54
4.31 95%Cl: 4.20-4.42 Adjusted
ROR 2.27 95%C1:2.01-2.56
3.96 95%CI:3.86-4.07
Table 9 ROR Adjusted ROR
D.
RE-LY
FAERS
ROR Adjusted ROR
RE-LY
FAERS
RE-LY
FAERS
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PT-INR

FAERS

RE-LY

PT-INR

RE-LY

PT-INR

1.6~2.6

FAERS

2.0~3.0

PT-INR

10

FAERS



FDA

2011
8
FDA
2011 11
ROR
2011 3 2011 4
2011 4
ROR
ROR
FDA 2011
1
ROR
FDA
FAERS
Notoriety Bias
ROR
FAERS
ROR
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7
6%
ROR
FAERS
RE-LY
FAERS
RE-LY
FAERS ~ MedDRA/J  SMQ20000039
PT RE-LY
FAERS
E.
3
RE-LY FAERS
RE-LY



PT-
FAERS
F.
G.
D
22
2014 6
)
2)
35
2014 12
3)
24
9 27
FAERS
4)
24

INR

28 29 (
(FAERS)

2014

2014
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5) Masahiro Tohkin, 2014 APEC LSIF Joint

MRCTs and GCP Inspection Workshop,
Consideration points on ethnic factors -
Overview of Clinical Pharmacological
study among Chinese, Japanese, Korean,
American, - PPK analysis used the data
above. 2014 5 8 (Qingdao, China)

6) Shun Nakano, Kana Kawai, Yoshihiro

Ogawa, Masahiro Tohkin, Ethnic difference
in isoniazid-induced liver injury; detection
by the FDA Adverse Event Reporting
System Database. 19th North American
ISSX Meeting, 29th JSSX Meeting 2014
10 20 (San Francisco)

7) Kento Yamada, Maki Sugaya, Yukiko

Fujiwara, Hiromi Hagiwara, Shinichi
Kawai, Masahiro Tohkin, Effect of Ethnic
Difference of Pharmacokinetics on the
Prescription Dose of Statins and Selective
Serotonin Reuptake Inhibitors 19th North
American ISSX Meeting, 29th JSSX
Meeting 2014 10 20 (San Francisco)



FAERS All Data
55,340,387
Drug Reaction Pairs

|

Data Cleaned
33,770,386
Drug Reaction Pairs

|

!

Asia
2,227,525
Drug Reaction Pairs

Drug Reaction Pairs

NonAsia
29,866,338

|

N

|

Dabigatran
2,740
Drug Reaction Pairs

Warfarin
10,943
Drug Reaction Pairs

Drug Reaction Pairs

Dabigatran
79,744

Warfarin
199,650
Drug Reaction Pairs

Fig.1
Table 7.
ROR Adjusted ROR
Asia 6.24 5.68-6.86 568 5.17-6.24
Non-Asia 10.49 10.31-10.68 8.61 8.46-8.76
95%
Table 8.
ROR Adjusted ROR
Asia 276 259-2.94 2.62 2.46-2.79
Non-Asia 241 2.36-2.45 222 2.18-2.26
95%
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Fig 3.
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2.56
4.07

Adjusted ROR

2.27 2.01
3.96 3.86 -

ROR
ROR
227 2.03-2.54
4.20-4.42
95%
22

4.31

Year-Quarter

Asia
Non-Asia

Table 9.




