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HPCD Hydroxypropyl-B-cyclodextrin tRefrr7ebrprrarHi bl
HSCT Hematopoietic stem cell transplant 3 I FER A R A A
HSV Herpes simplex virus B~ LA A L A
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NA Not applicable ML
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I. AMICEISEE

1. BR5EA
(1) 0 £
T LA X RO R 240mg
2 #* £
PREVYMIS® Intravenous Infusion 240mg
() BFFDHAX
2. —fg4&

1) Mz (&H4iE)
L7 LEEL (JAN)

) *& (f4iE)
Letermovir (JAN)
letermovir (INN)

3) RATL (stem)
PLw A NV AH| ¢ -vir

3. BEAXERER

4. HFRARUSFE
77§32 1 CaoHosFaN4Oy
Oyt 572.55

5. {b#4 (dBiE) XITFHE
(45)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-
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AT
P = 010 FEEARANEESBME |PK (7 aRXKRY LDy | N—h 1:FEER. JE
(HE4t) sN—h1:84# FHAER) | BREMEROER mIEA, 7T R
sX— 1k 212 4] PO FEAM Xt HR
Ne— k2 HEER, W
TEEAL (7 a
AU UEREIERF)
2 BEIERF, 71 A
Fr—/N—
55 003 FERARNEFE LM [PK (7 2ARY R OE 7 #®nA FEE MR, BG5IEFE
(¥ESH) SN—TF 11441 o U AR EOIEYMEAE/E E, 28—k, 2
2X— k214 1 H) . BEMEROCEREMLEOF
il
%% 013 FERARNEFERME|PK (X270 A2 E0EWME| &0 FEMR. FEEIEAIL,
(Hz4h) 16 #1) HAEH) | e R OB 1 H 5B
D FEATG
P = 036 FEAARANFEEAME|PK (e ) AR EDERYIEA &n FESH, 2 M. B5IHE
(Hz4h) 14 13 YER) | etk OREMED i E
AT
zE 022 FERRAEELME|PK (2272 /) —VEBEET = o FEm, FHNEFEE
(HE4t) 14 4l FNEOERMBEAEN) | &
AR OEEMEO G
%% 034 FERRAGFELM|PK (T 7o A FER. 1 H., BEIA
(HE4t) 16 1 HAER) . MR OB I E
DO
Z% 025 HEAARNERE LN |PK (RY 2y — Loy &O EER, BEIEFEE
(Hz4h) 14 15 MAEEM) | ZEEROIAR
M D FEAR
B 033 FEAARNBERELM | PK (RY a7 — b0y w0 JFEEM. 281, 24
(Hz4h) 16 13 MAEEM) | ZEEROIAR Be 5 NEF- 5 E
M D FLAT
P = 023 FERRAGEELME|PK (7 MAARREF Lo fr g FEEMR. 2 ., &EIAE
(HE4t) 14 4 WMMEAER) | BEEEOE - E
ZME D AR
%% 035 HEAARNEERE M| PR (RO BEAERE & DM A | A FER, 2 H. BEIA
(S 22 {3 1EH) | ZEEROEREED FrIE E
BT
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V. ARICEY SEA

HHD HERES
N G5t/ POE B 5 R% HERTH A >
7 E[))
EEREREIZH I+ 5 PD B KR U PK/PD s£ER
FEMl [ 004 FEBAR AR LM | IR (QTe MkR) . et ®AkW | “EHER (F¥xv 7
(HE4t) 38 i K OB M D FAM S A A Y X =i
) . EEAL, ST
AR K OEREX R, 4
W, 8 BEIEF, /1
AT — N —
ERIg s
HEET HEMEICET 2 L B ER
%% 019 FEHARAN CMV L | B RHE SITE K OIS | &a FEM, BIEAL, £
(HE4t) SEBE 27 Bl D CMV IfiE B Tz a, i A A, SEEE KT PR
RNE R O HITR 2 B O FE FE 5 E POC
it
AT 020 FEAAN CMV #i | [AFE HSCT B&E ToRe, & “HER, EBEHL,
(HE4t) IRBG M R i | ZE K OV CMV O S s 2h % i % I [
Moo B M| RoRHm 7T RRE, AEX
(HSCT ) B #H I
133 1
EM+E
HEET SEMEICRET 5 LB R ER
AT 001 HAAKOGER A | [FfE HSCT HE T4, & “HER, EBIEAL,
(E/ AN CMV HUikBEME | BFMER CMV B OFRE | 8RN |2 i & £ R
HESL) A # HSCT H & | RO 77 R %t
570 5l (5 HHAK
NEBE 36 )
PK : ZEMENHE, BA : A AT XA Z U T 1, POC : Proof of Concept
TRZERVEEICEEYT 5FE (B4R 200 BETHRE) | HETH
- HERES
é?fig’ Y " Bt0 BEEE | RBRFYIL
7 EM)
FEE | 040 B 14 W GO 100| PR 52 BME% 14 & “HEMR, BIEAL,
(EN/ | H) DIBES CMV I K | (8 100 H) 22684 %E | RN | ZiigkdkE, 7788
HEgh) | OUEBYIE Y 2 7 2 A7 |28 @ (89200 AH) ITHEER popiist
% CMV HURBSMEETER | L 72 B A e M OV 4
HSCT A& 220 B (5 |14 %3¢
HHARNERE 16 1)
i3S F2HE ] ZhEEBINAE
- HERES
RO | "ot 5% Bt 1 54 HER T
k]
ER)
EM+E
S | 002 FEAARATRA MABBMEBRE CO| KO THER, BIEAL,
(Hz4h) D+R-B i EE CMV Y E O FIE ISl | SR | S haskItE, FEIRKHR
601 31 ZHMELEZLTLEY
DAY IV Y/ A=A
NG OFNIER LS
M D FLAT

18




V. ARICEY SEA

g | RAES N
S B/ PE B &4 "5 RE REBTHA Y
ER)
AL | 042 EENINTPN AARANDORABREE | KO FEEM., Lk,
(HAN) |D+Xix RHEBIEEE | TO CMV B/ OURYE | #ARK | R
22 B3 SEDIIEMHNZ I 1T 5%

Ak F R K O E)
e D FTAh

1002 FRERIZITHAND 1 BilE iz

(2) R PRI SRR

) BEMHER

®H$A@%ﬁﬁ%ﬁ%%ﬂ%&Lt%@%%ﬁ&#ﬁ%(m7aﬁ)”
H A NERE R 8 ] (F2HK 6 (5], 7T &R 2 ) \CAH|Z HEIFHARNBES LB 024
P, BEMEROFEYEBRELZNT 5, ZEHEHR., BIEAL, 77 AR A= H R
HiBra 3 L7,

AF 240mg, 480mg M X 960mg XL 7 T R & 60 730 CHIEFRIRN B G L7z fE 5, 2Rk
X, ELCRIFCTHH- T,

@k H A NBFEALMHERE L xR & L KEHIRNES5RER (026 HER) ?
FE AR N EE R E 9 BIICAH] 480mg % 60 43727 C 1 H 18] 7 BRI KEFIRNE S L7-
Bzt AR OB A T2 —HEE R, BIEA, Hitsk, 2 X—h, 7T
R HREBR 2 i L 72k, AR ORI, ML TR ThH T,

2) FERANBRELEHEBREZNRE L2 QT/QTc FHERE (004 FHBER) FEABXRAT—4E)
FE A AR NBEF A PERERTE 38 Bl &2 51T, AAIDE & 960mg K O 480mg % HL[EIF RN G- L |
QT kA% DA% CHEIE L7z QT IR ~D B %2 313 2 M/ &b, Hhask, 48, 8 & GIHFF,
I AF == R ATz, KHIE T TvRIZ_EHEHR, BHEGROEXRT 7o x4 39
BRCHEML, £EGHOREOMIZIZDR &b 7 BRIOKRIEHIR 25800 72, AH| 2 Ha Rk
WG L72BE QTeP IR GRUBREMEA O R SR THIE L QT MR OX—Z 71 b
DODEAEDT TR EDE [90%CI] O KMEIEX, 960mg T 4.93 [2.81, 7.05] ms (5% 1 K
M) . 480mg T 2.72 [1.05, 4.38] ms (F&H 1 BEf]) EWTFNORERSICEBWTH 10ms & F
BD . WTFHOHE BERIKIICERDOH 5 QTcP FRDIERIZR b oT,

) RHNOHELOH &
WH . RAZIEL T VT ELE LT 480mg % 1 H 1 [E, £ 60 52 CAEHET 5, 7 rARY v &ff
AEET H5AITIXLT AT ELE LT240mg 2 1 B 1[EL, K60 30T THRIEFHFET 5,

Q) ARRGRRMR
MR L
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V. BEICEYT HIER

(4) HREEAIHER
1) FERELAER

OFEAEZALAAT HESOSFER
AT 125 1.l el R )

R4 %3

B IARRER (020 7kBR) @

AL F HEREMER T T Ak R &SRR

FEAK |-

CMV FUiR G o [AfE S e la A (HSCT) &I L. AHl 60, 120,

240mg X7 Z7EAR%Z 1 B 1FE 128 (84 HIE) &FO&H5 L, LTOHEHE%

7T AR L AREIRE TR T S,

1) AAIOESE 84 HIHD CMV OEFEMHIZIE © TCMV BT B
Lol BEDOEIS

2) AAIOESE 84 HIFD CMV OEFEMIHIZIE © TCMV BT B
FCTOHIM

3)  AFOLEEORE

PO CMV HURBM: O [F1FE HSCT B

EAR M| .
s .

18 UL oo

RN 1 AELAPNICIE T CMV S 7 e 7' ) > G (IgG) FLRBEETH - 72
Hiffis, Vo Rl AU U R, ERTF U UNE, ERMEE
i, ERRER. BREIEMEEOWNTNC LY . WIEIOEFRE HSCT A E|
AT HT 40 B LANICHETT S =3

EfRBIE X A B 7T FAIMERPUR A, B, C LT DR ORI —F U 7= Mk
SOFFEMAERD RF—0 5 BB TR M OB 2 5% 1) 7= &

Bk, AFOFARELNTHDLH

B 5.BRMART 5 H DLICIREIE CMV BRI SR o 2%

BHOLE, BTN EZ2 T T a 0, @O TEEEZ WD Z EICFRE L
TWbH, KHEOBRE., BIEFR22 T TWD s, BR%ETH D, XLiE)
IWEHTVE R WD Z EICFEE LR afRE /B

ZMEOLE, Bt MEEEIT T R e romiEmESBEETHDIH

AR TiE | .

B 2 AR 60mg BE. AF 120mg BE. AA 240mg BEXIEZ T T AR 10 1 ¢
1: 1 ORTEY T, ARSI TR OWT %2 1 H 1B 84 HEREO &K
517,

BRNESEE! GEEILES

F a) EHMWEERIILTO CMV &Y @i T 2 2 DORFR TERILS U7z 2

(1) 84 HREIOHEHEHIMTIZ TCMV BT R * ] &R oT-HBED

Ha

(2) 84 HEOEEHFPIZ [CMV YT IR E*) & 725 £ TOHIRK]
* [CMV B TR 1, LFOWT I OFROIEHL L EHRT D,

DO MAEARAR N TS E R DR AEE D CMV i CWh s
PEL 720 ZOFRER, REBRERGE NP IS, A= IREN
BRI S AL, EHICIND 2 DOBEMEMRIED 5 6 1 DI R
BTHBMENEREND

b) N#RFEE 2 E D5 CMV EYLIE DR B
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V. BEICEYT HIER

(F72) | (1) 84 BREIOFH LW OfRIEE 2 ££ 5 CMV EYYEN R L1254
il K OVFEEL £ T O HAR
A J7 5 -

F5INE D T EERHT G 4E I Full analysis set (FAS) & L7-, FAS %, /B L
Z 1 BB BT, EAERZIC CMV A CEREEFRMERE S TP i AmEd) % 115
U EZT T _RTOBRENDRD,

o [CMV B TRIARRE) ) OBEOFIGOMT T, 84 HEOBRGHIH T TRNCM D
POFHRTHIELZEE (FEHS, BT, BRI EEAEST, FEMEZE)
IR & L THLY o T2,

[Z41%]
All Subjects as Treated (ASaT : IR 5% 1 [FILL BT 72 8F) x5 & LT,
PAF &3l L 7.
() AEFLORBEE, BEWIM, BEEE, RRIE L ORIER
(2) ZEVEICEAT 2 BRRA T A —4
() A Z YA (IHEH - JRRIIE ., IREE. RE) |
(LN

12 B8 LER N Y

[B2h]

B B 133 5 (KA 60mg B : 33 i, AAKl 120mg B : 33 #il. AK| 240mg
B 346, 7T BAREE 33 41)

ASaT T4 : 131 6 (KA 60mg Bf : 33 B, AA 120mg & : 31 i, AH| 240mg
BE 340, 7T BAREE: 33 451)

FAS fE#r 552 - 131 5] (A 60mg #F : 33 {51, AA 120mg Bf : 31 #il, AH| 240mg
B 3401, 7T BAREE : 33 41)

= SEEFAm TE H

(1) 84 AR OFEGHM I [CMV EG TR & 7o - A 0ElE

o ICMV BT ARKL ) Lo BEOEAIL. AFK| 60mg BET 48.5%
(16/33 f51) . AHAl 120mg #ET 32.3% (1031 f5i]) . AHAl 240mg #ET 29.4%
(10/34 f5) Je T 7B REET 63.6% (2133 Bi)) TH VY, AFK| 240mg FEH 5
BRI o To, F72. AA 120mg B (p=0.014) K OAHA| 240mg (p=0.007) #F
T 7 7 BRI ARG EITE - T2,

* 84 BROKBEHMDIC TOW BREFHAEY;] LG-BEDEIE (FAS) (020 55)
| | | o — N
60jijgay 126§z§£@y 246§z§£@y j7£i;§;ﬂ:
N=33 N=31 N=34
R n (%)
bot 16 (48.5) 10 (32.3) 10 (29.4) 21 (63.6)
CMVT BT BH AR 7 (21.2) 6 (19.4) 2 (5.9) 12 (36.4)
ZOMOBEBIZ L5k 9 (27.3) 4 (12.9) 8 (23.5) 9 (27.3)
2L 17 (51.5) 21 (67.7) 24 (70.6) 12 (36.4)
Ay e (95%CD I 1609 | (0085,0857) | (00750739
p fES 0.321 0.014 0.007

TORG TR RIS M CMV YR OB E 2 0L O CMV RSWE 2 581, TRl (%
HG, FLC, RBRFEMERIEEARRS, FERES) (LY 84 HATICIRBREE G & Pk LI B &
EF ST,

PORRIRE T £ A RE

S ORFIBE L 7T R ARRED Fisher O ELEEERIE
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V. BEICEYT HIER

(2) 84 HREOFEGHM P IZ TCMV EY T ARAEY) & 7e b F TOHR
o [CMV YT & 725 TOMMIX., AHKl 240mg BETIEZ T 7 &R
RRICH A EICIER L7 (p=0.002) . AHl 60mg #E X OY 120mg BEITAE T2

noTe,
1.0
[
e X e R e X X — X
0.9 :
L
1 . e _ S
~ 08 ‘
P 1
% y
m 07 |
i -
L
D
2 06
A
05 JREREE A% 60mg/day 541 a K% 60mg/day
A% 120mg/day ® K#| 120mg/day
———— Z#l| 240mg/day x A#| 240mg/day
54K n TSR
04 T T T T T T T
0 10 20 30 40 50 60 70 80 90

CMV BEFRAMINE R D ETOHE (B)

M © A XY P ORBD R EBREERS & BRI UGB E 4 B BRI 5 IR R O OB H OV TR VB TITH )
L L7z ARY FOREHN L BEEES 25T L BEIIRBEOBEEE S HOBEZITH) & Lz,
84 BRI D% S HIRMI I TCNV BEFARKIII LG5 FE TOHIM
(Kaplan-Meier O k) (FAS) (020 :XE&)

AR AT TH

1) 84 A O GHMT ONRERFEEZ LD CMV JEYENFBL L7286 L O L E
TOHR
fEaRfEE 2 L9 CMV JYYE & 2 SN EBFE TV ThoREFETHLRO BN
o tolzd, RFHMEHEBEICOWTIEIMRET TE o Tz,

[Ze 4]

o HEEOTHIBHHIM (SD) 1IAK| 60mg BT 589 H (32.11) , AHl 120mg BET
646 B (31.18) . AHl 240mg EET 66.5 H (3021) MUNT THREET 442 H
(33.96) ThH-7-,

e JREHI (1 BENLHREKTH 7 BEET) ORIWEHDORIE G IX, KA
60mg ¥ T33.3% (11/3361]) . AH| 120mg # T 12.9% (4/31 %) . AH 240mg
FET 5.9% (2/34 B) KOV T 2ARRET 33.3% (1133 #l) L. KAlOHEN
WL CHREIERORBEN T 5 2 L3 < . BEMIZITE A& CRIEM

DORBEIEG T - T2,

o IRRHIOBEERENWEHN MO TIZE > T EERBEMNIT R0 -7,

) ARANOFAER O &
WHE L. RACIELTAEELE LT 480mg & 1 H . HI60 T CAETERRET D, v rARD U EOf
HFEE5T D51 iVTw%EkaTM%g%lﬁlﬁfﬁm INT CRTEETET D,
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V. BEICEYT HIER

@A ER

(IR sl e A i)

RBR 4 CMV  FUIRBEE D Rl TR 3 i s MR A B3 2 X RICERRIICE RO & 5 CMV
BEOTHEZERE L TLTAEENLZERE LIZBEOZEM N OAE &2 34
L _HEHEREEALT T 2R RETERE (001 38k) 5 ©
j ATV L m W A (67 7 R AR
THEHA | AFUITTvRE2HG LD, BiE% 248 (6 » A) UINOEEKRIC
BEDH % CMV RGO T2 31T 2 RKHI O FWEZ 3T 5.
pSE HANEET CMV HURM O R FIfEE s inBil (HSCT) BE (E/EAL
SINTEBFEST0H61. O b BARNESE 36 4)
EAREIR |« 18U EDFE
v * HSCT #i 1 ELANIZ CMV OHFURIGED R GV TV DE [CMV IgG HURkGE
R+) oL K]
o WIRI[FEFE HSCT (CEHE. RASM s SOOI M) 250 5348
o EE{EAEITATS BLUANICERR L2 IERA L V. CMV DNA 23 Shieho
7=
o HEVEAEINITIEIZ HSCT 1% 28 HUNDFE
o R D T S— b — AR &8 D ATREME D D TR
FRBA | e BEICFEMHASCT 22 7-2Rnb5E
FLvE o IE{EA{LEIET6 » A LINIC CMV BYYEDB YA T 5%

o [AEEHE L HSCT OWT I EW S S BIEL(LEIA £ TORIC CMV IILEN
RO LT

o RJZU—=UJHIT BURIZH 7 aXenN, RNAUHryZ7abei, mARL
T MEOIRUA NV A E RS U= XERT IR ST 5 FERH HHE

o R U—=VZ7Ri30 HUNIZHLCMV HiikE itz 7 a7V > [ HARTIE
AAGR] | Bl CMV EDOIRBREK X THT CMV WL ORI 21 5. L7 X
BRI GT D TEND HHE

o IE{EZ{LEMSRET S B UANICEE OIHREREE 2 A9 54 (Child Pugh 7 7 A C &
EF)

o MEZALHITRT S HURNICMIE T ANTXUBT7 I ) N T VAT 27—

(AST) XiI79=073 /) hT7 A7 x27—F (ALT) 23U EIR (ULN)

D5 fEZRBZ D IMBERE Y LE A ULN O 2.5 (5282 5%

o HVEA(LEIN RIS HUNOIGE 2 LT F = Al % VT Cockeroft-Gault =0 T H
Li=Z L7 F =07 VT 50 AW 10mL/4r A O RS HERERE E D

o W ORTEREREE & P EE OB EOR 2 H T HE
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V. BEICEYT HIER

AR 1%

o BEAIRRIMEREEE KON CMV RO U A VKT (EY A7 LARY 2 7) Hi
WZRERIL ., AFBEIT T T BARREC 2 0 1 O CEESIZENY 7=,

o IRBRERREE ST, BAEH OB 28 H £ COMMMICBIMA L, AKI480mg (7
1 AR Y U EFHEGT DEEIEIAA] 240mg) X7 T EROWTANE 1 H I
[, BAffL 148 B £ RO SUIERIRNE 5 LT,

o IR, BhE%k 48 HE (K 12 » AH) EFOHBIE (Tar—T v
7) & LTHREDBNZ M LT,

(F) FHIE LT, IRBREIFSEA AR AT G T2 L & Lizh, BEDBET RN XX EEA

DWW Z W5 2 [ RetE D & 2IR8E (M, TH, XITZOMmORINAR Bk OFEIL.

ERAZ AV CTHRRELZ G T 5 2 &L Lin, EEFOM MY 4 BN E L

T ERFNEEHTD Z LIS LDNRT 4y &Y AT ZEA RS AT OHI T 4

SR 208 2 C OV F Ok 2 TTRE L L7,

FEAT A F

GEEILES

BoAtitk 248 (K6 » H) DINICEKRAICERDOH D CMV R 3 2 5
nreg#E (PHREE) oFlE

*ERIRAJICER D & H CMV JEGL

o ERERREE ALY CMV EYYE D FIE

x

o CMV IMAEDOHER (FRmAEMKEIC X 2HE) KOERREBIZKS
W= HECMV 3 [Ho v rnmben, by r7abe i, kAh
Fy by XXV R 7+ BV (AARTIERAR) 1 12X b %EHIE
EOPRE

52

27 B R G 2A

(1) BAEt: 14 (8100 H) LINICEEREIICERD & D CMV YL 2
LT BEOEIA

() Btk 24 (K96 » H) LINICHEREICERD H D CMV YL I
LD FETOHME (B H D GIREGREEZE S CMV EYE O 5 AE
H 335t CMV BEIZ L ARG OB H £ T B

Z OAh O Bl EEA E B

(3) Bt 14 T K O 24 FLANIZ CMV JEYE 2 38 0E L 72 e 0 E1A

(4) BAT 14 3} O 24 B LINIC CMV IUE 23 FERR S U SeHlTa#e & Bl G L
TBEOES

(5) BAftk 24 HLINIZ CMV IIUE 2SR S VEHNE R 2 Bt 5 5 £ T
M (BHEE 55 CMV EHoOBIst H £ To A%

(1) BBtk 48 HLLINIZ CMV JEYYIE 2 F8E L 72 BE O EIA

(2) BAit% 14 ., 24 KL 48 HLANIZH T LIz BEOEIE BET O
KX 70y)

(3) Bhlits 1438, 24 K V48 HLINIZ CMV EYLIAL O B Fn L&Y (£
B P B R E S OMR RV B R GIE) 2 80 L7 B 0 FIE

(4) BAEtk 14 3, 24 &% OV 48 W LINIZSME LB ME GVHD % RIE L 7=
BEDOEIS

(5) Atz 1438, 24 KOV 48 HELN OB AR (FIEHEEEE) KON CMV
Y TERYENZ X D RO ES

(6) BBHEE 14 T K O 24 FLINIZ CMV MIUE SRR S - g o E1A

(E72)
PRI

(7) BHiits 24 LI O CMV MUERERS £ T O HiR
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V. ARICEY SEA

FEA T

© FARMED E RN RIEMIT Full analysis set (FAS) & L7z, FAS 1%, SE{EZEIN 1
WIEBFEO®REA 1 B R, Day 1 (EEREIMR) (S R OMmAIZ T
CMV DNA 23 S0 R TO-BEN LR SN D,
FELADMEMAT T, RAE GEETH) TEHH L L TH o7 (Non-
Completer=Failure approach : NC=F 7 7'm—F) , 1B AT 24 WOT v —
T TREERELARNCIRBR S N Z 1k L 7o B KON 24 3l B OF BMEFMIC L E 72 CMV
DNA AEE D KR 0 BE XIS H] (TR & Lz,

[Z41E]

All Subjects as Treated (ASaT) Zxf5& LT, AHEFG, WAMRE (MKFOHR
&, MRAFRAE, RRE) . A2 YA 20 12 FHEOBEXZFHG L, 5B
PECIXMIEF DA v B B, BEEREALE S, IR ARLVE S R OT R R
ATurOEEZIE L, HREELZE=2 ) 7 LI,

LEES

EIGF TR 570 Bl CRAIRE 376 Bil. 77 & AREE 194 1)
ASaT fEFT XIS 565 B (RAFIRE 373 B, 77 & HREE 192 41)
FAS AT E - 495 ] ORAFIRE 325 . 777 B AREE 170 45)

(B 7]

F= LA A

1) Bk 24 BELUNICEERMIZERDOH D CMV BN LN EE (PR
o) OEIE

o Bt 24 EUNICERKRMICEWR D H D CMV ERH S i-BE (PR
o) OEEIL, AFIRE (37.5%) TTT7EAREE (60.6%) LYK~ 7- (FAS
ENT IR, NC=F 7 7 —F)

o FHEEIE OREMZE1X-23.5% (95.02%CI : -32.6%, -14.5%) T. MEHHIICHEE (K
il p fE : p<0.0001) TH -7,

& BIER 24 BURNIZERKMICERDSH D (W BREAHON-BEDEE

(FAS. NC=F) (001 &tE&)
AFBE 75 R
(N=325) (N=170)
n (%) n (%)
FEFGEE (FRHAKIIORE) 122 (37.5) 103 (60.6)
FRERBB DR
%Eﬁ;gﬁig;%%%KE%Q%5CMV 57 (17.5) 71 (41.8)
CMV ILfE (2353 < JeiliaiR o B4k 52 (16.0) 68 (40.0)
CMV JERIE D FESE 5 (1.5) 3 (1.8)
Bl % 24 LI AT OFER F1 18 56 (17.2) 27 (15.9)
Bohitt 24 7 — % O KA 9 (2.8) 5 (2.9)
BCHELHEE (RRE ST RE) §
R (95.02%CI) -23.5 (-32.6,-14.5)
p & <0.0001

PR OB AL,

UM LEICHE e L, SREEZVTAN I SOBHRICI Y P LT,

PERMICE®R O H D CMV RYLE, CMV IMUE D#EEE M OV O ERARIRIE 2 FE-S W T2 S TG R O B
th, XTNESEEE LS CMV BYYE L T8 LT,
S (mYUAY IRY A7) T L 7= Mantel-Haenszel #5 (& J& D 2 FEDSEFIEL OFHFN ) TEA
1) RO TERIZD 95.02%CL XY p fEZ2FH Lz, HEFFNAEEZEOHEIIEAM p |

(0.0249 BL'F) &Mz,
N=%-$ 5Bt D BFE L
n (%) =FK/NaBEOBEE (%)

25




V. BEICEYT HIER

IR G 2 H

1) BAEtk 14 3 LINIZER R

7R EIREHmIE H )
BAE 14 EUNICEERANCER DO H 5 CMV RGN A T2 BE OEI& 1T
BEMOARFIFET 19.1% (62/325 ) . 77 B ARHET 50.0% (85/170 i) T
o7z (FAS fENTRIGAER], NC=F 7 7'm—F) |

BICEMR DB 5 CMV BN b - B oEls (HE

BEMZE13-31.3% (95%CI @ -39.9%, -22.6%) TH Y., 7T BARFEL L TAK

HIFE TR > 72 (Al p fH : p<0.0001, ZEMEDOFHEEL)
F BHEZ 4BURNICEKRMIZCEKOH D OW BRELAAON-BEDEE
(FAS. NC=F) (001 &5%)
AFHIFE 77 AR
(N=325) (N=170)
n (%) n (%)
FRERBE 62 (19.1) 85 (50.0)
fﬁ?igaﬁéitggﬁm“ﬁ%@%é 25 (7.7) 67 (39.4)
CMV IfE (2 H-3 < ekl OB 4h 24 (7.4) 65 (38.2)
CMV JERIE D FEIE 1 (0.3) 2 (1.2)
BAit% 14 LI AT OFER $1 1k 33 (10.2) 16 (9.4)
Btk 14 W7 — % oK 4 (1.2) 2 (1.2)
BCHELLHEE (RRE ST R §
REEZE (95%CD -31.3 (-39.9,-22.6)
p & <0.0001
U TEBEARRBI OB, R LAEICEL L, SEEEZ TR SOBEBIC Y2 b LT,
PERRMICEROH D CMV RYRIE, CMV IIUE ORERR & R OFEHRIRIEIZE S 7= S5l OB
B, SUZBRSRNES 2 FE 5 CMV BRULAE b 238 L=,

Y g (Y A7 &Y A7) T L7 Mantel-Haenszel £ (458 D 2 FEDSEFIEOFIFO ) THEA
FHF) 2V TREEIZED 95%C1 RO p E&2 S Uiz, I6BREER G L ROMEOR S OFFEL L
T, HilpfE (ZEMOFELRL) #HH LT,

N=F-$ 51D BEHK

n (%) =F/NIHEOBER (%)

2) BAE% 24 W LIV I

7o BRI H )
AFNBEOBHEE 24 B R OB A N2 MAERIT, 18.9% (95%CI : 14.4%,
235%) THY. 7T BRED 443% (95%CI : 36.4%, 52.1%) X0 K-
776

REIZEWRD H 5 CMV BN b b £ CTOHM (FEHE

BAl% 24 W LANICERIRINIZER D & 5 CMV &G b D £ TOHIM D5
AR 24 8 £ THGHER TOREICTERE L Tz (I p fE : p<0.0001,
ZEMOTER L) 2, IR G TR OBH% 14 HLE 24 % TO
BRI, ARARE TS PRI BIB9S R A A b ATz,

BAE% 14 WL 24 B TOMRBIC, RAREOBE CTHKMICEWRDOH 5
CMV BN B LN ER & LT, RX—=RA T A VO CMV S U A7 BEn
Z k. WONCEELESHT LD GVHD OFRBEEORAT a4 RoftH%EE
3BT D ATREME SRR X Tz,
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(%)
60 5 i
A#H| vs 75K 5 3
BRns > o%E. @l p 8<0.0001
w50 5 g
- ol
v i H-— ==+ T
IC 401 I o :
= - ‘
N +
2 30 R
) J
\i
v 20 1
s 1
101 ;
0 | |
iR ZHER 148 ZiE% 24 8
EA T TOBTEE
No. at risk
— AR 325 270 212
-— JZKREE 170 85 70
BiER 24 BLRICEKRMICERD H 5 CMV BREAH 5N 5 FE TOHARM

(Kaplan-Meier gi#§) (FAS) (001 EXE&)

3) OO EIKEHETE H
o HROEMBUTOLEY ThHoTz,

£ AMEBRHEEDOEY (FAS) (001 HER)

AFHE AN \ :

(N=325) (N=170) B =
BRI B n % n % | FERZE (95%CD) p fE
BAtTE 14 HLINICERRANCERD 313
B CMV &GN I B LT BT 62 | 191 85 13500 (-39.9, -22.6) <0.0001
BAitk 14 BUNDO CMV ERYES | 1 | 04 | 2 | 14 (_3'5”; 5) 0.2258
Bl 24 PO CMV BHES | 5 | 20 | 3 |24 | 0%, | 0dose
Attt 24 LN O CMV IfLE 2 2 233
S5 Sy oo B A 119 11366 | 101 | 594 | (37,5 <0.0001
Attt 14 BLINO CMV IfLE 2 2 -31.0
S SR HITARE O B A O | 188 1 84 1494 1 (396 g | <0-0001

B (&Y AT IRY A7) TH% L 7= Mantel-Haenszel 75 (%58 OJEGIEL O TEALHT)
Z VTR 22D 95%CT K O p AT L7z, IRBEER G L IROBEORE DL LT, A
lpfE (ZEMEORERL) 2HE L,

PORBAMEOBAR A FIEE LT, IEE THI=Esh 5] (NC=F) %M\ /-, NC=F Z MW7 cix, %
1% 24 18 T 14 38 O 3kt £ TIZERIICERD 3 % CMV ERYER 6 - TR &2 ik L= X
WEREED & 59X CTOBE &2 BHEN LT,

S ORAMEDOBHR N7 & LT, Dataas Observed (DAO) fi##t & 7=, DAO it Cid. & O
EHHIZRBUED & 5 BE TN BRI LTz ORAIRE N=254, 77 &ARHE N=123) ,

N=fEAT %t GAEF D B £

n=lH B T3 Lo
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BESRAREAN I H
1) BAfts 14 B, 24 WKL 48 BUNICHET LI-BEOEES GEEOJRERIZM b2
V)

*  Kaplan-Meier JEIZ X 5 BAE% 24 KRR O RFERIECHRIL, AAIRE [10.2%
(95%CI : 6.8%, 13.6%) 1 TF 7 vREE [15.9% (95%CI : 10.2%, 21.6%) ]
KR, T E TOMBOSAIIAAIRE L 77 & ARBER] CIREEN A il
(@ple 72 > 7 e, Wl pfE : p=0.0327, ZEMEOFIELRL) |

o Bhit% 48 WO TELEERIC, AFEE [20.9% (95%CI : 16.2%,
25.6%) 1 T 7 BREE [25.5% (95%CI : 18.6%, 32.5%) ] L 0i{k< ., 3T
FCoOMMOSMmICTREEN SN (Bln 77 7 E, ml p E :
p=0.1224, ZEMEOFERL) ,

(%)
R 5 ;
BRIOY 5> oM, Tl pE=0.1224 ;
401 !
30 1
2 3
3t J— LT
= L |
201 1
10
01 ! !
BiEE BB 24 58 B 48 i
BiER OB
No. at risk
— AHIBE 325 262 138
-— JotREt 170 125 71

iR 48 BLUANEETIZHET 5. BT FTOHIM
(Kaplan-Meier gh#R) (FAS) (001 &{5&)
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2) Z DA OBRIRAFATE B

o FEROBKIILLTO LBV ThoT,

£ BROFHER ICET 2 BMMEETOERN (FAS)

(001 FER)

AHFIBE (N=325) 77 REE (N=170)
PRI B n % (95%CI) n % (95%CI)
Bt 14 HE TORELE 17 52 (3.1,82) 12 7.1 (3.7,12.0)
BAhtE 24 E TOLRIELE 32 9.8 (6.8,13.6) 27 | 15.9 (10.7,22.3)
BAE% 14 8 £ T HFnREY

ol o 8 ) .5, 29. 3 ) .8, 28.
R R e, O B ) 7 24.0 (19.5,29.0) 7 | 21.8 (15.8,28.7)
Bhl% 24 1 £ T B REY
e o 8 ) .0, 31. 43 ) .0, 32.

