) T 23T 1 5200mg
ICEH9 S &R

AEHICRHESN-BERICRLIEFRVAZTOERE., REARHIFHRARHIC
RETHHDTHY. LERFREFEFEALUNOEF BMICFRAT S ERLTE
FH A,

HREESHIEZK=1
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1.5 BEXERROFERUVHARDRER HKBEERIEHRASH
TAK-620

15 BEXEIHREOZEBRURFEDORZRE
1.5.1 BEXIIHERDREE
~ UNEL (LIF, TAK-620) 1, A AT a v A LA (CMV) (ZXF3 58O VEH#%
FEAT 5, BAOn >R TRAOZGARER RV Y A IFZ ) — VY Ry RELY A VAT
B 5 EFOPFLCMVIERER VTN L CMVDODNARY A T —F¥EET L0 LT8R,
TAK-620 1%, UL97 BIEFICL Y 2 — RINHF T —EB2ENE L, DNAER I 7 K
O 72 EORBFETHER T —BIEEELET 5[1], TD7=®H, TAK-620 (71 /LA
DNA RN U A T —BERIC LD FEHMMAL DR EZZITIZ <, FFEDT A /L X DNA R U A
T—BEREETHRICK L CHIEEZ RS, UL9T X, H o v 7 a B /v EHER o7 v
7N URBICEBREINDWE TR v /e E ) ViR kT A —B LR LT
[ERTHLTZO, FLUANVAER S L LTHERRMANGE LN TWD[2], Wy ZrEl
DIEHETLE LCTDNARY A7 —BHEEKE R H7-0OICULT X T —BIC LD ) Vb ELE
LT HDIzxt L, TAK-620 |32 UL97 ¥ — B &2 EHEHET 5, In vitro 3B & ORFIREER D W
THIZBNWTH, Trorzmen, ARABFRy ML < cidofovir 3T Z 4L & D FEHA| D fif
5 CHPINE 2 7R3 CMV #RIE, TAK-620 (Zxf L TS 2 72~ L72[3][4],

152 REDHRERVAE

CMV EYE T, CMV OPIRYE, FRYE X ITFEEM I L » Tl Z 28T, R & i
JEIXR72 5 Z L 2HMEICTHIMENH D, CMV IEYG: (CMV infection) &1, ME<°Z Ot
DRI B AENIZ CMV BREE 405 IRBE A B0k U sesiE s e SERRIEIR &2 1 5 CMV YL
JE (CMV disease, CMV end-organ disease) 7> XXBI S5, CMV EGIEL, CMV EYE D
AT IZ & 2 75, CMV &L T T CMV BEEIZBATT 2 D1 TlidZe v, CMV (&, #H,
D IREIZ AR BAMEIR G DT CHMRIEGL L, SfZ IR B IS BRI L, Fx OfpB a5l &L 2
T BRI L Ui, MERR. JROUIRERL A L C oGO, #if, MHEATAIC LSS
I D[5],

e (SOT) M OV MmEpMifaii (HSCT) % CMV EYHTRARN 2V EL ., B
AT CMV L 2 58 E L TV WBF LI LT LE Y A7 3@, b2, EREDOH
e & B LTV A [5][6][7][8]e CMV &4 X, SOT B CTIXEHERIIC b MHAIC b i &
K OEWIE T RO ERFRK & 72 5[6], CMV &Yk A4 79 25 HSCT BFHE DL U X 7 1L CMV &
PerifF LWEBE LV 2 EEm-729],

CMV JiGe / JRYSIE DIF RIS S & OV AR T2 BIEER 0 S 72 0, Bl O CMV &G,
R —#fk 0> 6 D CMV DG IR L o B MW TERELE L TV 5 CMV O FE
MLIZ K> THEL D, CMV ERD Y 227 1E, RF—KQRL T BT hd CMV DILIEFHK
RE. Bitlgas OFEE, B EOREMHOWRE, VA VAR TR EL ORFICL Y BEL %
'} %, HSCT Tix. CMV HilKEMEL > B M2 CMV FUiRG M R —0 BB L 72548 0
CMV JEYY R 1T 20%~30% T & D [10][11], CMV HiiRGIE L > =2 b CIlE PR E %2 30 L
72V EITH 80% T CMV 2N FEME L. 20%~35% C CMV JEYEICBIT L[11]. TRiE %
Fh L72%A T 37.5%~52.1%C CMV DEIEMHALT D & ORENH H[12][13], £7=. SOT
TiX. CMV HURREEL > B M2 CMV JURGHE R —20 6 & B L 72856 O CMV G
F O CMV EYLERIE R T, T CMV D TR 5 21T D72 o 2 HA 1TV T 45%,




1.5 BEXERROFERUVHARDRER HKBEERIEHRASH
TAK-620

BEHERY 72 3 # AR O PR G- 21T > T2 BB T TN Fh 20% K% N 3% & OGN H 5 H[14].
TRIB G- R IIBAEE 6 » H LR OBLHIEREN R T2 Z LMo TRV [15]. P& 5%
t CMV Y L OVERYSSE DFEIE U A 7 3% A7 LT 5,

CMV RO EHEA R L LT, CMV B fFfE. FrElss OMf&~DOREOR R, il
K. BER. TR, MR KO 72 & ORERIER A U5, MR CMV JEYYE X
CMV JEMEREE L TN D BN ZEIIMA T, CMV Y IIMER R 8 S KT, vA
SV A BARD— A 22 S i E TN 2 [16]. BAE DA K OHERFIZ A S 4L 2 VR D 5%
PRIER SUX Y BRI ERIC L0 | (RPN O )T B R A FIE L, SEC D — K
& 72 B1T7][18][19],

CMV EG D OO BEE MR L LT, OLME A~ F20], BK VA /L ADHE
PEAL2 1 R O FRER IR R B O F 22172 8083 B 5, F72, SEREMNME T L, CMV HUkES;
PE R T =206 O RSB O ML IZIER T A NV ZADBFIET D FER . CMV BBl 2R
BT 2HMNRH 5, S HIZ . CMV ERIX RIEMEY A M AV OEAZRETHZ LITLD,
BRI ORIEZ IR U, BT OFRE R OVEMICEREZ KT 3[23].

KO hERG L LB CIE. CMV BT H 5@ 2FEO SOT 1281 5 2K
BB AR EOMBEIZT 535 2 L3RS TR Y [24][25]. M, O, FFXTBBHMEE O
CMV HBE E BRSSO Y A7 O/ S L OMICBEERHE S TnD (A= Rk %
NZH 583, 2,60, 2.21 KTV 1.58) . CMV EGOAHXTY 2713, Bl T bEHThRb &
<. MEBROFEHIC LV END D Z ENH ST -T2, EREGEM CMV BB &
CMV &Y RE L ORI B2 ZITFRD bR -> 7225, K L~Ld CMV HELTH - ThH,
SOT & 23T 2 Atk L OMBVE B T HEME RN 78 EO R IHEZ 5| & 2 3 alRetkn b 5
ZERHE STV S[26],

BoAitt O CMV RO FFRIZIB W T, MAEH CMV DNA & i i ARREZR L~V & T S
HHZEICLy St oRBETRONEIHEOREEL THTHZENEETH
ENCIE, ERERIEE LT, Ao Zaben,/ Ny 7a e ARnlifiins, £7-. &
AZANF oy M, HSCT %D CMV J&H JRYYEICK LT, v 7 men/ S
2 ELVOIRIBICEA 0 UIBBECHER D D LB ORI HEAIER SRS, Zhb
OFEANL, WHEOMETEREINTELEICBIEED CMV EREEO T A VA B2 D S
LW, Ao rma v/ N7 m B X AE I R OVR A %y M KD B
REFEESEOBRERRZEWEMIZEY . EHEPHIRIND Z &35 5[27][28][29], ZHHEHK
REIVERNE., EBEAE L <l ST D HSCT B, Ilgsii s (SOT ) it
ARHE T (HSCT ) & T8 5 72 DI il o 5 2 fkke L T 2 B & OV g
NI Ol g B E & 5 2 5 ATREME D B DO IR 2 M3 L3 5 B (HSCT L OV SOT B#)
ICBWTHHIZIR A S NS, 7. o Zab i/ AAH oo Z7a b BORAT LRy k
CHETAEAFCH D, ULS4 B 12k Y 22— K& 25 DNA R Y 2 T —E OTEMELE
RV REMERFEIR LT < 2 5[30], BEAFOH CMV FEITxE4 2 FEAIMHEIL, BAEA O
PR, —EOBMBE T TIZ RN L AR 5, RODOH v 7 v ez T il
23w AMEE Lic R F—BtE /Loy Matko Bk, HiEOIERo L ey ho
%\ 7 v BV SEEL LT2[31], H > o7 m EViittEid, CMV EYLEE D 20%% 5
D, FEAERFNES (BAEHZEP R 10 » A) . K VIR nsZom & B L, BRRAICE
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KB EEEBEZOLNTWD, Lo T, FEAIMME L OBEFOH CMV 3 X 5 BEEDIRE
HIPRFEMEIZ L > T, HSCT X SOT BB D CMV &Y/ [RYVEIZ BT 5. BEDOIREIRIRNL
0B EEMCHERRIBERIEICHT DT VA Y FAT 4 HNV=—=ZAREALNE o TS

[32],

1.5.3 HFEDIERE
ENAMCIBIT DRI ORI ONT, F 1.53-1 IR LT,

1531 &8

TAK-620 § (200 mg) O HiAs K OFRER FiEI%, EllME, WEMLFEREE, ZEERBRO
FRAE S OV B A3 BT A SRl DN BE 3R AL B R A [E BE 23 (ICH) Q6A [HTEFE S O HikE K Y
AR ITEOREIZHOWT] CER 1345 A 1 BfF EIFERE 568 5) . ICHQ3B [HiA %)
R EBEIRGO S BLRFNOFMPIETHHA RT A 0220 T) CERL9 6 A 23 A
FEFH 539 7, R ISR 6 A 24 BT EIFHE 0624001 5 —HSUE, Rk 184E 7 H 3
At SEFEFEE 0703004 B —HLE) K ONICHQ3D EHGOTERMB T A K74
SATHONWT) CERC27 49 A 30 BT EEHEAI 09305 4 5. 246 26 BT 38
EIRFEF 0626 55 1 5 —EBCRIE. SIS 4E 1 H 20 HAF AEIREIR 01205 15 —EBIE)
ICHESERE LT, B, RELERBRFIEICO WL, OTEARY TF—va a2 FE L,
B LB L R GIEN Y THD 2 a2l Lin, £o, BRI EE Ly
LA A Ro@AL, AR O BB E IS ML L 72,

TAK-620 $E (200 mg) D2 EMERER % ICH QLA [ ZEMRBR T A KT 4 L OREITHOW T
CEAR 1546 H 3 AfF  EIRERE 0603001 5) KO ICH Q1B R SR K O #l) o Y 22
EMERER AT A R T4 AZDOWT)CERL 9 5 A 28 AT FE5RES 422 5) 1T D& FEfi L 7=,
T, AR SOV X ICHQIE ZEWT — % OFMIICBET 254 KT A4 2201
CERC 1S4 6 A 3 BAF  EIEFFERE 0603004 5) (ZHSEFHE LT,

TAK-620 §E (200 mg) DAL IZ OV TREHIRAFERR (25°C/60%RH & Uf 30°C/75%RH
T 36 5 H ) KR OVNEGER (40°C/75%RH T 6 f& A M) 230 L-fR, WTihofkid, v
THORBREH ICBWTHREEH 2RI RETR O OIS, BEThHoT, £z, HLE
PERER (E%E) 128\ Th, 120 /7 luxhr £ THERZLITRD ONTRETH -7,

EHHRERROME LY. AAIOA WM A ERT36EA & Lz,

1.5.3.2 JEERREAER
1.5.3.2.1 ZHEER
TAK-620 (348 O ¢ G- FIHE T, ) 2> DiBINAY 72 CMV UL97 ¥ — Bt T 2 HEHKTH Y
[33]. CMV OHEFEA BHE T 5[34], TAK-620 I%, ZDOHL7 A NV AIEMEE/RT H 2T UL9T F
F—8 (Hrv7a e VOEHicnE) 2k UifbanE e Ly, 72, TAK-620
IZCMV DT A VADNARY AT —BEROEELZITIZI, VAV ADNAKRY AT —
PEREZAT HRICK L CHIEEZ AT, ZOFEAKFIL. BEAR IR TS CMV 2%t
TOHTANAEEI L TRARLDOTHD, ZOZ &, Hrrmbn, RAULX
> I X% cidofovir (23 DM % A 35 CMV #E23 TAK-620 (Z%f L TRESZMEZHERE L Tz




1.5 BEXERROFERUVHARDRER HKBEERIEHRASH
TAK-620

in vitro R & OV IRFRER 2 B A I 53D, F7-. invitro T, TAK-620 1% L 7 /L E /L
CMV KRIZHI T 2IEE AT 2 Z ENRENTZB5], ZnbHDZ Eid, CMV EZZBW T,
WEAF D Z 40 b IR IR 2 Pt 2 R T B EE ISR T 5 TAK-620 DA HMEZ R~ L
TV H[3][4][36]

TAK-620 1%, BERIDO =T A H A o« )N— 17 A )L ZAHFERLE[37][38]) & bR & . B~ L2
ANVATBL BT A NVAVETH T AVA RS A NVA U U RERMENRIGBEIR R 7 A LA T
JYVEZTUANA BHYRTANVA a B YA A BIEQMEMNRIEFEREE a2
ANA, BEFRTANA, B MEERETANVA, KEHFIREZ A NAKR DRI T Y
A VA A0 72 ED—HD RNA 7 A VAR NDNA 7 A VAR LT, LAV AEEEZ A L
TRNT E DR ST,

F72. TAK-620 (Z, CMV BFAER KN CMV ZRBZ L TL T AEENL, RADLR Y b
K X cidofovir EFRIMMER 2R L. H > v 7 v B EFEHIEM 278953, mechanistic target of
rapamycin fHEH TH L0 U AR EFHFEEHEZRLIZZ E000, TAK-620 L AR L&
OO T A7/ G T 2 ATREME A R IE S 72[35],

MHPEZE B O HBLUX, Py A AV AIEOERIZ LY, SHEETEZ %, invitro 35k & KR
BRoOM ST, UL9T OV X% UL27 1238\ T, TAK-620 MHMEICERE L7=7 X/ BRE# A A7
DA VARG STV D[39],

AR EEBR 23\ T AR AR R TIE TAK-620 2 H[ERE 05 Lz~ 7 2B\ T,
250 mg/kg O & CTIHEMER T AIRAK T | IRIGEESE K O 3R DO B 358 8 & 1172, TAK-620
DA XNZF T DO R K ORI R I3 2 3B TIRE K2 BIIRO Sk o7,

1.5.3.2.2 EYEHREER

Invivo BN 6, ¥~V A, T v hROWMZE W T TAK-620 [T 2 F WIS -tk EIC
FFig G &, Befb, N-BL7 L u{b, N-Z7' U 2> REESOMKGRE NI N7 v g
BNOR D FEREEZN L, EICF M7 1 —24 P450 (CYP) 3A4 IC L W R EN 5 2 &R
ENtc, ~U A, Ty b, PAKORE MZBWT, REHE LT VP44469 (1 Y 7o 'Lk
D N-PLT VXA L0 AR DRSO BT,

In vitro 7 — % 72 b, TAK-620 /£ CYP3A4 (ZxF L THWIRFRHEFRIBREEH 27~ L CYP3A4
SN CYPLIA2 (2% L CHWRFEE 2779 2 & 5 isd STz,

1.5.3.2.3 AR
7y b (RE268ME]) KOV L (KES2EM) #HWERERGEERBR TR O
F 7oA R, PR O Z b K ONEILE R BLR I A 7 & DR B (b CTh o 7, I8
R R/ N EME R T O TAK-620 OEFE R (AUC) 1%, 7 v M CIIMEL CHERIGEHAETO
AUC % Flal- 7228, Hob 52 @ RRBR O & 100 mg/kg/ B O FERE ST AUC ICIXERRIZB T
LIEFEGR AUC L LT, b dia~—Tr (2% BNEELE, S5, Zhbo
Friix, S iRIchEEEZRTN, E=X Y VIR AREThoTZ, 7y AT LOWNn
THIZEBNWTEH, TAK-620 OUEFE &L VP 44469 LV & @mnro 7o,
In vitro & WV in vivo BIamERBE N OE LN BT » AZEKED &, TAK-620 (Zi&EnEME
EAAARE =1 Y Wi




1.5 BEXERROFERUVHARDRER HKBEERIEHRASH
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F v b &R 2 4ER O D AJFMERER TIE, S & 100 mg/kg/ B E T TAK-620 (2305 A
MITRO b oTz, L L, CD-1 v 7 A% W2 2 A O 25 AR PR TlX, 150 mg/kg/
ARt (BAER) OBEOAT, EEOMIBRC M E, 0 P E & O & fE 7 i P E O 5
KRR ZH NS A S A, 8 ATEORBUEE (12.9%) 1%, A LRHEO~ T ADOERT — X1
‘ié%ﬁﬁﬁ(u%)%bfﬂ*ﬁ@oto:@%ﬁﬁﬁ@%mu\ﬁmy@HuT®ﬁ

IEER O BT, 75 mg/kg/ H TOIERE AR IS < AUC VLR IR COIERS A IR B I
o<mm@m24 mmno T, M~ 7 AT D A NE A AR O FE BUEEEHTN T, 104 4
MG Lzt Ic@BoonEn, EkortBsy, HETF—22bT0 L@é%ﬁﬁﬁwm
ThV., HKRER (&E24EEET) EGHHENERRUTRDLNLTND Z L,
WG Lo~ 0 AR OMERET » MIEERhoToZ & BiswE ﬁ%f&ﬁf%ot
L. BT U RITHATE MIBIT D BRFEANED M P IE O B FE 138D TR <
kmm%) MERBEORBERICHEERN S L LRESINTNDZ L[40105, BE RTOU

7 Zxt U CHRE 2R MEE 2 R T b O Tix 72 &I 5,

T v MBI LR &R - BB AEFREMEZMEAE DT RBRICB VT, 100 mg/kg/ H EL
ECHTEMREEOIRT ., AFR O RN IREL K O IR 14 I FE 1 0 BI85
b=, LavL. e F & 400 mg/kg/ H BEIZ B W T b ZIEHE N OVESEREIZ TAK-620 O 822488 1%
BOHNT. FCLIRIEOERK, HARKONBBIZEIZH N TS R ROERIIRD b0
ST, UHXEHWIM - %E%$%¢ﬁ%ﬁi He e & 100 mg/kg/ HIZIHBWTHE « J7 A
DAL TR OF R, SR L ORI R K OER TR O 5T, TAK-620 X7 v M &
NP F 2BV T Hﬁé‘ﬁ’i’ﬂ<éf£7b>0ﬁ_ %* w T D, T F%Fﬁb\f_mﬁzﬁlJ&Umﬁz?‘ﬁ@
HEAEFFMERBR TIE, 150 mgkg/ BLUL EORET, BB LD 7 T AROTDICHERDEL
FOKT e O R FE R FRIE O IEAE & £ 5 (REHMIH SO bz, L, b O
HERDOZEDOHDOZIREEKR O RBATE), W ONZAERHERFAE K OV R HIPERR 1L, TAK-620 D
BEZ TR ol BT > e AT BT, TAK-620 Z4% HE 7~34 FTHE L
o &, RAEY CIIBER SN TV AW REEIa b oz,

1.5.3.3 ERPREXER

A AN HSCT XX SOT #H D CMV YL/ JERYLE 2 %f 5 & LT [ENE 3 1HIE 5 ekt

(TAK-620-3001 35%) I ONZ HSCT 0% SOT BFIZE T 2 BEFOHL CMV J5H I #EEPE X
TFIRFIMED CMV &G RYGYE 2 kf 5 & U T2 igsh e 2 AH A B 2 sl (SHP620-202 lR) K&
OB 3 FHIE B RERER (SHP620-303 3ER) 2 A 20t K OV B 2 /it L 723l bk & L7z,
F7o. HRANOIEWENRE 2 /5t U= o R 1 A B A& 5308 (TAK-620-1020 #R%) % FH&
Bhe U7z, 7od8, BEREMEME CMV Y2 kb5 & U 7= ¥Eoh 26 2 0T &2 B3l (SHP620-203 3t
BR) | MEANEE 3 M E B MR (SHP620-302 iER) &K OV O IR K E RS 2+ 5 E Gk} &
L7,

LIFIZ, TAK-620 DAH @Kk O 22 et Ll oM E 2 8 Lz,
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(1) TAK-620-3001 X E&

HSCT X% SOT BHFITH T D MIEMEME CMV @B HE R O v a e, Ny
7BV IR A BV Ry MMTEHEME SUTIRGUIE D CMV &Y EYYE 2 3 5 BE 2 X451
TAK-620 400 mg 1 H 2 [a] (BID) % 8 BR#5 L7z,

FHERHIEE Td 5 Week 8 #& THEZ CMV MEE K Z ik L-HE @ EMOKEGETO
ﬁﬁ%ﬁ%m\) XEEEME ST R PIE O YR E T 333% CTh 0 . MAEEIEDOHERE T 71.1%

ORI T68.3%TH-T,

TAK-620 O AEMEITIRIFTH Y . BARNIBIT LM T 17 7 A4 VTR TR &

NTVWEBFEOREE T 7 7 AN ERESBERLRNT ERHR ST,

(2) SHP620-202 = E&

HSCT X% SOT B# IR T 2BEFDH CMV IGIE (T 7mbe, Ny r7aein
RUTHRAB Ty b)) ICEIEEUTIPIE D CMV &Y RYSE 2 A 5 BE 2 x%ic, B
72 5B O TAK-620 % i = 24 WG L=,

B H-BALEE 6 HLINIZ CMV MAETH K & 2R L 72 HIE 1%, 2K T 66.7% (80/120 f5]) T
o7z, BRI O G %E 6 WENIZ CMV Iﬁlr(ﬁ%%Lﬁ L7=EIE OHEEME (95%15 18
X)) 1%, TAK-620 400, 800 & (8 1,200 mg BID # TZ 1124 0.70 ([0.53,0.83]) . 0.63 ([0.46,
0.77]) X% 0.68 ([0.51,0.81]) TH -7z,

TAK-620 O A1 400, 800, 1,200 mg BID #f CEEMICEHFTH Y | FrEOEEZET

MO ERIT AR 2T,

(3) SHP620-303 iXE&

HSCT X% SOT BHF BT HBEFOHF CMV IR (T v 7 a el SNy 7 m e,
AT VA b XA cidofovir) (ZEHAEMESUTIRGIIED CMV &S JEIME A4 & LT,
TAK-620 (400 mg BID) SUTIRBRM Y ERIANEIRT 2 hoft CMV FE (LU, IAT) % 8 #[H
Beh L7z,

MO T OHMEAI DT, Week 8 #& TIFIZ CMV IMLEVH K & 2k L 7= EI& 1%
TAK-620 B£ T 55.7% & OVIAT £ T 23.9% CTH Y . TAK-620 BET 2 f5LL B o7z,

TAK-620 mam IRIFTHY . Eﬂ“@# CMV JEIZF 55 BEPRIZ [ & 72 2 4 HER
WD S I B RE R T 1S TAK-620 & D BIIE 2380 b9, BEF O FT CMV IR & il L TR

ﬁi@%l igﬁ‘d—é M Emu éﬂf:o
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& 1531 FRORE (&)

ﬂn; KB (R ) P—— 1996 1997 1998 1999 | 2000 | 2001 | 2002 2003 | 2004 | 2005 | 2006 | 2007 | 2008
i HS H9 H10 Hil HI12 H13 H14 H15 H16 H17 H18 H19 H20
fRE LR (T B 1) D K EhE K 1996 £ 1 A~ |
O RAEPERB (CMAB1001) 1996 4 4 H
BEITRT 2 EBHE &K O 1996 4% 3 H ~
AAEMERB (CMAB1002) 1996 465 |
BEITRT 2 EBHE &K O 1996 4% 9 H ~
DA MERE (CMAA1003) 1998 4 12 A
BEITRT 2 EBHE &K O
SMAME LR & it Lo S Eh e 2004 42 H ~
AR (1263-100) 2004 4 3 H -
PRIPE LK & BT L 72 S B fe 2004 4% 3 H ~
B (1263-101) 2004 4 11 f —
SMAMEEER & it Lo s e 2004 4F 11 A~
AR (1263-102) 2005 4 1 H T
PRIPE LK & BT L 72 3K B fe 2005 4% 4 H ~
WG | st B (1263-103) 2005 4 6 f -
NAFTTRAZEY T 0 Rk 2005 42 9 H ~
(1263-104) 2005 4 10 f -
SMAME LR & Rt Lo S Eh e 2006 4% 4 H ~
AR (1263-105) 2008 4 3 H
fRE LR (T BT D K EhE K& 2006 4 6 H ~ -
O AR R (1263-106) 2006 47 H
R (1263-107)
SMAME LR & Rt Lo S Eh e 2007 45 11 A~ -
AR (1263-110) 2007 4F 12 A
NAFTTRAZEY T 0 AR 2007 4 11 H ~ -
(1263-109) 2007 4F 12 A
TR B (2 B 1T 2 3R ) R
RO /% 2007 12 /3~ i
2008 4= 2 H
(1263-108)
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0l

#1531 HEOKEE (KEE)
e . - 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
i HIRTHE (RIRER) e
Hh i H24 H25 H26 H27 H28 H29 H30 Rl R2 R3 R4 R5
S&RIPE IR & feF U 7 S Eh g 2016 457 H~ —
B (SHP620-115) 2016 £ 9 H
T NAFT A ZEYT 1R 2019 4 10 A ~
|
H (TAK-620-1019) 2020 £ 1 A
G| PEPEE & A L7 S EIIE | 2020 4E 8 H ~ _
§ Wk (TAK-620-1020) 2020 4 11 H
NAFT XA ZE VT 4R 2022 5 H~
g5+ oL f—
(TAK-620-1025) 2022 47 H
(e
) A BB BT B BT | 2012 4 5 Ji ~
A7 ‘?f MR#BR (SHP620-203) 2014 4 7 H
(¢
H . 201247 H~
X R _
X) FEx IR (SHP620-202) 2014 4 12 4
H 53 5 G AE (2 B3 B bhig st 2017 4 H~
% | MEBR (SHP620-302) 2022 47 A
3
| REET AEEIGAEICBE T A kx| 2016 4 12 A ~
R BR  (SHP620-303) 2020 4F 8 H
) e (I X LAl
Sl
3 JERTREEBR  (TAK-620-3001 5t 20221 A~
mo| B 2023 6 H
H: %k, R:5H0
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BHO¥HENTHBOYXELIXET §'1
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1.5 BEXERROFERUVHARDRER REAERIZKASH
TAK-620

154 TETHHEXEIHR. RERUVAE
i FERRIRERER K ORIRFRERIC L 0 . KR OFINE « ZEEDHERSNTZZEN6, £
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LIVTENCITY safely and effectively. See full prescribing information for
LIVTENCITY.

LIVTENCITY® (maribavir) tablets, for oral use
Initial U.S. Approval: 2021

INDICATIONS AND USAGE
LIVTENCITY is a cytomegalovirus (CMV) pUL97 kinase inhibitor indicated
for the treatment of adults and pediatric patients (12 years of age and older
and weighing at least 35 kg) with post-transplant CMV infection/disease that
is refractory to treatment (with or without genotypic resistance) with
ganciclovir, valganciclovir, cidofovir or foscarnet. (1, 8.4)

400 mg (two 200 mg tablets) orally twice daily with or without food. (2.1, 8.4)

---------------------- DOSAGE FORMS AND STRENGTHS---m---mmmemmeeemev
Tablets: 200 mg of maribavir. (3)

CONTRAINDICATIONS

None. (4)

e LIVTENCITY may antagonize the antiviral activity of ganciclovir and
valganciclovir. Coadministration is not recommended. (5.1, 7.1)

e Virologic failure can occur during and after treatment with LIVTENCITY.
Monitor CMV DNA levels and check for resistance if patient does not
respond to treatment. Some maribavir pUL97 resistance-associated
substitutions confer cross-resistance to ganciclovir and valganciclovir. (5.2,
12.4,14.1)

e The concomitant use of LIVTENCITY and certain drugs may result in
potentially significant drug interactions, some of which may lead to
reduced therapeutic effect of LIVTENCITY or adverse reactions of
concomitant drugs. (5.1, 5.3,7.1, 7.2, 7.3)

e LIVTENCITY has the potential to increase the drug concentrations of
immunosuppressant drugs that are CYP3A4 and/or P-gp substrates where
minimal concentration changes may lead to serious adverse events
(including tacrolimus, cyclosporine, sirolimus and everolimus). Frequently
monitor immunosuppressant drug levels throughout treatment with
LIVTENCITY, especially following initiation and after discontinuation of
LIVTENCITY and adjust the dose, as needed. (5.3)

ADVERSE REACTIONS
The most common adverse events (all grades, >10%) in subjects treated with
LIVTENCITY were taste disturbance, nausea, diarrhea, vomiting, and fatigue.

6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceuticals America, Inc. at 1-877-TAKEDA-7 (1-877-825-3327) or
FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
e Refer to the full prescribing information for important drug interactions
with LIVTENCITY. (5.1, 5.3, 7)

e Coadministration with strong CYP3A4 inducers: not recommended. Refer
to full prescribing information for dosage modification when
coadministered with certain anticonvulsants. (2.2, 7.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

LIVTENCITY is indicated for the treatment of adults and pediatric patients (12 years of age and older and
weighing at least 35 kg) with post-transplant cytomegalovirus (CMV) infection/disease that is refractory to
treatment (with or without genotypic resistance) with ganciclovir, valganciclovir, cidofovir or foscarnet /see
Use in Specific Populations (8.4) and Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage in adults and pediatric patients (12 years of age and older and weighing at least
35kg) is 400 mg (two 200 mg tablets) taken orally twice daily with or without food /see Use in Specific
Populations (8.4), Clinical Pharmacology (12.3) and Clinical Studies (14)].

2.2 Dosage Adjustment When Coadministered with Anticonvulsants

If LIVTENCITY is coadministered with carbamazepine, increase the dosage of LIVTENCITY to 800 mg (four
200 mg tablets) twice daily [see Drug Interactions (7.3)].

If LIVTENCITY is coadministered with phenytoin or phenobarbital, increase the dosage of LIVTENCITY to
1,200 mg (six 200 mg tablets) twice daily [see Drug Interactions (7.3)].

2.3 Administration

The immediate-release tablets can be taken as whole, dispersed or crushed tablets by mouth, or as dispersed
tablets through a nasogastric or orogastric tube (French size 10 or larger). The suspension may be prepared
ahead of time and stored at room temperature for up to 8 hours.

Administration of Dispersed Tablets or Crushed Tablets by Mouth

1. Place the appropriate number of tablets for the prescribed dose into a suitable container. If desired, the
tablets may be crushed. Add the appropriate volume of drinking water (other liquids have not been tested) to
make a suspension (see Table 1 below).

Table 1: Number of Tablets and Volume of Drinking Water Needed to Make a Suspension for
Administration of Dispersed or Crushed Tablets by Mouth

Recommended Dosage Number of 200 mg Tablets Volume of Drinking Water
400 mg Two 30 mL
800 mg Four 60 mL
1,200 mg Six 90 mL

2. Swirl the container gently to keep the particles from settling, and administer the suspension before it settles.
The mixture will have a bitter taste.

3. Rinse the container with 15 mL of drinking water and administer the rinse water.

4. Repeat Step 3. Visually confirm that no particles are left in the container. If particles remain, repeat Step 3.



Administration of Dispersed Tablets through a Nasogastric (NG) or Orogastric (OG) Tube

1. Remove the cap (if applicable) and plunger out of a 50 or 60 mL catheter-tip compatible syringe or
equivalent. Add two tablets into the syringe body and place the plunger back in the syringe. Only two tablets
can be administered via NG or OG tube at a time.

2. Draw 30 mL of drinking water (other liquids have not been tested) into the syringe and hold the syringe with
the tip pointing upward. Pull the plunger further to a higher volume position to have some air space in the
syringe. Place the cap back on the syringe (if applicable). Shake the syringe well (careful not to spill the
contents) for about 30 to 45 seconds or until the tablets are completely dispersed.

