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A EQ BET7ILT X LX)

A: Q Shrinkage measure D
4-by-2 contingency table.

Target AE All Ao];ciler Total
drug D, and drug D, Nj1q Ny19 N4
Only drug D, Nyp1 Nygo N0+
Only drug D, Ny1q No10 No1+
Neither drug D, or drug D, Nyoq Nyo0 Ngoy
Total N1 N4 10 Nty

QO =log, Z,Ei : 8? Qs >0

1) Norén G.N., Sundberg R., Bate A., Edwards L.R., Stat. Med. 27, 3057-3070 (2008).



A EQ BETILT XL (2)

2-by-2 contingency table.

B: Additive model %

P11 — P10 — Po1 + Poo >0

(RD drug D1ndrug D2 — RD only drug D1 +RD only drug D2 > 0)

drug D, Not drug D,
P11 P1o
drug D
&1 (=ny1/ny1,) | (Eng91/n50,)
Not drug D, Po1 Poo

(=ng;1/Np14)

(= 1n491/Npo4)

C: Multiplicative model 2

P11 X Poo
Po1 X P1o

> 1

RRdrug D;Nn drug D,
>1
RRonly drug D4 X RRonly drug D,

2) Thakrar B. T, Grundschober S. B, Doessegger, L., Br.]. Clin. Pharmacol. 64, 489-495 (2007).




A EQ wET7ILT XL Q)

D: Combination risk ratio (CRR) 3

drug D /drug D, N drugD,
1 /

drug D,

p RRdrug Dindrug D,
ma x( PRRaryg p,, PRRarug p,)

Combination risk ratio(CRR) =

Ni99 = 3' PRRdrug D1 N drugD2 > 2; Xz drug D1 N drugD2 > 4; CRR > 2

3) Susuta Y., Takahashi Y., Jpn. J. Pharmacoepidemiol., 19, 39-49 (2014).



A EQ wET7ILT XL (4)

E: Chi-square statistics ¥
4-by-2 contingency table.

Target AE All Ao];ciler Total

drug D, and drug D, Nj1q Ny19 N4

Only drug D, Mgy N0 Nyo4

Only drug D, Nyqq Ny Ny

Neither drug D, or drug D, Nyoq Nyo0 Nyoy

Total N1 N4 10 Nty
__Nq11—E111-0.5 )

X = vE111

4) Gosho M., Maruo K., Tada K., Hirakawa A., Eur. J. Clin. Pharmacol. 73, 779-786 (2017).
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LIZHETHEHEBETDHE AN Z . Cohen‘s kappa
coefficient (k). proportion of positive agreement (Pqsitive)
& proportion of negative agreement (P egaitive) © FALYT . 5
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Contingency table for comparing 2 algorithms.
Cohen's kappa coef ficient (k) = ?::e
Algorithm B ¢
95% {EHEX [ = i + 1.96 /M
N x(1-P,)
Yes No Total
Ny, + Ny Ny, N Np N
Yes Ny Ny Ny, Po==2 N, fe= Ty * Ty TN
Algorithm A
No Nny Npp Ni, p o ZNi = o A s
postive — N, + N, gat N, + N,
Total N, N, N