(AT R e, O B ) 7 | 26.8 (22.0,31.9) 253 (19.0,32.5)
BAE#% 14 £ T GVHD 126 | 38.8 (33.4,44.3) 71 | 41.8 (34.3,49.6)
Bhilit% 24 # £ T GVHD 159 | 48.9 (43.4,54.5) 93 | 54.7 (46.9,62.3)
Bt 14 £ TOHARR 118 | 36.3 (31.1,41.8) 81 | 47.6 (39.9,55.4)
BAETE 14 HE TO CMV &k
; i 2 0.6 (0.1,2.2 12 7.1 (3.7,12.0
IFELT & 5 AR 01,22) ( )
BAht: 24 £ TOHAPR 158 | 48.6 (43.1,54.2) 94 | 55.3 (47.5,62.9)
BAET% 24 HWE TO CMV &k
; i 10 1 (1.5,5. 13 6 (4.1,12.
R & 5 FARE 31(15,56) 7.6 (4.1,12.7)
BAE% 14 8 £ TO CMV fLE 103 | 31.7 (26.7,37.1) 118 | 69.4 (61.9,76.2)
Bhilit: 24 £ TO CMV IfiLAE 186 | 57.2 (51.7,62.7) 124 | 72.9 (65.6,79.5)

N=fRAT e G 0 IR #4
n=lH H ZF%Y L7 BE K

[Zz4art]
<HEIMEH>

BhE% 24 B £ T2, AFOB 5252157373 5 63 7l (16.9%) ([ZRIWEM D
BOOLNT, TTERBELD OEWVEE CRIEL L EREMER T, B
(72%) . THI (24%) . W&t (1.9%) ThoTz,

EEZRWERIL, PLiERPEAE CRFIRE - 1 ) | i/ EAE (RFIEE @ 1
) . AEERIE CRFRE: 16) . A== 9% (F 7R EE: 14]) | FtRaE
e (X7 'AREE 1 A) ROREEREE (F78R 8146 THLH, 2 FIL
FIZRB LR EOBEERRIERIZ 2o T2,

TRBREER G IR E S = ERRIERI, Bl [RFIRE 6 B (1.6%) . 77%
REE 2 B (1.0%) 1 . WEM [ARAEE : 3 61 (0.8%) . 77 BAREE: 0
(0.0%) 1 . MEJE [AKIEE 2 6] (05%) . 7T BREE:0 #] (00%) ] T
HoT-,

oAtk 24 H H £ T TICE - T ERFEFLIT, GVHD (KRFIEE @ 1.6%, 7
TYREE 31%) . FHRAEEREME A M ORBIRE : 32%., 77 BAREE
42%) . BUMIE (RFIEE : 13%. 77 BAREE  1.0%) MOWmEEY 9 v 7
(AHIEE - 1.1%. 7T BREE  1.6%) Thot-, IGERIYERMIC K - CTiAERE
L OREBZRH Y L HE SN E S T-HEFR I 0o T,
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V. BEICEYT HIER

® BEEEZROEL (BiER 248BFET) (ASal) (001 sKE&)
AFHIFE 75 REE REMZE (%)
n (%) n (%) HEEME (95%CI)
RN G515 373 192
HEFREG 366 (98.1) 192 (100.0) -19 (-3.8,0.1)
RIERE 63 (16.9) 23 (12.0) 4.9 (-1.4,10.6)
BERAEEFES 193 (51.7) 109 (56.8) 5.0 (-13.6,3.7)
HERREIEH 3 (0.8) 3 (1.6) NA
L 61 (16.4) 38 (19.8) 3.4 (-10.5,3.1)
AEFGIZL DG RS 72 (19.3) 98  (51.0) -31.7 (-39.7,-23.6)
BITEAIC X B85k 18 (4.8) 7 (3.6) 2 (-2.9,4.5)
HELAEFRICL DG HIE 35 (9.4) 27 (14.1) -4.7 (-10.9,0.7)
BELBERICE 2 HEGHIE 3 (0.8) 3 (1.6) NA
t Miettinen & Nurminen #1233 <,
P OIRBREE Y EIC K > CHRBREE L ORIEBIGRSH 0 &HIE SN T-FS
S BRI G o F Ik
TR I e > CIFRZEDHEE MR O Cl 2B L7,
I IRBRFEMEE IR, IR SR AA DB 24 BH ETOT_NTOEEERERE L
JHE f&;l gﬂ%i $480mgl H 18], 7 n AR »E2HFAKET 55515 240megl A 1[EE LT,
NA=#%472 L
<FEERRRAML, A X NP A 2 K OULER >

BAEMT, BRARBRAE,
hixpioiz,

NA LGN A 2 J OB ORI RE & 72 D4

F7-. BHETHELEEL-ZMERDOA vy B, HMEERALEL, JP
AR AR ALE L R ONT A RAT B ICONWT, X=X A U bIERIEL L.
T W R OB AR T: 24 T8 B Ok £ ToEENL, ﬁﬁﬁ&f?ﬂfﬁfﬁ&
ECholz, Bhith 24 1 H OXRFERFIC, HRMRER T 2 R~ 2 Z8 358
LT BEOEEE. Kﬂﬁ&77?fﬁfﬂ&rf%oﬁo_ﬂ%@7_
2B RAENIFMED HSCT BEEFIZE O THERLVE K ERD
HHEBEERIES RN ERBRENT,

<AEFEROAEEE TOHR>

HEVEA BN, B IIAFIRED 63.5% K N7 T EAREED 59.9% TR LR
Molz, EEABIMNEHCAENRBD NP> TZEBEICZBONT, AERED
AEFETOMB A Uiz, A5, 3 BEk L TP ERIE 22N 500/mm? BL
LEoGEEER LT,

AR IIAHIRE 95.4%, 7 T ERREI13% Th T2,

EFEF TOMMOPREIX, AFRET 19 H
T 18 H (%P :

(%ipH : 7~49 H) .
10~41 H) THVH., RIEETHH-T-,

75 B AREE
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LRSI R >

ERFN 2 L2 BE 147 B CREIEET 99 B, 772 AREET 48 #) 2B
T, EHFIE RSB LA 5SS [RAIRE 84.8% (84/99 ) . 77 &R
B 72.9% (35/48 #1) . LATFREINA] KOEIEH [9.1% (9/99 6i) | 4.2% (2/48
B 11, 7T RRBEL O ABIRECTE o7,

ThfAEFERRE, BEVEGPERBDE (RFIRE : 11.1%., 77 B REE
8.3%) . FHI (AKHFIEE : 11.1%. 77 &AREE : 83%) . GVHD (AHIEE :
11.1%. 7T BAREE: 167%) . CMV &Y (KFIEE : 0.0%., 77 ZREE
10.4%) KOFE ORAIRE : 10.1%, 77 B REE: 104%) THhoTo,

BHELAEERES (164 (162%) . 1341 (27.1%) ] KOG HILICE-7=FH
EEL [76] (7.1%) . 106] (20.8%) 1 17T BREEXL O KFIRETH o
7=,

EFEBALOBWER L., 77 B RTINS, AFIEBED 2.0% (2/99 #]) @
HTHONTZN, WTNHREDES (AR S E RS FAL R IE 28 %
1) THot,

x CISFIERARICRRL-EEETROEN Cak#)
(ASaT, FHFZFEALE-EEFENDH) (001 FHER)

AFHIFE 7T v R G
n (%) n (%) n (%)
RN G515 99 48 147

HEHG 84  (84.8) 35 (72.9) 119 (81.0)
RIVERT 9 9.1) 2 (4.2) 11 (7.5)
BERAEEFES 16 (16.2) 13 (27.1) 29 (19.7)
HIE R EIEH 1 (1.0) 1 2.1 2 (1.4)
FETC 3 (3.0) 3 (6.3) 6 4.1)
HEFRRICL DGR 7 (7.1) 10 (20.8) 17 (11.6)
BITEAIC X B85k 2 (2.0) 1 2.1 3 (2.0)
AR L o IR 5 (5.1) 4 (8.3) 9 (6.1)
EELRWERZ X 2% 51k 1 (1.0) 1 (2.1) 2 (1.4)

POIBBRIESERTC & o TIRBREE & ORBEBRS » & HE S FR

PR GO IE

JHE - IRFEINE, TRBRIE DR G BHREIE 0 | IRBREERAES S 14 HEE COHIM & LTz,

JVE © AFIO A& 480mgl B 1[H, 7 v ARY U E2FARS T 28541 240mgl A 1R E Lz,

BMREE (PT) 281 BRBIVCRKEE] (SOC) OAEREZLFEHES
[ARFIEE 1261 (121%) . 77 2REE6H] (12.5%) 1 IAKIREE 77T 2 REE
TRIERETH-oT=,
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x AFFERBICKBELEZEEIROERME B (WIFhhro
BEHETHRIRINE 0%8) (ASal, FHFIZFEAL-EZDA) (001 FHER)
AFFE 75 AR Bl
n (%) n (%) n (%)
BB L ORKRESE 12 (12.1) 6 (12.5) 18 (12.2)
AMEEE 3 (3.0) 2 (4.2) 5 (3.4)
FH L P P e ¢ 0 (0.0) 1 2.1) 1 0.7)
PR 1K 0 (0.0) 2 (4.2) 2 (1.4)
1SR 4 (4.0) 2 (4.2) 6 (4.1)
& [ BRIR 0 (0.0) 1 2.1) 1 0.7)
BEIR 1 (1.0) 0 (0.0) 1 0.7)
BEAR 1 (1.0) 1 (2.1) 2 (1.4)
R4 1 (1.0) 0 (0.0) 1 0.7)
R S e b 1 (1.0) 0 (0.0) 1 0.7)
FE T M R 2R A 0 (0.0) 1 2.1) 1 0.7)
B)3E MR KA 1 (1.0) 0 (0.0) 1 0.7)
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R4 CMV HUiREGME o [FfE & M A R E ~D LT LE BT 5 2 B 100
H22 5 200 HICHER LIZBROL MR OG22 54 5 B s mEELILT
AR RFEIARE (040 RBr) 7 ®

AT

Py St LR " HERIEMER LT T A AR

THEHA | BHE% 1438 (9100 ) 7225288 (K200 H) £ CTICEEMICERDH D CMV
JEGE NI DT HERE OFNE Z 3 L, AFIO TR G % BAET% 100 H 225 200 H
\IER LB OARFN O MEE 7T R & Hild 5,

PO RENEFAES 14 (59100 B) FTERS I, BREEZR 100 B LD CMV S
SIRYE Y A7 BE CMV FUEREM: (R+) D% A [FIfEE e i (HSCT)
B (EEALESNT-EBE 2206, 59 b AARNEE 16 4)

TRER o 18U EOE

v o BEEFZ CMV HURBENTE S STz [CMV 1gG FUikkgtE (R+) O L
VA== N

o EE/EAEITATR 100 B UAPICIEAE HSCT CEBE. AR I 5 40 S 45 i %
W) ===

o EE/EABITTET 14 HULNICERR L - g LV . CMV DNA 23 Sz
Moz, NI S 72N E R THEZ: CMV DNA NHER CTE e 7238

e HSCT # 28 HLULNIC—& TP & L TAKIOR G- 2Btk L, VRSB BT,
Bhttk 1438 (100 H) =1 M E Clkee L7=#&

e CMVEYYED Y A7 BEmng (LT OREREZ 1 DL Bz L72F#)
a. MMfx R —7T, 3 20 HLA #{5 7% (HLA-A, B XI/X DR) 047 &b

1 221 EATA EOR—EH Y

b. FEMM#E K —7T, 4 5D HLA #{5 7 (HLA-A. B, C XU DRB1) ®4

2 EDH I DI EATUL EOR—EH Y

HLA &8 K —

. RS R A

ex- vivo T FlEFREBAHE

pre hiRHIasE 7 e 7Y A

T LAY X~THH

VR BT ET 6 BUNIZ Imgkg/ HUL LD 7L K=Yy (CULFREZE DI

#) oagFEA2 B S L GVHD Xi3ZF OfoikiEzH L=

e HRLTELT., AT TR, OLUTFTOEREOWT N E - &tk
a. MR FTRE 72 R I REY Ls g
b. AR FIRE/R &M CH DA, B HHIR R OVEBRE O KKK H#%D7< Eb

28 Hi, WHIEEAZHEHT 2 LB L-H

'@ o oo

T /2B | o HSCT #%. BIEAZIM T £ CITIBERFEEZLE ) CMV BRYYE %2 JE XX CMV

FLvE WXFT 2 e hila I & S L=

o MEABIMTET. B 100 HEICAKIZ AR 14 BE2BX TIREL72H

o MAEABIFET 14 B LANICEE ORFFREREE  (Child-Pugh 7 7 A C & EF)
A LIE

o MEMEAEFHTET 14 BUNICHIE T ANGE VBT I ) A5 AT7 25 —F
(AST) Xix79=73I /) b7 A7 =7 —F (ALT) PEYMEME RO SR
BBz I-E

o IE{EAE|HTHT 14 BUNOME Y T F = % HU T Cockeroft-Gault 2. T
B LT F=0 7 U7 5 A5 10mL/min A O K B L RE RS =3

o AR DRTHEREREE L PR D BE OB EDOW T A LImE

o XJU—=VZHI 7T BURNICH 7 ae, SNLH 7 a etk A
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BV NEOHL T AN AL FEE LT-%
A7V —= {30 HLRNIZ CMV 7 a7 ) o XIy R7 1 B0 [
WIS HARTIIRARR] 25 L7H

R 7 1%

KRB DT 5 2 BR%K 14 30 £ Cike L7- CMV FURBE O [FRIFE HSCT H
F . IRRFEREEME & O HLA A8 N — GEY XUIFEZY) 1L v)E
BIL. 612 14 HE (8100 HE) SlEfE AF 2G5 58 (BAE%Z 200

HE CAFIZ#E) &, 77 8RB 5%20BT 28 (B 100 HE TA

FA2¥E) 12, 21 O TEELIZE Y i,

TBBRIEIT, 480mg (7 v ARV 2 PG T 2565 13K 240mg) XX
TIeAROWTrE 1 B 1R, RO L < IXFIRNES Lz,

TRBRE A A 1% . Bt 48 £ TBIF L TP G THO CMV J& D
M7 & % 5TM L 7=,

(1)

BEREEIL, ROHREGZEARL T D25, T ARESUIRE QA OWI & 151 % Al et D

HHWRRE (R, TR, XL OMOBINARIREE) 005 5E1%, [RBREY A
DHEWHZ L W AFILT T B ROFIRNR G 2 /e L Lo, IRBRIEOMIRNE S Likn
GO MITERIE U, fHEMRAORGIIFAIE LT 4 BEUWNEHE L, 27K

L.

W 282 CTRIRNE G 2kl 30 2 & b rRE L L7,

FEAT A F

GEEILES

BhE% 148 (K100 H) 25 288 (F1200 H) F TIZERKRMICERD
H D CMV BYLT N & -9k E O EIS

T EERIIZER D H D CMV &S :

g | BERRFREEZ D CMV ERBYE D FEIE

i

CMV MJEDOHES (FPRBAMEBIC X 50E) K OEHFIREIC S,
FICMV I [ o rmben, SAdvyraein, RAALFy b, X
X F7 e (F AARTIIARAR) 1 I X 25EHIREORM%

o B 14N 38 E TRUBMESEL 14 D5 48 3 £ TIZERKRD
ICEWD B D CMV YN T & TR O E &

o BAE% 14D 28 WETRUOBMSEL 14 BN 48 HF T xI%
2. BRI ESR D H D CMV REN BN D £ TOHIM

o Bhiftk 14 5 28 WE TROBAE%L 14 W5 48 H F TIZ CMV

Al 51 B AT % S L - BB A
o BHEfZ 14 WD 28 WETRUOBME 14 x5 48 #HE TITHT
(RIRZRb 722 L7-gisE oE 4
o B 14 EHND 28 WETRUOBMSEL 14 BN 48 HE TR
2, B URIFERID7Z2RV) £ ToHiM
AR A7 3% -

H 5 D EBFRHT X G 4EIE Full analysis set (FAS) & L7z, FAS %, ME/EAEIMT
BICIRBEE 1 [BLL R LT X COHBRE D LB I, AT =T
LT, BEE 14 (100 H) 25 28 B (§9 200 H) F TITEEREMIZERD H
5D CMV JEYemmN I & 37 B DEI A % . Mantel-Haenszel 1512 X D EALHT 2 HWT
JE [HLA A N F— G XITFERY) | ClELBMEZREH L, A4 OR
#1200 HEEE) BEE 7T AR (KA 100 B G) BETHR LT,

TFERRNT — % Bl Jiik & LT, Observed Failure (OF) % V., BEEMICE
OB D CMV G F 5T B K OV IR TR BR A IR REIC CMV ILE A3 7
SN WERE 2 WG L L, IRRE RSP Ly @EBMbRy) 23 CMV i
FE XA B AL OB & OS8R T — & DIFAE T D BRE 13 sl & L7
WwWZ e E L7,
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[Z4tt]

s AEHZ
s AFEFRILDIBBREOREGH L

FEA T

o BEMOMHTREMIT All Participants as Treated (APaT) & L7z, APaT %, M{E%
BT RITEBRIE % 1 BILL B Lo 3 COREBRE » bR S vz,

o ZAEMIIHONWT, FEFL, BMAREBERONA Z LA G T X TOREM
PGS E &2 HW T, BRRA 228U B RHIE L 72,

s T RTOFEFLLZIRRERMKEGHZ 14 AETIE L, Z0%IIBAME 48 W E T,

TRCOEEBRAMEAR O CICE - TCEHEREEFRAIE LT,

LEES

BILHTEBE 220 B CRAIRE 145 B, 77 BAREE 75 B1)
APaT/FAS fENTRIE: : 218 Bl (RFIEE 144 B, 77 BAREE 74 H1)

[F5htE]

F B EAE B

BAE 14 (K100 H) 205 2838 (K200 H) F CTICHKRMICERD H DH CMV
YN B DT RE (PR OFEIAIX, 77 2R REE (18.9%) IZHARTAR
FIHE (2.8%) TIEL ., B (HLA ¥AEH N —IT3%Y T FELY) TR L-RER
721%-16.1% (95.02%CI : -25.8%, -6.4%) ToH VY HatmlcHE (Ml p f :p =
0.0005) TH -7z,

& BiER 148 ($91008) »in 288 (#9200 H) FTICERKMIZEKRD H 5
CMV BEE N H o -KEBREDEE (FAS, £5KH., OF %) (040 FHER)

AFIFE CRAIF 7T RREE (KHA
200 HI%E) #9100 H#5)
(N=144) (N=74)
n (%) n (%)
FEH5ARRRES 4 (2.8) 14 (18.9)
BAE% 14 )5 28 £ TICEFRR I Bk 2 (1.4) 13 (17.6)
DD CMV YR 6 L T- B
CMV MLIEIZHS < SRR OBsA 1 (0.7) 11 (14.9)
CMV JEYIE DIEIE 1 (0.7) 2 2.7)
CMV IUE % £ © Btttk 28 MULRTOER A I 2 (1.4) 1 (1.4)
BCTHRELEHEZ (KL TSI 2RE) §
HER 7= (95.02%CI) -16.1 (-25.8,-6.4)
pfE 0.0005
P PRI OBEMIL, LT Y —JHC, EERE TR 1 oOo#BIc T Y L

7=

PRMICE®R O H D CMV RYLE. CMV IUE DO#EEE M OR3P IRFE I Fe S U T el TR D
BRfh. XIFNBARIEE 2 L5 CMV RYE & B LT,

S BEMZED 95.02%C1 KOVl p fEIL HLA A M — GERYUIFEHY) %8 & L7c Mantel-
Haenszel ¥ (%D 2 BEOJEFIE ORI TEAMT) XV EH L, HEHNWAEEEE2ES
T 570, Al p <0.0249 M L7z,

N=%-$% 5 BE DR £

n (%) =F/NrBOBESREL (%)
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BRI H

2IEM O FAS (281 2 BIREHEIE B O 2K &2 LU N IR,

o BEtZ 14 W0 38 W E TR OB 14 WD 48 T £ TIZERRAIZE R D
H D CMV BN A O T RS (TR OFIEGIX, AFREE 7 78R
FECRIRETH T,

o BAETE 14325 28 I £ TIZ CMV UEIZ %3 2 Je NG &2 £ L 7- 45 E D
LI, I B ARBCH AN TARAIRE TR > 72,

o BHitk 14 W5 48 WE T (RINZRDZR) LI-gsE oFlI&I1L,
AHREE 7T B RHETREE TH -T2,

£ AMEOBIRFHHELR DELK (FAS, £%KH) (040 iHER)

AKI B 77 v R
(A% 200 A (KHHK 100 H N
P5) 15 RS
(N=144) (N=74)
n (%) n (%) FEMZE (95%CD p i
BAE% 38 HE TORK
BNCERDH D CMV & | 21 (14.6) 15 (20.3) -5.7 (-16.8,5.4) 0.1591
;fgi
BAE% 48 £ TORERIR
BINCERDH D CMV & | 21 (14.6) 15 (20.3) -5.7 (-16.8,5.4) 0.1591
Yus
BHE% 28 BE TO
CMV ILJEZ %9 5 Sl 3 (2.1) 12 (16.2) -14.1 (-23.3,-5.0) 0.0012
TR DB G
BA% 48 ME TO
CMV  IfJE (%t 2 el 19 (13.2) 14 (18.9) -5.7 (-16.5,5.1) 0.1494
TR DB G
BAE% 28 WE TOREL 3 (2.1) 1 (1.4) 0.7 (-3.8,5.3) 0.6244
BAE% 48 W E TOREL 12 (8.3) 6 (8.1) 0.3 (-7.9,8.4) 0.5264

P Jg [HLA A% FF— GEYUTIEZY) 1 TIHIE L7 Mantel-Haenszel % (%8 OJEFIE DOFRF0
WK TEAFT) AW TEBIZED 95%CI KO p EE2HH LZ, IRBREEE L ROBE#H O X
DIEEE LT, 4H Lo lp i (ZEHEOFHER L) 2RI L,

PORAMEOIR Y $ 0 J5ik & LT, Observed Failure (OF) (5% /=, OF {ETIX, FHAKINIL,
RAGIZERD D CMV RGN I B T 5 BRE K OV B CIRBR B LRI CMV fLED 2 B
T-HBRE & LCER LT,

N=45-$5¢ -1 D P 4k

n (%) =&/ EOBEHREL (%)
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BhE% 14 B D 28 ME TERSR E LTZEIRIICERD B 5 CMV &G0 Ix 5
NHETOYRMIE, 77 2RI TARBBTCEERALNT (LHLE p

fi <0.0001) .
BAE% 140 48 M E THR XIS & LI-HIRIICERD & 5 CMV iYL s Zx &
NHETOHMIL., AFREEL 7SS RBECTRBERS 72 (4HLE p E =

0.1399) .
(%)

257 [E3g=37D)]
| ——— AFHIBE
B ool TS5t REE
B 207 9+95%C
] e —
[ |
E r
[ 1564 rf
2 |
»H ¢
% I
C 10 j
M |
V |
B ¥
% 54 i'
i
g
O -+
T T T T
14 28 38 48
) BiER OB
No. at risk
P N:-ilF::3 143 123 99 74
TS5t RE 74 60 55 38

BIER A8 BETOEKRMIZCELRD H D CWN BENH SN D FE TOHIR
(Kaplan-Meier g#§) (FAS) (040 FXE&)

A% 14 WD 28 R V48 T FE TR SR E LT (RINEMbev)
TOHMIZ, AAREE 77 B RBECRRE/LE 72 (4B Epfl =0.06611 [28

#H], 4 H Epfa =0.5526 [48 3] .
(%)
197 14755y
B
{emmmm- 75K

% £95%Cl

2

/4

T

14 28 38 48
BHER DB

No. at risk
AHIEE 144 135 130 100
TS5 RE 74 72 69 52

BiER B BAFTEZXNRELERT (BRZRMbHAEL) FTOHARM
(Kaplan-Meier gA#R) (FAS) (040 EB%)
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[Ze414]
REMOLEMEO BN ZRITTT, BEMET a7 7 A VIIAKRAIREE 77 8RBT
L CHETH -T2,
= AEEROEHN CARFEREGH) (APal, £5H) (040 FHER)
AFNHE 7T AR .
G200 0 | A 100 1 s
#5) #5)
n (%) n (%) HEwiE (95%CD)
AT e SR 514 144 74
HEES 128  (88.9) 69 93.2) 44 (-11.8,4.7)
BIfEHY 4 (2.8) 3 (4.1) 13(8Z&ﬂ
HBERHESRS 44 (30.6) 25 (33.8) 2 (-16.7,9.5)
HERFEIEH 0 (0.0) 0 (0.0) 0 (-5.0,2.6)
L 11 (7.6) 3 (4.1) 6 (-4.3,9.9)
HEERIZL DG F 1R 7 (4.9) 1 (1.4) 5 (-2.7,8.6)
BITEAIC L 28 5H 1k 0 (0.0) 0 (0.0) 0 (-5.0,2.6)
BELAEFGICLDEGHIE | 6 (42) 1 (1.4) 8 (34,7.7)
EELEWERIC L 25 H1E 0 (0.0) 0 (0.0) 0 (-5.0,2.6)

t Miettinen & Nurminen %2355 <
OURBRAH Y ERRC X o TR L ORI FEERH 0 L HE SN =55

G HRAT & B > TRERZEOHEEM R O CL 2 5L LT,

TRBR IS G- O BIEH O RBLEI G I I AKIRE T 2.8%, 7R T41%ThH-
7o AFBETEMWEA & LTHRE SNAEFERIT, BEMNRSETIEIEBEED
AITFRO BT [EL (3, m%)&ow%(ﬂﬂ 1.4%) 1 .
/A%;i&g%q@E,% fcﬁﬂi 'ﬁzﬁﬁ i &b %ﬂfcﬁ Ao 771.0

VR B [FICE » 72 BIWERIZ 2 0y o 7=,

TRBR Y R L D IRBRIK L ORI EBfR S 0 & HE SN T IX o T2,
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( Zzeziy

B4 FEARNBBEBE &2 R CMV EHEDO PRI B E LCLT LVEE L ZEE
LB ER R E SV oy 7 m L b lgd 5 Tl S REEALE
FcH RSB IAEERER (002 3UBR) O 10

PRI S A S R

FEHM | BRE% 52 BLUNOHTRHEITEICL D CMV RYLE % 3IE L - BRE 0B &I1IcES

X, VLTEELVOEMEEZ NSV v m e b T D,

PIEH CMV HUIREYE K F— (D) D OBBE %) 72 CMV FUREMEDOIE B AR AR A L
ez b (R-) (EER(LSN72EE 601 )
TR | o 18U LEDH
FuE o EAMEABINTET 180 HLANIZC CMV OHUARRMEATHEER SN TV AHE [CMV IgG
koL r=r F R ]

o RV U—=2ZKRTCMV IgG HUREGED RF— (D+) 7226 OFIE XL 2 [
HORBEEBENTEINTEY .. oS TR XL 2 [ H olFfE
BBEEZ T TWAE

o EEEZRETTHRETEBMEZ R (BREME) 157 HUNDOH

e HHRLTELT., BIHF TR, DOUTOERMOWT I &9 Mk
a. AEUR FTRE 7 2RISR Y L e W
b. IERFATRE R LT H D 3, B ESHIMFR E OVEBREDOREHGHR DR ED

90 H#., EWYIRBHTIEEHEHT 2 Z LICAE LZE
ERBRA | . BTGB D 5T HSCT 2521 7o
FLue o BHURIRORFEML e b (R RIRFEAE )

o EIFITRET 6 H A LIND CMV JEYSIE O BETE I3 5E\

. LTIVEENL, NV ruab)y, Aryruab)v, 7 7ab ) LbOR%R)
By SAZ TINS5 UIBBUE N b 2 M OB T2 a4 5%

o EUTITERIENT TS EZ T TV D E

o BHBOBEREN, BT LT F=0 7 U T T 2 AE T 10mL/min LT

ThHDHHE

A7) —= v JRICHEEOF#RERE (Child-Pugh 7 72 C) #H T 5%
27 Y —= RIS O T ReRE & & P AEEE ) b B O BRI E o i
HaHTHE

FIHT AT 30 HLAWIZELF D & 5 22 6ufE 7 a7 ) AR XTI CMV FEIZ L 5
BREZ T, HOVITIERHIEFIC NS DRIREZ T TFTENDDH

a. cidofovir

b. EAMMRE I T Y

c. P CMV FEDOIRBRIE X ITHL CMV AW Rk OIR R

WOHLCMV FEDO W2 EIH TG 7 B UINIC G Ui SOXRBR ke 59
LYENDDHH

a. L7 /LEEINL

b. Hvr7mENL

APV NI/ =l %

d. "RABLFR Y b

e. 77 mEN (1 HEL LT3200mg 482 5% 05, XiE 25mg/ke/H %
Bz 5 IR S

f.NT v 7uEN (1 HEE LT3000mg 2482 58 H0#%5)

g 77 Lyl (1 HEE LT I1500mg ##8x 28808 5)
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R T7 1%

o BB LGARIHR AR ER 2 AT 550 Y R ERGEIRIETO L O F

MRNBRI L, AFIBESNI AT 7 a BT 1 1 O TEESIZE Y
(iF7=, Bhitg 7 BLRNIZABI I AV T 7 a e 052 L, #&
5% 28 W E Tkt L7z, IRBRERRGETH, 2ECTCT7+r—T v 7L,
FEPED CMV JEYSE D3 B % 57Af L 7=,

TR 7 a7 0 >, 7T LAY X< XIE muromonab-CD3 Dt ff, 7=72L., =
NS OEFNI VT IS ARFRAGR

F5-RE BN
AFTE o Al 480mg (480mg HE 1 $E X% 240mg HE 2 8E) & 1 A 1

EfREO#ESE, 27 uAR) CE2FHLTOWEEAIE, K
#l240mg % 1 B 1 [\ A&

o NAHUTIZubEMIHT LT TR ERORE

o HHIAARR T ANV ARKOKEFRIRIEIE T A )V ADT B
D=, 77 v )l 400mg & 12 K Z SR D s

NAUT o 7aeEntE |« SAHLT 7L 900mg (450mg BE2 §E) & 1 H 1A
(E3SE; =3
e KFNHT DT T EREROEE

. TV aENMIHT AT TR ERORS

o WETNRRER O SUTEEAIDWIN & 15T D ATREME D B D AIRRED BEF 1T, 1RER
WAEHA L UCTLUROME - MR CHIRNER G- U7z, LRSI o IR
JRR 4 AR E Leds, ERHFEEHT 22810k x7 4y FEU X
7 @S, IR AT O T 4 T A 2 T O KAl oMk i A AThE

L L7,
B 58t BEHNE
AHI T o Al 480mg XiE 240mg" (7 m WY EGEH LAV

Z 10 1 EERNES, YZ7axR) v E2FALTHD
BEE, AHKl240mg & 1 B 1 [EFRNES-
o AFRAT Y/ uENL250mg/m?E 1 H 2 FFERNES

POVH B ENLEE | e Ay ZuEL Smgkg & 1A 1 EERNES

e HWRTIZuob ST ARE 1 H 2 EFIRNES

Ty rm 2R Y VIEPEHRC 240mg THRE SN-BFE 1 HlTh o7z,

. B, L sue, Hryrzubrl, T u il BHEICL T
THELZHE LT,

SN rarr (8%A)

VT F =27V 7 5 AE (mL/min) h &
=60 900mg 1 H 1M
40—59 450mg 1 H 1
25—39 450mg 2 HZ &
10—24 450mg @A 2 9]

BB 7 LT F =227 V7 T 2 AfE>10mL/min Th 5 BE 255 L L,

Hovr el Rl

VT F =207 T A (mL/min) MR G &
=170 Smg/kg 24 BEE L
50—69 2.5mg/kg 24 IR Z &
25—49 1.25mg/kg 24 W =L
10—24 0.625mg/kg 24 W[ = &

BRI 7 L7 =02 VT 7 U AfE>10mL/min Th 5 EBHEEZ L E L,
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T rurr (#%O)

JVT7F=22 VT 7 AE (ml/min) 55
=30 400mg 12 BFRGZ &
>10 7> <30 400mg 1 H 17

BB 7 L7 F =227 V7 T 2 AfE>10mL/min Th 5 BE 255 L L,

Ty raen (ESR)

JVT7F=22 VT 7 AE (mL/min) 55
=30 250mg/m? 12 FEf &
>10 7>> <30 250mg/m?> 1 H 1[H]

BB 7 LT F =227 V7 T 2 AfE>10mL/min Th 5 BE 255 L Lz,

BRLECYE!

