90T

9-T ¥

TE 4y s BEYEE LAY QYU

fications

MH+

FLAAGTHLGGTNLDFOMEQYDYX 5.3 2617.27732
ADHOPLTEASYVNLPTIALCNTDSPLR 2 C20{Carboxymethyl) 4.66 3 289745536
FAAATGATPIAGR 2 344 2 1203.64853 -132
Sequence #PSMs Nodifications ACn *Corr Charge MH+{Da] &M {ppm]

COMENYPE

1037.47173

Sea;j BnCe

WM+ [Dal

DFYNPLVAEAQK

139469206

GPSEYPTH

lodifications

- FTLSPEDCGPLDIEWLISPADINGK

2713.33984

1.57

TQYNGVPSEDFER

161272575

. YESDOCUR

1048.50798

Sequence Modifications Charge M@TDa} AM {ppm
TLSSSTOASLEIDSLFEGIDFYTSITR 3 0.0600 570 3 298145304 0 -3.24
ELEQYCNPHSELYOGAGGPCPGGFGAQGPK 2 L6{Carboxymethyl) | 0.0000 548 3 3056.47574 -0.86
SINPOEAVAYGAAVOAAILMGDK 1 0.0000 5.25 3 2304.15881 206
HINEPTAAAAYGLDR 1 0.0000 401 2 1687.896%0 0  -288
MOVALNPONTVFDAK 2 0.0000 3.58 2 1658.84536 -2.03
TIPSYVAFTOTER 4 00000 3.58 2 1487.70391 174
VEHANDOQGNR & 0.0000 3.41 2 122862663 -1.19
ATAGDTHLGGEDFDNR 2 0.0000 3.37 3 1675.72959 -0.69
MNALESYAFNMEK 1 0.0000 252 2 1287.60393 006
YKAEDEVOR 2 0.0000 2.50 2 1137.55228 -108
COEVISWLDANTLAEKDEFEHK 2 Cl{Carboxymethyl} |~ 0.0000 246 4 2663.22088 0.15
AARIGIDLGTTYSCVGVFOHGK 1 ClaiCarboxymethyl)  0.0000 241 3 2266.13047 579
WMVOEAEK 31 04.0000 2.02 2 83440227 -0.43
FGDPVVOSDMEK 1 0.0000 2.59 2 122257488 -2.00




— L0T —

9-T ¥

CH 4y N g BEWE =LA ) Q3R

 Sequence #P2Ms | Modifications ACn XCorr i Charge | MH+[Da] AM [ppm]

SNLAYDIVOLPTGLIGH Ty ' 0.0000 6.20 2 180305278 D&l
LEDTENWLYEDGEDOPK 1 E 0.0000 5.80 2 12080.8984% 010
MOVDUEEPHVEEGU T PAENK 5 50000 5.58 3 (2EIIIVeET TEY
: el 2 D.0000 533 3 1330158702, 090

MH+ [Da}

LM [ppm}

SAVITVUNPK

1015.57250 -5.70

:

1143.51543

115

 Sequerce MH+[Da
LIVIVPPEKPTVINIPSSATIGNR 237338540 133
CVIELPTGITER 127370268 -0.66
FDOGDTIR 93941488 -1.87
ITASYEDR 95445110 -171
VIVSQPSAR 1020.54448  -2.7

LUCYNINK

Se :

fH+{

Dal &M

[ppm

FUSAIEGMHPNOEDHETFVDINPLT GHILK
P

f'gdgmquenze :

 Modifications

“Charge

IH+ [Da]

3364.5?5&5%

-2.83

GYAFIEFASFEDAK 1 2115894 74348
GLSEDTTEETLK 1 G.0000 2 11322.63054
 TLVLSMLSYSATEETLOEVFEK = - 1 0.0000 3 1250126792
VIQDELK i 1 40000 2 £32.43838
FGYVDFESAEDLEK: - 1 : 2 |154B.75551

y Ji

Sequence.

#PSMs | Modifications Charge | MH+[Da] AM [ppr]
TPEELEHPLGADSQY s o coenat o G O0D0 3.68 2 1639.?9872; ©o 150
“TFDEIASGFR 1 40000 1 308 20011142 54656, 102
QGGASOSDKTPEELFHPLGADSCY 1 ‘0.0000 289 3 248817710 086
FLLINR - i 2 L0000 151 2 775481251 -184




100,

g (A)

T Ml
WAL Mu,mwwm%w

0 T 720
100

o ®
: w A U ML b
0g ‘ / T 30

Time (min)