3. Once the tablets are completely dispersed in the syringe, remove the cap from the syringe again (if
applicable) and attach the syringe to the NG or OG tube and administer the dispersion before it settles.

4. Draw 15 mL of water using the same syringe and flush through the same NG or OG tube.

5. Repeat Step 4 and make sure no particles are left in the syringe by visual inspection. If particles remain,
repeat Step 4.

6. For doses of 800 mg (four 200 mg tablets) and 1,200 mg (six 200 mg tablets) /see Dosage and
Administration (2.2)], repeat Steps 1-5 until prescribed dose is reached. The same syringe, NG or OG tube
can be used.

3 DOSAGE FORMS AND STRENGTHS
Tablet: 200 mg, blue, oval shaped convex tablet debossed with “SHP” on one side and “620” on the other side.

4 CONTRAINDICATIONS

None.

S WARNINGS AND PRECAUTIONS
5.1 Risk of Reduced Antiviral Activity When Coadministered with Ganciclovir and Valganciclovir

LIVTENCITY may antagonize the antiviral activity of ganciclovir and valganciclovir by inhibiting human
CMYV pUL97 kinase, which is required for activation/phosphorylation of ganciclovir and valganciclovir.
Coadministration of LIVTENCITY with ganciclovir or valganciclovir is not recommended /see Drug
Interactions (7.1) and Microbiology (12.4)].

5.2 Virologic Failure During Treatment and Relapse Post-Treatment

Virologic failure due to resistance can occur during and after treatment with LIVTENCITY. Virologic relapse
during the post-treatment period usually occurred within 4-8 weeks after treatment discontinuation. Some
maribavir pUL97 resistance-associated substitutions confer cross-resistance to ganciclovir and valganciclovir.
Monitor CMV DNA levels and check for maribavir resistance if the patient is not responding to treatment or
relapses [see Microbiology (12.4) and Clinical Studies (14.1)].

5.3 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions

The concomitant use of LIVTENCITY and certain drugs may result in potentially significant drug interactions,
some of which may lead to reduced therapeutic effect of LIVTENCITY or adverse reactions of concomitant
drugs [see Drug Interactions (7)].

See Table 4 for steps to prevent or manage these possible or known significant drug interactions, including
dosing recommendations. Consider the potential for drug interactions prior to and during LIVTENCITY
therapy; review concomitant medications during LIVTENCITY therapy and monitor for adverse reactions.



Maribavir is primarily metabolized by CYP3A4. Drugs that are strong inducers of CYP3A4 are expected to
decrease maribavir plasma concentrations and may result in reduced virologic response; therefore,
coadministration of LIVTENCITY with these drugs is not recommended, except for selected anticonvulsants
[see Dosage and Administration (2.2) and Drug Interactions (7.3)].

Use with Immunosuppressant Drugs

LIVTENCITY has the potential to increase the drug concentrations of immunosuppressant drugs that are
CYP3A4 and/or P-glycoprotein (P-gp) substrates where minimal concentration changes may lead to serious
adverse events (including tacrolimus, cyclosporine, sirolimus and everolimus). Frequently monitor
immunosuppressant drug levels throughout treatment with LIVTENCITY, especially following initiation and
after discontinuation of LIVTENCITY and adjust the immunosuppressant dose, as needed /see Drug
Interactions (7.3) and Clinical Pharmacology (12.3)].

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The safety of LIVTENCITY was evaluated in one Phase 3 multicenter, randomized, open-label, active-control
trial in which 352 adult transplant recipients were randomized, and treated with LIVTENCITY (N=234) or
Investigator-Assigned Treatment (IAT) consisting of monotherapy or dual therapy with ganciclovir,
valganciclovir, foscarnet, or cidofovir as dosed by the investigator (N=116) for up to 8-weeks following a
diagnosis of CMV infection/disease refractory to treatment (with or without genotypic resistance) with
ganciclovir, valganciclovir, foscarnet or cidofovir. The mean treatment durations (SD) for LIVTENCITY and
IAT were 48.6 (£ 13.82) and 31.2 (£ 16.91) days, respectively. The most common adverse events occurring in
more than 10% of subjects receiving LIVTENCITY are outlined in Table 2.

Table 2: Adverse Events (All Grades) Reported in >10% of Subjects in the LIVTENCITY Group in Trial

303
LIVTENCITY IAT?
ADVERSE EVENT N=234 N=116

(%) (%)
Taste disturbance® 46 4
Nausea 21 22
Diarrhea 19 21
Vomiting 14 16
Fatigue 12 9

*TAT (Investigator-Assigned Treatment) included monotherapy or dual therapy with ganciclovir, valganciclovir,
foscarnet, or cidofovir as dosed by the investigator.

®taste disturbance includes the following reported preferred terms: ageusia, dysgeusia, hypogeusia and taste disorder.

Similar proportions of subjects experienced serious adverse events (38% in the LIVTENCITY group and 37%
in the IAT group). The most common serious adverse event in both treatment groups occurred in the Infections
and Infestations System Organ Class (SOC) (23% in the LIVTENCITY group and 15% in the IAT group) with
CMV infection and disease being the most common in both groups.
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A higher proportion of subjects in the IAT group discontinued study medication due to an adverse event
compared to the LIVTENCITY group (32% in the IAT group vs 13% in the LIVTENCITY group). The most
commonly reported causes that led to study drug discontinuation were neutropenia (9%) and acute kidney injury
(5%) in the TAT group and dysgeusia, diarrhea, nausea, and recurrence of underlying disease (each reported at
1%) in the LIVTENCITY group.

Taste disturbance occurred in 46% of subjects treated with LIVTENCITY. These events rarely led to
discontinuation of LIVTENCITY (1%) and, for 37% of the subjects, these events resolved while on therapy
(median duration 43 days; range 7 to 59 days). For the subjects with ongoing taste disturbance after drug
discontinuation, resolution occurred in 89%. In subjects with resolution of symptoms after drug discontinuation,
the median duration of symptoms off treatment was 6 days (range 2 to 85 days).

Laboratory Abnormalities

Selected laboratory abnormalities reported in subjects with refractory (with or without genotypic resistance)
CMV infections in Trial 303 are presented in Table 3.

Table 3: Selected Laboratory Abnormalities Reported in Trial 303

LIVTENCITY IAT
Laboratory Parameter N=234 N=116
n (%) n (%)
Neutrophils (cells/uL)
<500 4(2) 4 (3)
>500 to <750 73) 7 (6)
>750 to <1,000 10 (4) 6(5)
Hemoglobin (g/dL)
<6.5 3(1) 1(1)
>6.5 to <8.0 34 (15) 23 (20)
>8.0 to <9.5 76 (32) 33 (28)
Platelets (cells/uL)
<25,000 11 (5) 6(5)
>25,000 to <50,000 27 (12) 10 (9)
>50,000 to <100,000 41 (18) 20 (17)
Creatinine (mg/dL)
>2.5 16 (7) 12 (10)
>1.5t0<2.5 78 (33) 29 (25)

7 DRUG INTERACTIONS
7.1 Reduced Antiviral Activity When Coadministered with Ganciclovir or Valganciclovir

LIVTENCITY is not recommended to be coadministered with valganciclovir/ganciclovir (vGCV/GCV).
LIVTENCITY may antagonize the antiviral activity of ganciclovir and valganciclovir by inhibiting human

CMYV pUL97 kinase, which is required for activation/phosphorylation of ganciclovir and valganciclovir /see
Warnings and Precautions (5.1) and Microbiology (12.4)].



7.2 Potential for Other Drugs to Affect LIVTENCITY

Maribavir is a substrate of CYP3A4. Coadministration of LIVTENCITY with strong inducers of CYP3A4 is not
recommended, except for selected anticonvulsants [see Dosage and Administration (2.2) and Drug
Interactions (7.3)].

7.3 Potential for LIVTENCITY to Affect Other Drugs

Maribavir is a weak inhibitor of CYP3A4, and an inhibitor of P-gp and breast cancer resistance protein (BCRP).
Coadministration of LIVTENCITY with drugs that are sensitive substrates of CYP3A, P-gp and BCRP may
result in a clinically relevant increase in plasma concentrations of these substrates (see Table 4). Table 4
provides a list of established or potentially clinically significant drug interactions, based on either clinical drug
interaction studies or predicted interactions due to the expected magnitude of interaction and potential for
serious adverse events or decrease in efficacy [see Warnings and Precautions (5.3) and Clinical

Pharmacology (12.3)].



Table 4: Established and Other Potentially Significant Drug Interactions®

Concomitant Drug Class: Drug Name Effect on . Clinical Comments
Concentration
Antiarrhythmics
Use caution when LIVTENCITY and digoxin are coadministered.
Digoxin® 1 Digoxin Monitor serum digoxin concentrations. The dose of digoxin may need
to be reduced when coadministered with LIVTENCITY .¢
Anticonvulsants
. o A dose adjustment of LIVTENCITY to 800 mg twice daily is
Carbamazepine | Maribavir . . .
recommended when coadministered with carbamazepine.
. oo A dose adjustment of LIVTENCITY to 1,200 mg twice daily is
Phenobarbital | Maribavir recommended when coadministration with phenobarbital.
Phenytoin | Maribavir A dose adjustment of LIVTENCITY to .1,200 mg tvylce daily is
recommended when coadministration with phenytoin.
Antimycobacterials
Rifabutin | Maribavir Coadministration of LIVTENCITY and rifabutin is not recommended
due to potential for a decrease in efficacy of LIVTENCITY.
Rifampin® | Maribavir Coadministration of LIVTENCITY and rifampin is not recommended
p due to potential for a decrease in efficacy of LIVTENCITY.
Herbal Products

St. John’s wort

| Maribavir

Coadministration of LIVTENCITY and St. John’s wort is not
recommended due to potential for a decrease in efficacy of
LIVTENCITY.

HMG-CoA Reductase Inhibitors

The patient should be closely monitored for rosuvastatin-related

Rosuvastatin T Rosuvastatin events, especially the occurrence of myopathy and rhabdomyolysis.*
Immunosuppressants
Frequently monitor cyclosporine levels throughout treatment with
Cyclosporine 1 Cyclosporine | LIVTENCITY, especially following initiation and after
discontinuation of LIVTENCITY and adjust dose, as needed.®
Frequently monitor everolimus levels throughout treatment with
Everolimus 1 Everolimus LIVTENCITY, especially following initiation and after
discontinuation of LIVTENCITY and adjust dose, as needed.®
Frequently monitor sirolimus levels throughout treatment with
Sirolimus 1 Sirolimus LIVTENCITY, especially following initiation and after
discontinuation of LIVTENCITY and adjust dose, as needed.®
Frequently monitor tacrolimus levels throughout treatment with
Tacrolimus® 1 Tacrolimus LIVTENCITY, especially following initiation and after

discontinuation of LIVTENCITY and adjust dose, as needed.®

|=decrease, T=increase.
2 This table is not all inclusive.

® The interaction between LIVTENCITY and the concomitant drug was evaluated in a clinical study /see Clinical

Pharmacology (12.3)].

¢ Refer to the respective prescribing information.




7.4 Drugs without Clinically Significant Interactions with LIVTENCITY

No clinically significant interactions were observed in clinical drug-drug interaction studies of LIVTENCITY
and ketoconazole, antacid, caffeine, warfarin, voriconazole, dextromethorphan, or midazolam /see Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

No adequate human data are available to establish whether LIVTENCITY poses a risk to pregnancy outcomes.
In animal reproduction studies, embryo-fetal survival was decreased in rats, but not in rabbits, at maribavir
exposures less than those observed in humans at the recommended human dose (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

In a combined fertility and embryofetal development study, maribavir was administered to male and female rats
at oral doses of 100, 200, or 400 mg/kg/day. Females were dosed for 15 consecutive days prior to pairing,
throughout pairing, and up to gestation day (GD) 17, while males were dosed 29 days prior to mating and
throughout mating. A decrease in the number of viable fetuses and increase in early resorptions and
post-implantation losses were observed at >100 mg/kg/day (at exposures approximately half the human
exposure at the RHD). Intermittent reduced body weight gain was observed in pregnant animals at

>200 mg/kg/day. Maribavir had no effect on embryo-fetal growth or development at dose levels up to

400 mg/kg/day, at exposures similar to those observed in humans at the RHD.

No significant toxicological effects on embryo-fetal growth or development were observed in rabbits when
maribavir was administered at oral doses up to 100 mg/kg/day from GD 8 to 20, at exposures approximately
half the human exposure at the RHD.

In the pre-and post-natal developmental toxicity study, maribavir was administered to pregnant rats at oral doses
of 50, 150, or 400 mg/kg/day from GD 7 to post-natal day (PND) 21. A delay in developmental milestones was
observed, including pinna detachment at doses >150 mg/kg/day and eye opening and preputial separation
associated with reduced bodyweight gain of the offspring at 400 mg/kg/day. In addition, decreased fetal
survival and litter loss was observed due to maternal toxicity and poor maternal care, respectively, at doses
>150 mg/kg/day. No effects were observed at 50 mg/kg/day (which is estimated to be less than the human
exposure at the RHD). No effects on number of offspring, proportion of males, number of live pups, or survival
to PND 4 were observed at any dose in the offspring born to the second generation.

8.2 Lactation
Risk Summary

It is not known whether maribavir or its metabolites are present in human or animal milk, affect milk
production, or have effects on the breastfed infant. The developmental and health benefits of breastfeeding
should be considered along with the mother's clinical need for LIVTENCITY and any potential adverse effects
to the breast-fed child.



8.4 Pediatric Use

The recommended dosing regimen in pediatric patients 12 years of age and older and weighing at least 35 kg is
the same as that in adults. Use of LIVTENCITY in this age group is based on the following:

e Evidence from controlled studies of LIVTENCITY in adults

e Population pharmacokinetic (PK) modeling and simulation demonstrating that age and body weight had no
clinically meaningful effect on plasma exposures of LIVTENCITY

e LIVTENCITY exposure is expected to be similar between adults and children 12 years of age and older and
weighing at least 35 kg

e The course of the disease is similar between adults and pediatric patients to allow extrapolation of data in
adults to pediatric patients [see Dosage and Administration (2.2), Clinical Pharmacology (12.3) and
Clinical Studies (14)]

The safety and effectiveness of LIVTENCITY have not been established in children younger than 12 years
of age.

8.5 Geriatric Use

No dosage adjustment is required for patients over 65 years of age based on the results from population
pharmacokinetics analysis [see Clinical Pharmacology (12.3)] and efficacy and safety data from the clinical
studies. In the clinical Study 303, 54 patients aged 65 years and over were treated with LIVTENCITY. Safety,
effectiveness, and pharmacokinetics were consistent between elderly patients (>65 years) and younger patients
(<65 years).

8.6 Impaired Renal Function
No dose adjustment of LIVTENCITY is needed for patients with mild, moderate, or severe renal impairment

[see Clinical Pharmacology (12.3)]. Administration of LIVTENCITY in patients with end stage renal disease
(ESRD), including patients on dialysis, has not been studied.

8.7 Impaired Hepatic Function

No dose adjustment of LIVTENCITY is needed for patients with mild (Child-Pugh Class A) or moderate
(Child-Pugh Class B) hepatic impairment [see Clinical Pharmacology (12.3)]. Administration of
LIVTENCITY in patients with severe hepatic impairment has not been studied.

10 OVERDOSAGE

There is no known specific antidote for LIVTENCITY. In case of overdose, it is recommended that the patient
be monitored for adverse reactions and appropriate symptomatic treatment instituted. Due to the high plasma
protein binding of LIVTENCITY, dialysis is unlikely to reduce plasma concentrations of

LIVTENCITY significantly.

11 DESCRIPTION

LIVTENCITY tablets contain maribavir, a benzimidazole riboside CMV pUL97 protein kinase inhibitor. The
chemical name of maribavir is 5,6-Dichloro-N-(1-methylethyl)-1-B-L-ribofuranosyl-1H-benzimidazol-2-amine
and the structural formula is:
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The molecular formula for maribavir is CisHi9Cl2N30O4 and its molecular weight is 376.23.
Each 200 mg tablet for oral administration contains 200 mg maribavir and the following inactive ingredients:
FD&C Blue #1, magnesium stearate, microcrystalline cellulose, polyethylene glycol, polyvinyl alcohol, sodium
starch glycolate, titanium dioxide, and talc.
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
LIVTENCITY is an antiviral drug against human CMV [see Microbiology (12.4)].

12.2 Pharmacodynamics
Exposure-Response

In dose-ranging studies that evaluated doses of 400 mg twice daily and twice daily doses of two and three times
the recommended dose, no exposure-response relationship was observed for viral load or probability of
unquantifiable plasma CMV DNA.

In Phase 3 Trial 303 that evaluated a maribavir dose of 400 mg twice daily, increasing maribavir exposure was
not associated with increased probability of confirmed plasma CMV DNA < LLOQ (lower limit of
quantification) at Week 8.

Cardiac Electrophysiology

At three times the recommended dose (approximately twice the peak concentration observed following the
recommended dose), LIVTENCITY does not prolong the QT interval to any clinically relevant extent.

12.3 Pharmacokinetics

LIVTENCITY pharmacological activity is due to the parent drug. Following oral administration, plasma
maribavir exposure (Cmax and AUC) increased approximately dose-proportionally following a single dose of 50
to 1600 mg (0.125 to four times the recommended dose) and multiple doses up to 2400 mg per day (three times
the recommended daily dose). Maribavir PK is time-independent. With twice-daily dosing, steady state is
reached within 2 days, with mean accumulation ratios of Cmax and AUC ranging from 1.37 to 1.47.

The pharmacokinetic properties of maribavir following administration of LIVTENCITY are displayed in
Table 5. The multiple-dose pharmacokinetic parameters are provided in Table 6.
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Table 5: Pharmacokinetic Properties of Maribavir

Absorption?

Timax (h), median 1.0 to 3.0

Distribution

Mean apparent steady-state volume of distribution (V, L) | 24.9

% bound to human plasma proteins 98.0 across the concentration range of 0.05-200 pg/mL
Blood-to plasma ratio 1.37

Elimination

Major route of elimination Hepatic metabolism

Half-life (t12) in transplant patients (h), mean 4.32

Oral clearance (CL/F) in transplant patients (L/h), mean 2.67

Metabolism

Metabolic pathways® CYP3A4 (major) and CYP1A2 (minor)

Excretion

% of dose excreted as total '*C (unchanged drug) in urine® | 61 (<2)

% of dose excreted as total '*C (unchanged drug) in feces® | 14 (5.7)

2 When taken orally with a high fat, high caloric meal vs fasted, the AUCy., and Cpax (geometric mean ratio [90% CI] of maribavir are
0.878 [0.843, 0.915] and 0.716 [0.671, 0.764], respectively.

® In vitro studies have shown that maribavir is biotransformed into a major circulating inactive metabolite: VP 44469 (N-dealkylated
metabolite), with a metabolic ratio of 0.15 - 0.20. Multiple UGT enzymes, namely UGT1A1, UGT1A3, UGT2B7, and possibly
UGTI1ADO9, are involved in the glucuronidation of maribavir in humans, however, the contribution of glucuronidation to the overall
clearance of maribavir is low based on in vitro data.

¢ Dosing in mass balance study: single-dose administration of ['4C] maribavir oral solution 400 mg containing 200 nCi of total
radioactivity.

Table 6: Multiple-Dose Pharmacokinetic Parameters of Maribavir

Geometric Mean (% CV)?

AUCO-taub Cmax Ctau
(ngeh/mL) (ng/mL) (ng/mL)
142 (48.5%) 20.1 (35.5%) 5.43 (85.9%)

CV=Coefficient of Variation; Cnax=Maximum concentration; AUCo..,=Area under the time concentration curve over a
dosing interval; Ciow=Concentration at the end of a dosing interval.

? Pharmacokinetic parameter values based on post-hoc estimates from maribavir population pharmacokinetic model in
transplant patients with CMV receiving 400 mg of LIVTENCITY twice daily with or without food.

®tau is maribavir dosing interval: 12 hours.

Specific Populations

There were no clinically significant differences in the pharmacokinetics of maribavir based on age (18-79
years), gender, race (Caucasian, Black, Asian, or others), ethnicity (Hispanic/Latino or non-Hispanic/Latino),
body weight (36 to 141 kg), transplant type, mild to severe renal impairment (measured creatinine clearance
ranging from 12 to 70 mL/min), or mild to moderate hepatic impairment (Child-Pugh Class A or B).
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Pediatric Patients
The pharmacokinetics of maribavir in patients less than 18 years of age have not been evaluated.

Using modeling and simulation, the recommended dosing regimen is expected to result in comparable
steady-state plasma exposures of maribavir in patients 12 years of age and older and weighing at least 35 kg as
observed in adults [see Use in Specific Populations (8.4)].

Drug Interactions

Based on in vitro studies, the metabolism of maribavir is not mediated by CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP3AS, UGT1A4, UGT1A6, UGT1A10, or UGT2B15. The transport of maribavir is not mediated
by organic anion transporting polypeptide (OATP)1B1, OATP1B3, or bile salt export pump (BSEP).

At clinically relevant concentrations, clinically significant interactions are not expected when LIVTENCITY is
coadministered with substrates of CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2EL,
CYP2D6, CYP3A4; uridine diphosphate-glucuronosyltransferase (UGT)1A1, UGT1A4, UGT1A6, UGT1A9,
UGT2B7; P-gp; BSEP; multidrug and toxin extrusion protein (MATE)1/2K; organic anion transporters (OAT)1
and OATS3; organic cation transporters (OCT)1 and OCT2; OATP1B1 and OATP1B3. In a clinical drug-drug
interaction cocktail study, coadministration with maribavir had no effect on substrates of CYP1A2, CYP2C9,
CYP2C19, CYP2D6, and CYP3A4.

Drug interaction studies were performed with LIVTENCITY and other drugs likely to be coadministered for
pharmacokinetic interactions. The effects of coadministration of other drugs on the pharmacokinetics of
maribavir are summarized in Table 7, and the effects of maribavir on the pharmacokinetics of coadministered
drugs are summarized in Table 8.

Dosing recommendations as a result of established and other potentially significant drug-drug interactions with
LIVTENCITY are provided in Table 4 [see Drug Interactions (7.3)].

Table 7: Changes in Pharmacokinetics of LIVTENCITY in the Presence of Coadministered Drugs

Geometric Mean Ratio (90% CI)
LIVIENCITY of LIVTENCITY PK with/without
Coadministered Drug and Regimen \1; NC N Coadministered Drug
egimen [No Effect=1.00]
AUC | Cmax ‘ (jtauc
Anticonvulsants
800 mg
. 400 mg . . 1.40 1.53 1.05
Carbamazepine once daily | tWice daily /400img | 200 1 g ) 6oy (122, 1.79) (0.71, 1.40)
twice daily
1,200 mg
o 100 mg L 1.80 2.17 0.94
Phenobarbital once daily | tWice daily /400img | 2001 407 35 (1.69, 2.57) (022, 1.97)
twice daily
1,200 mg
Phenytoin® D0ME | twice daily /400 mg | 200 1.70 2.05 0.89
y twice daily (1.06, 2.46) (1.49, 2.63) (0.26, 2.04)
Antimycobacterials
. . 600 mg 400 mg 0.40 0.61 0.18
Rifampin once daily twice daily 14 (0.36, 0.44) (0.52, 0.72) (0.14, 0.25)
Antifungals
400 mg 400 mg 1.53 1.10 ]
Ketoconazole single dose single dose 19 (1.44,1.63) (1.01, 1.19)
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Antacids

st [ pup | ame | o | ow | om |
hydroxi({ge antacid single dose single dose (0.83,0.96) (0.75, 0.94)

2 Based on physiologically based pharmacokinetic modeling results from 10 trials of 20 subjects each. The maribavir dosing regimen
and geometric mean ratios (5" percentile, 95" percentile) correspond to dose-adjusted maribavir with inducer vs 400 mg twice daily
without inducer.

® Containing 800 mg aluminum hydroxide and 800 mg magnesium hydroxide.
¢ tau is maribavir dosing interval: 12 hours.

Table 8: Drug Interactions: Changes in Pharmacokinetics for Coadministered Drug in the Presence of 400 mg Twice

Daily LIVTENCITY
Geometric Mean Ratio (90% CI)
of Coadministered Drug PK with/without
Coadministered Drug and Regimen N LIVTENCITY
[No Effect=1.00]
AUC ‘ Cmax ‘ Ctau
Immunosuppressants
. . . . 1.51 1.38 1.57
Tacrolimus stable dose, twice daily (total daily dose: 0.5-16 mg) | 20
(1.39, 1.65) (1.20, 1.57) (1.41, 1.74)
P-gp substrate
1.21 1.25 -
Digoxin . 0.5 mg 18
single dose (1.10, 1.32) (1.13, 1.38)

12.4 Microbiology
Mechanism of Action

The antiviral activity of maribavir is mediated by competitive inhibition of the protein kinase activity of human
CMYV enzyme pUL97, which results in inhibition of the phosphorylation of proteins. Maribavir inhibited wild-
type pUL97 protein kinase in a biochemical assay with an ICso value of 0.003 pM. Maribavir and its 5’-mono-
and 5'-triphosphate derivatives at 100 uM had no significant effect on the incorporation of deoxynucleoside
triphosphates by human CMV DNA polymerase. At a concentration of 100 uM, neither maribavir nor its
5'-triphosphate derivative inhibited CMV DNA polymerase delta, however the 5-monophosphate derivative
inhibited incorporation by polymerase delta of all 4 natural ANTPs by approximately 55%.

Antiviral Activity

Maribavir inhibited human CMV replication in virus yield reduction, DNA hybridization, and plaque reduction
assays in human lung fibroblast cell line (MRC-5), human embryonic kidney (HEK), and human foreskin
fibroblast (MRHF) cells. The ECso values ranged from 0.03 to 2.2 uM depending on the cell line and assay
endpoint. The cell culture antiviral activity of maribavir has also been evaluated against CMV clinical isolates.
The median ECso values were 0.1 pM (n=10, range 0.03-0.13 uM) and 0.28 uM (n=10, range 0.12-0.56 pM)
using DNA hybridization and plaque reduction assays, respectively. No significant difference in ECso values
across the four human CMV glycoprotein B genotypes (N=2, 1, 4, and 1 for gB1, gB2, gB3, and gB4,
respectively) was seen.

Combination Antiviral Activity

When maribavir was tested in combination with other antiviral compounds, antagonism of the antiviral activity
was seen in combination with ganciclovir. No antagonism was observed with cidofovir, foscarnet, letermovir
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and rapamycin at the drugs ECso values. The pUL97 kinase activity inhibited by maribavir is necessary to
activate valganciclovir/ganciclovir.

Treatment Effect in CMV Glycoprotein B (gB) Subtypes

In Trial 303, the primary endpoint response rates for LIVTENCITY across CMV gB subtypes 1, 2, 3, 4, and 5
were 65% (55/85), 39% (22/57), 54% (22/41), 67% (14/21), and 64% (7/11), respectively. The primary endpoint
response rates for IAT across CMV gB subtypes 1, 2, 3, 4, and 5 were 28% (15/53), 27% (4/15), 11% (2/19),
20% (2/10), and 17% (1/6), respectively [see Clinical Studies (14)].

Viral Resistance
In Cell Culture

Selection of maribavir resistant virus in cell culture and genotypic plus phenotypic characterization of these has
identified amino acid substitutions that confer reduced susceptibility to maribavir. Substitutions identified in
pUL97 include L337M, V353A, L397R, T409M, and H411L/N/Y. These substitutions confer reductions in
susceptibility that range from 3.5-fold to >200-fold. Substitutions were also identified in pUL27:R233S,
W362R, W153R, L193F, A269T, V353E, L426F, E22stop, W362stop, 218delC, and 301-311del. These
substitutions confer reductions in susceptibility that range from 1.7- to 4.8-fold.

In Clinical Studies

In Phase 2 Study 202 evaluating maribavir in 120 hematopoietic stem cell transplant (HSCT) or solid organ
transplant (SOT) recipients with phenotypic resistance to valganciclovir/ganciclovir, DNA sequence analysis of
a select region of pUL97 (amino acids 270 to 482) and pUL27 (amino acids 108 to 424) was performed on 34
paired virologic failure samples. There were 25 patients with treatment-emergent maribavir resistance-
associated substitution(s) in pUL97 F342Y (4.5-fold reduction in susceptibility), T409M (78-fold reduction),
H411L/Y (69- and 12-fold reduction) and/or C480F (224-fold reduction).

In Phase 3 Study 303 evaluating maribavir in patients with phenotypic resistance to valganciclovir/ganciclovir,
DNA sequence analysis of the entire coding regions of pUL97 and pUL27 was performed on 134 paired
sequences from maribavir-treated patients. The treatment-emergent pUL97 substitutions F342Y (4.5-fold),
T409M (78-fold), H411L/N/Y (69-, 9-, and 12-fold, respectively), and/or C480F (224-fold) were detected in 58
subjects (47 subjects were on-treatment failures and 11 subjects were relapsers). One subject with the pUL27
L193F substitution (2.6-fold reduced susceptibility to maribavir) at baseline did not meet the primary endpoint.

Cross-Resistance

Cross-resistance has been observed between maribavir and ganciclovir/valganciclovir in cell culture and in
clinical studies.

pUL97 valganciclovir/ganciclovir resistance-associated substitutions F342S/Y, K355del, V356G, D456N,
V466G, C480R, P521L, and Y617del reduce susceptibility to maribavir >4.5-fold. Other vGCV/GCYV resistance
pathways have not been evaluated for cross-resistance to maribavir. pUL54 DNA polymerase substitutions
conferring resistance to vVGCV/GCYV, cidofovir, or foscarnet remained susceptible to maribavir.

Substitutions pUL97 F342Y and C480F are maribavir treatment-emergent resistance-associated substitutions
that confer >1.5-fold reduced susceptibility to vGCV/GCYV, a fold reduction that is associated with phenotypic
resistance to vVGCV/GCV. The clinical significance of this cross-resistance to vVGCV/GCV for these
substitutions has not been determined. Maribavir resistant virus remained susceptible to cidofovir and foscarnet.
Additionally, there are no reports of any pUL27 maribavir resistance-associated substitutions being evaluated
for vGCV/GCYV, cidofovir, or foscarnet cross-resistance. Given the lack of resistance-associated substitutions
for these drugs mapping to pUL27, cross-resistance is not expected for pUL27 maribavir substitutions.
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year carcinogenicity studies were conducted in mice and rats administered oral doses up to 150 and

100 mg/kg/day, respectively. Maribavir was not carcinogenic in rats at any dose tested, corresponding to
maribavir exposures less than human exposure at the RHD. At 150 mg/kg/day in male mice only, an increased
incidence of hemangioma, hemangiosarcoma, and combined hemangioma/hemangiosarcoma was observed
across multiple tissues, at exposures less than the human exposure at the RHD. There were no carcinogenic
findings in male mice at <75 mg/kg/day and female mice at any dose.

Mutagenicity

Maribavir was negative in a bacterial mutation assay and the in vivo rat bone marrow micronucleus assay.
Maribavir was positive in the absence of metabolic activation in the mouse lymphoma assay, and the results
were equivocal in the presence of metabolic activation.

Impairment of Fertility

Although decreased sperm straight line velocity was observed in males (at maribavir exposures less than those
observed in humans at the RHD), there were no effects on fertility in males or females in a combined oral
fertility and embryo-fetal study in rats administered maribavir at up to 400 mg/kg/day [see Use in Specific
Populations (8.1)].

14 CLINICAL STUDIES

14.1 Treatment of Adults with Post-Transplant CMYV Infection/Disease That Is Refractory (with or
without Genotypic Resistance) to Ganciclovir, Valganciclovir, Cidofovir, or Foscarnet

LIVTENCITY was evaluated in a Phase 3, multicenter, randomized, open-label, active-controlled superiority
trial (NCT02931539, Trial 303) to assess the efficacy and safety of LIVTENCITY compared to Investigator-
Assigned Treatment (IAT) (ganciclovir, valganciclovir, foscarnet, or cidofovir) in 352 HSCT or SOT recipients
with CMV infections that were refractory to treatment with ganciclovir, valganciclovir, foscarnet, or cidofovir,
including CMYV infections with or without confirmed resistance to 1 or more of the IATs. Subjects with CMV
disease involving the central nervous system, including the retina, were excluded from the study.

Subjects were stratified by transplant type (HSCT or SOT) and screening CMV DNA levels and then
randomized in a 2:1 allocation ratio to receive either LIVTENCITY 400 mg twice daily or IAT as dosed by the
investigator for up to 8 weeks. After completion of the treatment period, subjects entered a 12-week

follow-up phase.