GEELES
Btz 52 WU P IREE Nz L P REEZRR) (28D CMV EGYE
TaJERE Lo B 0ElE

TCMV BYYEITLL T O 2 L v 72 5

figaRfe s 2 1 5 CMV JEYLE
CMV JE it
T CMV NHER SN (A1 L A450E/ akEsss /BB e/

J3E Eigmd) . UTFToERED S H 2HA L RICiEY
1)2 B L EfkE T 5 38°CLLE D F#,
2) HERNE D 2 VTIE 57 O TR FIE TS
3) 24 BERILL EORIRE T 2 [BEIE U726 S 50 < A Bk E T
I A BRI
4) B LR 5% b
5) I/ MR E
6) ALT X I% AST 23 E:vEfil LR 2 580 |k
Flk 1) BAE 28 BLAPIC PRI L D CMV JRYLE & FJE L 7= g O EIA
2) Blltk S2ELIPIC P RHEIEIC L D CMV IBGYE D A B L5 E T OHIH
1) Btk 28 WRE O 52 BLUANOERAIRE’: CMV DNA ffiE  (H s skhd
THIE) DALNIZBEOE L
2) LUTFZEI@ETY ML
o BAEZ 28K US2EE TOFARE FEAIDOABEN HIBBL LIzt D
ABE) J O CMV JEEHEEIE I & 5 R ABE D5 K OV R
o B 28KV BETORKELE (FEZHRVE X TORELE)
o Bt 28 WM 52 E TOBMLIERERE (NODAT)
(FE7) o BBHETL 28 W KON 52 M8 F TORE D BRI
PRERI . B 50 B D S EHEE G E TOHMO W0 #EE 30 BRI 2 [\l

L G-CSF Z#5 L =it oElA

3) BAEtL 28 WK N 52 W E TO, BB HREREE X OV SUIHEHMSOS O R B
a Btk 4 H (R—AT7A ) »oOBEE 28 HEW 52 #E TIZ eGFR
[Modification of Diet in Renal Disease (MDRD) =&\ 5] 23 20%LL E
DD % RBOT-BEDEES
b. A% 28 ¥ KL O 52 3 k£ TOAEMBENIC X 5 AEE B iEE
c. BHEH 28 RN 52 M CORBMATELR

41




V. BEICEYT HIER

PN T

. HNWED AT REEIE FAS & L7-, FAS 3. EMEAEITHICIEREL |
ELL B S, DHYR-TH Y, ¥E5BA4 1 HHIZ CMV DNA 2R &y
(PRI TRIE) T _XCToEBEN LRI,

. FERF MR CORMNIT — & B\ J51E & LT, Observed Failure (OF) 5%
Mz, OF 5Tk, KMME GESETHI) IXFEMmAB & LTHoTe,

. BAERS 52 LIPS HEIC K D CMV YYE % FE L7 B OB S oM =%
FH L, RKEBEDO NSV H 7 a AR T D IEL MR WGE LT, ELMERR
ENTEEITIE, RARED /LT 7 b BV D & WGEE LT,

[Z 4=t

e HEFEZR BRRE. XA XLV A %

o EmERD K QT HERIED O BLEIE
BEREEOEAGEDN A MEBAES U < I3 P BRI E, SULEEERA G
G B i BRF 3,500/uL AT X UL AF HER L 1,000/ul i) 128D HE

o BREMOMNTIRENIT APaT & L7z, APaT 1%, HEAEAZIN % ICIERER S % 1
L EZ 7= _RCOBENOERIND,
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il R

BT EBEE 601 B RAIEE - 301 B, SV H o7 v ESLEE 300 1)
FAS : 586 Il (ARHZIRE : 289 f5i, N H v 7 v EVEE 0 297 i)
APaT : 589 {5l (ARAIRE : 292 51, /A7 v BV 2 297 1)

APaT OAFKIEED 5 6 [EHFIZ M L-5EFNIL 3 # T, H5MEomiEx 1 /
(#iPH 1-3 H) THoT=,

[ H2hE]

E LA B

*  FAS TR HBHE 52 HULNIZHICHIEIZ L D CMV RYYE 2 F80E L 72 B
DENEIT. AHIT104%, L H 7B ELTIIL%THY . FEFZE (KA
— L7 ENL) O 95%CI O EfRIT. FHRICHE LZIEL DR
#(10%LLF) &7z Lz, BEMZEOMM 95%CL @ _EBRA 0 £ Tlid e h -
oz D BRI R S o T,

K BHERO2BLRNICHRHEICKLSD W BREZHREL-BEDOEE
(FAS, OF i%&) (002 ER)

AH R PIVH s m VR
(N=289) (N=297)
n (%) n (%)
i RN 30 (10.4) 35 (11.8)
BAETE 52 WLLNIZ CMV B YLIE % 3¢ 30 (10.4) 35 (11.8)
JiE L7z BT OE|IA
CMV JEfERE 24 (8.3) 34 (11.4)
N 2 1 5 CMV EYE 6 (2.1) 1 (0.3)
JE TR LR =
(FF ANV v 7 a LR
FERZE (95%CD) * -1.4 (-6.5,3.8)
it L
RMAEDO BN 57 L LT, OF & V=, OF IECIE, KIEME ks T#H)) 1XIEEehH & LT
o,

TASE L 72 P iE B ST CMV EYYE (I#sfEE 2 1 5 CMV JEYYE XL CMV JEERE) & fE
N

HEMZED 95%CL 1%, AR ) e MAREfEIER 2B T 2800 v SER G iels  (FE0E TR %E
Jii) % J& & L7~ Mantel-Haenszel 7412 L 0 HiH

SIELPEIL. CMV EYYE & 22 S N7 B OFEIG ORI ZE (REIl— Sy 7 men) ol
95%CI O _ERR2Y 10%LL FTH 5 Z LIcH-S<, @\ CMV JEYYIE & W S - BE oF|
AOREHZE ORBl— v v 7 a en) Ol 95%C1 0 ERA 0 L /hSnZ & i2H-5<

N=%-$ 5Bt BT

n (%) =&/ EOBRFEH (%)

B K EEAR I H

1) Bhibtk 28 LINIZHHILHITEIC X D CMV [RYLE & FIE L 7= B

o BAHfL 28 WLINICH RHIEIC L D CMV BYE 2 RIE LI BE L. v by
TR ENEET S B, ARIRECTIEERD b o T,
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K BHER28BLRAICHRYEICKLSD (W BRREZREL-BEOEE
(FAS, OF i%) (002 ER)

AH R PIVH s m VR
(N=289) (N=297)
n (%) n (%)
i RN 0 (0.0) 5 (1.7)
BAE % 28 W LLNIZ CMV JEYLIE % 3¢ 0 (0.0) 5 (1.7)
fiE L7-BETOEIS
CMV JEfERE 0 (0.0) 5 (1.7)
e 2 1 5 CMV EYE 0 (0.0) 0 (0.0)
BCHE UM
(FF ANV v 7 a LR
FERZE (95%CI) ¢ -1.7 (-3.4,0.1)
SBME D BER 5 & LC, OF & FV iz, OF {ECit. KIEME GEse T#)) 1XIEEahe & LT
W7,
PORSE L2 PRI E R B AT CMV IRYE (SRS 2L 9 CMV IRYE ST CMV JERERE) & H1E
-

PREMIZED 95%CL 1. BWARRIZHR ) MBS MRER 2 F 3 550 ) o ERGu g mil (R ST ARE
fiti) ZJ8 & L 7= Mantel-Haenszel (2 X V) 5 H

N=&-& 5HEO B E

n (%) =%/NoEOBEE (%)

2) AL 52 WLAPNIZ FSHEIC L B CMV YYER A H b £ ot
o BAETZ 52 U IHIEIZ L D CMV JEYYEN 2 DD £ TORIMIE,
BHRECRIEE CTH- T,
PRI ANY v U7 THD Kaplan-Meier & THEE L, #5-HEHIIC Kaplan-
Meier Biff% 7' v v b L, HYHEIC L D CMV EYYE & HIE S b £ TOM OB
MZED p fHAE ARSI 2R ER 283 280 ) v Rk O £ Dof
MirEL L-@e s 7 7mEEZHVCCHEE Lz, BB IR BRZE T Lz A
FI, TORERTHEID & Lz,

ARFIRE NIVA> T OEIVEE
BEH 289 297
AN MR 30 35
1 = = 4-3-}_;.‘#“
0.9 ot ;
0.8
ﬁ i
F\é 0.7*_
) 0.6
= i
» 0.5
gg i
ﬁ 0.4—_
* 0.3
0.2
1 + 77544
1 71;)%333* Al d]% 3
1 ———- Nfivyon
00 . P2 ‘
0 28 52
BAER DB
No. at risk
KB 289 252 196
NIVH>>oOEIEE 297 268 191
RO N> MR
AFE O 29 1
NVA>V>oOELE 4 30 1

BHER 2 BELRICHRHFIZEL S OW BZEAH SN D ETOEHBD
Kaplan-Meier 7B + (FAS) (002 5tB&%)
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PRERAY A 2 H

1) Al 28 WO 52 LN D
E) DAL EEDOEE

B HE72 CMV DNA IE  (FF SR i B Gl

Bhli% 28 KR 52 ﬂuma
) DAL HBREDOES

FEEATREZ CMV DNA MUE (P Je i A s RS Tl
T, WThoHEs vy 7 et (B

% 28 i : 8.8%.

& BiER 288KV 52 BLAIZE

Bohetk 52 i

1 37.7%) LIl U OARAIRE (At 28 @
2.1%. BhEt% 52 # : 31.8%) TE- 7,

EFHE7ZR CMV DNA Mffie (Hh RARE RS TR

E) BHLNI-BENDE|ES (FAS) (002 FHEX)
A B PIVH Ly m VR
(N=289) (N=297)
n % (95%CI) n % (95%CI)
28 LI E R ATREZ: CMV DNA IfifiE 6 2.1 (0.8,4.5) 26 | 8.8 (5.8,12.6)
52 WLIPNIZE R I HEZ: CMV DNA Mg | 92 | 31.8 (26.5,37.5) 112 | 37.7 (32.2,43.5)

R A AEZ: CMV DNA IMJEIL, 2 (=137 IU/mL) TR Sz CMV & ESE

N=%- #5100 BEEK
n (%) =F/INDEOBER (%)

2) T T A

= BET7 Y RNAHL (FAS) (002 :ER)
A B PVT vy v ERE
A E (N=289) (N=297)
n % (95%CI) n % (95%CI)
BAt1% 28 # £ T NODAT 17 5.9(3.5,9.3) 18 6.1 (3.6,9.4)
FAE % 52 1 £ T NODAT 18 6.2(3.7,9.7) 20 6.7 (4.2,10.2)
Btk 28 WE TOET 3 1.0 (0.2,3.0) 2 0.7 (0.1,2.4)
BAtT% 52 WE TORELE 4 1.4 (0.4, 3.5) 3 1.0 (0.2,2.9)
BAE % 28 I £ TOF AR 100 | 34.6(29.1,40.4) | 121 | 40.7 (35.1, 46.6)
Btk 52 W E COF AL 127 | 43.9(38.1,49.9) | 151 | 50.8 (45.0,56.7)
BAtET% 28 WETHD CMV YL/ Ry
VRN L A 5 1.7 (0.6, 4.0) 7 2.4 (1.0,4.8)
ﬁ*ﬁf g%ﬁéfQ CMV e /I3 35 | 12.1(8.6,16.4) | 34 11.4 (8.1, 15.6)
Atz 28 WE TORED HFAEY | 30 | 104(7.1,145) | 36 12.1 (8.6, 16.4)
A% 52 £ TORE O B Fn R 47 | 163(12.2,21.0) | 51 17.2 (13.1, 22.0)
TR I 5 G-CSF BHIDF 5 5 1.7 (0.6, 4.0) 21 7.1(4.4,10.6)
NODAT : BHl % FAENE R I
3) Behieid% 28 A e O 52 T E T, BAEE B AR IR M OY ST SOG D FEBL
o Bhi%4HE (N—2TA ) MOBMKE 28 & 52 £ TIZ eGFR

[Modification of Diet in Renal Disease (MDRD) & V5] 23 20%L4 E D
D EBDT-BEOEIS
eGFR (BBHtiftk 4 N5 28 W £ T) 73 20%LL HIK T, I3 28 0
eGFR 73 60 mL/min/1.73m2 KD BFEDE| AT, LT AEEALREE (eGFR 2
20%LL EIR T 1 21.5%, eGFR 7% 60 mL/min/1.73m? Kii : 58.1%. LL F[AIE)
LoV a EVEE (24.2%, 62.0%) TRIRE TH-T-,

Fehititt 28 ¥ KON 52 3 % T@Mﬁ%
A 28 T J Y 52 i £ TOEMRBZINIC X 5 AR A i o B E S
L. AFIHE (B 28 H : 5.9%, %%’»iﬂﬁ?& 52 : 8.0%, LLTFFEINA) & 0
Yy ARt (6.1%. 6.7%) CTRIFEETH -7,

XD aEE B A R
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BAfth 28 TN 52 £ TOB B A L
Bhitg 28 WL 52 i E CORBMA EAORFKBEEIL, AARE (0.3%.
0.7%) ENLH 7 a e it (1.0%.

[Z4=tt]

<HEIEM >
Al 28 ¥ £ Tlo, AFIRET 292 6 58 51 (19.9%) .
#ET 297 i 1041§J (35.0%) |
I, ARFIEETAIMERBAE (6.8%) M O HERIBAE (2.1%) . 7SV

7 v EOLEET A MEREIE (22.9%)

WA (4.0%) ThHot-.

HELRIEMOFRBEIE

,

ZRITEA D

2.0%) TRIEETH T,

B b,

I

AV NV /A= R iV

EREIER Q%L k)

. B ERIEDE (8.1%) K OVH HLEREL

WX, ARAIEE 4 6 (1.4%) THIMERBZAE, 45 ERJE
DREDE 2 Il FEEE A R ERISE . LI BRI E

GEidh, TR 1

Bl, NV H 7o AR IS (5.1%) THMERBDE 6 . FEWELF T ER

WIE, B ILEREG D 2345 3 Bl

H1HITHoT,

VABRIE DD 5t 1127 o 7= BRI O S IE A

BRIBUDIEDS 4 B, A MEREAED 3 6,
T eV 26 BIEE (8.8%) THIMLERMAAE 16 i,

Wb 3 B T, EL,

T P ERIREDS 2

Hol R Y o fE DS

1T, AFIEE 8 #l (2.7%) THH

PLILERIRAREDS 2 B, ST
GF BRIV E 4 1, B EREL

WETIEENA 1 Bl ThoTo, AFIBETIE, 1RBFED

B IEIZE S EWER (841) XA M ERMBCE & O R ERBE (% 1 41)
ZBR & G IR I [BIE SR LT,

§Et iof_ﬁigg%i:i'fﬂ \—uu&)%ﬂf;o

REIHE : 2 1

BRENCRIL L, HCICESTAFFRIT 2 fICHRE Sz GREVERULLE

K OWEES 3 v 7))
1 41

2V a EVEE

TBHRHNCRBLL, ECICE>ToAFERRIT I THE SN (DFHREE)
BB RN L VBB L OREDH Y LHIE SN TIT R -T2,

& ASEZROEH CAEH) (APaT) (002 EX5&)
wame | DT TOT
n (%) n (%) HEEE (95%CT) 1
fiE AT St B2 5% 292 297
HEFRGL 271 (92.8) | 276  (92.9) -0.1(-4.4,4.2)
BIE A 58 (19.9) | 104 (35.0) | -15.2(-22.2,-8.0)
HERAEFEFR 106 (36.3) | 113 (38.0) -1.7(-9.5, 6.1)
HELRIEM 4 (1.4) 15 5.1 -3.7(-7.0, -0.9)
T 2 0.7) 1 (0.3) 0.3(-1.3,2.2)
HEERICL HEE T 12 4D 40  (13.5) | -9.4(-14.1,-4.9)
BITEAIC L B8 5H 1k 8 2.7 26 (8.8) -6.0 (-10.1, -2.4)
HEERAEFRICL 5 HEF IR 2.1 14 @47 -2.7(-5.9,0.3)
BEERBERIC L &G 1k 2 0.7) 7 2.4 -1.7(-4.2,0.4)

T Miettinen & Nurminen %2355 <

PORBRIESEANC Lo TIRERE L ORRBIRH V) LHIE S - Fg
G HARAT & BT > TRERZEOHEEM R O CL &2 5L LT,
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V. ARICEY SEA

<EERRRAAE, A X NP A 2 K OULEX >

o IBEHIOERMAEMIZOWVT, AIMERJRAE &K OUF P ERIRAE 2 bR & . AH
BEE VT 7 v ENVEEE ORICRRIFIICER D & 2 240 K O A 1358
B oTz,
NAZNVY A R OLBERIZOWT, BERMIICERO S DPTRITERS bk
Mol

ML ER D K OV R ER D o S BRI &

o IBFEHNCET D AMERED K O PR O FRORBEIE (BHEFRZOR
AT R A IS RS EBUE) 13, AFEE (26.0%) TAAH 7R
EULEE (64.0%) &L THEICEK ) > 72 (p<0.0001)

x® BmKEDRUVFPEBDOZERORBREEG (FEEROERERIE
FRARREEICEOEHRE) CaREH)  (APaT) (002 ERER)

wame | VDT w00
n (%) n (%) HEEME (95%CD) T
F i BRSO E X AT HR BRI I -38.4 (-45.5,-30.8)
05 5L 76 (26.0) | 190  (64.0) $<0.0001"
F 1 BRI A iE 33 (11.3) | 110  (37.0) -25.8(-32.4,-19.1)
[ i ER R
(WBC<3500cells/uL) 66 2.6) | 172 (57.9) -35.7 (-42.9, -28.1)
I R ERISD 8 2.7 49  (16.5) -13.9 (-18.8,-9.4)
fif P ER D
(ANC<1000cells/pL) 12 4.1) 58 (19.5) -15.4 (-20.6, -10.5)

—

N5 2 AR ER 2 B9 28 ) v oSERGERIEOE O FEEE E L, B CHRE L
Miettinen & Nurminen £% HAWTHE Lz, WIN»OF GRS T2 BERGFE LRV
I, EORERIRTIXERI LT,

2) REMHR

R Gl MR TERBRITER L TR,

(5) BH - RBAIHER

(IR FEAE)

AR H AR NN BB RE 2 KR CMV B EYED P2 B E L CLT LT
EEFRE LB O, 2ttt Auht Kk O EhEE 2 3+ 2 A IE S M AR
gﬁ%ﬁ (042 %ﬁgﬁ) 11). 12)

j% 7V s st s AR

N

FEAW | AEERE2 R LEERE OBIRICESE . KEIOL MR OB 2 3l 5

PSS CMV HiiRBME K — %X CMV ik L v B> b (D+HR-, D+R+XIE
D—/R+) @ HARANRNBERBAELRE
%9 B, DHR-%Z 10 FILL E GHANSNTZHRFE 2261, 9 H D+/R- 12 f)

EER | o FREIVERFOFERN 18 Ll Lo B AR NS M X id &M

FEYE e FFI—RKOLIEZL D CMV FUREARIALL FOWTNNCAET HHE -
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V. BEICEYT HIER

a.

b

CMV FUiRBE K — /CMV Bkt L > v =2~ (D+/R-)

BUFIFHT 90 HUAIZL U B h D CMV IgG HURDFarE (R-) Th D Z & MR
ENTEY, o, A7 V—=V 78R T CMV IgG HLiEEE KF— (D+H) M5 D[
FEEBMATESH, BHHTESTDO FF—0 b 0REEBMAZ T T 5,

. CMVHifEtE L =~ (R+)

LB RO CMV IgG HiiERBME RY) THD I EAHHEINTE Y, 1aHRE
WEMAAFID 200 B PEEENRARTHD LW LIE, 2B, K —D CMV
FURIEEE, BT BFA L (DHR+XIEL D-/RY)

A7) == ZHEES TR 2 BIHORMESBHEA T ESHTEBY ., 2o
B A CTHIE T 2 B H O REE B A2 Z T TV 5HE,

FIHTRES CREBMEL OB (B4 E) 2D 7 BLUNOH,

IR L CRE LT, BILF TR, DO TFOREOWT & 73 Lotk
a.  AEMRVIREZR MEICEL Y Launag

b.  MHRFIRERLMETH DN, B HGHIM K OVERIED ffk ik 5% 7 &

t 28 HIE., WUIRMEHEEA AT A2 LICEE LS

EERAN =N
T

W E IR ESBAE & 5 3o i i IR Rl 2 52 1 7=,

BHEE ORI L e b (R R RS )

EIHFRT 6 HUIN O CMV BHE OBEE XX E0F Geun gz &Te)

BAE BT £ T OIS IG5 FE 0 =B T CMV DNA PCR 4 X
CMV iR MAE BN FEE SN2 EA DL YikhE CHMENER ST,
BBUEN DN DN OREEHET S,

BT R IOBHT UM B A 52 T T 5,

BHET: DRBEREEN ., BT 7 L7 F =202 U7 T 2 AfE T 10mL/min LA
T (BBRIE RSB CoOREM) Th oD,

A —= 2 JRHZEEOFHEERET (Child-Pugh 7 7 2 C) 2 H7T 5,
A7V —= 2 FRFICHEE O EERR S & PR ) O B OB REREE O
W EHT D,

EIMHFRT30 BHUWIZLL T O X 95 72 CMV % 7 v 7' ) U HURIER UIHCMV
IZEDWEREZ T2, HDWITRBRBIFTIC 2 6 DR E 2T 2 PEN
HBD

a. CMVHEruary

b.  PLCMV FEDOIRBRIE X 1IH CMV AW Z AR E O TRBREE

FIHTET 7 BURNICROW T E S L AR5 325 TEMN
H5D

a. Hrirumrn

NNV e

RABNLF Y R

Ty rure (1 BHEE LT3200mg 282 58 A#E. X 25mg/keg/
H % 8 2 2§k 5)

e. NT7vZuwub/l (1 HEL L T3000mg Z iz 5% 0 85)

f. ZryAvruE) (1 HEE LTI500mg #8258 0#H)

po o

R 7 1%

BhEth 7 BLANICAFI OB ZBME L, &5 % 28 £ Tkt L7-, 1RBK
BERTH, EET7r0—7 v 7L, BREMED CMV EKYYEDFEH %2 5
fili L7,

AF| 480mg (240mg $E2 88) A 1 H 1 O &KE, 7o ARY &AL
TWAHEEIX, L7V EE/L 240mg (240mg 82 1 #&) % 1 H 1 FRRAOHK G,
W T RBE &L O UL EERI OWRIL 2 151 5 rlREMEDN & DIRRED BRF 121X, 1A
B2 S A E L CLLTORE - AETHIRNE S L-, EHA oM
MR 4 BN E Ly, ERAIZEHNTL Ik s 70 b &

48




V. BEICEYT HIER

U R 7 Z iR TRERFE Y ERT ¥ T 4 8 %8 2 T O RSB ok %
"HE & LTz,

B R

o KA 480mg XiE 240mg (7 uR U EHHLARV) & 1 B 1 BFIRNES,
I uaARY UEFHLTWDEAIE, A 240mg = 1 B 1 [BIEFFIRNES

BRLECYE!

[Zatt]

T | AEFRRORBREORETIICE TR FFRELFB L LBEOEEG

PR 515
o REMOMHTRREMIT All participants as treated (APaT) & L7z, APaT L, JHBREEE
H&2 1B EZT 72T X TOBENGHERIND,
s AEHESGAEARBLICBEEBRORRAFNEEZEN Lc, ELBRRAEM, N1 201
EONEROEE A B LT,

GERLES

1) BAEt% 28 AV 52 LR O, HFRHMFEIZL D CMV EYYET 2 39E L 72 /8
FHXIIPT CMV Bk % BRA L 72 BB O EIE
TCMV JRYLEIL, JEERFEEZ L 5 CMV RYYE K Y CMV EERED B2 5
(002 FBES )
B CMV L OBIAIEL, LTV o #£o<
IR (1) CMV FUsUMmSEE M (TE5R Ik 2 A% ClE)
(2) EEAHEZ CMV DNA IUAE  (FAR5R 3 fi B 7R B ClE)
2) BAEtg 28 WA OS2 LA D, HYHIEIZ LD CMV EYYE & F89E L 7 B
DOEIE
3) Btk 28 WA O 52 LN, FERAFEZL CMV DNA IiLfiE (1 Je i dsisBa
THE) BAHLNT-BEOEE

(F72)

o | AR 28 LT 52 W E TO, BAEEHERERE T SUIEIEROS 2 5 8L L2 BF
#7&7"(’* ilj/‘\
E,‘j ERN=
a7 ik

H5hME O fRMT R LT Full analysis set (FAS) & L7z, FAS %, {RBR3E%A 1 [RIDL R
H.&#, DHR-, DHR+XIL D-/R+TH Y, #EHALG 1 HHIZ CMV DNA 23 H S
720y (PR AR I THRIE) T X COBEENLHRIND,

o KHEMEFHMBEEIZOWT, BEOEIER) 95%Cl #HES T EICHEH L, KFh—
EOL BTy D CMV FURRA RIS X DR 25T 572, DHR-EZ Y R+
(DHR+IIE D—/R+) ORI EFBN A DPEREMTE H 2 Z L7,

€705

B | LT L A SRR < A — 5

REAI A1 -

o RPEBEOMATHSIEE, DA< L b | SORE THE R BTG 5
BV BED DRSS,

. LT VE BV OEBEYE ST A —HIZONWT, ERRGRA N L,

49




V. BEICEYT HIER

il R

FEAIESE © 22 41
FAS : 21
APaT : 22 f§i

[Ze 41
HAAN D+XiT R+OBBIBEEIZB VT, LT LT BT BN B AT
THY ., FieZ oKD bNho iz,

BEt G IEGNE!
ﬁ$$%&UP%%®&§$E IESTAEFEFRRERILCBEORE

HWEMICRLZROONTEAFER BHREEG 10%2L L) X, nN%E 4
B, 18.2%) W NI T, JREGEEG, aF P ERBORD K OVE R E (% 3 .
13.6%) Th-o7-, BHWEMRIL 4 6] (182%) (TR B, FOWNFRIL, AIMmERE
DIE. TR BLODEOMP T AV HRAT 72— (% 16) Thol,
BRI G LIRS T2 HEREZIIIH (13.6%) IZRD LI, 209 BiEEK
WG R IRICE S T2 BWERIE 161 (4.5%) (HMmEREAE) ThoTo,
HERBIERBI SUIFEEHNL - 1=,

TR OB R BB ICERRAICE®R O H 5 ZENIR D bk -T2, 1 FIT
CTCAE 7' — R 1 (GEHELERD 25 %8) OT VIV EAT 72— EH
DD BT, MO NFHERER AE %2 & TR R AN CIXEKRICER DO H
DEEIIH SN2 oTo, NA XY A 2 (IFE, RIEXOLHE) Wz
DEIZOWTHRICERD H 5T RITRO b n-o T,

X AEEZROEHN CAKHA)  (APal) (042 FHER)

AFFE

N (%)
RN R G515 22
HEEGL 20 (90.9)
BIVEHIT 4 (18.2)
HELAEFES 7 (31.8)
EERRIEH 0 (0.0)
L 0 (0.0)
HEFZICL DG F I 3 (13.6)
BRI X 25k 1 (4.5)
BELEEERCLDEEDIE 2 9.1
EELEWERIC L 28591k 0 (0.0)

TOIRBRISEANC > TIRERE L ORRBIR DV LHIE S - Fig

[A2htE]
BRI B

1))

itk 28 K OV S2 LAN O, FIHITEIZ X D CMV EHE 2 FIE L 72 BH X
1Pt CMV L& BAA L7 B 0 EIE

Bhtth 28 WLAPIC T RHEIC L D CMV JEYYE 2 38 0E L 7= B3 U TP CMV
WL B LB TR b e o T,

BAlEfE 52 ELAPICH IR EIZ LD CMV JEYWE 2 FIE L 7= B3 iht CMV
BIEZBB LIZBEIT 46 (19.0%) THH., WTFhy DHR-TH-7-, 44l
215 CMV IED 78 CMV #IEEZBIB L., 2095 26X CACIZLY
CMV JEIE (CMV EERE) &HE ST,
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V. ARICEY SEA

=1 TBHER 52 BLANIC OMV BRoE # FAE XL CW A 2B L-BEDEE
(FAS. OF ;&) (042 iRER)
BRI D+/R— D+/R+ X% D—/R+
(N=21) (N=12) (N=9)
n o n o n o
%) 95%CIt %) 95%CIt %) 95%CIt
CMV Y 3R
fite 52 WLINICHT 4 4 0
CMV 5 2 Bilké 19.0) | CH4D | 535 | 095D | () | (00.336)
(FBHREEh)
Bhtt: 52 LD 2 2 0
CMYV e Cosy | (12304 | ooy | 21,484) | (0 | (00,336)
s 2 2 0
CMV JEfeEE (9.5) (1.2,30.4) (16.7) (2.1,48.4) (0.0) (0.0, 33.6)
L E o ) 0 0 0
CMV et ( 0.0) (0.0, 16.1) ( 0.0) (0.0, 26.5) (0.0) (0.0, 33.6)
BoAtits 52 WLANIC | 4 4 0
PLCMV SIS 2-BRkG | (19.0) (5.4,41.9) (33.3) (9.9, 65.1) (0.0) (0.0, 33.6)

KAMEOIFN L E LT, OF ExE MW=, OF #ETiX

< KME GESETHD (ZEERBI & LT

Wiz,
' Clopper-Pearson 1EfE " IEMEIZH-5<
O Uiz tp e EZ BT CMV RYME &L HIE Sh i

§ CMV HURIERA T 1 SPL Lo
DNA 23R S 7z

RSN HA. XUE PCR Mi# CEEATRE: CMV
( TR ENTS, EETHRARM XEER) . TOMEICESHTH

ELAN
%A

CMVIE (Hoirmbl, SAH 7 bELIRAINEy V) OFEZBTH L

2)

3)

A% 28 W OV 52 LN D, HICHIEIZ L D CMV EYYE 2 FIE L 72 BF O
ElE

FAS 25 1) 2 BAf1% 28 I LINICHHIHEIZ K D CMV EYYIE & 38 0E L 72 /B3
(AT ARy

A 52 B LINICHRHIEIZ L D CMV JERYYE 2 39 L7-8B3E 1T 2 61 (9.5%)
THH, WY DHR-DEFETH -7,

TBERRFEMERMIC LY CMV BEYE & LTS Sz 2 8k, Wdns CAC O
HIEFER L —H L. CMV JEERE L HE Sz,

RAEROWRIT, £ 1 2SR

BAtts 28 WL O 52 LN D, EEATREZ: CMV DNA MENR I B i=BE D
ElE

A% 28 WLLNIZ E R ATBEZY CMV DNA IIAEDS 1 8] (4.8%) i bz, =
D1 HNE. FL CMV BIEEZBMGT 5 Z & 2 < IREBRBIE 2 CMV DNA [t
Aoy e

BAtt% 52 WLLNIZ E & AIEEZ2 CMV DNA IMAEDS 5 4] (23.8%) 125517,

W ORERE DHR-TdH o7,
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V. BEICEYT HIER

&2 BHER 28 ARV S2BLIADFEERIAEL CMV DNA I jE

FoAits 28 LN OE B A fE72 CMV DNA iiE
n (%) 95%CI'
2 (N=21) 1 (4.8) (0.1,23.8)
D+R- (N=12) 1 (8.3) (0.2, 38.5)
D+/R+X % D-/R+ (N=9) 0 (0.0) (0.0, 33.6)
A% 52 LA OE & AIEE72 CMV DNA IfijE
n (%) 95%CIt
2 (N=21) 5 (23.8) (8.2,47.2)
D+R- (N=12) 5 (41.7) (15.2,72.3)
D+/R+X % D-/R+ (N=9) 0 (0.0) (0.0, 33.6)

JERAIREZY CMV DNA MUEE, I &R OFFRITESON T, il (3137 IU/mL) TR S
CMV & L TEH.
T Clopper-Pearson 1Efife TEMEICH-5<

PRERBREAR I H

oAtk 28 WK O 52 I £ TO, BAEB RS SUIEAELIE 2 5B L2 B oFl &

*  FAS [ZBWTAEMBINT L 2 GBI A EESOS B OB A A B s @y
SNTBE TN ol

[EmEhiE]
R EEE!
<ER#h >
AARNBEBHEEICLTILEE L 480mg &2 1 H 1 BIKERO#HES L2, &5 1
#H D AUCoz4mry Cmax KTV Crrougn D Bl F-31%, £ £ 156,000ng: hr/mL
17,900ng/mL % T} 1,700ng/mL T - 7z,

<HRINBE G >
BRI, FRAIRN R G2 2 T T B 1TV o T,

(%)

I i o 5 A e R A

<SHIARE R ILFEIER (001 3BR) >

AR E RS RIEER (001 3RER) 9 OICBIT 2 BEE R, CMV &SRO Y 27 K1, O H i
LAY ROBRLE 2 A > RN O LRI C. AROFHARE LTRSS
776

BEE R e, MR RE. AT (BA vsIEBAKRT T A vsIET7 7 N) | ik (BR
I vs. ALK K OCKIE vsFEKE) WAL A 25 BIELBI E TOMM (BhEk 2 AN vs B
#% 2 WL ) ITHEAD EAERITIER, BIRRICERDH D5 CMV EEERA Lo BEORIGIX, 7
TR L IR L TAFIRE RS, AF O T 7 2RI T 5 PR EROIZE®ROH S CMV
BERBHB LN BEOEIS) N—B L TREhi,

U A7 3R] CMV e U 2 7 K+, @R, N — R —HORBRE N HLA &5 K —
DY A7 SETIL, BERICERDH D CMV EER LN T-BEOEIGIL., 77 B REEL L
L CARIRE TR 2 72,

OF S IIHI L ¥ 2 v R OB RTLE L Y A > OFEER] : BHRTLE L Y A v (B RRERRTL
B, TREEJKIIATALE, B REIEMEEARTALE) K OBERGERRI LA (7 m ARY CEA K
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V. AEICEEY 5I1EH

VCH 7l hAGHELYAY) OENENOGEAT TV T, AFOT T RITHT 5T Pi%
RiF—EH LTV,

FIHMAREFRILFEIAB (001 RBR) (CBT D LT m 7 7 A /Wi, Filin, PER. FE, AHE,
BRERERE E K DT RERE (200 597, MR GHETHEL THELL Tz,

<A E I FERBR (040 7RBR) >

FEIAREE THABME 148 (100 H) 25 B 28 # £ TICHRANCEKR D H 5 CMV K
PR B DN HERE OFEITB N T, #RE s (Fln, ML AR LK CMV FiEMER Y
27 W/F (RF—o Mm%, HLA R~ —3, GVHD XiZZ DO HRIC L 525 AT o4 Rl
M. HLA P58 R — RO Mgz s a7 U o ofkh) 123 < e O£ T,
RKENOT 7RI TDTPHIRP—H L RS,

(s A

<A AHFER (002 3ER) >

FEFGEE Th Mk 52 BUANICHFIRHIEIZ XL D CMV BYYE 2 F0E L7- BE OB M ZEICEB
W, BT (MR Fn, ANEEL MR QN ARRE) ICEES EEREIT. B /R AR
emol, o, BERMET a7 7 A iE, Fln, R, ABELOCREIZ22D LT, WTLoif
SEFBTHRKTH - 72,
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V. ARICEY SEA

(6) BB
1) ERARKHAE (—REARKRE. FECARERE. CRARRLEHAE) . REHRTR
T—ER—RMRE., WERFTRERIRONE
a) ARz k5 & Lo RrE i R4 ( TV, 5. (6) 2) RGBS & L THEMETEDHNEX
(T L 7= A - RO B

b) [FfiE Mgl 2 xR & Ul kil d (1) (TV. 5. (6) 2) &AL L
THEMTEDOWNAE XL FEH L 7-iid - SRBROBE ] 2

2) ZRBEHELTEBEFEOANBRILERE L -FE - ABROME
a) BEARREAE 2 %f 5 & U TR i ) Rl i 2
KA O FERE T IZR T Dls B EE TOREMEROCENEZHERT 5.

b) [FIFEE I ARG A e & L T —fREE I ot A (R 1)

H Y H# 2 T OFFE HSCT BEFICHBITAH A M A Ao A L A&
YUIiE O FIEINHNZ 39 D ARAFN 8 50 DG MK V2 eI B
2 I O f e OV

g ey G 2 BRI Y AT
RN B G- O B RERRE . AEFRR AR B, DR

eyl 2018 4E 5 H 28 A ~2022 45 H 20 A

G EWReS e RV

FRATT S S 9E 5] 2 821

GRE T EIEBIEL - 45001) | AhME 670

SRR et

EIERREEREIS X 11.33% (93/821 ffi) TH V. 5 FILL L THRHA
L7ZBIERITZEDD 13 6] (1.58%) . BEHEBEREED 12 4
(1.46%) . 2AVEBHL A xHE 2. HERER Y. A4 h Ao
AL AR ENRS 5 B (0.61%) T. EERFIERIHE
A% 3.05% (25/821 ) T o7,

HEE -

CMV EIYEDOFBLRDUL, BE 14 HLINIC 1.34% (9/670
) . BAETE 24 ELANIC 2.99% (20/670 f5l) T -7,

(%)
[AIFE I M s AR R B Lk~ 2 — I AR (BFD) DOSEMEIZ L V., 460 JEGI OERBR R
(ZHES W TR 72 SN 725 R, 2021 45 12 HIZ LA F O ARSE 0 iR ST,

HKEREAE - BN TOEBREFRRD CTRONATWNS Z Lnd, BERT%, —ERDOIEFIIRS
T—APEFBIND ETORMIZ, BIEFIZ S REREZ EZfT 5 2 Ll2 k0, RFOME
MEEOYFHERELET S & L b, RFOLZEER OEIEICET 5T — & 2 FHICIE L,
AAKN O EE LB E AR LD 2 &,

(7) Dtk
HYERR L
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VI. EHREICEHISHHEE

2.
¢!