B 1-12 iPSHMIRHRS 7 ED LCMS it LV B bhieX—RAv—2r 7u< b 7J A
(A) whole cell lysate H3EF > 7E (B) U4 F U EREIC I VB LULES VR IE
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- cylosal (14.72%)

—er-mitochondrion (5.51%)
~No annotation avallable (1.44%)
cell surface (3.31%)
Golgl (1.13%)
" —proteasome (0.81%)
endosome (0.63%)
~~ vacuole (0.36%)

endoplasmic reticulum...~
extracellular (1.90%) -,
chromosome (1.99%)~._

spliceosomal. .-

organelie lumen (2.21%) - - cytoskeleton (4.88%)

nucleus (19.37%)~—- Hbosome (3.43%)
e cytoplasm (20,00%)

282 cytoplasm (20.00%) cytosal (14.72%) 103 ribosome (3.43%) KRS chromosome (1,99%)  EZZ3 endoplasmic reticulum (1.81%)  £27) cell surface (1.31%) 333 proteasome (0.81%) £ vacuole (0.36%)

£ nucteus (19.37%) W mitochondrion (5.51%) [ organelle lumen (2.21%) i) (1.90%) £ Ne i ilable (1.44%) 23 Golgl {1.13%) EES§ endosome (0.68%)

22 membrane (16.43%) B33 “.88%)  ©E nple 3%)

(B)

eytosol (12.39%) —erroens e
mitochondrion (7.03%)

PUCeUs (16.26%) s endasome (1,68%)

7 senronesame (1.17%

cell surface (1,99%)

Fibosome (2.34%) ~.__
Golgf (2.50%)~. __. 77 - proteasome (0.20%)

organalie lumen (2.85%)~-
endoplasmic reticutur...

~cytoskeleton (4.89%)
Cytoplasm (19.06%) -

e membrane (19,22%)

B membrane (19.22%) cytosol (12.39%) £ endoplasmic reticulum (3.31%) i ribosome (2.34%) I endosome (1.68%) {33 spliceosomal complex (1.17%) i) No annotation avaflable (0.66%)
5 cytoplasm (19.06%) B mitochondrion (7.03%) 23§ organelle lumen (2.85%) (23] extracellular (2.19%) E2 chromosome {1.17%) B2 vacuole (1.07%) EE32 proteasome (0.20%)
B2 nucleus (16.26X) 33 cytoskeleton (4.89%) Q5 Golgi (2.50%) E cell surface (1.99%)

K 1-18 RESN 7zt b iPSfikamks v 7 BEOMRNRTEICESL 5%
(A) whole cell lysate H3kZ > /%78 (B) U4 F U EHREIC L VBRI LB V0B
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(A)

ruclestids binding (11.09%) -«

DHA binding (6.32%)
structural molecule ctivity (6.01%)

ignt tramaducer scttity.. ~Feceptor activity (0.67%)
- mato activity (0.62%)
- actiotdant activity...
tramslation tegulstor...

EAAIUC BEtIRY {11 B9%) oo

- metal fon biding (5.83%)
Mo annotation,

RHA Binding (1BB1X) -~ entyime ceguistar.

o prateln binding (29.57%)

B2 protein binding (19.59%) 82 nucleotide binding (11.09%) 5 metal Jon binding (5.85%) £2773 No annotation avallable (1,14X) 535 receptor activity (0.67%) 7 antioxidant activity (0.41%)
55 RNA binding (18.81%) 2 ONA biading (6.32%) B vransporter activity (2,33%) £ signal transducer activity (0,83%) I motor activity (0.62%)  F35 translation regulator activity (0.41%)
57 catatytic activity (13,87%) 158 structural molecule activily (6.01%) B enzyme regulator activity (2.02%)

(B)

ouctectide binding {11.16X)

~metal lon binding (7.23%)

BNA binding (14.39%)

o DRA bindiing (5.07%) st ransducer activiy.-
Ko annotation avalisbe..- / receptor actity (0.89%)

antioxidant activy...
J———
- motor sctivity (0.38%)

ARG activity (16.42%)

trantperter activity.. e strugtural molecule...