The mean age of trial subjects was 53 years and most subjects were male (61%), white (76%) and not Hispanic
or Latino (83%), with similar distributions across the two treatment arms. The most common treatment used in
the IAT arm was foscarnet which was administered in 47 (41%) subjects followed by ganciclovir or
valganciclovir, each administered in 28 (24%) subjects. Cidofovir was administered in 6 subjects, the
combination of foscarnet and valganciclovir in 4 subjects and the combination of foscarnet and ganciclovir in 3
subjects. Baseline disease characteristics are summarized in Table 9 below.
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Table 9: Summary of Baseline Disease Characteristics in Trial 303

LIVTENCITY IAT
Characteristic 400 mg Twice Daily
N=235 N=117
n (%) n (%)
Transplant type
HSCT 93 (40) 48 (41)
SOT 142 (60) 69 (59)
Kidney 74 (52) 32 (46)
Lung 40 (28) 22 (32)
Heart 14 (10) 9(13)
Other (multiple, liver, pancreas, intestine) 14 (10) 6 (9)
CMYV DNA levels
Low (<9,100 IU/mL) 153 (65) 85 (73)
Intermediate (=9,100 to <91,000 IU/mL) 68 (29) 25 (21)
High (=91,000 IU/mL) 14 (6) 7 (6)
Confirmed symptomatic CMYV infection at baseline
No 214 (91) 109 (93)
Yes?® 21 (9) 8(7)
CMYV syndrome (SOT only) 9(43) 7 (88)
Tissue Invasive disease 12 (57)? 1(13)

CMV=cytomegalovirus, DNA=deoxyribonucleic acid, HSCT=hematopoietic stem cell transplant, [AT=investigator

assigned anti-CMYV treatment, N=number of patients, SOT=solid organ transplant.

 one of the subjects had both CMV syndrome and disease but was counted for CMV disease only.

Primary Efficacy Endpoint

The primary efficacy endpoint was confirmed CMV DNA level < LLOQ (i.e.;, <137 IU/mL) as assessed by
COBAS® AmpliPrep/COBAS® TagMan® CMV test) at the end of Week 8. The key secondary endpoint was
CMYV DNA level < LLOQ and CMYV infection symptom control at the end of Study Week 8 with maintenance

of this treatment effect through Study Week 16.

For the primary endpoint, LIVTENCITY was statistically superior to IAT (56% vs 24%, respectively), as shown

in Table 10.
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Table 10: Primary Efficacy Endpoint Analysis at Week 8 (Randomized Set) in Trial 303

LIVTENCITY
400 mg IAT
Twice Daily N=117
N=235 n (%)
n (%)
Primary Endpoint: Confirmed CMV DNA Level < LLOQ at Week 82
Responders 131 (56) 28 (24)
Adjusted difference in proportion of responders (95% CI)° 33(23,43)
p-value: adjusted® <0.001

Cl=confidence interval; CMV=cytomegalovirus; IAT=investigator-assigned anti-CMV treatment; N=number of patients.
* Confirmed CMV DNA level < LLOQ at the end of Week 8 (2 consecutive samples separated by at least 5 days with

DNA levels < LLOQ [i.e.;, <137 IU/mL]).

® Cochran-Mantel-Haenszel weighted average approach was used for the adjusted difference in proportion (maribavir —
IAT), the corresponding 95% CI, and the p-value after adjusting for the transplant type and baseline plasma CMV DNA

concentration. Only those with both stratification factors were included in the computation.

The reasons for failure to meet the primary endpoint are summarized in Table 11.

Table 11: Analysis of Failures for Primary Efficacy Endpoint

LIVTENCITY IAT
Outcome at Week 8 N=235 N=117
n (%) n (%)
Responders (Confirmed DNA Level < LLOQ)? 131 (56) 28 (24)
Non-responders: 104 (44) 89 (76)
Due to virologic failure®: 80 (34) 42 (36)
e CMYV DNA never < LLOQ 48 (20) 35(30)
e CMV DNA breakthrough® 32(14) 7(6)
Due to drug/study discontinuation: 21 (9) 44 (38)
e Adverse events 8 (3) 26 (22)
e Deaths 10 (4) 3(3)
e Withdrawal of consent 1 (<1) 9(8)
e Other reasons® 2(1) 6(5)
Due to other reasons but remained on study! 3() 33)

CMV=Cytomegalovirus, IAT=Investigator-assigned anti-CMV Treatment, MBV=maribavir.
Percentages are based on the number of subjects in the Randomized Set.

* Confirmed CMV DNA level < LLOQ at the end of Week 8 (2 consecutive samples separated by at least 5 days with

DNA levels < LLOQ [i.e.;, <137 IU/mL]).

® CMV DNA breakthrough=achieved confirmed CMV DNA level < LLOQ and subsequently became detectable.
¢ Other reasons=other reasons not including adverse events, deaths and lack of efficacy, withdrawal of consent, and

non-compliance.

4 Includes subjects who completed study assigned treatment and were non-responders.
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The treatment effect of LIVTENCITY was consistent across transplant type, age group, and the presence of
CMYV syndrome/disease at baseline. However, LIVTENCITY was less effective against subjects with increased
CMV DNA levels (>50,000 IU/mL) and subjects with absence of genotypic resistance (see Table 12).

Table 12: Responders by Subgroup in Trial 303

LIVTENCITY 400 mg
Twice Daily 1\1131]117
N=235
n/N % n/N Y%
Transplant type
SOT 79/142 56 18/69 26
HSCT 52/93 56 10/48 21
Baseline CMV DNA viral load
Low (<9,100 IU/mL) 95/153 62 21/85 25
Intermediate (>9,100 to <91,000 IU/mL) 32/68 47 5/25 20
>9,100 to <50,000 IU/mL 29/59 49 4/20 20
>50,000 to <91,000 TU/mL 3/9 33 1/5 20
High (=91,000 IU/mL) 4/14 29 2/7 29
Genotypic resistance to other anti-CMYV agents
Yes 76/121 63 14/69 20
No 42/96 44 11/34 32
CMYV syndrome/disease at baseline
Yes 10/21 48 1/8 13
No 121/214 57 27/109 25
Age Group
18 to 44 years 28/55 51 8/32 25
45 to 64 years 71/126 56 19/69 28
>65 years 32/54 59 1/16 6

Secondary Endpoints

Table 13 shows results of the secondary endpoint, achievement of CMV DNA level < LLOQ and symptom
control* at Week 8 with maintenance through Week 16.
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Table 13: Achievement of CMV DNA Level < LLOQ and CMYV Infection Symptom Control at Week 8,
With Maintenance Through Week 16?

LIVTENCITY
400 mg IAT
Twice Daily N=117
N=235 n (%)
n (%)
Responders 44 (19) 12 (10)
Adjusted difference in proportion of responders (95% CI)° 9(2,17)
p-value: adjusted® 0.013

* CMV infection symptom control was defined as resolution or improvement of tissue-invasive disease or CMV syndrome
for symptomatic patients at baseline, or no new symptoms for patients who were asymptomatic at baseline.

b Cochran-Mantel-Haenszel weighted average approach was used for the adjusted difference in proportion (maribavir —
IAT), the corresponding 95% CI, and the p-value after adjusting for the transplant type and baseline plasma CMV DNA
concentration. Only those with both stratification factors were included in the computation.

Virologic relapse during follow-up period: After the end of treatment phase, 65/131 (50%) of subjects in the
LIVTENCITY group and 11/28 (39%) subjects in the IAT group who achieved CMV DNA level < LLOQ
experienced virologic relapse during the follow-up period. Most of the relapses 58/65 (89%) in LIVTENCITY
group and 11/11 (100% in IAT group)] occurred within 4 weeks after study drug discontinuation; and the
median time to relapse after CMV DNA level < LLOQ was 15 days (range 7, 71) in the LIVTENCITY group
and 15 days (range 7, 29) in the IAT group [see Warnings and Precautions (5.2) and Microbiology (12.4)].

New onset symptomatic CMV infection: For the entire study period, a similar percentage of subjects in each
treatment group developed new onset symptomatic CMV infection (LIVTENCITY 6% [14/235]; IAT 6%
[7/113]).

Overall mortality: All-cause mortality was assessed for the entire study period. A similar percentage of subjects
in each treatment group died during the trial (LIVTENCITY 11% [27/235]; IAT 11% [13/117]).
16 HOW SUPPLIED/STORAGE AND HANDLING

Tablet: 200 mg, blue, oval shaped convex tablet debossed with “SHP” on one side and “620” on the other side.
They are supplied as follows:

Bottles of 28 tablets with child-resistant caps (NDC 64764-800-28)
Bottles of 56 tablets with child-resistant caps (NDC 64764-800-56)
Storage and Handling

Store at 20°C to 25°C (68°F to 77°F), brief exposure to 15°C to 30°C (59°F to 86°F) permitted /see USP
Controlled Room Temperature].

17  PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information and Instructions for Use).

Inform patients that LIVTENCITY may interact with other drugs. Advise patients to report to their healthcare
provider the use of any other medication /see Warnings and Precautions (5.1 and 5.3), Drug Interactions (7)].
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Distributed by:
Takeda Pharmaceuticals America, Inc.
Lexington, MA 02421

LIVTENCITY® and the LIVTENCITY Logo® are registered trademarks of Takeda Pharmaceuticals
International AG.

TAKEDA® and the TAKEDA Logo® are registered trademarks of Takeda Pharmaceutical Company Limited.
©2024 Takeda Pharmaceuticals U.S.A., Inc. All rights reserved.
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Patient Information
LIVTENCITY (liv-TEN-city)
(maribavir)
tablets

What is LIVTENCITY?

LIVTENCITY is a prescription medicine used to treat cytomegalovirus (CMV) infection and disease in adults and
children 12 years of age and older weighing at least 77 pounds (35 kg) who have received a transplant, when their
infection or disease does not respond to treatment with the medicines ganciclovir, valganciclovir, cidofovir

or foscarnet.

It is not known if LIVTENCITY is safe and effective in children under 12 years of age.

Before taking LIVTENCITY, tell your healthcare provider about all your medical conditions, including if you:

e are pregnant or plan to become pregnant. It is not known if LIVTENCITY will harm your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known if LIVTENCITY passes into your breast milk. Talk to
your healthcare provider about the best way to feed your baby during treatment with LIVTENCITY.

Tell your healthcare provider about all of the medicines you take, including prescription and over-the-counter
medicines, vitamins and herbal supplements. LIVTENCITY may affect the way other medicines work, and other
medicines may affect how LIVTENCITY works and cause serious side effects.

Especially tell your healthcare provider if you take a seizure (anticonvulsant) medicine.

e You can ask your healthcare provider or pharmacist for a list of medicines that interact with LIVTENCITY.

¢ Do not start a new medicine without telling your healthcare provider. Your healthcare provider will tell
you if it is safe to take LIVTENCITY with other medicines.

e Know the medicines you take. Keep a list of your medicines and show it to your healthcare provider and
pharmacist when you get a new medicine.

How should I take LIVTENCITY?

e Take LIVTENCITY exactly as your healthcare provider tells you to take it.
e Take LIVTENCITY 2 times a day.

e Take LIVTENCITY with or without food.

e Swallow LIVTENCITY tablets whole.

e Ifyou are not able to swallow tablets whole, you can break apart (disperse) the tablets in drinking water or
crush the tablets and mix with drinking water and take by mouth. See the “Instructions for Use” for detailed
instructions on how to prepare and give a dose of LIVTENCITY tablets by dispersing or crushing tablets and
taking by mouth.

e If you have a Nasogastric (NG) or Orogastric (OG) Tube (French size 10 or larger), you can disperse the tablets
and take through a NG or OG tube. See the “Instructions for Use” for detailed instructions on how to
prepare and give a dose of LIVTENCITY tablets through a NG or OG Tube.

e Ifyou take too much LIVTENCITY, call your healthcare provider or go to the nearest hospital emergency
room right away.

What are the possible side effects of LIVTENCITY?
The most common side effects of LIVTENCITY include:

e changes in taste e  vomiting
e nausea e tiredness
e diarrhea

These are not all the possible side effects of LIVTENCITY.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should I store LIVTENCITY?
e Store LIVTENCITY at room temperature between 68°F to 77°F (20°C to 25°C).
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Keep LIVTENCITY and all medicines out of the reach of children.

General information about the safe and effective use of LIVTENCITY.

Medicines are sometimes prescribed for purposes other than those listed in the Patient Information leaflet. Do not
use LIVTENCITY for a condition for which it was not prescribed. Do not give LIVTENCITY to other people, even
if they have the same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare
provider for information about LIVTENCITY that is written for health professionals.

What are the ingredients in LIVTENCITY?
Active ingredient: maribavir

Inactive ingredients: FD&C Blue #1, magnesium stearate, microcrystalline cellulose, polyethylene glycol, polyvinyl
alcohol, sodium starch glycolate, titanium dioxide, and talc.

Distributed by: Takeda Pharmaceuticals America, Inc., Lexington, MA 02421
LIVTENCITY® and the LIVTENCITY Log0® are registered trademarks of Takeda Pharmaceuticals International AG.

TAKEDA® and the TAKEDA Logo® are registered trademarks of Takeda Pharmaceutical Company Limited.
©2024 Takeda Pharmaceuticals U.S.A., Inc. All rights reserved.

For more information, go to www.explorelivtencity.com or call 1-877-TAKEDA-7 (1-877-825-3327).

This Patient Information has been approved by the U.S. Food and Drug Administration. MAR358 R4 Revised: March 2024
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Instructions for Use

LIVTENCITY (liv-TEN-city)
(maribavir)
tablets, for oral use

This Instructions for Use contains information on how to prepare and give a dose of LIVTENCITY tablets by breaking
apart (dispersing) or crushing in drinking water and taking by mouth; or dispersing and giving through a Nasogastric
(NG) or Orogastric (OG) Tube. Read this Instructions for Use before you prepare or give the first dose of LIVTENCITY,
and each time you get a refill. Ask your healthcare provider or pharmacist if you have any questions.

Important information you need to know before preparing a dose of LIVTENCITY:

e You can break apart (disperse) the tablets in drinking water or crush the tablets and mix with drinking water. The
tablet will not be completely dispersed in the mixture.

e Do not mix LIVTENCITY with any liquid other than drinking water.

e LIVTENCITY tablets that have been dispersed in drinking water can be given through a Nasogastric (NG) or
Orogastric (OG) tube (French size 10 or larger).

e You can prepare the mixture ahead of time and store at room temperature 68°F to 77°F (20°C to 25°C) for up to
8 hours.

Preparing a dose of LIVTENCITY by dispersing or crushing tablets and taking by mouth:

Gather the following supplies:
e small, clean container to place tablets and water in
e drinking water

Step 1: Choose a clean, flat work surface. Place all supplies on the work surface.

Step 2: Wash and dry your hands well.

Step 3: Get the prescribed number of LIVTENCITY tablets needed to prepare the dose.
Step 4: Place the LIVTENCITY tablets into the container.

Note: If you prefer, you can crush the tablets with a spoon before adding water.

Step 5: Add the amount of drinking water needed for your prescribed dose.

Number of Tablets Amount of Drinking Water
2 30 mL
4 60 mL
6 90 mL

Step 6: Swirl the container gently to disperse the tablets in the water and swallow the mixture right away. The
mixture will have a bitter taste.

Step 7: Rinse the container with 15 mL of drinking water and swallow the mixture.

Repeat Step 7. Check that no pieces of tablet are left in the container. Repeat Step 7 until no pieces remain.
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Preparing and giving a dose of LIVTENCITY through a Nasogastric (NG) or Orogastric (OG) Tube:

Gather the following supplies:
¢ 50 mL or 60 mL syringe
e drinking water

Step 1: Remove the cap (if capped) and plunger out of a 50 mL or 60 mL syringe. Add 2 tablets into the syringe body
and place the plunger back in the syringe.

Note: Only 2 tablets can be given through the NG or OG tube at a time.

Step 2: Withdraw 30 mL of drinking water into the syringe.

Step 3: Hold the syringe with the tip pointing upward. Pull the plunger back so there is some air space in the syringe. If
there is a cap, place the cap back on the syringe. Shake the syringe well for about 30 to 45 seconds or until the
tablets are completely dispersed. Be careful not to spill the contents of the syringe.

Step 4: Remove the cap (if capped) from the syringe again and attach the syringe to the NG or OG tube and give the
mixture right away.

Step 5: Withdraw 15 mL of drinking water into the same syringe and flush through the NG or OG tube.
Repeat Step 5. Check that no pieces of tablet are left in the syringe. Repeat Step 5 until no pieces remain.

Note: If your prescribed dose is more than 2 tablets, Repeat Steps 1 through S until you give the full prescribed dose.

Storing LIVTENCITY:
e Store LIVTENCITY at room temperature 68°F to 77°F (20°C to 25°C).

Keep LIVTENCITY and all medicines out of the reach of children.

For more information, go to www.explorelivtencity.com or call 1-877-TAKEDA-7 (1-877-825-3327).

Distributed by: Takeda Pharmaceuticals America, Inc., Lexington, MA 02421
LIVTENCITY® and the LIVTENCITY L0g0® are registered trademarks of Takeda Pharmaceuticals International AG.

TAKEDA® and the TAKEDA Logo® are registered trademarks of Takeda Pharmaceutical Company Limited.
©2024 Takeda Pharmaceuticals U.S.A., Inc. All rights reserved.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.
MAR358 R4 Revised: March 2024
FPI1-0341
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4, ALYV TKRISMLZWSI L. AUENGF2—7XF0GTF a—T% 77 v 735,
FE4 20 L, U PRNITRLAD RS TWRNWT & & B CHERRT 5, Ri123% - T
WAEITTFIE 4 A0 KT,

6. JHEA 800 mg (200 mg §EA 4 #E) M N 1,200mg (200 mg $E4 6 §8) UHEROHE (2.2)
ZH) OGAIX, W ESNTHEICGETHAETFIRI~S 20T, LU Y, NG T
2—7XIX0G Fa—T7%#HEHTHIENTEXS,

3. FIiERUESE
BEA 1 200 mg, FH A THMEOMREER, Fmic ISHP) . &9 —JHOmic 1620) EHFIENT
b\éo

4. B3
L,

5. EERUERLDERE

50 AVSYVBELRUNLAY S OELEHRALEBEORVAILREEETDOY RS
LIVTENCITY I%, H> v 7 g hr v 7 a e oiEitit,/ U o mgibicsniElae b
CMV pULY7 ¥ F—BZAETHZLICLD, Hov /L RONNLT 7 a VoY
AV AIEMEIZHE LT D [ REMED N & D, LIVIENCITY & v 7 a BTV A v 7 v e
EDOPFIFHERE S vy R EAER (7.1) ROMAED 7rOREE (12.4) )

52 BERDVAMILAENEBRUBESEROBR

MHEIZ £ 2 7 A L ZAZ2H) RS LIVTENCITY CTO{REE T & ONRIRZICAE U D alREEN & 5, 169
BOTANVARAERIL, @, FEPIEE A~ BEBUNICRD btz, ~ U et 5
pULY7 M PEBEE A D — L, H v 7 v BN KOV H o7 v BT DR ZEMEE § 72
59, RIS LR WA SUIHER L2 A1E, CMVDNA B2 E=# U 7 L, UL
Mt % fess 92 (A FHARHE (124) ROEKRR (14.1) 28




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

53 EMEEERICKZEMERAXIE M VA BHRIGERD ) RY

LIVTENCITY & %FEDFEAZOHT 25 & ERLFEWHBEERNEC D RERH Y . ZD—5
X LIVTENCITY DI RO T UL HEEDRIWEIZ D 72723 2 rTRENED & 5 EWH B AEH (7)

S

TS OWBAER) SUIBEFN O TR 72 KW BAE A 2 B 1L SUTE BT 5 72 O O FNAIC DOV TiE, #ESE

HEZ2EG5DTELIEZBROZ L, LIVIENCITY O# 5 a1k OG- L, 3% BVER O mTiert %

ZET D&, LIVIENCITY &5 I30FHEZ#ER L, BWEHZzE=21 735,

~ U NEVTEIZ CYP3A4 IZ R D R S D, 387178 CYP3A4 358/~ U S e Lo i iR B
FRTIES LTI, VANVAFHIREZRTEELAREERH D, LT, FFEDH

MBI A fRE | LIVTENCITY & 26 O3A L O IFHERE Sy HELAUHE 22) KD

KW ELER (73) 2] .

Sy Al & o0

LIVTENCITY #li%. CYP3A4 O/ XTI PHEEIE (P-gp) DOEE Th H0uZMilH (¥ 7wy
LA r7ua AR va AR =xn ) AREEL) OFEYIRERZ EASE 5 RN H
0. T OTPRIBEEIC L > THEHERAEFRDIEBLT L 7[e2 5, LIVTENCITY (2 X
DI FrlZ LIVTENCITY O#5-BRMAHE K O G- 213, S iAo i A 5
=2V 7L, BEIDS U TREMRRIONRZRE T2 2 & GEWHREIER (7.3) ROEARE

#H(123) M),

6. ElEA

6.1 ERFRFABR TOEARER

BRI & e R T CERI SN A T2, & 2 FHAIOBRKRRR TR b -BIER ORBLIE
Z B DI O EEIRFER COREL= & EHHE T 5 2 LIXTE T, MK CORREITIX

BRI B TR DAL BHEDR KM STV R WATREMER B 2,

LIVTENCITY Oz 2 s 3L, HEIER b, FIEEM, FERTHR, 55 3 FEaER 1 X5 TRl L
7o ARBRTIZ, Hov s, Loy r7abe), IRABIVF Y XU cidofovir (2 K A8
WIZHERYE GBI T AURHIEOA A2 R O CMV G RYYE & 2l S -\ OB HE
B 352 il A HEAE A L L. LIVTENCITY (234 #1) SUITEBREEEMARIR U215 (AT :
YrmeN, SN H T a e RABFRy R XA cidofovir (2 K 2 HAIX X 2 FI0FH L,

116 f5l) Z ik 8 WG L7z, LIVTENCITY &K OV IAT O RG] (B2 1%, 2n2
486 (+£13.82) HEO31.2 (£16.91) HTH o7z, LIVTENCITY BEDOHLERE D 10%ABIZFBL
L7 I HBONTEAEFRROMELR 2 1TRT,




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

& 2 SHP620-303 &ERD LIVTENCITY B®D 10% Z B A 2 HREICHRESN-FEER (27

L—R)
AEER LIVTENCITY IAT(a)
N=234 N=116
(%) (%)
TRFE IR (b) 46 4
RN 21 22
T 19 21
gt 14 16
%] 12 9

() IAT (JRBAETEERAANEIR L721GH) 121, BRETEMICL T SNy aen, SuFrv 7, KR
AHNF oy b X cidofovir O BLFIFRE L 2 AIOFRAREN G iz,
(b) WRREEICIL, BE SN ERFORTIER, RREAE, WREBER L ORREEEL ST

HERAERG LRI L I-RE OFIGIZREE CH - 7= (LIVTENCITY & 38%. IAT #£ 37%) .
MG Tl b K< AONTEHERAFFRIT, SENIRDIE (SOC) DEIYWER KL OV HUE
DHEHTHY (LIVTENCITY £f 23%. IAT B 15%) . WA Clcb K< Ao EERAEFHZIL
CMV &Gs/JEHYE Td > 72,

AERFRICE VIBBEEOB G4 Ik U7 gBrE OFIE X, LIVTENCITY # & i LT IAT 8 Cm
o7z (IAT B 32%. LIVTENCITY Bf 13%) . S b o 7cifidEi b m L, IAT BTl
IFRERIBDIE (9%) KR OVEMBREE (5%) . LIVTENCITY BECIERE A4, TRl LKL O
WREBOBER (% 1%) Thol,

M 1 LIVTENCITY #EOHEERE D 46% A bivlz, b OFGIZ LY LIVTENCITY O
HHRIEIZEZ Z L 3ENTHY (1%) . #BRE D 37% TR HICEE Lz (Rl o Foufm
43 [, #iPH : 7~59 H) o &EHIEBRICIRTEREE 235k L TOeBRE D O B 89%A3 R LTz,
B G- R ITIER DN B8 L 7okl T, 5 oiEREHe M o R ik e B (FEPF
~85 H) Th-oT,

Fil A A A L

SHP620-303 7Bk CTHEEIAME (B FIRRHIEOAEZ D) CMV EYHBH IR bz £
BRI AR AL 2 R 3 1R T,




1.6 NEICETHERARRFICEHT 58 RAERIZKASH
TAK-620

&

& 3 SHP620-303 R THE SN-ELERARREEREE

IR H LIVTENCITY IAT
N=234 N=116
n (%) n (%)
B P ER Bk (cells/uL)
<500 4(2) 4(3)
>500~<750 7(3) 7 (6)
>750~<1,000 10 (4) 6 (5)
~F 7 1B (g/dL)
<6.5 3(1) 1(1)
>6.5~<8.0 34 (15) 23 (20)
>8.0~<9.5 76 (32) 33 (28)
/MR B (cells/uL)
<25,000 11 (5) 6 (5)
>25,000~<50,000 27 (12) 10 (9)
>50,000~<100,000 41 (18) 20 (17)
7 L7 F =2 (mg/dL)
>2.5 16 (7) 12 (10)
>1.5~<2.5 78 (33) 29 (25)
7. EYEEER

71 AV RELRIESNALVLA VO RELNLGRLEEEZDORDAILREREDET
LIVTENCITY &SV H s rae ),/ 7 me L (vGCV,/GCV) & DOPERIFHER 72,
LIVTENCITY (. > o7 a B KOSV 7 a EAOIEMA, ) VM EIC 4B e B CMV
pULY7 X F—FZHETHZ LIZED, oo 7v bV ROV T 7 a Oy AV ANE
PEICHPIT B ATREME N S 5 (B L OME EoiEE (5.1) ROMADENFHE (124) 28

7.2 &%t 2 LIVTENCITY )85
~ U /REJLT CYP3A4 DB TH 5, FFEDOPULHILZRX | LIVTENCITY & CYP3A4 D& J)7¢
AL ORISR Sy HEROCHE 22) ROSEWHEAER (7.3) 2]R) .

7.3 LIVTENCITY 239 3 fhFI D2 &

~ U /SEJLE CYP3A4 DFFWREHRITH Y | P-gp K OFUEMMIESE [A'E (BCRP) OFLEAITH S,
LIVTENCITY % CYP3A, P-gp 2 O* BCRP O mEEEILE & 2 23K E DT H &, b DE
O iR E SRR IRE & 72 DM A R A RetE N H 5 (R4 B) o ERRIEWME AERR
Br, AT TR INOMHAFEHORE S ROEERAEFZORIE L XA MEDIKT O A edE
DTS NAHAEERICESE, RSN UIBEMICEZE L Z2 b5 WY AEERO %
R AT EELKOMEN EoEE (5.3) KOEKRIER (123) 28]




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

K4 HESNE-EYPHEEERRVZEOMOBEMNICEZGEYHEE/ER(a)

OFHBE D FNEE - A4 RE~DFE RICET 22 A b
PUREE R
EEII) (2= LIVTENCITY & ¥ 3% v v 2053 28548338 T

LIl MEF IR URBEEE=XV TS, U
X% LIVTENCITY & 0T 28561, Y% oo
BN LI L 72 B ATEEME DN B B (),

Ui SE

A A L=V e NN B LT 586 LIVIENCITY O H &%
800 mg 1 H 2 [MIICFAEIT 5 2 LR IND,

T )N EH—L L=y e Tz /e R — L EGERT 586 LIVIENCITY O A
% 1,200mg 1 H2 BENCFRE T2 Z LD,

Tr= kA L=y en Tx= b EOFHT DA, LIVIENCITY OHE%

1,200 mg 1 H 2 [MIZFAE 5 2 LRI N D,

ivAans 7 7K

V77 7T l=Uen LIVTENCITY #l &V 7 7 7F » OO 51X
LIVTENCITY O ZhEMME T3 2 FIREMED & 25 72 D
"rahirw,

U7 7 (D) L= en LIVTENCITY & U 7 7 v O HE G,
LIVTENCITY O ZhEAME T3 2 FIREMED & 5 72 D
‘rahiw,

3K

S =Ry o = YA L= en LIVTENCITY &4 3 U4 bX Y Y U5
LIVTENCITY DOHZMWENME T35 alfettEn & 5 7= bk
Raniew,

HMG-CoA 3% Jr¥ 3 i 3K
AN KT (c) T BRANRET 2 ANRA S T B KR X AT — B O AR
JEDFBUZ SOWTHRE ZEEIRBIET D2 L (o),

g Pl

v ARY 127 mARY > LIVIENCITY (2 &k 3 1B EIM k%2 U T, K
LIVTENCITY O 5-5ha% K O GH 1E#%IX, 7 1 X
RY L OBRERHEICE=F) 7 L, BLEITETTH
BEREHT D L0,

Tl AR (=20 = IV~ LIVTENCITY IZ X 2 5B 2 %8 U T, R
LIVTENCITY O 5-58la% Rk O G5H iE#iX, =< Y
LAADREZHFEICT=F) 7L, KBS THE
T 52 &),

sr Y AR (2=R NN LIVTENCITY IZ X 2 {6 2 %8 U T, FiZ
LIVTENCITY O #5Blat &k &G 1E%IE, e U A
ADBREEEEICE=X) 7 L HBEIZS L TCHES
FET 52 L),

27 1) LA (b) T 7mY KA LIVTENCITY O #4288 U T, K
LIVTENCITY O# 55z kO GRi#%ix, 27y
LAADREZHFEICT=F) 7L, KBS THE
T 52 &),

U N )|

@AFRITT R TEHEBEL TVD DT TR,

(b) LIVTENCITY & ff F 3800 #8 BL/E AL B R BB TR & oo (ERREEEE (12.3) &/
OFNENDOIRMNLEEZSHROZ &,

7.4 LIVTENCITY & QERERMICEXRGHEERANA 5 E VER

LIVIENCITY &4 haF Y —u, #lgE#l, h 7=, ULT7 Vv, RYaFy—i, FFR

Fa A RLT7 7 XTI YT AL OBRKREYHAERRBRICBW T, BRMICEZE 246 AFE M
IR Lo (BRI (12.3) 38




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

8. WRAIGEKHAIZEH T SHER

8.1 BEIE~DRE

U AT O

LIVTENCITY DEIRIRIFIZ Y A7 2 b 72 b TGN EENLT D8 b TO+aRT7 — X380, &)
Wz T AR A FEERBTIX, & Mok MEEHE (RHD) &5 L7 L EDREREL TE
LU NENDOREFERERT, 7y PO JRIBAFRMET LN, vFFTIHMET LAaro72 (5
— 2 %) .