fm RO £7/L3Y) X LOIMEHAIHE L $HEEHH

Number (%) of combinations

signal (Y/N) N1 <3 =3 nm =4 N1 =5 1 >5 total
Q Shrinkage measure Y 135 (4.7) 165 (44.4) 147 (61.8) 87 (63.5) 178 (54.3) 712 (18.1)
N 2628 (92.2) 197 (53.0) 91 (38.2) 49 (35.8) 142 (43.3) 3107 (79.2)
N (no criterion) 86 (3.0) 10 (2.7) 0 (0.0) 1(0.7) 8(2.4) 105 (2.7)
Addltlvemode] .......................... Y ............................. 2 396(841)311(836) ....... 214(899) ........ 1 18(861) ....... 259(790) ...... 3298(840)
N 368 (12.9) 52 (14.0) 24 (10.1) 19 (13.9) 61 (18.6) 524 (13.4)
N (no criterion) 85 (3.0) 9(2.4) 0(0.0) 0 (0.0) 8(2.4) 102 (2.6)
MUItlphcatwemOdel .................. Y ............................. 1662(583)207(556) ....... 143(601) ......... 9 8(715)142(433) ...... 2252(574)
N 634 (22.3) 109 (29.3) 64 (26.9) 39 (28.5) 157 (47.9) 1003 (25.6)
N (no criterion) 553 (19.4) 56 (15.1) 31 (13.0) 0 (0.0) 29 (8.8) 669 (17.0)
Comblnatlonrlskratlo(CRR) ..... Y ................................. 0(00)260(699) ....... 184(773) ........ 1 03(751)192(585) ....... 739(188)
N (00gy  l12G0D  54(227)  34(248)  136(415) 3185 (812)
N (no criterion) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0)
Chlsquarestatlstlcs .................. Y .............................. 6 84(240)187(503) ....... 153(643) ......... 8 8(642)177(540) ...... 1289(328)
N 2079 (73.0) 175 (47.0) 85 (35.7) 48 (35.0) 143 (43.6) 2530 (64.5)
N (no criterion) 86 (3.0) 10 (2.7) 0 (0.0) 1(0.7) 8 (2.4) 105 (2.7)
Total 2849 372 238 137 328 3924

BT — 2 R—RIZEHEINTUVI2DODOEER ESISOMAEHLEEL3,9245H Y .
Z®D S5 b, Q Shrinkage measure: 71248, Additive model: 3,298%8. Multiplicative model:
2,252#%0. Combination risk ratio (CRR): 739%H. Chi-square statistics: 1,289f8A & H = #11=,
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A: Q Shrinkage measure

B: Additive model

C: Multiplicative model

D: Combination risk ratio (CRR)
E: Chi-square statistics
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Q Shrinkage measure

Additive model

Multiplicative model

Combination risk ratio

Q Shrinkage measure

x 0.360 (0.330-0.389)
P 0.779

pasttIVe
P :0.513

negative*

K 0.507 (0.481-0.534)
P 0.775

pasttIVe
P :0.732

negative*

K 0.621 (0.597-0.646)
P, peitive: 0.850

positive*
P :0.763

negative*

Additive model

;c 0.360 (0.330-0.389)
£0.779
£0.513

posm ve'

negatl ve*

K‘ 0.342 (0.312-0.373)
:0.779
0.498

posm ve'

negatlve

1(' 0.593 (0.564-0.623)
:0.901
:0.680

pnsm ve'

negatl ve*

Chi-square statistics

x: 0.944 (0.934-0.954)

0.974
:0.969

posmve

negaﬂve

K' 0.396 (0.366-0.426)
:0.803
:0.538

posm ve'

negatl ve*

Multiplicative model

1 0.507 (0.481-0.534)
:0.775
:0.732

pUSl itive*

negatl ve*

i 0.342 (0.312-0.373)
£0.779
£ 0.498

]]051[’1 ve*

negatl ve*

x: 0.492 (0.465-0.519)
:0.802
:0.680

pOSI[l ve*

negatl ve*

K 0.535 (0.509-0.561)
:0.793
£0.741

pOSl itive*

negatl ve*

Combination risk ratio

K 0.621 (0.597-0.646)
Pyositive: 0.850

positive*
P :0.763

negative*

K 0.593 (0.564-0.623)
Pyositive 0.901

positive*
P : 0.680

negative®

K 0.492 (0.465-0.519)
Pyositive: 0.802

positive*
P : 0.680

negative®

K 0.668 (0.645-0.691)
P 0.874

positive*
P :0.789

negative®

Chi-square statistics

1 0.944 (0.934-0.954)
Pyoiive: 0.974

positive*
P :0.969

negative*

K 0.396 (0.366-0.426)
P 0.803

p051t1Ve
P :0.538

negative*

x 0.535 (0.509-0.561)
P 0.793

p051t1Ve
P :0.741

negative*

K 0.668 (0.645-0.691)
P 0.874

posmve
P : 0.789

negative*
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