~ protein binding (30.06%)

3 protein binding (30,06X) £ nucleotide binding (11,16X) E] structural melecule activity (4.38%) Mo annotation avallsble (1.20%) £ antioxidant activity (0.82%) BE8 motor activity (0.38%)
B3 catalytic activity (16,.42X) £ metal lon binding (7.23%)  EEH transporter activity (4.06%) R signal transducer activity (1.14%) £ transiation regulator activity (0.44X)
153 RHA binding (14,39%) 1525 ONA binding (5.07%) 5 enzyme regulator activity (2.35%) B8 receptor activity (0.89%)

X 1-14 FEShizt b iPSMaENRS 7 B OBREICES< 237
(A) whole cell lysate IR Z > %7H (B) B4 F UVERBIC I VBRI LEES VN7 H
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(A R=2E—H E—oA
HOTRT S L4 f
0 btk bk s J.‘.ALAM}" Ty} LA
100,
g | (B) HdHAF OIS L
5 | MS/MS
S | miz 366
°
O:G . ; L ,Am[ ; iji bt st e v Latil
100,
(C) M AAoaTMN S A
MS/MS :
miz 657

5 10 15 20 25 30 35 40 45 50 .
Time (min)

(D) U7 VB EFBEENEMULRTFEOMSMSZRS N L

<
1007
HSHOR—R
B N-7EFLYILaYEY
A 7a—2
Q O N-FEFIL/ASSUEE(CTIVERD)
§ ~ g
o N
5 VS
<
(0]
=
= ¢
o [q\]
o
B k
0 Il‘l‘d [\ LI;H@H.J.LM itk i 1 | L Ll L .,{n }‘h il L T ,
300 2000

X 1-15 7 miEHEMAMERTF FOREER
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A. Flow cytometry

cell number

B. Western Blot
Cell lysate VLP

Env -

Ant-HTLV-1 gp46 —>

Anti-Gag -»

Cyclophillin A—>

K 1-16 HTLV-1Env OV bu v A VARISHRERRE L U ba U A VR FNERY AR

X 1-17

HTLV-1 Env OJERIERE

293T cells
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A. Cell-free &3 B. Cell-cell B

10° ¢ 107 3
— 51 =) 108 m
EXR: z
=23 9 - C
R g
o g g 10°L
o = 10 3 3 :
82 g
D = L Y -
53 o) 2 10t
L -
102 103
Novirus HTLV-1  HIV-1  VSVG No virus HTLV-1  HiV-1
Env — Env —

X 1-18 HTLV-1 Env IZ & % cell-free & cell-cell BRYrDZh=R

10*

- Fresh
/<a 10° _ ?; Zrozeze-Thaw
S - 25°C
Q 10k % 37C
g
Py 7
=
=
d
x

Luciferase activity

10°

N

102
HTLV-1 HIV-1 VSVG

X 1-19 HTLV-1Env &%V b u v A L RRFDIREFKEFEHREERE

— 113 —



X 1-20

Relative infectivity (%)

100

50

T1/2=19 £ 0.52 min

¥ »
PR S i

8 24

Time (H5H) HCTHE

HTLV-1 Env 2 &Te L k1 U A LV RRLF DR E MO REFE#E
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AV infection

Mock infection

Day 0

Day 10

1-21. iPS #fa~ CMV B GHERATEZEEZS (L) : 10 B RIEIEE L7-725 OMV YLz X A A ae~
DOEAITBEINR o T,

'::: T s - -

z iPSHERAFICMY IE1mRNA

E:E

< 1goEess

=,

5 ruos

=

Z

=

2 e @i f § esif e

© R
SR

X 1-22. iPS fARE~D OMV &Yy (7 A /L AmRNA FE) : 10 HREIBZE L= MV & L3 7 B3R
TEEINR2o 72 (IED).

Mock infection CMV infection

Day 0

Day 10

1-23. iPS MR~ OMV Y (T A NAZ LR E5H) 10 HRIBELEN W & 30 &
(pp65) FEHUIBE SN o7z,

LOOE08
.
-
— 160806 e MMNM
3] I
§
§ 100E204
1698302 .
day0 dayt dayd
BRI

~-Negative Control  ~~HSV1Z/3A%

1-24. iPS MR~ HSV-1 jgke (RARHEFEIZ A4 5 R0%80) « YL 3 BRI A e s aE#n
HIRBPBES T
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Mock infection HSV1 infection

Day 0

Day 3

B 1-25. iPS ffi~o HSV-1 &5 GRIIRIEHEZE L) « JkTk 3 H A2 12 1LiR ) CPE Mg S, HiRe
PRAEL LT,

IPSEBIEAIHSVIICPA mRNA. PSSV ol mRNA

PSEMEHRESVI CPE mRNA IPSTEIRATISYT ¢ mANA

HSVIICPI mBRNA Copy £ ug RNA

g
2
woeNegative Comrol  wei ke e Negative Contrnl eemfSVITE 090 e Fegative Contiol smeiS

1-26. iPS #Ji~c HSV-1 J&¥e (7 A /L A mRNA 3&5,) -
AT OmRNA SR X7,

Mock infection HSV1 infection

1-27. iPS ffa~D HSV-1 &G (T ANV A Z X7 BEFEIR) - e 3 B I1CP4 FH.
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R 1T P ICBNEED H L5 5EFIEETHINE A LR