RBREMNTIRIT DERREREE M OREDOE 7Y A7 IIAHATH 5, KEO—REM T, B
IRIJIZRERE S NI IEIRIC IS 1T 2 R AR R K ONREDOHEET U A7 13, £HRLEN 2%~4%
J N 15%~20% T 5,

TF=4
B DT — X
ZHRRE L OWE « B AIC BT 2 EARBRICB W T, T » NI~ U NE/L%E 100, 200 X
400 mg/kg/ H O HE TR OKE Lo, MEIZITAEIRT 15 B H, ZECHIR R OMESE (GD) 17 H %
T, BEZIEARHERAT 29 A MR ORE I 5 L7z, 100 mgkg/H (RHD (2815t N TORGE
DR OIEFER) L BT, ALFIR A DI I QN R R IN & OVE PR #% IR R O BE AR
Sz, EREM TIX. 200 mg/kg/ H LA CIREEROIMIMEI 2N AL S iz, ~ U 2 eI 400 mg/kg/
H (RHD 23T 5 FTOBRER & [AREEORER) £ TOMHET, I - BIEOME IFHEAID
WL RFE I IenoTz,
THETIE, ~ U NELE 100mgkg/H (RHD (25175 & b TOREEDOHK LY ORER) £T
DODHETGD 81D GD20 £ TRAKLG Lz &, IR - IBIROR M OFEICHER R EH TR
BTN oTz,
HART R AR OR AT 2 R Tl R » Mo~ U NELZ 50, 150 30X
4mmw@5®%%f GD 7 b A% (PND) 21 HE CRAOKE L7, 150 mg/kg/H L EORE
SrIBE, 400 mg/kg/ HREC AR R O REBEIIME 2 £ 5 IRMBE A K OVEL B v Bt &L F8 B BERE
@ﬁ@ﬂmﬁgﬂtoitlwmwyﬁui@mﬁfi\EWﬂ‘uié%ﬁiﬁ@@ﬁ?&@
FAREHEORRIC XD REVIE 0GR iz, 5S0mgkg/H (RHD IZH175E h TORERL Y
ROCIRBERLHEIND) T, BBERO O oTz, 2 HRoHAR T, WFhoH
BIZBWTH AR HOEIA  AEFRE KR O PND 4 £ TOAFRICEEITRD bRz,

82 RIWADERE

U R 7 OREE

~ U ANEATZEORBH O © N XUTEW O ~DRBATIE, HITEA~DOBEOFE, %3
FOILR~OEBOFMIIAHATH D, HiELOER EORILREZOARIEIZ OV TIX, BHAIC
& o TO LIVTENCITY DGR 72 LENE R ORI E IR &2 521 2 F B~ DI ERy B8 L S o
THEETRETH D,

10



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

84 NREFEADERE

12 5% BL B2 DR 35 kg LA Lo/ NREF IR T 2 HELE L - HEIL. A ERIUTH D, ZDF

ERREIZ 31T D LIVTENCITY OfEM X, BLFIZESW TV 5,

o  HAZXGL L7 LIVIENCITY Ol HRBR N HEbhi-o e s v &

o En M OMAEL, LIVTENCITY O LA IREE & IZHRMICERO H 2 82 JFS RN
&R T RHEMEYEIEE (PK) £EF U 7RV I ab— g

e LIVTENCITY DBEFEEIL, ARA & 12 UL B TIRE 35 kg L ED/NE & ol CRIFRE & T48
Ehd

o  FRHOBBIIMAE/NEBRETHEUL TS ZEND, RADT —& Z/NEHBFEICHMET
LT EMARETH D UNEKROHE (22) | BRI (12.3) KOREKRRR (14) 238
D]

12 3% AR O/ NRIZ I 1T D LIVTENCITY O %2 &M K OV 213N STy,

8.5 BEENDEE

RHEM BBl (FEARIEEL (12.3) M) | WONCERRRER CF D= A2k O Z a0
TRIEDE 65 A A D EF T 5 HEREIIAE TH D, SHP620-303 #BR Tl 65
e LL DB 54 HIIIZ LIVTENCITY 23:%5- i, et AohiE &k O3y EiieIL, @mimd#E (65
Ll b)) AR (65 iA) T L Tz,

8.6 BHERFRE~DEE
RRRE MRS RE dm B OB RE RS A A 2 B T 5 LIVTENCITY O HEMEIIIAE TH 5
(FRARZEH (12.3) ) . BEE 2 S50 RUE A4 (ESRD) B & X5 & L7z LIVTENCITY
OFRERITL I S TWRV,

8.7 FFEEEFRE~DEE

B (Child-Pugh 774 A) XUXH4EEE (Child-Pugh 70% B) OFSREREE 247 5 BE Ik 5
LIVTENCITY O H &I AR ECTH 5 (RIEHE (123) ) . SEONFHEREEZF T 548
Faxtge L L7z LIVTENCITY ORRER I3 50 S 41TV,

10. BERE

LIVTENCITY (2513 2 fRRA A L L CTHLINTWD O &R 5084 U 5813.
RERNCOWTREZBIZE L, MU 2xHERIELZ MG 2 2 LA #ESE S5, LIVTENCITY O i
HEE AR A RN E N2, BITIC L » T LIVTENCITY O i g 3 L < KT 4 5 rRErE 1%
|2

11. #8AC - K

LIVTENCITY §gl%, N> XA I XY — L URY RTHY CMV pULIT 7' 7 A > ¥ —EHEA
THH~IUNENLNEZERTDH, ~ U NELDIELAIT, 5,6-0 7 2 a-N- (1-AF/LT=F)L) -1-B-L-
UVRT T )V N-H-R A I F =27 20T, ERIIU T ERBY THD,

11



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

~ U AR D5FHiT CisHioCpN3O4, 73813 376.23 Th 5,

OGO 200 mg $E 1 88712, ~ U SEJL 200 mg, W NTHENNP & LT FD&C Blue#l, %
TTV UV~ R 7 A fmtrae—2 R)zFL o7 Y)a—L R E= LT /La—),
TV a= gt M) A DT ROV BERT D,

12. BRERZFER
12.1 {EFFEF
LIVTENCITY I & F CMV 12T AL A LRI TH 5 (AW EE (12.4) &R

12.2 Eh%

Wk % B —SUG Btk

HEHERRICBWNT, 400 mg 2 1 A 2 [BElE, WNIHLREHEDO 2 5L O350 1 A 2 B
HEFMLIZE Z A, A NAETMEF CMV DNA 28 E BAGE & 72 5 SRR & — KOG
RITBD Lo T2,

~U/REJL 400 mg 1 H 2 [BIOH &I X0 FEAH L7255 3 FH3ER (SHP620-303 k) Tix, ~V
NEVVIRFGE RO E 8 BHICMmIEF CMV DNA &8 E & TR (LLOQ) ARifiTh D Z & Mk
ST HB O & ORI BIEMEIZ R0 o 72,

Lol B R B

HRHED IGOHE HRABERGZICBEINTRAREON 244 Tix. BRMICHE
L 72 % QT MFRIERITER O LA,

12.3 EMBE

LIVTENCITY O 3EFEMEIIREIIRICHE KT 5, 50~1,600 mg O BRSO &L HEREHEO

0.125~4 %) Kk 1*2,400 mg/H £ TORER AL HEHE1 AHED 3 £%) Tk, mfEF~ U A
EVVIRFE . (Cma XV AUC) 1, I ZITHEIBIAIZHEM L7z, ~ U SEL O PKIIZIEREHKAF
KThHD, 1 B2EEETIE 2 AUNICEFKREIZEL. Cna X T AUC OFHERE T 1.37
~1.47 TH o7,

LIVTENCITY # 5% O~ U N OB RERAE 2 5 1R T, KEHE GREOIEYERE T 2
— X HER 6T,

12



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

x5 TUNELOEYHESH

WZ I (a)
tmax (h) . HORLE 1.0~3.0
A
EFIRBIZB T 2 AT OOmER (Vs, L) CEHfE) 24.9
b b EE RS 0.05~200 pg/mL O & T 98.0%
i,/ i bk 1.37
IEES
ESEES T JIRAES
BHAEEICE T 23 (o) (h)  CFEHHE) 4.32
BHEABZICBIT 2ROV 7Z 2 (CLUF) (L/h)  CE¥HE) 2.67
R
I )] CYP3A4 (EfUHRRE) KU CYP1A2
GEEERHBRE)
B
PRAPIZHS UC CREABIR) & LTHEE SN =B EEOEE (%) 61 (<2)
(©
FAEPITR UC CREEIR) L LTHRtEn-BEE2DHIE (%) 14(5.7)
(©

(@) WIEMI. mAm ) —®E L HITROEFEE LizL &, EEEE ST 2 8MEAMEOE (90%CD 1E, v U ANELD

AUCq.c0 L TN Couax TEILZ A 0.878 (0.843,0.915) K10 0.716 (0.671,0.764) TH 5,

(b) In vitro #ER TIiL. = U NV EERMAPRIEEREY TH D VP 44469 (N-BLT N F ALIK) ICAEBRNER S, £0
REAHIZ 0.15~020 TH ol B hTOS Y NELD 7 NVT 0 VEEAAIZITEE O UGT B3, 9725 UGT1A1. UGT1A3,
UGT2B7 X OB Z 5 < UGTIA9 2’5 LTV 52, invitro DT — X (ZHIL L, ~URELDZ VT T A2KRITHT S
IV a RGO F IR,

(€) AN U ZRBRICB T HHE © [H¥C] = U /NE L 400 mg O A HEH] GRHHAE 200 nCi 2 &Te) ORI 5,

®6 TUNELRERSHOENHE/NS A —4

S (%CV) (a)

AUCO-tau(b) Crnax Cau
(ugeh/mL) (ug/mL) (ug/mL)
142 (48.5%) 20.1 (35.5%) 5.43 (85.9%)

CV : BRI, Cuax : AR, AUCqq, @ $5-IREIZIS 1 2 e IR BE diAR T, Cu: B G- HIMRKE T RO B

(a) LIVTENCITY 400 mg % 1 A 2B, BFOFMIrrb S TR INTBAE CMV BEHEZ55R E Lz~ U S e RHERM
IEWEREE T NS OFHIEEIIE S MBS T X — X fH,

(b) tau (T~ U N EL OE GG : 12 K

R 72 B [

~ U ANENLOEYEREIC, Fln (18~79 %) . MERI. AFE (A A, BA, 7V7 A, Z0OM) |
Rii (e AR=w 7/ F37 0 RXFFL A=y 7 /TT7 %) | (KE 36~141kg) . Bl
OFEHE, BE~BHEOBKERE (7 L7 F=027 U7 70 ZAOWPEMIT 12~70 mL/%y) i
WE T ~ FPAEE DO IFHEREREE  (Child-Pugh 7048 A X3 B) 1 X ARERAICEE 222213580 7
nole,

NEEE

18 B A D BFNZI T B~ U ANV OIEYBREILIE L TV 720,

ETV T ROV Iab—rarnb, 12 ECHRE3S kg EOBFICHRERR G LU A
THEELELE, EFRETO~ ) ANELOMBEFIREEIX, RATRD b REE L FR
2D ETREND il EM~0&E (8.4) &)

13



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

SEYAE AAEH

In vitro fABRIZEED & |~ U /N EJLIE CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP3AS5, UGT1A4,
UGT1A6, UGTIA10 XX UGT2B15 # 4t L7t &= ey, ~ U ANELOEET, A7 =
A VEER U T F K (OATP) 1B1, OATPIB3 IR FEIEHEH AR >~ (BSEP) & &7\,
18R IR B2 O LIVTENCITY % DL F OB & &G L CHERKRMICERZ2MEEEMIZAE L 20
L #EZ2 5N % CYPIA2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1, CYP2D6,
CYP3A4; v U P Y U7 VI v iR (UGT) 1AL, UGT1A4, UGT1A6, UGT1A9,
UGT2B7 ; P-gp ; BSEP ; Z#l - HMELEWEENE R (MATE) 12K ; A7 =42 F 7 VAR
— % — (OAT) 1 K ONOAT3 ; AN F 4 b T AR —4— (OCT) 1 L *OCT2 ; OATPIB1
JOYOATPIB3, 717 7 Vika MW T BRREWE AAERRBIZ W T, v~ U e & D&
H.1%, CYP1A2, CYP2C9., CYP2C19, CYP2D6 K N CYP3A4 DILE I L KIS /2o T,
SR B AEH R Tld, LIVTENCITY X OG- S 2 rTREMED & Dt D FEAI 2] L, 3K
WEhRE LM EAEA 2 i Lz, MBI OFRAR~ U AL ORYEHRIC RIT T EE R 7 ICH
KL, ~ U ANEAROF SO IEMBIREIC RIF T LR 8 ICENT 5,

LIVTENCITY & Offsr 7 3EWAE A AEH & OV O ORI B E e R BA/ERICEE S
WTHERES LD BT R 4 1n T CEWHREER (7.3) 210 .

K7 GRAEODHFEETICHTS LIVIENCITY OEMBREOEL

PEHZE R O - A& LIVTENCITY O N LIVTENCITY PK O EHE D (ff
Mk - & HBEFE TRIEEET)  (90% CD
(%872 L=1.00)
AUC Crmax Ciau(c)
PrRE A E
NN B (a) 400 mg 800 mg 200 1.40 1.53 1.05
1A 1E 1 B 2MmE,// (1.09, 1.67)  (1.22,1.79)  (0.71, 1.40)
400 mg 1 H 2 [
T )L EZ — )l (a) 100 mg 1,200 mg 200 1.80 2.17 0.94
1A 1E 1B 2MmE,/ (1.18,2.35)  (1.69,2.57) (0.22,1.97)
400mg 1 H 2 [A]
Tx=RA (a) 300 mg 1,200 mg 200 1.70 2.05 0.89
1A 1 1 B 2MmE,// (1.06,2.46)  (1.49,2.63) (0.26,2.04)
400mg 1 H 2 [A]
PivA a7 ) 7K
Rl SV 600 mg 400 mg 14 0.40 0.61 0.18
1 A 1A 1 A2 (0.36,0.44)  (0.52,0.72)  (0.14, 0.25)
ERE
TFhafy—n 400 mg H. 400 mg Hi[F] £ 5- 19 1.53 1.10
[l G- (1.44,1.63) (101, 1.19)
il e 751
KELT VI =7 LK 20 mL(b) 100 mg 15 0.89 0.84
(O3 [ A/t SRV HA A # 5- HA[E] ¢ 5- (0.83,0.96)  (0.75, 0.94)
il e 751

(2) 10 RERD % 20 B HE STz, ABEENEYBEET U oV ORRICES, =V ANEALOHE - A&, I ONCHEEHA
FEPFHTTD 400 mg 1 B 2 [\ ERCH T 5, FEAGH FCHERE L L EO%MELMEO L (5%8, 95%8) &R
T

(b) KEE{LT VI =D A 800 mg XK UVUKEEL~ 7 U L 800 mg & BT,

(c) tau 1T~ U N E LD G : 12 R
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

=8 EWMMEEIEM : LIVTENCITY400mg 1 B 2 BRSO HRAEDOEMEEDEIL

PEHZE R O - A& N fif FH3E D PK D %714 E D L
(LIVTENCITY f77E FXHFEFTET) (90%
CD)
W72 1=1.00)
AUC Crmax Ctau
S5 P A
vl AR ZERE. 1 H2M (1 BRES 20 1.51 1.38 1.57
#:0.5~16 mg) (139, 1.65)  (1.20,1.57) (1.41, 1.74)
P-gp H
=S 0.5 mg 18 1.21 1.25
Himl#& 5 (1.10,1.32)  (1.13, 1.38)

124 WEYENEE

TEREE T

~ U NEJVT B FCMVEEEpULYT DT BT A X F—BIEME2HAMNICHE T Z Lick v,
BAEOY Vb ZEL, Lo A VATEEEZRET 5, v~ U SEE, AEET v eIz

THEAER pULYT 7 u 7 A o FF—EBZHEFE L. £ ICsfEIE 0.003uM Th o7z, v U L&

ZD 55—V VERKE N S-Z U UEEREARIT, 100uM DJEET, B F CMVDNA R Y # 7 —F|2k

LT FHXVX I VAT R=ZU UEBRORY IARITBHE R EL RS 2 olz, v U AELKRDRE

D 5-Z U UEEFFEARIL, 100uM DOFEE T CMVDNA R Y AT —E T ¥ 2 HE Lo -> 7208, 5-

— U VEERERIL, 4T R TORKINTP DR Y AT =BT L Z 2L DED AL EK) 55%PH.

=L,

Lo A v A&

< U NEJVE, b N HSRHEEEAORR (MRC-5) . B MBVEE (HEK) KOV b AR #2413 (MRHE)

AW A NVAREEKT, DNANA T VXA B— 3V ROT 77— 7 ARBRIickB T, e b

CMV O RIZBRE LT, ECsfEiL, Mlak&k 0T vt A O RARA > MR U T 0.03~22 uM

DFPICTH o7, ~ U ANELOMIERERICEIT 257 A /L ATEMEIX, CMV OERR S BERRIZ3E LT

HEHMlENTWD, DNANA F U XA B = a LERONT T — 7 k% AW CHRIE L7z ECso

OHFYRAE X Z I Z 4 0.1 uM (n=10, FiPH :0.03~0.13 pM) & T 0.28 uM (n=10., #iPH :0.12~0.56 pM)

Tholz, 4 DDt s CMV X /378 B s (gBl, gB2, gB3 U\ gB4 TEMN L4 N=2,

1. 4 XU'1) O[T, ECsofBICHEZAITFRD bR oTz,

PEHEEOHT Y A )V AIEVE

< U NN LMD A N AL ORI OWTHRE LI E 2 A, Ty 7 m et dffHKRIC

P AV ATEMOFEHINER BT, cidofovir, IRA DL Xy b, LT ILEE LR NT R~ A

? ECso Tl FEPERITRD bhviehoiz, ~ U AN X W BAEH S5 pULYT ¥ —BTEME

X, vy rsaen /v e ENVOIEH LI ETH D,

CMV BEEHE B (gB) 7 XA FIZBIT DIEEE

SHP620-303 iRBRICISVT, CMV gB 7 %14 71, 2, 3, 4 KO'51281F % LIVTENCITY O £

AR B OF I, ZNEN 65% (55/8541) | 39% (22/57 #l) | 54% (22/41 f5)) | 67% (14/21

) KON 64% (7/114]) TIhotz, CMVgBH T X A7 1, 2, 3, 4 KOS ITBITS AT DEE

FEMGIE B &=L, 2 28% (15/53 1) . 27% @156 | 11% (2/19 #il) . 20% (2/10

) KO17% (1/6 ) Thot= KRB (14) 28]
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

7 A L AT
L7
HIRREE 2R 121 B~ U N EJUIHE 7 A L ADRIR | I ONS 24D OG-8 OB 0O R i
kv, v U AT 2 EZMEDIR T2 70677 IV BIEWSFFE SN TS, pULYT
THFE SNz EHE, L337M, V353A, L397R, T409M K ONH411L/N/Y Tholz, ZiuHDEH]
IZE D 3505 200 [FHEOEZ AR T AE L 5, & Otz pUL27 THRE S 172 E#ix, R233S,
W362R, WI153R, L193F, A269T, V353E, L426F, E22stop, W362stop, 218delC K U*301-311del
Thol, ZIHLDOEHIZLY AL DEEZMEORTIX, 1.7~48FThoTe,
H AR
PVIT vy a eV T v a RS D REVNE A2 AT S & e E (HSCT) XX
B Mg AE (SOT) D L B b 120 i A2 X522~ U /S e L 25kl L7255 2 FH R (SHP620-202
ARER) TlE, 7 A VAR D 515 57z 34 fOFEHZ DWW T, pULYT (7 2/ g 270~482)
O pUL27 (77 X/ i 108~424) DOFFEFER D DNA BLSIMENT 21T > 72, #BRIRIE F T~ U \E
JUITHE BEEL & A A3 G880 O VT B A 1K 25 5l T U | pUL9T F342Y (B MHAK T 238 4.5 £%) . T409M
(78 fi%) . HALIL/Y (69 f5K TN 121%) KUY/ X% C480F (224 fi%) A B ALIZ,
SNV H o Ta eSS H ey a ekt ARBRAN A AT S BRE A &I ) NELEEE
fili L7255 3 #B3ABR  (SHP620-303 #kBR) TiE, ~ U N A ZHESN-BENSESLNZ 134 0
BLFNZ DUV T, pUL9T7 KT pUL2T7 D =1 — REEIARA D DNA BLAIfEMT 2 i L7z, RERIGE T
BB L7- pUL9T DE A, F342Y (4.51%) . T409M (78 fi5) . H41IL/N/Y (ZnFHh 69 f5. 915
F V12 1) BV X% C480F (224 1§%5) 73 58 B TR H ALz (47 BIASTEFIILE], 11 45123 FAs
Bl) o N—RATA I pUL2T OEHE L193F (= U N EUZKTT DRSNS 2.6 fFHKT) M358
iz 1 BliE, EEFHMGIEE &k Lo T,
R K O RARBRIC B W T, ~ U RELE T a e,/ vy 7 a e OZE N
PERFRD BTV D
pULYT DSV 7 v eV /v 7 v B)VITER I E T H 5 F342S/Y. K355del, V356G,
D456N, V466G, C480R, P521L K TNY617del IZ LV, ~ U NE /SRS DR MEDS 4.5 (5K T
T 5, D vGCV/GCV MHERREEIZ DWW TIE, ~ U N EVUS KR D R M LR S 41T 720,
vGCV/GCV, cidofovir IR ARy MIRT SilitEE 7253 DNA AR Y A Z—8 pUL54 O
BETIX, U AN DM EITHERF S v Tz,
pUL97 DTEHE F342Y K TN C480F 1%, ERIAKE T THRO b o~ U AN ELIERHERL CTH D |
VGCV/GCV 2T D EZ D 1S EBOIKR T2 7253, ZORFFRIL, vGCV/GCV 12X % K E
AR & B L TV, 26 OEHBICEIT D vGCV/GCV (25T % A28 2 E O BGR B E # 1 3R
Thbd, U NENVMMME T A VAT, cidofovit X VR A /LR v MMIRFT 2 MEITHERE S
7=o F7-. pUL27 O~ U N E LRSSV T, vGCV/GCV, cidofovir XIE7k A #1 /L%
v b & OREFEMVEC BT % 3 T EH S S TWRY, 26 OFERFNT 69~ 2 i B & &
pUL27 I~ v B 7 ENTWRWZ b, pUL27 O~ U 2N EVV:BE E U OV T, A2
MITAE LW EEB LD,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

13 FEEREREN

13.1 AARE, ZRRAE. ERHOET

VT AKRDNT v bEHWE 2EMONAFHEREBR T, 24 150 LTV 100 mg/kg/ H £ TDH

BETRAKEG Lz, ~UAEME, 7y PTHRFELEWTHOHE TS BARMEEZ /RS 2o

7o TNHLOHETO~ U NEJVIREEEIT, RHD TOE NOBREEZ TEl->7=, 150 mgkg/H

BEOWE~ T ZADFH T, OB CME M, M A IE & OV E 7 i & P RE 5% O 5 BLUE E o

HMRED bilz, ZOBREREIZIRAD TOE NOBREE% -7z, B~ v 2Tk 75 mgkg/
HUTOHET, 7 ATENTNUOHEIZBWNTH, BAFRMEFTRITEED b hoT,

2

~ U SR, M 2 T2 28 BT X O in vive 7 v ME#/MEGREBRCTRETH o2,
DAY 7 —~R®ER T, v U AN EVIIRENEMELOIFF(E T CTHETH | ENEMELAF

ET CORMEIIARHAfTH 7=,

HEZEPE DT

HETH T OEAEE DK TARD 572 (RHD (ZBIF 5 hOBREREL D H{EW~ U BV
IRERE) . 7y FOROKEICED2ZREL O - BIEREICETL2H B TIX, vV ek

K 400 mg/kg/ A TG L7 & 2 A, MHEDIEAMEIZRETRO bk olz bl BFHE
H~ofh (8.1) &2H] .

14 EREREER

141 AooonEN, LA OEI, cidofovir RIZFRRADILRy MZEEAYE GRIEFRE
REOAREZMHLEL) OBEE CMV B BREFEZFHT IRABEDARE

LIVTENCITY (%, H> ¥ 7, Sy 7, dmABLF Y b XU cidofovir IZ & 5
TRIFICHERME D CMV &Y% A9 % HSCT X% SOT L B b 352§l (1 DL LD IRBRE(T
FERTZVEIR L7ziaiE (JAT) (k3 2Rt A 2 b)) 2541, LIVIENCITY Of
ME R OV Ve A TAT &bl L7255 3 M. Zhiak kR, MIEA b, JEEm. R, EhE
B (NCT02931539, 303 #klR) (2 TRkl S fv7z, M A & T HARARRE R O CMV JEYYE 2
BT DR TR SR LTz,

WeBRE A B O (HSCT X% SOT) KL UA 7V —=1 7@ CMV DNA &2 L - T/ERlk
L7-%%. LIVTENCITY 400 mg ® 1 H 2 [F#&5- 3% IAT O 5-1C 2:1 O CTHEAEZ IZEN Y 17,
R 8K E Uiz, EMIMOK TR, #BRE I 12 HF BB A %ﬁbto

WeBRAE O Y EERL 53 T KON B (61%) . AA (76%) . KOFEE 2= 7%/
TT7 % (83%) ThHY ., SAlLimi G CTHELL Tz, IAT TR b Z R S L2 15%
IR ANy R THY ., 4761 (41%) 2T S, RWNTH 7 m BT VT oy
71 BV 28 il (24%) TG & iuiz, Cidofovir 1% 6 BlIC# G- S, mAB LRy k&L
v r7a e VOFREEILZ4H, FAILEy MeH o7 a e ot #5113 HTfTh
Nice N2 T A SRFOREFMEZ LT OR 9ICEKT D,
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1.6 NEICETHERARRFICEHT 58 RAERIZKASH
TAK-620

&

&9 SHP620-303 RHERICHITHR—RX 54 VEDERBRFIEDEN

E5iies LIVTENCITY IAT
400 mg 1 A 2 [ N=117
N=235 n (%)
n (%)
B ORSE
HSCT 93 (40) 48 (41)
SOT 142 (60) 69 (59)
I 74 (52) 32 (46)
it 40 (28) 22 (32)
Laflig 14 (10) 9(13)
Z oM (g, ITIE. P, 15) 14 (10) 6(9)
CMV DNA &
EAE (<9,100 IU/mL) 153 (65) 85 (73)
PR (29,100~<91,000 TU/mL) 68 (29) 25 (21)
EfE (>91,000 IU/mL) 14 (6) 7(6)
N—2F A URIZE T DIEBME CMV B OHER
L 214 (91) 109 (93)
HY(a) 21 (9) 8(7)
CMV JEMRE (SOT D7) 9 (43) 7(88)
HELAR A= T 25 12 (57)(a) 1(13)

CMV: YA bAFT BT A /LA, DNA: T 4% UREEEE, HSCT : &M MBS, IAT  JRBREFEI 238N L7251 CMV
3N BEEK. SOT : [EF e
(@) 1 BliZ CMV JEfEEE & CMV IBE D 5 28 LTV, CMV IBJEOHRTH U > hEhi

A5 o T LAl 2 H

HhED FEEFAmIE H X, 8 H#& T COBAS® AmpliPrep/COBAS® TaqMan® % i\ 7=

CMV fa#: CREi L 72 CMV DNA #2° LLOQ A&iifi (137 IU/mL Kiifi) ThorZ & & L, £

BICGHMIE B, 1RBRIEHR 5% 8 MO TIFZI 1T 5 CMV DNA &2 LLOQ Rifi TH D Z &

LKONCMV EYER 2 hr— L TH Y | ZOREDREIBRIER 5% 16 HE CHEFFT 22 &

Thoil,

F 1012”7 BY, FEFAME A ICBS L C LIVTENCITY @ IAT (259 A #EEE 0N 380 bz
(ZNZEN 56%% 24%)

F& 10 SHP620-303 BAERICH T4 8 BRDAMMED T EFMIEE OB (EELALCER)

LIVTENCITY IAT
400mg 1 H 2 A N=117

N=235 n (%)
n (%)

FEFEMIEE ;8 BICHER Sz CMV DNA B8 LLOQ ®ifiCH 5 Z L(a)

Il 131 (56) 28 (24)

B A DINEBIFIE D (95% CD (b) 33 (23, 43)

p M : FEEH 2(b) <0.001

Cl: BHHIXM., CMV: VA b AFTE A LA IAT : JREREEEMIAEIR L72Pl CMV 3, N BEK

(a) 8 H H & THED CMV DNA &2 LLOQ Kifi TH 5 Z L BWERINT WD (5 BUL EORIRE A H 1T 2 Bl LTI L
723 BT, DNA &72% LLOQ #ii (F720 5, 137 IU/mL Klii) TH D] .

(b) Cochran-Mantel-Haenszel NI E -1k 2 AW T, A OFMEE (= U NEL—IAT) & ED 95% CI, Bt OfEE &L O~ —
AT A HEOMAEH CMV DNA BE THE L7z pHAE RO, WHFOEIMLK 26T 5BFOHEHEIIE D,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

TEFEME A S ER SN AR o B AR 1 ICERNT 5,

& 11 AEOEEFTMIE B OKKBGI D EH

e 5-1% 8 O LIVTENCITY IAT
N=235 N=117
n (%) n (%)
I (DNA 28 LLOQ K Th 5 Z & D3RS S AV 7- R 131 (56) 28 (24)
#) (a)
FEIE 104 (44) 89 (76)
TANVRAFRRIIZ L () ¢ 80 (34) 42 (36)
CMV DNA 7% LLOQ RilZZR b7 48 (20) 35 (30)
CMV DNA D7 L A 7 Z L —(b) 32 (14) 7 (6)
BB AR ko2 21(9) 44 (38)
AEFS 8(3) 26 (22)
TS 10 (4) 3(3)
[ E Ofn] 1 (<) 9 (8)
Z OO () 2 (1) 6 (5)
ZOMOBERIZE D (277 LRRBRITMHL) (d) 3(1) 3 (3)

CMV: %A M AT A LA AT  IBRE(EEA SR L72H CMV €, MBV : v U N E L

FIA T AE 2 LM OB R E S & R e L CHRIIL 72,

(a) 8 H H & THED CMV DNA &3 LLOQ Kifi TH 5 Z L WER I N T WD (5 BUL LRI A H 1T 2 Bl LTI L
723 BT, DNA &72% LLOQ #iii (F720 5, 137 IU/mL Kiii) TH D] .

(b) CMVDNA 7' L A 7 A/L— : CMV DNA B E2 LLOQ Kii TH 2 Z L R S 4L, TOBRMMFIRE & 72 o 72354,

() TDOMoHEE  AEFL, L, AAMEOXM, FEOKE L ORESFU OHEH,

(d) RERCTEIY T SNTIBEEE T L, EIREBITH o I HRE % &,

LIVTENCITY OIREZNRIX, BEOFIE, FiEL N —RX T 4 VO CMV JEWRE/[BYE
DEEZ )b ST B LTz, LHL., CMV DNA &273% W Ek#E (50,000 IU/mL LA 1)
K OSBRI BTED 72 W BRE Tl LIVTENCITY O R IFIET L (& 12 28K) |
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1.6 NEIZHITHERKRFICET HEH HEELRTIEKRASH
TAK-620
5 12 SHP620-303 HERIZ & 1T 5 &85 & [ Al D It & 451
LIVTENCITY IAT
400 mg 1 A 2 [H] N=117
N=235
wN % n/N %
B O
SOT 79/142 56 18/69 26
HSCT 52/93 56 10/48 21
NR—2F A KD CMVDNA ¥ A )L A&
EAE (<9,100 TU/mL) 95/153 62 21/85 25
PR (29,100~<91,000 TU/mL) 32/68 47 5/25 20
>9,100~<50,000 IU/mL 29/59 49 4/20 20
>50,000~<91,000 IU/mL 3/9 33 /5 20
FfE (>91,000 TU/mL) 4/14 29 2/7 29
MOFL CMV I3t 4 2 BB T HRPLE
HY 76/121 63 14/69 20
7oL 42/96 44 11/34 32
NR— 2 F A VD CMV JEMERE &Y E
HY 10/21 48 1/8 13
7oL 121/214 57 27/109 25
AR RE
18 UL L 44 UL 28/55 51 8/32 25
45 UL L 64 LLF 71/126 56 19/69 28
65 Ll 32/54 59 1/16 6
B R G A I H

i‘% (ZRIREHBIE H (8 # H I CMV DNA FEE A LLOQ Kiii & 72 0 . ERYYER = b —b
ER S a), BN 16 Eifﬁ&ﬁéné L) OFERERT,

& 13 8EBIZHIT5H5 CMVDNARE LLOQ RiEm R VREEERI Y bO—ILDERK L.

