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DNA Deoxyribonucleic acid F A%V REERER
ECso 50% effective concentration 50%1E
ECoo 90% effective concentration 90%EM IR
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HCMV Human cytomegalovirus E YA AT A LA
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HSCT Hematopoietic stem cell transplant & g R0 R A
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International Council for Harmonisation of | [Z 3K W& Fafn E RS
ICH Technical Requirements for Pharmaceuticals
for Human Use
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NA Not applicable L
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1. BR5EA
1 # £
T LA I APEE 240mg
Q@ #* £
PREVYMIS® Tablets 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-
dihydroquinazolin-4-yl}acetic acid
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BRCHEML, £EGHOBREOMIZIIDR &6 7 BRIOKRIEBIR 25800 72, AH 2 Ha Rk
Wb L72BE> QTP R GRBREEME A O~ AR THIE L7 QT MR OX—Z 7 A b
DEALED T Z R LD [90%CI] O KEIL, 960mg T 4.93 [2.81, 7.05] ms (F51% 1 KF
M) . 480mg T 2.72 [1.05, 4.38] ms (F&5-1% 1 Kef]) & VW OREREAIZB VTS 10ms 2 F

D, WTNOBRAEBERNICERDOH 5 QTP RO IER XA Loz,

) AR OMEROHE
WH. RAZIZL TV EELE LT480mg 2 1 H 1 [EREAKEGT5, v/ rARY v EREET 254612
ELTAEENE LT 240mg % 1 B 1 [EEOEEST S,

3) FERIGERRHAR
HME R L

(4) REERIRER
1) BREREEHER
OEENE R AL WAT F BSOS
(IR sl A

R4 TR WARAUER (020 3ABR) 9

j%?“f % WERR HEIR S R A (L T b o B B

FHEHR | *  CMV JUREMEO RS i m (HSCT) BF I L, A4 60, 120,

240mg XZ 77 kAR%Z 1 B 1E 1288 (84 AfE]) AL L, LFTOHEE%

7T AREE & AFIRE TR T D,

1) AHIOHE 84 HIED CMV OHFEIEIZNE © [CMV B TR K
Lo BREORIE

2) AAOEE 84 HHD CMV OHFEIMEIZIE : [CMV LB
FCTOHIM

3)  ARHFI DO KR

PSES CMV FLEBEYED [FfE HSCT B3

TRER o 18U EOE

FE o BRI 1 FELNICIE R CMV fE 717 ) G (IgG) HLiRBBEMECTH - 7=

o HIE., VoS, AYFU UNE, ERTF U NE, SREEH
., ERRER., EEEMIREO VTN L Y WIEIOFEFE HSCT AE|
AT HET 40 B LANICHETT S =3

s mEMBEXAEr 7Tt FAMEKIR A, B, C LT DR ORI —F L7 ik
SUTFEIMARD R =08 B SUIRMN MM OB &2 2 738
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V. BEICEYT HIER

o Bhith. AEOFTANELNTNDHE

o BHBRLART 5 HLNIIEEME CMV BRI S o 72

o FMoLGA, BHEFREZ T TV D, WHIRBEEEEZHWD ZEICREL
TWBHHE, KOS, BEFIEZ2Z T Wb, A% THD, ity
IMEHEVER WD Z EICFEE LR rfRE /B

o LHOHA. Pt MEREMIFT N e romiERENEETHDHE

R 7 1%

o BELEAKAK 60mg BE, AA| 120mg BE, AK| 240mg BEXIT T T BARREC T 1
1: 1 OHTEY AT, AR UZT T EROWT A 1 B 1[E 84 H RO #
517,

BRI

GERILES

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

Ha

(2) 84 HEOEEHFPIZ [CMV YT IHARRRE*) & 725 £ TOHIRH]

* [CMV B THARREN) 1, BLFOWT I OFRORELL BT 5,

T a) EHMEERIMT O CMV Y : i T 5 2 DO R CEHREZ2 2
O ML IR AR S i EFEBI O R D CMV A& TW b B
L7y ZORKR, WBRIERGNRPILES N, Y AR— DUTRE DB
BEAL, EHIIND 2 DOBEMRIED 9B 1 DX AR
THEMENHREND

b) ReERFEEZ1E 5 CMV JEYIE D3 B

(E72) | (1) 84 HIFOF5-WIH Ol askeE 2 £ 9 CMV BEYYENFEL L 7= HI&

Bl KOS £ ToOWIM

RV

o HhMEO EEMNTFGAEM 1 Full analysis set (FAS) & L7-, FAS X, I8 oO# 5%
1ELL B, BAEALZIZ CMV R (SEHEE R T P e ik is) % 1 Ll
ZF T RTOBENSRD,

o [CMV EHTBIAREKE] OBFOEIG O TIL, 84 HEOHGEHMSE T AT S
NOEETHIELZEE (FEFSR, WU, [BRIEMFEERLEST, FEREZ)
MHHIE LT -T2,

[Z421k]

All Subjects as Treated (ASaT : 1GBRIEI 5% 1 BILA L F 72 83) &Xxt5L LT,

PAF % 3l L 72,

() AFFLORIBEIG, OGN, EIEE, TRBEE L DR IRER

() REMEIZHET DRKRRE T A —X

(B) A ZNY A (G - PERBIm . DRk, R | 12 FELER LT
kA

i)

il R

[B2h]
BT B 133 B ORA| 60mg #F : 33 B, AA| 120mg # : 33 i, AAl 240mg
BE 346, 7T 2AREE: 33 41)
ASaT MRS« 13161 (KA 60mg B : 3361, AHKI 120mg & : 3141, AHI240mg 7 :
3415, 7T AREE 33 )
FAS fE#T x5 « 131 5] (A 60mg A : 33 51, AAl 120mg Ff : 31 i, AH| 240mg
BE 346, 77 vAREE 33 41)

A E H

(1) 84 HE GBI FIZ TCMV YT R & x o T-BEDOEIS
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V. BEICEYT HIER

. [CMV JERTBEARE S Lo T BEOFEIG I, KAl 60mg # T 48.5%
(16/33 i) . AHl 120mg FET 32.3% (10/31 ) . AK| 240mg FET 29.4%
(1034 ) K OT T HHREET 63.6% (21/33 i) TdH . AHK| 240mg B3 i
BN Tm, Fio, AF120mgBE (p=0.014) J OAH] 240mg (p=0.007) #ET

1377 BRI ANE BITE o T2,

& 84 BEOKESHRERIC TOWN BEFRHTML) G2 BEDESE (FAS) (020 HER)

[ | | o — N
60jijéay 126iij£ay 246ﬁij£ay 17}§;§;d<
N=33 N=31 N=34
AT n (%)
bHot 16 (48.5) 10 (32.3) 10 (29.4) 21 (63.6)
CMVT L TREARRE) 7 (21.2) 6 (19.4) 2 (5.9) 12 (36.4)
ZOMOEBRIZ LD H Ik 9 (27.3) 4 (12.9) 8 (23.5) 9 (27.3)
el 17 (51.5) 21 (67.7) 24 (70.6) 12 (36.4)
A AL O5%CD) 175,169 | 00850857 | 0075,0739
p fES 0.321 0.014 0.007

TR TR RN T AT CMV EY K ONBaRbs 5 4 £ 5 CMV BRYUE 2 3681, XUIfhol (5%
TG B, IRBRFEMGHEEAGEST, FEMELS) [2XY 84 ARTNICIABRIEER 54 ik Lo haF &
EFRINT,

PORHBIBER 7T 2 AR

S ARIBEL 7T B AREED Fisher D HEBEERE

(2) 84 HEOFE GBI FIZ TCMV &S TR & 7225 F TOHIM

. [CMV EGe TR & 72D £ TOMRIE, KA 240mg BETIL 7 7 AR
WA RICIER L. (p=0.002) . AA| 60mg HE& N 120mg #ITAE TR
noTz,

1.0
-
0.9 :
L
1 : - -
~ 08 ' . . ooe
> )
% y
m 07 |
#® -
L L
D
£ 06 . . .
A
05 TRIREE A% 60mg/day 541 a K% 60mg/day
A% 120mg/day ® K#| 120mg/day
———— Z#l| 240mg/day x A#| 240mg/day
— = 75tR n 7SR
04 T T T T T T T
0 10 20 30 40 50 60 70 80 90

CMV BEFRAMINE R D ETOHE (B)

B - A XY bOFEBS R L GBRIEES 2 B PRSOGB4 BB S GBS PR R RO B OISR WEE TITH Y)Y
EL7ze ANV MOEBRH L GHEES RET LB SREOGHER T HORE LT L L.

M 84 HElO&REHHEPIZ TCMV EETEIAKI] & 7825 % ToHlH
(Kaplan-Meier 7’ v ) (FAS) (020 #5k)
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V. ARICEY SEA

KR A E H
1) 84 HEOHEGWIM T OlEREEZ > CMV EYYENREL L 7286 K OV E
F CTOHIM

gt oals 2 9 CMVIEYLE L 2 SN BE TV THoORGHETHLRD L
otz l=d, RFHEHEBIZOW TR CE 2oz,

[Z244%]

o BEEOVH R EWIR (SD) 134K 60mg BET 589 H (32.11) . Al 120mg #ET
64.6 H (31.18) . AHAl 240mg BET 66.5 H (3021) KONT T HARRET 442 H
(33.96) TH-oT-,

e RN (1 HE»DEGKTH 7 BHEET) ORIEAOREE AL, AH
60mg #E T 33.3% (11733 ) . AHI 120mg BET 12.9% (4/31 #]) . AH] 240mg
RET5.9% (234 61) ROT 7B REET33.3% (1133 6]) &, AFIDHEIH
MUTHEWERORBENEMT S Z L1372, BEMICITE AR CRIER O
SEEEI I - 72,

BRI OEELRBEARORECICE > - EEREWERIZ 2272,

) RHNOHELOH &
WH, RAKIZLTAEEALE LT480mg 2 1 H 1 BREAKREGT D, 7 rARY U EAEET 546
WIELVTLEEALE LC240mg % 1 B 1 EREA#ET D,

21



V. BEICEYT HIER

O d 15

([ e 5 of A L RS i)

N CMV HLIRBGE D pl [FFE & i i A IR Bl FR T & X G ERIRIICE R D & 5 CMV
YD TR HEE LT LT IVE BN ARG LB 220K O 20 2 35+
5L CHEREELT T 2 ARRREIAERER (001 #AER) 9 ©

BRTV | St B RIS (LT SRR

FEAW | AF UL T TR E2EG LEEBEO, Btk 248 (6 » H) LINOERKIICER
DD CMV YD F BB 1T 5 ARHK DA% 2404 %,

POE HARNZ ST CMV HUREGMEO Bl RIFEE e (HSCT) B#E (E{EAL
INTBE S04, 5B HARNEHE 36 )

TRER o 18U EOE

L e HSCT #ii 1 FELANIZ CMV OHURGED RO G T 5% [CMV IgG HLikl

M (RY) oL ]

o WIEIFEITE HSCT (EHE. AH Mo iiia X X ) 250 5%

o EVEAEIITET 5 BUANICERER L7-MERIA L W . CMV DNA 23 &
Mol

o HE{EAEINIFERC HSCT 1% 28 H LN OFE

o HHRT D TN — M — AR &8 B Al REME MR O TR W

F RS | o BEICHEMEHSCT 22072 03b5HE

e o EE/EALEINET6 » ALINIC CMV BYYEDB 2 H T 5
o [AEEE UL HSCT O W HumE i b BIEZ LB £ TOMIZ CMV MLE

NRD BENT=H

o RJY—=VZJRHI 7 AURNICH 7L, "L r7areiL, RAD
Ity NMEODFH A NAEEZRS L IIERTP&RET L TFERH HHE

o R VU—= 730 HUNIZH CMV Hiik@ hfliseE s a7 0 > [ BHA
TIXRAGR] .« PLCMV SO IRBRIE S THT CMV W2 E D IRBR 3R 4 & 5
LIRS #5325 TER D HHE

o MAEZLEILETS B UANICEE OFHEREREE 2 A9 2% (ChildPugh 7 7 A C
LETR

o ME{EXAALEINRT S HLUWICMET ARXTX VBT I ) NIV AT 2T —F
(AST) XZ79=v73I /) 7277 —F (ALT) MNEYAEM LR
(ULN) O 55525 X IMERE Y L E V2 ULN O 25 (5B 2 5%

o IE{EA(VEISET 5 BUNOIME 7 L7 F = Ml % T Cockeroft-Gault 2T
BH L7 LT F=0 27 UT T2 AH 10mL/4y Al O K W B2 o

o EEOIFHEREREE L P EEOBBEREOW T2 AT 5E

RER L | o HREZIRRILEREE N RCMVIEG D U 27K+ (FY A7 LIKRY 2 7)

BNZERI L., ARABEXIL T 7 BRI 2 0 1 O TEESIZEID )7,

o IRBREFR L. BRSBTS 28 HE TOHMMICHLA L., &K 480mg
(7 a AR EMFAEST DH5EFARA 240mg) X7 78 RONTH
N1 B 1[E, BhEk 143 B F TROSUIFIRNES LT,

o RBREEKREH%, Bh%48EE W12y HH) FTHEEIE (Trn—7 v
7) L L TCHREFOBN A ER LT,

() JRHIE LT, {RBRIRITBEAIZ RN G352 L & Ly, BEDHWET R XL EEA

O E G B AIREE D & A 4KEE (EH, TR, UXZE OO BRIREE) OFE T,
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V. BEICEYT HIER

A Z AN TIRBREEZ IR G TE 2 2 L & Lie, EHF oM AMEIER 4 BELNE L
ey, BRHFZERT 52810 X 227 4 v Mo U A7 2l GBS AT O¥|WT T 4
TR 248 2 T OVER A OARGEH 2 TR & LTz,

BROECYE!

[A2hE]

Bl 24 (96 5 A) LINICERMIZERD H 5 CMV JEGL* NI 5
Nl (PR oFE

*EERANICE R D & 5 CMV &Y
o EERFEEEZ ML S CMV ERYLE O R IE
NXiE
o CMV IMEDOMER (HFIRAEMEIC L 2HE) K OERKIREIZE
SN, FLCMV E [Ho o7 e, Awﬁ/yymew T
AHNFy b, XX R7 L (AARTITRAR) ]
SehEE OB IR

F

T 7 B RGN T H

(1) Btk 14 3 (8 100 H) DINICEERBVICER D H D CMV &G0 A
LNT-BEOE S

() BAE% 24 (196 » ) LINICEEMIZER D B 5 CMV YL 7
HILbHE TOHM (%ﬁﬁb%ﬂ“” EEL L) CMV EYLE O FIE
A 3Pt CMV JRIZ X 2 EfRE oM B £ o B

1K

Ho|

Z O O FI R EEAT I B

(3) BAtt% 14 1 KO 24 #LLNIC CMV SR YL %%EJ“ L7z OFIE

(4) BAtT% 14 3} O 24 B LANIC CMV IUE 23 FERR S MU SE TG 2 B L
7~ BE DOEIE

(5) Bhiitk 24 W LANIZ CMV LE DS ERS S IVERNRIE ZBRiGT 5 £ TO
B (BHEH 55 CMV OB H £ To A%

(1) BAtt% 48 T LLNIZ CMV JERYLIE % F80E L 7= [E O EIE
(2) Atk 14 ., 24 B KL 48 BUNIZE T LI BEOEIEG GETOJR
KRR 7e0)
(3) BhEtL 1438, 24 8 K V48 I LLNIC CMV &Y LIS o B Fn UYL (4
B M B RYE K OMR BRI L B R YIE) 238 0E L7 BT OIS
(4) Btk 14 30, 24 38 L O 48 I LINIZ 2 S84 GVHD % %8 E L 7=
BEOES
(5) BBhEtL 1438, 24 W KOV 48 LN O AR (FIAERE%) KON CMV
B IENC X D FFABROES
(6) BAtit: 14 O 24 FHLINIZ CMV HILE 23RS S 4v7= BB O &
(7) Bt 24 BLAN O CMV MLIERETR £ TOHIM
FAM T 1
o HhMEO EEMAT R GAEN 1 Full analysis set (FAS) & U7=, FAS X, EE/EAEHIITH#
WZIEBREEOE G- % 1 BLL LS, Day 1 (EEAEIM ) ICHRBRE#EOREICT
CMV DNA R H SN2 WT R TOEEN LRSS,
o EEARAMEMATTIX, XKBPME (FEZTH) TEHAF &L L TH o 7= (Non-
Completer=Failure approach : NC=F 7 7' u—5) , FitEHmZMbHd 24 WO 7 41—
7 v THREERELIRNCIRBR B & B ik U7 BE KO 24 8 B AR LB 22 CMV
DNA JIEME D KM D BE X (FREARRKE)) & Lz,

(F72)
PR

[Z41]
All Subjects as Treated (ASaT) % xf& s LT, AEFL, WARKRAE (MEFIOMK
&, MRAEFRAE, RRAE) . SA X2V A ) 12 FELERZHMLE, B
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V. ARICEY SEA

PECITfiE oA e vy By EIEBEALE Y IIEHMALE S ROT R R
270 OERNE L, FBEgEEZE=2 Y 7 LT,

B EE 570 B (ARAIRE 376 Hl,
565 Bl (CARHIFE 373 ),
FAS AT 65+ 495 5] (ASHIEE 325 11,

ASaT it %52

(f2htE]

EEFALIE B
1) Btk 24 3

) oA

WA B IR

o RBAETE 24 WHLINIC

) OEE

7 Z B REE 194 B1)
7T AR 192 f)
7T B AREE 170 H)

BINCER DB D CMV BN LNT-BE (TR

RHINZERDO H D CMV BN A SNT-HRE (TR
=R ﬁ%ﬂ%i (37.5%) TTZ7EBREE (60.6%) L V{Li)1-7- (FAS
RN BREM ., NC=F 7 7 a—F) ,

o I OREMZEIT-23.5% (95.02%CI : -32.6%, -14.5%) T. MetHICHEE (K
Ml p & : p<0.0001) TH -7,
x BHER 24 BLURNICERMICEKRDH S CW BRERASNT-BEDEE
(FAS. NC=F) (001 &tE&)
A F B 7T AR
(N=325) (N=170)
n (%) n (%)
FEFEEE (PRHARRIIOFHE) 122 (37.5) 103 (60.6)
FEEARREN DR
Eﬁﬁﬁgﬁigﬁﬁ%w:%%@@é MV 57 (17.5) 71 (41.8)
CMV IJEIZ 355 < JehiliaE O B4k 52 (16.0) 68 (40.0)
CMV REYLE D FEAE 5 (1.5) 3 (1.8)
Bohlitt 24 T LLRTOFER H 1k 56 (17.2) 27 (15.9)
Bt 24 T — % O KB 9 (2.8) 5 (2.9

p fE

BCHELLHRZ (KL ST RE) S
HER 7= (95.02%CI)

-23.5 (-32.6,-14.5)

<0.0001

PR OB I

ORI

(0.0249 BL'F) &Mz,
N=%-$ 5Bt D RF L

n (%)

=X/ BER (%)

. AL L7

L7,

L, %‘%%‘%b‘@”ﬂ’mxlo@@m By A N

BEHo» 5 CMVWMi CMV [fiE O FERE M QMRS D BRI REIZ S 7= SRR O B
LN iﬂ&%%lmi“éfﬁﬁo CMV JERYE & E

= (meﬁ/ﬁ)xﬁ)
1) ZRWTERIZED 95.02%CI RO p EE2FH L7,

“CHH#% L 7= Mantel-Haenszel 15 (%D 2 E?@Tﬂ?fﬁﬂﬁi@uﬁﬁq:f@fi@
WAt FIA BZ2EOHE

IR p fE
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V. BEICEYT HIER

IR EE A T H

1) BE% 14 BUNICEROICE®ROH D CMV BENALNT-BEHEOEESG (E
R EIKEEHmE H )

o BHEfE 14 BLUNICIEEANCESRD H D CMV YL b T- A OEIA T,
BEMORAIFET 19.1% (62/325 i) . 77 BHRFET 50.0% (85/170 ) T
boTe (FAS T RIZEH, NC=F 7 7'm—F) ,

o BEMIZEIT-313% (95%CI : -39.9%, -22.6%) TH V. 77 BREEE L TA
FIHECTIKD 72 (A8 p fif : p<0.0001, ZEMEDOFHHEL L)

* BHEZ 4BURNICEKRMIZEKOH D OW BRELAAONT-BEDEE
(FAS. NC=F) (001 §XB&)
ARHIHE 7T R
(N=325) (N=170)
n (%) n (%)

PRI 62 (19.1) 85 (50.0)
ﬁf@é&ﬁé?ggQMLﬁ%@%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)
BAE % 14 /T — 2 O KM 4 (1.2) 2 (1.2)

BCHELHEE (FRE ST R §

REEZE (95%CD -31.3 (-39.9,-22.6)
p i <0.0001

T PRSI OB L, R LIECELE L, FRFEEZN TN I SOEBICI T R LT,

PEERAICE®ROH D CMV RYLE, CMV IMUE ORERE M OV O EEAHRIRBE (2 IS\ 72 Je iR O B
bR, XITNEERREE AR O CMV BYYE & % LT,

S (B A7 KD A2) T L 72 Mantel-Haenszel 15 (458 0 2 #EOREGIROFFIEE TEA

f115) ZRWTREEMZED 95%CI KO p A2 HH LTz, RBREEE L 2ROBEDH I DOIFE L L
T, Ffllp il (ZEMEOFHERL) 2HH L,

N=F-$ 51 D BEHK

2)

(%) =5/ OBER (%)

Bt 24 HLNIZHRINCEROH D CMV RENHL LN D ETOYM (F
B2 BIRGHmIE H )

AHNBEO B 24 BIFEOBEA X2 AR, 18.9% (95%CI : 14.4%,
23.5%) THO . TTHREED 443% (95%CI : 36.4%, 52.1%) LV b -
776

Bhtte 24 HUNIZEERANICE®RDOH D CMV EYENH SN D £ TOHM D4
X ith 24 3 & CRGRER] CHMEICTEBE L T2 (W p 8 : p<0.0001,
ZEMOFHER L) 2, IBRER G’ THOBMERE 14 WL 24 HETO
IR, ARBEETH TR BB NS DA 232 DT,

B 14 B 24 B E COHIMIC, AFEEORE CHIEMICERDO S 5
CMV BN L LNF-EHEE LT, X—R T A O CMV EE U 27 R En
Ll WONTENEL BT LI GVHD OFBENAT a4 FoOtHEER
REE4 2 AIREME S RIB S Tz,
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V. BEICEYT HIER

(%)
60/ !
&# vs 754K 5
BROS 5> o, wnum:kooom ;
w50 ;
5 | |
[:0] ; _,_+-H———+———++““H_'?_
E 40 :
B H
%
2 30
%
v
M 20 :
* 10 ;
0 | |
BiEE BIE% 148 TAEL 24 8
BIEEOBEK
No. at risk
— AFHIEE 325 270 212
-— JS5uRE 170 85 70
X FiE% 24 BLURIZERMIZES®RDO H D CN BEAH SN D FETOEIM

(Kaplan-Meier gi#®) (FAS) (001 :AE%)

3) T OMOBIREHE H
s HRROEMFLUTOLEY Thol,

£ AMEBRFHEELOEY (FAS) (001 HER)

AT 752 R

(N=325) (N=170) by
BRI B n % n % | FERZE (95%CD) p fE
BAlt% 14 HLINICERREN S E RO 313
b5 CMV [RGB b iz B 62 | 19.11 85 1 300 (-39.9, -22.6) <0.0001
Boftite 14 EANO CMV EYES | 1 | 04 | 2 | 14 @gﬂﬂ 0.2258
Btz 24 RO CMV IgSEs | 5| 20 | 3 |24 |04, | 0dos6
BhEtE 24 LN O CMV IILIE1Z 233
5 Sk i oo B A 119 | 36.6 | 101 | 59.4 (323.-143) <0.0001
BhtE 14 LN O CMV IILIE 12 -31.0
S < AR O Bk 61 | 1881 84 1 4941 (396 224) | 00001

tE &Y AT IRY A7) THHE L= Mantel-Haenszel 75 (458 OFEFIEL O FHFN L) TEATT)
Z VTR Z2D 95%CT K O p A B L7z, IRBEER G L IROBEORE DL LT, i
lpfE (ZEMEORESRL) 2HE L,