A NVAL SEGR} =
WNV JYSRERF HP | 2001 4ERE TI, R TIT 149 Bl 7= X v F A v
HRBEDRIEL, HTHEIL 18 ABO LN TND.
BE DT RT 4%.
KE CDC 2012 1L 5674 FINFIEL, 286 6 (5%) 21
LTWA.
BB TANA | BRYMENF HP | BAETHEHRZIC L AR EHNEERE SN TEY,
EAE (BEATEE) OANDBERHELD L,
FADRIZIZ L HFTENH T2 50 45T & Hhikd
5 ETEEOBAITE LV, BHIES B4 D3
THRHD, EFHAIZIT 0~4 BIENRK¥EEZ D, B
120, 1mEDEDBEEIENE.
SFTSV BERF HP | BERIL 6.3~30% L HE SN TWD. BATIX 40
FINMEZINTEY, EHIZ13HITHD (33%).
BYSENF HP | BTRICEA L TIE, DNRTIZ 2~5%TH 5725, A
RUATAN TIX15~30% &L Em< 220, FRCiEE CITEEICR D
A BHrnd 5. EREEZEH LIZGEDORTERIL, 25
~T5% L EmBTHAH.
T UAN | BIEN HP | BERIIEICLY, #X—Fr b 1 —F2 b
2 LIFEELTHA.
Py e RYYERMFHP | L =2 B TlE, 200540 3 A5 2006 ED 2
oL AFETIZ 15 HALL EOBENFA L, 3BH 237 AN
;EXh.
By RYENF HP ¥ﬁ26$3ﬂ275ﬁﬁ,¢ﬁﬁiﬁi6ég-é
YA LR B LT 0D 400 BIOREBINHE SN TR,
5 122 BIMFET LTS (31%).
TART U4V | RYYEN HP | B $k 1617 BT E L 1104 I TEiRIT 68%
& b,
— TS| R
P BIETTHP | ) e s S s,
P | EMEDTHP | MESIEFIET, 2002 45 11 A ~2003 4 8 Al TEE
FULMT 8,096 AT, 95 774 AP LTS
VA NA (9.6%) .
FhlaoS v | REJET HP | 55 90 A D VA VARKRH S, 95 45 AWK
A VA TLTW3 (50%).
T oY A | BRUSEDF HP | 467 20-30 FARRDRLEE N H D LHEFENTEY,
S BIERIIBGRE D 1-2%THD. VALY VERER
BIZHAWD & EFESRIT 90%0> 5 10%I272 5.
R A BYMENFHP | BFERIL, 77 U I TOWITTIFE~10% & HESH
2 TWABR, 2003 FEDT AU HERKETORAITTIE,
FETHNIERE STV,
BYMEMNT HP | WHO 283838 L7z 1990 £ 5 1999 £ ¥ TO B
EET A LR BET DL, BREE 11274 FIFIETERIT 2648
B CEARIT 23% TH o 7=,
BYYENF HP | KETi% 1993 25 2000 £ 3 A ETORBETI
NIHE A 238 ¢, JEHFEENT 37 5, BIEDS 144 7, 183 £
VA BAN, 49 FINT AV AT 4T T, LR

42% Th otz W FETIETAA_N—=F52FEL LT,
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T I LTS, 1994 4EN D 1999 4E(Z 32
BNRHY, 9612 ) (38%) L. ZHETIC
WIp b, AT 191, TS T A 16 A,
FV 70 B, NTTTA 34 B, 7T 12 HloO®
ERdBD.

HBV

UNEL
JEGENT HP

W% 24 4EOIETHUT 481 A

2002 4E O FUR LRI (WHO) O HEF¢1X, HBV i
YuF ISR G 20 8 A, HBV £ 1d 3.5 (&
N, ] 50-70 5 AD A # )5 HBV B#R B G L
TWD EfE LTS, KEOEE, 80 T A D 140
TANDHBV ¥+ U7 BFEET 5 EHEE S, HH
2,000 725 3,000 A7 HBV kel B4 5 R K T
CLTWA.

HCV

UNEE U}

Rk 24 FEDFET- T 4484 A

2006 FEO¥E (FEMERTAEY) ECEHIE 329,314 AT,
DD LRI LD LTEIL 33,662 A, £FEILD
10.2% % HHTIRY, F0OH 8 B C BFFL AL~
TW5.

HIV

A B R
JEGLENT HP

Tk 24 EDFET T 50 A

R D HIV @EYeE 303 3530 FEHEE SN D, Hil
TR R OBE CE BT AMERICH D b 0D, 2012
F 1 EMIZHT7212 230 5 AN HIV &Y L, 160
TAPEA AR ECTIET Lz, Zhide A XD
THMEE » CLSkR L% 7500 5 A0S HIV I[CEE% L
3600 T AR A ABHEOEFTHT LIt BN
B.