EFPHICEAEH SLEMITLEDEH
PP

KEER
) YEFAREL - YEFABRFF

L7 VEEME, B MTIEFELRV DNA ¥ — I T —PHEAEREMET HEMEF 2 H T 55

CMV ¥ETh %,

LT ILEENLE, VA P ATa A LA (CMV) DTA VAN ) 5 DNA OHIET ROy r—
VTR DNA 7 — X F—BHEARE BRI ET S 2 & T, —HBEDOY ) DAERKOD

TV ROy =T T EMHIL, UA VAR DR E LET D,

LTILEEILDOEREE

FTAN
IoARO—7HE

—BUROT /LAER
HTYRADINYr =0T

DNAG—=+—¥

71 L ADNADESR ; 7 SHEHEEL.

_______________ x e —BIROT /L

7| , | ERICEETRS

: RITNAT ) (‘f—z L ETITLANT

qEE % (DNA1) X5 — RS (CMve—xF—tIHEA) ) OFREAET 3.
| erommrrerrerl . S

CMV 2SHIIAICR A - RAT D E. AL A2 DNA DERNICEITL., Bik{kd
%, ZD%, UAI/LADNAOERNEM S (FIEME(L) . #HE X172 DNA
73 CMV I[ZHFRE 72 DNA #— I F—PIZ ko> T—HBMEDY ) A% A X2)
WrEi, W7V Ricyr—yr73ns, IHICHBEICEWWTT 7 A
pexr_u—7%2#EE L, Ee7% CMV &) s~k sn s,
L7V EEMI, DNA R Y A7 —PEEEET, & MIIIFE LRV DNA
A= F—VELETDHI LT, VAV ADHEIEEIHIT 5,
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VI. EDFEEICEI SHIER

(2) EhZEERfTTHHABRBAE
1) YEFFFIZBE3 238 (in vitro)
i) HCMV DNA D& R K& OGERL 7 DEEA IR 2 1A
L7 /LE E/L D HCMV DNA O ORI ERL O EA I T 2 EH 2Rt Lz, L7 VE
ELIE HCMV DNA ORI BEZ KIF S o7z (K) ., —J7. DNA R Y * 7 —PEK
THHA 7 v eid, HCMV DNA O RLA 6 L7,
LT AEEAROA 7 v enid, WL HCMV ORGMERI 7 O EAZH L7z (K) .

AR AD169 #REEY: NHDF #iifiel
WY B LT LEEILSOnM, H v 7 B EJL 20uM

1%10°

E

g 1X10 — M

F ' )

s 110

% T

B 1x10° - = 3

e 45 1%10

2 =

< #

Z % s

2 & 1%10° O ik

NETIE B LFLEE

£ -0~ ik B ra e

’;‘ - L-TIEEN 1% 10!

S - oo

@]

= 1%10° 1100 Lcmmimete | mipetn e —

0 24 48 72 96 5 24 48 72 96

IR R (hr) JELLEERERT (hr)

H LB LESD 27T (n=3)

HCMV DNA D#EHE VRR MM FDEEICHT H4EH

ii) HCMV DNA DOYIBrizx3 2 1EA

HCMV ©% 7 ADNA Za 7 ~v—L LTI, #—IFT—EBEAKRIZEIY B ED
DNA (Z8Ilitk, W7y Rig Xy r—v v r73nsd, L7 EENLO BT~ —DNA OYJE;
EHECH T 2EEREZRAT 27200 7ay h2EiiLz, ¥—IF—BHEAERICK
0 277~ —DNA BHIW S 7 GE I S5 DNA Wi O K %249 4kB, BIEr A fHE =
NEBHEDES%E 84kB LB Kot LI A, LT AT EVEZMMTH D ADI69 £
T, L7 EELOUINT K VK 4kB OEIEIE 7 38 L7225, LT VE EAIHERR TH 5
AD169-rAC246-1 FE TIXD Lo 7=,

U EOFRNG, LT LVEEALEY —IF—BEARICL D27 ~—DNA OYIR; % [HE
TAHZEDRHOMNE ST,

FRERR - AD169 X 3% SRR HELF Al
Yy, JmE . LT ILEEIL ECso il (4nM) @ 0.05~50 {iF

iii) HCMV OB BB & I3 5 1ER
HCMV OEHEAKIZHT A LT AVEELDIEREZRTFT LI A, v 7 v e/t
WZED . Y48 KON 72 IR O E (R KOVL (%) &EEEORBLAEE Sz 0lxt
LT, L7ZAEEATIE, IE FiFIH) . EXPLEBEORIUEEBIIA LN o1,

SR © AD169 BRIE Y NHDF i
) WRE LT LEEL S00M, H v Y7 | EUL 20uM
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VI. EDFEEICEI SHIER

2) MU A NVAER OERRER REERTFME (in vitro)

LT VEENLORFE HCMV O FERERISHT 2507 A VAER G L, o7 me bt
L7, A ETO LT LEELDOH T A L AVEH D ECsoff1% 0.0038 1% 0.0049uM (-1
4.4n0M) TH Y, ECoflI 0.0051 1% 0.0071uM (F#)6.1nM) Th o7z, /o, Hr 7o n
® ECsofEIE 1.7 4% 2.3uM (V-4 2.0uM) TH Y | ECooflIE 10.7 XiT 18.3uM (¥ 14.5uM) T
Holz, VTILEEILD ECso LT ECo I, H2 7 v ENDZNEI 1/450 (4.4nM/2.0uM)

FUN1/2000 (6.1nM/14.5uM) DA &R LTz, LT /LE ELDOH T A b ANEH OB EE RS iR IE A

BCTHD ., FD=dD, ECoo M N ECoHDOEIZDLT N TH o7,

® HOW ST BERIRE

RERTIE | HCMV ¥k

LTI E I

o raen

ECso i (uM)

ECoo fili (uM)

ECso i (uM)

ECoo fili (uM)

CPE #ji#lyE |  ADI169  |0.0050+0.0010 [13] ND 43+1.8 [13] ND
.| AD169-GFP [0.0038+0.0009 [18] |0.0051£0.0014 [18] | 1.7+0.9 [18] | 10.7+2.5 [18]
(i in /- UREA

RV-HG | 0.0049+0.0009 [5] | 0.0071£0.0025 [5] | 2.3+2.8 [5] | 18.3+22.7 [5]

BAEITEHELESD 2, [ ] WICEREEZRT,
ND : k&2 9

L7 /LEE L
¢ .

100
L
S
"i:é‘,( 50 ____________________________ ECS()
2
H s

4 ) i :';':“'EC%

107 10° 107 10* 10° 107 10" 10°

W (M)

HOEIRE (%)

100

75

Herezza B

10"

107

107

10"
BE (uM)

K U EEY IETMBE I3 T 5 H 0 B OEEIELSD #7757 (n=2) |
AD169-GFP J#&4 NHDF fiflaioxt 325w A vV AEH 23 e kIic L 0 st L,

i HONV #E R D iR E ik 1E

57

10°




VI. EDFEEICEI SHIER

3) &% HCMV ¥RiZxt3 2 ERH  (in vitro)
) o7tk Ede HCMV Bk

HCMV O & FE IR 50 B B VR |RIZHT T D LT VB ELOHL Y A NV AER % | &Y
BBERICTHRHN L, LTIV EMIT 7 b EVitERE (UL97 fEIRZE Bk Z2& TR
SERR 2 KR M O IR S5 BlERR 7 BRI L CTHL T A L AEM 2% L. ECso fE1 0.0018~0.0061uM T
Hotz, Wy a M+ HMMEOFEEIZHD LT, LT LEE LD ECs HANFITE
DOIRMoT=Z b REMEITA OGN -T-, —J7, W7 m o ECs ik,
MPERR T 1.1~5.0uM, [fifPERR TiX 12~15uM T o7z,
EniC, BloArvraeiv,/ v K74 B XER (ULS4 KOV UL97 fEIEZS Bpk) 12%f
LTH, VTIEEAMEFIIVANVAEfHZ R LT Y,

K HEHOWKRIZHT DIV 1 IILREA

ECsofi (uM)
HCMV Fk - : : :
LI LE B | Hovrmen
E YN
AD169 0.0051+0.0012 2425
AD169 rGCV' 0.0039+0.0011 124+0.7
bt PR 5 B AR
I-Se 0.0031+0.0038 ND
I-Ba 0.0058+0.0001 ND
I-La 0.0034+0.0035 ND
1-472 0.0018+0.0016 5.0£3.90
1-E16415S 0.0026+0.0016 1.1+0.45
727 v BV R IR 53 B
I-E17251S 0.0061+0.0044 1442.5
[-1947R 0.00230.0023 15413

KA ITEBIELSD T (n>2)
v a e (GCV) Dtk
ND : Bk 253

il) ERER2BE HCMV HRIZHI1T 5 ¢gB BT E O ULS6 BEIkOERDEE
B ARG AR EE HCMV FRIZRT 5 LT LE ELOFHFLHCMV FE, NS 7 A )L 2 D3 & B
TOHREAE B (gB) Efn R &L N ULS6 SEIR DA R OB L BT LT,
ERIR TR 74 BK (U-1~U-50 @ 50 k&2 5Ee) I T D5 LT EEALROT 7 a0
ECso fEO T ILEIX, 2.1nM (HiPH : 0.7~6.1nM, 74 £k) Th o7, EERDIBEE 74 BRIZTWT
HLUTFAEELDIREELZZ T TELT., LT AEE MRS TH 7=, HCMV # 70 BRI %t
TLHLTAEELDOH T A VAEM (ECs ) X, % gB BIn R TH O EW TR0 o T,
ERIR ST BERE 74 B ULS6 SHIK O BRI A et L7ofE R, 27 O T XV BAERNFEE S
NI, Wb LT E EIRET D& HEICIZEE S LT oz (3] .
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VI. EMERICEY SRR

x BIEERRSBEHCMV & (74%%) O ULS6 sEEDEERUL TILEE LS M

UL56 fElk D28 LT VE BV BT n (%) f
R43K N 5 (7%)
T189M N 3 (4%)
L3731 N 1 (1%)
A425V N 25 (34%)
1426T N 1 (1%)
S435A N 1 (1%)
M442T N 8 (11%)
S445N N 2 (3%)
N446 del N 4 (5%)

NSS449-451 del N 1 (1%)
T4521 N 8 (11%)
S454N N 8 (11%)
G460V N 3 (4%)
A464T N 3 (4%)
G467A N 1 (1%)
V471A N 61 (82%)
V476A N 20 (27%)
E485G N 1 (1%)
V490E N 1 (1%)
E497G N 1 (1%)
D586N N 19 (26%)
S749N N 9 (12%)
V778A N 10 (14%)
S782F N 1 (1%)
V793A N 58 (78%)
PSOOL N 11 (15%)
PS03A N 2 (3%)

P EREET IR TARRTOEIE (%) 2R,
N: L7V EEIR LTt L

iii) BAERERSEE HCMV BRIZHT5 LTV E ELOHT HCMV YER & OYE HIRaI o A MRa s =

A FEERIR S BE HCMV BRIC KT 5 LT LE EILOH HCMV 1B} OVE FHIIIC 5T 5 il
PEARRET Uiz, MG EMEIX, MRC-5 Flia 2l 2 O E OPBRIEY O FE SUTIIETFAE FCF
%, MTS (7 b7V U v AR 2FmML, Ak @ et chbirhLr~
OWNEZE T L— ) —F—THIE LT, BREDEZEERNT = /L OO & HEg LT 50%
DOWNE 2 R T PRI DIRE  (CCs fH) ZHH L7z, L7 /LEE/LD ECs fHi 2.21~18.0nM
Thol, LT IIEENLD CCsofElI Wi miRE D 100nM LA ETH Y | TIHE (CCsofE/ECso
i) 13>5.56~>452 LHEHENT-, £/2, H o7 ld ECs li 425~12.1uM TH - 1=,
T 7 aed CCshEIT AW =REIEED 100uM L ETH Y | TIfEIZ>8.26~>23.5 L HiH
i,

TI (therapeutic index : VA¥ARE) =CCso fE/ECso fE
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VI. EDFEEICEI SHIER

4) ZFERE TR Z VW2 & E DER (in vitro)
Tl 22 OFRHETEMIARE 2 2B B SRR YR AT E 72 AD169 #RIZxHd~ 5 ECso il & JHIE L
koik\V?W%wa%ﬂ%ﬁﬁZﬁ?éﬂ@%mﬁ%ﬁﬂbtoV?W%HW@ﬁ?4W
ZVERE, BRBRICHW WO M (G RRRHESEIE 155 B2 RHE SRR, Be VA 2
e, IEH BARAESEAA) CTHIFIER%E CTH -T2, LT LEELD SIfl (CCs fli/ECs i) 1%
12903~28015 TH ¥ . L F /L E/L ORI E - 7=,

SI (selectivity index : PRI DFERE) =CCso fE/ECso fiE

5) KYREBDOTANVADOEEEFE (in vitro)
LT ILE ELOH HCMV {EFA N T TH 5008 5 M a et Uiz, Y 96 Bif#ic, L7 LT
ENAKRT v 7 a eV EENORE L, 0%k, 55E EETIERENIC Y A VA D
MWD LN, FETOREAMIE. VFLEELRRT 7 v EABRER., FREN 48 &
O 72 IR FEIAZ LS 100 YL G /mL 123 L 7=,
TDOZENE, LTFAEFEARRT L7 a LD T A N AERIZRWETHY . LTFAEE
WMEIH 7N LTCYA NV AOERO L %MIZERT 2 2 LR sz,

FRER R © AD169 £R& % NHDF Hilfa
)RR LT LEEIL 50nM. H L7 | EJL 20uM

6) m%%ﬁ’ﬁmbu@ﬁé@ (in vitro)

v Mg (HS) . WONZEY O FEARMEFHAEAE CHHE MjET /L7 2 (HSA) K
ﬁaL@ﬁ%%ET(wM?)@%m_ib\#74»1%%:%gwﬁgm5ﬂg9¢%@%
L7z, HS OWMEREIHEFEL T, LT AEEL, T a bt~ L 0 ECs I
BEML., 40%0 HS OFMTIL HS OFEAIE - & il LT, ZhEh 43, 2.7 KO3.0 41272
720 E£72. HS O 0%~40%D A &L V. HS 73 100%DEA D ECso HAEIME LIZFER., LT LT
N A7 m e = U NELOHEE ECs fHIL., £ E4 0.0224, 17.6 LT 1.4uM & 72
V. HS OIFRMEEHL & Helg LT, £NEN 9.0, 55 K645 ThoTz, SHIT, LTILEENL
@ ECso 1%, HSA O TIZZEALN72< . 0-AGP DRI LY 59 172 o=, ZhbnZ b
N, b MIEEAEORIMCEY in viro TO LT LE ELOH HCMV 1EH O ECso 23541
L. TOEEIT a-AGP IZ LD b D EEZ BT,

*[E PN AR KGR

7) UANVRIIKET HFPME (in vitro)
HCMV LSO #&fEE MERIEDY A VAT 5 LTIV ELDOH T A NV AVER 2 &Yl 55 2%
R TR L,

i) ~ARRTANVRITHT BER

NIRRT ANVATHDTIVT 7 ~NIVRAT A VA (K « BRE 7 A VA i~
ATANA TR 2H)  R=FA~J_XZATA)LA (T A CMV, 7 b CMV KUt k
AANRRAT AR 6) | W o~~~ XA A LA (Bpstein-Barr 7 A /L A) (ZxF9 5 LT
LEELOHTA N AMEMEZRF LI, LT AEELOH 7 A L AEMIZ HCMV [ZEIRA T
Holz, LTNAEELDSTACMVIZHT D ECoHIXEmETHY ., T b LUNORERE LT
WTNOTANVRIZKH LTS LT IVEENVRILIUA NVAER EZRE o Te, —FH, oy
7 ENILY R7 4 BTN TRICH L THI YA NV AERZ7R LT,

* [ N ARG
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VI. EEFEE(CRHT HIER

B AIRZRGANWRIZHRT BI04 IILRAER
ECsofE (uM)
LFLEL L | Auvsaen ‘ YR74EL ‘ Ty a7 AT AF— b

AR (BR) i

TIVT 7 A~NJLRA T A LR

VZV (Oka) HFF >10 0.81+0.05 | 0.28+0.19 — —

HSV-1

(166v VP22-GFP) Vero >10 0.70+0.10 — 2.2+0.2 —

HSV-2 (01-6332) Vero >10 2.5+0.6 — 2.8+1.3 —
NR— B A~AJLR AT A VA

HCMV

(AD169-GFP) HFF |0.0027£0.0004 | 1.1+£0.0 |0.10+0.0002 - -

MCMV  (Smith) MEF 4.5£2.0 4.3+1.0 0.29+0.04 - -

RCMV (Maastiicht) | REF >10 0.85+0.01 <0.12 — —

HHV-6 (typeA-GS) | HSB-2 >10 — 5.542.4 — —
H o~ LRI A LA

EBV (B95-8) 293T | >10 — — — 1.5+0.4

BT ELSD 2T (n>3) &

EBV : Epstein-Barr VA /LA, HCMV : & A M X T U A /LA HFF : §{Et MalEE#RHESE, HHV-

6: b h~LRATA)LR 6, HSB-2 : & hAMEY L RBFEERVE A MR A S, HSV-1 : B~ L2711

A 1 HSV-2 : Hffi~ L _2AT A LA 28 MCMV : ~ 7 A% A A Hr v A /LA MEF: gk~
) %f‘%ﬂa RCMV : T v b A R A Hm r74/w< REF : {7 » MREHRHESE, Vero: 77 U A

I NUPE BRGAaH R, VZV : KSE - R U A VA 293T @ & MREE L Hk

i) ~MRRATA VRPN DERE 2T A VR BIEA
ENTT ) UANA 2 BEIFRYANVA, B MUERETA LA 1, ARSI L HF Y
ANAFONCEIFLR T AN AD LT IVE IR T B RZEMIZOWTHRE L7, LT AEEL
3. BRI LW T OSSR Z T AV ZLSO T A )L ZZH L THI Y AV AE 2R &3,
HCMV IZE R TH > 7=,

T ARSI RALUANADEZEL DA ILRIZHT DDA ILRER

A VA (BRI BER) A B BRIE) ECso fEi (uM)
R LFILEE L >10
TT ) UA A HAdV-2 HFF -
oOz2a T 1.4+0.2
LT LE B >30
NN A LA HBV HepG2.2.15 ——
TFITVV 0.21+0.035
P % ol s >11
Lhar A LA HIV-1 (LAD MT-4 -
TT7FEL LY 0.0008+0.0001
AL T LT ILEE L >10
AN ITITAIA 203T
A VA A/WSN/33) G66976 1.7+0.2
) LFILEE L >32
T7I7ETAINA HCV L) o Huh5-2
HCV-796 0.001+0.001

BT FEELSD 2T (n>3) o

HAAV-2: B 7T/ UA /A2, HBV : BHEFR DA /LA HIV-1: & MuERET AL A1, HCV : C
BT A VA, HepG2.2.15 : HBV Ji&Y b MIFZEER I, HFF : #1{R b MEEZARHESE, 293T : & MIRIR
B ERzmk, MT-4: b b THREAMFEEN, Huhs5-2 : HCV 7Y =2 8 A e
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8) tHEVERA (in vitro)
i) DB CMV 3K & DHEEIER
HCMV DNA ORI Z RET ZBEFEOH Y A VA E GEH L72BED LT /LE £ L0 HCMV (2%
THPTANAER %2, BYESMREZERICCTF 2y I —R— NEICXOVRFI L7, RiEs
W, 2 FEIE O BRI AR 72 15 (Bliss AT TV & O Loewe €T /L) & W CRFAf
LR VTN LA 7N, VRZ4AENL* RADLFY KT T 7l
NEDOWTROHHATH, FHIMERNRD L, AL REETHERIZA L2 -T2,

*[E N A KGR
& MOIWERLOGHAER Bliss MIETIL)
ERE (M%)
BRI B4 v 2EH
TR FEH n
LS ILEEN+T Y7 m el 15.6+13.8 -5.146.5 FRANE
LFILTEENL+Y R7 4 EL 3.3+4.7 -12.6+4.1 FRANE
LT LEE AR AB L F Y b 5.145.8 -15.2+14.3 FRANEH
LFILEEN+T 7 0 el 0.5+0.6 -12.4+7.7 FRANE

BABITEBIELSD T (n>3)
SEEEFE (WM2%) 23<-50, -50~50, >50 DG, FHRENEHL, BN, FEREM & HE LT,
V7 ERRER, T aeil ERBEKR, CMV IRYYEICRT T DG L

= MOIWERLOHAER (Loewe MEETIL)

. HCMV O£ FHZE R T Combination Index fi& B
WEERIE ) | B LR Clw AT
50% 75% 90%
1: 166 0.90+0.22 0.83+0.13 0.90+0.25 0.88
LT LEE L+
. . : .03=£0. .00=£0. .09+0. .
Sy, | 11500 1.03+0.08 1.00+0.11 1.09+0.27 1.05 | FInER
1: 1500 1.00+0.05 1.06+0.06 1.154+0.09 1.09
1:16.6 1.2140.18 1.18+0.05 1.18+0.07 1.18
LT LEE L+
: +| -+ +
i 1:50 1.19+0.25 1.1940.18 1.22+0.14 120 | FEANEH
1:150 1.01+0.30 1.08+0.14 1.19+0.04 1.12
1: 8333 1.15+0.36 1.18+0.18 1.3040.01 1.23 %
LT ILEE L+ RN, %
; 1 : 25000 1.25+0.14 1.35+0.03 1.49+0.20 1.40 JE
RATIIVF R
1 : 75000 1.15+0.11 1.2040.09 1.28+0.17 123 | TEPUEA
1: 1666 1.09+0.13 0.86+0.16 0.83+0.20 0.89
LT LEE L+
: .18+0. 040, 97+0. .
oy, | 115000 1.18+0.24 1.0420.11 0.97+0.05 1.03 | FIEH
1 : 15000 1.19+0.16 1.2120.11 1.26+0.12 1.23

Combination Index B D& EILEHELSD #7779 (n>3) .
Clw fEA3<0.8, 0.8~1.2, >1.2 DL, TNETAFT, BN, FEHUEHR L HE L,
TRTZ e ERRAR, T 7 ube)l EREEARE., CMV RYYEIZR D@72 L
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9) FEAN i

i)

VFNALEELAMME Y A NV ZDEKBRZHERONERDRIE (in vitro)

L7V BV OEANME L BE L7 HOMV OEREZFRET 572012, VT AVEELVDFEET
T, ADI169 M AR T HZ LICLD ., e ANV RAZFHEE L, 5B L7zl r 1 L X
DY —F—¥HEAKREER (UL56, UL89, UL104 K O UL51) O)i‘fﬁéﬁﬂﬂ%ﬁﬁu L7z, Mz
L7 HCMV OZ B 10 R TIE, 2 TOERKEN LT VEENLVICHMEEZ R L, £ ECs fEI
BIERD AD169 Bk & Hli LT 13~5870 5 @fE Ch o 72, £7-. FZLFEFIT HCMV DNA O % —
IS —BHEAEKROY T 2=y FEa— R 5 ULS6 fEIkICERZH LT\, £iuH ULS6 O
72 EEE# (V231L, V236M. L241P, C325Y. R369M/G/S) 1I7 3 /D 231 75 369 %‘é
HORASEBUZES LTz, —J7, UL56 LISk UL8Y, UL104 X% ULST fEkITIZ, (il

B G-T 2ZRIIFRD Lo Tz, BYSHIIaEG % Tk ULS6 (2 Téwﬁh@ﬁﬂ%ﬁfw
A2 DMEIEIZ B 5 NI X 72 o 7203, invivo TOZFINHER T A )V 2O EIGEIZOW TR
HThbH, B, MEEICRT 2 v 7 B e/ ECs flilL. AD169 £ & bhig U-CHI & v/
U A SAY/ =Y

& LTILEELMEMROERRZERVYT 2/ BER

ECsofE (uM) ¥ LT LEE L 72 FRE A
HCMV #£ - § - ;

LFLEEL | Huvraen @ RI* UL56 | UL89 | UL104 | ULS5I1
AD169 0.0046+0.0019 3.6+1.4 1 NA NA NA NA
rAIC246-1 1.23+0.32 1.240.2 268 L241P — — —
rAIC246-2 0.37+0.07 4.0+£0.9 81 R369S | A345Sl — -
rAIC246-3 27.23+3.27 3.042.4 5870 C325Y - — -
rAIC246-4 0.13+0.01 4.2+13 28 V231L — — —
rAIC246-5 0.1120.01 5.0+0.4 23 R369M - — -
rAIC246-6 0.08+0.02 2.940.9 17 R369M - — -
rAIC246-7 0.92+0.12 2.2+0.6 200 L241P — — —
rAIC246-8 25.01+5.53 2.2+1.2 5413 C325Y — — —
rAIC246-9 0.0620.04 1.740.2 13 R369G - — -
rAIC246-10 0.09£0.02 1.4+0.4 19 V236M | A345S — —

T ECso A D E BT FELELSD 27~ 3 (n>3) o

ORMEARIC KT S LT LR BV ECso A BUL TH D AD169 D ECso i CERT 25 Z 12k v, RI (i
) EEH LK,

§ K GHIE OIS ) DR D2 AD169 BRIZ KT BEED 7 X/ BRE# 2 R,

I L7V B VBSOSO DD ERDT= D, LT /VE ENVOMPEIZIERE G LT,

- EHERL,

NA : not applicable

i) L7 VE EVICHT DIMERREARD AR (in vitro)

FERAVMPERR D ULS6 fEIDE R Z LT VB ENVEZME AN AITEATHZ 22X, LT
JVEEVICKT HIMMMEL AT 5008 9 a gt Lic, BREAKIIHT LT ALEELD
ECs X, BHKTH S RV-HG Kk & il LT 5~8796 (5 Mz /mn Lz, —5., 28R AMIZ )
TAHRKFMDNA KUY AT —PHEEK (Hoormb i, RAHLRy ME) O ECsfllE. RV-
HG PRE R L TH O N2 E1T 0, FEFEEANT A NV ZADESZMEITTTOER T A )V A L[5
ThoT,
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VI. EDFEEICEI SHIER

R LTILEELICHT HMMEROBAICLSEFFZHENEL

ECsofE (uM) ¥

HERIE) RV-HG RV-HG 23 A L7z UL56 2% [RI] ¢

V231L V236M L241P C325Y | R369M | R369G R369S
VT VE | 00302 0,001 | 002£000 | 0132001 | 0.65+0.24 | 26465 | 0.04+0.01 |0.13+0.03] 0.14£0.07
el : : (5] [45] [218] [8796] [13] [44] (48]
ﬁ‘(ya 184200y | 0724024192035 211077 | 211 £0.71 [ 1.25£0.61 | 1.22:+0.11] 1.96:+1.09
o e (-] [—] (-] (-] [—] [—] [—]
AN 0184013 |009%0.02|040£0.111021+0.09|0.35%0.05 | 0.18+0.11 0.14:£0.03 | 0.16+0.05
=% ‘ : (-] [—] (-] (-] [—] [—] [—]
A 05+ 49 67+18 128413 | 11571 | 126420 | 68«24 | 55+£0.00 | 61+21
EAN [—] [—] [—] [—] (-] [—] [—]
T sum 3433 29+9 75+ 14 53412 49+ 16 61+25 |102+000| 45+10
=% (-] [—] (-] (-] [—] [—] [—]

T ECso fEDO A EIZEMELSD 2777 (n>3) o

b BRSEARIZHT D LT IVEE LD ECso [EZBETH D RV-HG @ ECso fETHRTHZ LI2X b, RI
(MHERE) Z2EH L7,

— i k72 L (RI<3)

7O BEL :DNA KU AT —FEHER (BENBEARE., A M AT e U A LA EGYEIZX T 572
L)