BE Thix(a)
LIVTENCITY IAT
N=235 N=117
n (%) n (%)
I 44 (19) 12 (10)
B A DISEBIFIE DFE (95% CD (b) 9(2,17)
p M : FAEEH 2(b) 0.013

(@) CMV JEIER 2 > b —Jbid, RN—2 T A URRITEENETH - 72 B TITMAARR B CMV R YE XX CMV EFERE O
HR Ik E, N— AT A VRFICEIEGME Ch o 7 B T - RIER N RN & L ER LT,

(b) Cochran-Mantel-Haenszel JIE FE)iE & F VLT, FIGOFERE (v U NEL—IAT) & 2D 95% CL, B O K O~ —
AT A HEOMAEH CMV DNA B THE L7z pHAE RO, WHFOEIMLK 26T 5BFOHEHEIIE D,

BRI T o 7 A L R ZAEFE - CMV DNA 2 LLOQ AKiiii & 72 - 7= LIVTENCITY D
65/131 5l (50%) MK OVIAT #ED 11728 il (39%) T. HGWIK THOBHGREBHEHIZY 1L
ZFHBHE DR O Hivlz, LIVIENCITY FEOFREDIZ L AL (58/65 i, 89%) M NIAT #ED
TARTORFE (11/11 . 100%) MPAIEERFEO G 1k#% 4 BELINICRED biviz, £72. CMV
DNA &7 LLOQ %iﬁﬁ&f;ofﬁ%@ﬁ%\éif@ﬂ;ﬁf’ﬁ@qﬂﬂﬂ %, LIVTENCITY BT 15 B (#
:7~71H) . IAT#TISH (P :7~29 H) Thotz (BELKOEH LOEE (52) &
O RE (12.4) 2]
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

FEENE CMV YL OB IR L - BB 2K T, JEMBNE CMV YL 2 B 7 (IS H 8L L 7o gBE o
EEIT, BHRGRECRHRREE TH - 72 (LIVTENCITY & : 6% (14/235) | IAT Bf: 6% (7/113) 7,
BHEHE 2RI ZE U TR TERL M Lo, RBRPICEE LoE oBIE1E, &
HRECREE TH o 7= [(LIVTENCITY £f : 11% (27/235 %) . IAT & : 11% (13/117 1) J

16 A% - FERURFEVEDIE

BEAI - 200 mg, FETHEMEOMMEER, FElc [SHP) . & 95— OmI 1620) LZFIEH
TW5b, UTFoEBofthIhd,

R v v AT E 28 8EA D AR FL (NDC 64764-800-28)

R v v 7T E 56 BEAD AR L (NDC 64764-800-56)

Ik - PR 515

20°C~25°C (68°F~77°F) THRIFT D, 15°C~30°C (59°F~86°F) ~D MM DBRFRITIFA S
#u% (USP Controlled Room Temperature ]

17 BEA~DERA

FDA HAGRFE A D EBH MNTIRAT SCE (BE I IEHR A OME A E) Z25iie k2 BFICHET 5
Z &,

LIVTENCITY DMLOFEA M AEHA Z & -3/ ighEnH 2 2 E 2 BEFICHHAT L Z &, o3k
KlafFH LmAa, HYoERBRIGT ICRET s L) B ICHRET 2 & (EELKOHA L
DOFEE (5.1 XW53) | EWHAEER (7)) 228K

WRTEFEH

Takeda Pharmaceuticals America, Inc.

Lexington, MA 02421

LIVTENCITY & O' LIVTENCITY Logo /% Takeda Pharmaceuticals International AG ™ % &% Fit%E C &
%, TAKEDA }: 1" TAKEDA Logo i, = H3EMN LERRSHOBERREGIETH 5,

©2024 Takeda Pharmaceuticals U.S.A., Inc. MEWi#E G - Gl - i5#H 2254

MAR358 R4
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

BE T ER
LIVTENCITY (liv-TEN-city)
(= NEWN)
GEA

LIVTENCITY & i&fi T4 A,

LIVTENCITY I&, Bz -2 ERdHY ., v r7aei N H e 7 a el cidofovir,
NIZFR ATy M X DIRENER)TH DTN 77 R F (35kg) LLED 12 5% L0 o/l
LMK LT, A AT a7 A2 (CMV) JE&Ge & OVEGIE OTRFRICMH H S i 5 4L 5 36
<7,

12 R O/ NRIZ %95 LIVTENCITY D% 2k OVE M IE 07> T EHR A,

LIVTENCITY ZiRA$ 580, LT D X 5 RERIREBIZOWT, HYOEREBEEITEL T

F&Euy,

o IHRL TWA, XIXHEHR A FHE LT\ 5, LIVIENCITY 2BBIRICEEMNE 2 0T hh-> T
WEH A,

o WA THD., NIEHLETEL T D, LIVIENCITY NEFFLICEATT 20 8 9 ity n
> TWEH A, LIVTENCITY (2 L 216 O Fi 722 FL IOV Cid, #1340 Rt
BT T S0,

FRALTWSTRTOIE (WK, HlRE, e4 I, KON—TR2Y 7Y A b edi) &

HYDEBRREMEE IS X TT S, LIVTENCITY (3O IR ERIC B E2 KX fEERn S 0 |

fiOFE T LIVTENCITY OFERICE 8 % KIE T rTREME & 0 | EEZREBIERNE Z 2 "Rtk & v

£

FRIT, TWILARIERESE FUF VWi ASK) 2 H L T A5E1E, Y 0EFRREE IEX T

Ty,

e LIVTENCITY & OMHAEAIERN S HIEAID U A MTOWTIL, 1Y 0 EER AL S 3EAA
IZB:mAT I,

o HYDERBUEIHRETITHF LWEOEREZBL LR TT SV, LIVIENCITY Zffid
FE—FEITIRA L THLRENE > T, HEOERERENOBMOELET,

o EHLTWDIEZLZMS>TEBWVWTTFIW, AL TWLIEDOY X FERE L, B LWEZE
M35 & &%, Y OEFEREFPCEAMICAETTI N,

LIVTENCITY i3 D X 5 ZRA LE 92,

e LIVTENCITY ZEFRZMEFOHREBVICTRA L TTFI W,

e LIVTENCITY (X1 H 2 [HIRALTTFEW,

e LIVIENCITY [ZEBFOFEIINOOLTIRML TFI W,

e LIVTENCITY $&13% D F FMAIAATTF S0,

o BFEZTOEEMRAIAL Z ENTERWVEGAIT, A 2K TEI 720 (B SERZY) .|
BEA 2N T2 0 LT, BOBK SR CTARM L CF &\, LIVTENCITY $E % /0 #OUTM#E L
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

TRAT 250 LVWRABAGEROCEEFEICOWTHE, [ERRAE] 22BLTTF
W,

o MEEFEE (NG) XIIRHOFE®E (0G) (ZFLrFHARX10LLE) BNdHHA. SEAlZSH
SHETC. NG T 2—T7XITOG T a—T7nbEETHZENTEET, NG F=2—7 Xt
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThiS medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

LIVTENCITY 200 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 200 mg maribavir.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Blue, oval shaped convex tablet of 15.5 mm, debossed with “SHP” on one side and “620” on the other
side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

LIVTENCITY is indicated for the treatment of cytomegalovirus (CMV) infection and/or disease that
are refractory (with or without resistance) to one or more prior therapies, including ganciclovir,
valganciclovir, cidofovir or foscarnet in adult patients who have undergone a haematopoietic stem cell
transplant (HSCT) or solid organ transplant (SOT).

Consideration should be given to official guidance on the appropriate use of antiviral agents.

4.2 Posology and method of administration

LIVTENCITY should be initiated by a physician experienced in the management of patients who have
undergone solid organ transplant or haematopoietic stem cell transplant.

Posology

The recommended dose of LIVTENCITY is 400 mg (two 200 mg tablets) twice daily resulting in a
daily dose of 800 mg for 8 weeks. Treatment duration may need to be individualised based on the
clinical characteristics of each patient.



Co-administration with CYP3A inducers

Co-administration of LIVTENCITY with the strong cytochrome P450 3A (CYP3A) inducers
rifampicin, rifabutin or St. John’s wort is not recommended due to potential for a decrease in efficacy
of maribavir.

If co-administration of LIVTENCITY with other strong or moderate CYP3A inducers (e,g.,
carbamazepine, efavirenz, phenobarbital and phenytoin) cannot be avoided, the LIVTENCITY dose
should be increased to 1 200 mg twice daily (see sections 4.4, 4.5 and 5.2).

Missed dose
Patients should be instructed that if they miss a dose of LIVTENCITY, and the next dose is due within
the next 3 hours, they should skip the missed dose and continue with the regular schedule. Patients

should not double their next dose or take more than the prescribed dose.

Special populations

Elderly patients
No dose adjustment is required for patients over 65 years (see sections 5.1 and 5.2).
Renal impairment

No dose adjustment of LIVTENCITY is required for patients with mild, moderate or severe renal
impairment. Administration of LIVTENCITY in patients with end stage renal disease (ESRD),
including patients on dialysis, has not been studied. No dose adjustments is expected to be required for
patients on dialysis due to the high plasma protein binding of maribavir (see section 5.2).

Hepatic impairment

No dose adjustment of LIVTENCITY is required for patients with mild (Child-Pugh Class A) or
moderate hepatic impairment (Child-Pugh Class B). Administration of LIVTENCITY in patients with
severe hepatic impairment (Child-Pugh Class C) has not been studied. It is not known whether
exposure to maribavir will significantly increase in patients with severe hepatic impairment.
Therefore, caution is advised when LIVTENCITY is administered to patients with severe hepatic
impairment (see section 5.2).

Paediatric population

The safety and efficacy of LIVTENCITY in patients below 18 years of age have not been established.
No data are available.

Method of administration

Oral use.

LIVTENCITY is intended for oral use only and can be taken with or without food. The film-coated
tablet can be taken as a whole tablet, a crushed tablet, or a crushed tablet through a nasogastric or
orogastric tube.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Co-administration with ganciclovir or valganciclovir (see section 4.5).



4.4 Special warnings and precautions for use

Virologic failure during treatment and relapse post-treatment

Virologic failure can occur during and after treatment with LIVTENCITY. Virologic relapse during
the post-treatment period usually occurred within 4-8 weeks after treatment discontinuation. Some
maribavir pUL97 resistance-associated substitutions confer cross-resistance to ganciclovir and
valganciclovir. CMV DNA levels should be monitored and resistance mutations should be
investigated in patients who do not respond to treatment. Treatment should be discontinued if
maribavir resistance mutations are detected.

CMV disease with CNS involvement

LIVTENCITY was not studied in patients with CMV CNS infection. Based on nonclinical data, CNS
penetration of maribavir is expected to be low compared to plasma levels (section 5.2 and 5.3).
Therefore, LIVTENCITY is not expected to be effective in treating CMV CNS infections (e.g.
meningo-encephalitis).

Use with immunosuppressants

LIVTENCITY has the potential to increase the concentrations of immunosuppressants that are
cytochrome P450 (CYP)3A/P-gp substrates with narrow therapeutic margins (including tacrolimus,
cyclosporine, sirolimus and everolimus). The plasma levels of these immunosuppressants must be
frequently monitored throughout treatment with LIVTENCITY, especially following initiation and
after discontinuation of LIVTENCITY, and doses should be adjusted, as needed (see sections 4.5, 4.8
and 5.2).

Risk of adverse reactions or reduced therapeutic effect due to medicinal product interactions

The concomitant use of LIVTENCITY and certain medicinal products may result in known or
potentially significant medicinal product interactions, some of which may lead to:
e possible clinically significant adverse reactions from greater exposure of concomitant
medicinal products.
e reduced therapeutic effect of LIVTENCITY.

See Table 1 for steps to prevent or manage these known or potentially significant medicinal product
interactions, including dosing recommendations (see sections 4.3 and 4.5).

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on maribavir

Maribavir is primarily metabolised by CYP3A, and medicinal products that induce or inhibit CYP3A
are expected to affect the clearance of maribavir (see section 5.2).

Co-administration of maribavir and medicinal products that are inhibitors of CYP3A may result in
increased plasma concentrations of maribavir (see section 5.2). However, no dose adjustment is

needed when maribavir is co-administered with CYP3A inhibitors.

Concomitant administration of strong or moderate CYP3A inducers, (such as rifampicin, rifabutin,
carbamazepine, phenobarbital, phenytoin, efavirenz and St John’s wort), is expected to significantly

4



decrease maribavir plasma concentrations, which may result in decrease in efficacy. Therefore,
alternative medicinal products with no CYP3A induction potential should be considered. Co-
administration of maribavir with strong cytochrome P450 3A (CYP3A) inducers rifampicin, rifabutin
or St. John’s wort is not recommended.

If co-administration of maribavir with other strong or moderate CYP3A inducers (e.g., carbamazepine,
efavirenz, phenobarbital and phenytoin) cannot be avoided, the maribavir dose should be increased to

1 200 mg twice daily (see sections 4.2 and 5.2).

Effect of maribavir on other medicinal products

Co-administration of maribavir with valganciclovir and ganciclovir is contraindicated (see section
4.3). LIVTENCITY may antagonise the antiviral effect of ganciclovir and valganciclovir by inhibiting
human CMV UL97 serine/threonine kinase, which is required for activation/phosphorylation of
ganciclovir and valganciclovir (see sections 4.3 and 5.1).

At therapeutic concentrations, clinically relevant interactions are not expected when maribavir is co-
administered with substrates of CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2E1, 2D6, and 3A4; UGT1A1,
1A4, 1A6, 1A9, 2B7; bile salt export pump (BSEP); multidrug and toxin extrusion protein
(MATE)/2K; organic anion transporters (OAT)1; organic cation transporters (OCT)1 and OCT2;
organic anion transporting polypeptide (OATP)1B1 and OATP1B3 based on in vitro and clinical
interaction results (Table 1 and section 5.2).

Maribavir acted as an inducer of CYP1A2 enzyme in vitro. There are no clinical data available to
exclude an interaction risk via CYP1A2 induction in vivo. Therefore, the concomitant administration
of maribavir and medicinal products that are sensitive substrates of CYP1A2 with a narrow therapeutic
window (e.g., tizanidine and theophylline) should be avoided due to the risk for lack of efficacy of
CYPI1A2 substrates.

Co-administration of maribavir increased plasma concentrations of tacrolimus (see Table 1). When the
immunosuppressants tacrolimus, cyclosporine, everolimus or sirolimus are co-administered with
maribavir, immunosuppressant levels should be frequently monitored throughout treatment with
maribavir, especially following initiation and after discontinuation of maribavir and dose adjusted,
when needed (see sections 4.4 and Table 1).

Maribavir inhibited P-gp transporter in vitro at clinically relevant concentrations. In a clinical study,
co-administration of maribavir increased plasma concentrations of digoxin (see Table 1 Therefore,
caution should be exercised when maribavir and sensitive P-gp substrates (e.g., digoxin, dabigatran)
are co-administered. Serum digoxin concentrations should be monitored, and dose of digoxin may
need to be reduced, as needed (see Table 1).

Maribavir inhibited BCRP transporter in vitro at clinically relevant concentrations. Therefore,
co-administration of maribavir with sensitive BCRP substrates such as rosuvastatin, is expected to
increase their exposure and lead to undesirable effects.

In vitro, maribavir inhibits OAT3, therefore, plasma concentrations of medicinal products transported
by OAT3 may be increased (e.g.: ciprofloxacin, imipenem, and cilastatin).

In vitro, maribavir inhibits MATE]1. There are no clinical data available whether the co-administration
of maribavir with sensitive MATEI substrates (e.g., metformin) could potentially lead to clinically

relevant interactions.

General information

If dose adjustments of concomitant medicinal products are made due to treatment with maribavir,

doses should be readjusted after treatment with maribavir is completed. Table 1 provides a listing of

established or potentially clinically significant medicinal product interactions. The medicinal product
5



interactions described are based on studies conducted with maribavir or are predicted medicinal
product interactions that may occur with maribavir (see sections 4.4 and 5.2).

Table 1: Interactions and dose recommendations with other medicinal products.

Medicinal product by
therapeutic area

Effect on geometric mean
ratio (90 % CI)
(likely mechanism of action)

Recommendation concerning
co-administration with
maribavir

Acid-reducing agents

antacid (aluminium and
magnesium hydroxide oral

<~ maribavir
AUC 0.89 (0.83, 0.96)

No dose adjustment is required.

(0.5 mg single dose, 400 mg
twice daily maribavir)

AUC 1.21(1.10, 1.32)
Crmax 1.25 (1.13, 1.38)
(P-gp inhibition)

suspension) Cinax 0.84 (0.75, 0.94)

(20 mL single dose, maribavir

100 mg single dose)

famotidine Interaction not studied. No dose adjustment is required.
Expected:
> maribavir

pantoprazole Interaction not studied. No dose adjustment is required.
Expected:
<> maribavir

omeprazole <> maribavir No dose adjustment is required.
1 plasma omeprazole/5-
hydroxyomeprazole
concentration ratio
1.71 (1.51, 1.92) at 2h post-dose
(CYP2C19 inhibition)

Antiarrhythmics

digoxin > digoxin Use caution when maribavir and

digoxin are co-administered.
Monitor serum digoxin
concentrations. The dose of
sensitive P-gp substrates such as
digoxin may need to be reduced
when co-administered with
maribavir.

< voriconazole
AUC 0.93 (0.83, 1.05)

Antibiotics
clarithromycin Interaction not studied. No dose adjustment is required.
Expected:
1 maribavir
(CYP3A inhibition)
Anticonvulsants
carbamazepine Interaction not studied. A dose adjustment of maribavir to
phenobarbital Expected: 1 200 mg twice daily is
phenytoin | maribavir recommended when
(CYP3A induction) co-administration with these
anticonvulsants.
Antifungals
ketoconazole 1 maribavir No dose adjustment is required.
(400 mg single dose, maribavir | AUC 1.53 (1.44, 1.63)
400 mg single dose) Cmax 1.10 (1.01, 1.19)
(CYP3A and P-gp inhibition)
voriconazole Expected: No dose adjustment is required.
(200 mg twice daily, maribavir | 1 maribavir
400 mg twice daily) (CYP3A inhibition)
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Medicinal product by
therapeutic area

Effect on geometric mean
ratio (90 % CI)
(likely mechanism of action)

Recommendation concerning
co-administration with
maribavir

Cumax 1.00 (0.87, 1.15)
(CYP2C19 inhibition)

Antihypertensives
diltiazem Interaction not studied. No dose adjustment is required.
Expected:
1 maribavir
(CYP3A inhibition)
Antimycobacterials
rifabutin Interaction not studied. Co-administration of maribavir
Expected: and rifabutin is not recommended
| maribavir due to potential for a decrease in
(CYP3A induction) efficacy of maribavir.
rifampicin | maribavir Co-administration of maribavir
(600 mg once daily, maribavir | AUC 0.40 (0.36, 0.44) and rifampin is not recommended
400 mg twice daily) Crmax 0.61 (0.52, 0.72) due to potential for a decrease in
Cirough 0.18 (0.14, 0.25) efficacy of maribavir.
(CYP3A and CYP1A2
induction)
Antitussives
dextromethorphan <> dextrorphan No dose adjustment is required.
(30 mg single dose, maribavir AUC 0.97 (0.94, 1.00)
400 mg twice daily) Crax 0.94 (0.88, 1.01)

(CYP2DG6 inhibition)

CNS stimulants

Herbal products

St. John's wort (Hypericum
perforatum)

Interaction not studied.
Expected:

| maribavir

(CYP3A induction)

Co-administration of maribavir
and St. John's wort is not
recommended due to potential for
a decrease in efficacy of maribavir.

HIV antiviral agents

Non-nucleoside reverse transcr

iptase inhibitors

Efavirenz
Etravirine
Nevirapine

Interaction not studied.
Expected:

| maribavir

(CYP3A induction)

A dose adjustment of maribavir to
1 200 mg twice daily is
recommended when
co-administration with these a
non-nucleoside reverse
transcriptase inhibitors.

Nucleoside reverse transcriptase inhibitors

Tenofovir disoproxil
Tenofovir alafenamide
Abacavir

Lamivudine
Emtricitabine

Interaction not studied.
Expected:

<~ maribavir

> nucleoside reverse
transcriptase inhibitors

No dose adjustment is required.

Protease inhibitors




Medicinal product by
therapeutic area

Effect on geometric mean
ratio (90 % CI)
(likely mechanism of action)

Recommendation concerning
co-administration with
maribavir

ritonavir- boosted protease
inhibitors (atazanavir,
darunavir, lopinavir)

Interaction not studied.
Expected:

1 maribavir

(CYP3A inhibition)

No dose adjustment is required.

Integrase strand transfer inhibitors

dolutegravir

Interaction not studied.
Expected:

<« maribavir

< dolutegravir

No dose adjustment is required.

HMG-CoA reductase inhibitors

atorvastatin Interaction not studied. No dose adjustment is required.
fluvastatin Expected:
simvastatin T HMG-CoA reductase
inhibitors
(BCRP inhibition)
rosuvastatin® Interaction not studied. The patient should be closely
Expected: monitored for rosuvastatin-related
1 rosuvastatin events, especially the occurrence
(BCRP inhibition) of myopathy and rhabdomyolysis.
Immunosuppressants

cyclosporine®

Interaction not studied.

Frequently monitor cyclosporine,

AUC 1.51(1.39, 1.65)
Ciax 1.38 (1.20, 1.57)
Cirough 1.57 (1.41, 1.74)
(CYP3A/P-gp inhibition)

everolimus® Expected: everolimus and sirolimus levels,

sirolimus® 1 cyclosporine, everolimus, especially following initiation and
sirolimus after discontinuation of maribavir
(CYP3A/P-gp inhibition) and adjust dose, as needed.

tacrolimus® 1 tacrolimus Frequently monitor tacrolimus

levels, especially following
initiation and after discontinuation
of maribavir and adjust dose, as
needed.

Oral anticoagulants

warfarin
(10 mg single dose, maribavir
400 mg twice daily)

> S-warfarin
AUC 1.01 (0.95, 1.07)
(CYP2C9 inhibition)

No dose adjustment is required.

Oral contraceptives

systemically acting oral

Interaction not studied.

No dose adjustment is required.

(0.075 mg/kg single dose,
maribavir 400 mg twice daily
for 7 days)

AUC 0.89 (0.79, 1.00)
Crmax 0.82 (0.70, 0.96)

contraceptive steroids Expected:
<> oral contraceptive steroids
(CYP3A inhibition)
Sedatives
midazolam > midazolam No dose adjustment is required.

1 = increase, | = decrease, <> = no change

CI = Confidence Interval

*AUCo- for single dose, AUCo-12 for twice daily dose daily.
Note: the table is not extensive but provides examples of clinically relevant interactions.
2 Refer to the respective prescribing information.




Paediatric population

Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data of maribavir use in pregnant women. Studies in animals have shown reproductive
toxicity (see section 5.3). LIVTENCITY is not recommended during pregnancy and in women of
childbearing potential not using contraception.

Maribavir is not expected to affect the plasma concentrations of systemically acting oral contraceptive
steroids (see Section 4.5).

Breast-feeding

It is unknown whether maribavir or its metabolites are excreted in human milk. A risk to the suckling
child cannot be excluded. Breast-feeding should be discontinued during treatment with LIVTENCITY.

Fertility

Fertility studies were not conducted in humans with LIVTENCITY. No effects on fertility or
reproductive performance were noted in rats in a combined fertility and embryofoetal development
study, however, a decrease in sperm straight line velocity was observed at doses > 100 mg/kg/day
(which is estimated to be < 1 times the human exposure at the recommended human dose [RHD]).
There were no effects on reproductive organs in either males or females in nonclinical studies in rats
and monkeys (see section 5.3).

4.7 Effects on ability to drive and use machines
LIVTENCITY has no influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

Adverse events were collected during the treatment phase and follow-up phase through Study

Week 20 in the Phase 3 study (see section 5.1). The mean exposures (SD) for LIVTENCITY was 48.6
(13.82) days with a maximum of 60 days. The most commonly reported adverse reactions occurring in
at least 10% of subjects in the LIVTENCITY group were: taste disturbance (46%), nausea (21%),
diarrhoea (19%), vomiting (14%) and fatigue (12%). The most commonly reported serious adverse
reactions were diarrhoea (2%) and nausea, weight decreased, fatigue, immunosuppressant drug level
increased, and vomiting (all occurring at < 1%).

Tabulated list of adverse reactions

The adverse reactions are listed below by body system organ class and frequency. Frequencies are
defined as follows: very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1 000 to
< 1/100), rare (> 1/10 000 to < 1/1 000) or very rare (< 1/10 000).

Table 2: Adverse reactions identified with LIVTENCITY

System Organ Class Frequency Adverse reactions

Nervous system disorders Very common Taste disturbance’




Common Headache

Gastrointestinal disorders Very Common Diarrhoea, Nausea, Vomiting
Common Abdominal pain upper
General disorders and Very common Fatigue
administration site conditions .
Common Decreased appetite
Investigations Common Immunosuppressant drug level

increased”, Weight decreased

Description of selected adverse reactions”

Taste disturbance

Taste disturbance (comprised of the reported preferred terms ageusia, dysgeusia, hypogeusia and taste
disorder) occurred in 46% of patients treated with LIVTENCITY. These events rarely led to
discontinuation of LIVTENCITY (0.9%) and, for most patients, resolved while patients remained on
therapy (37%) or within a median of 7 days (Kaplan-Meier estimate, 95% CI: 4-8 days) after treatment
discontinuation.

Increases in plasma levels of immunosuppressants

Immunosuppressant drug level increase (comprised of the preferred terms immunosuppressant drug
level increased and drug level increased) occurred in 9% of patients treated with LIVTENCITY.
LIVTENCITY has the potential to increase the drug concentrations of immunosuppressants that are
CYP3A and/or P-gp substrates with narrow therapeutic ranges (including tacrolimus, cyclosporine,
sirolimus and everolimus). (See sections 4.4, 4.5 and 5.2).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In Study 303, an accidental overdose of a single extra dose occurred in 1 LIVTENCITY -treated
subject on Day 13 (1 200 mg total daily dose). No adverse reactions were reported.

In Study 202, 40 subjects were exposed to doses of 800 mg twice daily and 40 subjects were exposed
to 1 200 mg twice daily for a mean of approximately 90 days. In Study 203, 40 subjects were exposed
to doses of 800 mg twice daily and 39 subjects were exposed to 1 200 mg twice daily for a maximum
of 177 days. There were no appreciable differences in the safety profile in either study compared to the
400 mg twice daily group in Study 303 in which subjects received maribavir for a maximum of

60 days.

There is no known specific antidote for maribavir. In case of overdose, it is recommended that the
patient be monitored for adverse reactions and appropriate symptomatic treatment instituted. Due to
the high plasma protein binding of maribavir, dialysis is unlikely to reduce plasma concentrations of
maribavir significantly.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, direct acting antivirals, ATC code: JOSAX10.
Mechanism of action

Maribavir is a competitive inhibitor of the UL97 protein kinase. UL97 inhibition occurs at the viral
DNA replication phase, inhibiting UL97 serine/threonine kinase by competitively inhibiting the
binding of ATP to the kinase ATP-binding site, without affecting the concatemer maturation process,
abolishing phosphotransferase inhibiting CMV DNA replication and maturation, CMV DNA
encapsidation, and CMV DNA nuclear egress.

Antiviral activity

Maribavir inhibited human CMYV replication in virus yield reduction, DNA hybridization, and plaque
reduction assays in human lung fibroblast cell line (MRC-5), human embryonic kidney (HEK), and
human foreskin fibroblast (MRHF) cells. The ECso values ranged from 0.03 to 2.2 uM depending on
the cell line and assay endpoint. The cell culture antiviral activity of maribavir has also been evaluated
against CMV clinical isolates. The median ECs values were 0.1 uM (n=10, range 0.03-0.13 uM) and
0.28 uM (n=10, range 0.12-0.56 uM) using DNA hybridization and plaque reduction assays,
respectively. No significant difference in ECsy values across the four human CMV glycoprotein B
genotypes (N =2, 1, 4, and 1 for gB1, gB2, gB3, and gB4, respectively) was seen.

Combination antiviral activity

When maribavir was tested in in vitro combination with other antiviral compounds, strong antagonism
was seen with ganciclovir.

No antagonism was seen in combination with cidofovir, foscarnet and letermovir.
Viral resistance
In cell culture

Maribavir does not affect the UL54encoded DNA polymerase that, when presenting certain mutations,
confers resistance to ganciclovir/valganciclovir, foscarnet and/or cidofovir. Mutations conferring
resistance to maribavir have been identified on gene UL97: L337M, F342Y, V353A, V356G, L397R,
T409M, H411L/N/Y, D456N, V466G C480F, P521L, and Y617del. These mutations confer resistance
that ranges from 3.5-fold to > 200-fold increase in ECsy values. UL27 gene variants (R233S, W362R,
WI153R, L193F, A269T, V353E, L426F, E22stop, W362stop, 218delC, and 301311del) conferred
only mild maribavir resistance (< 5fold increase in ECso), while L335P conferred high maribavir
resistance.

In clinical studies

In Phase 2 Study 202 and Study 203 evaluating maribavir in 279 HSCT or SOT recipients,
post-treatment pUL97 genotyping data from 23 of 29 patients who initially achieved viraemia
clearance and later experienced recurrent CMV infection while on maribavir showed 17 patients with
mutations T409M or H411Y and 6 patients with mutation C480F. Among 25 patients who did not
respond to > 14 days of maribavir therapy, 9 had mutations T409M or H411Y, and 5 patients had
mutation C480F. Additional pUL27 genotyping was performed on 39 patients in Study 202 and

43 patients in Study 203. The only resistance-associated amino acid substitution in pUL27 that was not
detected at baseline was G344D. Phenotypic analysis of pUL27 and pUL97 recombinants showed that
pUL97 mutations T409M, H411Y, and C480F conferred 78-fold, 15-fold, and 224-fold increases,
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respectively, in maribavir ECso compared with the wild-type strain, whereas the pUL27 mutation
(344D showed no difference in maribavir ECso as compared to the wild-type strain.

In Phase 3 Study 303 evaluating maribavir in patients with phenotypic resistance to
valganciclovir/ganciclovir, DNA sequence analysis of the entire coding regions of pUL97 and pUL27
was performed on 134 paired sequences from maribavir-treated patients. The treatment-emergent
pUL97 substitutions F342Y (4.5-fold), T409M (78-fold), H411L/N/Y (69-, 9-, and 12-fold,
respectively), and/or C480F (224-fold) were detected in 60 subjects and were associated with non-
response (47 subjects were on-treatment failures and 13 subjects were relapsers). One subject with the
pUL27 L193F substitution (2.6-fold reduced susceptibility to maribavir) at baseline did not meet the
primary endpoint. In addition, the following multiple mutations were associated with non-response;
F342Y+T409M+H411N (78-fold), C480F+H411L+H411Y (224-fold), F342Y+H411Y (56-fold),
T409M+C480F (224-fold) and H411Y+C480F (224-fold).

Cross resistance

Cross-resistance has been observed between maribavir and ganciclovir/valganciclovir (vGCV/GCYV)
in cell culture and in clinical studies. In the phase 3 Study 303, a total of 44 patients in the maribavir
arm had a treatment emergent resistance associated substitutions (RAS) to Investigator assigned
treatment (IAT). Of these 24 had treatment-emergent C480F or the F342Y RAS, both are cross-
resistant to both ganciclovir/valganciclovir and maribavir. Of these 24 patients, 1 (4%) achieved the
primary endpoint. Overall, only eight of these 44 patients achieved the primary endpoint.

pUL97 vGCV/GCYV resistance-associated substitutions F342S/Y, K355del, V356G, D456N, V466G,
C480R, P521L, and Y617del reduce susceptibility to maribavir > 4.5-fold. Other vGCV/GCV
resistance pathways have not been evaluated for cross-resistance to maribavir. pUL54 DNA
polymerase substitutions conferring resistance to vGCV/GCV, cidofovir, or foscarnet remained
susceptible to maribavir.

Substitutions pUL97 F342Y and C480F are maribavir treatment-emergent resistance-associated
substitutions that confer > 1.5-fold reduced susceptibility to vVGCV/GCV, a fold reduction that is
associated with phenotypic resistance to vGCV/GCV. The clinical significance of this cross-resistance
to vGCV/GCYV for these substitutions has not been determined. Maribavir resistant virus remained
susceptible to cidofovir and foscarnet. Additionally, there are no reports of any pUL27 maribavir
resistance-associated substitutions being evaluated for vGCV/GCV, cidofovir, or foscarnet cross-
resistance. Given the lack of resistance-associated substitutions for these drugs mapping to pUL27,
cross-resistance is not expected for pUL27 maribavir substitutions.

Clinical efficacy

A Phase 3, multi-centre, randomised, open-label, active-controlled superiority study (Study
SHP620-303) assessed the efficacy and safety of LIVTENCITY treatment compared to Investigator
assigned treatment (IAT) in 352 HSCT and SOT recipients with CMV infections that were refractory
to treatment with ganciclovir, valganciclovir, foscarnet, or cidofovir, including CMV infections with
or without confirmed resistance to 1 or more anti-CMV agents. Refractory CMV infection was defined
as documented failure to achieve > 1 log10 decrease in CMV DNA level in whole blood or plasma
after a 14-day or longer treatment period with intravenous ganciclovir/oral valganciclovir, intravenous
foscarnet, or intravenous cidofovir. This definition was applied to the current CMV infection and the
most recently administered anti-CMV agent.