HTLV

UN=L =

2000 FLIEEF 1,000 ALLER ATL T 25T
WA Z ENGY, 1996 F£~199T D T-B Y /X
JEWFIE 7 N—T7 N K25 9 Ik ATL 2[FE EReffE Tl
XN TERBRAER O 700 Bl & i LT, BEEN
HEILTWA Z AR ST,

ERFTA N
2

LR CELE 375 5,000~5 FABNIERIFIC L - T3
TLTWA,

A INT
WA A

UNE=EEE s
K[E CDC

AR 24 FEOFETHUT 1275 NTE 57278,
FEIXFENTH 574 N & 161 NiZo7=.
KEREGE 3EAN)TIZ 2013 28 164 ], 2012 4
25 52 .

23 £ & 22

E BfF5R T A
JL A

TRIENT HP

E BFFR ORKFHMO—o & LT, HiF CRUER K DOHI&
BE<, BOEERD 0% CbETDHZ BB, BT
BB LTI 0o TV RN, L
RO RBIZIIRER RN TIHRENRH .
HEV Bz X AEERIT 1-2%THHHN, b
HAV IZHARTI0EOBETHD.

bt Y E—
<A JLA

AN O EhRERET

YRY 24 EOFE R L AT 6113 A

=0 Sy ) 7S

FEEOREL LT, XEOF—FZ7RT L, bRl
DaFTANARGFER COEBOIETHH 20~60
A, ABED 5.5~T7 FHA, RBHNFZZEIH 20~27
TN, 41 FADOHEZZEIC LS LHFEINTND

RE Y < B R

KE CDC

2012 FITAKRETIE 16 FIBFRAEL, 5 BIAELT Lf:
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A LA (33%).

~YRF 74| (Dups, 2012 | ZHETIZEELEZ 7 ADSH, 4 ADBFETLTWAS

LA Marsh, 2013) | (57%).

=RTA VA | RYER HP | 165 AR =R A VARG, ETHEITOWTE, 55 A
Thol- (35%).

#1-8 FREEERLEESEYANABYIEY A7 RF OB

EE S — A BE | bk (95%CI) 60 1RLL E 10 LT

CMV | A7) xi~=T 36 | 1.14 (0.57-2.25) | 1.39 (0.72-2.69) | 2.00 (0.47-8.49)
R YFo<wT 172 | 0.98 (0.63-1.52) | 0.92 (0.52-1.62) | 1.09 (0.60-1.97)
Ve 36 | 0.57 (0.28-1.17) | 0.85(0.44-1.66) | n.d.
g;;i@’%}%ﬂﬂﬂ@a&fﬁ 258 | 1.01 (0.76-1.34) | 1.27 (0.95-1.70) | 0.75 (0.52-1.08)
rmARY K 333 | 1.13 (0.90-1.42) | 0.96 (0.74-1.23) | 0.66 (0.46-0.95)
AR Y TEEER 39 | 1.55(0.79-3.06) | 2.87(1.16-7.11) | 0.57 (0.25-1.29)
27 AANREK 214 | 0.49 (0.37-0.65) | 0.41 (0.29-0.57) | 1.60 (1.05-2.43)
2 al) AAREFE 265 | 1.53(1.18-1.99) | 0.65 (0.40-1.07) | 1.64 (1.24-2.19)
T R=Yuy 178 | 0.86 (0.63-1.16) | 1.34 (0.99-1.83) | 1.05 (0.57-1.92)
N — 703
;; 7=/ TABET = 0001116 (0.86-1.57) | 0.45 (0.260.79) | 1.06 (0.70-1.60)
AR bFLFH—F 18 | 3.06 (0.70-13.4) | 0.83(0.30-2.33) | 21.8 (2.68-177)

VIV | 7THZ) h<T 42 {0.89(0.48-1.67) | 0.97(0.52-1.81) | 1.30 (0.17-9.85)
A7 VFveT 75 | 1.67 (1.00-2.78) | 2.01 (1.24-3.23) | 0.92 (0.22-3.82)
B SN A 66 | 1.78 (0.93-3.43) | 1.15(0.68-1.94) | n.d.
rU X 68 | 1.57 (0.88-2.80) | 1.87(1.09-3.19) | 1.63 (0.77-3.45)
Ry yFx<T 11 | 0.67(0.17-2.56) | 0.51 (0.06-4.03) | n.d.