PRAMEOTHRWFIEE LT, FEE THI=ME6] (NC=F) %M/, NC=F & HW i cit, %
1% 24 18 T 14 38 O ke £ TITERIGICER D 5 % CMV ERYER B & - a2 ik L= X
WEKEED & 59X CToOBE & BHEN LT,

S ORAMEDOBHR N 71 & LT, Dataas Observed (DAO) fi##t & 7=, DAO it Cid. & O
EHHIZRBUED & 5 BE TN BRI LT ORAIRE N=254, 77 &ARHE N=123) ,

N=fEAT ot GAE R D B

n=HHIT#Y Lo
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V. ARICEY SEA

1))

R AYRTAE H
Al 14 38,

720)

Kaplan-Meier V512 K 2 BAl# 24 BRSO RERETHRIL, KA [102%
(95%CI : 6.8%, 13.6%) 1 T 7 HREE [15.9% (95%CI : 10.2%, 21.6%) |
FVAELS, T E TOIEDOHAMIIAFE L 77 AR CHRBED 2 57

24 KON 48 WUANIZAET L EBEFEOEIEG GECOERKIZRM D

(JEhlw 72 > 7 g, Wil p i : p=0.0327, ZEHMOFERL) |

Bt 48 1

T O D5y

FER O TR G RIS, RAEHE [20.9% (95%CI : 16.2%,
25.6%) 1 TTT7HvREE [25.5% (95%CI : 18.6%, 32.5%) ] L 0i&<. L=
MiCTEEEN A DN (Bwe 777 /mE. mMl p i :

p=0.1224, ZEMEOFMERL) |

(%)

50 1

40 1

30 1

pslog

201

10 1

No. at risk
— AFHIB#
-— T oRE

&% vs 75K : §
IO 5> Ji8E. Wil p E=0.1224 |
_r_______w
BiEE BBk 24 8 B8k 48 B
BAER OB
325 262 138
170 125 71

BIER 48 BLADERTICET 5. LT ETOHM

(Kaplan-Meier gA#R) (FAS) (001 Et5B%)
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V. ARICEY SEA

2)  ZDOMOERIRAFEALTE H
e FMROBRIILLTOLEBY THoT,
& BFERWFHMEEBICET 2AMMMEFTOEL (FAS) (001 HER)
AHKIHE (N=325) 77w REE (N=170)
YE R AT B n % (95%CI) n % (95%CI)
BAE: 14 HE TORET 17 52 (3.1,82) 12 7.1 (3.7,12.0)
Bhbts 24 WE CORIT 32 9.8 (6.8,13.6) 27 | 159 (10.7,22.3)

BAE% 14 8 £ T H R Y

(A R e 1, (R R L) 78 | 24.0 (19.5,29.0) 37 | 21.8 (15.8,28.7)
e 24 8 £ T H T R Y

%ﬁm%ﬁ&vgmﬁ%g 87 | 26.8 (22.0,31.9) 43 | 25.3 (19.0,32.5)

BAET% 14 3 £ T GVHD 126 | 38.8 (33.4,44.3) 71 | 41.8 (34.3,49.6)

BAi % 24 #H % TO 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)
4 ¥ N R Y

Bz 14 W% TO CMV I 2 0.6 (0.1,22) 12 | 7.1 (3.7,12.0)

JRYLE I & B AR
Bhbts 24 WE TOFARL 158 | 48.6 (43.1,54.2) 94 | 553 (47.5,62.9)
Bohifith 24 W E TO CMV &Y/

T Lo T 7 T A 10 3.1 (1.5,5.6) 13 7.6 (4.1,12.7)
BAETE 14 HE TO CMV IfLSE 103 | 31.7 (26.7,37.1) 118 | 69.4 (61.9,76.2)
Bt 24 B £ T CMV IfLIE 186 | 57.2 (51.7,62.7) 124 | 729 (65.6,79.5)

<

N=fEHT R REER D A
n=TH B Z3%Y L7 BE K

[Z4tt]
R >

BAitits 24 W H £ T, AFIOFEG 2513 7- 373 #id 63 1] (16.9%) (ZEIWER A
Wbz, 77ERBLIVLEWHEECEIA LZE2BERZ. ELO
(72%) . THI (24%) . W&t (1.9%) Thoiz,

HEZRERIL, PLMERBAME ORAIRE - 1 F) . /G iE CRFNEE @ 1
B) . AEEIE (RFIRE 1 B . A—x 9% (FTvRRE 1 f) | krhkee
Zib (FZBAREE 1) KORMEBESE (78R 16) THLH, 26181
(B L TR E O BEERRIER X 2o 72,

TR 5P IR E > - ERRWERIL, O [AKIEE 6 1 (1.6%) . 77 &R
B2 B (1.0%) ] . W&k [ARFIEE : 3 1l (08%) . 77 BHREE: 0 i
0.0%) 1 . B [AAIEE 2 1 (05%) . 77 BREE: 06l (00%) 1 TH-o
77

Bhitt 24 WH ETIZHCIZE ST E2AEFRIT, GVHD (RAIEE : 1.6%, 7
T2 AREE 31%) . BREAMEHMMEA LT (RARE : 32%,. 77 2REE
42%) . BIAE (ARFIEE : 13%. 77 B REE  1.0%) K OBULEMES 3 v 7
(RFIEE - 1.1%, 77 BREE  1.6%) THolz, RBRIEYEMIZ K - CTRERER
LORBERRH D L HE SN TICE ST FEFERIT R -7,
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V. BEICEYT HIER

R BEEZROEH (BiEk 24 BZFE ) (ASaT) (001 5XEx)
AFHIFE 75 REE REMZE (%)

n (%) n (%) HEEME (95%CI)
RN G515 373 192
HEFES 366 (98.1) 192 (100.0) -1.9 (-3.8,0.1)
RIERE 63 (16.9) 23 (12.0) 4.9 (-14,10.6)
BERAEEFES 193 (51.7) 109  (56.8) 5.0 (-13.6,3.7)
HERRENIEH 3 (0.8) 3 (1.6) NA
L 61 (16.4) 38 (19.8) 3.4 (-10.5,3.1)
HEFRIZL DG FIES 72 (19.3) 98 (51.0) 31.7 (-39.7,-23.6)
BITEAIC X B85k 18 (4.8) 7 (3.6) 12 (-2.9,4.5)
BEMAEFRICELDHFEGHIE | 35 (9.4) 27 (14.1) -4.7 (-10.9,0.7)
HEZBIERICL 2851k 3 (0.8) 3 (1.6) NA

T Miettinen & Nurminen %1233 <,

PIRBHYEMIC L > TRBRE L ORREFRD L HE SN F5

S VRBRER G- ok
TR FHRAT R A > CHEMZEOHEM A N CT 2 FH Lz,

B VRBRSEME I FICAE VW, R G OB 24 BEE TCOTRTCOREEFGEZRE L

TWb,

JAVE © AFIO AT 480mgl B 1[E, ¥ 7 v AR 20 HRET 585413 240mgl B 1A E L7z,

NA=#%%472 L

<FEIRMAE. SA ZNP A 2 ROER >
AEMT, BRBEM. SAZLY A o ROLBROBRAICRIEE 72 5728
#iLe o7z,

Fo, BHETHREAFEK L-2METOAL e vy B, EIKERALEY, JI
Fafiig AR LT R OT A RAT B ACHONT, R—2 T 1 U bIERIER 5.
T R OB 24 T B Ok £ TOLEENL, AFIREE 7T L AREE TR
FETHh o=, Btk 24 # B ORI, FERSIER T 2 /R 9 5 L8R
SNT-BEHEOESIL. AFHL 7T ARETRIBERE CHL-TZ, ZNHDT —
Znn . AANZHEMED HSCT BFEEMIZIBND TYERLVE ZERKRANIZER D
B OB L RITE RN ERRIBEINT-,

<AEEROAEEE TOHR>

MEAEA BN, AFIIABIFED 63.5% K T T EAREED 59.9% TR LIV
Molz, EEABIMNEHCAENRBD NP> TZBEICZB T, AERED
HAEFTOMB KRG Lz, A&, 3 Bl L CAFPERIEEE 28 500/mm? LL
toBatEHE L,

AR IIAHIRE 95.4%, 7 T ERRE913% Th T2,

EEFTOHMMOPIEIZ, KRBT 19 B EH:7~49 H) . 7T B AREE
TI18 H (A :10~41 H) THY, REETH-T,
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V. BEICEYT HIER

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 23 i L, AFIO TR G % BAE% 100 H 225 200 H
\IER LB OARBN O MEE 7T R & T 5,

PSES AFNZBAEH% 1438 (#9100 H) FTERS I, BREER 100 HLABEDL CMV g
SREYYE Y A7 3@ CMV FURREE  (R+) O R [ M fafeqE (HSCT)
B (EEALESNIZBE 2200, 5 b HAKRANEE 16 4)

TR |« 18U LEOH

v o BEIFIZ CMV HURBERFE® STz [CMV 1gG JuikEE (R+) O L
VA== N

o EVEAEIFIT AT 100 H LAPNIZ[FFE HSCT CE 8. AR s M0 e S i 4 i %%
W) #==F7=E

o EEVEABITAT 14 B LINICER L 2 IR A X D . CMV DNA 23R &z
Modo, TR SN0 EEARE7: CMV DNA DR CTE o723

e HSCT # 28 HUWIZ— T & L TAKIOR G2 BtE L. BAELEI T,
Btk 1438 (100 H) =1 M E Clkee L7=F

o CMVIEZUED Y A7 P@mng (L FNOREAEZ 1 DLl Bilc L72F)
a. Ifi#x R —7T, 3 2@ HLA &1 J# (HLA-A, B XiX DR) 072 &

1221 ERTA EOR—EH Y

b. JEMifx R —7T, 4 2O HLA &1 (HLA-A. B, C XU DRB1) ®/»

2B 121 EFL EOAR—FH Y

HLA &% K —

iR i A A

ex- vivo T fabREBHE

fie MaiaaE a7y K

T LAY X< T

IEAEZBIS AT 6 HUANIZ Imgkg/ BEL EOT L K= v v (XIZFEZ%D

HE) OEFEGEZNEL L2 GVHD XXt OfMoIREEL A L

e HRLTELT., BAFP TR, DOUTOFREOWT N Z -3 &tk
a. GEHRFIREZRZCMEICEE Y Le W
b. MERATREZR & METH 523, BHWIM P R OO R k& 5%V &b

28 HIf, ML EZEHT s Z LICAE LS

@ oo oo

F 2B | o HSCT #%. EEEAZI T £ CICIRERFEEZLE Y CMV BYYE % JIE T CMV

FaE VZxbd B Jehilia & SR L7

o EMEABITITET. BAEE 100 HREICAKIZ SR 14 BEBL TIRE L&

o EAEABIMTET 14 B UAWIZEE OIFFEEERRE (Child-Pugh 7 7 A C L EF)
HE L&

o HEMEAFBITITRT 14 BUNICIET ARNTEXEUETI ) h I A 727 —F
(AST) X7 =737 h T A7 x2T7—F (ALT) MNEUEWE EROS56E
BBz I-E

o E/EAEINITRT 14 HUANODILIE 7 V7 F =l % T Cockcroft-Gault . C
BH L7 LT F =227 VT 5 ZH 10mL/min A3 0O 7 1 B g pe b 45 %

o EEREDRTHEREREE L PR D EE O BEREIEEDOW A Lo E
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V. BEICEYT HIER

27V —= 7 7 AURNICH > r7ae, 2N F 7 m e )L IR A
BV NEQHL T A NAEEFEE LT-#

AY YV —="7Hi30 HLHWIZ CMV S 7 a7 U Iy K7+ e [
WIS HARTIIRAGR] 25 L7eH

AR 7 1k

AAHN DT 52 B MR 14 3 £ Tk L7 CMV FLIRE M O [FIffE HSCT &
Fa, IRBRIENE RS e OV HLA A8 R — G SUEFELY) Ickv)E
BIL, 61T 148 (8100 AfE) 5l &S AFZEGT 58 (B 200
AECARIZEE) L, 778 052G 58 Bk 100 A £ TR
FAZBE) 1T, 21 O TEELIZE Y i,

TRBRIEIT, 480mg (7 v ARV U EOFHEG T 255 13AKH] 240mg) XX
T AROWTIE 1 H LR, ROE L AXEIRNES Lz,

TRBR IR 5% . AT 48 I TIEBF L TP G TH DO CMV &
HAUE7p & A& S L7,

(F) 1RBREIT, BORGEZEARL T DI, BT RGESUIRE DA ORI 2 15T % "TREMED

HoHIRRE (M, THL, XUIZOMORINARBREE) BNAa D581, IRRIY EAR
DM LV ARFI LT 7B ROBEIRNES ZAle L Lz, IBBRIBOFIRNES &k D
BE O RITEEE Uiz, #EARMAORESITFEAIE LT 4 BRELDNERE L, 27
L. HlRNEEETD LIk _% 7 4 v bE U R7 EEE L, BB YEM O T 4
W22 CHIRNE G2/ 2 2 & b rRe s Lz,

BROECYE!

(A 2h1E]

BAEtE 143 (K100 H) 25 283 (200 H) £ TITHEAIZERD
H D CMV BN b N - 8E OBl

T EERIIZER D H D CMV &Y :

T TR E 2t 5 CMV ERYIE D FEIE
X%

CMV IffiE DR (FRBRAKEIC X 2HIE) KOERKEBIZESH
2. BLCMV 3 [Hrv b, AAhrirabil, RAHLRY
R, XIET R7 40 (F : HARTIEIARAR) 112X 25RO

o B 14BN 38 E TRUBMEL 14 D5 48 3 £ TIZERRD
ICERDH D CMV BYLN I B TR E D EIE

o B 14 ED 28 WETRUOBMSEL 14 BN 48 HF T x5
2. BRI ESR D H D CMV RN BN D £ TOHIM

o Bhiftk 14 5 28 HE TROBAEEL 14 W5 48 H F TIZ CMV

Al W V565 % S IV % 520 L 7= B Bl &
o BHEt% 14 NS 28 HE TROBAEEL 14 D 48 H F TIZHLT
(RIKZ b)) L-gsE of4
o BHbftk 14 WD 28 WE TROBHEEL 14 NS 48 HFE TE XS
W2, T (RERZRIDZ2V) FTOHM
A J7 5

BRI LA 6t 42 1T Full analysis set (FAS) & L7, FAS 3. SE/EAEIRT
BRI L 1 [FLL R LT R COEBRE D DR I, A =B fiEdT
LT, BEE 14 (100 H) 225 28 (200 H) £ TIZEEAICERD H
%5 CMV BN I 5 T- B DOEIE % . Mantel-Haenszel 1:12 K 2 AT 2 HAWT
J& [HLA &3 Fr— GEUIEZY) | CHRELEBEEZZE R L, A28 (K
#1200 H¥EE) BEE 7T AR (KA 100 B#G) BETHR LT,

T RET — F B ik L LT, Observed Failure (OF) 5% MV, BEEMICE
DB D CMV RGN P B VT 95 K OV 1B CIEBR R P IERFIZ CMV IILE 23 7
ST EBRE A EE S L, SRR A BRI hIE Lz (BEAEM DY) A CMV L
FE VLA B 7R WS K O Gl s TR T — & BWIFEET DR T shp & L7
Wk kL,
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V. ARICEY SEA

[Z4att]

AEHS
AEFRIEDBBRIEOK G T 1k

P

o EEVEOMHNTREMIL All Participants as Treated (APaT) & L7z, APaT (. ME{E
AEUF T RITIRRIEL 1| B ERE LT X TOWBREN DR S L,

o TEEMIIOWT, AEFRZR, BEAREMERONAAL XAV A 2G0T X TOREME
FEAGIE B 2 T BRI 22 B BRIl L 72,

o T RTORAHFHEREZMPERKEKRGHE 14 HETIEL, Z0®%RITBME 48 B E

T, TRTOEERANEAROECICE - BEREEFZLEIE LT,

B EE 0 220 B (ORABIRE 145 6, 7T BREE 75 61)
APaT/FAS fENTIE : 218 5] (CRFIEE 144 5], 7 Z & REE 74 451)

[ 2hiE]

F= AR 2E H

Btz 143 (%100 H) 75 283 (K200 H) & TICEKMICERDOH S CMV
YNNI WBRE (PHIRRE) OFEIEIE, 778 REE (18.9%) ([ZH~_TA
FIEE (2.8%) TR, B (HLA PAB R —I03%YS UIFEHY) T L7 e
7213-16.1% (95.02%CI : -25.8%, -6.4%) To V HatwicAE (KMl p 6 : p =
0.0005) TH -7,

= BiER 148 ($51008) H 5 2858 ($9200 H) £ TICERKMICERDH S
CWV B A b T-fHEREDEIS (FAS. £5%£M. OF ;%) (040 HER)
AAEIFE ORAIKY 7T REE (KA
200 H#%5.) #9100 H#5)
(N=144) (N=74)
n (%) n (%)
FREARBEN 4 (2.8) 14 (18.9)
BAETS 14 85 28 W E TICEEAICERD 2 (1.4) 13 (17.6)
H D CMV YN A4 5T Hlshagt
CMV IfLE 2 33 < SehliE O Bl bk 1 (0.7) 11 (14.9)
CMV JEYYE D FEIE 1 (0.7) 2 (2.7)
CMV ILIE % £ 5 Bl % 28 1 LLRT O3 BRIk 2 (1.4) 1 (1.4)
BCHELHEE (FRE ST R §
R (95.02%CI) -16.1 (-25.8,-6.4)
p i 0.0005
U FPAR OB, SR LT ) —EC, FEBREE TR 1| SOBBICI T B L
7=

PERMICE®R O H D CMV RYLE. CMV IIUE DR M OER #F O iRAIRFEIZ Fe S U T SE Rl TR D
BAh, SUTIEZREE 2L 5 CMV EYYE & EFR LTz,

S BEMZED 95.02%C1 KOVl p fEIL HLA A M — GRS UIFEHY) %8 & L7z Mantel-
Haenszel ik (458D 2 BEOIEFIEROFAFIEY CEAM ) X W HEH L, HitaEHE
T 57O, il p E<0.0249 &M L7z,

N=%-$% 5 BE DO HRE 5%

n (%) =&/ EOESER (%)

==
B &5
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V. BEICEYT HIER

B H
MO FAS (23515 2 BIVGEHI B A O B 2 BT ISR,

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 0BG, AFREE 7 78R
FHECRIRETH T,

o BAETE 14325 28 I £ TIZ CMV UEIZ %3 % Je G &2 £ L 7- 45 #E 0
LT, I B ARBHCH AR TARAIRE TR - 72,

o BEtk 14 W5 48 WE T (RINZRBDZR) LI-gE oFlI&1L,
AHRELE 7T B RHETRBEE TH -T2,

F AMEOBIRFHBELRDEK (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 D BE AR
BA% 48 ME TO
CMV  IfJE (%t 2 el 19 (13.2) 14 (18.9) -5.7 (-16.5,5.1) 0.1494
TR D BE 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,
REGIZERD 5 D CMV RGN F B - 5 BRE K OV B CIRBR B LRI CMV fLED 2 B
T-HBRE & L CER LT,

N=45$5¢ 51 D P 4

n (%) =&/ EOBEHREL (%)
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V. ARICEY SEA

Attt 14 M5 28 M E TAMER L LIZBKIICE®RD H 5 CMV YN I 5
NHETOYRMIE, 77 2RI TARBBTCEERALNT (LHLE p
il <0.0001) ,

BAERE 1475 48 £ TR XL L LIZRAICERD H D CMV KGN I 5
NHETOHMIL., AFREEL 7SS RBECTRBERS 72 (4HLE p E =
0.1399) .

(%)

257 375474

{ —— AFIEE
——————— TS KR
207 o4 +95%CI

HE

NRB<ZONNOFUWAF

14 28 38 48
. BB OB
No. at risk
AHKIBE 143 123 99 74

ISR T4 60 55 38
X FHE% 48 BETHOERKMICELRDH S CN BEAH SN 5 FE TOHIM
(Kaplan-Meier gi#g) (FAS) (040 iXE&)

Brt: 14856 28 RN 48 £ TEXIG L LI2EE (RERARDZRV) F
TOMMIZ, AAREL 7T B RFECTRRBE/LZ 72 (4B EpfE =0.6611 [28
], 4B Epfl =05526[48 #]) .

(%)

159 [Eags33 D]
—— AFHIB#

{ - TS tRE
%+95%Cl

£

3

=

14 28 38 48
) BB OB

No. at risk
KB 144 135 130 100
TS5t RE 74 72 69 52

BHEZBBAFTEANRELERET (ERZMbHEL) FTOHAM
(Kaplan-Meier gA#&) (FAS) (040 E8%)
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V. ARICEY SEA

[Ze414]
REMOLEMEO BN ZRITTT, BEET a7 7 A VIIAKRAIREE 7T 8RBT
L CHETH -T2,
& AEZBZROEHN CAREREH) (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 ORBLEI G I I AKIRE T 2.8%, 7R T41%TH-
7o AFBETEMEA & LTHRE SNAEFERIT, EMNRSETIEIEBEED
RO S [ELD Gl 2.1%) KOWE: 2 F, 1.4%) ] .