R4 EJL : DNARY AT —VHEK (ENRER

<BE>

CMV @ DNA # —3F—F¥DOH¥ 7 2=y ;I CMV EIzF? UL51, UL56 %O UL89 FHEIikIC
a— FEND, i), )OO EEZD, MEEEREZ W TERMICLTLVEE I VFEEL,
LT ILVEENVICIRBRZHEA TR LIZUANLADT I ) BERO &2 TIRT, LTLEE
JARESZ PED CMV 2Bk % Jr Bl L7285 9L, pULS1 (P91S. A95V) . pULS6 (C25F, S229F,
V231A/L. N232Y. V236A/L/M, E237D. L241P, T244K/R. L254F, L257F/. K258E,
F261C/L/S, Y321C. C325F/R/W/Y. L328V. M329T. A365S. N368D. R369G/M/S) } O
pUL89 (N320H, D344E) |27 X /EBBEMPBO HiLic, T b OE#REH T H8E FHHx
CMV 22 BEE D ECso fl I3 B A 4K & bhlk L T 1.6~9,300 fi5 @ fE & 7= L7z,
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VI. EMERICEY SRR

x HMRBEERCTERMICEBELLZLTILEELICHEEZ RS 7 S/ BREHR

U? ﬁ" E— - LT VE EMZRET D ECso
i (nM)
UL51 P91S'9 2.1 7.6
C25F'® 5.4 11.6
S229F'S) 1.8 6.6
V231A17 2.1 12
V231L1®- 17 5. 5.1 20, 29
N232Y'® 17 64
V236A'0 2.9 6.16
V236L!7 14 80
V236M1® 45 130
E237D')- 19 10. 16 58, 61
L241P'® 17 218, 96 650, 550
T244K!7 3.3 19
T244R'7 ND ND (T244K &%)
L254F" 3.2 12
L257F'9 8.6 31
L2571'7 4.9 28
UL56 K258E!? 14 52
F261C!7 4.4 25
F261L'7: 19 2.8, 25 16, 9.6
F261S'7 ND ND (F261C/L & %812
Y321C!7 4.6 26
C325F'7 >3000 21000
C325R!D >3000 20000
C325W10 9300 20000
C325Y'®- 17 8796. >3000 | 26400, 20000
L328V!0 1.9 4.01
M329T!7- 19) 44, 45 25, 17
A365S'9 2.0 438
N368D'S) 2.0 7.4
R369G® 44 130
R369M'®) 13 40
R369S'® 48 140
N320H' 1.8 7.0
UL89
D344E!9- 19 1.8, 1.6 7.0, 5.5
T BRE AR T 5 LT VB EALD S0%ERIRE (ECsfii) ZBIKD ECso T 5 2 &
WL, mHEE (RD ZHH L,
ND : not determined. T244R X T F261S 1%, Z4LE 41 T244K K TN F261C/L & FEI L7~
LHEREND,
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VI. EEFEE(CRHT HIER

iii) %EI%E O AEFBR T O FRAAR RS H] B SRmErE
WS CEE S N2 LT VT O PRI G X D 5%REE TR (020 3Bk <TIE, 131 #ilo
AR Y R IR AL B 12, 60, 120 K TX 240mg D LT /LEE LIS TR %Z 1 B 1[4 84
HRE# G Lz, L7 VEEARETIE, CMV R T ARKREI O BE R ZNE 33 fild 7 4
(21%) . 31 Bl 6 B (19%) KON 34 Bl 2 5] (6%) @D BTz, TNHEHE 156 (9
B, fRFTATRE 12 ) Z I, ULS6 a1 231~369 (LD 7 X/ BRECS % H1.0:Z DNA 3 —
U T AR A i L ﬁnz‘f HECd o 7=~ HCMV @ UL56 fEIK D ZE RIS\ T, HL CMV 3T
KT HEEZEA BB L () . LTIEEALEZRE LEZBRELEN S HEES 72 HCMV O
ULS56 BEIIC 72 DAL/ 28 8F, L134V/Q228H, V236M, D414N, S2271 & TUF R410G Th -7,
INBEREZEN LT RV-HG*E RO A VAT T 2 Bz M2 Mt L7 fE R, 60mg
BEGRE 1 B SR &huie v236eM B BE AN LT VE BV L CifEZ R L, LT IVE
E LD ECso fEITHFED RV-HG ¥k & el LT 46 EIC#INLT7-, TOMOERITLTILEE L
(Z%f L C RV-HG #k & IRIEREmEs a2 Rk Lz, £/, WThoBREAKL v 7 m
EV %G T DNA R U AT —EEKICK L TiE RV-HG #R L ZIERSE N EEZETH -7,
ek, EBROICL T AEECK U TIMEZHE L7ZBRICA DR L [H UERIT V236M
DHTHY , ZRLUSNOERIIFHTH -7,
W OZE RS RV-HG ¥ & g LT, O REILEOZLIZ A b e oo T,

*RV-HG # : AD169 #£IZ GFP {51 %38 A L 72k
H) ARFOREROHE
WHE L RAIZV T AEELE LT480mg % 1 B 1EL 60 530 CRIEFHET 5, 7 r AR &if

AEET AT LT AL E LT 240mg %2 1 A 18], 60 53 ) CAEEHET 5,

& RUFIHEABRTRESNEERZEALEKRORVALRAEICHT SBENE

ECsofl (uM)
BRI RV-HG RV-HG ~® UL56 &% [R1] 1
LI34V/Q28H | V236M | DA414N 2271 R410G
o 0.0018£0.0006 | 0.1320.01 |0.002720.0012 | 0.000620.0002 | 0.001220.0003
1 W%
VTR 1000292000131 o [46] [0.9] [0.2] [0.4]
‘ ‘ 126£0.53 | 1.92£035 | 0774030 | 0.76:039 | 1.44+0.75
L .
Hrvzmesn | 1912097 [0.7] [1.0] [0.47 [0.47 [0.8]
o 0.0940.04 | 0.4040.11 | 0.06£0.02 | 0.07£0.03 | 0.05+0.02
vEZAEL | 0212017 [0.4] [1.9] [03] [03] [0.2]
N 80+23 128+13 47+18 47+11 46+10
s~ 17
AABVAy b 1152 [0.7] [1.1] [0.4] [0.4] [0.4]
. 58425 75+14 29+15 27+8 38+15
S L
Tv7me 6942 [0.8] (117 [0.47 [0.47 [0.5]

ECso TH DAL EHELSD 277 (n>3)

T A REARRIZHT D LT VB ELD ECo EEBIKETH D RV-HG @O ECso fETERT A Z &I2E V| RI
(M) 2 LT,

TRTZxEN BERARKR, T 7a el BN, CMV EYYEICRHT S L
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VI. EDFEEICEI SHIER

iv) SBIFERER (001 FBR)
A A M e LA R 2 5 & L7 S A E B AR (001 #BR) TiX. V7 /& ELEE
DO H TR & 72 0 MRS BT 50 A %52, ULS6 KUY UL8Y BT DT X ToD
o — REEIE D DNA > — 7 © o A il &2 3k Uiz, 3 Bl CL T B MRS 2 R"d 4
MO B pULS6 (TR &7z, 1 6T C325W KON R369T A3, oD 2 il T 4 V236M KN
E237G OE#HNA B S vz,

001 RER T ENT- LT ILE BRI T I ) R K OV

UL $Eik T2 BRE RIf S
V236M 50
TR JRZPEDS 2.1 5K
E237G 13 Ty a e Tk BRSZIEN 2.1 [Z1K
UL56 TL”Z (RI2.1) .
C325W 8262
R369T 52

T BB ARRIZKRTT B LT LE B LD ECso fE % BIHED ECso fETERT A Z &2k W, RIZHH LT,

v) FIFERER (040 F3ER)
A M e LA AR 2 b 5 & L 7 S A E B [RIEkER (040 3BR) TiX, 2% 5H D> 5
FEHARRRD T R IE L CMV MILEEASERD BTz 32 Bl & %4212, ULS1, ULS56 K (Y UL89 &
GF DT RTOa— REERO DNA > — 27 = A2 £ L=, LT /VF VRS M %
RTERIIRE SR o T,

vi)SE I FEFRER (002 BR)
SANENB RS 2 x5 & LI S IAEERER (002 3ER) Tk, AFEED 5 6 CMV EYSE
Z FEIE UL R P IE L CMV IIMEDSFR D B IVRIR D 7z 52 il 2 %F 521, ULS1, ULS56 & O}
UL89 #Efnf DX TDa— REEIKD DNA ¥ — 7 = A& Elii L=, L7 /LE VK
B A2 RS ERIIRE S o T,

vii) B IIAHERER (042 3RER)
AARNEBHEE 235 L LIZENS IR (042 35R) Tk, L7 AL 25T
=B E D 5 B CMV JRYLE 2 35E X CMV MUED R B IRN S BT 4 6] 25812
UL51, UL56 KO8 UL89 i&fnf DX Tha— Rl DNA > — 7 = A il % F i Lto
L7 VT BVITARRRSZ MR 2 R A IR H S e o T2,

viil) i &7 A v ZZ B8 B SCER

002 7R K Y 042 BRBEROFER L 13BN, MHHED A LA L TLLF ORI L 2 |EN e &
TW5, Muller 5%, 2015~2021 4EIZ7 T > Z DR TrE il T ic L
TIVE BN E PR UTIREE 5 S B3 16 o, CMV ULS1 fEI O FfmtE L B2 @5 L
7= 20 MR SULMAED 16 KO IEAS| 2k E L, ULS1 OBR 28 &g Lz, &0k
R, pULS1 OFHT 2/ BgEH# L LT, DI2E, 17del, A95V KO VII3L RRIESHhiZ, Zh
HOT I BAERITONTIL VANV ADHEIGNEITEEE KFE T, pULST A9SV DA LT L
EECKT DR 13.8 KT Sz (ECsofE=29.2£0.79 nM) 29,
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VI. EHEEICEHY HER

10) ;i A VAYER (in vivo)
HCMV [Tt oS OB T, LT AEEAMIE~YT AR OT v O CMV 123 LTH
IR AN AER ZRERNW I LD, BHO~ 7 ARPEET L EA T LT ILEELD in
vivo TOEMERFTEARMof, MBEL LT, vV AREBBHEET LEZANWC, LT LEE
NDFLT A WVAER & L7-, HCMV @ Davis # % &Y X ¥ 72 NHDF 2 21 7 — 7 > AR VT
L., NODSCID =7 A CBAH LTz, ~ 7 AICHBREW A 1 B 1E, 9 BRRO#E L,
LT LB BV invivo THLUANVAERZRL, 2O L ED 50% K& 0% F&HE (£t
EDso X (" EDoofl) 1&, TN ZEi 3 KU 8mg/kg/H Th-o7-, I THY T v/ v enrofkn
WIS E L7 e R v 7 ThDH NV T 7 v erd EDs X 16mg/kg/H TéH Y, EDg
IR IO - e AR (100mg/kg/ H) T 90%D MBI AR LR o7-Z Enn, BHHH
Klp o,
LT ELD 30mg/ke/ H TORY ML, FEBGREE B LT 2log I8 F L7z, —J5. 2L H
Y7 mELO 100mg/kg/ H TORYG ML, EARRGREE B LT llogfKFL7Z, ZHHDZ
EMD, v U RARFEBHET L TO HCMV BERIZXH LT, VTV BRI LT v 7 rEL
ELR L BRSO IANAMERETRTZ ERHLNE R T2,
o, LT AEEAORBERMBUI AV L7 a e L L CRIETH Y | invitro TOHL
T AV AAEH OREEEAE R AR &P L T,

(3) {EFAR BB - i
M ERR L
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VI. XYEhREIC 9 51EHE

1. MPREDOHR
) AERLEDGMLbRE

M ERR L

(2) ERERABRTHE
1) RERERA

BEhf-HiRE

i) HEHFRNEES (0273 8) V
HARNBEEERR A M2 LT L E BV 240mg ™ 2 1Y 480mg % 60 437> F T HLEIFRARIN R G- L 72 B
D, LTNLEENLNDOEYENENRT XA —F 2RIRT, LTI/TEAME, AHEOHEKERL

2o E72.

LT EENLD AUCh-iE, HEZ ERS EHE2RLTZ,

LTI EELOHEE

 ERIABEBEED FFIT. VT ALEEALOEYEEICEEE RIFTTIHEGAL T v AR —
4 — (OATPIB) DOfEFINRRK &E X Hil,

£ LTILEELZERHRARES LEBEOENTENS A —4

= " Ceoil AUC tin
B [
i Bz (ng/mL) (ng-hr/mL) (hr)
18,700 60,800 11.8
) s 5
240mg 6 (16.2) (20.2) (64.0)
41,000 176,000 10.8
480mg 6 21.3) (31.9) (33.7)

A (BN S < EBERIR (%))

TR IRN R G867 REO MR R B

il) KIEEIRAEE (026 RBR) ?
FE B AR NGEEE A MERRERE 9 BlIC LT /L BV 480mg & 60 432> C 1 A 1[5 7 A BE BN
B L72BED LT L BV D AUCo24h J2 DY AUCo. 100 D 3& AR L2 IS < BAEFREL (90%CI)
. FRE 122 (113, 1.33) KON 117 (1.09, 1.25) Toh o7z, Ce \ICEMITR ST, HM0
TR H S < BEEAR S (90%CT) 1 1.06 (1.01,1.11) Toh o7z,

x BELXMHEBRECLTILEEIL4BIMgZ60aNFTIHIETAM
REHFRARES LEEORERBOEEE

SR H) RE 7 HH 1 HH 7HH/1HH |tMSEf
NTA=F | N| GM 95%CI N| GM 95%CI GMR |  95%CI (%)
élgfl‘)rj;fm 123000 1(2%88’) 9 | 101000 | (80700,126000) | 1.22 | (1.13,133) | 931
élgi‘;fn‘;i) 9 | 103000 1(52“5‘2)88’) 9 | 88100 | (72500,107000) | 1.17 | (1.09,1.25) | 7.52
%g/mL) 9 | 28400 | (25700,31400) | 9 | 26800 | (24200,29600) | 1.06 | (1.01, 1.11) | 5.35

ATt OB R LTS B 2 [HER R, RS 2 R BR &+ D IBIR AR T 7V TREMT L

2o /NI R U N SRR DR A IR L SRR R L 2B O ClE R LT,

T IMSE : BBIRAIRET V0BG LN Y iR ZE (F2E) OFHR, rMSEx100 (ZtD RETO
HEBRE NA MRS (%) OITLEUE,
GM : (i, GMR : BEHEL, N @ TS AW =235 3 O pil3k
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VI. EMENREICEAY 51EE

(%)
H AR NEERERR A A L7V BV 480mg % SCIERR D85 L72BE. AUCo.20n B OY Conax D 5607
SEHIZH S < BREERENT, FNEN 097 KT 0.94 ThH -7,

) RHOHELOH &
WH. RAZIEL T VT ELE L T480mg % 1 H 1 BRROKEST 5, 7 rARY e AEET 5546
WIE LT Ve E L E LT 240mg % 1 B 1 [BIRO#ET 5,

2) ARSI (HSCT) BFE
[AFE HSCT H& 350 5l (5 b, BAANRFRE HSCT B 23 ) mo&EohnzimiEh L ree L
BT — % 2 T, RHMEF S BN REMENT 2 92/ L 7=, B A AR HSCT &1L T LEE L%
480mg, KON 7 v AR v EGHEGT 581XV T VE BV E 240mg T 1 H 1 [EFFIRNE 5
LB, LT IVEELDOEFIRREIZE T D AUCon 2RI T, BN EEILFEZER (001 7
) THOLNTBEEEOHATIE., —HLEAER RIS TEY ., KRG HFIECBIT 2 RER
(2. BRREZEWIERD SR o T,

& BAAREHSCT EFICLTILEEIZ 480mg. RUS Y ORKRY L EHBAEET 388(E
LTILEEILZ 240mg T1 B 1 EFIRAIRE LI-IROEEIKEEIZE T2 AUCooanr
AUCq 24T (ng-hr/mL)

e 5951k ” . RIS <
Bl AR B (%)
480mg FARM I 5 11 101,200 24.4
vraARY CHEH
240mg FFIRP G- 6 70,810 165

t HAR AR HSCT BEOMIEF LT LVEEVRET —Z % AW EMEYBREMT» OGO
AUCo240r DA AHEEAE

3) BBHEE
AR RE (T AR RER (002 FRBR. 042 iRBR) TIEHHI O G015 K OB 5 B 3IER 5 1
TR, BBEAEIZLT LT L EFHIRNES L7ZBoEREIRE T — 2 135 5T,

<BE:RO&E (ARAT—%) 042 B>
AARNBEBAEEZIZ LTV EE L% 480mg T 1 H 1 ERROFE LIZBEOEFIRREIZHIT D AUCooum %
FITTT,

£ BARABBEEEBICLTILEEILZ40ng T1 B 1 [EREOBE LE-EOEEIREIZE TS AUCo-om
AUC().24hr f (ng- hr/mL)

551 . P RIS L
G AT EIIEE (%)

480mg % 1 ¢ 5- 21 156,000 473

P BEARANBEBHEBEEOMER LT LR ENVRET -2 2HW 2/ v ar = Ay Mt o & o N7z

AUCo-24n D HEEHE

Flo, EFIRBIZEIT D Cuax X Crrougn DREMERIT, Z4LE 4 17,900ng/mL & OF 1,700ng/mL T
Holz,
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VI. EMENREICEAY 51EE

<BE.:.RoLs GEHAAT—F) 002 RER>

FEHARNBBAEE LT ILE EIL 480mg 2R NG L2, EHEIRBICEBIT D AUC O3A X
HEEAEIT 62,200ng hr/mL Toh o712, LT /LEEL 240mg 237 B AR & L TR A#KE
L7BoLr T e Lo miEfgigEail, L7 /LT e/l 480mg % Bl TRk 05 L 7B oORE
EERBEETHS T,

= FARABBIEEEEDNREL-002 HEBRICBITALTILEELD
AUC (ng: hr/mL) DA A XIEFEE

N AUCo4n " (ng-hr/mL)
s ik L fiE 90% T~ I X FH]
480mg R OG-, 7 m AR Y I 62,200 (28,900-145,000)
240mg OG-, 7 v AR Y O 57,700 (26,900-135,000)

T ORHE SR EhREARATIC L W B L7= AUC 1E., EHFIRTEBICIS 1T 2 Hh O fif B TY 90% Tl [X [,

(%)
FEHRNBEBAEE 255 & U7 s B AR SR (002 3RER) TE O AL D& 5-RFOIRE & O
#iPH (AUCo2an : 14,300~259,000ng: hr/mL) Tix, —E& LA RENT,

3) P
s ERE L

4) BE - tRAXDOEE
1) REOEE

<% . RO&LE (29 RBR. JEHARAT—%F) >

FERARN R AR E I, &% (BIEV - e U —REBERKEE 30 4) VT LEEL
480mg $E& HAIRR D% 5 K OZEERE (10 FEDL EO#eR%) (2 L7 L EJL 480mg &% HilF]
RO LIEBEOMEMANL T XA T YT 4 Z7HMli LI 2A, LT AVFEELD Coax 3B
5T 30% LA L2y, EERE (AUC) ICRBIIRO N oTc, T0 Cuax O EFIE, EIK
BICEWRO S DHELE RIES W EEZ LR,

2) FREORE
VIl 7. fHEAEH ) OB

<BREYHEEARR 3% BogE) >
i) LT AEENLOEDERIZKIETHRAKDORE
O o aRR) D EOEMBEERRER (032 :HER) 2

H A AR PEREBR A 12 Bl & %8212, LT /L /L 240mg % 1 H 1 [8] 8 BRI O#5- L.,
SHEIZYZ v AR »200mg ZHEIJFHE OG- Lz, ZORER., L7 /LT E/LVEE S
Wkt 537 m AR U EDOFRESG* TOLTAEELD AUCoamr. Cmax O (014 b
(90%CI) 1%, =N 2.11 (1.97,2.26) . 1.48 (1.33,1.65) THV. EHFIREDOLTILE
ENLDOREREIX, 7 ARY COMFHAEREIZEID, 48%~111%EmL7z, ( [V 7. #H
HAER] OIEZM)
*UTILEE N+ AR v LT IVE EJVEIR
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VI. EMENREICEAY 51EE

@za7x/—/IEEIzFIL (MMF) &DOEVHEEERRER (022 38R, EBRAT—4H) P
B AR NGEFE A MEPBRE 14 B2 6512, MMF 1g % 1 H HOZEERFICHEBRR O S, L7
JLEE L 480mg & 5 HH KU 8~16 H HOZEMERC 1 H 1 BIKER DG, 12 H BIZ MMF
lg ZHEIPHHR O #EG Lz, TR, LT E L OBMBEEIZ%d %5 MMF & OO H#%
HHXTO LT EILD AUCoaan 2 OF Conax DEETEEIEL (90%CD 11X, Z4LE4 1.18 (1.04,
1.32) KOV (092, 134) ThHY . LT IEELOEYEEIZKT A EKBICEKRDOH 5
EREIED LN Tz,

*LTILE ENLAMME /LT L BV EUR

@470 LREDEMHEEERRAR (013, FFAERAT—2)
FEARNEFEBEGERE 1402502, 1 BEHIZX 72 ) AR Smg & HERE DL, 8~18
HEICLT/VEE/L80mg™ % 1 H 2[E 11 AMXEKRA#KS, 12 HHICX 772 Y A Smg
FHEIGFHROREG L7, ZO8ME. LT AEELOHMBEICKTE2 272 ) AZXDH
M#EE*TOLTAEELD AUCoion BT Cmax DR(TFEEIEL (90%CD 1%, £ Zh 1.02
(0.97,1.07) %1092 (0.84,1.00) THYH ., LT I/VEE/LOEYENREIHEL KT IR
776
*UTFILEENAZ 7 ) AR LT )LE EJLEIR

@YVI77UELUEDEYMHEERRREE (038 HER., FFRAANT—4)

A AR N L PERRBRE 16 Bl 2 %1512, LT LE EL 480mg Z R O 5. L7 (LT
TEVHMEL) . 7 BREOKRER, LT LT EIL 480mg HEIROKGIC) 77y BV
600mg Z HEIOF R A& 5. £ IXHEEIOFHFIIRNE S L, Z20/R, LT LVEELOHR
MPEHZHRFT DY 77 B UOFHES (BH) TOLTAEELD AUCh&Z T Chax TD
AR (90%CT) 1%, TAF12.03 (1.84,2.26) KN 1.59 (1.46,1.74) . V77
VO S (BRIRN) TiE. 2R 158 (1.38,1.81) KUY 1.37 (1.16,1.61) THH, L7
U BV OIEYBIREIZ 3T D BRI E RO H 5 EITR D b o Tz,

FTo. FEARNERELVERRRE 14 HlAE X502, L7 /VEE/L 480mg 2 1 H 1 [8] 29 H[F#%
A5 L, 15~28 HEHIZU 77> EL > 600mg % 1 A 1 BPFARAOESE Lz, ZOREHE,
LT VEENVEMES 14 HE (EFERE) k420 77 BV U EHES 28 HE (%
REE) DL T NALEEND AUConry Cumax MO 5% 24 FERIOIMAEFIRE (Coane) TOLAT
SEHIE (90%CT) 1%, 43 0.81 (0.67,0.98) . 1.01 (0.79, 1.28) }1r0.14 (0.11, 0.19)
Thotz, £z, VTIVEENEMES 14 BH (EERE) kT2 0 77 BV 0
PG T D 24 BEERGEE (29 HH) O LT EVEMBEE D AUCoaanr. Crmax 22 O Coanr
TORMELE (90%CI) 1. T 0.15 (0.13,0.17) . 027 (022, 0.31) K T* 0.09
(0.06, 0.12) THYH . THETNK 85%. K 73%M O 9% Lz, ZDOLTIILEELD
REREOBIL, BRNICEKOSLIE(LEE 2 b, (V. 7. HEERH] OESBH)

®INaF - EORYBERRRER (037 2B, FAFXAT—4)
AR N MR E 14 B2 6812, LT LE EJL 480mg Z HEIF A& G L7- (i
5y o 7 B OKER, LT EEIL 480mg DO EEIFE A& H(Z 7 /v aF Y —/L 400mg % B
B OGS L, ZO8E. LT LEEALOBMBEICRT 2 70 aF Yy — LR
ARG TOLTILEELD AUCLe T Crax TORMEEE (90%CD X, £ £ 1.11
(1.01,1.23) KU01.06 (0.93,121) THVH. LT IEE/LOEYBIREI R 5 BRI E
DHHEEITBD N2 o T,
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VI. EMENREICEAY 51EE

®©4 bZaF VI LEDOEMBEEERRER (039K, EBRAAT—42)

AR N SR E 14 Bl 2521, LTV EEL 480mg 2 1 H 1 [H] 14 AR AO#KYS
L. 15~18 HHIZA FT2F Y —/L200mg Z 1 A 1 BIPFHREAKE L-, TO/E. LT
NVEENVEMBEEIZT DA VT aFy —HRATREGE* TOLTAEE LD AUCounm KT
Coax DAL (90%CI) 1E, =2 1.33 (1.17,1.51) KOV 1.21 (1.05,1.39) TH Y,
A NFary—F LT ENNOEDEIEICK L THRMIZEROH 2L E b6 &
Trino T,

*LTFILEEN+A, T af Yy — LTI EVE

) AHNO kR O &
WBHE., RAZIZ VT TR LE LT480mg 2 1 B 1[E, K60 530 CRIEHET S, v/ rAKRY &
BrA#EGTHHAICITILT AT ENLE LT 240mg 2 1 B 1A, K60 0T CEMHET D,

i) PEAROEYMERIZKIET LT LEELDEE
DAY SLLEOEMREMERRER (016 B, EFAARAANT—42) D

B AN R LR E 16 Bl w8 s L, 1~6 HEICLT/LEE/L 240mg ™ % 1 B 1 [IxKE
Bofkh, 4 BEEKO4 BEIZIZ Y T A Img & HEFRNE S, 2 BEEXO6 HEIZI XY
T A 2mg HHERROEYG LZ, TORE., 4V 7 LAOEMESI5d 5 LT VT ELOGHH
BHE*TDIH YT 5D AUC KR Coax DETEEIEE (90%CD (X, X #YT A Img #lRNEES-
B ClEznEn 147 (1.37,1.58) KON1.05 (094, 1.17) . XY T L 2mg EAKLGRTIIZEN
Fh 225 (2.04,248) KON1.72 (1.55,1.92) Thot=, ( V. 7. #HAEH) OESMH)
FLTFIILEENAAIZ Y T LI YT LEM

@UIXx U LDEMRAEMERRR (018 K. FRAXAAT—42) 2
I A AR NERELVERRE 22 1% 6512, LT LB EUL 240mg ™ % 1 A 2 [E (BGIERF 1
1~12 BH, #5E/F 2:23~34 BH) . TICYITHT 2 05mg & 2 [HHE[E (EIERF
1:7HHEEO3SHE, #HIEF2: 1 HEEKW29 HE) RO#5 L, ZORE, vax
VUHMBEHIZRHTH LT AEENALE DTG TOY TXR T D AUCoas K N Crax D5
¥ (90%CD 1%, £ <4 0.88 (0.80,0.96) K 1r0.75 (0.63,0.89) THH, PIFv
v OB BEOEACITEHIR R ERIZR W EZ X bivk,
AR LTRSS IRV B

@ U BaRRY L EDEYMHEEIEARE (003 HER. IEHAAT—42) P

B AR NEEFE L VEBRE 14 Bl A2 R RIC> 7 0 2R Y > 50mg 2 HEFE A% G L7z, 10 Bk
LB LT Ve 240mg 2 1 A 1A 11 BFAER ARG L, L7 vEe &5 8 HREIZY Y
12 ARY > 50mg ZHEIGFHE ARG Lz, ZORER, 7 a AR VR GIZRT 5 LTV
e EDHFAEG*TOL 7 B AR Y D AUCe KL Crax ORI FEILE (90%CD 1, ZhZi
1.66 (1.51,1.82) &UV1.08 (097,1.19) ThH-otz, ( V. 7. HHESEH] OESM)

o ARY HLTIEEN S a RARY ESR

@7/ —IEEIzFIL (MMF) &DOEYHEEERARER (022 38R, EBRAT—4H) P
FEAARNEEE LR E 14 Bl &2 %502, MMF 1g 2 1 A HOZERICHERAO®KYS, LT
JLEE/L480mg & 5 H H K ON8~16 H HOZEGRFIC 1 H 1 [BIREKR OG-, 12 H HIZ MMF
lg ZHEIPEFAR DG Li-, TORE., MMF OBMEZ 52545 LT Ve L E DO HEK
XTI azxz ) — g (MMF OIEEREY) D AUCel Y Crax D ETHEEI L (90%CI
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VI. EMENREICEAY 51EE

X, ZNEF1.08 (0.97,1.20) K1U0.96 (0.82,1.12) THV., a7 =/ — )oY EhHE
WX DB ITRD e o T,
* LS L EL+MMF,” MMF il

®470Y LREDEMHEERAR (003 B, FFBRAT—4) D
FE A ARNEEE LR 13 Bl RICH 7 a0 ) AR Smg ZHEEREOKS Li-, 10 HRKREK
L7 L7 VB 480mg & 1 H 116 HHERAEL L, LT e HKE 8 ARIZH
sl LA Smg #HEIFHE ARG Lz, ZORS. 7 8) ARBMBHIZHT 5L 7L
ETEENEDOHFRAEG*TOX 78 ) AAD AUCL KLY Cuae DRTEEIE (90%CD 1X, ZH
242 (2.04,2.88) KUN1.57 (1.32,1.86) Tho7=, ( V. 7. HHEEH) OESM)
*Era Y AA+LUTFIVEEN S X7 a ) SRR

®> o) LREDEMHREMERRER (036 . FAARAANT—42)
FHH AN LR E 13 a5 %I2m U A X 2mg Z HEREA#EG Lz, 15 BRIRE L
T2V TVEE/L480mg 2 1 H 11 16 HMERDKREG L, L7 EEAEKE 8 HHICY
0l AR 2mg ZEEIGAROKRE Lz, TORE, Yol ARBEMEEICHT 5L T LE
e OPFHEGFTOIr Y AZAD AUCho K T Crax DA EEIEE (90%CD 1%, £ Eh
3.40 (3.01,3.85) (276 (2.48,3.06) ThH-o7z, (V. 7. MEEH] OESH)
*aJ AZ+LTLEENL ) AR

@72V BENLNEDEMHEEERRAR (0348, EFBERAT—4) ¥

FE A AR N B 13 B 23502, 1 HEIZT 7 1 BV 400mg & AR O &5, 2~
THHIZLVTAEE/L480mg 2 1 H 16 HRIRERAKEG L, 7HHIZT ¥ 7 1 /L 400mg
PHEGEHRORE L, TOME, 7y 7o eV EBRORGICHT LI LT LEELE
DOHFREE*TOT 7 v D AUCho M Y Crax D AL (90%CD) 1%, £HE 4 1.02
(0.87,1.20) % 1r0.82 (0.71,0.93) Toh o7z, Cmax (ZOT RV SITZD, BRIKIYIZ
BWROH 5B TIE R0 oT,

TN+ LTINS T U7 a ELER

@FRYaF+V—IILEDEMHEEERRER (033 R, FFAARAT—4) 0

FE B AR N AR 13 Bl A RISRIC, 811 HEICARY =) —/L 300mg % Hilalf% 1
BehH Lz, £l2, B2V T LEEL480mg 2 1 A 110] 14 HRMEROKES L, 14 B H
AR = —L 300mg ZOFAROEG Lz, TR, Aoy — o B b okt
THLTAEENLEOHARE*TORY 2T =D AUCH KT Crax TR
(90%CD 1%, Z1E40.98 (0.82,1.17) KO 1.11 (0.95,129) THY, LT I/LEELITHR
P aF Y — VIR ER D & 5B % RIT I erho Tz,

PRV — A+ LTRSS RS 3 — LB

Q@R IF V=L EDEYMHEEEARE (025 KB, IEBAAT—4) 3
FEAARNEREAMERSRE 12 fl 255z, 1 HEICARY 27—/ 400mg % 12 B Z &1 1
H2[F, 2~3 HHIZ200mg % 12 ] Z &2 1 H 2[E, 4 HHIZ200mg % 1 H 1 [BZHEN
BOFEG Lz, S~I2HBICLT/LEE/L480mg # 1 B 1 [EIKEROKES L, 9~12 HHIZ
AUV aFfy— % 1~4 BHEFEEORERETCHHAROES L, ZO/R, AV =)
Y VEME ST A LT R EALEOFHE G TORY 27— D AUCqion K}
Coax DAL (90%CI) 1%, T4ZFH 0.56 (0.51,0.62) KTr0.61 (0.53,0.71) TH Y.
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FIENK 44% M 0K 39%D Lz, ZORY ) — L OgiE e ORI, BRI
WoborEEBEx bz, (VL 7. tHEMEH] OIS
R aF Y — A+ L FAEENL SR af S — LR

e

O7 FUNREFUEOEMHEEERRER (0238, FAXAT—%) 2

B ARNERE L BRE 14 Blas8ic, H 1 Ho 1 BHEIZT bR AZF 2 20mg & HiA|
BO#E L, £28TIE 1~10 HEIZLT AT E/L480mg 2 1 H 118 10 HEKERA
5L, 8 HRIZT MR ZF 2 20mg OHEIRE ARG 20 Lz, ZORR, 7 Fan
AR F MBS H LT AEELEDOIFHEEFTDOT MR ZAZF D AUCL M T
Cinax DT (90%CT) 11X, T ZEH 329 (2.84,3.82) Kr2.17 (1.76,2.67) Th o,
( VI 7. FHEALEH) OHEBH)

T RANRAZF L+ LT IVEE NS T RN R X F U HR

DIFZALIRISCH—IL /LRI ILEZX LIV (EE/LNG) EDEMBEERAKE (035
HER. EAARANT—2) P
AEMRT 2 FTREME D 72 N IE B AR AR o MERBR T 22 il 2t 4212, 2 1 oo 1 H HIZ, EE/LNG
(EE0.03mg/LNG 0.15mg #&) 1 $EZHERO#& G Lz, F2HMTIXI~12 HEICLTLEE
JL480mg & 1 B 18] 12 AMEROE L L, 8 HHIZ EE/LNG Z H R OEHES LT,
ZOFEH . EE/LNG B Hl2xtT A LT LE L L OFHEEH*CTOEE ® AUCoo0 % 8 Cinax
DML (90%CT) 1%, TNEH 1.42 (1.32,1.52) K100.89 (0.83,0.96) TH Y. LNG
D AUCo T Conax D AT FHIE (90%CD 1E, 1.36 (1.30, 1.43) } % 0.95 (0.86, 1.04) T
Hotze VT NAEFELDRABITIKD Con I THEEBIITLSbTMNTHY, RIREE
(AUC) D LRI FNTH-727-%, EE L VLNG & LT /E B2 0 #5945 BRI
BEREIIAETH D,
*EE/LNG+ 1 7 /L& /L /EE/LNG Hijill