IE e 25 | 1.22 (0.55-2.69) | 1.03(0.46-2.30) | 3.18 (0.73-14.0)
ATG 35 | 2.44 (1.20-4.95) | 0.53(0.24-1.18) | 2.39(1.19-4.84)
o ARY PN 92 | 1.04 (0.68-1.58) | 0.77(0.48-1.26) | 1.14 (0.65-2.00)
Zral) hAPN K 136 | 1.04 (0.73-1.48) | 0.46 (0.31-0.70) | 1.59 (0.95-2.66)
Zral AR 45 | 1.52 (0.84-2.75) | 0.20 (0.03-1.45) | 1.25 (0.64-2.43)
A=Y= 69 | 1.13(0.70-1.83) | 1.17(0.72-1.90) | 0.65 (0.20-2.10)
o~ — Vi

;; TE/TMBEET = o] 46(0.88-2.42) | 077 (0.34-1.79) | 1.89 (1.05-3.40)
AR BFLFHP—Fh 54 | 1.34 (0.70-2.56) | 1.12(0.59-2.13) | n.d.

HBV | A7 U Xxo~T 20 | 1.50 (0.58-3.92) | 0.47(0.18-1.23) | n.d.
DIVE IS o4 183 | 0.95 (0.70-1.30) | 1.46 (1.05-2.03) | n.d.
rmARY PR 38 | 0.78 (0.40-1.52) | 1.82(0.95-3.47) | 0.16 (0.02-1.14)
27l hANRE 16 | 1.14(0.41-3.15) | 3.59(1.24-10.4) | n.d.

7l hAEHE 19 | 2.38 (0.95-5.96) | 3.24 (1.15-9.08) | 1.22 (0.44-3.40)
AR RLEH—Fh 41 | 0.59 (0.32-1.12) | 0.40 (0.22-0.75) | n.d.

BKV | " U Fv<T 20 | 0.58 (0.21-1.65) | 1.31 (0.42-4.06) | 1.51 (0.48-4.70)
ormARY CRNARE 26 | 0.60 (0.26-1.38) | 0.10 (0.01-0.73) | 1.76 (0.70-4.40)
&7 a ) NANHE 33 | 0.25 (0.12-0.55) | 0.51 (0.28-1.14) | 1.41 (0.49-4.05)
2ol NAERE 60 | 1.07 (0.63-1.82) | 2.06 (1.05-4.02) | 0.24 (0.09-0.66)
T R=Ye 76 | 0.70 (0.44-1.11) | 1.39(0.87-2.21) | n.d.
by TR/ TNMBRET = o) 0.47(0.26:089) | 2.27 (1.21-4.27) | 0.30 (0.09-0.98)

EBV | A7 UX% < 91 0.80(0.22-2.99) | 3.89(0.81-18.8) | 4.25 (0.53-34.4)
AAE S 11 | 1.03 (0.30-3.59) | n.d. 1.32 (0.28-6.27)
ATG 89 | 0.87(0.56-1.35) | 0.69 (0.43-1.12) | 2.41 (1.52-3.82)
rmARY RN 15 | 0.83 (0.51-1.36) | 0.70 (0.39-1.24) | 2.49 (1.46-4.23)
Zral) AANRIE 24 | 1.14 (0.50-2.62) | 0.32(0.11-0.94) | 10.6 (4.72-23.9)
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VANV S T 50 | 1.36 (0.77-2.40) | 0.18 (0.02-1.29) | 7.06 (3.89-12.8)
T R=Y 17 | 0.50 (0.19-1.36) | 0.80 (0.31-2.07) | 0.91 (0.12-6.86)
N — e o

:};Z 7=/ NVBRET = 19 | 0.66 (0.25-1.74) | n.d. 3.95 (1.26-8.37)
AR BRLFEY— | 30 | 1.05(0.47-2.37) | 1.60 (0.61-4.19) | n.d.

FLU | b AT 10 | 3.96 (0.50-31.3) | 0.18 (0.04-0.83) | 18.6 (5.19-66.4)
ra ARY PR 12 | 1.89 (0.60-5.97) | 0.50 (0.11-2.26) | 2.93 (0.88-9.77)
A7) AR 33 | 2.15(0.97-4.79) | 0.36 (0.15-0.87) | 1.41 (0.49-4.05)

HCV | v 7 a 28 Y A 15 | 1.54 (0.56-4.26) | 0.90 (0.29-2.84) | n.d.

&) AP 14 | 0.27(0.09-0.87) | 0.44 (0.12-1.58) | n.d.
&7 ) AT 16 | 1.03(0.37-2.85) | 7.14 (2.63-19.4) | 0.23 (0.03-1.71)

AdV | 7 AR Y R 71 1.04(0.23-4.72) | 1.51 (0.18-13.1) | n.d.