IR 5 O EELRBIER TR benoTo,

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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V. BEICEYT HIER

(gt gs )
R4 HAANBEBMEE 2RI CMV EYEDO T Z AL LTL T AT L2 &RE

LIzBE DA R R E SV H v 7 m e L b it 5 B EREEALE
S HGR ITAHRUER (002 5RER) 2 10

RTINS o A AR
FEAM | BRE% 52 HLUNOPIHIEIC L D CMV RYLIE % J8IE LI 98RE 0 BI& 12 S
X, VTR ELVOEMEEZ VT v m e b iERT D,
PIEH CMV HUIREYE K F— (D) D OBBE %) 72 CMV FUREMEDOIE B AR AR A L
ez b (R-) (EER(LS72EE 601 f)
TR | o 18U LEOH
FhvE o EAMEABEINITET 180 HLANIZC CMV OHUARRMEATHEER SN TV AHHE [CMV IgG
koL = RO ]
o RV U—=rZKRTCMV IgG HUREGED RF— (D+) 7226 OFIE XL 2 [
HORBEEBENTEINTEBY ., oS TR XL 2 [ H olFfE
BB EZITTWEAE
o EE/EABTIHEETEBMEZ R (BREYMA) 57 HUANOHE
s IHRLTELT, BAT TR, O TOREOWT N Z - &t
a.  IEURPTRE/R LCMEICRE Y LA
b.  AERFIREZR LMETH D05, BEWIR T K ORI DO & 5% D07 &
$ 90 A, WY /elEHE2 AT 5 2 EICRIE LE
TR | o WMEIERBN S 5 VT HSCT 252 12
FaE o BHURIRORFEML e b (R RIRFEAE )
o EIFITRET 6 H A LIND CMV JEYSIE O BETE I3 5E\
. LTIIVEEN, NV H v rsabe), Aoy rsaeiy, 77 abELoRs)
By AT TN LIBBUE DN e % 2 DBEEEH 5%
o CEIMITEROHENT TN A Z T TV D E
o BB OBHEEEN. BfTTFKO Y LT F= 2 T T AET 10mL/min L F

ThoiHHE

A7) —= v JRHICEEOF#REREE (Child-Pugh 7 72 C) #FT 5%
A7 Y —= 2 FIRFIC PR O TS ReEE & AR b 0O B BRI E o )
TRt 5E

B TR 30 BUANIZLA T O XL 5 ZefofE 7 a7 U AEHF UIHt CMV Ik 5
BREZ T, HOVITIERHIEFIC NS DRREZ T L TFTENDDH
a. cidofovir

b. mAfliteEs a7y o

c. HLCMV FEDIRERIE X iTHT CMV AW FHFRIE DIRERIE

WOHLCMV FEDO W oz EIH TG 7 B UINIC B G Ui SUXiRBR o ke 54
LYENDDHH

a. LT J/LEENL

Hovr7maen

S)VH v a e

RAHNLF Y~

TYrumaen (1 HEE LT 3200mg #8228 085, T 25mg/kg/H
w8z D E RN )

NIy ruEel (1 BEE LT3000mg Z 82 5% 0 #5)

g ZrAvrmEl (1 HEE LT I1500mg % Hx D% N#5)

o a0 o

=
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V. BEICEYT HIER

AR 1%

o HBE A EARFCHR AL MIAMRIER 2 AT 2P0 BRI R LT o Ei o
FAEERNZJERI L, ARFIBEUI ANV T 7 a eI 10 1 O CEMESICE|
DA, BHEE 7 BURNICARI XISV T 7 a L0520 1.
Behi % 28 & THkkt L7-, 1RBREERGE TR, 2ET7+ru—7T v 7L,
PEFEMED CMV JRYWIE O 58 B 2 574 L 7=,

T gign s a7 >, 7T LAY X< XIE muromonab-CD3 DffEfH, 7=72L., =
NS OFEANI T B AFRAGRIL,

B 58t BEANR
AFNHE o AKl480mg (480mg #E 1 BT 240mg $E2 8E) A 1 H 1

EfREO#ESE, 27 uAR) D E2FHLTOWAEAIE, K
#l240mg % 1 B 1 [\ A&

o NNHUVIuENMIHT BT T ERERORS

o HHIAAANR T ANV A K OKERIREE T A VA DT
D=, 77 v )l 400mg & 12 K Z SR 0 s

SOVH B EARE | e ULH Y7 B 900mg (450mg $E2 $E) A 1 H 1A
rO#s

e KFNHT DT T EREROEE

s TIubNIKTLTIEARERAKE

o WETNRRER O SUTEEAIDWIN & W51 T D "I RN & D IRRED BEF 1L, 168
WAEHA L UTUUTOME - HECHIRNE G U7z, TEFH o IR
JRR 4 LN E Ledy, ERHAEEHT 22810k %27 4y FEU X
7 @S, IR AT O T 4 T A B 2 T O R H oMk i A AThE

E L7,
P 5Bt BH5NE
AFTE o Al 480mg XiE 240mg" (S RY EGEH LAV

Z 1 B 1 EFERNES, Y728 v E2FRLTWS
HA L. AKl240mg & 1 H 1 BIFFARNEZE S
e AFRAT Y/ uENL250mg/m?E 1 H 2 EFERNES

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

. HERHAT7Y 70 ro7o8R%E 1 A2 BERNES

Ty 7 a AR Y VIEGHHRIC 240mg TG SNIZBEFIX 1 TH -T2,

. A S IEAYI Wy v IS/ = W <l VR v IS/ = I el | VI S/ = S el I s L 2 ¥ o =3 Al o
THEZME LT,

AT raen (BA)

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

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

Hrvrurl (REHE)

JVTF=22 )T 5 AHE (mL/min) MeFriR G-
=70 Smg/kg 24 BEE L
50—69 2.5mg/kg 24 BEE =L
25—49 1.25mg/kg 24 WFRE 2 &
10—24 0.625mg/kg 24 HEfZ &

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

TyruaEeNL (#A)

JVT7F=22 VT 7 AE (ml/min) &5 &
=30 400mg 12 BRI Z &
>10 7> <30 400mg 1 H 17

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

Tyruen (FESH)

JVTF=27 )T T AE (mL/min) &h &
=30 250mg/m2 12 W§fE] = &
>10 7> <30 250mg/m> 1 H 1 [A]

BRI 7 L7 =02 VT 7 U AfH>10mL/min Th D BHEEZRLE L,

FEAT A F

GERLES

Btz 52 WUAPNICHHIE RNz L REEZRS) 128D CMV ESE %
FEAE L T A DEIE

FCMV BYSEIZLL F o 2 fiE X v 725 -
o HERFEEZE S CMV ERYYE
o« CMV JEfERE
MHT CMV 2FER I (7 A )V R55HE Badibz 3%/ HrR e E,

T i) . LLTOEMED > H 2 HB L EIT%Y
1)2 B L EfkEE T 5 38°CLL LD F#)
2) ERNE D 2 \VTIE 55 O TR FIE TS
3) 24 BERILL Lo RIFE T 2 BHAE L 7= SR 55 < A M BRIsAE U347
R ek i
4) BALY L RERDS 5%LLE
5) AR A E
6) ALT X% AST M EEHUEME EFRoD 2 {524 1
A%k 1) Bl 28 ELUPNIC R RHEIC L D CMV JRYE & 30 L 7= BE OEIE
2)  BAEE 52 EUIPNIC R REIEIZ L D CMV RYUEN 2 55 £ TO W
1) Btk 28 WK O 52 AN O B r[HE7: CMV DNA IJE  (HF R #iRa ¢
HWE) BHrbh-BEDOEE
2) LDUTFZEETEET Y M A
o B 28 WKLV 52 WE TOFARE RFIDABENHIRFE L% DA
Br) KON CMV I/ GRIE S & D B BR O3 K OV
e BH#%Z28HEEUREETOEKEE (FEEZMDRNTTORLE)
o TBAETL 28 W KON 52 M E TOBMKLRIENRH (NODAT)
(FE7) o BT 28 W M TN 52 ¥@ E TORE D H DRI
PRERI o FBHEYHENOEKESE TOHB OV OEEE 30 HRC 2 [\
I G-CSF ##&5- L 7= #t o E S
3) BAEfL 28 LN 52 BE T, BB E K OV SUIHEM R DR B
a. BlE% 4 H (R—RFA) OB E 28 B 52 il E TIZ eGFR
[Modification of Diet in Renal Disease (MDRD) & H\\ 5] 28 20%LL |
DY 2D T-BE DEE
b. Bt 28 KON 52 #H E TOAEMBENIC X B AR
c. BAET: 28 WM ) 52 @ £ TOBEBM A L
S
o ARMEDOEBMANTRIRERIL FAS & L7, FAS 1T, E/EAEUTITHICIEREEZ 1 [\

UEFSSh, DHR-TH Y, 5B 1 HHIZ CMV DNA 2 Sy (ke
BRABICTHE) T XToOBENSRER SN,

o EERAEYMMET TORMT —Z Bk E LT, Observed Failure (OF) 5%
We, OF BTk, KIWME GEETH) IXIEmBI & L Cilio 7z,

o BAETE 52 WLAPICHIHEIC K D CMV JERYLE 2 F89E L 72 B8 DSBS ORI 25 4 8
HLU, REBEO VT v 7 v EABECRT DB MEERFE L=, ELHERREN
T2BBTIE, KEIRED ST 27 v VBTG B EE 2 EE L7z,
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V. ARICEY SEA

o HEHG BRMRE. A XY %

o AMmERED K O R ERIBD O FEBEIG
BERLOEAZEDN A MERBAES U < I3 P BRI E, SULEEERAE
G B i BRE 3,500/uL AT XX 4F HER BT 1,000/ul i) 125D HE

o EREREMOMITRIRERIT APaT & L=, APaTIE. HE/EAEIITHICIERER G2 15
UEBZT T _RTOBENOHER IS,

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 b [EEFIZ M L-5EFNIL 3 # <, H5MElomiEix 1 B
(#iPH 1-3 H) THoT=,

[ F 2]

{%¥ﬁ@ﬁ
FAS 28T 2 8Alt% 52 HUANIZ IR EIC L D CMV JERYLE 2 F0E L 7= B3
DEL ;t AHFIT104%. LB 7 ELTI.8%THh Y . BEBZE (KA
— L7 L) Ol 95%CL O EfRIT. FHFTICHE LzIES Mo i
He (10%LLT) ZHi7e Lo, BERIZOMH 95%CI @ EFR2Y 0 A CTlrd/en-
T2 Enn, BRI S o T,

K BHERO2BLRNICHRHEICKLSD W BREZREL-BEOEE
(FAS, OF ;%) (002 EXE%)

AH e PIVH s m VR
(N=289) (N=297)
n (%) n (%)
i RN 30 (10.4) 35 (11.8)
BAET% 52 LANIC CMV RYME % % 30 (10.4) 35 (11.8)
JiE L7 BT OEIA
CMV JEfERE 24 (8.3) 34 (11.4)
N 2 1 5 CMV EYE 6 (2.1) 1 (0.3)
JE TR L=
(AFNESVH 7 v LR
FERZE (95%CD) * -1.4 (-6.5,3.8)
tiaa® L
RMAEDO BN 57 L LT, OF & V=, OF IECIE, KIEME GRS TH) 1XIEmahH & LT
Ho T,

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

PREMIZED 95%CL 1. BARRIZHR ) MBS MRER 2 H 3 550 ) R mil (R ST ARE
Jii) % J& & L7~ Mantel-Haenszel 7412 L 0 HiH

S IELPEIL. CMV IRYYE L 2 S N BEORIGOREMZE (RAl— v v 7 aesn) ol
95%CI O _ER2Y 10%LL FCTH 25 Z LIzi-S<, @\ CMV JEYYIE & 2l S = BE oF|
HEOREHZE ORBl— v v 7 m en) Ol 95%CI O ERA 0 L /hSnZ & 2H-5<

N=%-$& 5B BT

n (%) =B/ EOBRFEH (%)

B K EEAR I H

1) Atk 28 WL P 4L E iéCMmef%%ﬁLt r

o BAETE 28 WLINIZHRHIEIC L D CMV JEYIE 2 38 0E L 72 B 13, v
T ENEET S B, ARABETITERD b oT,
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V. ARICEY SEA

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,

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

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 (%) =B/IHFEOBEE (%)

2) Btk 52 BUNICHIHEIZ L D CMV EYYEN 2 H 5 £ TOHIMT
o Bt 52 MUMICHIHIEIZ L D CMV BEYEN A v £ TOHMIL,
BHEHTCRBE TH T,
V) URF AN w7751 TH B Kaplan-Meier 15 THEE L. 8 5-8E511Z Kaplan-Meier
MR 7y b L, HREEIZ XD CMV EYYE & fE S D £ TOHIMORERMZ2ED
p 8% AR ) I MIE R ER 2 B9 550D v 7 ERGIERE DO EIEOF 4 g L
L7-ERla 7o v 7Ex AW TEH Lz, BBk 3 OIRBRE T L2 BFIT, £
DEFRTHEID & LTz,

ARFIRE NIVA> T OEIVEE
BEH 289 297
AN MR 30 35
1 = = 4-3-}_;.‘#“
0.9 ot ;
0.8
ﬁ 1
y 0.7*_
g o]
= i
o 059
gg i
7 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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V. BEICEYT HIER

PRIR AR IE B
1) Bhilitk 28 ML 52 LN O EEATHEZ: CMV DNA IfijiE (S i B Gl

) DAL NT-BREDOES
At 28 KON 52 LANICE R FIHEZY CMV DNA IE (i AR <Rl
) MHELNTBFEOEIGIT, WThofib A v T rvr7a et (Bl
% 28 i : 8.8%. BAETE 52 M : 37.7%) Lk L CAAIRE (BAEt: 28 M -
2.1%. FEHETS 52 ¥ ¢ 31.8%) TIE o7,

& BIER 28 B8RV 52 BLARNICEERTAEZ CMV DNA IfE (h REREHE TR
) BHonf-BEDEE (FAS) (002 FHER)

AH R PIVH Ly m VR
(N=289) (N=297)
n % (95%CI) n % (95%CI)
28 BLAPNIZEE FIHEZ CMV DNA IfifiE | 6 2.1 (0.8,4.5) 26 | 8.8 (5.8,12.6)
52 WLIPNIZE R I HEZ: CMV DNA fifiE | 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 (%) =&/NIEOBFH (%)

2) T T A

& BET7MAL (FAS) (002 FHER)

cilfisa SNV H v v LR
FHmE (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 F TO NODAT 18 6.2(3.7,9.7) 20 6.7 (4.2,10.2)
Bhitk 28 WE TOET 3 1.0 (0.2,3.0) 2 0.7 (0.1,2.4)
BAH% 52 HE TORIET 4 1.4 (0.4,3.5) 3 1.0 (0.2,2.9)
Bhits 28 W E TOF AL 100 | 34.6(29.1,40.4) | 121 | 40.7 (35.1, 46.6)
BAE % 52 I E TOFARE 127 | 43.9(38.1,49.9) | 151 | 50.8(45.0,56.7)
ﬁ%f g%ﬁéjﬁ CMV ke /i3 5 1.7 (0.6, 4.0) 7 2.4 (1.0,4.8)
E%? g%ﬁéf@ CMV e /15 35 | 12.1(8.6,16.4) | 34 11.4 (8.1, 15.6)
A% 28 T E TORE O B Fn 7Y 30 | 10.4(7.1,14.5) | 36 12.1 (8.6, 16.4)
AL 52 £ CTORE O B Fo 7Y 47 | 163 (12.2,21.0) | 51 17.2 (13.1, 22.0)
TRIEMIC BT D G-CSF ®AIDE: 5 5 1.7 (0.6, 4.0) 21 7.1 (4.4, 10.6)

NODAT : B A 14 FIEME IR 5

3) Bhibtk 28 WKL TN 52 & T, BAHEBERERRE L OV U TG DO FE L

Btk 4 (R—ZT A ) MHBME 28 LT 52l % TIZ eGFR
[Modification of Diet in Renal Disease (MDRD) =& W51 23 20%LL E DR

D ERBOT-BEDOEE

eGFR (Bhtitk 4 #2255 28 W ET) 7 20%LL FIK T, I BHi# 28 H D

eGFR 2% 60 mL/min/1.73m? K O BEF OE|A1E, V7T LEE/LEE (eGFR 28

20%LA FIETF 1 21.5%. eGFR 7’ 60 mL/min/1.73m? AR : 58.1%. LLTF[EIIE)

RNV a e (242%. 62.0%) CTRIBRETH -7,

A 28 T M Y 52 3 £ TOAEMRBIIC X 52V B A fEf

At 28 1 K OV 52 I8 £ TOAEMBIIC K 2 2B A o R HE S
L. AFIEE (BHiL 28 1 : 5.9%., BAHTZ 52 @ 8.0%. LATREINE) & i
Y7 a et (6.1%. 6.7%) CTRIEETH-T-,
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V. ARICEY SEA

o Bhlif% 28 KN 52 B TOBBAE L
At 28 I ON 52 I E COBBH A R OREIE EI1L, AFEE (0.3%.
0.7%) LNV H 7 EARE (1.0%., 2.0%) CTRFEE TH -7,

[ 22 41k]

<FEIVEM >

o AR 28 W FE TlT, AAIBET 292 B 58 B (19.9%) . ST EENL
%$12971§J¢1041§J (35.0%) (CEIERNRD bz, TREIER Q%L L)
I, ARFIEETAIMERBAE (6.8%) M O HERIBAE (2.1%) . 7SV
7 v EVEETCHIMERBE (22.9%) . 4F FERBUE (8.1%) K OVH MM EREL
B (4.0%) THoi=,

o EELREWEHORBRIGIL., AHEE 4 F (1.4%) THIMERBAE, 4 H Bk
DIEDA 2 Bl FEEVEAF P ERBAE, LM ERIBE, (OEAE), TR 1
B, S H e EARELS B (5.1%) THIMERJRAE 6 B, FEEWMELF HER
BUVRE, B EREIR D 2345 3 B, AR BRI EDS 2 I, BERL, R Y v fED
£ 1HITHoT,

o BRSO S - EEN OREEI A, AKIBE 8 Bl (27%) TR
BRI 4 . BRI ESS 3 1, PLALBRIA SRS 2 . S vy
HEL 26 BIRE (8.8%) THMERIDAE 16 . AFHPERIGAIE 4 . F L EREC
Wb 3B, TR, L, WEFREENE 1 I Th o7, ARIBETH, MREOD
P AT S - BIER (8 1) 1 P ERI A I R AT PRI SE (45 1 451)
B W H 5o 1L 4 |2 EE SRR L7,

° §Et ﬁofx_ﬁi%%i:i{ﬁj \—uu&)%ﬂf;o
AKIRE - 2 41
RN HBL L, HCICE - AEFRIL 2 fIClE e Gl MR iE
K OBIMAEMET a3 v 7))
SNV 7 a e VEE 1)
TRFEINCHRBLL, HCICEsTAFFRGIT 1 I cmESNT (LHEE) |
TRBRH Y EANIC K D IRBRIE & DRREH V & fE SN TIE R 272,

x AEFEZROEH CAkHA)  (APal) (002 FHER)

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)
HEEZICL 55T 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)
HEERAEFRICLHBEEFRIE | 6 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 <
OURBRAH Y ERRC X o TIRBRE L ORI RH V L HE SN - 55
FEEHIRAT RIS AE > TR ZZEOHEEME N CI 2 HH LT,
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V. BEICEYT HIER

<FGRRRAEM, NA XA v KL ER >

o REMOBKRRAEMEIZ OV T, B MERBME & O FEREDE 2 bR . A
BEE T v 7 m EVEEE ORICRRRFIIICE RO & 2 220 K OME A 1358
Lo Tz,
INABZNY A R OLERIZOWT, BRERMICERO S 5T RIZERO L7
Mol

ML ER D K OV R R 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
FRRREMICESERE) CAHEH) (APal) (002 EXER)

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 {E& AW THE I L7z, WIFNORGEIZHEY T 2 BEDHEIE LR WEA
I, EORERIRTIXERI LT,

2) REMHR

RGBSR E R L T,

(5) BE - REAHR

(Mt iE A
R HARNBRN BB 23R CMV BB L OEBED T2 HR L LT LT bt

B U, b, A5 O B HE & STl 2 B JE S Fs A
B (042 3BR) 1D 1D

f RTT i s e e
FTHEHM | AEFERSEZRELWBREOESICESE . RO R OBEN 23 HMET 5
PO CMV HURBGM: R — i3 CMV $iiEBEE L v B v b (DHR-, D+HR+X (X
D—/R+) @ HA AR NE BB
%95, DHR-% 10 LI E GHANONZHEE 22 6], 5 B DHR-12 1)
TR | o FEBUGEOERA 18 ML Eo B AN B M Ttk
LU o KI—RUOL ¥y hDCMV HFUARARIALL T OWT NI EET 55 -
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V. BEICEYT HIER

a. CMV PUkR: K — /CMV Hilikfatt L > = b (DHR-)
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[
TN TE ST, BT CD+O R —0 L ORI B Z 51T T 5,
b. CMV HUREMEL > B b (R+)
LB RO CMV IgG HiiERBME RY) THD I EAHHEINTE Y, 1aHRE
WEAIAAFID 200 H FHHEENREIRTH D LHWTLH, B, FF—0 CMV
FURIEEE, BT BFA L (DHR+XIEL D-/RY)
A7V —= R THIEIXIL 2 BIHORMBEBEBHENS TESNTEY, 1o
EIAF T IS CHIE SO 2 [0 H ORI B 22T T\ b &,
B TR R CERBHEZ OB (BEYAE) 226 7 HUNDOFH,
HIRLCELT, BAF TR, 2O T ORMEO T I % i = 2o
a.  IEERFIREZRACMEIZEL Y L7
b.  MHRFIRERLMETH DN, B HGHIM K OVERIED ffk ik 5% 7 &
t, 28 HE., WYIRBHTEEZ T2 2 LICEBE LTE

FE BR[| o WEICIEESSER D D VTS m R A 2 T T,
e o HHIEIROREM L B b (R RS HLE)
o EIMFTRET6 » HLAND CMV EYHE O REE XU ADE GVl 2 &)
o BREMLEITT E To MM IEER S RS C CMV DNA PCR A X% CMV
PURIME 28 FEhits S =3B DO F  UEERE CHMEDSHER STz,
o BBUENEEDNDINTOMEEAET D,
o CEINTEROENT TS H A Z T TV D,
e BEBZOBHEREN., BT LT F=2 7 VT T AET 10mL/min LA
T (RBRFEEFEEBE COREM) Tho,
o RV —=VJRHCEEOFHERT (Child-Pugh 7 7 2 C) 2H7T 5,
o ARV —= VU TR OIFREREREE & R S HE OB HEREREE Ol
FEHRET D,
o CEIfFITRT 30 HUWIZLLFDO X 572 CMV i 7 1 7' U U HURIGER X idHt CMV
WIZEDWEREZ T2, HLINTEBRHFATIZ N O DIREELZIT 2 TENH
5
a. CMV#HE a7l v
b.  PLCMV FEDOIRBRIE X 1IH CMV AW F AR E O TRBREE
o EIFTET 7 BURNICROWT N EEE L TERPICER ST FER D
5 .
a. Hrirwen
b. sy rZmEn
c. HRABNLFY kL
d. 7¥Zuben (1 HEL LT 3200mg @2 5% 0#5, XL 25mg/ke/
H % % 58 AkN & 5)
e. NZvZuvE) (1 HEL L7T3000mg #8258 0 #&5)
f. TZryAivruE) (1 HEE LTI500mg #8258 0#H)
B HE | o B% 7 BUWNICARIOR G 2066 L, # 5% 28 1 THkkt L7-, 1REBRIER

H5se T, 2ETT7ru—7T v 7L, BERMEDO CMV JEYLIE DI H 4 50 L
776

AH480mg (240mg FE268) 1 H 1 ERAO#KE, 7 axRKV U E2HFHLT
WAEAIL, LT EL 240mg (240mg B2 1 88) % 1 H 1 B O#& 5,
T ARAE M O SUTEERI ORI & 15 5 rTREMED & DIRBE D FBE 121X, TRBR
HAEFEFHE LT TFORE - HECEHIRNES Uiz, A oM BT
JFHI4 BN E L, ERFEEHT 2 2Ll "x7 v U RS
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V. BEICEYT HIER

A, BB YEMOAE T4 EMAEZ B TOENAIOMGE R ZAEEE L
776

BHNE
o KA 480mg XiX 240mg (7 m AR Y CEGH LRV &1 B 1 EFFIRNES,
L a AR CEEALTODIEAIE. AH 240mg & 1 A 1 [BIFIRNE S

BALEEYE

[ 2241t ]
T | AEEFLLNEREOBRERILICE S T-HEERZFHA L-BEOEE

R
o MO RISRAENIL All participants as treated (APaT) & L7z, APaT L, JRBAKE
5% 1 B EZF T X TORENLERIND,

o AEFEZREZREBLLCEERLROEHATIG 2 EZ Uiz, EBRREME, A1 2o
ROV OB & 2K LTz,

[H5hE]
1) BfEt% 28 WL 52 LN O, HFRHEIZL D CMV EYYET 2 FIE L7248
FIH CMV IEEE B LT BB 0FIS
TCMV BEUHRE 1T, NgRbEsE 2 1E 9 CMV JRYE K N CMV JEMERED B2 5
(002 xRS )
P CMV RO BARIE. BLFOWT g ik-o<
ZIM/N (1) CMV FUUMAEIERS M (TSRS 25 e B < E)
(2) TETHEZ CMV DNA IUEE  (FABR 320 2 R R CHlE)
2) BAEL 28 WAL OS2 AN D, HFHRHEIZ LD CMV EHYE A2 F80E L 72 B
DOEIE
3) BAfL 28 WA OS2 LN O, EEAHEZL CMV DNA IMIUE  (FFJ iRk
THIE) BALNZBEOEES
(FE7e) | Bt 28 MR 52 W E TO, BAEBHERERE ITEHK RS2 REL LI AHE O
BREN | HE
FFAM 5 ik
o AMEDOMFNTRIZEER I Full analysis set (FAS) & L7z, FAS 1%, 1RBR3E% 1 [BIDL B
5.&#, DHR-, DHR+XIX D-/R+Th v, #5BL 1| H HIZ CMV DNA 23 H &4
2 (POREBIC CHIE) T X COREN LB SIND,
o KHEMEFHMBEEIZOWT, BEOEIERO) 95%Cl #RES T EICHEH L, FF—
EOL BTy D CMV FURRA RIS X DR 25T 572, DHR-E Y R+
(DHR+X1E D—/R+) OEAHEFBN A SR B 2 2 L7z,

[EmEhiE]

B | S LT L R, S ST A —

REAI 3% -

o RMBEOMAT GBI, D7 L b | DORE A BB (75

ONTBENOHRSND,
. LT VE L DFEYERERT X —ZITONWT, BRI EE R LT,

LEES

FAAFLESE - 22 )
FAS : 21 fi
APaT : 22 7

[Z24tE]
HAN D+XiE R OBBIEEEFICB VT, LT LT E/VIT SR AR B AT
Th ., FioeZelEOBREITRD Lol




V. BEICEYT HIER

Bet S G (IIEGNE!