QI N3 F I EDEYMHEEEARER (037 RHER. IEBARAT—H)
FE A AR NMERHE LR E 14 Bl 26502, 72 Y —)L 400mg & HERE 05 Lz (Bl
Beh) o 21 A ORISR, 7035 —)1 400mg O H[EIFE 1# 512 L7 L BV 480mg &
HEIEHRAOKEG Lz, TOME, 71ra) Yy — L oBEME 52645 LT LE ELGE
ARG TOZNLaFT Y =D AUCioM T Crax TORMFEIEE (90%CD 1%, £ ZEH
1.03 (0.99, 1.08) K (r0.95 (0.92,0.99) THV, 7at YV — /LOEKBIREIZ kT 2 EREN
WCESRO® 2 HBIIRO bR -T2,

B4 bZaF VI EOEMBEEERRER (039 R, EBRAAT—42)
FEAARNEFE AR E 14 2RI, 4 T2 —/L200mg Z 1 H 18] 4 HREREOE
U7z, 10 HEMASR L=, LT /LEE/L480mg % 1 H 18] 14 AR O&FEG L, 15~18 H
HIZA FZ7aF Y —200mg 2 1 B 1 EFARAKRSG L, ZOER, 4 T3ty —
BB G5 LT AR EAHEG*TOA b T a2V =0 AUC24n Mo O Conax O 2811
S (90%CD) 1. £ 0.76 (0.71,0.81) K& 1r0.84 (0.76,0.92) ThH 7=,
A RFaAFS AL TAEENLS A N T aF ) — LH

) AHOMREROCHE
WHL, RAZIZL TV E LT480mg % 1 H 1EL, K60 32T CHREFHET 5, 7 rARY &
BG4 AEAITIZILTATELE LT 240mg 2 1 H 1[E, K 60 20T TAEEHIET 5,
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<ABMZHNEHBEERETTNICLEVI2L—Tar>

@ CYP2C8 BHEER
PRI R R E T LICE S WY S a b — g v ¥ LTFLEE LT, CYP2C8 D
FLEEAICL Y, L7 ) = %o CYP2C8 B oM igE % LR SE5B8ETNNH D 2 &
DIRIBI Tz (L7 ) = RO AUC 8 24~3.6 52 LRI D Z EndfitEans) o

@ TAROYLREDOHEEER
AR RS SR T T LICE S WY S 2 L — g U39 LT LEE LD CYP3A fRE
ERIZ LY, CYP3A HETHATZRa J ARDMPEESY RS BFNARHH 2 ENR
wanz (VI 7. MAEEH] OESME) . CYPIAWE CTHIHT=_u ) AR 2mg & Bl L
L7-& ZITH L, LT /LEEL 480mg & DOHFHIFTIE, =1 Y A 2D AUC 1F 2.5 5128
THEHESNTZ, B, =R ARFILTIIEELORYEIREICHKEL KITS RV ET
HEhd,

2. EMEER/SA—4 9
(1) A E
REEE R Eh B Mg AT

(2) BRILEETEH
<% RgoLLsE>
HARNZ & etk 2B 2 WIGHEE © 41 0.66hr!, H AN % & Te[AfE HSCT BEICRB T 5
I B 2400 0.15hr! & HETE STz,

Q) HEEEEH
M E R L

@ P2UPSIVR
RHEMEMBEHREMAT . AANZEGTeFEME HSCT HEIC, LT /LE BN ZFIRNE S L7ZEE,
LT VEENLVDEFIREIZKITS7 VT 7 A%, 484Lhr EHEESINTZ, 72, 7V T TR
OEARRIZEENE, 24.6% & HEE STz,

() FHEHE
FHEM S ENREMENT 205, BHARANZ G LR HSCT BEFIZ LT LE B EFIRNE S L 720,
L7 VE EVOEFIREBICIT D0 MAEOF-E)EIL, 4550 LHEE STz,

(6) £ Dfth
B R L

3. B&H (REaL—Lay) @&

1) R AE
TR 280 Bl & 65 & L7255 1 MR 12 RBOBAET — 4 2 HWTEBL, LT LEELD
BRI A U BRI 523 30~960mg O M &EHiFH, K ORER 0 SULFEIRNE 5-25 120mgl H 1
[A]~720mgl H 2 A (1 HH&ELE LT 120~1,440mg) M E#iFH TOREWRRE (2510 5 Ky EhhE
M L7z, £, MR AT A T U T 0, N OATPIBI O UGTIAL D%
Tl aOBEIN UL EENL T LT LOEREEICRIFTEEL I LT,
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Q) INTA—REBHER
. A, REROMERNZSOWT, LT LEELOBREEICHT AEENICEERD H 5 813
Roinxhole, Eio, RBAERSEYEhRMET, A RS 5 A %Tﬂ/ﬂﬁﬁ MR G AR E
TV % O T2 SRR SR AT 20 5 . OATPIB1 X ONUGTIALl D&%, LT /LEE/LDIE
BEICHEKRNICERO S D BE RITIS W EE X b,

<EFBHEEE>

B EE 2 MR L LT RHENSERD B BT OFE RN S . LT VE B O R BRI D A
“BorLTF= /7)77/x&0%$@vrm ICE%RD B D BT Lotz (TVIL

10. ¥rEDOE A2 AT 58 (1) BEEREEDLE ) OIS . 7o, TRk OWERNT L DR

EAOFEEIT, BRMICERIT VT &#rwéhto

4. WYY 39

) NAAT_LFEY T 4
<BZ:RpoE>
AANZ G EEWBRE I L T LT E LA 240mg ™ 725 480mg OFIPH THR G Lo LT 1T
DRSS A AT _A Z eV T 013, RBEEREEMERERT) 55 4% L HEE STz, AAANEZ S
To[AFE HSCT ¥ TlX, L7 /L€ B/ 480mg BUMRE A GRF 0O L7 /L€ /L DORREE = )M FEg iR
EVELS, LT B EL480mg & 1 H 1 [EFRG LIZBEO, LT ILEENLOMIHINA 4T A4 T
U7 4135 35% & #HEE Sz,
(%)
S ARSI X DI L R # 1T, HSCT BFICBW T, Y7 uAKRKY v, Ia7x/—/b
fRE 7 = F L% @%ﬂ@ﬁmﬁwm%ﬁFéﬁ mk$%f@ﬁT%%t%T%I&ﬁéﬁ%@ﬁ
WEINTND, LB>T, AFNZONTH, HSCT BE KT D0 AALFERIESIC X D HLE
R EIC L0 . IHIBERINAME T Lo TRt @ e B2 b,

) AHOREROCHE
WE L RAIZVTAEEALLE LT 480mg % 1 A 1 BENEL5T 5, 7 axAR) LA T 255
IELTEENE LT 240mg % 1 A 1 A OEET 5,

Q) I uRRY DOEE
AHARNZET[FM HSCT BEFIZ, LT AEENL LY 70 AR U EHFHAKRE L, LT AEEL
OIMBEFPREN EF7 Uz, REMEYEERMET NS, 7 ARY & LT ILEEL240mg % 1 H
1 EIPEH#E G LEBRO, LT VB ELVOMKIEINA AT XA T8 T 11k, §85%EHEE Sz,

) AFOMREROHE
WH. RAZIEL T AETELELT480mg 2 1 H 1 BROEET 2, V7 axR) v EftRRET 25681
IELTEENE LT 240mg % 1 A 1 AR OEET 5,

) REDOXE
IHEAARNEERES A M, SR - S e ) —BERIZIC LT L EE/L 480mg A HEIRRAF S L
k%\§@ﬁ&5&wﬁbf LT ILEENLD Chpax 135 30% EH L7200, AUC 3£ DB 7
motze [ VI 1. 4)1) AEORE| OEBMH)
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5. ﬁ;ﬂi 37)
(1) m&x—AKEMEEE
PR L

<BE.Tvb>

[“CIL T LE BV 3mglkg & T v MIFRIRN UTRE D85 L2 iR, M OV 72 & O st R
BT H[MCI LT v BB BN BB IR B IR E TR EFTRE LNV R Ch oo 2 &b, b
T VE VIR MBI 2 A 5 128 LW 2 & RS LT,

2) M%E—HRRAFLEEY
s Rk L

<BE Ty >

IR 18 AD T » MI[MC]L TV ELE 3mgkg THERR N#%G L, BILHBICBT 54CIL T
JVE BOVEBHE U RE D A 2 MR ET L 72 A 5. R AR CCI LV T v BEVBLE U BE S 2 D AL,
Beh% 4 RIS ER b @ W EZ R Lz, [“ClV T /v B/VBIE U Re O IR VEAR AL REEh 4 4% L i1 3
BEL T2 722, I AR A BEIR EE 1T E FTRE CTh o 72 Z &b, [UCIL T /LE BV
WENT v NOREEZBEIRT A Z ENREINT,

3) At~ OB
s ERE L

<BE:Tv >

D10 HOZ » ML T I/LVEE /L% 10mgkg CHEREOEE LD, #A7 v MIBITL L
TR ENLVOIITFRBATE G LI2RER. 7 v MR LT E BEVIRE TR 2.68~816ng/mL Dl
FHThHoT, Lo T, LTNEENIRIAT v hOFHIITHWSIND Z ENRENTZ,

4) BER~DOBITHE
M ERR L

5) TDMDIBHEBA~ DT (in vitro)
VTVEEAOMA & mERREE (M mE) 13056 TH Y| in vitro TEHMiL7Z L7 LEE
A OPBERPE (0.1~10mg/L) T, MEEITIKAE L7 ZLIZR0 bheho T,

<BE: Ty >

[MCILT/VEE L% 3mgkg THEMET L E / Wistar 7 v MIEARN UIRE OS5, M7 re s
Wistar 7 > MIREO# G, MR Long Bvans 7 v MIRROEG- Lz, 78 7 v MNMIBIT S
[4CIV 7 v EOVEEE BT RE D A 13, MR R O GRS IS BfR 72 SEEBIL Tz, [MCiLT v
F EVBE A R IR AR T R OVHARR ISR o, D A< A Ly e b 8 WO B BRI EE S AL A
RS K Ol TR BTz, HERBRIREN RSB L R o720, 7 > MO KR ORFEIZH D
5P, BRNEE % 5 RO D% 2 Rl CTh o7z, [MCILT /VE eVEE G fRIE. PR
FOTHALE 2R < T _XTOMM D 72 Br#ZICITE 2R Uiz, R OW(EE Tid 168 KR
BIZHIR L~V O JRFHEENGRD BTz, 44 Long Evans 7 v b O IRAEAR o RER FE 13 24 FER 14
RNy I 7T RNV TholZ b, LT VEEALKROZICEET 2 BURRIEA 7 =
VITHEA Lan 2 RIS T,
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(6) MITELFESE
Invitro 7 —4% M5, L7 VEEIUL, 87uM (50mg/L) F TR & R <. WIS [k
HRE 7T (B F=98.7%) . L7=No>T, LT AEEADIMIEE QIS 505072 1 B & A7
TR B RIp o T, ERERERRTE SUINFRAERE TIX, L7 LE o MiEE ARG & IZxd 2 W
LRI D b e o T,

6. L

(1) REAEBGLR SR BRRRE 3®
FEAARANEFERAZGE Lzt b ADME BREBRICB W T, LT EUE IS/ 3 iz HEi
SH. EROLDIIREME BEEEDOKT0%) . 7T Nra  Baaik (BEEEDR 6%) &
OMEE DA 7 4 FEOMREY (2208 4%) Bt s i,

Q) REICEHAETSBE (CYPE) OHFE, F5FE

<EBLLTOLTLEEL>

FEHRMNEERANC, FTRAETERLEZLTAETEAEZROEE LR, b L LrEeL
B E O I IR BB TH Y (96.6%) . EEREWITHRH SN olz, LT EE N
X, UGTIAI/IA3 Z4r Lz 7 v 7 a U BRIaAIC LD, —aiEk L,

T2, LTIALEELOEKRRNRH T a7 7 A D, BERREHIRK S L CHEETRWESE
Z HA, CYP OFLEXIZFHFEN LT IVE EVOREEICEHERMICERD H 558 % KT 3 ek
RN Z ERRIBINTND,

<PHEEIFEKL L TOLTLEEL>

Invitro 7 —AZ 06, LT LE B, CYP3A ORERMKIER 2 BLEVEH SULFEE/EH . CYP2C8 O
Al R L EEH . CYP2B6 OB EEHZE T 52 ERN R Iz, 7272 L, CYP2B6IZTEIZH
K9 % OF IR RS i MR L OREGEB AR ClZ L A LRI TW RN EEZ D
72, CYP2B6 OFFEAEH ORI ERRIL, AR THAG L T 72wy,

FrARY aF Y — Ll OEWHAEERARRICHENT, FOMETREZKRFTIE-2 b, L
FJLE EJLIE CYP2CY/19 DFEIETHH L EZ BN D,

3) NEEBHREOHRRUZOHE
LR L

(4) REMOFHEOERRUFELL, FELE
LR L

7. BEt

1) HBERUER GERARAT—42) O
FEAARMNEER A, BEE#R L7 VT VT E AR OEE LB, RHRED 93.3% & K4y
NEMERICHEM S Te, ER VT E EABEEMEIIREMETHY . HED 6%XT V7
o R AR & L CEME RIS S s, LTV EAVOR PP, HED 2%AT &
bFnThoT,

(2) HEittEE
TVIL. 7. (1) HEMCERAL K ONRE | DIAS G
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8.

(3) HEEEE

BRI L

b3SV RBR—42—(CET H1EH

<EBLLTOULTLEEL>

Invitro 7 —% b, LT IVEENML, FFRVIAR STV AR—Z—Th 2o OATPIBI/3, HEH KT
VAR—=HZ—ThD PHEEE (P-gp) . AMEMMEEE (BCRP) ORETHD I ERNREINT,
W AERNRBROT — 2036, LTAEEMCHT 7 0 AR VOB L, FFEOAR KT o~
AR—H—Td 5 OATPIBI/IB3 OHENRIKTH A FREMENH D, D> OATPIB1/1B3 D
EEROEEIL, /AR UHEHTRALAEZ DL BIEVWEEZ OGN, LT ILEELDIREER
O EFITERRNCER DO B 5B E RIFT SN2 ER TRl S,

<PREENIIFHEEKL L TOLTALEEL>

Invitro 7—4% 5, L7 /VEE/VIL, P-gp, BCRP, JEyH-EEtEER SR >~ (BSEP) | 2|t B E
BEHE (MRP2) | AT =4 F T v AKR—%— (0OAT3) KT OATPIB1/3 OMHEEMEAHT D Z
EWTRIBENTZ, Pgp DT u—THETHHYIF L U RV OATI DS u—THEHTHHT /0
BV L DY EAEHRBIC IO T, 2 S O O mAE T EEIC RN ER O b 5 B A RIF
SHRNWZ ERRBENTZZ LD, Pgp EKD OAT HE L LTV E LA HEE T HERICH
BRI ARETH 5, BCRP, BSEP U MRP2 (2T EICTHET 5 EA OH L I1E 722 < HSCT HE TiX
FEAEEHEN 2N EEZOND Z &, KOBRMERICHET 2 HoRFRA GO T RN
B, LT AEENMILDZINGD b T U AR—Z —OEENFHERICRE T EBIZOW TR
IRFRBRIC X 2Rl 24T D72 o T,

BTG &L DREE
s Bk L

10. REDERZHRTLEE

(1) BHERESE

<% BHEEEEICHTIROKSE (006 RBR, FEFARAT—F) D>

s R R BE [ E & (eGFR @ 30 ~ 59mL/min/1.73m?) K& OV EE £ B HERE R E & (eGFR :
30mL/min/1.73m? A CENTZLTEL L) W~y F o7 LI @EERHRE (eGFR :
90mL/min/1.73m> LA ) IZ VTV EE/L 120mg %2 1 B 1[0 8 AR KER D& 5 LB, RS
WX L CHEERHREREER IS LT VB L2 KEROEE LR (PSR ES R
PiRE) OV T AEEND AUCoan KT Cmax ORATFELEIEE (90%CD 1, £ 1.92 (1.43,
2.58) &N 1.25 (0.87, 1.82) | I ONTAEREHERE ICx L CHEBEREREER ICL T LEELE K
R OEE LIcBE (EEEMERES MEREERE) O L7 VE LD AUCooam KT Crax DA
SR (90%CD 1%, FhFi 1.42 (0.83,2.43) KO 1.06 (0.75, 1.51) Tholo, TN HDHRER
NE, BHEERESE CRALNZ LT LT ELDORREOELILERICERN 2N EE 2 B,
B REEEET COHERNEIIAETH L, RIELRE @ETOAEZRMDRY) R TEE L
DI REIZ FAT T BTG STV,
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= PEERVEEBTHMAEEEENVICTYF U LE-BEHERSEIC
LTILEEL 120mg %1 B 1E 8 BEIREROES L-FED
SHEDLTIEEILOEYHENSA—F2DEH

~vFT L B RREE
EYBRE T A —H TR rh s i T
N=8 N=8 N=8
Bl (SD)
Cimax (ng/mL) 2614(1042) 3301(1670) 2714(929.9)
Trmax' (hr) 1.50(1.00-2.50) 1.51(1.00-2.00) 1.75(1.00-4.00)
AUCo.4n (ng-hr/mL) 11413(3194) 22694(9944) 21013(17919)
tin (hr) 16.21(7.705) 25.95(15.83) 21.69(9.295)
S (90%CD (%)
A R B R PR AT
R FEA R TR R
Cinax - 125.33(86.54, 181.50) 106.11(74.81, 150.50)
AUCo.24n - 191.79(142.58, 257.98) 142.02(83.10, 242.71)

o efE (SEPH)

BEAEYSEBENT GEBRAT—42)

<3ZEZ . BBHEREZICNTIROTS GEEARAANT—%) >

RHEM S BEHREfEIT OFE R, BE (7 L7 F =227 U7 7 A% 60mL/min PL_E 90mL/min Kiifi) .
HEERE (7 L7 F =227 U7 72 AH 30mL/min PL_E 60mL/min £jii) R OEE (/L7 F=27
U7 7 > AN 15mL/min LA | 30mL/min i) OBHEEERE L2 A9 DA ARANBBEEEF BT S
LT LEELD AUC L, Z LT F =227 U7 72 AH 90mL/min LA EDIEH AR NEBMEEE L
BLTENZNK L1, 13 KN 14 EEoTz, TNLDORERNG, 7 VLTF=0 70T 5
VARG U LT VR ENVOIREREOELIL, BRRMICERIT R VWEE X B, BE, PEEX
FEEOBKERELZ AT 2BBMAZRICH LT, BEEOHBREIRETHD, B, 71
TF=22 VT T AN 10mL/min LT OB R SUXIMRENT 2 M3 & 3 2 BB EF T
LB O AERHEICONTL, FokT =2 3G o TR,

) AFORELOHE
WHL. RAZIZ LTV EELE LT 480mg & 1 H 1B, 9 60 32T CRiiEHET 5, 7 rARY v &ff
JABETHHAICIIL T ATE L E LT 240mg 2 1 B 1[E, £ 60 43/ CEMEFET 5,

(2) FFtREpEEAE

<% FEREREERICHTIROKRSE (015RAR, FERAT—F) D>

WA B TS REE S [Child-Pugh A =7 : 27— B (7~9) ] kO~ v F 7 U fEHERRE
IZ LT E BV 60mg, W ONC B EIFREREREEE [Child-Pugh X227 : 27— C (10LL L) 1 K&
W~y F o7 LI EREYBRE L7 Ve 30mg 2 1 H 18] 8 HREXERDZES LD 8 HH
DOLUTIVEENOBREFEREIL, EREERE & R EE RO EEIFEREREES Cm <. BEFHRE
EEEORBERILIS HICEm o7, PHEEFERERETEDO LT /LEE LD Cuax LT AUCoan B 1,
TEERHERE L b _ZnEh, 137 5RO 1.59 5, HEEFERREEEDOLTLEELD Cha KT
AUCooan fEIE, BEFERERE & LE_RZNEI, 234 RN 3.82 (5 CTh o 7=, R EIC X
5 VT IVEELNOREEOELITERICERN N EEZ IO, TNHDOT—X D, BEY
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TP EEITEEREEE COMERMIIAETH L, LrLlans, BEMEEREES 26T 28
T, VLT AT ENLVOBREENIHEZEXTERT L2 RTINS,

R PEENMEREEERVIYFUY LE-BREHEEEICLTILEEIL 60mg,
BN CEEFEEEERVOI Y F U L-RBEHBEEICLTILEE/)L 30ng %1 B 1[E 8 B
REROBESLE-EBOSBEDOLTILEEILOEYENEE/NS A —2DEH

o R o R 53 4R
S /N 7( _ S TN farans Y N [% & o4y . M
ey | (TSN | RiBLvoF | CRIFRE | OB3BEvoT
W) 7 Ui e W) 7 Ui bt
N 8 8 8t 8t
8 HH
C?E;hnL) 1687+592.4 1361+643.3 1206+326.8 511.5+111.7
1
Tg‘hr) 2.00(0.75-4.00) | 1.50(1.00-2.50) | 2.00(1.00-4.00) | 1.50(1.00-2.50)
A(Ii:-oif;/?nm 119608164 712143310 108633986 2732+525.1
tin (hr) 13.23+£2.969 14.71+£5.097 19.56+7.040 13.84+5.786
b ﬂ"t}tt A A ey ==g ALl s 4=
%gf C?) o s TR RS | TR R
0 0
N 8,8 8./8
S HH
Conax 137.0(86.58, 216.6) 234.3(190.8, 287.6)
AUC.24nr 158.8(98.21, 256.7) 382.2(294.0, 496.9)
T tin: 64

bl (REDR)

<B%E B OIHEEE~D G >

Fig st Ol i E 2 xtg L LEERRBIIER SN T LT, EYEET —¥ 15517
W2, LT LR BV EICHEEZ T L CHEKRT 2720, BRZICHFEEENLZE L2 WIGA .
WHRENEFT28ZRHLZ 00, RS EEICHT S, (V. 4 HELROHE
(R B EE ] DESM)

) AFORER OH&E
WH . RAZIE LT T ENLE LT 480mg % 1 H 18, £ 60 32 CAEHET 5, 7 rARY v &ff
JABETHAICIZLTATE L E LT 240mg 2 1 B 1[E, £ 60 43T CEMEFET 5,

11. Z0fth
1) BRE-IEERNT
OF %
(IR FE & M B R )
VT EENLOERERE | FEEEE (B 24 UNIZERIRANICER D & 5 CMV YL 7
ONTZBEOHIE) KON L-FIREHIIEE (B 14 BUNIZERIRINCER D H 5 CMV &
Yl I BN BE OFE K OB 24 BLUNIZERIZERDO H 5 CMV EERHA LN ETO
M) & OREMEZ T 2720, ARWEICEE T H0RE — IS BT 2 S L=,
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VI. EMENREICEAY 51EE

R TE — BT . SBIFHRBR TL T LE EL 480mg, KOV 7 1 AR Y UPEHERIC LT LE
EL% 240mg [ZIEL 1 H 1 &5 LIZEOBREROFM T, —B LA rahi, £
7o BFO IR RO T, BREREZ UGN & IZFHE L2/ R, REFHMEEA L LT e
IVOBEFERIC, LR BEEIIEED Do, S 6IC, FEEFEMEE B IS LT, BRI
HWRO b 558 % RITTHRERITRD DNl hol,

= BHER 24 BLUROERKRBIZERD H 5 CMV D AUCo-2 v D
Mo & DER

B = & 0 AUCostn —— Eﬁrﬁfﬂ&:%ﬁ%@%é CMV za%;’%j%%ﬂf:%%‘
HBRE L EIA (90%(EHE X 1)
12051<, <36732 82 10 0.122(0.0696, 0.201)
36732<, <49478 85 17 0.2(0.133, 0.287)
49478<, <63898 77 15 0.195(0.126, 0.286)
63898<, <125219 81 15 0.185(0.12, 0.273)
7I R 170 71 0.418(0. 354,0484)
LT ED AUCoaam : VT IVEEANRELEINTEBEFICKITABREELZ UL 5E L
k\Xﬁ77ﬁTW&55ﬂﬁ$%%[ﬂ}kLtVTN%EW@%%E( FIREEIZHBIT S

AUCq 241 ng-hr/mL)

(BB B/ EMAERER (002 R ) )
LI LEELOIRER S FEAMED (B4 52 8 LANIZ CMV BEYYIE 2 F8IE LT- BB OEE) .

BIGHmIE H (Bt 28 MLINIZ CMV JESYIE & S8 IE L 72 & %‘@il/\&t)\%ﬁﬁ%é 52 WLANIZ

CMV [EIHEN A L5 E TOMM) ROERPIFHMITEE (BHbk 28 BELINIZ AE7R CMV
DNA IfLERH LNTZBEFOEE) L OMBREKRTT D7D, HaE J%a“éﬁz%%—ﬁmﬁﬁﬁ%
Ehits L7,

Iggﬁﬂiiﬁ H. BIKEHGE H K OPRSEHIFHIIE B 2B % L7 /L BV OBREE — SUSEEFRIZ O
T W G BRER BRFRNCA MR ZLT DT S e h o7z,
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VI. EYWHEICEY HIEE

OF <=

(W) f s I A A AT

L7 VE BV OREE B L ERIRPICHRRCER LA FFRL OB ZMET 5700, ZarkciET
2 Wk 3% — B RAT 2 I L T2,

FIAEEER (001 #BR) CTHOIMRE RO CIL, BROICKFICHER LI-AEES (LRkE
=OHBEE, AEBEAE, KOHB I ORKESE) ORBEGIE, LT VEELVOERE & LB
H Lo T, e Eﬁﬁ‘é@%aﬁa@m’\ﬁ L DT TR LN RERN D b B IFERER T

FH O IRFEREOHM TIL, BEE L ZEMEICBEEMEIIA LW &R ST,
R AESROEN (LTIEELDACHALIRD CAEH) (ASaT £H) (001 i5R)
L7 LE BV
Ql Q2 Q3 Q4
n (%) n (%) n (%) n (%)
AT e SR 513 90 90 90 90
HEHREHY 88 (97.8) | 87 96.7) | 88 97.8) | 89 (98.9)
HERRRL 2 (2.2) 3 (3.3) 2 2.2) 1 (1.1)
RIVERT 19 LD | 11 (12.2) | 16 (17.8) | 15 (16.7)
HERAEFRR 33 (36.7) | 43 47.8) | 38 422) | 47 (52.2)
HELRIEN 0 (0.0) 1 (1.1) 0 0.0 2 (2.2)
A 9 (10.0) | 11 (12.2) 4 44 | 11 (12.2)
BIERIC X BFEL 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
AEFGIZL DG 16 (17.8) | 12 13.3) | 15 16.7) | 22 (24.4)
BIVERIC X A% 5 F1k 5 (5.6) 2 (2.2) 5 (5.6) 5 (5.6)
HELAEERICL B EDIE 6 (6.7) 8 (8.9) 5 (5.6) | 14 (15.6)
HEZBIERICL 2851k 0 (0.0) 1 (1.1) 0 0.0 2 (2.2)

P IRBRALY EERTIC L - TIRBRIE & OREBIRH V & HE S NT-FS:
PIRBREER G ok

=M B & HICBE Z WAL D I T2 BE K

AUC W23 : Q1 =36362(ng hr/mL), 1 #AE=49370(ng-hr/mL), Q3=65516(ng’ hr/mL)
AUC=EHIRREICH 1T D AUC(ng hr/mL)

TE  IRBREEE BB AR D IR R B 14 % E Cain il & E

a va%tw%Ei%Mgm)/ﬁmxf)/%ﬁm&ﬁﬁéﬁAiMMgm)

(BB (s EmmaaR (002 RER) ) )

002 FRBR CIIRHEMFEMEREMITIC KL VHEE L2 LT T BV ORBERO NN Xy O f EH
GILTEEARED 2% ETHRES, N H 7 aEAREE DY 272 CREEISOREM
) M 1A% EIORBBEESICOWTHRH LIz, ZOE, LT LEELD AUC DOIULALX Sy
%%wfﬁﬁbt%@a@%lf . BEERENICEEEZORBEG D LA T 206076
FHEERD B v o7z,
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VI &4 (ERALOIESF)ICETSEB

W

HERE L EDER

(=

(FFEE MRS AE)
FiEE MSMPRBEEEOBLEEIC+HLME - RREBOEMOL & T, ARORSHE
P EHFSNBERDHBETEE,
()
R s 5 R R ER 25 D A D4 I 1, (RIS L B R AEE 3 00 BRI BT |55 72
- RBRA OB, BE DL D CMV RIMEDRAE Y 22 1SR | B G ARRE % IR
RTDUBENDDZ ENHRE LT,

2. ERRRLEDEH

2. EZ (ROEFIZIFHZESE LN E)

2.1 ARAHNO RSk VibBUE OBEERE D & 5 B3

2.2 WOEFNEZZRETOEE 2R, oA IX I UEARE - EBAD T2 A YT B
AT FEY L, e RoxaddZIy, AFLoArdX Yy, m)aXx M)y [101 &

i8]
(fig3) *(Mﬁ)@ﬁﬁi 5 RS DA T b
21$ﬁ@& R LIBBEUE OBEEN S 2 BE KK 2 G Li-54 . BBUE &R Z Al 6etEn H
L, b LT,

zzuﬁ@%ﬁk®%% L0, BEM~ODEENGRLESND D, RELE,

EEY R BV REDHFHT—ZIT20 N, t%/%iﬁﬁﬁ®&wcwnA®% T CThDHZ
END, EEY ROMBETREN EH L, QTIERELOLEEARERZIER_TBENARH D
T2 ORE LTz,

(2E) ERE CYP3A WE THDHIFX Y T L L DEEKEEDMAERRR L. KF D
CYP3A IZXf T 2HREOHEMEHICLY ., IXY 7 20MFEFRED EANRD LN (24
V7 5 2mg A 1 AUC 1E 225 f5 TN Conax 13 172 5. 2 ¥V T A Img #ARN K G- AUC
1% 1.47 55 52 O Conax 13 1.05 i)

TANIXI AR c MK D T A A TR EATFEY S YRR ITH I
AFNT)TA R, mATRA RN T I AR - KD T 2 AT
EATFEY L, Ve Rnmaad g Iy AF LTI X M) T eI A Y v Eoff
HF—4 672008, Zh D OHEAGIRFIROM CYPIADIE THH Z L0 b, 2 b DAl
MAFFREN LH L, ZATELCSIESEZITBEARHHT20ORE LT,

3. REEXIIHRICEAET 5B L TDER
(V. 2. eI RICEHET 2 EE) 22452 L

4. RZERUVAEICEAET 3R EZTDOHEA
V. 4. HEEAOHEICEHETEE) 228452 L

85



VII.

et (FERLDIES) ICEYSHEA

5. EXGEFRNIE L ZEDER

6.