VAN ST T 28 | 1.11 (0.52-2.39) | 0.68(0.16-2.89) | 1.14 (0.49-2.69)

X — T

;; TE /MR = o1 ] 088 (0.36-2.14) | 1.06 (0.31-3.63) | 172 (0.62-4.74)
HSV | F3 Y X 6 | n.d. 0.14 (0.02-1.22) | n.d.

AR Y R 7 | 1.80 (0.40-8.05) | n.d. n.d.

Al NAGNHIE 25 | 0.78 (0.31-1.94) | n.d. 5.81 (2.20-15.3)

JCV | VU&= 24 | 1.32 (0.59-2.97) | 2.63(0.98-7.08) | n.d.

T R=y 15 | 0.81(0.29-2.23) | 0.60(0.21-1.68) | n.d.

HH6 | 7 uY /—1 10 | 1.15 (0.32-4.08) | 0.67 (0.19-2.40) | 36.6 (6.88-194)
T e 26 | 1.19 (0.55-2.58) | 1.40 (0.64-3.07) | 0.80 (0.24-2.68)
vy uARY PSR 91 1.08(0.29-4.02) | n.d. 2.93 (0.73-11.7)
FEMYX 19 | 1.08(0.42-2.74) | 1.49 (0.53-4.17) | n.d.

B19 | #Z7wa V) AANAIE 811.14 (0.27-4.78) | 0.23 (0.03-1.88) | n.d.

Z 7 a ) W AR 10 | 1.72 (0.50-5.97) | n.d. 1.46 (0.38-5.68)
I R=Yayr 710.87(0.07-1.90) | n.d. 19.7 (4.37-88.5)
7;_; 7=/ TMRET = 0 307 (0.87-13.0) | 6.51 (1.86-22.7) | 0.60 (0.08-4.77)
IS 6| 1.32(0.27-6.56) | 1.37(0.25-7.49) | n.d.

%;; TRTZF o 16 | 0.26 (0.08-0.83) | 4.26 (0.90-20.2) | n.d.

& 7.

TAREF B 31 | 0.41(0.17-1.02) | 1.68 (0.65-4.35) | 0.52 (0.07-4.24)
H N R F o g 19 | 0.52(0.18-1.46) | 0.52 (0.18-1.48) | n.d.
xRz F BRI 13 | 0.88(0.29-2.68) | 0.68(0.22-2.08) | n.d.
PEG-IFN « -2b 71 0.99(0.22-4.42) | 2.17(0.42-11.2) | n.d.
PEG-IFN o -2a 5| 1.46 (0.24-8.73) | 1.31(0.22-7.84) | n.d.
B P 810.71(0.17-2.99) | 1.15(0.27-4.80) | 131 (12.7-1349)
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#1-9. 2 X 2 7 REHRK. JADER 7 —# X— AP CEEKH X BEREOCHESR Y Of#%%
a, ERLXPHEETHEEEENY LN CTHLMEEE b, BEELXDANHREODEEERY O
BE e, BEEL X LUAPEREET, AEERLY ThVWVERE2d LIV M 5.

Adverse event (Y)  Not adverse event {Y) Total
Using drug X a b {a+b)
Not using drug X c d {c+d)
Total {a+q) (b +d) {fa+b+c+d}
1) Age groups 2) Height groups
150000 -
60000 4 @
2 5
g 3
%40000 5 100000
;
5 2
£ 20000 ll & 50000+ II
OJI”_,,,‘_,._,_ .....l“ Bl JHEEE_
,;}l‘é\;'\lbéw\,\"\‘;lé»;@;.|';‘ Illllllllél\éé\lé oot
s
GGG S MMM%@‘
A Ao eor o'
4;332@*’ &é@ & &« @«w@@«w&@\%@@@@&@gb o
9 Age Height v
3) Weight groups 4) Sexes 5)Type of reports
150000 2500007
150000
2 £ 200000 4
) 5 ¢
..5*100000- “éwm; gim‘
o] g 5
£ £ 3
I z gm&mm-
Q 4 ] j =
ﬁ 50000 l ,‘E 50000 g .
O......‘_.ll ll._ o ez o B
R i '*' !
FRRRRRRARRRAARAAAR S g*“ T
OSSO SO0, ;ﬁ SOBOE @ g 6*9
;,,wrp@@@@ @9“’@ LG @ S of
v&” e‘?
Weight (kg) Sex Type of report
6) The number of reports
9000
@
©
Q
a2
6 6000
2
€
2
2
k=~ 3000
1 llllllllll L] lll|l|lllll!llll|ll!
Sdiadenididdddidddinds PEIAIERIEANEP
@%%@%«@«9%"«9%%% SO %%&zé% %%*@W St 6“039“«9“@%9?@‘@39* S
eporting date