Patients were stratified by transplant type (HSCT or SOT) and screening CMV DNA levels and then
randomised in a 2:1 ratio to receive LIVTENCITY 400 mg twice daily or IAT (ganciclovir,
valganciclovir, foscarnet, or cidofovir) for an 8-week treatment period and a 12 week follow-up phase.

The mean age of trial subjects was 53 years and most subjects were male (61%), white (76%) and not

Hispanic or Latino (83%), with similar distributions across the two treatment arms. Baseline disease
characteristics are summarised in Table 3 below.
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Table 3: Summary of the baseline disease characteristics of the study population in Study 303.

Characteristic® IAT LIVTENCITY
400 mg Twice Daily
(N=117) (N=235)

IAT treatment prior to randomization, n (%)"
Ganciclovir/ Valganciclovir 98 (84) 204 (87)
Foscarnet 18 (15) 27 (12)
Cidofovir 1(1) 4(2)

IAT treatment after randomization, n (%)
Foscarnet 47 (41) n/a
Ganciclovir/ Valganciclovir 56 (48) n/a
Cidofovir 6 (5 n/a
Foscarnet+ Ganciclovir/Valganciclovir 7 (6) n/a

Transplant type, n (%)

HSCT 48 (41) 93 (40)

SOT* 69 (59) 142 (60)
Kidney! 32 (46) 74 (52)
Lung® 22 (32) 40 (28)
Heart! 9(13) 14 (10)
Multiple! 5() 5@
Liver! 1(1) 6 (4)
Pancreas’ 0 2(1)
Intestine? 0 1(1)

CMYV DNA levels category as reported by central
laboratory, n (%)°

High 7(6) 14 (6)
Intermediate 25 (21) 68 (29)
Low 85 (73) 153 (65)

Baseline symptomatic CMYV infection’

No 109 (93) 214 (91)

Yes' 8(7) 21 (9)
CMV syndrome (SOT only), n (%)*" 7 (88) 10 (48)
Tissue invasive disease, n (%)" & 1(13) 12 (57)

CMV=cytomegalovirus, DNA=deoxyribonucleic acid, HSCT=haematopoietic stem cell transplant, IAT=investigator
assigned anti-CMV treatment, max=maximum, min=minimum, N=number of patients, SOT=solid organ transplant.

2 Baseline was defined as the last value on or before the first dose date of study-assigned treatment, or date of randomisation
for patients who did not receive study-assigned treatment.

b Percentages are based on the number of subjects in the Randomized set within each column. Most recent anti-CMV agent,
used to confirm refractory eligibility criteria.

¢ The most recent transplant.

d Percentages are based on the number of patients within the category.

¢ Viral load was defined for analysis by the baseline central specialty laboratory plasma CMV DNA gPCR results as high
(291,000 IU/mL), intermediate (> 9,100 and < 91,000 IU/mL), and low (< 9,100 IU/mL).

f Confirmed by Endpoint Adjudication Committee (EAC).

& Patients could have CMV syndrome and tissue invasive disease.

The primary efficacy endpoint was confirmed CMV viraemia clearance (plasma CMV DNA
concentration below the lower limit of quantification (< LLOQ); i.e., < 137 IU/mL) at Week 8
regardless of whether either study-assigned treatment was discontinued before the end of the stipulated
8 weeks of therapy. The key secondary endpoint was CMV viraemia clearance and CMV infection
symptom control at Week 8 with maintenance of this treatment effect through Study Week 16. CMV
infection symptom control was defined as resolution or improvement of tissue-invasive disease or
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CMYV syndrome for symptomatic patients at baseline, or no new symptoms for patients who were
asymptomatic at baseline.

For the primary endpoint, LIVTENCITY was superior to IAT (56% vs. 24%, respectively, p < 0.001).
For the key secondary endpoint, 19% vs. 10% achieved both CMV viraemia clearance and CMV
infection symptom control in the LIVTENCITY and IAT group, respectively (p=0.013) (See Table 4).

Table 4: Primary and key secondary efficacy endpoint analysis (randomised set) in Study 303

LIVTENCITY
IAT 400 mg twice daily
(N=117) (N=235)
n (%) n (%)
Primary endpoint: CMYV viraemia clearance response at week 8
Overall
Responders 28 (24) 131 (56)
Adjusted difference in proportion of responders (95% CI)* 32.8 (22.8,42.7)
p-value: adjusted® <0.001

Key secondary endpoint: Achievement of CMV viraemia clearance and CMYV infection symptom
control® at week 8, with maintenance through week 16"

Overall

Responders 12 (10) 44 (19)
Adjusted difference in proportion of responders (95% CI)* 9.45 (2.0, 16.9)
p-value: Adjusted® 0.013

Cl=confidence interval; CM V=cytomegalovirus; HSCT=haematopoietic stem cell transplant; IAT=investigator-assigned
anti-CMV treatment; N=number of patients; SOT=solid organ transplant.

2 Cochran-Mantel-Haenszel weighted average approach was used for the adjusted difference in proportion (maribavir-1AT),
the corresponding 95% CI, and the p-value after adjusting for the transplant type and baseline plasma CMV DNA
concentration.

> CMV infection symptom control was defined as resolution or improvement of tissue-invasive disease or CMV syndrome
for symptomatic patients at baseline, or no new symptoms for patients who were asymptomatic at baseline.
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The treatment effect was consistent across transplant type, age group, and the presence of CMV
syndrome/disease at baseline. However, LIVTENCITY was less effective against subjects with
increased CMV DNA levels (> 50 000 [U/mL) and patients with absence of genotypic resistance (see
table 5).

Table 5: Percentage of Responders by subgroup in Study 303

IAT LIVTENCITY 400 mg
(N=117) Twice Daily
(N=235)

n/N | % n/N | %
Transplant type
SOT 18/69 26 79/142 56
HSCT 10/48 21 52/93 56
Baseline CMV DNA viral load
Low 21/85 25 95/153 62
Intermediate/High 7/32 22 36/82 44
Genotypic resistance to other anti-CMV agents
Yes 14/69 20 76/121 63
No 11/34 32 42/96 44
CMYV syndrome/disease at baseline
Yes 1/8 13 10/21 48
No 27/109 25 121/214 57
Age Group
18 to 44 years 8/32 25 28/55 51
45 to 64 years 19/69 28 71/126 56
> 65 years 1/16 6 32/54 59

CMV=cytomegalovirus, DNA=deoxyribonucleic acid, HSCT=haematopoietic stem cell transplant, SOT=solid organ
transplant

Recurrence

The secondary endpoint of recurrence of CMV viraemia was reported in 57% of the maribavir treated
patients and in 34% of the IAT treated patients. Of these, 18% in the maribavir group had recurrence
of CMV viraemia while on-treatment compared to 12% the IAT group. Recurrence of CMV viraemia
during follow up was seen in 39% of patients in the maribavir group and in 22% of the patients in the
IAT group.

Overall mortality: All-cause mortality was assessed for the entire study period. A similar percentage of
subjects in each treatment group died during the trial (LIVTENCITY 11% [27/235]; IAT 11%
[13/117]).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
LIVTENCITY in one or more subsets of the paediatric population for treatment of cytomegalovirus
infection (see section 4.2).

5.2 Pharmacokinetic properties

Maribavir pharmacological activity is due to the parent medicinal product. The pharmacokinetics of
maribavir have been characterised following oral administration in healthy subjects and transplant
patients. Maribavir exposure increased in an approximately dose proportionally manner. In healthy
subjects, the geometric mean steady-state AUCo.;, Cmax and Cirough values were 101 pg*h/mL,

16.4 ng/mL and 2.89 ng/mL, respectively, following 400 mg twice daily oral maribavir doses.

In transplant recipients, maribavir steady state exposure following oral administration of 400 mg twice
daily doses are provided below, based on a population pharmacokinetics analysis. Steady-state was
15



reached in 2 days, with an accumulation ratio of 1.47 for AUC and 1.37 for Cnax. The intrasubject
variability (< 22%) and intersubject variability (< 37%) in maribavir PK parameters are low to
moderate.

Table 6: Maribavir pharmacokinetic properties in transplant recipients based on a population
pharmacokinetics analysis

Parameter GM (% CV) AUCO-ta_u Cnax Ctrough

pg*h/mL pg/mL pg/mL
Maribavir 400 mg twice daily | 142 (48.5%) 20.1 (35.5%) 5.43 (85.9%)
GM: Geometric mean, % CV: Geometric coefficient of variation

Absorption

Maribavir was rapidly absorbed with peak plasma concentrations occurring 1.0 to 3.0 hours post dose.
Exposure to maribavir is unaffected by crushing the tablet, administration of crushed tablet through
nasogastric (NG)/orogastric tubes or co-administration with proton pump inhibitors (PPIs), histamine
H, receptor antagonists (H> blockers) or antacids.

Effect of food

In healthy subjects, oral administration of a single 400 mg dose of maribavir with a high fat, high
caloric meal resulted in no change in the overall exposure (AUC) and a 28% decrease in Cpax of
maribavir, which was not considered clinically relevant.

Distribution

Based on population pharmacokinetic analyses, the apparent steady-state volume of distribution is
estimated to be 24.9 L.

In vitro binding of maribavir to human plasma proteins was 98.0% over the concentration range of
0.05-200 pg/mL. Ex vivo protein binding of maribavir (98.5%-99.0%) was consistent with in vitro
data, with no apparent difference observed among healthy subjects, subjects with hepatic (moderate)
or renal (mild, moderate or severe) impairment, human immunodeficiency virus (HIV) patients, or
transplant patients.

Maribavir may cross the blood-brain barrier in humans but CNS penetration is expected to be low
compared to plasma levels (see section 4.4 and 5.3).

In vitro data indicate that maribavir is a substrate of P-glycoprotein (P-gp), breast cancer resistance
protein (BCRP) and organic cation transporter 1 (OCT1) transporters. Changes in maribavir plasma

concentrations due to inhibition of P-gp/BCRP/OCT1 were not clinically relevant.

Biotransformation

Maribavir is primarily eliminated by hepatic metabolism via CYP3A4 (primary metabolic pathway
fraction metabolised estimated to be at least 35%), with secondary contribution from CYP1A2
(fraction metabolised estimated at no more than 25%). The major metabolite of maribavir is formed by
N-dealkylation of the isopropyl moiety and is considered pharmacologically inactive. The metabolic
ratio for this major metabolite in plasma was 0.15-0.20. Multiple UGT enzymes, namely UGT1Al,
UGT1A3, UGT2B7, and possibly UGT1A9, are involved in the glucuronidation of maribavir in
humans, however, the contribution of glucuronidation to the overall clearance of maribavir is low
based on in vitro data.
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Based on in vitro studies, metabolism of maribavir is not mediated by CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP3AS5, 1A4, UGT1A6, UGT1A10, or UGT2B15.

Elimination

The elimination half-life and oral clearance of maribavir are estimated at 4.3 hours and 2.67 L/h,
respectively, in transplant patients. After single dose oral administration of ['*C]-maribavir,
approximately 61% and 14% of the radioactivity were recovered in urine and faeces, respectively,

primarily as the major and inactive metabolite. Urinary excretion of unchanged maribavir is minimal.

Special populations

Renal impairment

No clinically significant effect of mild, moderate or severe renal impairment (measured creatinine
clearance ranging from 12 to 70 mL/min) was observed on maribavir total PK parameters following a
single dose of 400 mg maribavir. The difference in maribavir PK parameters between subjects with
mild/moderate or severe renal impairment and subjects with normal renal function was < 9%. As
maribavir is highly bound to plasma proteins, it is unlikely that maribavir will be significantly
removed by haemodialysis or peritoneal dialysis.

Hepatic impairment

No clinically significant effect of moderate hepatic impairment (Child-Pugh Class B, score of 7-9) was
observed on total or unbound maribavir PK parameters following a single dose of 200 mg of
maribavir. Compared to the healthy control subjects, AUC and Cpax were 26% and 35% higher,
respectively, in subjects with moderate hepatic impairment. It is not known whether the exposure to
maribavir will increase in patients with severe hepatic impairment.

Age, gender, race, ethnicity, and weight

Age (18-79 years), gender, race (Caucasian, Black, Asian, or others), ethnicity (Hispanic/Latino or
non-Hispanic/Latino) and body weight (36 to 141 kg) did not have clinically significant effect on the
pharmacokinetics of maribavir based on population PK analysis.

Transplant types

Transplant types (HSCT vs. SOT) or between SOT types (liver, lung, kidney, or heart) or presence of
gastrointestinal (GI) graft-versus host disease (GvHD) do not have a clinically significant impact on
PK of maribavir.

5.3 Preclinical safety data
General

Regenerative anaemia and mucosal cell hyperplasia in the intestinal tract, observed with dehydration
was noted in rats and monkeys, together with clinical observations of soft to liquid stool, and
electrolyte changes (in monkeys only). A no observed adverse effect level (NOAEL) was not
established in monkeys and was < 100 mg/kg/day, which is approximately 0.25 the human exposure at
the recommended human dose (RHD). In rats the NOAEL was 25 mg/kg/day, at which exposures
were 0.05 and 0.1 times the human exposure at the RHD in males and females, respectively.

Maribavir did not demonstrate phototoxicity in vitro, therefore, the potential for phototoxicity in
humans is considered unlikely.

Maribavir was detected at low levels in the choroid plexus of rats and the brain and CSF of the
monkey (see section 4.4 and 5.2).
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Carcinogenesis

No carcinogenic potential was identified in rats up to 100 mg/kg/day at which exposures in males and
females were 0.2 and 0.36 times, respectively the human exposure at the RHD. In male mice, an
equivocal elevation in the incidence of haemangioma, haemangiosarcoma, and combined
haemangioma/ haemangiosarcoma across multiple tissues at 150 mg/kg/day is of uncertain relevance
in terms of its translation to human risk given the lack of an effect in female mice or in rats after

104 weeks of administration, lack of neoplastic proliferative effects in male and female mice after

13 weeks administration, the negative genotoxicity package and the difference in duration of
administration in humans. There were no carcinogenic findings at the next lower dose of

75 mg/kg/day, which is approximately 0.35 and 0.25 in males and females, respectively, the human
exposure at the RHD.

Mutagenesis

Maribavir was not mutagenic in a bacterial mutation assay, nor clastogenic in the bone marrow
micronucleus assay. In mouse lymphoma assays, maribavir demonstrated mutagenic potential in the
absence of metabolic activation and the results were equivocal in the presence of metabolic activation.
Overall, the weight of evidence indicates that maribavir does not exhibit genotoxic potential.

Reproduction

Fertility

In the combined fertility and embryofoetal development study in rats, there were no effects of
maribavir on fertility. However, in male rats decreases in sperm straight line velocity, were observed
at doses > 100 mg/kg/day (which is estimated to be less than the human exposure at the RHD), but

without any impact on male fertility.

Prenatal and postnatal development

In a combined fertility and embryofoetal development study in rats, maribavir was not teratogenic and
had no effect on embryofoetal growth or development at doses up to 400 mg/kg/day. A decrease in the
number of viable foetuses due to increase in early resorptions and post-implantation losses was
observed in females at all tested maribavir doses which were also maternally toxic. The lowest dose
corresponded to approximately half the human exposure at the RHD. In the pre and postnatal
developmental toxicity study conducted in rats, decreased pup survival due to poor maternal care and
reduced body weight gain associated with a delay in developmental milestones (pinna detachment, eye
opening and preputial separation) were observed at maribavir doses > 150 mg/kg/day. Postnatal
development was not affected at 50 mg/kg/day. Fertility and mating performance of the F; generation,
and their ability to maintain pregnancy and to deliver live offspring, was unaffected up to

400 mg/kg/day.

In rabbits, maribavir was not teratogenic at doses up to 100 mg/kg/day (approximately 0.45 times the
human exposure at the RHD).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Microcrystalline cellulose (E460(i))

Sodium starch glycolate

Magnesium stearate (E470b)
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Film-coating

Polyvinyl alcohol (E1203)

Macrogol (polyethylene glycol) (E1521)

Titanium dioxide (E171)

Talc (E553b)

Brilliant blue FCF aluminum lake (EU) (E133)

6.2 Incompatibilities

Not applicable.

6.3  Shelflife

36 months.

6.4 Special precautions for storage

Do not store above 30 °C.

6.5 Nature and contents of container

High-density polyethylene (HDPE) bottles with child resistant cap.
Pack-sizes of 28, 56 or 112 (2 bottles of 56) film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Takeda Pharmaceuticals International AG Ireland Branch
Block 2 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

D02 HW68

Ireland
E-mail: medinfoEMEA@takeda.com

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/22/1672/001

EU/1/22/1672/002
EU/1/22/1672/003
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 09 November 2022

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX IT

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
Name and address of the manufacturer(s) responsible for batch release

Takeda Ireland Limited
Bray Business Park
Kilruddery

Co. Wicklow

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURSs)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

LIVTENCITY 200 mg film-coated tablets
maribavir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 200 mg of maribavir.

‘ 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

28 film-coated tablets
56 film-coated tablets
112 film-coated tablets (2 bottles of 56)

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 2 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

D02 HW68

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1672/001 28 film-coated tablets
EU/1/22/1672/002 56 film-coated tablets
EU/1/22/1672/003 112 film-coated tablets (2 bottles of 56)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

LIVTENCITY 200 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

LIVTENCITY 200 mg film-coated tablets
maribavir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 200 mg of maribavir.

‘ 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

28 film-coated tablets
56 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Dublin 2
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1672/001 28 film-coated tablets
EU/1/22/1672/002 56 film-coated tablets
EU/1/22/1672/003 112 film-coated tablets (2 bottles of 56)

13. BATCH NUMBER

Lot

I 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER - 2D BARCODE

I 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

LIVTENCITY 200 mg film-coated tablets
maribavir

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What LIVTENCITY is and what it is used for

What you need to know before you take LIVTENCITY
How to take LIVTENCITY

Possible side effects

How to store LIVTENCITY

Contents of the pack and other information

SNk B

1. What LIVTENCITY is and what it is used for

LIVTENCITY is an antiviral medicine that contains the active substance maribavir.

It is a medicine used to treat adults who have had an organ or bone marrow transplant and developed a
CMV (‘cytomegalovirus’) infection that did not go away or came back again after taking another
antiviral medicine.

CMV is a virus that a lot of people have without symptoms and normally just stays in the body

without causing any harm. However, if your immune system is weakened after you get an organ or
bone marrow transplant, you may be at higher risk of becoming ill from CMV.

2. What you need to know before you take LIVTENCITY

Do not take LIVTENCITY
e if you are allergic to the active substance or any of the other ingredients of this medicine (listed in
section 6).

e if you take either of these medicines:
o ganciclovir (used to manage CMYV infection)
o valganciclovir (used to manage CMV infection)

You should not be given LIVTENCITY if any of the above apply to you. If you are not sure, talk to
your doctor, pharmacist or nurse before you are given LIVTENCITY.

Warnings and precautions
Talk to your doctor or pharmacist before taking LIVTENCITY if you are already being treated with
cyclosporine, tacrolimus, sirolimus or everolimus (medicines to prevent transplant rejection).
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Additional blood tests may be needed to check the blood levels of these medicines. High levels of
these medicines may cause serious side effects.

Children and adolescents
LIVTENCITY is not for use in children and adolescents under 18 years old. This is because
LIVTENCITY has not been tested in this age group.

Other medicines and LIVTENCITY

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. This is because LIVTENCITY may affect the way other medicines work, and other
medicines may affect how LIVTENCITY works. Your doctor or pharmacist will tell you if it is safe to
take LIVTENCITY with other medicines.

There are some medicines you must not take with LIVTENCITY. See list under “Do not take
LIVTENCITY™.

Also tell your doctor if you are taking any of the following medicines. This is because your doctor
may have to change your medicines or change the dose of your medicines:

. rifabutin, rifampicin — for tuberculosis (TB) or related infections

. St. John's wort (Hypericum perforatum) — a herbal medicine for depression and sleep problems

. statins, such as atorvastatin, fluvastatin, rosuvastatin, simvastatin, pravastatin, pitavastatin — for
high cholesterol

. carbamazepine, phenobarbital, phenytoin — usually for fits or seizures (epilepsy)

. efavirenz, etravirine, nevirapine - used to treat HIV infection

. antacid (aluminium and magnesium hydroxide oral suspension) — for heartburn or indigestion

due to excess stomach acid

famotidine — for heartburn or indigestion due to excess stomach acid
digoxin — heart medicine

clarithromycin— antibiotic

ketoconazole and voriconazole — for fungal infections

diltiazem — heart medicine

dextromethorphan — cough medicine

warfarin — anticoagulant

oral contraceptive steroids — for birth control

midazolam — used as a sedative

You can ask your doctor, pharmacist or nurse for a list of medicines that may interact with
LIVTENCITY.

Pregnancy

If you are pregnant, think you may be pregnant, or are planning to have a baby, ask your doctor for
advice before taking this medicine. LIVTENCITY is not recommended in pregnancy. This is because
it has not been studied in pregnancy and it is not known if LIVTENCITY will harm your baby while
you are pregnant.

Breast-feeding

If you are breast-feeding or are planning to breast-feed, tell your doctor before taking this medicine.
Breast-feeding is not recommended while taking LIVTENCITY. This is because it is not known if
LIVTENCITY can pass into your breast milk or if this would affect your baby.

Driving and using machines
LIVTENCITY has no influence on your ability to drive or to use machines.
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LIVTENCITY contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

3. How to take LIVTENCITY

Always take this medicine exactly as your doctor, pharmacist or nurse has told you. Check with your
doctor, pharmacist or nurse if you are not sure.

The recommended dose is 400 mg twice a day. That means you take two tablets of LIVTENCITY
200 mg in the morning, and another two tablets of 200 mg in the evening. You can take this medicine
with or without food, as a whole tablet or a crushed tablet.

If you take more LIVTENCITY than you should
If you take too much LIVTENCITY, tell your doctor straight away.

If you forget to take LIVTENCITY

If you miss a dose, and there are less than 3 hours left until your next regular dose is due, then skip the
missed dose and go back to your regular schedule. Do not take a double dose to make up for a
forgotten dose.

If you stop taking LIVTENCITY

Even if you feel better, do not stop taking LIVTENCITY without talking to your doctor. Taking
LIVTENCITY as recommended should give you the best chance of clearing CMV infection and/or
disease.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
Tell your doctor, pharmacist or nurse if you notice any of the following side effects:

Very common (may affect more than 1 in 10 people):

. changes in the way things taste
. feeling sick (nausea)

o diarrhoea

o being sick (vomiting)

. tiredness (fatigue)

Common (may affect up to 1 in 10 people):

. Increased blood levels of medicines used to prevent transplant rejections
stomach (abdominal) pain

loss of appetite

headache

weight loss

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.
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S. How to store LIVTENCITY
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date that is stated on the carton and bottle label after EXP.
The expiry date refers to the last day of that month.

Do not store above 30 °C.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.

6. Contents of the pack and other information

What LIVTENCITY contains
- The active substance is maribavir. Each film-coated tablet contains 200 mg maribavir
- The other ingredients (excipients) are

- Tablet core:
- Microcrystalline cellulose (E460(i)), Sodium starch glycolate (see section 2), Magnesium stearate
(E470Db)

- Film coating:
- Polyvinyl alcohol (E1203), Macrogol (i.e. polyethylene glycol) (E1521), Titanium dioxide (E171),

Talc (E553b), Brilliant blue FCF aluminum lake (EU) (E133)

What LIVTENCITY looks like and contents of the pack
LIVTENCITY 200 mg film coated tablets are blue, oval shaped convex debossed with “SHP” on one
side and “620” on the other side.

The tablets are packaged in high-density polyethylene (HDPE) bottles with child resistant cap contains
either 28, 56 or 112 (2 bottles of 56) film-coated tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder

Takeda Pharmaceuticals International AG Ireland Branch
Block 2 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

D02 HW68

Ireland

Manufacturer

Takeda Ireland Limited
Bray Business Park
Kilruddery

Co. Wicklow

Ireland

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:
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Belgié/Belgique/Belgien
Takeda Belgium NV
Tél/Tel: +32 2 464 06 11
medinfoEMEA @takeda.com

Bruarapus

Takena bearapus EOO/]
Temn.: +359 2 958 27 36
medinfoEMEA @takeda.com

Ceska republika

Takeda Pharmaceuticals Czech Republic s r.0.

Tel: + 420 234722722
medinfoEMEA @takeda.com

Danmark

Takeda Pharma A/S

TIf: +45 46 77 10 10
medinfoEMEA @takeda.com

Deutschland

Takeda GmbH

Tel: +49 (0)800 825 3325
medinfoEMEA @takeda.com

Eesti

Takeda Pharma AS

Tel: +372 6177 669
medinfoEMEA @takeda.com

E\AGoa

Takeda EAAAX AE.

TnA: +30 210 6387800
medinfoEMEA @takeda.com

Espaiia

Takeda Farmacéutica Espafia S.A.
Tel: +34 917 90 42 22
medinfoEMEA @takeda.com

France

Takeda France SAS

Tél: +33 140 67 33 00
medinfoEMEA @takeda.com

Hrvatska

Takeda Pharmaceuticals Croatia d.o.o.

Tel: +385 1 377 88 96
medinfoEMEA @takeda.com

Ireland

Takeda Products Ireland Ltd
Tel: 1800 937 970
medinfoEMEA @takeda.com
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Lietuva

Takeda, UAB

Tel: +370 521 09 070
medinfoEMEA @takeda.com

Luxembourg/Luxemburg
Takeda Belgium NV
Tél/Tel: +32 2 464 06 11
medinfoEMEA @takeda.com

Magyarorszag

Takeda Pharma Kft.

Tel.: +36 1 270 7030
medinfoEMEA @takeda.com

Malta

Takeda HELLAS S.A.

Tel: +30 210 6387800
medinfoEMEA @takeda.com

Nederland

Takeda Nederland B.V.

Tel: +31 20 203 5492
medinfoEMEA @takeda.com

Norge

Takeda AS

TIf: +47 800 800 30
medinfoEMEA @takeda.com

Osterreich

Takeda Pharma Ges.m.b.H.
Tel: +43 (0) 800-20 80 50
medinfoEMEA @takeda.com

Polska

Takeda Pharma Sp. z 0.0.
Tel.: +48223062447
medinfoEMEA @takeda.com

Portugal

Takeda Farmacéuticos Portugal, Lda.
Tel: + 351 21 120 1457
medinfoEMEA @takeda.com

Romainia

Takeda Pharmaceuticals SRL
Tel: +40 21 335 03 91
medinfoEMEA @takeda.com

Slovenija

Takeda Pharmaceuticals farmacevtska druzba d.o.o.

Tel: + 386 (0) 59 082 480
medinfoEMEA @takeda.com



island

Vistor hf.

Simi: +354 535 7000
medinfoEMEA @takeda.com

Italia

Takeda Italia S.p.A.

Tel: +39 06 502601
medinfoEMEA @takeda.com

Kvnpog

Takeda EAAAY A.E.

TnA.: +30 210 6387800
medinfoEMEA @takeda.com

Latvija

Takeda Latvia SIA

Tel: +371 67840082
medinfoEMEA @takeda.com

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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Slovenska republika

Takeda Pharmaceuticals Slovakia s.r.o.
Tel: +421 (2) 20 602 600
medinfoEMEA @takeda.com

Suomi/Finland

Takeda Oy

Puh/Tel: 0800 774 051
medinfoEMEA @takeda.com

Sverige

Takeda Pharma AB

Tel: 020 795 079
medinfoEMEA @takeda.com

United Kingdom (Northern Ireland)
Takeda UK Ltd

Tel: +44 (0) 2830 640 902
medinfoEMEA @takeda.com
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(0.5 mg H[ElIEEE, < U NEL AUC 1.21 (1.10, 1.32) B3 A5 EETHZ &, MG
400 mg 1 A 2 [A1f%5) Cumax 1.25 (1.13, 1.38) HYOIX U REEE=FY T
(P-gp PH5E) T5, ~UNRNENAEFHEEST D
o, VaFT R EOBRZ D
H D P-gp EDWKENLIE L 72
DGENH D,
EME
77V AR~ Ay HEAERIIRF ST, ARSI Chb 5.
THIEND :
T= U eV
(CYP3A [HE)
P I
IR MEAERIIRET S TR0, IIHDOFULEIE L T 556
Zx ) e —L THIEND : .~ U "o fE%E 1,200 mg,
Tx=hAr L=y en 1A 2 BN 5 2 Lt s

(CYP3A #51H) ns,




1.6 SHEICHE T 5ERAKRFICEAT 2EH HREEAIEHNA=H
TAK-620
TR SEIR D = 3K KA EBE O Pl x5 2 8 ~ U e EOPFRIZEE T 2
(90% CI) HIH
(HEE AR HIBEST)
P
7T T~V ARG A ECH 5.
(400 mg HE# 5., <= U N/ AUC 1.53 (1.44, 1.63)
400 mg Hi[al g 5) Cumax 1.10 (1.01, 1.19)

(CYP3A Jo O} P-gp DIHE)

Ay afy—n
(200mg1 A 2 [\l L, <UL
JL400mg 1 H 2 [\l 5)

THIEND

T= U e
(CYP3A FH5E)

R ary—u

AUC 0.93 (0.83, 1.05)

Cumax 1.00 (0.87, 1.15)
(CYP2C19 [H5)

MEREIIRETH D,

i T 6

ILFTE A

MHAERIFRE S THhin,
THISD :

T= U e

(CYP3A [HE)

MEREIIARETH D,

Pi~vA any 7y 7K

Vo7 7y 7T

MEAERIFRF STV Zu,
FTHIESND :

~URENEY T 7 TF o DHH
BEI1X. <V ANELDOEBIERME

b= ysen T 5 WA b B 1 bR S
(CYP3A #H) 22U,
A L= nen ~UANELLY T 7O

(600mg1 H 1 [mlfL, U AL
JL400mg 1 H 2 [\l 5)

AUC 0.40 (0.36, 0.44)
Cumax 0.61 (0.52, 0.72)
Crough 0.18 (0.14, 0.25)
(CYP3A KON CYPLIA2 D#F%iH)

BEI1Z, = U NELOFERENME
T AAREMEN S HT-OHERE S N
7200,

TXFARBRA RNV 7
(30 mg H[A|# 5., < U \EL
400 mg 1 H 2 A 5-)

STFTHXARLT 7

AUC 0.97 (0.94, 1.00)

Crmax 0.94 (0.88, 1.01)
(CYP2D6 FHE)

MEREIIRNETH D,

HHRDE e 7 SR A

A

A3 UA XY VU (Hypericum

perforatum)

MHAERIFRE S THhiRn,
THISD :

=1 e

(CYP3A #E)

U NRNENLELELITTF XY Y
T O GIE, v~ U NELDR
IMEPMK T3 B RIREMEN B D728
HELE S 7R,

PLHIV 3

SEZ

X7 VAL NRVERE R E 4R

7y E LY
I EY
2T

AR STV,
TSNS :

=1 e

(CYP3A #%)

INBLOIEXT LAY RRWERE
B EIE PR T 2551, <
UNENLOHEZ 1,200mg. 1 H 2
FNCFHETT 5 2 ENHELE S ND,

X7 VAT R R EE

T RN Taxgr
T /)RENLNT T 7R
TR eV

FITVV

TARYTUHEE Y

MEAERIFREFT STV Zny,
THENDG :

PSS AN i %

X T LAY N RV GRS E
%

MEREFIIRETH D,




1.6 NEICETHERARRFICEHT 58

TAK-620

HKBEERIEHRASH

TRPRE AR 0D = 2K i

LA S D Fe AT et 5 s
(90% CI)
(HEE 1R )

<~ U e EOPFRICEET B HELE
HIE

a7 7 —EHREE

UhrFELTT—A LI BT
T7T—YHEK (THXF I, &
JLFEIL, v EFEIN)

MHAERIFRE S THhiRn,
THISID :

T= U e

(CYP3A [HE)

MEREIIRETH D,

A7 77 —EREA

MVF 7 e

AR STV,
TSNS :

PSS AN i %

o NVTF 7 7L

MEREIIANETH D,

HMG-CoA 1% o[ 55 BH 55 3

T RN RAZF
TIVINA KT
SR ARTF

MAEAERIIRGFT STy,
FHENS
1 HMG-CoA 3% yrfi% & fH 35 38
(BCRP [H.5)

MEREIIAETH D,

0 AR S F 2 (a)

MAEAERIIRFTEh TRy,
FHENS
TaANRRLEF

(BCRP [HE)