ﬁ£$%&0ﬁ%%®&§¢i CESTAEFEFRRERILCBEORE

BERMICE DL RO ONTEAERS BBLEIES 10%2 1) X, nR%k 4
B, 18.2%) W ONZ TR, JREGEEYL, aFHPERBORD K OVE AR E (% 3 6,
13.6%) ToH-o7-, BIEAIL 4 B (182%) TR D BN, FOWRIZ., ALK
B, TR, BEOROMP 7T A Y RA 772 —E#iN (% 1 ) Tho
Yl

BRI G R ICE > T HEERILIN (13.6%) RO B, ZD 5 HiR%k
WG FIEICE S TZBWERIT 161 (4.5%) (HMmEREAE) ThoT-,
HERBERBI ST HNL - 7=,

BRI OBERBREEICEROICERO D 2 EENIRO b o7z, 1 T
CTCAE 7L — K 1 (FEHEELERD 25 F8) OT VAV ERAT 7 % —¥ EH
DD BT, O FHERERMR AE %2 & TR R A M CIXEKRICER DO H
DEEIIH I o Tz, NA XY A 2 (I)E, RIEXOLHE) Wz
DEIZOWTHRICERD H 5T RITRO b no Tz,

xX AEEZROEHN CAKH)  (APal) (042 FHER)

AHIHE

N (%)
RN R G513 22
HEEGL 20 (90.9)
BIVEHIT 4 (18.2)
HERAEFES 7 (31.8)
EIERRIEH 0 (0.0)
L 0 (0.0)
HEFLZICL DG F I 3 (13.6)
BIMERIC & 2 Gtk 1 (4.5)
BELEEERCLDEEDIE 2 9.1
EELEWERIC L 25 H1E 0 (0.0)

TOIRBRISEANC > TIRERE L ORRBIR DV LHIE S - Fig

[A5hE]
B AT
1) Btk 28 LN S2 LN, HICHIEIZ K D CMV ERYYE 2 58 9E L 72 B X

1Pt CMV L& BAA L7 B 0 EIE

BAE 28 LIPS R EIZ L D CMV RYLE % FJE L 72 g 3Pt CMV
WL B LB IR b e o T,

BAlEfE 52 ELAPICH IR EIZ LD CMV JEYWIE 2 FIE L 7= B3 iht CMV
BIEZBB LIZBEIT 44 (19.0%) THY., WITFhy DHR-TH-7-, 4 4l
21 CMV IED 78 CMV #IEEZBIB L., 20955 26X CACIZLY
CMV JEYE (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<
POMNE LT HITEZR BT CMV HIE & HITE S B

§

CMV FURMAEMA T 1 DL ORI iR S 286, X PCR A TE & W HEZR

CMV DNA 2t Sn7=86 ( TR Sz, E& FIRAR) 3EER) | ZORERIZESW
THCMVE (Hrirnmbeih, "AHT Y7 a VIR AINRy ) OR%GE2FBTHZ L

2)

3)

itk 28 K OV S2 LAN O, FIHIEIZ X D CMV BYYE 2 FIE L 72 BE O
ElE

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

A 52 LI RHIEIZ L D CMV JERYYIE 2 39E L7-8BE 1L 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 ORER S 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 R RIERER (001 3RER) 9 OICBIT 2 BEE R, CMV &R0 Y 27 K1, JF H i
LAY ROBRLE 2 A > RN O LRI C. AROFHARE LTRSS
776

BEE A Flm, MR RE, AFE (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 I L TAFIRE TR, AF DT 7 2RI T 5 PR EROIZE®KOH S CMV
BERBHB LN BEOEIS) N—B L TREhi,

U A7 5550 CMV &Gk ) 2 7 K+, &R, N —R —EHORE N HLA ¥4 K —
DY A7 AETIE, BRMICEWRDH D CMV RN SN EBEOEISIL. 77 AR L i
L CARAIFE TR o 72,

OF SR L Y A > R OB ETALE L Y A > OFEER] « BHRTLE LY A v CERERERYATAL
B, TREZKIIATALE., B REIEMRARTALE) K OBEGEIRI LA (7 m AR CEA K
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V. ARICEY SEA

V7Y ARAGEHELVIAY) OFENENOGEANT AV RIT, KEIOT 7RI T 5T
RiT—HL T\,

FIHMAREFRILFEIRAB (001 BBR) (CBT DL T v 7 7AW, Filin, PERl. AFE, AFE,
R RE MR E K OVIFARRERR (220D B9, MR GRETHE L THEBIL T,

<SHUARE RS ILFEIRER (040 3RBR) >

TEHMBEE THOIBAMEE 14 (K100 H) 7S804 28 £ TICHAEMNICE®RDO H D CMV K
LB BN R E OFIGIZB N T, HBRES = (i, MR R OARE) KON CMV Bk Y
27 W+ (FF—oim#BfF%E,. HLA ~—%., GVHD XUZZ Do Hm Iz L 525 EAT 1A FE
M. HLA & N F—KkO%it Mulgiifatesk s a7 ) v ofkh) 13 i 0% T,
KENOT 7 vRITKT D FRD B L TR,

(g

<A IARRER (002 3RR) >

FEFME E Th 2B E 52 WLANICH I HEIC LD CMV BYYE % FIE L 72 B OFEMZEICk
WO, BE R (MR, e, AFE, MUK ONEARRE) (ICES HSERIE T, Bl 2R
mhole, o, e T v T 7 A VE, Fil, R ALK OCRBEZDDND T, WTFIoE
SEFBTHRETH - 7,
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V. ARICEY SEA

(6) AR
1) ERAREAE (—REARERE. FECEARERE. ERARRLEEAT) | WERTER
T—ER—RRE. WERFRERSBROAR
a) lfaBiE 2 MR e LI RE AR A (( TV, 5. (6) 2) AL L TERETEDHNEN
(X5 L 72 ARA - BB S )

b) [FIFR IS M EA AR AR 2 3 5 & U7 —fefi kil (R T)  (TV. 5. (6) 2) KRBSAFE L
THEMTEDOWNAE XL FEH L 7-iid « SRBROBE ] 2 )

2) RBEHE L TREFEOABNILEE L -3E - ABROBE
a) WRARFEAE 2 65 & U 7Ry iE A6 ) Rl A
ARFN O AIERE TR T 2GS S TOREM L OHE ML 5.

b) [FIFE I M R R AR A ek 5 & U 7o — Rl BRI A (R 1)

H A HEZE T ORM HSCT BEIZB T DY A AT a oA VAR
YUIiE O FIEIN TN 39~ 2 AR 5B OG0 K V2 etk B4
% 18 O H & OViERR

LR EEREENY A7
FRARN B G- O B RERR S AR AR, DR

eyl 2018 45 H 28 H~2022 45 H 20 H

AL B A7

MEAIT %t G E ) 224 821

(FRA T EIEME - 45061) | HME : 670 4

R reecu

EIERREEREIS X 11.33% (93/821 ffi) TH V. 5 FILL L THRHA
L7ZBIERITEDS 13 6] (1.58%) . BEHEBEREEN 12 4
(1.46%) . 2AVEBHL A xHE 2. HEERER Y. A4 h A
AL ZARE S EAE 5 B (0.61%) T, FE R EIE R EE
A3 3.05% (25/821 ) T -7z,

BHEE

CMV EIEOFRBLIR DU, BRi% 14 HELINIC 1.34% (9/670
) . FAETE 24 FLANIT 2.99% (20/670 ) T -7z,

(%)
[i) e s I B A R A R (e 97 2 — el i A (R50) OFEREIZ L 0 . 460 JEB] OEFRERE R
(CEES W TRl AN 22 S U725 R, 2021 4F 12 HICLL F OAGRSAENR R S iz,

RS ENTORBIEFISRD TRONTWD Z L b, BERTHR, —EROIEFIZIRD
T2 BPEBSND ETOMIE, SEF 2 RITEHREREZ ER S5 2 &2k, AHOME
MBEOERHRCILEST D L L bIZ, AROREMEROANECET L7 —Z 2 R EIE L,
AANOBEIERE I HLEZ R HEZH LD Z &,

(7) =Dih
HYERR L
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VI. EHREICEHISHHEE

1. ¥EBEZHICEEEHSLEVMITLEDE
ML

2. R

1) ARG - ERAEF
LT VE BT, B MIEFEELZRY DNA ¥ — 2 F—PHEAKREZILEST 2 ERET2ET 55
CMV #TH 5,
LTIVEEME, A RATe T A LA (CMV) OUANVAY ) 5 DNA OBIE ROy r—
VI BT DNA # — I T —EBEA R ZBIRICIHE T2 2 & C, —HBAEDS / DARK O
T RSO = T ERHI L, UA NARLT- O ERET S,

LTILEEILDOEREE

—BIROYT /L ER
HTYRADINYr— 20T

|

DNA9—3+—t

4 L ADNADER ! r" SHEEEL.

............... Z i —W{TRDOY /L

— — . EHICEETAC

] RICNAR V=X | eomans

s % (DNA1) X5 —ETREH]) (CMve—xF—tIHEA) ) OFRERET 3.
: T r— e

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) YEF#FFICBE3 238k (in vitro)
i) HCMV DNA D& R R ORGERL 7 DEEA IR 2 1A
L7 /L€ BV HCMV DNA O Q&R O FEA TR T 2 1ER 2 MEt L7, V7 vE
BV HCMV DNA ORI L2 RIT X o7z (K) , — 5. DNA RU X T —ERHERK
ThDHH 7 mENiZ, HCMV DNA O 2 4mifil L=,
LT AREALROT w7 menid, Wb HCMV ORGVERIf OPEAEZ I L7z (K) .

AR AD169 FE Y NHDF i iz
W) BRE LT LEEILSONM, H v 7 B EJL 20uM

. 1%10°
o 1%107 — I
2 - s
[=)
: 110 T
10 = s
M B 1x10
> ;
z y
< b= 3 e
2 g 1x10 O gk
~ 1%10" 1 LT LE B
£ -~ ik . Bl
s - LFLEEL 1%10
S - H e
o
Tkt VS | E2
0 24 48 72 % 5 24 48 72 96
JRHLEHFR (hr) G R (hr)

FAITFEHIMEESD 2777 (n=3)
HCMV DNA DEE R VLM FOELE (I T SR

ii) HCMV DNA DOYIBriz x5 2 1EA

HCMV ©% 7 LA DNA lZa a7 ~v—L LRI, #—IF—EBEAERICEIY B ED
DNA (Z8Ilitk, W7y Rig Xy r—v v r73nsd, L7 EENLO L BT~ —DNA OYJE;
HEHICH T AEEREZRFT 2200 7ay FeELE, ¥—IF—EBHEAKRICK
W 2297~ —DNA BYIEr SN2 55 IR &40 DNA Wi O & &4 4kB, B3 pH5E &
NEGHEDESE 84kB LB Kot LT A, LT AT EVEZMMTH D ADI69 £
TiX, L7 VEELOERINT L VK 4kB O UK A 38 L7223, LT VE EVITERR TH 5
AD169-rAC246-1 FE TIXD Lo 7=,

UEOFERNS, LT LVEEALEY —IF—BHEAKRICL D247 ~—DNA OYIN; % [HE
TAHZEDRHOMNE ST,

PRERR © AD169 X 3% SRR HELF #ili
W) JEEE . LT LEEL ECsfE (4nM) D 0.05~50 %

iii) HCMV O EBEA I3 21EH
HCMV OEHEESKIZHT AL T ALEELDIEREZRTFT LI A, T v 7 v e /LoiLit
IZED, Y48 KO 72 K0 B (A1) KOVL () EAEOBINPHE S vz olcxt
LT, L7AEEATIE, IE FiFIH) . EXRLEBEORIUCEEBIIA LN o1,

FBRR © AD169 FRE G NHDF el
KW, JEE LT LEEL 500M, S Y7 | EL 20uM

52



VI. EDFEEICEI SHIER

2) MUANZERDOIERBER CRERTNE (in vitro)

VT ILEELNDOAE HCMV OEREHRIZHT 27 A VAERHZREIL, Trv7rben et
L7, A ETO LT LEELDOH T A L AVEH D ECsoff1% 0.0038 1% 0.0049uM (-1
4.4nM) TH Y, ECofiiX 0.0051 XX 0.0071uM (F¥6.1nM) Thotz, £/, Hr v/ mbEn
® ECsofEIE 1.7 4% 2.3uM (V-4 2.0uM) TH Y | ECooflIE 10.7 XiT 18.3uM (¥ 14.5uM) T
bolz, VTILEENLD BECso KON ECy fHIL, H2 7 v bEdZiZEI 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
ETHy, 2D, ECso KN ECh HDZEITDT N TH -7,

® HOW ST BERIRE

HEHIE | HCMV Kk LT AEEN Hovruen
_ ECsofl (uM) | ECofi (uM)  |ECsof (uM) | ECopfE (uM)
CPE #illy2= AD169 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]
RV-HG | 0.0049+0.0009 [5] | 0.0071+0.0025 [5] | 2.3+2.8 [5] | 18.3+22.7 [5]
BAEILEHELSD &, [ ] NICERREEZ R,

AL s

ND : il &9
LT 'R NG/ =R %
¢ .
100 100

75 75
‘1’_:_;( 50 ______________________________ EC50 :2( 50
# &
E 25 #Hoys

Y Sttt o o s " ECw 0

107 10° 10° 10t 10t 10?100 10 10 10° 107 10t 10" 100 10

BEE (WM) RE (uM)

K U EEY IETMBE I3 T 5 H 0 B OEEIELSD #7757 (n=2) |
AD169-GFP J#&Y4x NHDF gzt 3250 7 A v AEH 28 6B L O EF L,

i HONV #E R D iR E ik 1E
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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, LT LR EMIT 7 b EVitERE (UL97 fEIRZE Bk 2 & 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, Mlodrvraeiv,/ v K74 EAZXER (ULS4 KOV UL9T7 fEIEZS Bpk) 12%f
LTH, VTIEEAMEFIIVANVAEfHZ R LT Y,

K HEHOWKRIZHT DIV 1 IILREA

ECsofi (uM)
HCMV Fk - : : :
LI LE B | Hovrmen
AD169 0.0051+0.0012 24425
AD169 rGCV' 0.0039+0.0011 124+0.7
bt IR 5 B AR
1-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
v v B VIR SR 53 BERK
I-E17251S 0.0061+0.0044 1442.5
[-1947R 0.00230.0023 15413

BABITEBIELSD 2T (n>2)
T ueL (GCV) O
ND : Bk 253

i) ERERBE HCMV BRIZRIT 5 ¢B BETEI KL O ULS6 SN ERDORE
ZFRFGIE 0 BE HCMV BRICK$ 5 LT L ELOH HCMV 1B, I ONT 7 A )L A D FME & B
TOHREERE B (gB) #fn AL N ULS6 SHIROE R OB L B LT,
ERR ST BERE 74 Bk (U-1~U-50 @ 50 k&= ETe) IZTH LT AEELROT 7 aELO
ECso fEO T ILEIX, 2.1nM (HiPH : 0.7~6.1nM, 74 ££) Th o7, EERDIBEE 74 BRI
HLTAEELDORBEESZITTELT., LT AEE IS TH-7-, HCMV ¥ 70 BRIZ %t
TLHLTAEELDOH T A VAEMN (ECs ) X, % gB BIn R TH O EWI R0 o T2,
ERR Sy BIERR 74 BR D ULS6 SEIOBIR T2 M A gt LI-AER, 27 HEOT IV BERNFE S
N, WS LT VE EMIHT DR IEICIEB G Loz ()
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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%)

T EREZETARBE O T4 R OEIES (%) Zad,
N: L7 VEEIR LTt L

i) FFEEEFR/EE HCMV BRICHTS 2 L7 /VE ELVOH HCMV VB R OYE BRI 1 B s S
ARG IR S BE HCMV BRIC KT 5 LT LE EILOH HCMV 1B} OVE EHIIIC 5T 5 fllaisE
PEZRRRT L7z, ARG ENEIX. MRC-5 FHAE & Tl 4 O OWER Y O F1E UTIEFIE F TR
Fth, MTS (7 F 7Y U o AHHIR) 2L, AR X 28 cAERM TH 5 R r~H v
DOWIEEZ T L— ) =& —THIE LTz, #BREWZEE20 T = /L OWILE & ik LT 50%
DOWLIEE % R T HBRIEIIRE (CCso fi) ZHEM LTz, LT /L EE/LD ECs flI 2.21~18.0nM
Tholz, LT IIEENLD CCsofElI Wi miRE D 100nM LA ETH Y | TIHHE (CCsof/ECso
i) 13>5.56~>452 LEHENT-, £/2, H o7 Ld ECs li 425~12.1uM ThH - 1=,
Ty 7 aed CCshEIX AW REmIEED 100uM L ETH Y | TIfEIZ>8.26~>23.5 L HiH
i,

TI (therapeutic index : VA¥#ARE) =CCso fE/ECso il
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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) KYIREBLDOTA NVADEEEFE (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
) OEEE LT LEEIL 50nM. H L7 | EJL 20uM

6) miﬁﬁaﬁﬁﬁbm%?& (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) UANVRIIKT DB (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. EMERICEY SRR

T AIMRRIANWRIZHT B0 14IILRER
ECso fEE (uM)
Vel | srvraen | vizren | 7osmen | 7aza—k

A NA (BR) e

TIVT 7 <L AT A LA

VZV (Oka) HFF >10 | 0.810.05 | 0.28£0.19 — —
e vpsa.Grp) | Vero 510 | 0.70+0.10 - 22402 -
HSV-2 (01-6332) Vero >10 2.5+0.6 — 2.8£1.3 —
N AR T A LR

D 169-GEP) HFF | 00027:00004 | 1.140.0 | 0.10+0.0002 —~ -~
MCMV  (Smith) MEF 4.5£2.0 4.3£1.0 0.29+0.04 — —
RCMV Masstricht) | REF >10 | 0854001 | <012 - -
HHV-6 (ypeAGS) | HSB2 |  >10 - 55424 - -
T~ LA A LA

EBV (B95-8) 293T | >10 — — — 1.540.4

BAEITEYIELSD 27T (023) .

EBV : Epstein-Barr 7 A /LA, HCMV : & " A hAHa v A LA HFF : gif\t MOEMRMESE, HAV-

6: & FLRRATA)LA 6, HSB-2 : b hAMEY L R3FERkME AMAH Bk, HSV-1 @ B~ L2711

A 1 HSV-2 : Hfi~ L _2T A LA 28 MCMV : <7 A% A A Hr v A /LA MEF: g~
ﬁﬁn‘%f‘éﬂ: RCMV : 7 v b A KA Hnw r74'/1/x REF : ¥1{% 7 » MRVEMRHELE, Vero: 77 U
I RUPAE BRI, VZV : KE - FRIEB U A VA, 293T : b MEIEE ERZHSk

i) ~RRATANVRPADERE 2T A VR BIEA
EhTF UL 2 BRIFFRTANVA, B MuERET AL A 1, ABIA Ty
ANAFONCEIFLR T AN AD LT IE IR T A RZEMIZOWTHRE L7, LT AEEL
X, BET LW T IO SNZAT AL VAL D T A VA L THI T ANV AEREZ RS T,
HCMV IZE R TH > 7=,

R AILRZADALIIARUNDEEL DA ILRIZRT B0 M4 ILAEA

TANA (BR/ZEEAR) i) BRI ECso fE (uM)
. LT ILEE L >10
7T A NA HAdV-2 HFF -
gxabF 1.4+0.2
LT LEE L >30
~NRTFT AR HBV HepG2.2.15 —
TITVV 0.21£0.035
L7 I)LEE L >11
Lhar A LA HIV-1 (LAD MT-4 -
7L LY 0.0008+0.0001
ABLA T LT ILEE L >10
AN T TA VA 293T
7 A VA A/WSN/33) G66976 1.7+0.2
i LT ILEE L >32
TI7ETAINR HCV L7 ) a2 Huh5-2
HCV-796 0.001+0.001

BT FHELSD 2T (n>3) o

HAAV-2: B b 7T/ UA/LA2, HBV : BRFR T A /LA HIV-1: & MERET AL A1, HCV : C
W% T A VA, HepG2.2.15 : HBV &Yt MFIEMEHSE, HFF : F)ft e MalE#iESE, 293T : & MEIE
B EEzHmsk, MT-4: b b THAMFEEN, Huhs5-2 : HCV L7V =2 8 A e
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VI. EEFEE(CRHT HIER

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
T, 2 FEIEO BRI AR 72 Fi1E (Bliss AT T L & O Loewe IR E T /L) & W CREAf
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 B A v AVEH
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 FRAVE
LT ILEEN+T 7 a el 0.5+0.6 -12.4+7.7 FRER

BABITEBIELSD T (n>3)
SEEEFE (WM2%) 23<-50, -50~50, >50 DA, EEndsEht. M, HEEEH & HE L,
CRZF BN BENERAR, TV HRBAR, CMV IRYSEI ST DR L

= MOIWERLOHAER (Loewe MEETIL)

. HCMV D4l 5 T ? Combination Index fi& -
BRIy | B VIR B Cly A A
50% 75% 90%
1:166 0.90+0.22 0.83+0.13 0.90+0.25 0.88
LT LR LA+
X . : .03£0. .00£0. .09+0. .
B rae L 1:500 1.03+0.08 1.00+0.11 1.09+0.27 1.05 ARINEH
1:1500 1.00+0.05 1.06+0.06 1.15+0.09 1.09
1:16.6 1.21+0.18 1.18+0.05 1.184+0.07 1.18
LT LB LA+
. .19£0. .19+0. 22+0. .
T 1:50 1.19+0.25 1.19+0.18 1.2240.14 1.20 FRINEH
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 1.30+£0.01 1.23 KL
LT ILEE LA+ B BE
N 1: 25000 1.25+0.14 1.35+£0.03 1.49+0.20 1.40
RAT IV F FEHUEH
1: 75000 1.15+0.11 1.20+0.09 1.28+0.17 1.23
1:1666 1.09+0.13 0.86+0.16 0.83+0.20 0.89
LTIV L+
: + + +
FoormeL 1: 5000 1.18+0.24 1.04+0.11 0.97+0.05 1.03 FEANE
1 : 15000 1.19+0.16 1.21+0.11 1.26+0.12 1.23

Combination Index B D& EILEHELSD #7779 (n>3) .
Clw EA3<0.8, 0.8~1.2, >1.2 DFE, TNETAT, BN, FEHUEH L HE L,
TRTZ N ERRAR, T 7 ub)l s EREEARE., CMV RYYEIZR D@7 L
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VI. EDFEEICEI SHIER

9) FEAN i

i)