8. BELEANIE
RN T AT HFE A & Mk L CHUIT 2 58001, BIIAE K% o7 m EAps s m
Fx AU OB L 0 BHIENHOBLS 2 5] RIS BTNND S0, EMIICHE
HEM & M 5 WA NTATO T8, (1522 5]

()
RHIFOEHREBRII 2N EERE LT,

BREDERZRATHIBEICET IR

(1) AHHE - IEEFOHLEE

FEESH TV RN

Q) BHERESE

9.2 BHREEEESE
9.2.1 WEEXFEE (VL7F=2VUT752A <50 nl/min) OEHEERESTDHHESE
EWACBRREEM A Z M T 2 B8R L 72T H 2 &, Al Frxo 7 meb-p-2 7

B7XAN) COERICEI Y BEEREOELELSISEZITBThEH 5, [1522 2]

(fiAEs)
AL T HE OBMREEREDOH 2 BFE TIIE Fex v 7eELp-v 7 a5 Y > (HPCD)
DERBIZ I BHREEOELMELZSISEZTBEZNR S D Z ENOHRE LT,

() FeEEESE

9.3 FFilREfEEEE
9.3.1 EE (Child-Pugh 9% C) DO EEEEDHHEE
LTV EELOMBETREN ERTI28ZNAH 5, [74. 1662 B ]

(fi)
B IARBRICEBNT, BEEDOITEREREEL AT D285 CAA O MABEFREN EF L0 E
L7z,

(@) £ERRERY SF

9.4 £IEREEH T B F
FERR FTREZ2 A PRI LTl AR R IRICER B2 RET RN H 5 2 & &2 4 Icii b

L. ARG h R OARBR G T % S WRITE 2t 2175 L OMET 528, [95 &
]

(fgdn)
R Ot Z%t5 L LR RBRIIER L TR 6., 8k (7> k- 79X TlIaEyw
EMERTHETE - JBEEENBIEIN-Z 00, HRETRER MHITEELZ T 5 L 5 nE
Watd9 5 7= IR E LT,
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VI. Rt (FERALOZES) (CBYSI1EE

OR:3.0
9.5 145

IEhs TR LTV D TREME D & B LoEIC X, AAIE G- O EN G Z2 Elal 2% &l S
NOGHEICOREEGT DL, WIRPICAFIZ S5 T D0, AKFIEGHOBENTIR L5
Bk, AREGIC XL D MABEENE D AREENH S Z Lo T, BEICH oM+ 5
Z &,
WHIRT v RO X OREFRRIICKES Lz & &, [FfES DB BsE oK RE
(480 mg FHURANIR L) DOZNZH 11 LD 1.7 o REmEt 2 R AR TERTIE. b
KREORAVENRBD STz, HIET v MIERD LW, £ THREG Lol Cik, KRB E
BO22EE TR - IRIRFEMEERRO Doz, [9.4 5]

(fiFin)
TR O LM Z xS & U MRRBITIER L TR b T L BN L TR & B
(Z v b UhF) CEIRBYHELZRTHETKE - REBEENBIE SN N bRE LT,

B T

(6) RELI%
9.6 =71
R EOARMERORFREOARMELZE L, RALOMK TP IEZ2HET 252 &, B
iR (7 v b)) THIHBITBH LN TND Y,
(fiFin)

AR ~DOHEERBRIZI WA, SRR TIILTALEELDT v AT ~OBITHRD L~
TEMLRRE LT,

7 MR
9.7/MNRZ

INREZ SR L L BRARREBR IS M LTy,
(f#H)

ARAHND/NRFEA~OFHRERIT < NEFEICBIT 222 R OH IS L TV R WTZDRE
L7,

8) EknE
FRIE I TV

7. HEER

10. #HEEH

LT IVE BV ERET =4 Bk R U X7 F K 1B1/3 (OATPIB1/3) . P-BE&EE (P-gp) K Y
UDP-Z v/ /) v hT7 A7 27— 1A1/3 (UGTIALB) OFEETHD, LT LEENLIT
CYP3A ORFEUEAFHI 2 FLEIEA . W ONCFUEmEE E (BCRP) &N OATPIB1/3 ORAFE(EH %

45, £7-. LTLEEIIL CYP2C9 KR CYP2CI19 OFEBIERAZHE T AR BEMEND 5.
[16.7.1 ZH]

(fEa)

BEREES R OO ATE RSB L 72 AR O EAER OMF 2 B L, TVIL 1. (4) 2) BRSO
B DIES MR
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VII.

et (FERLDIES) ICEYSHEA

(1) BERERLEEDEH

10.1 SFREE BRALGWLI &)

AN 4 R SE IR - FEE 1k FEFF - falRIN 1
EEY R (—F ) ERICEY, Y FomiE | LT A ELOHEHICED .
(2.2 ] HEEN EH L. QT ZEN | CYP3A NHESHD & TH
WLEERERZFIXEZT | SN,
BENRH D,
T I X I EARE - K | FHICEY, TheEATL | LTLEELOHHIZEY

CYP3A BHEZND & THI
b,

T2 A TOaENT | haA FoOMmETREEN LS
YFEV Y (ZUTIVEES | L, ZATEESIEEITE
#E) TNnH 5,

bt Rexjax 3
AFLTTA RN v (UL
2 M)

T)ITRANY

(22 2]

(fi7)

<EEYR>

EEY REDOHT —Z 130, AENC KD CYP3A OLENTFRIS D720, 1RO
CYP3A OHEETHLHEEY ROMBPEFREN EH L, QT MEEK NLEEREIRZ S I3k
FNRBHDHTZOHRTE LT,

<TNITXI AR - MK T2 AT ELTUFEY v U R LI X I
AFNT)IFARN) v T RARY >

IAITXIEABEE MK T A A TR EAT FEY S Ve RrI T X I

AFNZANITA RN XTI ARNY DT — 21T, RANZ L 5D CYP3A OFREMN
THIEND 72D, RO CYPIA DEE TH DL 2o OIEAN O MAEFREN EFH L, ZAHh

FELIEEITEBENRDHDTZDHRE LT,

Q) HRIELENER

10.2 FREE (BFRISEEYT S L)

NP AN
[16.7.2 2]

A 4 BRI IR - FEE 1k Ky« faBRIA 1
CYP3A DF'E PEHICEY., ZnboEKO | LT AEEALOHHIZLD .,
T K= MR EEN FH4T 58 %1 | CYP3A BESND & TH
FoUv NH D, b,

R afy—iu
[16.7.2 =]

ERHICED ., RV o+ —n
O MAEFREDNME T 5,
FERBT, RY oY —1o
RN AWI ST HBE
WD, BEOREL+
SICBIERT D Z E R
D

LT IILEELDOHRHIZLY .
CYP2C9 }2 (X CYP2C19 2355
INHEBxLND,
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VII.

et (FERLDIES) ICEYSHEA

CYP2C9 X% CYP2C19 D H/E
Tdrx= AV
INT 7 )

BEHICXZ Y., 2 KD
MAFFRENME T HBE1
N5,

Tx= & OPFHBRIL,
M7 == A PR Z
WZE=F I TT5HT L,
T7 7 Ul O,
INR ZHEBE|IcE=% 1 7%
AL,

L7 ENLDOHEHIZ LY,
CYP2C9 X% CYP2C19 M iFE
SNHETHEINS,

R
[16.7.2 2]

EFRHICEY, LT EELD
MAEFEENME T 5,
72, V770t
AR TEBICHEMmEES L L
FILE E L O M RS S
HIZIK T 50T, Vrrv
v EO K TR, VT
JVE BRI T D
AREMEN B B,

Vo7 7oy rofflick
V. P-gp LN UGTIAL/3 3%
BIhdreEZIHLND,

T RIVRAHF
[16.7.2 =]

PEAICEY., 7 bRz Z T
COMBEFREN EHT 5,
BERBIL, 7 AR EZF
DREIWER (2 A8F—5%)
EELTHEREDORELZ T5IC
BTk,

LFIILEELORHIZED .,
CYP3A. OATPIB1/3 KO
B BCRP BMEXND,

UNRNARHEF

0 ANAHKF
TIVINAKRF o

TINAEF
B R INAHF

JFHICE D . b DAl
AP EEN LRI 58 %Fh
N5,

GFREFT, 2 b OB O
B (2 ARF—5) 2R
L CREORIEZ /012 8l5
THZ L,

LFAEEALOHRHIZLY .
CYP3A. OATPIB1/3 KO
BD BCRP NHEIND & T
HEns,

LT ILEENLDOHHIZL Y,
OATP1B1/3 K& OV 7 BCRP
NREIND &ETFHISND,

LT ILEENLOFEHIZL Y,
OATPIBI3 MBEEND & T
nEns,

> maARY
[16.7.2 W]

PERICE D, LT ELK
W7 v 2R Y oL
NERATD,

LT L BV & DGR
kIR, 2 e ARY v
DI HRE A HEIZE=4 Y
VL, v/ma AR COH
mERET o L,

LT IILEELOHHICELY .,
CYP3A D HEXND,

v ARY COHIC L
V. OATPIBI/3 L ESH
5o

Zrgnmal LA
val) AA
[16.7.2 ]

PEHICE Y . 2D 0FEHF| D
Mo yEEN FHS 5,

LT IVEELE OPFHREE D
HIEREIZIZ, 2 03EF D
MmHREEEHEICE=2Y
L. TS DOIEAOHEE
TEITHZ L,

LT ILEENLOFEHIZL Y,
CYP3A DSfHEE NS,
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VI. Rt (FERALOZES) (CBYSI1EE

P = VAP S RHICEY, =XV A2 | LTAEELOHFAIZLY,
[16.7.3 &/ ] MAEEN ERT2B8ZNM | CYP3A RHESHD & TH
H5, ha,
LT ILEENLE 0)1#% ENEO)

hFEEC T, = NE U A ZAD
MmHRELZEEICE=4)
7L, =Rl AAOHEY
W5 L,

(FFt)

<CYPIADRE (72 X=)L, =0 I XV T LE) >

XY T AL OBEREDHEAERRROF RN AHIO CYPIAEFEHICLY, IFY T LD
MsEPRED LF (477 5 O#E : AUC 13 225 5K T8 Coax 12 172 5. I YT AEHIRN
PEE  AUC 1T 147 (5 8 Con 1 1.05 12) 783830 7=, IRk OB CYP3A BB (7 =0 4 =
. F=UUE) EOFHT 21T 0, KANZ KD CYPIADMRENTRISNA T, Ziuh
OIF| O MIETPIEN LR D BENDD 5,

<HEYaFV—>

RNY aF Y —)v & ORI AAEHFRER ) S KH D CYP2C9 LT CYP2C19 OFEFEHIT L D
EBEZOLNDLRY 2 =L OmBEFREDOILT (AUC X 0.56 5% T Cnax 1 0.61 15) 23588 5
iz, PEFRERZ, AU a2 Y — L ORFEHIRZEB T8RS | BEORELZ 75128
BIHZ ENHERIND o0, RIE LT,

<YT7rrEvu>

VTIVEENE D T 7 B DRREDHE B ERRRIZBNT, LT AFELE Y Ty B Y
COPFRIZEY ., LT AEEALOMBFERTRENMETL, U 7y B LK TEBIC
i, MBS LZL T AT EAOMEHRRENS LI FLEZDT, V77 By OPfHK
T#%, VT AEELOEMERETT L AREMERH D20, BRE LT,

<T RANRREF >

T RN ETF L OERIRIEY EAERRERD G . ARFID CYP3A, OATP1B1/3 & OM5E @ BCRP
OEFFEHIZEY . 7 MAARRZF o OMBEFIRED A (AUC 1% 3.29 5K O Crax 13 2.17 £5)
NBD BT, Lo THHAFFX, 7 hARZREFUOEIER (24 3F—%) ITEELTHRED
RHEZ+3IcBlEZid s & LT,

UURARBEFT U BANREZTF U TIVWRAZF PINRAZF o EHZNAZTF >
VYRRLF U RARAEF U TNRREF Y TTRAZF U RRELNRL T L O
MT =230 7 R ZF o LR, AFNZ LS CYP3A, OATPIBI/3, KUY/ IIIGHE
® BCRP OFENRFHESNLIH, ZhbOEAOMBEPREN EA- L. BIEH (X4 3F—%)
DU AT PEINTEBENRD D, Lo TOHARIX, BEORELZ T 0ICBIERT 5 2 L ANBER
720, FE LT,

< IBARY >

v aARY v OEREDHREERRRS, 7 v AR O OATPIB1/3 OFLEEHIZE Y,
AAF|OIMIEFERED EF (7 v 2RV > 50mg X 200mg : AUC 1% 1.9~3.4 5K T Coax 15 1.5
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VII.

et (FERLDIES) ICEYSHEA

~27 %) BREOH BN, £, AFIDO CYP3IA OFLEEHIZEY ., 7 v 2R Y oMb EED
5 (AUC 1% 1.66 5 & Coax 1 1.08 £%) 2B LN, PEHT 2HAIE. LT LEELOHE
LTI A1 240mg IZRET D2 L &L, AFEOFHRE R OHIERFICIE, 27 v ARY O
MfEEZHBRICE=Z ) 7 T52 L LT,

<EZrmaYLA, all hA>

7 al) AAJROYr Y LA L ORKREWHAENRER? L. AHO CYP3A DFLEEMICLD
INHOEAMOMARWED EH (47 v Y AR AUCIE 242 (5K O Cran 12 15715, v U KR
AUC 13 3.40 5 K TF Conax 13 2.76 £5) BFRO BT, Ko TRAIL OPFHEE RO IERFZIE, 2
HOFEFOMAFREZ B IZE=2) 7 THZ L L LI,

<CYP2C9 XX CYP2C19 DEE (7 == A, UNT7 U5 >

AU 3 — L LSD CYP2C9 XX CYP2CI9 DIE (7 ==hA 2, UNLT 7 U5 LG
T—HFRVR, RY 3ty — L LR, AANZ XD CYP2C9 ik CYP2C19 OFFEN THIS D
72O, ZNOLORAMOMFETRENMETT28Z0Wnb 5, 7= b OFHBAKIE,
Tz b VRBEAHBEICE =XV T H . £UAT 7 U OB IE. INR & 5HE
WCE=X VT TH2EELT,

<z XplYLhA>

AR HERET ML DY I a b —va LITBWT, CYPIA BB ThHL = ) AR
2mg ZHMBE L Lz & XL, LTV EEIL 480mg & OO CIX, =<1 U A ZAD AUC I
25 FRICHIINT 5 L HEE & dvlc, =X U AR (T, AARTIEIESRBAEEE TOHH S 2 aTRetED &
<. PEICIEEMEZITOLER S L7, BE LT,

ElEA

1. BElEA
ROBEHDRHEDOND ZLBHLHDT, Bl
IRALEZAT D 2 &,

B

ATV BRE DO S s S A I IEY)

1) EXAEER & HAER
HEIN TR

(2) ZDthDEIER

1.2 ZODEI1EH
1%LL b 5%ATi 1%A
(iR AOVIPZAT 1 = 1 if BRIk E I R ER IS iE
A IR E B, TR, EH
g R R B RIE
e RIS K ifn ERER D

(fifa)

[Aff HSCT B Z x5 & L7 B MAHERE L RS (001 FRER KL O 040 388R) W N B 2 55
& LB AR (002 3BR) K OENSBIFERER (042 3R 5R) 205 L CREEAZHEE LT,
1%L EORITEA K QCNEZICEE L E 2 bN-RITEA Z5t# L7,
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VII.

et (FERLDIES) ICEYSHEA

SEEREEFRRRAER VERREERE -

(IR sl e R Al

001 7B 040 BT
AHIRE 75w REE
H OH AFHIRE 7T Rt (AFIF 200 B | CKRFIK 100 H
#5) #5)

n (%) n (%) n (%) n (%)

N 373 192 144 74
BITERZEH Y 63 (16.9) 23 (12.0) 4 (2.8) 3 (4.1)
BITERZBLR L 310 (83.1) 169 (88.0) 140 (97.2) 71 (95.9)
MBI Y o RREE 5 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
21 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
B i BR Y N 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
I R BRI E 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
JRLIM BRI 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
/NI JE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
DEREE 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
Bk 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
FERB I UKEEE 2 (0.5) 0 (0.0 0 (0.0 0 (0.0
ELRERIEIN 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
RS 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
RIA4TA 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
HREE 39 (10.5) 10 (5.2) 4 (2.8 2 (2.7)
AR J 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
JE R 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
HE 3 (0.8) 1 (0.5) 0 (0.0) 1 (1.4)
{5 0 (0.0) 2 (1.0) 0 (0.0) 0 (0.0)
T 9 (24) 2 (1.0) 0 (0.0) 0 (0.0)
LR E 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
547 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.4)
1 ZE PNVE IS TR AR 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
VTN 27 (7.2) 7 (3.6) 3 @1 1 (1.4)
AN 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
Mg it 7 (1.9) 2 (1.0) 2 (1.4) 0 (0.0)
%ﬁio);gﬁ%k‘tvﬁg 9 (24) 4 (2.1) 0 (0.0 1 (1.4)
Jia 9 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
I 57 2 (0.5) 1 (0.5) 0 (0.0) 1 (1.4)
NN ALBE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
NN RIE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
PR J=3 1 N 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
s 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
KA VE T NE 2 (0.5) 1 (0.5 0 (0.0) 0 (0.0)
3T 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
HEEL 0 (0.0 1 (0.5 0 (0.0 0 (0.0
FFREE SR EE 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
JHF R E 2 3 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
R REE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
M HURE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)

92




VI. Rt (FERALOZES) (CBYSI1EE

001 B 040 AR T
AHIRE 75 Rt
H M AFRE 75 R EE (ARFF 200 B | CRFIF 100 B
e ) e )

n (%) n (%) n (%) n (%)

RIWE R & ONF 4 BE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
FIEYEDS 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
BE, hEBXEANE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
A IRSE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
ERARE 9 (2.4) 3 (1.6) 0 (0.0) 0 (0.0)
zz;i;%£]7/x 3 (0.8) 2 (1.0) 0 (0.0) 0 (0.0)
;j;;j;ﬁi%&;k 2 (0.5) 2 (1.0) 0 (0.0) 0 (0.0)
7 v =8 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
27 v = HEn 3 (0.8) 1 (0.5) 0 (0.0) 0 (0.0)
i H SRR AR L N 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
7u ko U RRTEE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
EREYY 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
RFB L OREES 2 (0.5) 1 (0.5) 0 (0.0) 0 (0.0)
BAREOR 2 (0.5 0 (0.0) 0 (0.0) 0 (0.0)
KH U 7 A IfE 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
FERERE L OSSR E 3 (0.8) 1 (0.5) 0 (0.0) 0 (0.0)
B 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
T A 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
%%Eﬂﬁigﬁﬂgﬁi?% 0 (0.0 1 (0.5 0 (0.0 0 (0.0)
R— T 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
MREREE 4 (1.1) 0 (0.0) 0 (0.0) 0 (0.0)
LR A4 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
SHY 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
I o 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
RS 1 (0.3) 1 (0.5) 0 (0.0) 0 (0.0)
PETLIRAE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
RN 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
BRI OREESE 2 (0.5 2 (1.0) 0 (0.0) 0 (0.0)
R 1 (0.3) 1 (0.5) 0 (0.0) 0 (0.0)
R HE P 1 (0.3) 1 (0.5) 0 (0.0) 0 (0.0)
ATERB L O EEE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
(== 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
FERas, MERis X ONdaEE 2 (0.5) 1 (0.5) 0 (0.0) 0 (0.0)
I K] 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
S i 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
P 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
BB L O ThmREES 5 (1.3) 4 (2.1) 0 (0.0) 0 (0.0)
FLBE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
AR i 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
SRR O S 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
Z 9 FEIE 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
W95 1 (0.3) 2 (1.0) 0 (0.0) 0 (0.0)
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VII.

et (FERLDIES) ICEYSHEA

001 #X5R 040 R BRT
AFNHE AN
H H A AT AN i (ARAIF 200 B | CKAIK 100 H
e h) e h)
n (%) n (%) n (%) n (%)
FLBEM: R 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
Z O FEVERE 1 (0.3) 0 (0.0 0 (0.0 0 (0.0
MEEE 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
& I 0 (0.0) 1 (0.5 0 (0.0) 0 (0.0)
P B 1408 (F9 100 B) 205 283 (£)200 H) F TOMRBRERGHICRE LI F5%
MedDRA ver.25.0
(- Zizeaiy
002 7B T 042 # Bk
IH H VN ilfiE NIVA vy a e VEE AFH
n (%) n (%) n (%)
N 292 297 22
BIVERZREH Y 58 (19.9) 104 (35.0) 4 (18.2)
BIVERRE 2 L 234 (80.1) 193 (65.0) 18 (81.8)
MEB L NY VI RREE 26 (8.9) 83 (27.9) 1 (4.5
E=qiiil 2 (0.7) 5 (1.7) 0 (0.0
FEENE 4T PR Rk 9 1 (0.3) 3 (1.0 0 (0.0)
H 1 B i iE 20 (6.8) 68 (22.9) 1 (4.5
U RER E 0 (0.0) 2 (0.7) 0 (0.0)
I ER kD E 6 (2.1) 24 (8.1) 0 (0.0)
DL ER ek e 2 (0.7) 0 (0.0) 0 (0.0)
I/ N D i 0 (0.0) 1 (0.3) 0 (0.0)
DEREE 2 (0.7) 0 (0.0) 0 (0.0)
L ED 1 (0.3) 0 (0.0) 0 (0.0)
i 1 (0.3) 0 (0.0) 0 (0.0)
REE 0 (0.0) 1 (0.3) 0 (0.0)
T 0 (0.0) 1 (0.3) 0 (0.0)
HREE 8 (2.7) 9 (3.0) 2 (9.1)
WA R 0 (0.0) 1 (0.3) 0 (0.0)
5 R s 1 (0.3) 1 (0.3) 0 (0.0)
HE I 1 (0.3) 0 (0.0) 0 (0.0)
g 2 (0.7) 0 (0.0) 0 (0.0)
{5 0 (0.0) 1 (0.3) 0 (0.0)
T 2 (0.7) 3 (1.0) 1 (4.5
HERE 1 (0.3) 2 (0.7) 0 (0.0
e T~ 0 (0.0) 1 (0.3) 0 (0.0)
LG 0 (0.0) 1 (0.3) 0 (0.0)
1 ZE PNVE IS TR AR 0 (0.0) 1 (0.3) 0 (0.0)
I 2 (0.7) 1 (0.3) 1 (4.5
— . =52 3 X
%ﬁio);gﬁ”k‘toﬁg 1 (0.3) 4 (1.3) 0 (0.0
A0 ) E 0 (0.0) 1 (0.3) 0 (0.0)
%4 1 (0.3) 2 (0.7) 0 (0.0)
HEEL 0 (0.0 1 (0.3) 0 (0.0
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VI. Rt (FERALOZES) (CBYSI1EE

002 7B T 042 B *
H H ARHIRE PNIVH VT a e VEE AHIFE
n (%) n (%) n (%)
RIWE R & ONF 4 BE 0 (0.0) 1 (0.3) 0 (0.0)
PR R 0 (0.0) 1 (0.3) 0 (0.0)
BE, hEBXEAHNE 1 (0.3) 0 (0.0) 0 (0.0)
AIBEEA 1 (0.3) 0 (0.0) 0 (0.0)
R 11 (3.8) 15 (5.1) 1 (4.5
zz;i;%£]7/x 1 (03) 2 (07) 0 (0.0)
TANTEX BT I b
5 AT TR 1 (0.3) 0 (0.0) 0 (0.0)
U 7=
fjj;é;uﬁ JHERAT 7 0 (0.0) 0 (0.0) 1 (45)
e VL e 0 (0.0) 1 (0.3) 0 (0.0)
7 V7 F = # 1 (0.3) 0 (0.0) 0 (0.0)
A Y 8 0 (0.0) 1 (0.3) 0 (0.0)
e U o S0 0 (0.0) 1 (0.3) 0 (0.0)
i 5 1 (0.3) 0 (0.0) 0 (0.0)
IR IR DL 3 (1.0) 0 (0.0) 0 (0.0)
Gy H ol A D 1 (0.3) 0 (0.0) 0 (0.0)
Gy H ) A1 1 (0.3) 1 (0.3) 0 (0.0)
] BT Y L 1 1 1 (0.3) 1 (0.3) 0 (0.0)
B FRER B Rk 0 (0.0) 2 (0.7) 0 (0.0)
1 INRE D 0 (0.0) 1 (0.3) 0 (0.0)
7u by b R TR 0 (0.0) 1 (0.3) 0 (0.0)
i ERSoR 3 (03) 12 (4.0) 0 (0.0)
RFB L OREES 2 (0.7) 2 (0.7) 0 (0.0)
AR 0 (0.0) 1 (0.3) 0 (0.0)
K~ 7 %27 ALE 2 (0.7) 0 (0.0) 0 (0.0)
U o g 0 (0.0) 1 (0.3) 0 (0.0)
FERERE L OSSR E 1 (0.3) 0 (0.0) 0 (0.0)
BA i 1 (0.3) 0 (0.0) 0 (0.0)
MREREE 4 (1.4) 2 (0.7) 0 (0.0)
FIEEE 0 (0.0) 1 (0.3) 0 (0.0)
N 0 (0.0) 1 (0.3) 0 (0.0)
3 PRI R A 0 (0.0) 1 (0.3) 0 (0.0)
PRk 4 (1.4) 1 (0.3) 0 (0.0)
RS 2 (0.7) 0 (0.0) 0 (0.0)
B RGN - R E 1 (0.3) 0 (0.0) 0 (0.0)
K58 1 (0.3) 0 (0.0) 0 (0.0)
BRI OREESE 1 (0.3) 1 (0.3) 0 (0.0)
B RE RS 1 (0.3) 1 (0.3) 0 (0.0)
rEkEs. HERES X USRS 3 (1.0) 0 (0.0) 0 (0.0)
-8 ] 3 1 (0.3) 0 (0.0) 0 (0.0)
55 VN I, R 1 (0.3) 0 (0.0) 0 (0.0)
A 1 (0.3) 0 (0.0) 0 (0.0)
KRB L O TAmREE 3 (1.0 1 (0.3) 0 (0.0)
i S 1 (0.3) 0 (0.0) 0 (0.0)
Z 9 FEIE 1 (0.3) 0 (0.0) 0 (0.0)




VII.

et (FERLDIES) ICEYSHEA

002 7B T 042 # Bk
IH H VN ilfiE NIVA vy a eV AFH
n (%) n (%) n (%)
w5 1 (0.3) 1 (03) 0 (0.0)
mEREE 2 (0.7) 0 (0.0 0 (0.0)
AL 1 (0.3) 0 (0.0) 0 (0.0)
E Q) 1 (0.3) 0 (0.0) 0 (0.0)
P 28 T E TORBRIEE SHICRE L - HE
LA 28 W E TORBRIERE G HIC R L ES
MedDRA ver.25.1
(BHT)
% H Total H A Total
n (%) n (%)
N 831 R REE 1 (0.1)
BITERZEH Y 129 (15.5) B BULE 1 (0.1)
BIVERRH 2 L 702 (84.5) RRYWER X OVE A4 BUE 1 (0.1)
MigE LY R REE 32 (3.9) | B e % 1 (0.1)
2 3 (0.4) BE, TER I OB AIHE 2 (02)
I PR EREE IAE 1 (0.1) B 5 R SIE 1 (0.1)
FEE: I P BRI E 1 (0.1) BB B 1 (0.1)
H 1 B i iE 21 (2.5) R B 21 (2.5)
i FPER IR E 7 (0.8) TI=T IR TUR 4 (05)
DL ER ek e 3 (0.4) 7 =7 —BH '
M/ E 1 (0.1) TANRTE VBT I/ b 3 (04)
DREE 2 (0.2) FUAT =T —BH '
TN ED)] 1 (0.1) e 7/vh ) RRT 7 1)
EES 1 (0.1 & —PHENN '
FEB I UKEEE 2 (0.2) 7 vy = 1 (0.1)
B8P 5D F U 2 (02) M7 7= 4 (0.5)
REE 1 (0.1) i AP L N 1 (0.1)
KZA4T7A 1 (0.1) i _E5H 1 (0.1)
HREE 53 (6.4) HRE PR IR R L b 3 (0.4)
A R 1 (0.1) G Pl 79 ) 1 (0.1)
5 R s 1 (0.1) G I 79 N 1 (0.1)
i3 4 (0.5) [E] B E LR N 1 (0.1)
g 2 (0.2) =30 N = g S TS 1182 1 (0.1)
T 12 (1.4) IR E D 1 (0.1)
WAL AR B 2 (0.2) i ERH 3 (04)
L 33 (4.0) Rtk L ORBESE 4 (0.5)
M - 9 (1.1) AAREOR 2 (0.2)
—f - AEEEB IS W () K~ 7 % v 7 AfE 2 (0.2)
= AN : ERSRE KON SRR E 4 (0.5
g 1 (0.1) RE iR 1 (0.1)
I 57 3 (04) ST 3 (04)
NG ATBE 1 (0.1) PREREE 8 (1.0)
AL R IE 1 (0.1) PR A A 1 (0.1)
[ Joy P 7 e 1 (0.1) GIEVE] 2 (0.2)
5 1% 1 (0.1) R e 1 (0.1)
ARG PR 2 (0.2) P Bk 4 (0.5)
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. ££t (FRLOEESE) CETHIER
I Total . Total
aoA n (%) oA n (%)
RS 3 (0.4) S PA 2 (0.2)
HEE RN - B 1 (0.1) BEER LUK THmkES 8 (1.0)
B ELIK AR 1 (0.1) Jii B SE 1 (0.1)
L IHE 1 (0.1) FLBE 1 (0.1)
BRI OREESE 3 (0.4) SROPR HH i 1 (0.1)
ML R 1 (0.1) Z 9 FENE 2 (0.2)
B RE R E 2 (0.2) bt 2 (0.2)
ATERB L O EEE 1 (0.1) Z ) FEVERB 1 (0.1)
(=T 1 (0.1) mEREE 2 (0.2)
FERER. BERES X ONEREE 5 (0.6) AL 1 (0.1)
-8 ] 3 2 (0.2) ETH 1 (0.1)
7 VEVE IR [R] 1 (0.1)
T RBIBEO AT (001 SRBRITBHET 24 8 £ T, 040 FRBR, 002 3ABR, 042 RERIIBAEL 28 HH £ TOIRBR
LGN RBL L 7o HR)
MedDRA ver.25.1
9. BFERERBRICRIZTTEE
Y ONGAVAI
10. BEHRE
Y ONGAVAI
<HEZ>

LT VE BV Z AR BEBERBR 1T 720me/ H 705 1,440mg/ H 2 5 14 B G L7-BRICRO bz
RITERIZ, HEEH R TH D 480mg/ B Z## 5- L7356 L L L iz, MERGNE B, &
FICEWER OBUES 2 W BIEE L, MBS D e xHiEfRIE L T+ 5 2 &,
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m =&

% (EREDIES) ICEY SRR

11. BRLOEE

14, BREDEE

14.1 FEZFERUBOEE

14.1.1 ZIRAENT, BESCRBEERD N 20, BTNV EKERT D2 &, KRBT EAEF O
W ThD, £, WEHEDODEDOEFH UIAGOMK 25T B3 H 5, A TN
DERIZECLEWY . TR Y) (D EOYEV T HEAOWRL1-LIAL) 23580 bz Ga 136
FALARNWZ by NATAERGE LW &,

14.1.2 480mg DAL 2 XA T/ 24mL %, 240mg OHEITX 1 XA TANE 12mL ZHHL
L HRABRETE XX AR 5%7 B BFESE 250mL O /Sy 22N L., IREE 0

WCIRFIT 52 &, AREIOAL TOUT T REEENEIY TH D, FRKIIERA LR &,

14.1.3 JEFtE ., AFIOAFIRIT A~ K EEHOEIKR & 705, HERTOAFIHRIZE AR
BRI BRICE VR T2 L, BB, SUTERY) (D EOSEH UL A G ORKL
FUS) DBERD LN EAEITIE. HRNREREETDHZ L,

14.1. 4 7%, RIEHRAF 2~30C) Tl 24 FERILINIC, BIERTE 2~8C) L7=3HAIL 48
BEILINICEER 2 2 &, 7ok, 2 b ORREIC iﬁﬁ%?if@ﬁﬁmaimé

14.2 B2 &£k

AANIMAN EFLE Lo &, WY ORBEEEMNELDZ ERH D, BAEMEIC S WTIET —
ENRPRHENTHEDR, ROEBNIHAZZTHY ., F—DWIKT A > Z2i@ L CRFFICEANLR
Wz ok,
TR EMSEA . T I A a U EEEE, TART YUY B YURY—A, TAMLAT A, &
T EAERE, YuaTvuaxyo . VI uaRARY v DLFTEBLERE, T4V TR
F A GBI TH#Lz) | o~V UmBRE, vART7exhr oy VRV UK, IXVT
L, FrF huoBEEE, Su ' ba UERIE

14.3 EFIREEDEE

14.3.1 %3°02umA > T4 74 NHF— (R Z—FT)VALKRY RY ARy FIERES
o fl) BERALTRETSZ L,

14.3.2 RFNFIARYV O v Z 2G5/ T HWKT = —7 TRE LN &,

(fiAEs) * () OF ST BEFILOEE S5

m11m13$ﬂ&@$ﬁ%ﬁﬁm%ﬁ BB RZAERRO LN GEITMENEN L TS A
ﬁm%z%hét CEBWY, UTRY (DEOPEEI LA GO LIS B DY

IEEHLWE kkbtoit B RFRBR EHERF D FIRICEK S &, R FIRZRE LT, I’

mﬂtbm%/7mtw&/7m7%xkuymﬁﬁﬁém®@4%%%<twﬂ47w%m

Lz LT,

14.1.4 AHIFIR% O EVERBROMERICHESEFHE L,

142 KA LA L&, BOSRAEERMEZECI2EBN DD Z ERHERSNTWDHIZD, 2

HDOIEHF L [F— DR 7 A v &l L CRIFFZIEA LW L & LT,

143 RV UL X 2G0T HIRT 2—7 L ORBEAERHERI N TWDZH, RY v ¥ %k

EATHEET 2 —7 TR LW L L L,
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VII.

et (FERLDIES) ICEYSHEA

12. ZOMOEE

(1) EREREEAIZE D 14

BES TN

(2) FERRHERIZE S R

15.2 JEERARERERICE D (B

15.2.1 &k (7 v ) ICBW T, (RS M e A B O REEE & (480mg FARN %
5) O3FLL EORRE CRERENE GBME O, BEoIE., BoEEhr KT, 2y
K RBBOBM, ZIREE~DRELE) NEB OO, T v MEREBEEICST 5 EEEET
DOIgFTEEIL, WRBERELFRBECHo -, v AKPY L TIX, BIckiT2RkEHE
(FERBRBEEOZTNTI 3.5 AN 2.1 %) £ THEEA~OEEBIIRD LN oT-, HIHR
BRCIX LT T B VI LR 2 e 2T IR O bz o 72,

15.2.2 mIFICTHHE Rex v 7o Lp-r7aT5H A M) v &2T v b RO X~FRIRN S
T 25 L 50 mg/kg &Mz D FHE TR OWEM O 22 b2 o A B 220 2 i tE 2 b &2 5 & i 2
T ENWEINTND M,

(figast) * (fRgn) OFFILETIRLOEEF TG

152.1 & F CITHERFBEZRET DA RIERO N7 b00, 8 (T v b)) OFMERER
WBWCTHRFEENRD b, REICFEEH L THEEMRET L2 L & LT,

1522 @ (7 v M RO X) OFERBRICI VT HPCD (2 X 2 B g O bt o 22 b 2% oo £ #L
FH RIS TERERBD SN, AEICERHEH L CHEERET S Z L L L, 7E. HPCD
DOEBITEENTEEOBREREOH 2BETREININ, 20X 5 RBEFTORGRK
BRIZIR STV 5,
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X. SRR ERICRE 9 5HE