0 ANRALFUBEES R
AT — R ORRR I Rl i E 0D % B
WICOWTHEZEERLS BT 5
Z &,

A UIIES

7 AR (a)
T~ AZ(a)

MEAERIFRF S TVhZRu,
FTHIESND :

R~ U ANELORGHIE% KT
BERIE®ZIT, v 7aARY

vl b A(a) Ty 7a2RY)r =Xl LA, =Rl AZAKRRa ) LZADE
vy AR ErfEBEcT=XY) 7L, L
(CYP3A/P-gp BHE) WG U CHEZRIT 5,

X7 vl hA(a) 1% 27al) bR Rz~ U NEL OB RIGH% KD
AUC 1.51 (1.39, 1.65) B IE#giE, ¥ 7 v ) ARRE
Crmax 1.38 (1.20, 1.57) EHEBIZE=X YT L, MBI
Curough 1.57 (1.41, 1.74) U TCHEERAFH T Z L,
(CYP3A/P-gp BHLE)

R 101 BT [ 3R

7y oS- ULT 7Y v HAEFAHIARETH D,

(10 mg H[A 5., < U \EeL
400 mg 1 A 2 [A1F5)

AUC 1.01 (0.95, 1.07)
(CYP2C9 [H.5)

L BEAT 3R

By R OO A 7 1 A R

MEAERIFRF STV Zu,
FTHIESND :
o O#ET AT 14 K (CYP3A B

%)

MEREIIANETH D,

DilES
N N SIXV T A MEREIIRETH D,

(0.075 mg/kg HilA[$t 5, ~ U B

JL400mg 1 A 2 [ 7 A M 5)

AUC 0.89 (0.79, 1.00)
Cmax 0.82 (0.70, 0.96)

LR V[N 2 AN Y (/R
CI: {58 X

*Hi[A| 4% 5. Tl AUC,,, 1 B 2 [\[# 5 Tid AUC 2
T AKFRITIRFBIC D=5 O TidAeWnas, BRMICEE 2B EER OBl 2R L TW5D,

(a) TNENDOIRMN XHEESRDOZ &,

/N[

WA EAERNC BT 2BRIZM A TORFERf STV D,




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

6 ZhE. BRERVRIFE~ADES

It

ERIC BT D~ U ANEAOFERICET ST — 23720, 8 a AW R CAEMBENRD 5
NTWD (53HESM) o dhha o ONBEEE 2 5 L TR W EBR AT E 72 2P Tl LIVTENCITY
O FIFHELE S 472,

~ UNREVT A ERRROBHTE AT 0 4 ROMBEFREICHEELZ RFIhnwe PRI
(45 HBH) |

A
< U RN EZFOREMO e NHIHTTF~OBITOERIIARHTH S, [ o RS RN/ A
HIETE 2V, LIVTENCITY &5 F i3l 2 Fik+5 2 &,

haEE

LIVTENCITY Ot F & x5 & L RiEBIEE STy, 7y eV ZRELD
R - B AT BT 2B Tk, ZMERE R OVAFRRRIC R BIIR D b o> 7223, 100 mg/kg/
A (& MEREHE (RHD) ToOb MREEO 15K EHEE]) DL EOHE CTHFOEEE D
KTEAREO b, T v RO L& AT IERE R Tld, MERE & & I AR ~ DB

Dol (53 EHEBHR)

7B R UBHIRERENICX T 552
LIVTENCITY (3 H Bh B8R & OB DO IC B % R IE S 720,

4.8 EIYEA

BT a7 7 A VOME

B3 FHRBRICHB T, BEH R OB A O 20 B E CHEESAIE L 5.1 HBR) .,

LIVTENCITY OEFEHM OFEEE BEHERZE) 1% 48.6 (13.82) H, &KfEIZ60 H TH -7z,
LIVTENCITY BEDOHEERE D 10%LL EIZRBL L7z, I AN A EESIT, RREE (46%) |
L (21%) o TH (19%) | WEH (14%) ROYES (12%) Thotz, KL< ALNI-EHERA
FHELIT, TR (2%) . WONCHEL, WERECD, 997, Z IR E & OuEn: (LW 3h
H 1%L F) Thol,

HERG—ER

FRERIRGEE ORAHEEN O EFERO ~EE2 U TFIRT, BEAHEEOERIT, FEFITEL
Honsg (>1/10) . LL< b5 31/100~<1/10) . & =i2H 605 (>1/1,000~<1/100) .
Fi (>1/10,000~<1/1,000) XlZxHHTEH (1/10,000 Kiiwi) &35,




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

&2 LIVIENCITY THESINI-FEER

IER PN R B S H8 AEHES
P R B HEIZEILS<HBND TR P T (a)
L HbND SRR
HIkEE FHEIZEIHEND IR, L A
L HbND R
—f - BHEEL LOREGENLO  FERIZLISABND %]
N L HBEND FAkIaE
B A f A L HBLND S A i E S N(b) . PR B

FEOHERERIZET HaH

(a) MRA e

PR S (RS SN EARFEORTEIHL, WRAE, WREBIRLKO®WRES 2 5T) 13
LIVTENCITY % 5 L7238 D 46%ZH LT, ZH OFELIZ LY LIVTENCITY O #5-H
IHZEDLZ EEENRTHY (09%) . 1FEAEDEETIE, HSMkGET 37%) X5 1kE
#% 7 B (Kaplan-Meier #EEIZ K 5 HRAE, 95%FHEXME] : 4~8 H) LAINICEIE L7,

(b) ZESERHIF D 1l 5E 7 /5 D |- 7.

5 AT ) ) e H N CHEAS T D S 2 0l 1) e B8 HE 00 S O M FEE M N & 2 2 ¢) 1%, LIVTENCITY
BRE LT BRED 9%IZ 4 5z, LIVIENCITY iX, CYP3A K OY/ X P-gp DIEE TH 5 I5%
W OPNRIEMHEIF (X7 u Y AR, YR ARY Y, va ) ARARPTRe Y AR EETD)
DIREZ LR SED RS D 44H, 45HK V52 HEZEZR)

RIVEH D&V DA

P S O BUE B ARZ ICEMERH OB WA RET L2 LIFEETH D, ZhiCky, EXEHKO
RET 4 R VRINRG U ARME L CE=Z ) U T B ENTE D, EFEEESZIL.
FRVICRRHE SN TV OIENOREV AT LEZB L THLWDLENEFHOREWEZRET D Z LK
HHND,

49 BEKRE

SHP620-303 3Bk 13 H HIZ, LIVTENCITY £ 1§ THEFEH2EER G & LT 1 BB
H (1 BR#E & 1,200mg/H) BN%AE LT, BWEHITHRE IR o7,

SHP620-202 &R Tid, 40 #1112 800 mg 725 1 H 2 [F], 40 f#iZ 1,200 mg 23 1 H 2 [Al§5- S, F
BB HIIEA 90 B Td o 72, SHP620-203 55k T, 40 51112 800 mg 23 1 A 2 [A], 39 #1112 1,200 mg
N1 H2EEE S, BEHMITHRAKT177 H TH-o72, WTHORERTH ., SHP620-303 55k
T~ U ANEN400mg ] A 2EIZHRK60 AMEL LcBEL kL T, a7 a7 7 A VI
DN EITRD e o Tz,

~ U NEZR R FEANTA STy, @ERENECTHEEIE. RERIZO W TE
FEBEL, WU AHERIEZMGT 5 2 e HEREIND, v U ANELOMEE AR S ENE
W, BITIC L > T U ANE L OMBEFRENE L K T3 5 mTREEIR KW,




1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

5. BB NE
51 FHZHEMN
W 2R ERHTLY A VAR, BEEARETTY A L AA], ATC =2— R : JO5AX10,

TER T

~ U NENZIULY? 7aT7 A X —EBOBAaRER TH S, ULYT OFEEIT VA /LA DNA
BRI CAET, UL97T B Y /AL F=v X —EDT7F ) =1 VB (ATP) fE&HAL~
D ATP fEAEBARNCIHET 2 Z LIk | SRR PRI EL 52T 2o xF—
PaHET L, 20K, U o BEBHREOIEHNHL L, CMVDNA OFRKL R, CMV
DNA O 5 7 ¥ R ONZ CMV DNA OFEAM A LE S5,

Lo A L A&

~ U B U, b MARAESER AR, B MRV RO e MO ERRMESEM LA N e T A L R
FIKT, DNANA TV XA B—2 3 U ROT T — 7 HDEBRICEBWT, B F CMV OEE AR
E L7z, ECsofEIX, ML YT v A D RiRA ¥ M U T 0.03~2.2 upM OHFPH TH -
77 ~ U NNELOMBEERICEBIT 25T A L ATEMEIL, CMV OEER A BERR IS5 LT b 27 &
NTW5, DNANA TV HA L= a EROT T — 7 k%AW THIE L7z ECso D 4
fEIZZFNZH 0.1 pM (n=10, #iPH : 0.03~0.13 uM) KT 0.28 uM (n=10, #iH : 0.12~0.56 uM)
Thol-, 4Dk F CMV HEEHE B ﬁfﬁ%ﬂ‘” (gBl, gB2. gB3 LU gB4 TENZEIN=2,
I, 4 XT'1) OMT, ECooEICA B ZEITRO Lo T,

DB DHL D A v ATENE

T UNENLEMOFLT A VAL OPFHIZ OV Tinvito THRETLIZE ZA v rmEnt
O PRI TR 2235 ER A0 b Tz,

cidofovir, IRA BV F RO TILEELE O TIIETERIZZRD o7,

7 A )L AT

AL 2

<~ UNRENVE, FFEOEREZRTHAE, Aoy raen,/ Sy 7abel, RADLVE Y
I KOV X% cidofovir (ZxF 3 B it 2 595 ULS4 A2 — R92% DNA KR U A 7 —BICEE
ZRIES 720, < U R EVICHT A% & 72 59 UL9T s D2 H & LT, L337M, F342Y,
V353A, V356G, L397R, T409M, H411L/N/Y. D456N, V466G C480F, P521L K OF Y617del 73
BESNTWD, 2D OERIZ X > TlitEN 4 U, ECso 2% 3.5 %~200 {4 EH-3 %, UL27
B TARIK (R233S, W362R, WI153R, L193F, A269T, V353E, L426F, E22stop. W362stop,
218delC } 183013 11del) TIXRE D~ U NSELitE (ECso D S EARTEOHINM) RAELTZDHT
B o7, L335P TIXEED~ U N EVIHER 2 b7,

VN g
HSCT XIXSOTD L By 2796 &%t & LT~ U NV 5l L 7= % 2 FHE5R (SHP620-202
ER & OV SHP620-203 #BR) Tl. AN A L AMIETE R A IER L, F D%~ U AL b Hh

10



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

(2 CMV &GS TR U 72 B8 29 8l TP 23 (Il 0~ D 45 & AV 72 % 54 O pULYT B FTUftT 7 — 2 7 6 |
17 5 CZ L T409M X% HA11Y, 6 5l CA % C480F N Hiviz, 14 A2 x5~ U /e
DG TERININ I LIV D 272 25 BID 5 6| 9 FlHZEE T409M X HA11Y, 5 il 7328 5 C480F
A LT iz, SHP620-202 55k Cix 39 5], 203 3Bk Tl 43 Bl >\ T, B0 pUL27 151
WUERT 2 b LTz, N— AT A IR S 720y o 72 pUL27 Ot R E 7 X/ Wi X
G344D O #H T > 72, pUL27 e U pUL9T AHHE X (R D FREVRFEHTIZ LV . pUL9T D T409M,H411Y
J2 OV C480F 28 AR CId, BRI L e LT~ U NELD ECso NZNEI 78 5, 15 5 X 10 224
i EH U7z23, pUL27 @ G344D A BAKCIEEF AR & I L T~ U /NEL D ECsp IZZEN RN T
LIRS NT,
PN ra e Hvra ikt T ARRAEEE AT AREEZSSRIC~ Y RE LA
FEA L7255 3 FHEER (SHP620-303 #fER) Tlik, ~ U NEAEZELGEINTZEENSE L 134
FLOEFNZ DV T, pUL9T KX pUL27 D 22— REEIK AR D DNA BLHIfiEHT 2 36 L 7=, #BRiA
PR CHBL L7 pULYT DEHD 5 5, F342Y (4.51%) . T409M (78 fi5) . H4A1IL/N/Y (£
ZH69 {5, 9 KON 12 1f%5) KUY/ X% C480F (224 %) 7% 60 il THE D Hiv, MG & BEH L
TWo (47 BIDSTRR R, 13 B EHG]) o N—R T A UFRFZ pUL27 OEH#E L193F (v U
INEICKRET DI 2.6 (5K T) RO LI 1T, FEFMIER 27 S o 72,
X5, TFOEGE RTINS L BE L TV - F342Y+T409M+H41IN (78 %)
C480F+H411L+H411Y (224 1i5) \F342Y+H411Y (56 fi7) . T409M+C480F (224 %) K& TN H411Y+C480F
(224 %) .

2R FEN M
HM B K OV R B BR 12 B\ T v)Atwkﬁ//7ntw/Awﬁ//7ntw
(VGCV/GCV) & ORZEMMERRD BT\ 5, 5 3 fHRER (SHP620-303 3Bk) Tix, ~U N
EVEEDEE 44 BT, IRBRE(LERMAVER L2inE (JAT) 137 5, RBRERE T TRIA L
MBS E E £ (RAS) BB LT, ZDH 5 24 il TIXIRBRIEEE 5 T THREL L 7= C480F &
F342Y RAS D’ L7z, WIHOER EH vGCV/GCV &~ U N E L O FITx LT AR 2t
Bad, TN624 D5, FEFEEE ZEK L0 16l 4%) Tholo, BETIE
NG 44 F DL EEFMIER &2 ER LIZDIX 8 Bl TH - 7=, pULIT D vGCV/GCV nﬁﬂ
BEHLE A C & D F342S/Y, K355del, V356G, D456N, V466G, C480R, P521L K UF Y617del |2
FO0 . U ANETKT DD 4.5 (58I T 5, fthod vGCV/GCV TMPERR K IZ DWW T,
~ U NE T DR ZEMPEELFEM S 1 TV 72V, vGCV/GCV, cidofovir XIZAR A VR v b
(kT DilitEZ 72 59 DNA KR U AT —F pULS4 OEH TIE, ~ U NE KT DM
HEFFS LT,
pUL97 D& #A F342Y KON C480F 1%, 1RBR¥ER G- T Tl bivic~ U N eV E #L T &
V. vVGCV/GCV (2T DD 1.5 fFE DK T2 672 57, Z DD T i, vGCV/GCV
(2t D KRBV & B L T\ 5, 2106 OEHIZIIT D vGCV/GCV (23T 5 A ZE M D B
IREZRIIRATH S, ~ U ST A L 2T, cidofovir K ONAR A BV %y MIxtT 5
B MR ITHER S -, £72. pUL2T O~ U AN E LTI EDE E #212 >V Tk, vGCV/GCV, cidofovir
XIZHR AT NF y ~ & DORZEMPEICE T 25l M E S/ TWRY, 245 O3EAN K3 2 ifif

11
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TAK-620

PEBEERIL pUL2T IC~ v BV 7 SR TWRWI D pUL27 O~ U /S LB & C
IR EMMITEC RN EEZLND,

i R O 2

B3 HH. sk LR, EAEA L, FEE M. FERERIIR. BB (SHP620-303 #ER) T, v
Yrme, SVHrv e RAANT Y b XA cidofovir (2 X D IREICEHEMED CMV
&Y% A9 5 HSCT X OVSOT L v B> k352 61 (1 FILL EDOFHL CMV FiZxtd 5 itk o 4
ZMH72vy) ZXRIC, LIVTENCITY (& X D16 DA 2 M OV V2 TAT & Fiaifh L 72,
HEEPE CMV &Y, o v 7 a EAEIRNES ALy 7 a e nfE, mAB LR
v FEFIRN % 5- 31X cidofovir RN 5-12 X 5 14 BHEILL EDG#% I, 2 i EF o
CMV DNA & ® 11ogl0 B2 DD NALNRN ERERINTZHAEER LT, ZOER
X, BUIED CMV EEYE K O 5 7= ft CMV 3RS A S vz,

BHEORE (HSCT X% SOT) KLOAZ U —=2 7K CMVDNA B2k v BE 42k Lz
#%. LIVTENCITY 400 mg ® 1 H 2 [F#% 5 UL IAT (Hr v 7 v, Nuhrvrra i, ik
A VF b AT cidofovir) D EIZ 2:1 O TEELIZEI D £+, S BB O&KRGWIR & 12 3
[H] D BRG] & 3% E L7,

BB O EHERRIE 53 T RE o0 BE (61%) . AN (76%) . e A= 7 ATk
TT7 % (83%) ThHY . SAILMEGETEE L Cve, X=X T 1 VIRRORBRNELZ LT
DFE 3 ITEHT 5,

12



1.6 NEICETHERARRFICEHT 58 RAERIZKASH
TAK-620

&

#& 3 SHP620-303 HEBMREFADA—XF 1 VEDKREREDOERN

I H (a) IAT LIVTENCITY
(N=117) 400 mg 1 H 2 [FI§E 5
(N=235)
BIEZALRTIO IAT B9, n (%) (b)
Hrvraen,/ suFr e 98 (84) 204 (87)
RATNVR Y b 18 (15) 27 (12)
cidofovir 1(1) 4(2)
HEVE AL O AT 169, n (%)
RAH LR Y b 47 (41) n/a
Ty r7a e/ NV H s a e 56 (48) n/a
cidofovir 6 (5 n/a
RAHNRy b+H 7l NV 7 el 7(6) n/a
BHEOME, n (%)
HSCT 48 (41) 93 (40)
SOT(c) 69 (59) 142 (60)
B E(d) 32 (46) 74 (52)
fifi(d) 22 (32) 40 (28)
Lfid(d) 9 (13) 14 (10)
HE g AR (d) 5(7) 5 (4)
() 1(1) 6 (4)
HENg(d) 0 2(1)
5 (d) 0 1(1)
PR A AR IS X 0 A &2 CMV DNA 820453, n (%) (e)
& 7 (6) 14 (6)
ik 25 (21) 68 (29)
K 85 (73) 153 (65)
_— AT A R OERENE CMV R
7L 109 (93) 214 (91)
HY D 8 (7) 21(9)
CMV syndrome (SOT ®#) . n (%)(d), (1), (g) 7 (88) 10 (48)
FARR IR A n (%)), (D, (2) 1(13) 12 (57)

CMV : %A hAHT A VA DNA: TAF YU AR, HSCT : & M MR, TAT : IR B TEMNEIR L 72169,
N : #BE%. SOT : [HIK Al

(@) R— AT A UE, BB TEI D AT SN IIRRO IR G A LR, IXIESR CEI M bR IRRE T R o T BED
BAITMEAL BRI SR ol L ER L,

(b) EIAITE IO EAELALEMN O BRE KIS, BB IENEZ TR I 2 72 OISl L2 EIT o5 CMV 3K,
(c) Eir DBAH,

d) BEEHT TV —NOBEHIZESL,

(&) VANARIT, R—AT A UHEOHPIREMBIC X 5 MEH CMV DNA qPCR O #IERE R T, & & (91,000 TU/mL L F) |
HPEEEE (9,100 IU/mL LA I 91,000 IU/mL Adii) K& OMEAE (9,100 IU/mL AKiifi) & EFZS iz,

(H FHEE A HEZES (EAC) 1T XY sl

(g) 1L CMV syndrome & OHLIRZEBMER A2 AT 2 /REMN H 5,

AN D EEFAMRE H (X, 1858 THI D AT 7RO WT 3 BUE O 8 I O G4 T TN H
IESNT=E 2 IThrb b3 IR 5% 8 2T 5 CMV IIUEH & Ui SEH CMV DNA
ENE R FRAN (137 IU/mL K) 1 & Lo, EREIRGHEE B IX, IRBRER 5% 8 Bk
1D CMV IUETE 2 & ONCMV JEZER =2 > b e — L DIRBRIEE 5-1% 16 0 £ TOMEFFTH - 7=,
CMV JEEYER = > b — b, RN— R T A VBRI T H o 72 BE CTILHRRME B R A
L CMV syndrome D XIEEGE, ~N— R T A VERFICHSERENE T d o 72 FBE T 72 B R
RN L EEFR L,

13



1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

FEFHME EIZBI LT, LIVTENCITY @ IAT 23 2 BEMERGR D bivie (22 56%%f

24%, p<0.001) , EARBEIKFHHEE IZOWTIX, CMV MEHER E CMV BEIER =2 ha—r

D7 % R LT B 1X. LIVTENCITY B VAT BECENEN 19% K N 10% Th - 7=
(p=0.013) (F4zH) ,

#& 4 SHP620-303 BHERICH 1T 2 AMMED EEFTMIE B RV EQEIRETMEE OFEN (FEA

=GP
IAT LIVTENCITY
(N=117) 400 mg 1 A 2 [A]
n (%) (N=235)
n (%)
FEFMIEE - IR 5% S HICE I D CMV MSER &
AR
L AR H— 28 (24) 131 (56)
VAR —DFEIEGDE (HEES)  (95%EFIXH) 32.8(22.8, 42.7)
(a)
p B : T ) <0.001

T2RBIVKFEAGIE B JRBRRE G174 8 WICI 1T D CMV MIETE M Y CMV JRYLEIR =2 & b 1 — L(b) D 15 5R 3K
P 54% 16 J8 £ TOHEF(b)

AR

VAR H— 12 (10) 44 (19)
VAR —DFEIEGDE HEES)  (95%EFIXH) 9.45 (2.0, 16.9)
(a)

p fE : FEHE () 0.013

CMV : ¥ A F AT a T AL A AT  IEBREEEMANER LIGHR, N B, SOT : BB A

(a) Cochran-Mantel-Haenszel {5 % VT, B O KL N—2 T A O M CMV DNA &% HHE L7z OFEFH U 2
77 (= U NEVHE-IAT #E) | 95%EEXM A O p A FH L7,

(b) CMV EEZEER = o b — Ui, R— R T A VRRTEENE T H o 72 B TILHEMR MR 28 X CMV syndrome D 1H kX
HkE, N—RA T A VIFICEEFEE Th o TBRE TIEH T RIERR N E EER LT,

TBENRIL, BEORE, FHiEL N—R T A FFD CMV syndrome /&G E O A HE(Z 7))
boF—ELTW=, —J. CMVDNA ENZ W HERE (50,000 IU/mL LA L) M OSE s it
PES 22 O EBR F 12 % L TI%, LIVTENCITY OZEIIE T Lz (F58HK) .
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1.6 NEICETHERARRFICEHT 58 RAERIZKASH
TAK-620

&

&5 SHP620-303 HERICHE T HMAERAADEERDEE

IAT LIVTENCITY 400 mg
(N=117) 1 A2
(N=235)

wN % n/N %
B O
SOT 18/69 26 79/142 56
HSCT 10/48 21 52/93 56
NR—2F A KD CMVDNA ¥ A )L A&
K 21/85 25 95/153 62
H 7/32 22 36/82 44
hoHt CMV FIZxt9 %8 s 7 2%
HY 14/69 20 76/121 63
7oL 11/34 32 42/96 44
N— 2 F A L FD CMV syndrome,/ JEYLIE
HY 1/8 13 10/21 48
7oL 27/109 25 121/214 57
AR RE
18 UL L 44 UL 8/32 25 28/55 51
45 UL L 64 LLF 19/69 28 71/126 56
65 L b 1/16 6 32/54 59

CMV: %A b AT A /LA, DNA: TA4F U R, HSCT : EMmEifaBm,. N B4k, SOT : NI

P38

RIKEHEIE H Th 5 CMV MAEDFHIT, ~ U ANEVEEBRE D 57%., IAT &£ 588 D 34% T
WhE SN, 205, BEEFIZCMV MAEN I L2 EBE X, U SEARED 18%I2%f L.
IAT BTl 12% Th o 72, BEFFAEFR O CMV MLAEDFFRIL, ~ U S EVEEOHERE D 39%.
IAT BEOHEERE D 22% TR H LTz,

BHEHE 2RI ZE U TR TRL M Lo, RBRPICEE LogE oBIe1E, &
HRECREE THh o 7= [(LIVITENCITY £ : 11% (27/235 #1) . IAT & : 11% (13/117 1) J

/N[

RN EESK LTI, CMV K OEHICE LT, 1 2L Eo/NRESEM A5 SR E LT
LIVTENCITY OiBRfEROFRHHIRZE L7 4.2 HEBMH) |

5.2 EYENREFRIFIE

~ U NEVOSEEEMEIIREMRICH R T D, « U S EL ZREFRERE K OB ISR O &
H L7 2 OEMBENRFIN TS~ U N ELOREEIXIZIEHEICHE L THmL =,
TREREGEBRF I~ Y NEL 400 mg 2 1 B 2 [\ O #5 Uiz & 2 OEFRIEICEIT D AUCo Crax
2R Crrongn DEATEIIMEIL, Z 4 101 pg*h/mL, 16.4 pg/mL K Y 2.89 pg/mL T - 7=,
FHEM R B REMATIC RS &, BEAEIC400mg 2 1 H2EKEAOKG Lzt o~ ) "L
DEFREICBIT2BFEREZLTIORT, 2 H CEFIREICE=E L, EREAEIT AUC T 1.47,
Cmax C 137 Tholz, U NELOEYBIE T A —XITHBT HHRENER) (22%AK0H) K&
OEBRE IAE) 37%A0) (X, R~FRETH D,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

*6 BERAEMBEMRTICEDI(BHEBECE TSI UNELOEYHEEL

RT A =D GM(%CV) AUCo. tau Cumax Cirough

pg*h/mL pg/mL pg/mL
< U /NEL 400 mg % 1 142 (48.5%) 20.1 (35.5%) 5.43 (85.9%)
A2 [EEs

GM : BATEIIE, %CV : RMEBEIREK

W U

< U NE TN K, 5% 1.0~3.0 R e mAErp e ps |22 L7, ~ U NEL
DOURFE L, SERIOME, B L78ERORBRHEE MROFEFICLEE, I7e bRy
TEHERK, B AKX I Hy ARSI (Ho W) 25 L <ITHIieE & ot X 2B %%
TR,

RFDZEE

SR A IR, mhe ) —RL L HIZv U NEL 400 mg ZHEIROBRG Lz & X, 21K
B7RIREE (AUC) 1I2281k1372< . U NELD Con S 28%IE T L7-b DD, BRI RHREIC
mhlnWekEZ B,

pariil

FHERBEMBIREMATIC RS X | EHREBICB T 2 AT ONMAAFEIL249L LHESN D,
Invitro (BT 5~ U AL O MISEE B S RIL, IRE 0.05~200 png/mL OHil# T 98.0% T
bole, vV NELD exvivo TOEBAMEE (98.5%~99.0%) 1L invitro 7 —% & —H L Tk
D GEEEMERE . IFRRERES (P SUTBHREREE (B, PEEIEE) 26T 58
B, b MREARRT AL ARGEE K OBHBE OF TH LR EITRO bRh o7,
~ U BT E MCBWTIEMBI 2 @i 3 2 AT tEDS & 5 A3, KRR ~ O BT I
R L i LRV e PRREND 1 EENS3IEHSR) |

Invitro 7—# 15, < U /NEJLE P-gp, BCRP XTNOCT1 DEEHTHAH Z EDNRINTN S,
P-gp/BCRP/OCT1 DFHEIZ L 5~ U N E/L O MFEF IR E O ZLIZERRICE R CThooTz,

AN ZEAE

~ U NEVIZEIZ CYP3AS 20 LI AFAREIC L VIR U (ARG O AR 20 13 35%LL E
EHETE) . CYPLA2 IZ X2 ZWRARE (IREFEI0IE 25% LA F EHEE) 2% 0%, ~UANELDE
TRBWITA V70 VRGO N-LT VX AAGIZ L o> TER S L, FREFEEEEZ RS20 ES
265, ZOTEERBFHOMAEFREELLIT0.15~020 Th-o7-, B MIBIFL~ U ELD
7V v AR B O UGT 3% (UGT1AL1, UGT1A3, UGT2B7, X B % 5 < UGT1A9)
DEE L TWD A, invitro 7 —ZIZEDS & v U ARNELVDRENR 7 VT F AT 527
T A DF LIS,

In vitro ABRICFES & |~ U /N EULIE CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3AS5, CYPIA4,
UGT1A6, UGT1A10 X% UGT2B15 ZJr L=t 25 1) 72\,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

Pt

BHEEICBIT 2~ U ANELOEREEEORO 27 V7 7 R, Z20E1 4.3 BRI L O
2,67LM EHEES LD, [MCl-~ U NE L ZHERROKG Lz & X, HEHREDK 61% K U 14%
MENZNIRFROFEF T, FICERBDEONEERBD E LTRSSz, U ANELR
EALR DR FHEIZ DT 0 Th 5,

el 72 R L]

BRI

~ UNENL 400 mg ZHEIFE G L& E O~ U NELOREDEIRE T A —H |2, BE, Lk
FE T mEOBBRERE (F L7 =027 U7 7 ZAORIEM : 12~70 mL/min) 2 X 2 B
(CHEEREIIRD DN holz, B/ %R L& EOBERENRS 2 A9 5 ih & Bk
RENIER 2B & O T, ~ U NELOERYBIRE T A — X DEIFT %R CThHoT2, <V
NENOMEE A ERITEW D, ~ U NN MIEENT UXEBETIC L - TE L < BRE
B ATREMEIFE W,

HFHERENE

~ U /REL 200 mg & H[AHE G L7z L D~ U N EL R OIER AR~ U S0y EhiE S
T A=K, PEEOFHEEERE S (Child-Pugh 38 B, 227 7~9) X D EKRMICEE 25
BITFRO DA o T, PR RBRE F 4R Tl R IRBERE & ik LT, AUC KT
Cmax DEIVEI 26% M N 35% o T, mEDIFEREREELZ G T 5EEF T U N\ELORER
BN 2SI R TH 5,

Ehp, MR, N, REROKE

RHEMIEM BB IS & . Fle (18~795%) . MR, AR (AA, BA, 77 AXTE
DOl | BIE (e AR=w 7 /FT7 U RXIIFL A=y 7 /T T 0 FR) KOKE (36~141 kg)
X, v U AN E L OIEYBREICEIRICEE R EE RIT S Rnodz,

FBHE DFER
B OFEEE (HSCT XX SOT) Xix SOT OF¥E (AFi. M. Bl SO0 . & D WIXELE
B F 8 BR oA L, ~ U NENLORYENEIZERICEE 2L KT X720,

53 kR Z 2T —4

A

7w RO LTI, K E & SICHAERA ML OIGE OB AR RS 2 S i, — iR EE
AR & U Tl ~ R R OB RE L (D) BRIz, Pk 5 ERMEE
(NOAEL) 1Ef . &7, RHD 2B 5 & MEFEEOK 0.25 f5I2F 27 5 100 mg/kg/ H A
TH-o72,7 v b TONOAEL L 25 mg/kg/H TH Y 45% & TORER OMEIZ IS 1 2 IREE &I,
RHD TOE MEBREOZNEN 0.05HFLD01FThoT,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

< U RE VI invitro THFEMEZRE R o722 E0vh, B MTBWOREN 2 7§ /T eI
weEZLND,

7 v h ORIEHE, PO LN CSF FCIRIREO~ U AR S (44 HKD 52 HS
M)
DA

t MIRHD 5 L7 L EORBERED 0.2 15 () KUV 0.36 5 (M) [ZFH 29 % 100 mg/kg/
AUTOHET, 7y MIBARMITRD 6oz, 150 mgkg/ RO~ 7 AT,
BB 7= 2 & NE, (i AL O E E i IEDRS O b2, i~ o A
K7 v N TEES 104 BREZISEENRA DIV T7c 2 & 5 13 % Ot~ 7 2 T
B E LD B Dol 2 b —HOBEFEERR CRECTH 2L, WITE BT
TGN R L EEETHE, B MIBWTHL YR TZBAEL B E WD B TORE
PRI RAMETH 5, IRIIKWHETH D 75 mg/kg/ H (RHD (28T 5 b MREFEEDK 0.35 1% (i)
FO% 025 % (M) 1 Tik, BAFRMEFT LIRS otz