VT NVEENLTRED A V2 DIEARERZHER NEROFE (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 — 3 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) 1X7 2 /D 231 M5 369%‘5
HORASEBUZES LTz, —J7, UL56 LISk UL8Y, UL104 X% ULST fEkITIZ, (il

B G-9 2ZRIIFRD Lo Tz, BYSHIIaEG % Tk ULS6 (2 Téwﬁhﬁﬁﬂ%ﬁfw
A2 DMEIEIZ B 5 NIF X 72 o723, invivo TOZFNHER T A )V 2O WEIGEIZ OV TR
HThbd, ok, MHRICT A 37 g B ECs ElL. AD169 ¥k & il LT 50372
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 L D EABIT FEEIELSD 7R3 (n>3)

OmHERRIC R 9D LT T LD ECso & kK CTd D AD169 D ECso fE CBR 25 Z Lok 0, RI (i
) 2R L,

§ BRI OEIESN D) R DT AD169 ¥RIZxHT DR O 7 I/ BRE %~ 7,

I L7 L BUREMEOEE OGRS DD RO, LT /LT EVOMMPEZIEEE S L TR0,

- 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 fiiiX, BHKTH S RV-HG Kk & il LT 5~8796 (Ml a2/~ Lz, —5., 2R AMIZ )
TAHRKFMDNA R AT —PHEEK (Hoormb i, RAHLRy ME) O ECsfll%. RV-
HG PRE R L TH O N2 21T, FEFEEANT A NV ZADRESZMEITTTOER T A )V A &[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 00302 0,001 | 002£000 | 0132001 | 0.65+0.24 | 26465 | 0.04+0.01 |0.13+0.03] 0.140.07
el : : (5] [45] [218] [8796] [13] [44] (48]
ﬁ:{sza 184200y |072+024 1922035 211077 | 211 £0.71 [ 1.25£0.61 | 1.22:+0.11] 1.96:+1.09
o e (-] [—] (-] (-] [—] [—] [—]
AN 0184013 |009%0.02 ] 040%0.11{021£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 333 29+9 75+ 14 53412 49+ 16 61+25 |102+000| 45+10
=% (-] [—] (-] (-] [—] [—] [—]

L)

T ECso fE DB EIT FHMELSD 2777 (n>3) &
o BB ARRICKTT A LTV EE LD ECo EEBKTH D RV-HG @ ECso fETHRTHZ LI2LY, RI
(MiHEEE) 2B LT,
— i k72 L (RI<3)
72 8EJ) :DNA KRY A7 —EHEEK (ENBEKIE, ¥4 AT U A L R ERYLEIZ 3 5 505 70

R4 EJL : DNARY AT —VHEK (ENRER

<HE>

CMV @ DNA #—3F—P 0¥ 7 2=y ME CMV #Efs+® UL51, UL56 K& O UL89 fElfic = —
RENbd, i), i)DOBRFEED, MlagERZHNTERNICLTALEELICLVFEEL, LTV
FEEMRESZ M Z R LT UANVADT X ) BERO—BEEZ U TITRT, LT /VE E/ITRE
PED CMV 22 Bk 2 3B U 7-f5 5. pULST (P91S, A95V) . pULS6 (C25F, S229F, V231A/L,
N232Y, V236A/L/M, E237D, L241P, T244K/R, L254F, L257F/1, K258E, F261C/L/S, Y321C,
C325F/R/W/Y, L328V, M329T, A365S. N368D, R369G/M/S) }TF pUL89 (N320H, D344E) I
T BRERPRD N, L OEMAER T BB Z CMV KD ECso fEIXBF AR
&R LT 1.6~9,300 {5 EfE 2R Lz,
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VI. EMERICEY SRR

x HMRBEERCTERMICEBELLZLTILEELICHEEZ RS 7 S/ BREHR

UL f#E#% T2 R A RIf LT VB EVUIZKRES 5 ECso fE (nM)
UL51 P91S!9 2.1 7.6
C25F!'0 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
V236L17 14 80
V236M® 45 130
E237D!7- 19 10, 16 58, 61
L241P'® 17 218, 96 650, 550
T244K'7 33 19
T244R'7 ND ND (T244K & %))
L254F'9 3.2 12
L257F!9 8.6 31
L2571'7 4.9 28
UL56 K258E!9 14 52
F261C!7 4.4 25
F261L'7: 19 2.8, 25 16, 9.6
F261S'7 ND ND (F261C/L & ¥5E)
Y321C!" 4.6 26
C325F' >3000 21000
C325R!D >3000 20000
C325W10 9300 20000
C325Y8: 17 8796, >3000 26400, 20000
L328V!0 1.9 4.01
M329T!7: 19 44, 45 25, 17
A365S10 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 BRIE AR T 5 LT B LD S0%ERIRE (ECsfii) ZBIKD ECso T 52 &
&0, mHEE RD ZRMH L,
ND : not determined. T244R X T F261S 1%, ZALE 41 T244K K TN F261C/L & FEI L 7B %~
LHEREND,
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VI. EDFEEICEI SHIER

iii) %EI%E O AEFBR T O FRAAR RS H] B SRmErE
WS CEE S N2 LT VT EAO PRI G X D BREE TR (020 3Bk <TIE, 131 #ilo
[T SR RS AL B 12, 60, 120 K TX 240mg D LT LEE LIS TR %Z 1 B 1 [0 84
HRE# G Lz, L7 VEEARETIE, CMV R T ARKREI O BE R ZNE 33 fild 7 4

(21%) | 31 flH 6 Bl (19%) KO 34 Bl 2 5l (6%) IZERD B, TALHEE 1561 (5

B, fRFTATRE 12 ) Z I, ULS6 a1 231~369 (LD 7 X/ BRECS % H1.0:Z DNA 3 —
7 T AENT & FEHE L, [RE RTRE T > 72 HCMV @ ULS6 fEIk DA RIS\ T, HLCMV #Kiz
ST DB EARBI L () , LTAEEAEZERE LEZBELE»SHEES N7 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 S RIEREEmEs a2 Rk Lz, £/, WTFhoBREAKL 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 . ZRLUANDOER I TH -7,
WO ZEBK S RV-HG #R & g LT, B DRI E O ZARIT A b e o7z,

*RV-HG # : AD169 #£IZ GFP {51 %38 A L 72k

) AHOREROCHE

WE . RAIZVTAEELLE LT 480mg % 1 A 1 ERROELET5, V7 aAR) v EFAERET 545
AN

=

WL T AL E LT 240mg % 1 B 1 BIRROBEET 5,

x® BRUFINHARCRESNEZEEZEALEHROMVAIILARICHT HBEZMA
ECso fif (uM)

BRI RV-HG RV-HG ~® UL56 &% [R1] 1
L134V/Q228H | V236M D414N S2271 R410G
o 0.001820.0006 | 0.13£0.01 | 0.0027:0.0012 | 0.0006:£0.0002 | 0.0012-0.0003

bTVEEL 1000295000131 g 6 [46] [0.9] [0.2] [0.4]

. . 1265053 | 1.924035 | 0774030 | 0762039 | 1.44+0.75
Hrvzmen | 191£0.97 [0.7] [1.0] [0.4] [0.4] [0.8]

o 0.0940.04 | 0.4040.11 | 0.06£0.02 | 0.07£0.03 | 0.05£0.02
vEZHEL | 0212017 [0.4] [1.9] [0.3] (03] [0.2]
N 80+23 128+13 47+18 47+11 46+10
AAANF Y b 111E52 [0.7] (1.1 [0.47 [0.47 [0.4]
i ) 58425 75414 29415 2748 38415
TvIREN 6942 [0.8] [1.1] [0.4] [0.4] [0.5]

ECso fll O &1L FHIELSD 273 (n>3)

TR ARRICKRIT A LTV EE LD BCso EEZBMETH S RV-HG O ECo [ETERTHZ LI LY, RI
(M) 2R L7z,

VRTZ B BERNKRKR, TV u el ERNEEAE. CMV RYYEICRTT DG L
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VI. EDFEEICEI SHIER

iv)EMAERER (001 FRBR)
A M e R AR AR 2 e 5 & L7 S A E B [RIEER (001 3BR) TiX. V7 /EELEE
DO H TR & 72 0 MRS BT 50 il A %52, ULS6 KUY UL8Y BT XTh
o — REEIE D DNA > — 7 = A il &2 3k Uiz, 3 Bl CL T BRI %2R"d 4
MO B pULS6 (TR &7z, 1 6T C325W KON R369T A3, fhod 2 il T 4 V236M KN
E237G OEHA B S vz,

001 RER CHRE SN LT T EMERGE T I BRE B Ot E

UL 5 7 X BRiE S RIf i
V236M 50
E237G 13 A2y B TR R DS 2.1 REIE
ULs6 FLE RI21) ,
C325W 8262
R369T 52

T BRI ARRIZKIT 5 L7 L E BV ECso fEZ BIMED ECo fETRRT A Z &2 XV, RIZHEM LT,

VEIMFERER (040 FRER)
A AR R 2 kb G & L7 S IAH EBR L RIERER (040 3BR) Tk, 2580 6
TR TR IE L CMV MAEGRD HAv7e 32 il & %422, ULS1, ULS6 KU UL8Y i&
fGFOTRTOa— RFEBKO DNA o — 27 =0 AT 2 EfE LT, LT /L VI RS %
AYERIIRM S e o T,

vi)SBIIAERER (002 3B
SNEINBBIES 2R & LA S TERER (002 3UR) T, AARED 5 B CMV RGYE
% RIE AT L CMV IMUE DGR O AR 23S H A7z 52 il 2 %582, ULS1, UL56 kO
UL89 #Efn DX T a— KEEIKD DNA v — 7 = Az £l L=, L7 /LE K
B2 R BRI S e o T,

vi) B MAERER (042 BRER)
HARNBBMEE 25 L L2 ENE IR (042 35R) TiX, v 7 roikb542%0)
T-#EBRE D 5 B CMV JRYLE 2 FIE T CMV MUE R D HIRIRIE: BT 4 6 &2 5812
UL51. UL56 KO UL89 &fn+ DT D a— REEID DNA > — 7 x o A fifhr % i uto
L7 VT BVITARRSZ MR 2 n T E R IR H S e o 72,

Vi) 7 A 2V R B SCER R

002 7R K& O 042 FBROFER L3N, THHED A VAR L TLLFORIC L 2 @|E 0N e Eh
T3, Muller 5%, 2015~2021 27 T 2 A Db Tl M A BBl I igss B hisic v
TIVE BV E PRI AXIRER 5 SN2 B5E 16 floo, CMV ULS1 f83k O PR 4 A L
72 20, MESUTMmEED 16 MEOMEIEELS| ZE L, ULSI OBETSE L i Lz, % O
. pULS1 OFAT 2/ iE# L LC, DI2E, 17del, A95V KUY VII3L NFEIESNZ, Zi
HOT X BEFRIINTIG U A N ADN S EEE KIE ST, pULSL A9SV DHIMNB LTV
EETKT DM 13.8 fFIK T &7z (ECsfE=29.210.79 nM) 20,
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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
U A NV AVEH OBREER#E & FEEIL T,

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

1. mpREOHKRE
1) ARLEDGCOLRRE
HYERR L

) BERFBRTHERIN-OPERE

1) RERERA

i) HEREO&RE (027 R E) D
HA NERE R A & EIC L7 1 L 240mg P Jo OY 480mg % ZEfERFBA[RIRR O 5 L 7-Bf oD, L
TIVEENVOEMENRE AT A —Z 2 RITRT, LTIVEEML, &E% 2.25~3.00 FFHE T
MAFFREICEE L, Z20%., _MHEOEEEZ R LEZ, L7 LEELD AUCL-I1X, HELZE
EES ERERLE, VIAEEADOHRELEY ERIDBERD FRIZ, LT EELOEY
B IC B L MITTIFEOAA T > AR—4%— (OATPIB) OfIFINRIK &% 2 iz,

R LTILEELZEERERNZEORE LEBEOENTHE NS A4

= N3 Cmax AUCO-oo TmaxT t1/2
B [
E PiZ (ng/mL) (ng-hr/mL) (hr) (hr)
N 10,800 61,800 2.25 9.96
) > 5
240mg 6 (26.6) (43.1) (1.00-3.00) (23.5)
4%0m ] 19,600 180,000 3.00 9.66
& (30.0) (35.1) (3.00-5.00) (37.2)

KAL) (T LD < BRI (%))
TrhgefE (E0H)

i) REZROHES (032 RBR) 2
HAR N e R 12 Bl LT /L EE /L 480mg 2 1 H 1 Al 7 HREIKERO#HEG LD

AUC 280 2 O¥ Cinax DAL IES S BFERS (7 BHH 1 HH)  (90%CD %, #hZh
0.97 (0.85, 1.11) KX T* 0.94 (0.83,1.08) THYV ., LT NLEENMCERBIA LN >700 Tma
OFRAEIE, LT EAfEES (1 BH) T2.50 B, KERYS (7 BH) T225FMT
HY., FEETH-T=,
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VI. EMENREICEAY 51EE

M BAABREXHHEBREIZLTILEEL48mg 1B 1E 7 ABRELKOZE LEEBO
1THERUVTBEOMmMEDL TILEEIEEH#HTE

35000 1
-~ 0oy 1
sk Dy 7

20000 +

25000 1

20000 4

13000 4

10000 4

Mean ME—B228 Plaama Concentrations {ng,/mL)

50004

Scheduled Tima Poirt ()

G ¥ESD, MK-8228 1 L7 /LE E /L, N=12

& BHARABRRZXUHHREICLTILEEIL 48mg = 1 B 1E 7 HEREROKS LIZEOD
EMBRE/NS A —FDEH

3 ) B R 7 HH 1EH 7HH/1HH |tMSE?
NI A=H INI| GM 95%CI Nf | GM 95%CI GMR| 90%CI | (%)
AUC.24nr

12 | 137000 | (102000, 184000) | 12 | 141000 |(105000,189000)| 0.97 |(0.85,1.11)| 18.1
(ng-hr/mL)
Cfﬁ;hnL) 12 | 20800 | (16000,27100) | 12 | 22000 | (16900,28700) | 0.94 |(0.83,1.08)| 184
Cav
(ng/mL) 12| 5720 (4260, 7670) 12 | 5890 (4390,7890) | 097 |(0.85,1.11)| 18.1

LTV BV 480mg $ 5 A 52T T R E S

P IMSE - SERADIRET AN S/ LN FH ZFREE (F7E) OFFHIR, tMSEX100%IE7tD R E T
DOERFE N%CV DUTLUE,

BH5H QBEHEOTHB) 2EEDR, HBREZ2LEHEETIHRBREADRET VER N,

GM : /T3E), GMR : #&(3FEEE, CV : ZEhifREk

) AFoOMEROCHE

WBHE, RAZIZ VT AEEALLE L T480mg # 1 B 1 ERAOKELET D, 7 axRY v E0fARE5T 556
WL AT ENLE LT 240mg &2 1 H 1 ERO#HS5T 5,
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2) FfEEMBRMEBE (HSCT) BE (BEAAKRVIERBARAT —F)
[FfE HSCT & 350 51 (9 . HAANFEM HSCT Ha 23 #) oG bnzmiEhLrsireen
WET — % % T, RHEEF SRy ENREfRAT 2 550 L 7=, B AANFRFE HSCT &I LT L EE L%
480mg, KOV 7 m AR CEHEGT 558XV 7TV ERL A 240mg T 1 H 1 REIROES L
7B, LT VB ELOEFIRIEIZIIT D AUCoan & R T, 85 MAHEFEHLERER (001 3U5R)
THEONTBEBEROFHHCIX, ~BLEAIMERTREINTRBY, £&5HIECBT 2BERIC,
BRI 7238 WIERRD B o 12,

£ BHAAREHSCT BHICLTILEEILZE 480mg, RUTHY ORRY v EHAKRET IBEF
LTILEELZ 240mg T1 H 1 EROEKE LEBROEEKREIZE T2 AUCo-oum
AUC().24hr f (ng-hr/mL)

551 " P LTI <
5%k A fu] L B (%)

480mg % 1 $¢ 5- 13 42,390 32.0

vrua AR G

240mg & 11 5 7 66,450 19.5

T AARANFFE HSCT g o Mg L7 VE EVRET — & 2 W = REEF SR EMAT S5 b7
AUCo240r DA AHEEAE

3) BBHEEE
) BOBE (ARAT—%) (042 REB)
AARNBBHEBZEICLTLEE/LE 480mg T 1 H 1 BRAOEEG LZBEOEHIREICBIT S
AUC.2ane ZRIZTRT,

X BAABBHEREIZLTILEEIILZ480mg T1 B 1 EEOERS L-BOTEEIREEIZE T2 AUCoou
AUCoan " (ng-hr/mL)

P55k RS <
/5 2% ) /i‘} o
Bl A1) BEEE (%)
480mg w05 21 156,000 473
P ARABRBHEEOMEF LT LR ENVRET X2z, var =2y M6 E& LT
AUCo-240r DHEENE

T, BEIRIEIZEHIT D Coax KO Chrougn PIETFEET, ZEHZE1 17,900ng/mL K Y 1,700ng/mL
ThoT,

i) &AKE GEEARAT—%) (002 RER)

HFARNBEBEEEIZ LT VEEL 480mg % NG L2ER, EHRIRERIZEIT S AUC O~ A
ZHEFEANIT 62,200ng hr/mL T -7, LT /LEEL 240mg 27 1 AR Y > & HEH L TR D #
HLEBEO LT T ELOMETIRIEEIT, LT /LT L)L 480mg % BHM TR O G L =B
FEEEFERETH- T,

67



VI. EMENREICEAY 51EE

= FABARABBIEEEENRE L0002 HEBRICBITALTILEELD
AUC (ng: hr/mL) DA XIEEE

AUCq24n T (ng-hr/mL)
Be 55 1k ;
H A 90% T~ X fiF]
480mg fE M. v 7 v AR Y IO 62,200 (28,900-145,000)
240mg fE O .. v a AR Y PR 57,700 (26,900-135,000)

TR SR EhREARATIC L W B L7= AUC 1E., EFIRTEBICIS 1T 2 Hh e fif B OY 90% Tl [X [,

FEAARNBEBHE B 255 L Lz B THRER (002 #BR) TH OO GREORE &
OFFA (AUCoa4hr : 14,300~259,000ng he/mL) Tik, —& LI=BHMENR RS iz,

3) =
M ERR L

4) RE - tREOEE
1) BEOKE (0293 B, EEARAT—%)
FEAARNEFE ARSI, &% (R - e ) —8EBERK%E 30 47) VT LVEEL
480mg BEA RO BEE . R OZERERE (10 REM L EOffftt) 12 L7 /L B 480mg &% Hi[A]
RO LEBEOMMINA T XA T T 4 271l LIz 2 A, LT VEELD Cox 13 EE
5T 30% L5 L2y, @gEERE (AUC) ICRBIIRO N o7c, TD Cuax O EFIEZ, EIK
MICERDOH 5 EBE RIFS RN EEZ LN,

2) fFRAKORE
VIl 7. fHEAEH ) OB

< ERRE W BIERRER >
) VLT LEELOEYBRBIZKIZTTHRAKORE
O o BRRY) v EDEWMEEERIRER (032 HER) 2

A A AR ERBRE 12 (5261, LTV EE L 240mg & 1 H 11818 AR A#E L, 8 HHIZ
T mARY - 200mg ZHEWIHIRARE Lz, £OfR, LT VeV GIHT 537 1
AR EOHRELGF*TOLTAEENLD AUCom. Cra ORTTHILL (90%CD 1%, T2
2.11 (1.97,226) . 148 (1.33,1.65) ThHV ., EFREOLT/LELLOEREERIL, 7 rAKRY
OFFFREIZ LY, 48%~111%Hm 7=, ( V. 7. fHE/ER) OESM)
LT ILEEN4A I AR LTV B VEN

@Ia7x/—IBEEETZFIL (MMF) EOFEYHREERRER (022 HER. FEFBERAT—42) 2

FE B AR NGEFE A MEPRBRE 14 B2 615212, MMF 1g % 1 H H OZEERFICHEBR O S, LT
JLEENL480mg & S HEH KU 8~16 B HOZEIERIC 1 A 1 BIKERNEL, 12 B BEIZ MMF
lg ZHEIPFHR O #EG Lz, TOME, LT T L OBEMBEE 2% %5 MMF & OO
HHXTO LT EILD AUCoaan 2 OF Conax DEEATEEIEL (90%CD 1X, Z4LE4 1.18 (1.04,
1.32) KOV 111 (092, 1.34) TH Y, LT /VEELOEYBIZTT 5 HRICEKRD H 5
HEIRO bhah T,

*L T LE EL+MME,/ LT L BV ELH

68



VI. EMENREICEAY 51EE

@478 LREDEMHEEERRAR (013, FFAERAT—42) P

FEARNEFRE DRSS 452522, 1HAICH 712 ) AR Smg Z# HERE OG5, 8~18
AHEIZLTVEE/L80mg™ % 1 H 208 11 AMKERA#ES, 12 ABICY 72 Y AR Smg
FHEIFHROZE L, ZO/RE. LTALEEALORMBEEICHT 22700 AZDH
MEE*TOLTVEELD AUCkin KT Crax DETFEEIEL (90%CD 1L, £ E 1.02
(0.97,1.07) K% 1r0.92 (0.84,1.00) THY ., LT IIEENLOEYBHEEIZHEL KIF S 2hho
776

*UTFILEENAZ 7 ) A VT )LE EJLEIR

@) I77ELEDEMBEERRER (038 HER. FBEAT—H)
FE AR NGEREL MR E 16 a2 3212, LT /LE B 480mg Z HER A# S L= (LT L
FTELVHEMES) o 7T HROKEZ, L7 LVE L 480mg HEIROKEIZ) 77 v E v
600mg Z HEIGF R O b, EIXBEREIOFAFRNE S Lz, ZORER, L7 LT ELOHR
M T 20 77 e UPFAEE (BO) TOLTAEELD AUClo & N Chax TD
AT (90%CD X, T4 2.03 (1.84,2.26) KTN1.59 (1.46,1.74) . V77
UOFRBES GRIRN) TlX, £ 1.58 (1.38,1.81) KOV 1.37 (1.16,1.61) THY, LT
JLE BV O ENREIZ R D ERRAICE RO B 2 BT Lo T,

F 2. FEARNEFAVERERE 14 Hla R t5RIZ, LT AEE/L 480mg & 1 H 1[5 29 H MR
5L, 15~28 HEIZU 77 B2 600mg % 1 H 1 HPFAROERSE Lz, ZOREE.
LT EANAE G 14 R GERIRE) ISR 50 77 e oG8 HE GER
RHB) DL T EENLD AUCosunr Comax X O H-1% 24 REFIOMBETHREE  (Coanr) TORAT
W (90%CD 1E. ZhZ40.81 (0.67,0.98) | 1.01 (0.79, 1.28) K& Tr0.14 (0.11, 0.19)
Thot-, £, LT LEEAHEMEE 14 AR (EEERE) o542 0 77 o2 B
BeHA&T D 24 BRI E (29 HH) O L7 0 EVEIMPEE O AUCo24ny Cinax 2 TN Coae
TORMFHIE (90%CD 13, ChEi 015 (013, 0.17)  0.27 (0.22, 0.31) KT 0.09
(0.06, 0.12) TH Y, ZNENK 85%. K 73%KUHI 9% Lz, ZOLTIEELD
RO, BRI EROHSELL BB, (WL 7. MEEA) OHBH)

®7)ar V- EOEMBEERRE (037K, FAARAT—4)
B ARNBERE LR 14 Bl 2% 5RIC, LT ILEEIL 480mg & HERE O &G L (Fh#
5) . 7 BEOKRER, LT VEEL 480mg O HEIRR O# 5127 Va3 ) —/L 400mg % HL
BIOER OB L, 208, LT AT EALOREMBEGIZRHT 5 703 — LD R
A5 TOLTEENLD AUCLo KT Cmex TORMELIEL (90%CD X, £ Eh 1.11
(1.01,1.23) K% O01.06 (0.93,1.21) THVH. LT /EE/LOEYEIRRIZ R 5 FEEICE
DHHEBIBD Lo Tz,