1. FEHER Y

1) EHFEEHER
(VI 3B C B4 2HE | OEBM

() REMREBHR

oy . Wy RE | %S e
AERIEH | B/ Hiha (3 ) ke AR AR
e LT LEE L L7 /LE B/ hERG &ifi 4 ICso fE=67uM
}fg)ig{”“ gﬁg'hERG 89, 29, 86uM | NA (%7 38,400ng/mL) . ICy fE=27uM (¥
s (in vitro) 15,500ng/mL) CHLE L7z,
N ed VTZAREM dapume | o R, OERL LR, GO
RO R | A X g@;‘li B x| B/t T OB AR | IR
e Chseppy | | Do,
EAEO®HSG 1.5 L2 FFR#%IC, 7 v
k6 PCH 1 DT & 7= & R O AT
A FRWLT, S0 —RIRESLITER
LFIVEE L DL oT, ZOTEIER T v
TGRSR | S 0. 5. 15, 45| 6VL/RF | FTHREFTARRARICEZ Y, %72 1
HeE 7 mgkg () | EoR—BICBE SN, EFoO
(k) FENICHIITEITH D LRI L, L
TIVEEWE Ty NOA—T T 4 —)b
RATEN R OMRIRIC B A2 LT S 2o
7=,
LT ILVEE IR F LT R T — L
_ . AR OBMEIZRT L, Smg/kg THiEH
S gﬁﬁ%i?~% T~8IL | I T d % AT kO
e Z v b mg‘/kg > > Vi3 TR UNIRBR 22 BN & R L\f:o LFILEE L
IV FEMEIR O R RIS R B 2 RIT S 7
Mot
L7 LE BB R, 1k
K OUM/MR) . MigEEE (be v e rE
MO 7e e BV ( ~<v b2
Uy M, fa~Tr o v, WEEE~T
Jorv g, tticmd hY 7Y R
ERa L AT a— VREICHEZ LTS
LFLEE L 10 5 ol REMORFT Y TL /T
SR TELEA Sy 0. 5. 15, 45| 4 o — LRI RO WIS LT R
F%RE mgkg () HINZH BRI o T,
(#&1) —F. JRFFT MY T AOHEZ LT LVE
EABGIC X0 BRI DT
U7 (15mg/kg B O A FICH
B) . ZoZiTEm W EEREEEICES
<HbDTHY, LFILEENLEORHEM
LA CIE R BEENICERO R VWE
1k & T L7,
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X. JERRREERICEIY S1RE

AR R

LT IVE BT R OERET v RO
MBEIC 2 %2 RIE S 2o Tz,

LT LVEEMIT v MHEE TOREE N
UU LOWIRIERE S L TRENFRICH
BB NI ST,
L L72ani b, HEKFNICHENAEYEH
DRE 2D SETIBENEY 2 L0 iR
b3 2% &5 ICHEE Sz,

. WY PR R | S
E W) IE ;,‘ /—J & L
RERIEE | #% M (4 b ) .
VT IVEE L
EERIN I EAEA Sk 0. 5. 15. 45| 6 /it
FEHE mgkg (1)
(R
VT IVEE L
H & R Sk 0. 5. 15, 45| 5 VL/#f
FERE mgkg (1)
(R
[==] B 55 <7 :E/l/:E y St ~ .
IR R g | YTVEEM S Na
FERE 5 107, 10°g/mL

L7V BV E LA T L RGO IUHE & it
BLFREIND-T2, ¥, TEFIL
aYy, kv b=y, ERXAXIURONE
AW R/ENR QN2 3V WA ARIE
WXL T, BRI R ORI E
DHDHLUTIVEELDOREIIRD S
Mo,

CHO-hERG : hERG F ¥ FAVEFREBT ¥ £ =— AN A A X —IIHEMIE, hERG : b b ether-a-go-go BHE A
o 1C20 LTV ICs0 = ZAVEIL 20% % OF 50%FHFEYREE . NA : not applicable

(3) £ DHhDFEHER

. B8 1 Vit e
ARERIH A . AR AR
BRI H COILY/p i) (43 AR ARk
_ . <A, Tv MEOE FOMIEEE 10 £RIC
%% LEE /L
(Zim) M s CCsfifi (uM)
ERAARERANE | e LT vE L 27730
Vet B e 5 %@%ﬁ L7 LE BV | MRC-5 Ml iZ k9 2 M £ 5 1
e v (in vitro) L7 LEE L 100nM F CTYEA 72 L
LT VE R | B DO S BRIZHT D CCsofE (uM)
(in vitro) LT LE BV 63~127
=7, el = | — N .
AR AR, 1\ BOHIRIEY | LIS | o mmmomak, 44y Tk, Bk
YF xR |V REHV | 10uM 5512 0 LB T IE S 72 1
EIZRT A EH 7o ks AR (in vitro) - S =e
74—V R L DLy FELE
DETEM., ENLE Y NHLEDHE
o> S - I NAON NS
RGO | 5o b LTy LFILEEL @JH#@RH#MEH%E; Wz v Fitibﬂﬁ
BICRIETE | MR | Sy P E ey P AT
Bt S T (in vitro) Z v FHARD KCl 37 FIHE 2 %9 2 I

T PER 2R LB T, (ER %
IRE TR0 T,
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X. JERRREERICEIY S1RE

W)/ RIE /R

SABATE B A |\ e

AR R

<7 A TORER

B2 EH (139%) L7z, Zok
FIX BRI E IR O 7o W 2 28
fbChotz, £lo. ~ TV ATOHAA
BIEAR . 1TE), FETR, RIE. I
JEAR ., TEE) AR GEER. MR
LTFIVEEL N OV RS I R . B, g
KA RHEERER | ~U X Tvh 30mg/kg alrxrse—, FUZUERY FK
(R m) Y HDL, ALT. YW ONZHIBEEISICE
BT HILVIR o T2,

v N TORER :

B IR SUTARAL Z2 A 1% O ST ED IR |
B, HREE e v b)) R
BLEOT N T AR Y U AR &
IZEALIX A SN2 o Tz,

ALT : 77=V73I /7 722727 —E, CCs H : 50%AMIaEERE, HDL : &ikE Y FERHE.
MRC-5 : & iR V2 iR SRR AE sk

2. EMRER 45 40
(1) EEEE5EEHER

a1k P 52 B 5 (mg/kg) WS Bt & (mg/kg)
< 2/ BOks 2000 =2000
(FHE 3 J8) RN 5% - 30, 200 200
ARV BOgs 2000 2000
(54 3 I5) Hr R - 30, 200 200

RO TOT v FOELIE 2,000mgkg TRO B, FHRNEEG TIXT v RO~ 7 2D T
200mg/kg Tl b7z, BkEEMEIE, 7y RO~ T AL IR OG- TiX 2,000mgkg, #ARN
¢ 5-CiX 30mg/kg BL ETRD H LTz,

Q) REZSHMHR

&5
P R BhH& B L
f
L #H | (mgkg/H) | (mgke/H) ERPTR (mglkg/H)
R
. « AST, ALT REU'E Y L E L DfE
| Mg 13EM |0 . 40 . N ,
~yAe ( 100 0 7 P 5 A 00 22 B
£ 12T B 100, 250 (250)
[KHE] EEOHL. BLEKko
ZEfudb, ARG NG O FIEE, RS
Sy kb e, 1I3AM |0 . 20 . | &E:60 BEMmE LIV N Y MO EE
TP g0 | o 60. 180 i - =180 (I 180)
[R5 ER] B3R, B
b (4 180)
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X. JERRREERICEIY S1RE

&5
-y R BH &= B L
L | (mgkg/H) | (mgkg/H) ERPTR (mg/kg/H)
R
i iy 26308 |0 . 17 . . bl
A % 15 It @ 50. 150 =150 B St 2 R TETRZ2 L
[FEE) AT D2 M, 1
TG . AR R o> 22 el o> 3§
Vi3 9 220 |0 . 10 . |#&E:30 B B RCORE EORN, A
77N o | miRe | 30, 100 E © =100 T (k 100)
' T [ BIR] B, K7k
B, EEET (F 100)
 AREB H —EO B DIFRTFE
_ . 0. 30. Mg, BARARE, HRE, KEE
P | S e oo i, EBILIE TR R &
T 300/250 ke D28k (300)
0 55 < RERED AR EEIMERD .
H=7 | BEME 4 | 39 R 10(‘) N 100 BREEDEAL (K, HIE, M
A ¥ | 4~6 T x| %Wmo‘ AL, IEEIMEART)  (250)
- WEDRE BN &Y (200)
A5 M
H=r | HEME 4 |28 B |0 . 10 . | =100 - FRREE R M R E R B
AP | 3~5 L FRN 30, 100 ST EE o B3 D254 (100)
30

b RSP O BRI XIS

<FEHEMEICBE L T>

Z v b 13 AR5 RER Y O 180mg/kg/day (FFRIRZE RO 35 OmHERFICBWV T,
VT IVEELVOIERSRE () ~O@mENfl S, ARG E OFEIL. B EE o,
AEFEHAIE O FIBE, RIS M R OV b U B OBE, R ERTOR D RO T EETH
0. BEREKOHEE EEROBEERD 2> T\, —F, Bl E 250mg/kg/day [ iR & O
57 % (RROLGERE?) UL 3.5 % (EARNEGEREY) 1 & 13 l#RG Lio~ 7 A3 EATE S
MR D be ol e,

T, ATRARERBRO L L CEEINMEY =7 4 PUZIREEICET 5 13 BEER NS
AR ClZBWTH, IEHE 240mg/kg/day [ ERRMEEE EOK 3.5 5 (RROKGRE?) 0T 2.1 %
(FFIRANBEGREY) | £ CHEO AT B ROBLITRD DN olz, VTIIVEE L E D=7 A
NWRO~ T 2 LT, BEATESRE RO RITRO b nZ Lnb, T v M TORERT
RIZZ ORI RNZ2TATH L LB 2 b,

*1 : HSCT B 1Z%F 95 480mg FRlRN 1% 5-IFF DI 2 & & FLIZ F
*2 ¢ HSCT B ICxt4 527 m AR Y U OFH T CTO 240mg #% 0 % 5RO IR EE S 4 B E

3) BIEEEHRER (inviro. T9IR)

B 2 O D IR 2R BB (Ames iER) | invitro YR RF B (Fr A =— AN LA X —
V79 flild) | KE~ U A HIMERBRIC BN T, LTV EE VIR EEE RS R o T,
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X. JERRREERICEIY S1RE

@) DA RESER

1) 6 » ARROBRENAFEHRER (w7 X)
rasH2 N7 AV x=v 7 ~0 A Q5EHEEE) # MW7z 6 » A MR O #G23 AVJRIERER CIX, 4
L7l KHETH 2 HED 150mg/kg/day K O 300mg/kg/day &£ T, & MIHME RTHE 72 JE ﬂaﬁk

DT AT

P BRI,

2) WoE 7 Fu—FIZ L BBARMY R 7 34H
2T v MR AREMERBROMRE L LT,
evidence) 7 7' —FIC L DN AEMEY X7 Gl 2 %05 L7-, ATFRIBER T X COIKBFER, AW
FH L O T — 2 O@FERNRAME 2 Ehe L7-FE R, LT AT EALDOE MIRT D8 AR

nnEEZLNT,

5) EEFLEFESAR

ICHSIB (R1) A RT7A 2%, WoE (weight of

M - Be b 0T

Eb7/Ea s B R e 514 (mg/kg/ F) (mg/kg/ )
ZHRRE L ORI AR 3 A4

M ZZECHT 10 R~
A BO A~ kR 7 60
- e i3y . (FHK9 15 ) 0. 15,
7t 4 24 T FEH M - ASER AT 2 W R~ 60, 240
AR IR ~1T4% 7 H e . =240
H (%16 BRI
_ ik, AZBERT 15 8~ 2R 0. 30,
- d %
77k % 22 T rEH R ~ 22 3R BT B 60. 180 60
_ N uts . . 0. 60,
=7 A% ea sy 13 [ 120, 240 =240
- BRI D3 AE
_ il . _ 0. 10, 0 (BHEXK
N f ~
7>k & 20 T #EH WEiR 6 A ~17 H 50. 250 i 12)

. il . B 0. 25, 5 (RHAK
vyxe £ 20 Pt #H Wi 6 H~20 75. 225 OREIR)
HAE BT R OV A £ 00 38 A2 30 DN BEA OFERE
_ il YR 6 H ~43ithtk 22 0. 10. Fo : 45

- h ¢
77k k24 T #EH A 45. 180 | Fi: =180
WET v
Z v hi fs/ﬁ e qn 14 Higns 5 2 8 60. 180 =180
oi s R O A FRER I3 IG

1) %Hﬁﬁ%&(ﬁ%ﬂﬁﬂ%ittﬁgﬂ“é?ﬁ% (Zv b, V)

HEZ vk ‘xﬂé‘ﬁéuiﬁﬁ 4

BB SN,

BWT,
Z %2% T OEAR T 2 & AR E ~ D7
PEIER L7 2 WREETHDL EEA LN, T v M)
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X. JERRREERICEIY S1RE

240mg/kg/day (ERIRMEER R DK 5 5") FTHELZRITI R o7, =7 A4V LZREEICE
T 5 13 MR OB GRER TlE, MOASRE ROZLITRD ST, MR X 240mg/kg [
IRIZEE SR DK 3.5 5 (RAKGER™) SUIM 2.1 5 FRIRNEGET) ] U ETH o7,

*1 : HSCT JBFIZxHd % 480mg #lIR N & 5-RF ORE 8 & % H Y
*2 : HSCT BF T 5> 7 v AR Y U FCO 240mg 13 N & G R ORGE &4 LI

2) & - BBRORBAEICETHER (Fy b, U¥X)

Ty b TR F ¢ O - JRRBEAICET 2R AEBERBRTIX, 7 v N TOBEBIEZ S I
REEOKM, BHTE GREIZEME, BB, 51 PrEsExdE) | BRER (6 14 i
R, (IEHESZER) | R R OR RO RBEO EANRO BN, £, UHFT
D 13 W 2L anERMEE (FF) KO%E 13 e GEa 2 ~BXIIsaehE. £5)
DFBLEEOEMMA R 2 £ 5 HECBE S [T v b @ 250mg/kg/day, AR EE & O
18 fi (RO GHE) SUTK 11 5 FRIRNEE5-852) | U39 : 225mg/kg/day, FGRIRZE B D)
28 1% (REOFGREY) LK 1.7 %5 (FEIRNZEGR?) 1. 7 v BRSO - i R EME R
ICBWT, AT E AT 5 LT L BB 5 BT o T,

*] : HSCT B ICxt3 527 v AR Y UOFH T TO 240mg #% O 5RO URER & B H
*2 : HSCT FBE 2% 9% 480mg FRlRPN 1% 5-IFF DI E & & FLI L

3) HARIAK AR OFBAE CIZRHEOKEEIZEET 2R EB® (Fv 1)
LT VEEVEIENR 6 BDaoitk 22 HE T Fo M7 v b~RO®KEE5 LT, 7 v b F o
A3, ATEY. AREREM OVZIREEICHT D LT LB EL DL FME L7 b, Fo HA 0 MERE
HiX., mHE (180mg/kg/day) TOMIT OIS 45mg/kg/day T -7z, Fi AT,
RN L 7B & [ 180mg/kg/day, BFIRPRFEREOK 3.7 % (RROBEHEE) U322/ GRIkM
BehHKE™) ] EFTCLTEENMILDAFREEITI R o702, Fi ISR E 22 013
<. ZIBRROIET b bNehnoTz,

*] : HSCT B ICxt3 57 v AR Y U OFH T TO 240mg #% O 5RO URER & B HE
*2 : HSCT BFIZx T % 480mg FlRIN & 5-RF ORE R & % JEI B HY

4) 9By "NEERR (G 1)
HEZ v M2 14 B 5 2 BEKEO#ES (60, 180mgkg/ H) Lzt Z A, &/ U MMARHEE RO
FERICEEITRD b, mEM R 180mg/kg/ HLA ETH -7,

(6) BFTRIBEFER
1) IRFIEHE (V)
A R K OB OFE S, LT L VIR L TR ORIME S v Ic S iz,

2) BRERIEEME (in vitro)

MatTek EpiDerm™ MTT EfFMERBROFER, LT LT /LT E G s LTl LEEZ B
776
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X. JERRREERICEIY S1RE

3) #RN. BT, HRNSUIBARN RS RFTREEE (7 3 F)
Y F~ 20%E RrF T a e lp-rraT XA MY UFRIRICEM L7 LT VB REL 25 XU
Smg/mL ZFRARIN. BRSO TH G LT BT 2 R keI A o e hhote, 2o
7T XA N R TR, BN %I OB E B U R BRI 2 (A
fel oD BAREEIE) H3FRD BTz,

(7) EDHOFEHEM
1) "EwEtE (vU2R)
< U AP B (LLNA) 23206 L7/5 2R, V7 VB VI3 REME T3 e B
2B,

2) kEHE HRET v )
MA T~ ML T EL (0, 100 X% 500mg/kg/day) % 3 HEERE L CHMmlRO&RSE Lz
%, ¥t/ TERNTOEE RS GELREDE) LT, 20XEEEZFHMILZE 2 A, LT
JVE BV U7 2 R RO ST A2 R T AT SRR b ie o 7z,

3 EReFUFub - r/aTHFR N VOFEY
RINAICTHLE FrF 7o LB-r 7 uTF AR v &2T Y b ROA X~FFIRNEEST 5 &
50mg/kg % #E x5 & TEIEKL ORI O 2 fa b5 D AP PR e SIS Z L 2 51 & 292 & 2Vl
HINTWD,
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X. EEMEHRICEAISEE

10.

RHX5
BUK| LN L ACEIEEAE 240mg  BISE, GRS, E—ESOM TSI L TS D L
ARGy - LT VR R BIER

AR
AN - 3 4

BEIRETORIE
iR RAF

WL EDFEE

20. L EDEE
SMFEBAEMZ 13O L TIRIET 2 2 &

HBEMRTEH
BEMEERLTA N 5V
<THoLky :HY
Z DD B T ER
TUNAIACEBNFEINTBESAL ZFKEDOHF~ (RMP ® U A7 F/MUIEBI D72 DI /ERR S
N7=&x)
M1, 4. @ EHEAICELCEAMT &R XL 2. ZOMoBEER) OHSM

R—R45 - RZhE
[l —poy - 7 L
[FZh3E . 72 L

EEEEAA
2017411 H 1 H (BFH)

SERFERZEFABRUVERRES. XMELNSFAR. REMKFEAR
IR 784 BUENREAGREHN B A& SEAAEIRAE A B | BRGERTAREEA H
7 V;iff S AT 20184-3 H 23 H 23000AMX00456000 20184-5 H 22 H 201845 H 28 H
#rE 240mg

PEEXFXIREM. AERUVAERZEFENEOFEABRVZTORA
202348 A 7 H ¢ EIRSIRM SCEUGTHRIC LY . MM Z2BM% 200 HH o2 AR L
T5LE9. THEEROCHERICEETZEER 2587,
202445 F 17 H : ZhREBEN
SEY Y g =B A ESIE S
EE BB BT DY A b A H 1 A )L A JRYLIE D FESEHH]

BEEIRR. BMERRAREABRVEOAR
M LA
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X.

EEMEHICEHY SEE

11.

12.

13.

14.

BEEHM

(R 15 i 6 A L R A )

1045 : 2018 4= 3 H 23 H~2028 453 A 22 B (A A ESKS)

(N2 )

SHE10 5 H 1202445 H 17 H~203043 H 16 H

BENMFIRICEYT 515K

M L7

&EI—F
. JEA A AL | SR EE LT — R - o Lt 7 NER L
W5E4 IR, 2 — | (Y] 27— 1) HOT (9 #1) &5 N

TLAA I AY 6250406A1029 6250406A1029 126264301 622626401

FLTR ERE 240mg

REHHGLEDEE

BARWAR
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XI . 3k

1. BIA3E
1) HNEE: LT VEELDORRNERZ IR 2t R & U2 BER O & O IRN #5505
(027785%) (20184F3 H23 H& R, CTD2.7.6.2, 2.7.2.2, 2.7.2fF#k)
2) thEE LT VE BV O A AR NGERE R E b G & U T RCIERE 1 R ONERIR R 4 - R
(026385%) (201843 H23 H#&FR, CTD2.7.6.2)
3)) HENE R LT LE B L DI H AR N MR & MR & oo 4 & L 72 QT/QTe #F il 3 R
(0047%85) (2018423 23 H4&GE, CTD2.7.6.2)

4) FEPNEEE : CMVEUAR RS M o [F)F )& i o il e B Rl AR 3 2 kP 520 . R S AE B Is K D
CMV O 2 a9 2 2 OI3HABO LT ILE AT T 7 B AR 2 12 R 05 L7
DRV A2 L U7 A, Shaasdtm, BER, —EER, 77 AR,
HEROGRER 0203808 (AIC246-01-T-23K0R) ] (201843 H23 H7&FE, CTD2.7.6.3)

5) AENEE B A RATr AR (CMV) HUIREENEO B RS @A B Al R 2 x4
\ZERIRAICEIR D & 5 CMVIER DO FBiAZ BN L L CL T AE B A Z G LIZBEOREMER O
e Z R 2 SRR T T A S TTARGABR (0015K5k) (20184£3 23 H &RR.,
CTD2.7.6.3)

6) Marty FM et al. N Engl J Med. 2017; 377(25): 2433-44.(PMID:29211658)

T) FENEE A R AT v T A L 2GR O R E i B R ~ D LT E LT
B2 B2 100 H 7> 5200 AT IER U 72 B D2 AV o O OWE 2 R+ 2 —HEREMFEAL T Z
T A e FEE ITAHEER (0403K5R)

8) Russo D et al. Lancet Haematol. 2024; 11(2): €127-35.(PMID:38142695)

9) FENEEL: IEHARANRNBBMEE % x5 & LIZCMVIEYYEDRIEMHNCB T 5 LT LT E L
DN B2 VT v 7 m e & s 5 S R 2% (b 52 e BB T AR AR

(00235R) (202445 A 17H#&GR, CTD2.7.6.2)
10) Limaye AP et al. JAMA. 2023; 330(1): 33-42.(PMID:37279999)
1) #ENEE . BARANBRANB RS 2 515 & L7 CMVIEGE & ONEGIE O FIEMHNC BT 5 LT v
FENAOZENE, AR OB E A R 2 FEEEAE S (L R B M AR (0425K5%)
(202445 7 17 H 758, CTD2.7.6.2)
12) Ishida H et al. Clin Exp Nephrol. 2024; Apr 13.(PMID:38615067)
13) tNEER : LT E BV OSPERER (B 2 AT 5B, BIRAOSEBIEARR . 2 e S EAR)
(2018423 H23 A 738, CTD2.6.2.2-2.6.2.8)
14) Marschall M, et al. Antimicrob Agents Chemother. 2012; 56: 1135-7.(PMID:22106211)
15) Chou S. Antiviral Res. 2017; 148: 1-4.(PMID:29107686)
16) Chou S, et al. Antimicrob Agents Chemother. 2018; 62: €00922-18.(PMID:29914965)
17) Chou S, et al. Antimicrob Agents Chemother. 2015; 59: 6588-93.(PMID:26259791)
18) Goldner, et al. Antimicrob Agents Chemother. 2014; 58: 610-3.(PMID:24189264)
19) Chou S. Antimicrob Agents Chemother. 2017; 61: €01325-17.(PMID:28827420)
20) Muller C, et al. Antiviral Res. 2022; 204: 105361.(PMID:35690130)
21) tHNEE: LT AEEADOIE R RNEFELEGRERE 255 L Lo o R (02935r)
(201843 H23 H /K7, CTD2.7.6.2)
22) HWNEE: LT AE LD AARNERELERIRE 2R L LI ER KRG ROy 7 v 2R Y
v & ORISR (0325U) (20184323 HKGE, CTD2.7.6.2)
23) HEWEER : LT AEELDOIEAARNBELXEPRE 2R L LcI a7 =) —VRET =F v
& O AR (02238r) (201843 23 H &, CTD2.7.6.2)
24) HNEEL: LT VEENLDOIEARNEEDHERRE 256t R L Licy 7 n ) AR L OEYIE AAF

AER [013545% (AIC001-1-0077K%%) ] (201843 23 H7&G¥, CTD2.7.6.2)
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X 1. >k

25)

26)

27)

28)

29)

30)

31)

32)

AN N
NN AN

39)

40)
41)

42)

43)
44)
45)
46)

FENER : LT AT ENLDOIEARNBRELYERBRE 2 G L LTI XY 7 58 DM EEH

bR (01630 (AIC246-01- 1 -11585%) ] (2018423 H23 H4&#¥, CTD2.7.6.2)

FENEE . LT E BV OIEH AR N PERERE 2 %t 5 & U 7o FH S B m] R OVRCIE A% 1 ¢

B (%= FA), HEIEOKEFIRNE S (3— FB) Ity T2 & o 3R B EH
(3= FC) #Br [0183ER (AIC246-01- 1 -1338BR) ] (201843 H23 H /K2, CTD2.7.6.2)

HRNEE : LT VEEL DI RANREREAERERE 2R e LI 7 ARV ENZ 7 a )

LR L DI E/FEHRER (003305k) (2018423 H23 H 7K., CTD2.7.6.2)

FENEER . LT BBV OIERRARREZIERIRE 2R e Lz r ) AR L O3EYFE A AEH

bR (0363458) (20184E3 23 H &8, CTD2.7.6.2)

FENERL . LT VBBV DOIEARANBEZMERBRE ARG L LT v 7 v e b O3EYHEAAE

MEER (0343858) (201843 H23 H7k#R., CTD2.7.6.2)

FERNEE: LT VBV OIEARAEEZ GRS 2550 e LR 2y — v & ORYI A

TERRER (0335RBR) (201843 23 H&#, CTD2.7.6.2)

FENER: LTV EE LV OIEARANRBERMERRE 2R L LR ) oY — v & OIYHE

TEARBR (025586%) (201843 H23 H &R, CTD2.7.6.2)

FENEE: LT VB ELVDOIER RNERLMERE 255 L LT bR ZF o & 03y

HAEHRER (02335) (20184E3 23 H7&3X. CTD2.7.6.2)

FENERL . LT E BV OIE A AR N PERERE 2 %P5 & U 7o MBI 3E & o 38 BL1E H

bR (0353B%) (20184E3 123 H &R, CTD2.7.6.2)

Wang YH, et al. Clin Pharmacol Ther. 2019; 105: 515-23. (PMID:29901213)

Menzel K, et al. Clin Transl Sci. 2023; 16(6): 1039-48.(PMID:37085998)

FENEE LTV BV ORRREEERER (201843 A 23 H &, CTD2.7.2.3)

FENEEF - LTV BV OIERIRIEY BRI (201843 H23 H7KGE, CTD2.6.4.4, 2.6.4.6)

FERNEE : LT LR ELDOE MBI DinvivofUiT (20184E3 123 H &R, CTD2.6.4.5)

FENER  AHREE NN T AR —Z —(ZB# L7 LTV VO EMER (201843 A 23

H7&k#R, CTD2.7.2.3)

FNEER : L7 LE B VORI (201843 A23 H KRS, CTD2.7.2.3)

FENERE . LT VEELOIERARNE BB EE K OV RS 2 x4 & Lo KB 53R
(00675 (AIC246-01- T -16346x) ] (201843 H23 H7&GE, CTD2.7.6.2)

FENEE . LT T BV DIE B AR N KRS RERE E A L OV R e PE B 2 x5 & LT SRR

OG5 (015545 (AIC246-01- T -1034B%) ] (201843 H23 H/K#8, CTD2.7.6.2)

HNEE : LT LR ELDT v IR RBATICET 2368 (2018453 H23 H /K8, CTD2.6.4.6)

Gould S, et al. Food Chem Toxicol. 2005; 43: 1451-9.(PMID : 16018907)

HNER: LT LEE L OEMERER (20184E3 H23 A&, CTD2.6.6.1-2.6.6.10)

HNEE: LT L' ELOEERER (202445 A 17 H &G, CTD2.4.4)

2. FDhnSETH

110



XI. 8EE&H

1. EGHETORTRE
AFBICE T DRESUTDNR, HIELOHEILLTO LB TH Y | SHETOABIRI & 13 HR D,

4. PMEERIIHR
TERIZTBHFSYA M AAODA )L RAREREEDFEEINH
OmEEE m#FMiaEiE
Ofigi#r 518

6. RERUHAE
WHE., RAIZELTAEE/LE L T480mg 2 1 H 1B, £ 60 )i CafiiFET 5, 7 1A
WY EOFHEET HEAITIZL TR ELE LT 240mg 2 1 H 1 [EL £ 60 5325 T isiE
T2,

SENC BT B FEFEIRIL (2024 4F 5 H BS)

4 IS

ined PREVYMIS®

I - Btk PREVYMIS® Tablets 240mg
PREVYMIS® Tablets 480mg

PREVYMIS® Injection 240mg/12mL (20mg/mL) in a single-dose vial
PREVYMIS® Injection 480mg/24mL (20mg/mL) in a single-dose vial

TKERAE A 2017 %11 A

ZhEE « 25 A RAFTE T AR (CMV) O MLIEHA B E D %\ R FE 8 i 4550
Jafit (HSCT) Ly BTy b [R+] I2BITF 5 CMV YL OURLE
DY 5

w27 O NEBMEBEE (K —CMV AR/ L vz b
CMV MiEPUREM [DHR—] ) 2B D CMV KIED T

Mk - HE HESEFH &I, 480mg 2 1 B 1B, &0 X ia%ﬂﬁ?ﬂ&i-?f%é
PREVYMIS &7 n AR U E2HAEET 56, HEZHEITD 2
&o

PREVYMIS HEHAIZE Fufxs 7o Lp-vr7arF A ) v 2854
L, BARGENTERWEFIZORMEAT 22 &, BEIEEHZWRAT
X 5% E1XE HIZ PREVYMIS SEI28)0 # 2 % 2 &, PREVYMIS #2 & OF
bt Spaillt i\ ERIOHEWT CUI D BEx CTHEMT 22 &ncx, ®AEZY) &
2B HERFH IR ETH D,

HSCT :

PREVYMIS % HSCT O Y H L% 28 HH O (EF0FHE
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W 7e 4 PREVYMIS
HIFE - Bikk PREVYMIS 240mg film-coated tablets

PREVYMIS 480mg film-coated tablets
PREVYMIS 240mg concentrate for solution for infusion
PREVYMIS 480mg concentrate for solution for infusion
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8.1 Pregnancy

Risk Summary

No adequate human data are available to establish whether PREVYMIS poses a risk to pregnancy outcomes.
In animal reproduction studies, embryo-fetal developmental toxicity (including fetal malformations) was
observed in rats during the period of organogenesis at letermovir exposures (AUC) 11 times higher than
human exposure at the recommended human dose (RHD). In rabbits, no embryo-fetal developmental
toxicity was noted at exposures that were not maternally toxic (up to letermovir exposures 2 times higher
than human exposure at the RHD). In a rat pre/post-natal development study, total litter loss was observed
at maternal letermovir exposures approximately 2 times higher than human exposure at the RHD (see Data).

The background risk of major birth defects and miscarriage for the indicated population is unknown. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

Letermovir was administered orally to pregnant rats at 0, 10, 50 or 250 mg/kg/day from gestation days 6 to
17. Developmental toxicities, including skeletal malformations and umbilical cord shortening, were
observed at 250 mg/kg/day (approximately 11 times higher than human exposure at the RHD). In addition,
decreased fetal body weight and skeletal variations (due to maternal toxicity) were observed at this dose.
No embryo-fetal toxicities were observed at 50 mg/kg/day (approximately 3 times higher than human
exposure at the RHD).

Letermovir was administered orally to pregnant rabbits at 0, 25, 75 or 225 mg/kg/day from gestation days 6
to 20. Developmental toxicities, including spontaneous abortion, increased post-implantation loss, and
skeletal variations, were observed at a maternally toxic dose (225 mg/kg/day; approximately 2 times higher
than human exposure at the RHD). No embryo-fetal toxicities were observed at 75 mg/kg/day (less than
human exposure at the RHD).

In the pre/post-natal development study, letermovir was administered orally to pregnant rats at 0, 10, 45 or
180 mg/kg/day from gestation day 6 to lactation day 22. At 180 mg/kg/day (approximately 2 times higher
than human exposure at the RHD), total litter loss due to stillbirth or possible maternal neglect was observed
in 5 of 23 pregnant females by post-partum/lactation day 4. In surviving offspring, slight developmental
delays in vaginal opening and pinna unfolding were accompanied by reduced body weight gain at this dose.
No toxicities were observed at 45 mg/kg/day (similar to human exposure at the RHD).

8.2 Lactation

Risk Summary

It is not known whether letermovir is present in human breast milk, affects human milk production, or has
effects on the breastfed child.

When administered to lactating rats, letermovir was present in the milk of lactating rats as well as the blood
of nursing pups (see Data).

The developmental and health benefits of breastfeeding should be considered along with the mother's
clinical need for PREVYMIS and any potential adverse effects on the breastfed child from PREVYMIS or
from the underlying maternal condition.
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Data

In a lactation study, letermovir was excreted in milk when administered intravenously (at 10 mg/kg) to
lactating rats on post-partum/lactation day 10. Letermovir was also detected in the blood of nursing pups on
post-partum/lactation day 21 in the pre/post-natal developmental study.

8.3 Females and Males of Reproductive Potential

Infertility

There are no data on the effect of letermovir on human fertility. Decreased fertility due to testicular toxicity
was observed in male rats [see Nonclinical Toxicology (13.1, 13.2)].

A —A N7 U7 D458 (An Australian categorisation of risk of drug use in pregnancy)
B3 (2020 49 H)
Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of

which is considered uncertain in humans.
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8.4 Pediatric Use
Safety and efficacy of PREVYMIS in patients below 18 years of age have not been established.
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