X 1-28. JADER O#EHE®R. Emoofm (1), FEQ), E 3) onf, 5 (4), ®EOEE 5),
WMEHOHS @)L,
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R

a) TR —X{ERL, BEYTIEIT b) WebAN—X, HFEHRERBIN AT L

o

SROB frontend
HEESHRERS 2 0 KY

- ROR, PRROEH.
WEHENBFREID.

ted drug) O-HE Bns-E-%

2

sprpETI
Saasme

2 mREn

P ]

FEER: PT (Pretared Term, WS ersn-n

Submy

| sz

LRI EEEE

RIARRES PRBAS L

X 1-29. fERR L7 JADER V L—3 g FAF—F _R—{ERR, BEY 7 b7 =7 (a) & web X—
A EBEBMTL AT 5. a) PMDA TABRENTWAS CSV 774935 RDB #1EfL L, FET
NRELFEOLVAR— b CE 5. b) #Hix RENTZ web X—ATITH T LN TE 5.

Color Key

0 1 2 3
Row Z~Score

Respiratory syncytial viral infections
Polyomavirus infections

Adenoviral infections
Cytomegaloviral infections
Epstein—Barr viral infections
Herpes viral infections

Viral infections NEC

Influenza viral infections

Hepatitis viral infections

Parvoviral infections

coogBoLc0o0Bo0
T eI T HTCTT TGRS
EEEOOPEEEEEEQEE
:‘;';gma';m:::)a;';‘(:
EEJ0olNSHENECcE Y
{,gffggggg%'aﬁﬁgé
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K 1-30. e— by 7EAWEEETREEAOFEL. FEFLT L ICKEEROROR # Z A2
T CERLL TS, FRIGEWEE ZAaT7REL, BEMICERTREERTHDHZ L ERT.
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Color Key

'
0o 1 2
Column Z-Score

Respiratory syncytial viral infections
Polyomavirus infections

Adenoviral infections
Cytomegaloviral infections
Epstein-Barr viral infections
Herpes viral infections

Viral infections NEC

Influenza viral infections

Hepatitis viral infections

Parvoviral infections

Abatacept
Infliximab
Palivizumab

Rituximab
Certolizumab Pegol

Ustekinumab

Basifiximab

Cetuximab

Gemtuzurnab Ozogamicin
Golimumab

Tocilizumab

Adalimumab

Etanercept

Mogamulizumab

1-81. b— ey PERAVWEEBITREFEEROTHEE. AEFLTLICKEEILDOROR & Z
Z2aF7 TCEHRIL TS, RIZIEWEY Z 2 a7BEL, EEMICEERT R FEESECHL L
IR

drug_#>¥70E b=a
i

drug AV 7 7 A FEY )~ b b A R TY Ls=a

YES
1/28

fB=a drug_ 227z /-\VEE €7 xF)b=a

YES YES
8/18 5/2 12723

## nede}, split, n, loss, yval, {yprob)
## ¥ denotes terminal node
£
## 1} root 586 237 NO (0.6023490 0.3976510)
# 2) drug_JJ2 3 DOE L=NO 561 205 NG {0.62745100.3725450)
& 4)drug_RILT7AF0 = )Uh ATV L=NO 515 184 NO (0.6454721 0.35452°
&t 8) hist_{BERIR=NO 453 166 NC (0.6632860 0.3367140}
# 16} drug_77 ET1)2/=NO 485 160 NO {0.6701031 0,3298963)
## 32} drug_= 7z =NO 468 150 NO {0.6794872 0.3205128) *
33} drug_ =Dz L/aYES 17 7 YES [0.4117647 0.5882353) *
17) drug_7 AL J/=YESS 2 YES (0.2500000 0.7500000) *
o} hist_HEFRAR=YES 26 8 YES(0.3076523 0.6923077} %
5) drug_RJVI7 A FT — Uk otk T La=YES 42 17 YES (0.4047618 0.555238°
10} drug_307x/—JLEE_EDxFIL=NO 7 2 NO(0.7142857 0.2857143} *
11)drug_3T07x./—)LEE_EDxF L=YES 35 12 YES(0.3428571 0,6571425) %
3) drug_fI22 OO JL=YES 35 7 YES [0.2000000 0.8000000) *

H YES
318/150 1/10

EEEE S X

1-32. RERZRAWIAV Y RV 7HEARO, JA b AT TANVABRGEY 27 BT OHE.
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