®4 bZaF VI EDOEYHEEERRER (039 K. IEBRAT—4)

FEAAR AR LR E 14 Bl 2%, LTLTE/L480mg 2 1 B 1 (8] 14 AR O#KYS
L. 15~18 HEIZA FZaF Y —/L200mg % 1 H 1 BIfFHROELG Lz, ZO/E, L7
JVEENVEMBEEICRT S, N T aF S — RS FTOLTILEE LD AUChoan KT
Coax DML (90%CI) 1E, 240 133 (1.17,1.51) KON 1.21 (1.05,1.39) TH D,
A NT7aFry— I LT LEELOEYEIREICK L THERINICEROSD 22726 &
TRho T,

*LTFILEE N+, N T aF ) —)L ) LT LT )L ESR
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) AHOREROCHE
WE L RAIZVTAEELLE LT 480mg % 1 A 1 BRROELET5, V7 axR) v EFRAEET 545
AN

i) BFAEOEYBRIZRITT LT LEELORE
OIS LLEOEMREMERRER (016 B, EFAARAANT—42)

AN EEFE LR E 16 Bl s L, 1~6 HHICLT/LEEL240mg™ % 1 H 1 [H]K
HRRO&EL, 4 AEKO4 ARICIHZ Y T 4 Img ZHEIFIRNE S, 2 AEEKD6 A HIZ
XY T A 2mg FHERAKREG Lz, ZO/R. I¥4Y 7 20BMKREICHT L LT E
ELOHFREEE*TOI XY T 5D AUC KT Chax DR(TEEIE (90%CD X, 2%V T A
Img F RN P 50 TlI2 i 1.47 (1.37,1.58) KOV1.05 (0.94,1.17) . 24V 7 A 2mg#k
A HRClIZ N 2.25 (2.04,248) KOV 1.72 (1.55,1.92) THh-o7-, (V. 7. A
TEH 1 OHEZR)
FUTIVEENAIZ Y T LI T K

QTIXT U EDEYMHMEEARER (018 HER. EAXAT—4) P

A ARNERE L EGRE 22 fla %I, LT eV 240mg ™ & 1 B 2B (BGIEF 1
1~12 HH, #5aF 2:23~34 BH) . RIZTYIFT 2 0.5mg & 2 [AIHE] (BEEIEF
1:7AEED3 HH, &EIEF2:1 BFEAU29 AH) OG- Lz, ZORFE, vI%
UBMBE T A LT AT E L EDOHHEGFTOY TF T2 D AUCoian K T Coax D 5%
I (90%CT) 1d., F4LF41 0.88 (0.80, 0.96) K11 0.75 (0.63,0.89) ThV, X
Y ORFEEOBLICERNLERITR N EE X BT,

IR+ LTIVEEL S AR o EA

@IV BRRY L EDEYMHEEEARE (003 HER. IEBAAT—4) 2
FEAARNERFEAVERBRE 14 Bl 2RIy 7 n AR Y > 50mg ZHERRO#K S Lz, 10 B[
WLt LT LEE L 240mg 2 1 H 1A 11 HEROZRS L, L7 rEer&h 8 d
Hicv 7 v ARY Y 50mg ZBEEFAROZES Lz, ZORE, 7 v ARY CEME 52
STTAHLTILEENLEDODHFHBGE*TOI 7 a8 AR D AUCro K TN Crax D 2] S b
(90%CI) 1%, =<4 1.66 (1.51, 1.82) K* 1.08 (0.97, 1.19) THh-o7=, ( [VI. 7. #H
HAER ) OEEMR)

O ARY AL TFIAEEN ST a ARY ET

@27/ —IEEETFIL (MMF) EDOEYHREERRER (022 B, FEFBERAT—42) 2
FEAARNMEEE LR E 14 Bl &2 %502, MMF 1g 2 1 H HOZERICHERAO®KYS, LT
JLEE/L480mg & 5 H H K ON8~16 H HOZEGRFIC 1 B 1 BIREKR OG-, 12 H HIZ MMF
lg ZHEIPEAROFEEG Lz, £ORE, MMF OBMEEIC5T25 LT vE eV E O
XTI az =z — g (MMF OIEVEREY) D AUCel Y Crax D ETHEEI . (90%C
Ik, FNEHN1.08 (0.97,120) 11096 (0.82,1.12) THY., =37 =/ —/LEEOEKYEEE
(X D BEITERO b o T,

* L7 LE EL+MMF,/ MMF B

®42s0Y) LXREOEMHEEMERRER (003 HER. IEFARANT—4) 20
FE A AR NIRRT 13 Bl RICH 7 a ) AR Smg ZHEEREAOKS Li-, 10 H KRR
L7cB L7V EE/L480mg 2 1 A 1116 AIKERAFKEG L, L7V EELEE 8 HHIZH
7ual AR Smg ZHREIGFHEROEE Lz, TORR, #7270 ) ARBEMESICRT 51071
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EELEDOHHEG*TOX 7 7Y AAD AUCe KT Crax DEBTFEILL (90%CI) 1E, Z 4L
1242 (2.04,2.88) KON1.57 (1.32,1.86) Th-ol=, (VI 7. fHEIEH] DEBR)
Y ym ) ©NA+LTIVEE NS Z 7 m ) s A B

® n ) LREDOEMREERRR (036 AR, FAAXAAT—42) 2D
B AR N E 13 a3t RIcm U A X 2mg BB A#EE L=, 15 HRIREL
eV 7T AEE/NL480mg 2 1 H 1[H 16 HERER LG L, L7 EEL&E 8 HEIZY
0l LA 2mg HZHEIGHAROEZRE L, TOME, ol AABMEEICHT 5 LT 0T
L EDOHFHEE*TD Y r U A AD AUCe X O Coax DT FLEIEL (90%CD X, ZHE 4L
3.40 (3.01,3.85) K1r2.76 (2.48,3.06) THh-o7=, (V. 7. MAIEH] OHEZBR)
*>a AZA+LTIEENL T ) AR

@72 BENLNEDEMHEEERRAR (0348, EFBERAT—4)
FEAARNEFEATERBRE 13 H1 2 %52, 1 HEICT 7 2 BV 400mg & HialfR 05, 2~
THHIZLVTAVEE/L480mg 2 1 H 16 HRIRERAKEG L, 7HHIZY ¥ 7 1 /L 400mg
FEEIFHRAOBELS Lz, FOfRE, 7o 7o eV BMROEEICHT 5L T AEELE
DOHFREE*TOT 7 v D AUCho M Y Crax D AL (90%CD) 1%, £HE4 1.02
(0.87,1.20) }%1r0.82 (0.71,0.93) Th o7z, Cuax (ZDOT W72 R ST, BRIKIZ
BHROH L2 TIE o7,

TN+ LTINS T U7 a ELER

@RYaFV—ILEDEYMHEEEARE (033HR. IEBRAT—42)

IEAARNEFE LSRR E 13 fla %Iz, 181 B BICRY =) Y —/1 300mg Z Hilal#k 0
WhH LTz, 72, E2WicL T LEEL480mg &2 1 H 110 14 HEEROKRSES L, 14 HH
AR ==L 300mg ZOFAROEGL Lz, TR, Aoy — o B b okt
FTHLTNAEENEDIHMBRG* TORY 2TV — /LD AUC M T' Crnax T DT b
(90%CD 1%, Z1F40.98 (0.82,1.17) KO 1.11 (0.95,129) THY, LT I/LEELITHR
TS — VICERIRBICER DO & 5 B % R S e o T,

PRV F Y — N+ L TFIEE LS Ry — LR

Q@R aF VI EDEYMHEEEARE (025 HBR. IEBRAAT—4H) 0

FE B AN AR 12 Bl ARSI, 1 HEIZARY 25—/ 400mg % 12 KFfH] 2 & 12 1
H21[E, 2~3 HHIZ200mg %z 12 B L1 H20E, 4 HAIZ200mg # 1 H 1 RIZNAZFh
BOgE L7, S~12 BHICLT L EE /L 480mg & 1 H 1 BIKERAOKEE L, 9~12 HHIZ
RYVafy—k 1~4 BE EFABEOHERECHAROES Lz, ZofE, AU 2+
Y VEME SIS T A LT R EALE OGS TORY 25— D AUCqiom KV
Crax DAL (90%CI) X, FHZE4 0.56 (0.51,0.62) K& 100.61 (0.53,0.71) THY .
TNENK 44% K OF) 39%ED Lz, ZORY 27 — L OgBEEOEAD L., BEMICE
WobsrElbtEx bz, (V. 7. #HAEER) OERR)

*RYaF S — A+ TN R aF Y — L E

O7 FULNREFUEOEMHEEERRER (0238, FFAXAT—%) 3
A ARNGEFE L MERRE 14 B2 3802, FH 1o 1 HEIZT MR ZTF 2 20mg % HilH]
BOBG Lz, HB2WTid, 1~10 BEICLT/LEE/L480mg 2 1 H 1[0 10 A ERD
5L, 8 HEIZT MANRZF 2 20mg OHERAOEGEZ0H Lz, ZO/%E., 7 b
AR F BEMBH T H LT EELEDIFHEEFTDOT MR ZF D AUC M T
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Crnax DAL (90%CI) 13, FHF0 3.29 (2.84,3.82) K1N2.17 (1.76,2.67) T -7,
( TVIl. 7. ¥HAALEH] OEHZSH)
T RN ABF A LT IVEE LT RSN R R F B

DIFZALIRISCH—IL/ LR/ ISR LIV (EE/LNG) EDEMBEERAKE (035
HER. EAARANT—4) 2
BRI 2 RTREME D 72 \WNFE H AR AR 2o Mgk R 22 Bl 2 %t 4, 25 1 #lo 1 H HiZ, EE/LNG
(EE 0.03mg/LNG 0.15mg $&) 1 & B[R h Lz, H2 T 1~12 HHIZVL T V£
JL480mg % 1 H 1 [ 12 HEIRER NG L, 8 H HIZ EE/LNG Z HEREOFHEE LT,
FOFER. EE/LNG BB 5235t T 5 LT LE B & DR HEEE* TO EE D AUCo0Z O Cinax
DT (90%CT) 1%, TNEH 1.42 (1.32,1.52) KX100.89 (0.83,0.96) THY . LNG
D AUCoo T Crnax DT FHIEE (90%CD 1, 1.36 (1.30, 1.43) } X 0.95 (0.86, 1.04) T
Holz, VLTILEELDORABERD Con (KT HHEBITLS DI NTHY, RIBEE
(AUC) O ERHITIDOFNTH-727280, EEXTLNG & LT /LE B % OG5 BRI
BREIIAETH D,
*EE/LNG+ L 7 /L ¥V, EE/LNG Hijl

@INaFI—LEORMBEERRER (037 R, 3FRAXAT—45)
I A AR MM HE L MR BR 14 Bl A %I5 2, 703 Y — )L 400mg & HERR O 5 L7z (Bl
5 . 21 B OWER, 7aF > — 1 400mg O H[ERE O #5127 E BV 480mg %
HEHHAREO®ES Lz, TORE. 7var Yy — Lok 545 LT vE eaLpH
ARG TOZNLaFT Y =D AUCioM T Crax TORMFEEIEE (90%CD 1%, £ £
1.03 (0.99, 1.08) & Tr0.95 (0.92,0.99) TH V., 7/vaF Y — )LOIEYEHREIZXTT 5 EFKRH
ICERO D D EBIIRD N2 ho Tz,

B FZ3FV—ILLEOEYMHEERRR (039 R, EAXAT—H)
FEAARNEFE AR E 14 Bl 2RI, 4 T2 —/L200mg Z 1 H 18] 4 H DR
H L7, 10 BRMAREK L2, LT LEE/L480mg & 1 B 18] 14 ARIZEOHESG L, 15~18 H
HIZA FZ7aF Y —1200mg 2 1 A 1 EFARAKRSG L., ZORER, 4 T3ty —u
BB G5 LT AR EAHEG*TOA b T a2V =D AUC24n Mo O Conax O 2811
T (90%CD) 1. £ EH0.76 (0.71,0.81) K11 0.84 (0.76,0.92) Th -7,
U RFaAFS AL TAEENLS A N T aF ) — LH

) AHOREROCHE
WE, RAIELTAEEL L LT480mg & 1 B 1 BIRO#EET5, V7 aAR) v LT 55
AL TAEELLE LT 240mg & 1 B 1 BIEORS9 5,

<AEHZOEYEERETNMICELIEZYI2L—var>

DCYP2C8 FEE1E

AR TSR T LIS WY S 2 L= g U G LT LR E LI, CYP2C8 D
FLEMERIZL Y, LoX7 ) = RO CYP2C8 FE DM RES LR IE 282 ndbb 2 L
WREENTE (LT U = FD AUC 8 24~3.6 (51 LRI H 2 ERHfEE S nz)

@IAOYLREDHEEEH
PR R R T S E SN I 2 L —2 g W0 h . LT LEELD CYP3A [BE
ERIZED . CYP3A B THHZ R ARAOMPEESY FA XE2BZ1NH 52 ERR
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VI. EMENREICEAY 51EE

wEie (VI 7. ¥HE/ERH] OEEM) , CYP3A RETHDH =Y AR 2mg & HE S
L7ZEXIT6 L, LT LEEIL 480mg & OPFHIIFTIE, == U A 20 AUC I1F 2.5 fE2H#04
HEMESNT, 2B, =0 U ARILTLEELOEYEIEICEEE RITI 0L PAEE
N5,

2. EWEERP/INTA—4 D
1) R AE
RHEE [ 3y Eh REfR AT

(2) WRILEETEH
HARNZ ST eER AT DWRIEE 50X 0.66hr!, HAANAZ & te[FRTE HSCT BEF 12T 5%
I BEE T 0.15hr! EHEE ST,

Q) HREEEH
MR L

@ PUTPSVR
RHEMSRDEREMAT /0D, BAANEZE TR HSCT BHIC, LT LT B ARG L7ZBE,
LT VEELDEFIREICBITA 27 VT T A%, 484Lhr tHEE SNz, 72, 2 U T T A
OIERBZEENL, 24.6% & HEE ST,

5) HHhEHE
FHER R B REARIT 225 . HARANZ & Te[FfE HSCT BEICL T LE A ZEHIRNES LT-EED,
L7 VE BV DO EFIRIEIZET B 0 M AFEO ML, 45.5L EHEE S iz,

6) TDth
LR L

3. B&KH (REaL—ay) @

(1) RiAE
fEFER SRS 280 Bl ZxfSe & L7256 1 MHakBR 12 B a7 — 4 2 HWTERBL, LT LEELD
BARIRE O SUTEARN R 523 30~960mg O M &, K OBCAERE 0 ST EARPE 528 120mgl H 1
[B]~720mgl H 2 [0] (1 HAHEE LT 120~1,440mg) O H R TOBIERE (21T 5 Kpdhke
Rl U7z, F72, Mt A 4T XA Z 80T 4 WONZ OATPIB1 K TOY UGT1ALl OEIE 1%
R4 ORI L B BN LT LT ELORERIC KT TR 3M LT,

Q) NS A—2EHER
FEH . AFE, REEOMERNCOWT., LT LT ELOIRERICHT 3 BRICE %D b 5 25T
Roniehotz, £, RHENSEYERERENT, A B2 YE T T VAT, IBRA IR T
TV & O T RBELE AR SEARYT0 H. OATPIB1 2 NUGTI1ALl OB £HE, LT I/LE LD
BEICHKICE®RO S D ELE RITShWnEEZ b,

<BERHEBE >
ERMEE 3t g & LT RHERBE B BT OFE R 6. LT LE BV O S EhREIZ %9 2 Bl
HBOIVTF=o 7 )T T AR MEEDBREICERD S 5 B3RO b ono7- ( TVIL
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10. BEOHREZATLEE (1) BRERTEEE) OHSM) , £/, Fil kORI L 2R
BEAOREIT, BRAICERIIZR W LSRR ST,

4. TRIR 39

W) NAFTRLFEYF 4
HANZ G EEWEREICL T LE ELE 240mg ™ 725 480mg OFIPH THRE Lo LT LT E
N HINA AT _AZ YT 1%, RERSEDENREMENT N DK 94% L HEE STz, BAANE S
Le[AIFE HSCT B T, L7 /LE BV 480mg HAMHRE O 2 H-RF D L 7 LE B L OURFE DM R R
IS, VT EEAL40mg A2 1 H 1 EIERG LD, LT LT ENLOMH A 4T N4 F 8
UT 4138 35% & HEE ST,
(%)
N ARSI X DL R # 1T, HSCT BFICBW T, Y7 uAKRY v, Ia7=/—/b
fEE 7 = FIVEOHEAOMLEWRIN 2K T S8, P REDCK T2 L7267 HA & 72 2 aTREMEN
WEINTWD, LEN-ST, AANZOWTH, HSCT HBEFITHT 2 08 AMLFIFRESIC L 50
FERRRE I L0 . HAEERINME T L7 AR Em W E B X DD,

) AFOREROCHE
BE, RAICIE LT VEELE LT 480mg % 1 H 1 BIRROKEEGT 5, 7 v AR U EJARET 55
IELTAEENE LT 240mg % 1 A 1 A OEET 5,
Q) VI uARRY o DORE
HARNZE&T[FM HSCT BEFIZ, LT AEENL LY 70 AR U EHFHAKREG L, LT AEEL
OIMIEPREN EH Ui, REEMEYENREMITNG, 7 AXARY L LT VEE/L240mg % 1 H
1B LTZBED, LT IVE EVORBTEINA T XA Z 8T 11X, 9 85%EHEE ST,

) AFORELEOCHE
BH . RATFELTAEELELT480mg # 1 B 1 ERAKELET D, 7 axR) ARG 55IC
ELTAEENLE LT 240mg 2 1 B 1 [EREOEST S,

) REDORE
FEHARNERER A IS, ®IE - & e U —8EBERIZIC LT E /L 480mg Z BB O#EE L
ToBR, BRI G LHELC, LTV EELAD Cu (35 30% EH L7200, AUC FEDL 2
molz, VI 1. 4)1) BFEORE] OHSBMH)

5. ﬁ;ﬂi 36)
(1) I & —Hid B8 PS5 58 14
M ERR L

<£E.J7v >

[“CIL T VE BV 3mgkg & 7~ MIERIRN U 0BG U72fE R, &R OVE#E72 & O AR R
BT H[MCI LTV BV BIE BN BB L IR E ST EFTRE L~ VRl Ch o 7o 2 &b, b
TV BEVVIRMIE MBI 2 A 5 1@ LW\ 2 &R S LT,
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() Mm&E—RaAREEFYE A
MR L

<BE Ty >

IR 18 AD T » MI[MC]L TV ELE 3mgkg THERR N#%G L, BIZHGKICBT 54CIL T
JUE BOVBE U RE O 43 AR A fEt L7z RE . RV CTUCI L 7 v BV BB RE Y A B A,
Beh% 4 RN R b @SV EZ R Lz, [“ClV T /v B VBT U Re O IR VEAR AL REEh 47 4% L 1 3
BEL TR o 7228, BRI P O BRI EE X E [ RE CTh o 72 2 L b, [MCI LT /LE B /LB
WENZ >y NORBREZEIRT D Z ENRI T,

3) HiF~nBiTHE
M ERR L

<BE Ty h>

DHE 10 HOT v ML T I/VEE /LA 10mgkg THERREOEE LD, #HL7 v MBiTs L
TIVEELOANPBAT A LIERER, 7> MR LT VE EOVIREE T 2.68~816ng/mL Dl
HThotz, Lo T, LT NVEEMIRAT v bOFIHTHWESILD Z EMPREnT,

4) BER~DOFBITHE
M ERR L

B) TDOMDMEE~DBITE (in vitro)
LIVE VO &R EER (mAd 1) 132056 TH Y. in vitro TEHMHIL7Z LT LEE
JVOPRFEFPH (0.1~10mg/L) T, REITKT L7-ZBTiid ootz

<BH:T7v k>

[MCILTVEE L% 3mgkg THEMET L E /7 Wistar 7 v MIEARN SUIRE OS5, MirE7re s
Wistar 7 v MO, BEVEA A Long Bvans 7 v MIRNEE Lz, 78 Ty MIBITD
[4CIV 7 v EOVEEE BT RE D A 1, MR R O GRS IS BfR 72 SEEBIL Tz, [MCiLT v
T B VR RE T AR E K ORS00, 232 R < 43Af Ly e b OB BRI FE A3V LA
JRAE R O TR b b ivTc, BUNRBIRE DN FRmE & R oo Dl T v b ORI R RFNT 030
59, FRIRINEE G4 5 RO N G% 2 BRI Th o7z, [“ClL TV EVBEELGREIL, TR
K OVHALE 2 BR < T _XT oMM 5 72 RefZIIT BRI R Uiz, sk OWHEE Tk 168 Kef
BIZHIR L~V O JEFHEENGRD BTz, A0 Long Evans 7 v b O IR o REFR FE 13 24 BRI 14
RNy I 7T RNV ThoaleZ b, LT VEEALKROZHICEET 2 BUNRRIEA 7 =
VITREE LN Z LRI Sz,

(6) MEEARER
Invitro 7—4% M6, L7 VEE/L, 87uM (50mg/L) F TR & R <. mWIniEsE [k
ABRERT (B F=98.7%) , LIz ->T, LT /AEELOMBEEPICHT 5L REN
TR bR o 7o, BRRERESUIAHIERE Clik, L7 /LT BV O MBEE BfE G I3 25 W
OINREEITFRD ol
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VI. EMENREICEAY 51EE

6. L

(1) KBHEBEL R MR BRER 27
FEARANEFERANZG L Lzt b ADME RBRICB W T, LT LE EUWE TSR /3 g HEi
SH. EROLDIIREME BEEEOKT0%) . 7T Nr o BRaik (EEED0R 6%) &
UHEED A 4 FFEEOMRGHY (ZNEK 4%) PRt sz,

Q) REICEAET S8BF (CYPE) OHFiE, F5HE

<EBLLTOLTLEEL>

FEAARNEERAIC, TR THEHZ LIV T AT EAZRAOBE LR, MR LFLEE L
B E O KEIIREMAETHY (96.6%) . FERHDIIHME SN RroTz, LT ILEE L
X, UGTIAI/IA3 Z4r Lz 7 v 7 a BRI/ LD, —aiEk L,

T, LTILEENLORKNRNH T e T A D, BEPREHIRKE S L CHEETRVWESE
Z HAv, CYP OBRRENIIFHEN LT /LE BV ORTREEICHRIICERO H 5 8% KT Al et
ITENZ ERRB SN TND,

<PEEIFEEKL L TOLTLEEL>

Invitro 7 =4 b LTV EVE, CYP3A ORFRHKAFHIZR LE (A SULFHEEM, CYP2C8
R 22 BREVE . CYP2B6 OFBEMEM A2 A5 2 LRS-, 7277 L, CYP2B6IZ T EITiH
K32 OFHSIX RS M M X DR B A E T3 L A L STV ARneZExond
728, CYP2B6 OFFENEH ORRKRAIEZIT, BRI TREM L Tueu,

FARY 2y — L OEDHEEARBRICBNT, TOMETREZK NI LD, b
T VE BV CYP2CY/19 DFFEIETH L LB HND,

Q) DEBBHROERRUZORE
LR L

4) REDOELOHER B, FELE
LR L

7. HEit

1) SR UER ERAXAT—42) @
FEAARMNEER A, BEEE#R L7 VT VT AR OEE LB, HRHRED 93.3% & K4y
MEMRICHM S LTz, ER VTV EAVEEMEIIREMETHY . HED 6%R3 T VTN
0 R A R & U CEMERICHE Sz, LT VB EAORFIEIEREIL, HED 2%A T &
b ThoT,

(2) Bz
(VI 7. (1) HEMEERAL M ONEES | DITES R

(3) Bt
AR L
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VI. EMENREICEAY 51EE

8.

FSURBR—E2—(CET H1EH Y

<EBLLTOULTLEEL>

Invitro 7—42 06, L7 VR, FIRVIAZ N T VAR —%—ThH% OATPIBI/A3, HEH ~ T
VAR—E—ThHD P-FEEH (P-gp) . FUEMHEEE (BCRP) OEETHDHZ LR INT,
EMHEAERARBROT =200, LTAVEEMIRT H3 7 8 ARY OREIE, FBUAZ KT v
AR—H—Td 5 OATPIBI/IB3 OHENRIKTH A FREMENH S, D> OATPIB1/1B3 D
EEROEEIL, /AR UHEHTALAEZLOL Y BIEVWEEZ SN, LT ILEELDIREER
O EFIXERICERO S DB E KIS RNZ ERTHISND,

<PHEEXIFEERLLTOLTAVEEL>

Invitro 7 —X 15, LT LEEILE, P-gp. BCRP, AHH-EEHEEGHREARN 7 (BSEP) | 24l B
EH (MRP2) . AT =42 7 AR —%— (OAT3) KT OATPIB1/3 OHEEHEZAT L2
EDVRBEINTZ, Pgp DT —THETHLY IX TV RVOATI O n—T7HETHHT v/ 1
ELE O EEARBRICE VT, 2D QK| o Mg RSSO 5 DB @%&
SRV ENRRBINTZ LD, Mm%T&UOAT% &va%tw%%%&QTé%
EFEIIAETH D, BCRP, BSEP X" MRP2 12T ﬁ%#é%ﬂ@ﬁii@<HMT%%f
ﬁ&hEﬁ%éﬂ&m&%i%hé:&\&U%%H BT 5 a7 iEWmafGEohcunians
EMBH, LTAEEMIEDINGD N T AR—F — @@%#ﬁ%i_ ET B OV TIIE
RBRIC L AR il 21T/ hno T,

BRFEICLIBREE
M E R L
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VI. EMENREICEAY 51EE

10. FENDEREATHESE
(1) BHEESRE
OEHMEETEICHT 2805 (006 KB, EBFAT—4) ©
o A BE RS R RE [ E & (eGFR : 30 ~ 59mL/min/1.73m?) } OV E %% K% RE % % & (eGFR :
30mL/min/1.73m? Rl THEMN A LFEL L72W) W~y F o7 LI @EFEERE (eGFR :
90mL/min/1.73m2 LA k) IC LT /VEE/L 120mg Z 1 H 18] 8 HRERERO®KG LB, EEWmBRE
WZxt L CH SRR ER LT AT L2 KERNELS L (TESERMERmER /R
#eiRE) OV T NAEEND AUCoan KT Cmax ORI (90%CD 1, £ 1.92 (1.43,
2.58) KON 1.25 (0.87, 1.82) | W ONTEFEHERE 12K L CHEHEBHERERICL T LEELEZK
RO L2 (EEEHERES MEREWERE) O L7 /VE /LD AUCoon KT Crax D (0]
I (90%CD 1X, FhEi 1.42 (0.83,2.43) KO 1.06 (0.75, 1.51) Th-oiz, ZibDhER
Nh, BREREE CRONZ LT LVEELVOREEROZCITEROICERB 2N EB 2 b,
EEREET COAERTIIIAETH L, KHMBEARAE (BIToAELbDRV) BLTLEE N
DI REIZ KT T HEIIRFT S TR,

£ TEERVEEBHEEEELVIITYF U LEBEHERSEIC
LTILEEL 120mg %1 B 108 BEIREROES LI-FED
SHEDLTIEEILOEYHENSA—F2DEH

~vFrT LT T H R PR
KW ENRE /T A — 4 TR E rh A i T
N=8 N=8 N=8
B (SD)
Cumax (ng/mL) 2614(1042) 3301(1670) 2714(929.9)
Toax' (hr) 1.50(1.00-2.50) 1.51(1.00-2.00) 1.75(1.00-4.00)
AUCq.o4n (ng-hr/mL) 11413(3194) 22694(9944) 21013(17919)
tin (hr) 16.21(7.705) 25.95(15.83) 21.69(9.295)
MPEEIE (90%CD (%)
A R B R P HEERREEREE
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)

TopufE (fEPH)

QB EMEMEEREN EAAXANT—4)

BERERFICHTIROK/E GEBEAAT—4)

RHEM S ENREAET OFE R, BE (7 L7 F =227 U7 7 A% 60mL/min PL_E 90mL/min Kiifi) .
WA (7 L7 F =227 U7 72 AN 30mL/min UL E 60mL/min A&¥i5) M OVEE (FLT7F=27
U7 Z AN 15mL/min LA E 30mL/min i) OBHERERELZ BT 2IEIARANBBEEE BT D
LTV EENLD AUC (X, 7 LT F =227 U7 72 AN 90mL/min L EDOIERA AR NBEBHES &t
L CENZENR 115, 13 LAY 14 fEEmhotz, TNODRERNL, Z VT F=0 27075
VAS LT LT R EVOBREEOE(LIT, BRICERITRWEZ X Hiv, BE, PEEY
TEEOBHEREZAT2BEBMEAEICH LT, BHEOHEREBIIAETHL, B, 7L
TF=22 VT T AN 10mL/min LT OB BAE R SUXIMRENT 2 L3 & 3 2 B EF T
LEBHEOHEREICOWTIE, +0RT =X FE6 TV,
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VI. EMENREICEAY 51EE

FE) AHIORIER O &

WE ., RAICIE LT VEELE L T480mg % 1 H 1 BIROELE T2, V7 axR) v EFREBEST 25681

IZLTAEENLE LT 240mg % 1 H 1 ERAKET S,

(2) FHEEERE
FHEEEEICHTI2E0%S5 (015 KR, FAERAT—4H)
AR REREEE [Child-Pugh A =27 : 27— B (7~9) ] kO~ v F o 7 LI f@HEHEBRE
IZ L7 LE BV 60mg, W ONC HEEEFHEREE E#E [Child-Pugh 227 : 27— C (1020 E) 1 &
W~ o F o7 LI EEEBRE LT LT 30mg &2 1 H 1[0 8 HREXER &S Lo 8 HH
DLTIVEELOIREFERIL, BRERE & P EE RO EEIFERREEE O <. BEFHERE
EEFOBEBERIII OICED o7, PHEEFEERESR DL 7 /LE E/LD Chax XY AUC24n EIE,
fREEHEERE L b2 Eh, 1.37 AT 1.59 fi5, EEFREREE DL T LEE LD Chx KDY
AUCooan HIE, EFEWERE & lER_RZNE., 234 (E RN 3.82 5 CTh - 7=, HEEIFHERERE | X
H LT VEELVOBREREOELITERGICEERN 2N EEZEZI LI, TNHDOT—XnD, BEY
I EEFEREEES COHERTIIAECTH D, LR, EEFHERTZ2 AT 585
TiE, VT LEENLNDBERBEENIGEBIATLEATLHIZ LR THISNS,

R PEENMEREEERVIYFUY LE-BREHEEEICLTILEEIL 60mg,
W CEEFEEEEERVUIYF U L-BEHBREICLTIEE/L OngZ 1 B 1[E8 B
REFROBESLE-EOSBEDOLTILEEILOERYHEE/NS A —2DEH

. b o %A 2R 53HE waARE

2EK HE /N — S 4 A S ) NS TN e A N
R Capy | GNP | OB BeeoToy | (RUENTHE | OB 3 BREvs7s

- REE) LT fERER R ) FEE) LTt R pk R )

N 8 8 8 8t
8 HH
CZiynﬂ) 1687+592 .4 1361+643.3 1206+326.8 511.5+111.7

1
T(“hﬂ 2.00(0.75-4.00) | 1.50(1.00-2.50) 2.00(1.00-4.00) 1.50(1.00-2.50)
Afigiiﬁ;L) 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 IJ\/i‘>J:I:, A A ey ==g AL s 4=
%gf C?) o s IR R | SRR R

0 o

N 88 8,8
8 HH
Conax 137.0(86.58, 216.6) 234.3(190.8, 287.6)
AUCo.241 158.8(98.21, 256.7) 382.2(294.0, 496.9)

T tin: 64
opofiE (REPH)

<BE . B OIFREE~D XIS >

LA DN R it & LR RBRIIER S TE 6, Epier—2 5561 T
W, LT VR BV EICHIREZ T L CHKT D720, BRERICIFEEEN ZE L WA, 1
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VI. EMENREICEAY 51EE

HREN LR T2B8FZNRHL2 00, BEAEEEEICHKTS, (V. 4HEEOHS
BT A EE ] DESR)

) AR oOMEROHE
WH, RAZIZL TV EELE LT480mg 2 1 H 1 [EREAOKE5T5, v rARY v EREET85E6IC

IZLTAEENLE LT 240mg % 1 H 1 ERAKET S,

11. Z0ftt
(1) BRB-CERT

OFzhE

(IRIFEE M A A R )

LT VEEVOURER L FEIIEE (Bt 24 B LLAICERIRICERO & 2 CMV Y03 7
LN-BEOEE) ROBRLRIRGHEEE (Bt 14 B LUNICERIRIICER O H 5 CMV gk
Yl Ix & Tz fBE OFIE R OB 24 BLANICHRRIICE®R O & D CMV BN A B D ETO
B & OBEMEZRET D70, AMEICET D BREE — AT & FEhE LT,

WREE — ISERNT N D HIHRBR T LT LE BV 480mg, KOV 7 1 AR Y VAR LT VT
BV % 240mg | ﬁﬁblH1@&5Lt%@%@5®mlf\~ELKﬁ@ﬁﬁ%éhkoi
o, BONRE RO T, BBEEE SN D EASTHE Lo R, FEFMMEA L LT LR Y
JVOREFE R P15 7 B m@%ﬂﬁﬂotoéEK\Egﬂﬁ@HKﬂLT\ﬁ%%K
BEWRO & 582 RIETTIEREITED bRNoT,

= BiER 24 BLADOBRKMICEKRD H S CMV EZD AUCo24 1 D

LS & DER
BT D AUCoww | et | BADIEEROH D MV RN DI RE
BRI EIE (90%5 X [H])
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)
7R 170 71 041&03&104&9
IPEZE D AUComum : VT VEEAREEINT-BEICBITLGREREY u:i@ﬁﬁb
7o, X377 vAmnEGanizgdZsz [0] LV T AEELORER ( wIRRBIZ BT 5

AUCO.24 hr Ng" hr/mL) °

(BB (E/FEmMAaxER (002 RER) ) )
LT LE EVOEZR - FTEIFHMEE (B 52 BLLINIC CMV RYYE 2 FJE L2 BE 0EIE) |

RIEHIIEE  (BAEtk 28 BLINIZ CMVWMW%%WLK$%@%A&U@@%SZ WL

CMV [EIHEN A L5 E TOMM) ROERIFHMITEE (BHEk 28 BLINIZ AE7R CMV
DMA@EﬁA%ht%%@%@)k@%%%@ﬁ?ékw\ﬁwr_%ﬁé% fﬁm%ﬁ%
FEhE L7z,

TERHMEE . BIREHMIE B & OPRRAFHIEE B IZBE 3 5 L 7 /0 BV OBREE — ROSBRIZ O
T WIS BRI BRFANAIEDN LT BT S iR o Tz,
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VI. EMENREICEAY 51EE

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)
LT ILEEL
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 1.1 | 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)
LA 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
BEFZICL HHEE IR 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)
BELMAEFRICLDHFEGHIE 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 0V & HE SN T-FS:
PIRBREER G- ok

=N B & HICBE Z SN D &I T2 BE K

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

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

a va%tw%Ei%m@m)/ﬁmxTJ/%ﬁm&ﬁﬁéﬁAimm@m)

(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% E]ORBBEESICOWTHRH LIz, ZOE, LT /LEELD AUC DOIULALX Sy
%%wfﬁﬁbt%@awﬁlf . BEERENICEEEZORBEG D LA T 206076
FHEER D LR o T,
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VI &4 (ERALOIESF)ICETSEB

11|||ﬁ

HERE L EDER

(=

(FFEE MRS AE)
FiEE MSMPRBEEEOBLEEIC+HLME - RREBOEMOL & T, ARORSHE
P EHFSNBERDHBETEE,
()
R s L 5 R R FB 25 D A D4 5T 1, VRS AR AR 3 00 BRI BT |55 72
- RBRA OB, BE DL D CMV RIMEDRAE Y 22 1SR | B G ARRE % IR
RS D BERD D = L bEE LT,

2. ERRRLEDEH

2. B (ROBFEIZIF®RELEWNI L)

2.1 ARAHNO RSk VibBUE OBEERE D & 5 B3

2.2 ROFEHNEZHRGEHOBRE . ¥EUR, TAIXIEARE - BKI 72 - AV
AT FEY Y, e RoxaddZIy, AFLzArdX Yy, muaXx M)y 101 &

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

zzMT@%ﬂk@%% L0, BEM~DHENGEEINDLT-D, RE LT,
EEYV R BBV REOHAT—XITRWVN, BEEVR i%%ﬁ@&w(NMA®% T CThbHT
Eb, BEY FOMBEFTREN EH L, QT ZEMXVLEMAREREZGISEZITRBZNLRH D

- O E LTz,
(%) ESE CYP3A BB T%é KT 5EDOERRIEFE AERRER) G A&F D CYP3A
T AP REOREEHRICX XY T LAOMBEFRED EAPRBDO LN (R X4V T A

%gﬁﬂ&%:ﬂﬁ@l%%&wcmiLn%\\&/7Ah@ﬁWW&5.MEﬁLM%
SO Conax 13 1.05 1)

IAITHIEAEE MK T A e AT REATTFEY L, VUV RrZ I I
AFNTNITA RN Z)IFARNY v AT X I EARE - K T A AT
NToFEV Y, PeRpxadZIy, AFLzaaxt ) o iz X U v s optH
F— BB, 2D OEF B IEEIE O CYP3A OB THDHZ LD, b DA
MAEFIREN EH L, ZATEZSISEZTEENDHHT-ORE LT,

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

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

5. BEELGEANERE L FOHEA
BESN TN
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VI. Rt (FERALOZES) (CBYSI1EE

6. BENEREZETHIEEBICEHTIIE
(1) E6HE - EERESFOHLBE
BHEIN TV

) BHEEEHRE
HEIN TR

() FeEEESE

9.3 FFHREfEEE A
9.3.1 EE (Child-Pugh 97%8C) DIFHEREEZE D H D EE

LT VEELOMETREN ERT BTN H D, (74, 16.6.2 5]
(fin)

B IHRRICEBWNT, EEOHEEREZF T H2HBRE CAHOMBFEPREN LA L2720 E
L7,

(@) EHEREZERY HE

0.4 £FEREEHT BF
VER FTRE 72 4o ME LT X LTI, RIS IR R I BB % R E T ATREMEDS & 5 = & & 14312 LB
L. AHIE 5 R OAFRE 546 T % — I e 4175 L 5 #e8+ 5L, [95 2
]
()
HEIR A DA% R & L BRI IR L CH BT, BRI (5 v b - 7% TN
B2 T R CIE - BRI M S Fs 2 & /v D . IEBRTRE 7 oI ATIR 281 5 X 5 VERE
MaL 4 5 7= DR E LT,

(5) 4R

9.5 TR
IR SUTAER LTV D FTREME D & 2 ZeMEIZIE, AR G- O A S a2 EEl 5 &k S
NDZGEICOREET 52 L, MIRFPICARRZ &GS 20, REIEGHOBENIEYR LY
Bix, ABEGIC L D BEFEEENECDAREENRH D2 Lo T, BEICHDHHAT S
Z &,
FHRT v MR XOREREMICES Lz & & RS 0 A B O R IRE &
(7 AR PR FTO 240mg R OEE) OFNEN 18 54O 2.8 (FO R &M EN 2R
THETERHTE., BEAEORBIENRD b, HIET v MCEER LIRS £ TRE
L7-iBR T, BRBRERD 3.7 E O - JRIEEEIIRO b2 o7, [9.4 B ]

(fi#)

RO 2R e LTEEARRBRIIERE L T TLZeMNELL TV RN &, Bl

(Z v b UhF) CEIRBYHEELZRTHETE - BEBEENBIESNIE I N DBRE LT,
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VI. Rt (FERALOZES) (CBYSI1EE

(OF:ER

9.6 IZ3LIF
BFEEOAHFER ORI RBEOGEEEEZB L, RO TPk 2 Rard s 2 &, @9
R (Z7 > b)) THABITHRD LTINS D),
(fia)
AR ~OEERBRIZ WA, 8RB TIILTALEELDT v AT ~OBITHRD L~
TEMLRRE LT,

7 MR
9.7/MNRZ

INREZ SR L L BRARRBR IS M LT\,
(f#7H)
RENDO/NRE~DORESRER T/, NREIZRBIT 2LEEMER OB IEITMHENY. L TV R WO E
L7z,

8) EknE
FRIE I LTV RN

7. HEER

10. #HEEH

LT IVE BV ERET =4 Bk U 27 K 1B1/3 (OATPIB1/3) . P-BEEE (P-gp) K Y
UDP-Z' V27w )V b A7 =5 —F 1A1/3 (UGT1AL/3) OEETH S, LT /AEENLT
CYP3A OWFHKAFH 72 BLEER . WO FLEmEE B (BCRP) &K TOATPIB1/3 OLEEM %

45, £l2. LTAEEILT CYP2C9 KUY CYP2CL19 OFEERE2H T HEMEND 5.
[16.7.1 ]

(fEa)

OF AL e O TEEICBE L2 ARBIOM B ER O 2 E8 Lz, VL 1. (4)2) fFHEOE
B DIES M

(1) HRERLETNER

10.1 BtAREZ BERALAZWI &)
K4 S BRRAEAR - HEE TR R - falRIA 1
EEY R (=T v7) PRIk Y, v FomiE | L7 rvEELOHHICE Y,
[2.2 ] RN EH L. QT R K | CYP3A N[LEIND & FHI
WLEMEAREIRZSIXEZT | b,
BENDRD D,
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TV E I EAERE - fEK
BTz A TRENLT
yFEYy (VT VRS
#E)

DA N e o e - SN

AF LTI X RNy (L
M)

T)ITARNY

(2.2 ZH]

PEHICE Y, ZnsEmT L
HaA NOMmEEREEN G
L., ZATEEZSIESEITE
FNrnb s,

LT ILEEALORHAIZLY
CYP3A BHEZND & TH
5,

(fi7)

<EEYR>

EEY REDOHT —Z i, AENZK D CYP3A OLENTFRIS D=0, RO
CYP3A OHEETHLHEEY ROMBPEFREN EH L, QT MEEK NLEEREIRZS ZEH I3k
FNRHDHTZOHRTE LT,

<TNNIAXIEARRE c BT oA A Y TR EALTFEY S Ve Rrm Ly I
AFNT)NTRARNY) ZTRARNY >

INITXIEABEE c BRI T A A TR EATUFEY S Ve R T H I

AF NI RARNY XTI AN o EOHHT —ZIER 0, RANZ LD CYP3A OFREN
THIESND 72D, IRFROPN CYPIA DEETHDH N O OEFOMIFEFREN EH L, AT
FEELIEEITEBENRDDTZDHRE LT,

Q) HRIELENER

10.2 FREE (BFRICSEEYT S L)

IEV T N
[16.7.2 W]

HEAN 4 F BRI - FEE 1k Ry - fEBRIR 1
CYP3A OEE PEHICE Y, ZnoDHEKD | LT ALEELOHHIZLY,
T A=) MAEFEEN LR 5% | CYP3A AHESNS & T
FoUv NH D, END,

RN afy—n
[16.7.2 W]

I, R =Fy—
O MAEFRENME T 5,
BEAHERT, RV =Y =10
BEHREZRFH SEDBEN
N D=, BEOREE+
SICBIERT D Z LR R
D

LT ILEENLOFEHIZLY .
CYP2C9 K. (X CYP2C19 735 &
b EEZLND,
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CYP2C9 XX CYP2C19 D H/E
TJrx=FA v
)7 7 )

JFHICE D, 26 D3EAID
MAFFRENME T T HBE1
N5,

Tx= b & OPFHBRIL,
M7 == A PR Z
WZE=F I TTHT L,

T 7 7 Uyl O,
INR ZHEBE|ICE=% 1 7%
AL,

LT IILEELDOHRHIZLY .
CYP2C9 X% CYP2C19 235 iE
InsETHEIND,

VR ARSI
[16.7.2 W]

PEHIC XY, LT rEELD
MAE PR ENME T35,
2 V77O
M TERICHEMMEE L L
TIVE EIL O M HE R &
HIZIK T3 50T, V77
vy DK TR, VT
JVE BV DA NED T T D
HREMEN D B,

Vo7 7o rofflick
V. P-gp LN UGTIAL/3 I3
HIxnsEtEZ0N5,

T NIV AZTF
[16.7.2 W]

PERIC LD, T R A F
Y OMBEFREN LR 5,
BERBIL, 7 AR EZF
DOFEIER (R AF—%) (T
EELTHEREDORELZ T5IC
BRI L,

LT ILEENLOFEHIZLY .
CYP3A. OATPIB1/3 KO
D BCRP BMEXND,

UNRNARHEF

0 ANAHRF
TIWINAE F

TINALF
B R INAHF

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

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

LFAEEALDOHRHIZLY .
CYP3A. OATPIB1/3 KO
B D BCRP NHEIND & T
HEns,

LFIILEELOHIZED .,
OATPIB1/3 K U4 @ BCRP
NEREIND &ETHISND,

LT ILEENLOFEHIZL Y,
OATPIBIB MBEEND & T
nEns,

> maARY
[16.7.2 W]

PERICE D, LTLEELK
W7 AR oM FEE
N EAT 5,

LT ILVE BV EOGFHRER T
hIERCIE, Y7 ARY
DM HFIRE A HEICE=42Y
VL, vIma AR COH
BEAMETHZ L,

LT IILEELOHHICELY .,
CYP3A D HEXND,

v ARY COHIC L
V. OATPIBI/3 NfHESH
2,

27 ma ) LA
valAbLA
[16.7.2 =]

BEHIC LD, s 0EA O
A EEN EHT 5,

LT ILE BV E OB DY
HERFIZIL, 2 b OFEHF D
M RELZEEICE=4)
JL. ZNSOEMOHAEE
5 L,

LFIILEELOHIZED .,
CYP3A BHEXIN B,

86




VI. Rt (FERALOZES) (CBYSI1EE

TRl AR BERICEY, =X Y AZAD | LTFAEEALOFHRHICLD .,
[16.7.3 2] MmAEEN ER+258F00 | CYP3A DNLESND &I
H5, SND,
LT LE B L & O OF B KO

hFEEC T, = NE U A AD
M RELEEICE=4)
7L, =Rl AAOHEY
W5 L,

(fiF7L)

<CYPIADEE (7xrZ=, $=Vr, X4V TLE) >

XV T AL OEKRIED A ERHRBROMG RS, AFIO CYP3AREEHIZEY, I¥V T L0
MEFREED EH (47 M08 1 AUC 1T 225 F5 8O Con 13 172 15, 2 2 T LEIRN
Beh 0 AUCIE 1.47 {5 KO8 Coax 1 1.05 %) D3RR BT, RFIRON CYPIAEE (72 ¥ =
b, =V UE) EOPFHT =210, KANZ KD CYPRADRENTFHISN A2, Ziuh
DOIFNDOIMAFEFHEREN EHT 28NN H 5,

<HEYaFV—>

RNV aF Y — & OEERIEDFE BAERHRER) S AKFID CYP2C9 LT CYP2C19 OFEFEHIC L D
EBEZOLNDLRY 2t =L OmBERREDOIKT (AUC X 0.56 15 % T Cax 1 0.61 1) 23588 5
iz, PEHERZ, AU a2 Y — L ORFEDHIRZEBESE 280N H Y | BEORELZ +75I128
BT LRI NDS D, RE LT,

<YTrrEvL>

VTIVEENE D Ty U E T DRREDHE B ERRBRIZBNT, LT AFELE Y Ty B Y
YOGFHICE Y, LT AR ELOMFEFREEMET L, £V 7 B EOHK TEAL
i, BMEBEE LZL T AT EAOMERRENS LI FLEZDOT, V77 By OPFfK
TH%, VLT AEELOEWENETIT L AREENH D720, RE LT,

<T "ANRREF >

7 NN RZAETF L DGR FE EAEHRERD 6. AKAID CYP3A, OATP1B1/3 K OMGE @ BCRP
OEFFEHIZEY . 7 MAARRZF o OMBEFIRED A (AUC 1% 3.29 5K O Crax 13 2.17 £5)
NEO BN, Lo THHERL, 7 hAARNZRZFU0RIEH (S 43F—%) ITEELTHEED
Whex+licBlEZds2 L e Lz,

SUURRBFU BARRBEF U TANRREF | TIRRAEF | EEARREF L >
VIUNRARTF U OANRRE T TNNRART L TITRAZF RN X ANAE T LD
HT =237 3, 7 hAARREZF o LR, RAINZE D CYP3A, OATPIBL/3, KUY/ XIIHE
® BCRP OAENTHISNDTZH, AL OEFOMIEFIRREL B L, BEH (24 3F—%)
DY ATNENMTHIEENNS D, Lo THHARL, BEOREL+SICEET I ERANER
7o, BRE LT,

< TaRARY >

v AR v OEREDHREERRRS, 7 a AR 0 OATPIB1/3 OFLEEHIZE Y,
AF|OMAEFRED EH (7 a ARV > 50mg X1 200mg : AUC (X 1.9~3.4 {5 O Conax (X 1.5
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~27 %) BREOH BN, £, AFIDO CYP3IA OFLEEHIZEY ., 7 v 2R Y oMb EED
& (AUC 1% 1.66 (5 & Coax 1 1.08 £%) 23BN, PEHT 2HAIE. LT LEELOHE
LTI A1 240mg IZRET D2 L &L, AFEOFHRE R OHIERFICIE, 27 v ARY O
MfEEZHBRICE=Z ) 7 T52 L LT,

<EZrzmaYLA, all hA>

7 al) AAJROYr Y LA L ORKREWHAENRER? L. AAHO CYP3A OFLEEMICLY
INHOEAMOMAPWED EH (47 v Y AR AUCIE 242 (5K O Cran 12 1.57 15, v U AR
AUC 13 3.40 5 K TF Conax 13 2.76 £5) BFRO BT, Ko TRAIL OPFHEE RO IERFZIE, 2
HOFEFOMFREZ B IZE=2) 7 THZ L LI,

<CYP2C9 XX CYP2C19 DHE (7 ==hr A2, ULT 7 U L5 >

AU 37— LLUSR D CYP2C9 UL CYP2CI9 DIEE (7= bAoA, U777 U %) OO
T HIEIROR, R Y 3 F Y — LRk, AANZ KD CYP2C9 L CYP2C19 OFFEN TRl & D
e, INHOFEAOMPEHRENMETTo28EZNWNH L, 7 == COFHBMGEZIZ, @
Tz b VRBEAHBEICE =XV T H . £UAT 7 U OB IE. INR & 5HE
WCE=X V7 TH2EELT,

<z ~XplJLhA>

PRI ERET VIS L DY I ab—va LIZBWT, CYP3A EETHL =) AR
2mg ZHMBE L Lz XL, LT EEIL 480mg & OOFARFCIX, =<1 U A ZD AUC IX
25 FEICHIINT % EHEE & dvTc, =X U AR, AARTIEIESBAEEE COFH S 2 aTRetED &
<. PEICIEEMEZITOMERH L7, BIE LT,

8. El{ER

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

B

ATV BRE DO S s S A I IEY)

1) EXAEER & HAER
HEIN TR

(2) TDHDEIEA
11.2 ZDithD &I

1%L _E 5% 1%A;
(R AOIPZAT 1 <= 1 if BRI E B HPER R E
H ke TN 5 N 71
g R b BRCIE
R F i BRE s

(fis)

[FIfE HSCT BE XI5 & U= HIHHERSILFEFER (001 BN 040 3RER) I NCEBHEES 2345
& Lo AREER (002 385R) K OEMWNEIAERAE (04235 206 L CRBEEISZHH L,
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VII.

et (FERLDIES) ICEYSHEA

& 5 BURIE IS8 BUB L M OV PR B A SR —

(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)
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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 & OVF 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)
%gﬁ?i;gﬁ@ggi?% 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)
MRREE 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)
R, MERis X ONREE 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 H) 205 283 (%9200 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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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
Total Total
"R n (%) A 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)
BB LUORKEES 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. BERE
RE I TV
<HBE>
LT VE BV Z AR BEBERBR 1T 720me/ H 705 1,440mg/ H 2 5 14 B G L7-BRICRO bz
BIEAIL, HERHETHD 480mg/H 28G5 LG E AL Wz, BERGNETCZERIX, B
FACEIER OMER 20 EIE L, MBI Ul e sHERE L £+ 25 2 &,
1. BAEDIE

14, BRLEDIE

14.1 EFRZAEOTE

14.1.1PTP > — bOFFHEFEL, RAERNIZPTP U — bW HIT L H>FFET L Z L,

14.1. 2 PTP @EDOHEANIPTP > — bWV L CIRHAT 2 L 58452 &, PTP v — h DR
RICE D, FEOGATNRIERBEA~FA L, EIXFELZ2EB 2 U CTHREMEIRARS O HEE & OHE
EHRITLHI DD D,

(fgdn)

PTP @D —fRAREEEIHE L, YK 8 4 3 A 27 A AH#EIEE 240 5 [PTP OFAMK I
DWNWT ] RUVERE 8 4E 4 A 18 AT ASGEFRES 304 5 [PTP OREHGHHFIZHOWT (&ET) | Ik
XRE LT,
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VI. Rt (FERALOZES) (CBYSI1EE

12. ZTOMDFE
(1) EREREEAIZE D 14
BEI TR

(2) FERRHERIZE S R

15.2 JEERARERERICE D (B

BB (Zv M) BT, AEGEhSMaBEEE ORKREEZ (7 xRY VO
TCoD 240mg R AHG) O 3 [FLLEOREE CHERENE GEWE 0L, BTrERoiiE, B
TOEBERT, BRERETRBEEOHEMN, ZHRE~DREE) NROLNT, 7 v MERE
PIZkT 2 BEHEE CORBREIL, BKBRBELRABE T, M~ AKTY L TIL,
FcB T A2REHAE ERBBEEOZNEN 5.7 AN 3.5 %) FTRHE~OEEIIRD S
N7ehhot-, BMHRBR TIZIL T LEECHEE L BREBES RET AT LT3R b
MmoT,

(fiFin)
b FTIHEREEEZ SR T O RITRD bR b oD, B8 (T > ) OFEERBRICZ R
THREEPRO b2, AEIZEEH L TEEMET LS Z & & L,

Ul
K

95



X. SRR ERICRE 9 5HE

1. EEHER

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
}féﬁ;gm gﬁg'hERG 89, 29, 86uM NA (%7 38,400ng/mL) . ICy fE=27uM (¥
s (in vitro) 15,500ng/mL) CHLE L7z,
N ed VTMEEM apume | o R, OERL R, GO
RO R | A X 0 g/f(g 15, 4 (M | DR/ M3 T e OV FRER |2 B 43R
HE Ch—seppy | | Do,
EHEO®RE 1.5 KO EMEBIZ, 7 v
k6 PCH 1 DT & 7= & R O AT
A FRWLT, S0 —RIRESLITER
LFIVEE L DL oT, ZOTEIER T v
TR | S 0.5, 15, 45 6L/ | FCTOHRTAREANICEZY, 72 1
HE 7 mgkg () | Eor—BICBE SNz, 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 OBEIZRT L, Smg/kg THiEH
S 52”§3?~ T~8IC | FHCATE T 5 AR T IZE RO
e A mg/kg * Jiisa IRV AN a R LT, VLT LEE L
(&) () IR ERGISG M N F Y N B A —
IV FEMEIR O R RIS R B 2 RIT S 7
Mot
LTVE VI MERE GRIER, AfmEk
KON ) L i EEE (e e
k7 e be BV ( ~<v b7
Uy M., B~EZ b &, EE~T
Juvrrg, Yomd sy ZU&y R
ERa L AT a— )VREICHERZ LTS
VTFILVEE L 10 5 holc, RELORY DY TN/
SR TELEA Sk 0. 5, 15, 45 7t o — LR O WIS LT R
F%RE mgkg () MINCH B2 B3 o7,
(#&11) —F. REFFT MY T AOHEZ LT LVE
EABGIC X0 BRI DT
MU (15mgkg B O A FICH
B) . ZoZiTEm W EEEEEICES
< HbDTHY, LFILEENLEOREM
LA CIE R BEENICERO R VWE
1k & T L7,
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X. JERRREERICEIY S1RE

AR R

L7 IVE BT R OERET v RO
MBERIC 2 2 RIE S 2o Tz,

LT LVEEMIT v MHELE TOREE N
UU LOWRERE S L TREHFRICH
BB e ME S Te o T,

L L72ani b, AEKFNICENAEDEH
DRE 2D SETIBENEY 2 L0 iR
b2 & o IcHg ST,

. Wy RE | %S
=X B IH R p .
RERTEHE | B/ e (5 0% .
VT IVEE L
ERINTE A S n 0. 5. 15, 45 6 PL/iE
HheE mgkg (/)
(&)
VT IVEE L
HIHE R Sk 0. 5. 15, 45 5 DU/t
HhE mgkg (€3]
(&)
HE R f%;élv%w%mw 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 ¥ FAVEFRBLT ¥ £ =— AN LA X —IIHEMIE, hERG : b b ether-a-go-go BHE A
Ty 1C20 BTV ICs0 : FALEAL 20% K OF 50%BH R, NA : not applicable

(3) £ DHhDFEHER

. 3K IR/ & - .
g i , S
AR IE H B/ i (2 0) BRI
_ . <A, Tv MEOE FOMIEEE 10 £RIC
% L E /L
(Zim) M s CCsfifi (uM)
TR KRR T Sl e PP L7 )L E )L 27~>30
Vet 95 e 5 %@%” L7 LE BV | MRC-5 Ml lZ 59 2 M £ 5 1
e v (in vitro) L7 LEE L 100nM F CTYEA 72 L
LT VEEL | B OMIERE S BRIZxT 5 CCsofEl (uM)
(in vitro) LT ILEEIL 63~127
=203 T+ BE fE A — S . o .
S e | B ) | or = | 6 MRS, A AT Ao, B
A ZIS A7 I E—;;EE 3 b} [
%(Cjﬁ‘ﬁ—éﬁfﬁﬁ f:%é\gitgﬁ (ln VltrO) #b\—)d‘ LTE’/E%&&&éiiﬁ Of;.o
74—V R LD ELE Y FELE
DETEM., ENLE Y NALEDHE
TR RS | 5ol Ty LTFILEENL . | BIEFOEREER. WNT T v KEIIR,
IR TE | s | SO Erty HEE, EAE Y PRERE
Bt S T (in vitro) Z v FHARD KCl 7 FIHE 2 %9 2 I

T PER 2R LB T, (ER %
RS,

97




X. JERRREERICEIY S1RE

W)/ RIE /R

RERHH (2 5. 5285)

CUL7/pg i) PR AR A
<7 A TORER

MR EH (139%) L7223, 2ok
FIX BRI E IR O 7o W 2 28
fbChotz, £lo. ~ TV ATOHAA
BIEAR. T8y, FECER, KIE.,
JEAR ., TEE) AR GEER. MR
B ONEIR RS . i R, wklE, if)h
ol xsymn—, NI ZUERY K
Y HDL, ALT, i ONC H & EENZ R
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 &
WIZEALIE AR LN o T,
ALT : 77=V7 I/ 72 A7 27 —E, CCs H : 50%AMIaEERE, HDL : mikE Y FERHE.
MRC-5 : & iR V2 iR SRR AR sk

LTV EL

30mg/kg
G q=p;

HRRAERRERER | <V A T

2. BERE
(1) EESSHERE

iy 1k P 52 Peh& (mg/ke) WS Bt & (mg/kg)
< 2/ BOkh 2000 =2000
(&HE 3 PL) FRIRN ¢ 5- 30, 200 200
5o kM Roks 2000 2000
(F54% 3 I5) H R - 30, 200 200

RO TOT v FOELTIE 2,000mgkg TRO B, FHRNEEG TIXT v RO~ 7 2D T T
200mg/kg TR HiLz, AtkEtEix, 7 v PR~ U R L IR O£ L T 2,000mg/ke, FRARN
¢ 5-CiX 30mg/kg PL ETRD H LTz,

Q) REZSHMHR

&5
P HA R BhH& B L
f
L | (mgkg/H) | (mgkg/H) ERPTR (mg/kg/H)
R
‘ - AST. ALT BROE U LB D%
a Z\ﬁlﬂﬁ/ 13 @Fﬁﬁ O\ 40\ T ST 4 Jo
~ A & 12 I %n 100. 250 100 )%jzgu%ﬁ#oﬂ?ﬂMEODIﬁa1h
[KHE] EE0ELD. BLEKko
Ze b, ATEANE O FIFE, KA
| eS| 13ER | o, 20, 5 - 60 BERR L b U IR0 I
77 1008 | @O | 60, 180 iife + =180 (J 180)
[ BIR] KrRE. B
b (K 180)
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X. JERRREERICEIY S1RE

&5
iy R BH &= e B L
VIR e | g5 | (mgkgH) | (mgkeg'R) TP (mglke/H)
%
| mee | 2688 |0, 17 ) bl
Z vl A 15 G @ 50, 150 =150 B St 2 R TETRZ2 L
DREB] MO ZHE, BT
W OHE AN A 0> 22 Rl o>
=[-8 N T EE =
5. | HEES | 28HE |0, 10, i - 30 Eiﬁgﬁgﬁﬁg%m‘ii
£ 10 PC R 30. 100 ME - =100 [KEE [ (K] KE T30 . BE 778
B, EEAT (F 100)
R b IO LR
_ . 0. 30, g, BARARE, RE, KEE
P | B BRI o, 100 . B TR O R B
T 300/250 To—fpikEED 2L (300)
0. 25 < RERED AR EEINERD . &
H=7 | MK | 39 EH iOO N 100 BREEDEAL (K, HIE, M
AP | 4~6L &0 2wdm WAL, TREIMEART)  (250)
- WEDRE AN &L (200)
EoeE e T
H=7 | K | 28 HIE 0. 10, =100 - FRREE R M R E R B
A Y| 3~5L FARN 30, 100 SRR Tofe 53EBAL D2 (100)
30

b RSP O FRERIC K IG

<KEHFMEICBE L T>
7w b 13 I E B G- F R Y O 180mg/kg/day (BRIKIREREOK 3ME) OFHARRICBWT,
LT VR ELVOERISRE (FBHR) ~OBMESHER SN, HAEMSREOFMEIL, B EEoZhk,

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 [ EfREEER & O
57 % (RROLGERE?) UL 3.5 % (EARNEGEREY) 1 & 13 l#RG Lio~ 7 A3 EATE S
MEITERO BTz 3

T, ATRARERBRO L L CEEINMEY =7 4 PUZIREEICET 5 13 BEER NS
AR ClZBWTH, mEHE 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) BIEEEHRE (inviro. TIR)

M 22 O D1 IR 22 R 5l (Ames iBR) . invitro Yo RS HABR (Fy A =— AL RAZ —
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 ~U A Q5UEPEEE) # MWz 6 » A MR O #EE23 AJRIERER CIX, 4
L7z KHETH D HED 150mg/kg/day K O 300mg/kg/day £ T, & b IZHME RTRE 72 BB K

DT v AL

b b e o,

2) WoE 7 Fu—FIZ L BBARMY R 7 34H
2T v MR AREMERBROMRE L LT,
evidence) 7 7R —FICLDNABMEY X7 G2 50 L7-, ATFRIBER T X COIKBER, W
FH L O T — 2 O@FERNRAME 2 Ehe L7-FE R, LT AT EALDOE MIRT D8 AR

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

BWEEZ LN,
5) EEFREFURR
ey - hH & e
i . ERER T YL Be 521 (mgkg/H) | (mgkg/F)
Z M RE K OIS A=
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 (K 6EM)
_ uE BRI 15 # [~ 2R 0. 30,
- d ¢
77k % 22 It #EH 1R ~ 22 AT H 60. 180 60
_ C i v . . 0. 60,
=7 A% ea ey 13 [ 120, 240 =240
- BRI D3
_ il . B 0. 10, 0 (RHAK
N f ~
7>k & 20 T #EH WEiR 6 A ~17 H 50. 250 OHEIR)

. iy . B 0, 25, 5 (RHAK
vy £-20 T #H WEBR 6 B ~20 H 75. 225 fa )
H AT M OV A 1% O3 A DN RHER O R RE
_ 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 o 14 Higns 5 2 B8 60. 180 =180
oi s R O A FRER I IG

1) ZHRERCYIHREAECETIRE (Sv b, L)

ﬁ?y%i%%ﬁ%d

IBWT,

100

LEE|
RAEL

MELBEL TRV,

180mg/kg/day (ERIRNEER DK 3 f5™) LLEORECHES FBRE~
AN I N, ZORBIIE OB T 2 &AM E ~O
PEICEEIR L7z 2 kIR BThHDL B2 LN, T >~ M)

ZDE

LT, REHETH D



X. JERRREERICEIY S1RE

240mg/kg/day (FRIRERZE R DK 5 5") FTHELZRT S otz s, B =7 4 P2 RRRICE
T 5 13 MR OB GRER Tl MOASRE ROZLITRD ST, MR X 240mg/kg [
IRBEFE B 0K 3.5 5 (RO G2 UK 2.1 5 FRIRNE S5 ] LETh o7,

*1 : HSCT FBETH % 480mg # RN &5 Ol il & 4 JEIC B
*2 : HSCT BHITHT % v 7 v 2R Y T T O 240mg % 1 5 F O MR B 2 FL 5 H

2) IR - lRIRORECETHIHEER (Fy b, U

Ty M ROTYF e O - JBIRFAICET 2HABERBRTIZ. 7y N TOEEBEEED R
WHEEOIRME, BHEAR GREIZMEME, B8R0, 5 1 hEsExs) | BRER G5 14 gk
R, (B HERZR) | IR R O RO RBIE O EARRO N, o, UHFT
D3 P 2 e Mg ana RS (A7) RO 13 g GERG = o~ BT eE . £57)
DOIBLREOYEINBHEND LD W& TR IR [7 v b 250mg/kg/day, BRIRIGEER & DK
18 fi5 (RAFKGET) SUTK 11 75 FRIRNEGE2) | O3 : 225mg/kg/day., IR IRTE = DK
2.8 ff (O HHE) UTH 1.7 65 GRIRNEGHE2) 1, 7 v M ROV X O - fr R EM R
IZRWT, HEERRERAEICKT 5 LT VT B VICRE 2 B8 X e o Tz,

*] : HSCT B ICxt3 527 v AR Y UOFH T TO 240mg #% O 5RO URER & B H
*2 . HSCT %195 480mg FEARIN ¢ 5- IR OIR R & 4 FL I B HY

3) HARTK CHAR ORBAEN CIRHEOHERIZET 285 (5 v M)
LT IVEELVEINRE 6 BB oathtk 22 HET Fo 7 » h~RROKL5 LT, 7 v b F i3
AL RTE, ATE)., ARERER OSZIREEICHT D LT AT ELDORB LA L. b Fo A0 EEM
X, &ME (180mg/kg/day) TOMIET DI IESE 45mg/kg/day Th o7, F AT
FEA U 7o ferm & [ 180mg/kg/day, BRMRREE B DK 3.7 fF (RO 50 UK 2.2 1% (FRRMA
BEHE?) ] FCLTAEENMCEDEFEREEIRD o7, Fi RICITHEAETSR T 12 bIT 2R
<, ZBEOE T RO LN o7,

*1 0 HSCT BHITH 2 7 v 2R Y T T O 240mg 1% 1 B 1F O MRz B 2 FL 5 H
*2 : HSCT JBFIZxHd % 480mg #lIR N & 5-RF ORE 8 i & JE I HY

4) hFET v FEERBR (Fv )
HEZ > MIC 14 B 5 2 BRI OES (60, 180mgkg/H) Lzt Z A, &b b Y HIIEELSE K O
K ERICEETFREO 6T, EEMEEIL 180mgkg/ HEL ETH o721,

(6) BFTRIBEFER
1) R#EE ()
A R K OB OFE S, LT L BEWRIRIC R L TR ORIE S v Ic S vz,

2) BEREHIEEME (in vitro)

MatTek EpiDerm™ MTT AEfFMERBROFE R, LT VE EMTEEICH L TR L EE b
776
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X. JERRREERICEIY S1RE

(7) EDMOFEHEM
1) st (vv2*)
~ U ARPTY o ERER (LLNA) & i L7ofER, V7 VT E V3R ERIEME TIZRn e &
2B,

2) B HFBRI VL)
MEA BT~ ML T EL (0, 100 X% 500mg/kg/day) % 3 HEEKE L CHMklRO&RE Lz
%, ¥/ U7 EHNORERS GELREE) LT, 20X\ EAFMLIZE A, LT
JLE BUIZ B U 72 2 R QMR O SE it 2 m 97T LR H e o 7,
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X EEMSEHRICEITSEE

10.

BHX 5
BH LN I A%E 240mg BIEE, MG EERE EE—EMSOMFEICEERT Sk
ARGy - LT VR EL B

AR
AN - 3 4

BEIRETORIE
iR RAF

RV EOEE
LR L

HBEMRTEH

BEMEERMLTA N 5V

<ThoLky :HY

Z O B AT E A
TUNRA IRAYENTTESNT-RBESAVE ZFBEO ST~ (RMP O U A7 fi/IMETEEN D 72 0 I VERK &
N7=&x)
M1, 4. BEEFECE LU TEMT &R (XL 2. ZOMMOBEEE] OHESH

R—m % - R%h3E
[Wl—p5y e L
FIZh3 : 72 L

EEEEAA
20174E 11 H 1 H (BFH)

HERFTRBEAARUVERES. XEELENWEA R, BREMAKBEAR
R5E44 AR TEARRAE A H KRB SEAMFE NG A B BRFERARAAEA A
7 w;i);gz@ﬁ 2018 -3 H 23 H 23000AMX00455000 | 2018425 A4 22 H 2018 -5 H 28 H

PEENRFHREM,. BERUVABZEFENEOFABRUZTORE

202348 A 7 A EIESIRM SCEUETHRIC LD . 5 Z2BHE% 200 HEECORGEZHL L
T5E9., THEEROCHERICHEESTZ2ER] 2487,

2024 45 H 17 H : ZhAgEIN
BN S AT e SRR
TREFEAFEE BT DA R A B 1 oA L A EYE O FIE ]

BEERE. AMERRARFEABRUVEOAR
M LA
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. EEMEAEICEHT HEE

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

A LR

&EI—F
. JEAFEAEEmANE | @R EER LT — R . o Lt 7 NERE
W5E4 I — (Y] 2— 1) HOT (9#71) &5 NN

7L S AN 6250048F1027 6250048F1027 126263601 622626301
240mg

RIEHRFGLEDIE

EARSANA
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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)
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W 7E4 PREVYMIS®

FIE - Ktk 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
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=4 EU
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.

Q) MRE~ADZREIZEHT ZEMER
AEOEAFHRLD 197 /W% ] OHOFLFITILLTDO LBV TH Y | KEGM CGEOFLH & [FEET

b5,

9.7 MR
NS Z KR L LT BRI R L T,
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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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