28 HL

~ U, w2 O 7C R REMERBR TEREME 2R S, B/ BR TR R R E S
MRS Ippole, v VAU 7 —<lBRIZB W T, < U AN EVIIRENEEAL O IEFIET
TERRFEMZR L, REHEMEOFET TORRIIAMHE TH 72, BEL LT, BRI
DEBEENS, v U ANEANBIREEE IR0 RSN,

iﬁ

L4 Dk
n/?/:

7 v AW ZIRRE L OWE - JRIRFBEICET 2 EARBR T, ~ U AN EMI X D% REE~
HEITRD ool — 7, %7/%T\1mmy@5(t%’mm%&ﬁbtk%®
MEELD BEWEHESND) LEOHET, B 1TOBEBEEDIKTRRD bR, D

S sl 2 I E /ATl

HH AR AT S OV AE 1% D36 A
7 v AW ZIRRE L OWE - R AEICET 2 EARBRTIL. ~ U N E AT A S
3. 400 mg/kg/ H £ TOMHETIE « IRIRORRE TR A3 T 25 28 m@%nﬁwoto
BREt L7 X ToO~ U ANELVHEROMEICI W T, BRI OE IR % IR K o i
éif%%ﬁ@ﬁwﬂm@%n un%@%ifilWﬂi%m@%ntoWﬁ%%imm
BiIToe NEBZEEOREDICHY Lz, 7y NEHAWZHARMEOHAERORAICET 5
%Ti\vjﬂtwﬂwmwgﬁui®ﬁif REW O 77 Rk D HAEROATFRIKCT
FOFsE#E~ A VA M= (HSrBE, IRIBRAE K OV R4 HE) ORI 5 (R FH N 2358
BT, 50 mg/kg/ H TIXHAR ORI BITR O b o 72, 400 mgkg/H £ TOH&E
T, FIEROZIREROZERE, W ONCAEIR A MR LA 2 HET 2R NICEETRE O b
Boiz,
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1.6 NEICETHERARRFICEHT 58 HKBEERIEHRASH
TAK-620

Y FX T, = U NELE 100 mgkg/H (RHD TO b MEFEEOK 0.45 %) £ TOMETHS
ot Z RS e oz,

6. RFNZFrIHE

6.1 HMY—E

ZHE

fimm o —2 (E460 (i) )
TT T A= gRF N A
AT TV U~ 7 %27 L (E470b)

T4 =T 4T

RUe=17La—, (E1203)

~snad—1 (KYx=FLorYa—n) (E1521)

— kT &> (E171)

% )v7 (E553b)

TYYF L RTIL—FCF 7AI=7L—% (EU) (E133)

62EEEE

FA=RAJON

6.3 BxhEARE
36 4 H

6.4 REICEAT HHFINEITE
30°C LR CRFTDHZ &,

6.5 BRERDHERRUARY

NVERRRBS I v T E OmEER Y =F L (HDPE) #748 hL,

T AN a—T T EE28 EE, S6BENIT 1128 (56 FEAV 2R hv) @Y A X,
TARTOUES A APRTHIRISITWD DT TIER,

6.6 BEXRUVZDMEFKWICET 255 GTE
A 00 = B ST BEFE 134 MU D BRIl » THEFEET D Z &,

7. BRGEAERGE

Takeda Pharmaceuticals International AG Ireland Branch
Block 2 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

D02 HW68
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1.6 NEICETHERARRFICEHT 58
TAK-620

=l

AEGIEHKASH

Ireland
E-mail: medinfoEMEA @takeda.com

8. lRETERES
EU/1/22/1672/001
EU/1/22/1672/002
EU/1/22/1672/003

9. MIEARZEH "HRIZBEHH
WEAERH 20224 11 H9 H

10. HETH

AREFESIZET 2 MG HRITRRINEE ST O 7 = 794 & (http://www.ema.europa.eu) (ZH5H;
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17 RERDS—E HRERXATRGRARA
TAK-620

B R
17 R R R B R oottt n e 2
=
171 RERME—ER (VITUIT185200mg. RilEsHEARIAAEILE
24 mg/mL, /N FHEE 450 mg/ N FH FS4 20w T 5000 Mg) oo 2
%172 FARANDG—EEX (F/ > AEEEM500mg. FL/3( X R4 240 mg. 7
L/NA S R EEEEIE 240 NQ)  woooooeeeeeeeeoe e eeeeeeeee oo eee e eeeee oo es oo ee oo eeee e eeeeee 3




1.7 RERR R —

£1.7-1 RERMG—ER (VITUIToHE200mg. SFEFHEAKRRDEILE 24 mg/mL, /N FHE450mg/ N\ XH RS54y T
5000 mg)
R4 U752 T 4 8 200 mg A AR A BT 24 mg/mL 3D %Y GiE 450 mgg) 00 ?n igw KoAfvay s
— 4 < UL RAHNVF Y bF b U T AR SOVH vy a e VR
24 jtﬁiqu%ﬁkT/\ﬁ: 7Y =V = A FH3 = 2 Bk A

MEESUIRR | st (EmEsfaBiE b Ete) 28T 544

r AT v 7o A RYSE

o BRMAEEAIEMRRE (=4 X) BEITE

AV A R A AL ZHEER

o EMEMBEEZEICBT AV A AT
0 UANVAMIEL R A A Ta oA
A SR IE

o WEiMMEMIEBMEE DO h LA T AL
A 6 Mg

< B 3 5Em >

o TRICBIT DV A b AN B UA IV ARLYYE
ofk RS RN AEE R
ofifigs Bl (& MM & &)
o T I
ofifien it (M eIl 2 R<) BT
DA AT T A L A RYRIE O FEE N

<RKIGAvmyT>
o JEMEMEIRERIEY A b AT v U A L A EGYE

USEBE
G H

2022 4£ 11 Hek:ET

2023 43 AGET

029-MVL1
[EEkE 21

—H

EEH

=0
H
s

HETH

B3



®1.7-2 RERMR—ER (T/ 2V REHEAS500mg. 7 L/\4f I X§E 240 mg.

TUL/AA = R @iEEE 240 mg)

R 7E4 T/ v R EIEH 500 mg T LA I ABE 240 mg T U 3 A SR 240 mg
— x4 Hrvr7arei L FILEE L L FILEE L
s H 0 = ZE RS 1 MSD #E 4 MSD #E 4k

BRE ST R

TRRZBIT D2V A F AT v T A )V ARG
otk R AN SE i
ofifgs A (& M AaR A & & Te)
o I

[RIFEE MM e A A A BB 2B T A A R A 1
7 A I A JEYEIE D FEIE ]

[RIFEE M A A A BB 2B T A A R A 1
7 A I A JEYEIE O FEIE ]

USRS
G H

2022 42 HEET

2023 4 8 HEkET

2023 4 8 HEkET

029-MVL1
[EEkE 21

— i

EEH

=0
H
s

HETH

B3



sksk 20234E 3

AEET (383 AREZ )

D11

% 20224F 2 HYET (45 2 Bi) BAELEFASEES
Bk SRR 87625
AR : 34 . N
B4 YA M A AOY A IV R{LEEERE
H NIVAH > S 7 O ViEEERE
WL S B ) “I ®

NIEY 5EA450mg
\\I ®
MNIEY -:0-5000m
5490y g
VALIXA Tablets, Dry syrup
Eid A A
ARES 21600AMY00142 23000AMX00794
) EE—EASOLEIC L VTS HRFERAA 20044F11H 20184-12H4
1, L 3.2 REIDOMHIR
1.1 FERUOAFOEEREY TH 24> 70EILDOEKRE W% % J81) % H5E450me ARE 5 N s BSR4
IC&VY) ., EEASEMBEED. FREES. . /MR L # 5000mg
B, MBS, BEFRMEMRCSEMES B 5 %‘f%? (fj;% FTANAITTAL ok k
EBetHICHEL. BEECKRET S L, [7.1. 8.3, S | Qo0 (550) 3 | % i 2 TR L 7 B iUd &
9.1.1, 9.1.2, 11.1.1. 11.1.2 B8] DEBY
12 RFIDEGRBVTH B H > > 7 OELERVEBYE & VGCAS0 ik | EE~FOREOE
. _ o T e e —F HA 72
BICHVT. —BHUSIRTEN BT RREREEE 2 _
e " y CED s - . ey s o || sy e |V 7Y
BCTERVEFEMHETIREINTWVWEZE. £, Ef dfR B e W N353 50 0me/mL
EMCBWTRIHRBERES RTINS 552 #4 2| (mm) (mm) (mm) (g) || B RS
LEBECHALUMECHESTEIE, (151, 15.23 170 80 70 062] ||  100mL

BHR]
1.3 FEIDFEEREY THBH > 7OV EBYE
BRICHBVT. EHME. BEEERUVESIAMDSHS
EPBESNTVEDT, FHLRAKDIERADP H B EE
ABNBZEeREFICHBLEERECKRET A &,
[9.4.1, 9.4.2, 9.5, 9.6, 9.7.1. 15.21, 15.2.2 HE]

223 (ROBEICEBELEWVWI L)

2.1 I P EREL500/ mm3 A i S MR #525,000/ mmB3 A i 5
FLWEHIHAEED SN B BE [(AHlOFGI2E ) E
B U BRI D B DN NG D SRR H T B, ]
[71. 83, 11.1.1, 1112 =]

22 NV A, H Y71 UL UIARKF O RS
INVH YT Za Y )b, Yy 7 a el b
THLEY (7Y r7a, NT Y aELE) I
% WHERE DO BRI O & 5 B

2.3 Wl AT IR L T A TR & 5 etk [95 2]

3. #HRk - MK

3.1 #rk

Wi7e

731) 4 §E450mg

AW vl N (VA = IR
5000mg

5 NUF vz

5 HEEIE496.3mg

(1R NVl 7av)
& L C450mg)

Vi, 12.0gH NV H v
o Y OVIEREESSlg

(1R, 12.0gH NSvH v v
s )L e LT500g)

ASIA

JUARE RN, BILF¥
V. ZIEMeER. AT T
VEE. Bl u—2Z, v70O
A=A, KEFr, K
VIR — 80, v 1T —
400

D-~>=ZbF—=IV, 73
M. RY Ko, REE®RF
M)A, oA )b
V7 AR, RV T
ArY v, TaL s
a—), TIET ITLEK,
i

*k 4. FEEII TR

(BEIHE)
O TRICHETBH A b AHOY A I ZESAE
O BRMRENLERE
O i (EnHpEEsad)
O EHEE
O ki EhsMiagiEzird) s394 x40
7 A IV ZRELAE D FFE I
(FZ1428vy7)
O FERMERMY A b X HOY 1)L ABLEAE

5. FEEN IR RICBIET 53R
(heEE)

51 HLEREESGH L 2B IR 21553 HB21E. TR
PETFTA2BZENDEH L7200, KHOMFOEGIZOWTIE
ToBETAZ &,

(A B AHOY A IV ZELAE)

52 FHNOFGAZ X 2 EELRAERPRE SN THLDOT, H4
M AFT O T AN AEREDHERSINZEF BT, BFE LD
BrtEd et r B s S HE SN LGOS T 52 L,

5.3 R MIERSREBERBEZ I BV TIL, NEZ/ OV VikEdg/
ALK D BF BT 2 RKFH G OB R M EE&MEICET 5
BRIIBEON TR W Enn, HEEOFEESEREE
2 EHETENDGEICOAREGEITH T L,

(i (EnsmEEziRd) CsU301 bxHOY
A IV ZBRBAE DHAEINH])

54 FHOFGZ X 2 EE LRI HE SN TWE DT, BIiE
V27 OEVEE (A b ATy A )V APR N —Bpiks
DL VYR Y MEES) ICBWTHE LOA RS G E
2 EHETENDGEICOAREGTHT L,

GREMRMESERMY 1 b X A0 A JL RBELAE)

#% 5.5 AH| D12 & B EELREIWEHPHE SN THH 0T, i

MR ) 2 7 O PRI (BRI R M IR I 2¢ %
G REHEPLERBRREEREEZE T EEIIOR
BG5HT ks



*%6. HARUVHE
(A b AHOT A IV ZRELAE)
WEERE
HHL RISV 27 a ek LCLR900me % 1 H 2,
ARIRO#S Y %,
MiiFihE
HHL RAIIEAS VA 27k LCLR900me % 1 H 1A,
ARIRO#S Y %,
(EaafshE (Em=MpaBiEaiRd) K39 a bxHOY
A Jb ZBESAE D RAEIH)
SEL RNV v 2 a ek LCLR900mg % 1 H 1A,
ARICRORST 5,
SEL NIV vz e LCRRICE DV ER L
EREAIHIE, SRICEO#EEGT 5. 72720, IHHA=E L
TI00mg#% B2 2\ 2 & o HEERERE A B EATI50 X D) Bl
WA X150 Wb Z L,
P58 (mg)
=T ARFWRE (m2) x e RERk KA #E (mL/min/1.73m?)
BEMRMEERMEY 1 b X H O™ 1 JL ZEELSE)
WE. FAERROCHIBICEAVET Yy 7L E LTl
16mg/kgx 1H2MH, #FIHH53 5,

7. BERVAZICEET 335
(GhEeHE)

74 KA G d L i ERE A (500/mm3ki) . /R A
(25,000/mm3Eii) IFANEZ TV VD (8g/dLAm) &5,
LW HEHIEIATRES & oY ad, e E T 5 F T
W22 L, TNX)BEOIFHEKD (500~1,000/mm?)
T OV (25,000~50,000/mm?) DA IdE S5 2 &,
[11. 21. 83, 11.1.1 &&]

k72 BEEDOD L EH . BHEOKT L s BEE Tl HEP
WAL R S5 O T, REFEGIZH 72 - TG 7 L 7 F
VRO VTFZ )T I VAEETLI L, BT
T2, HGEROFMEEICE L. WAIZBT 24 E ToOEEER 2
FHNOWEDOHE % TEIIRT, [92, 974, 98, 1661 =

1]
JLTF= IN1) FHEEA50mg D i T O &=
1 7 A . .
7T wEE RO, ST
(mL/min)
=60 1111900mg % 1 H 2[1] 1111900mg % 1 H 1[1]
40~59 1191450mg % 1 H 2] 1111450mg % 1 H 1[A]
1E[450mgx 1H B %
25~39 1171450mg % 1 H 11A] (2H 1= 1)
1\450mgx 1H B & .
N J&
10~24 (2 1= 1) 1171450mg % 18 2[A]
JVT7TF=r N FH KT A v ay 75000mgd K O H &
1 7 A N N
7T DR SEFEARE. ST
(mL/min)
=60 1[H1900mg % 1 H 2] 1[1900mg % 1 H 1[A]
40~59 1171450mg % 1 H 2] 11M450mg % 1 H 1[A]
25~39 1[71450mg#% 1 H 1[A] 1[M225mg#% 1 H 1]
10~24 1191225mg#% 1 H 11| 1[1125mg#% 1 H 1[A]
<10 1[01200mg % JE3[EENT £ | 1181 100mg % B3 [alENT 7

gz L 7F=v )79 ARIMEZ LT 5= AMEx W
DToXRTHEETLZ L,
e im (140455 [4F ) x (k& [kg))

ARG E= U@Mm%av7%:yﬁmimu>
LD 45=0.85x B PO i
(B b XHOT A IV ZERAE)

7.3 WIGBHIZ DT, 21 H M %8 2 2 KA G- OF &% K 0%
SVEICHET AERIEIESN T AVWOT, 21HM %2 B2 5
53, H#E EOR R EREE ER S EHET S NS EE D
AIZRD Z &, [17.1.1 28]

7.4 A b AF O A ) AMFEDBEPEILZFERE L 286121 W
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N O AR B 5 % AT 3 B IEMREVESE KD A s ATy o
b AEYAE B EH 240 & W RIZ, NV Y 71V 16mg/
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15.2.3 ]

1.3 BMERRICHEVT. BTN, BEEURUESAKD
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5.1 RANTIRMES L EHAERT A b AT T A ) AEYAE L
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MEFFIGIBET LS 54T 2, A b AT T AV A ESRE DT
A HN L BF BV TILEILS U THRS L LTl
HEHOE: - HEICTHRGT 52 ENTE D,
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T) O¥EREET S [11 21, 82, 1111 ]
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e 55 IR 502 & BiIRAE. T
Z oA FREBAD, K, 1 VRT VAL &
B ARIpE . FLUEH. KA ) T A
MUAE, W28, R MY 7 AlUE

13. BERS

13.1 &
MR EE % T B 720\ 2B I UK ST filifG
bNb,

£179 2 &

14. BRALOFEE
14.1 EFRREFOTE
14141 W CHRT BB, WIS £ o TIHE D D W IZEE AT
T 25E608H50DTEDO L) RGEIZIIEG LRI &
KA O & LCld. AFAER. 5% 7 88,
VYD BT Y SV AT S 2 LR E
LWAS, ZOHPFAEBOMEEIZ10mg/mLEBRZRWnwI b,
F70. MAZAAEI Y L3 T, MH (FRHE O
) LOREIE LAV & TR 7T M35
R T b0, 4R PNICHERIT 22 8, 20 &
WL WwZ &,
14.1.2 BRAFES © N A 7 VNI CHESH KR CH R #2 IR T24F5 ] o
GEMENPHER SN TV 5,
BB, EEOSHHT BTN D 50T, SEERTIIT
banZ &,
RENGFEF K CHEMBIIDHMILE T VI ) AR RS 5
ZENS, BARCIFISIE T AT, i T AE0FHDS
2F L, BFICRBIAE L2BE121d, ATy,
RTEERIIHENE L T2 Lo IRICRBWEAA - 725E 121,
155K THRIET 22 & T2, AFNIBDVPAMEEHT A
TREMED S B 70, # DR LEHRF MY, WAL
D FIROHFAANLZ VLI THFICEET L2 &,
14.2 EFBERFOIEE
RAENTER 7 VA UM (pH $11) 22T 5 &h 5. HiGH
HEENOMEREFZ720 . BIREDFHEDNDEZ LD S
DT, FWHBER PICAHRG T 2 &9 T3 %KD H 5
HRICOARETEIHRGTH &,

14.1.3

15. ZDHDEE

15.1 ERER{ER (CE D 153k
WAL TN S 7 IR A LI E M O IR AR ER R R IC B W
Ty A M AT T A AREGE D FEREINH D 72 D ARHF 0> 7
ORIy 7 THENVHE Y708V 2 RE00H &G-S
AN OERBREE (246]) T, G EE (146) L1t
LT, WFEREMET L2022 d b, 72720, S0
A7 a VG Ten HRICIZ, SV hy v r7a ek
L (2001) ORETIRE LIS BE (08) L FREEF
TRE L7, [12. 1523 BHH]



15.2 FEERARAERICE D 158
15.2.1 fmdEME © v Ml & v 22 iR g (5 RS R, <
A& VT ANERER, ~ 2 v osEMIE % BV 7 s T
ZEIRAE R ER Tk, R HFEDFEO bz, [1.3. 94.1.
942, 95, 97 ]
15.2.2 AN - =7 A1218 7 ARG L 7228 A R RER 12
BT, 20mg/kg/ H UL LG & CHED W O/ —
& — M. WA TE S OSHTFIR tEHE o> ir 1E A S BE S o S AR
WHEINL 72 & OFEDRH B [1.3. 96, 9.7 SH]
15.2.3 FFIEHE « BI TR (7 A, T v M, A X) IZBWT,
W2y 70 CVITIER R DT OB EE TR T i e
EEARIFTIEDPROSNTWAS, [12, 151 2]
Rl EYE  ex vivok MBEBETVICBW Ty E
WVIIIR#EZ EH T 5 2 ENMEEN WL, i rae
WVIBEA LI ~10u g/mLIZB VT, Hr o 7ubioEmic
SR SN profzZ L b, RO X = X 4
FEE L CHMIIc LA EZ 5N 5, [95 2]
v MEREOREICN T AEH © v BRI o R hE I
N3 AHT 7 u)VOER Zin vitro TGS L 7245 8. 7
¥ 7 ENVOFEHANOEEIZI0 g mol/LULETH S b T
B, 7v278E L (ID5x=100umol/L) X V&<, ¥
vy, M) 7ouF3IY Y (IDs=1~10umol/L) XDy
o7z

15.2.4

15.2.5

16. EMENRE

16.1 MAiRE
EARREIE B IS v 2 7 1 Y Vbmg/kg % LI S IR
O MR 36, £ T 7 v A134.20+
213mL/min/kg T - 72V FEIADT— %),

16.3 2%

MAERE AR ERIZ, 05~51 u g/mLOEEFHHIZB VT, 1~
2% NEINDT— %, FEEITE) .

16.4 LR
KEGDEZAUED F F CRAPICHEEE N LY (BEAD T —
%). [86 BE]

16.5 Bttt
HFIC3H B THE1.800~2,550mg % il E L 72 & ED3H
[ o FR i LR I337 ~126% Td - 720 (FHEIAD 7 — %)

166 BENHREHT2EE

16.6.1 B gEEEE
R R E R 12 bmg/ kg & 1IN R A R Ry 00 S o v 2
I ZR1LEER . 455y 2 ) 75 > 213120 +087mL/min/kg
THo72V HEAOT—%5), [74, 92 BH]

17. ERERECIE

17.1 B3R CREMICE T 5 HER

17.1.1 BRI #H—AEERRER
TERFEDIRT L 72 BB 1760 (B RVERIER SR,
PN, BEMEMEESS) I Yz u UL E L CERSme/ ke
w120 e (BHEREEECR LTIy 2T I

AMERIRRE & U CMEE) « 14~21 F R0 e L 22/,

TERE L7-BEERY A P AT T A ) ARG X $ 5 g
BB A BRI, HEE2100% (8/8%1) . fili 4566.7% (4/6
Bl) . BFEEL00% (2/261) . Kims. HF#. fiEEsZznz
1100% (1/161) TH -7z,

BIVE S8 BUEEE1250% (8B1/16B1) TH - 7z. EREIEM
BRI A 25% (461/1660) K O I/t A25% (411/16
Bl) Td o722,

BN — R R B

KETHENE S N3 ORI TS BT A EE LY A b
AT AN ABRFERZ Ty raene LTEE
Smg/kg% 120545 4 L < 1325mg/kg % SHEf 45 (B AR4R

17.1.2

HCRIVLTTF )T Ty AEERIREE L CEERE) .

14~21 F ARy L 7ot s, TR i A A a8, i
2£84% (91/108%1) . KM 9:83% (35/42%1) . Hili572%

(26/36%) K UOZOMOEGeE (FPHEMRE,
61% (11/18#1) T 720

BIVEH SEBAHEE1359% (184%1/31461) T o720 LxEINE
PR BRI A 31% (97450/314%51) K ONIfi/ MK A6% (20
Bl/314%1) T o723,

MR E)

18. FEhIE

18.1 fERA#RF
Hrr7aniEH A4 b AT A4 ZEGAIENIZ BT
TANVAHKOTET A v FxF—+F (ULI7) 1) Yk
THy 70— YIEIZRD ., E5I127 A4V A KRG
WHET L7074 3 F =12 YL SN CiEER o7
YU V=) VERICR D, Yy su V=Y ERIEY
A WADNAKRY 27 —¥DRKETHLTAIF L IT /v 0=
) VEE (AGTP) OV AAZBAMIZIHEL, #r v
EOL=) YEEADNAICID A, 7 4V ADNADIER %
1 SUHIBRT 5 2 212 X - TDNAS OB % [ 59 6,

18.2 iy 1 JL Z1ER

1821 b M A M AF Y A )L ADRE#FE (AD169, Towne,
Major, BT1943, Davis) (2R3 4in vitroll BT 545> ¥ 7
OV DICsfiE L. 04~70umol/LTH o720 F72. EIK
SrHERR (BRMEREARNSEER, ¢ MY A b xATaY A )L
2 HAE [ O RLE R 55 70 & O 4 BEkR) 1233 Sin vitro
TOH 7 NVDICsofEilE. 0.08~14umol/LTdH-7=1 9 ~12),

1822 YW ALY T AYA P A AU A )V A LML, K560
MH XY, 1~50mg/kgZ 1H2[, 5H M TG L 72928k
Tld, Hr v 7 a Lo EFRIE25me/ kgl O]
W CTH% LA Cd o 7205, MR (AR B TIE10%T
Ho728,

18.3 EHIM 4
IERBEDIKN T L2 BB IZEIEL 724 b AT O £ )L A&
Y fE OWIED 720D H V2 7 0 ¥V & Sl S 5 Witk
TRIPAMEG L2256, Wy A VA E N 285605
Do MHHET AN A, Horyr7abCivoE /) LI HE
53574 NVAXF—¥ (ULY7) #IxT XL 1)V ADNA
K1) AT —¥ (UL54) BEIZTOLEENPALNL, ULITHEIE
FHPERLLETANVAET > 73 VI L ToRNMEZ
Ry —F. ULBABm AR L7z A4 VAL, FHorEH
FERE % FEo Mo PL ™ A v AFKN b 38T F 77T
FAPATOT A NVAES L B SN AIDSER ST ¥
7 0 OVH TR S0 3n H DN OFS-CdiittE s 1 v &
IR S N 2o 7225, 3n AU EOFG-TId7.6%0 B 21T
P AV AHHH S 7z,
[N 2 A R (B AR 10 LN 251000 FTH > 71
EOUVHSREH G- S, BRiZ100H BIZERIL T & 7210361 o 1
WA TS5 E LS A MERIZOWT, A b2
07 A v A DBARA B FIRHT % Foht L 72458 26012 UL97
i PEZERAR (1.9%) s &7z, T2, BiikI2s HE T
WA N AT A )R EGHE D b 72 BE33BI oA, 261
(CULITIHPEZ FAk (6.1%) A3 & dv7z25, ULBATHPEZ 5
RIS N o 72 ~18),

19. BRI ICEET 2 (L2 R

—f&% : 727 a¥)l (Ganciclovir)

b4 : 9{[2-hydroxy-1-(hydroxymethyl)ethoxy]methyl]
guanine

SFR - CoHisNsO4

SFE 25523

M R AR~ KA LRREOCOMREOR K TH L, K
WCHEIFIZ L, A7 7= iEx % 7 —)v (95) 124%
DTHEITIZL, VIF NI —TVIZIFEALHE T
Vo AIRER U AKERIL T N U 7 AR R T IC
< <L 0005mol/LY) YFRZIKFET v E= T WEHIZE
FIZ v, TR TH %0
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23. EE Xk

1) Sommadossi JP, et al. : Rev Infect Dis. 1988 : 10 Suppl. 3 :
S507-514
2) 1B A Ml BEER & AV 21988 5 16 (4) : 523-543
3) Buhles WC, et al. : Rev Infect Dis. 1988 : 10 Suppl. 3 : S495-
506
4) Ashton WT, et al. : Biochem Biophys Res Commun. 1982 ; 108
(4) = 1716-1721
5) Smee DF. : Mol Cell Biochem. 1985 ; 69 (1) : 75-81
6) Mar EC, et al. : ] Virol. 1985 ; 53 (3) : 776-780
7) Cheng Y, et al. : Proc Natl Acad Sci U S A. 1983 : 80 (9) :
2767-2770
8) Freitas VR, et al. : Antimicrob Agents Chemother. 1985 ; 28
(2) :240-245
9) Plotkin SA, et al. : J Infect Dis 1985 ; 152 (4) : 833-834
10) Field AK, et al. : Proc Natl Acad Sci U S A. 1983 ; 80 (13) :
4139-4143
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20224F 11 HELRT (85100

B R R
FRHE - 34

L7 A IV 2L EEEH

H AR i i 0 B o

87625

AR | 21700AMX00130000

WoEBaG 20164F11)]

RZAHIV Ry bF U LKIYESE
BE LHBEESY

RiEENER

IRANEIL 2 241mg/m.

FOSCGVi r®lnfusion Solution 24 mg/mL

&) R -BEMSORTECL VAT L

m

H
[==]

1.1 FFOHFRSICEYBBEBEFHS5Hh 30T, HEEICH
BILT7F U EEOBHEEERE TV, BHEEICKEL
FRERAMEITI L. [7.20 11.1.2 ]

1.2 AF3, SHMEERBICHEOIREEEBRTIEPHD
DT, THENICMESHRLEzAET L. BEE+H
IZITV. EEICRS5THIE, [8.2, 11.1.4 BHE]

2. 82 (ROBEICIBELEVNIE)
2.1 AFN UdBoE OB O & 5 B#E (8.3 ]
22 7L T7F =) T Ty AEDS, 04 mL/ S/ kgkiio
BE [(FEEZMEXSLIEPH L] (7.2, 0.2.1 &

1]
2.3 RYFIVIALFF VB ERSTORE [10.1 B
1]
3. fER - IR
3.1 fHR%
W e % BT R A EOViE24 mg/mL
Wy Ak (1 mLik) *Xﬁ”zﬁéﬁ;&?Amﬂw
woom Al pHA#EH] (#)
3.2 WHIOMHR
W e %4 PUBEERE & A A € VTE24 mg/mL
= #r 250 mLA Y 231 7V
#I A ESSHA
- IR 0 785 B D K AT
pH 72~76
& JE T 91
(RIS RT 5 10)

4. FhEEX I3 R
OBKRMERERLSERE (T4X) BEICBFR YA MXAH
Oy 4 JL 2B R
OEmBMBEBHEREICHITB YA M AHOY AL IMER
VYA M AHOY A IV REREE
OEMBHMBIBHEEDE RAILNRZ T 1 IV 6K

5. %MBERX IR ICEET 53R
GCEMmMEBMEBEREICE T 204 M XHOT A IV ZMER
VYA b XHOT A IV RERIE)

5.1 AFNZ. SBRED L CEHAERY A M xhay A4 A&
YOE 2 RNEE - AR LT LT,

5.2 AHNZ, A M AFT T AV REGeTHERR S MBI
BWT, B LoFEENEREE LEb b L HBrEh 5
BECORESTHI L,

5.3 A#FNZ, EMBMBEEMEEE BTS2 P x ey A
WV AMMSE S A N A A8 7 A )V ZJEGEIZ BT, lF]
DEHNRDPA T L IAECHE»H L EEZ N5
BEKE T2 L,

5.4 KH|ZH A b AFO YAV RAIFEYS EGT o By
THHLZNZ &,

(BRURBERLDERE (TM4X) BEICHIBZYI M AH
O 1 JL XA %)

5.5 RO 5L ) EELEEHZSMEINTWE I &K
DARFITEHA P AT T4 VAL ERTELRWS
LERQHEICBE, BHEOMED &0 THEBOEN & HE
CEZ2HZ L,

6. HARUVHE
(BRERBERLERE (T14X) BELCHIDIHI XA
O ZAMELR, ENBMAEBEBE STV X
HET A IV ZEEZE)

WEREEE . ARV Ay M F MU T AKAME LT
1A EL kgd 72 D60 mgz . 1HERI DL B2 ) T
B[] & L Z1H3M, XM AR E] kgdh 72 D
90 mg# . 2K LA LA CL2WE] & & 121 H 2,
ENENRWIET 5. B, WIHEEIE2~
3EELL AT o

MEFFEEE PR e HERRRRER I R R A IV A v
FF MU AKRAYE L CIMAEL kgdhH 72D
90~120 mg 7 21 ] LA _E 203 C1H 1 5503 & v
T %
HEFRR P I TSRO SN2 E1%. PN
EOME - HEICE ) HRG T2 E05TE %,

GEMEMBISEEREIC ST 381 M A HOT IV M)

DEEE B, RAANVF Y M F MU AR E LT
LR E] kgd 72 V60 mgZ . 1HF [ LL E A1 T
1285 & L ST H 2 HE S 20 ORI
1~28M LA AT o

HIEE  EW. FAANV Ay P F MY T LAKRAME LT
LR kgd 72 ) 90~120 mg % 285 [ L k2013
TLH LM SHEEHET %,
HEFRRIE P ICHRED RO b NG A, Wl
HoOME - HRICE V5752 LR TE S,

GEMEBMPBHERD E FAILNRZ™Y A I Z6R62)

MR RAHNVEAY bF Yy AKAE LCTINMAE] kg
H72060mgE . 1EER DL E 2 T8I Z & 121 H 31M] i
WET %o

B, RANC K 2 EHELBRT 2720, AHNC X 5 6H
KRR & AT, FIRE IR 5 2 &,



(haEHE)
("5 EHERUFERARE)
ARA 2 DEIR & O B 55 5 BA ARSI 525
FAYEIR & 0 #5425, ME~ONEZ 8K 5
728, 5% 7 N v B I S A BRI TR IS AL
THw% (12mg/mL) k. B, RAOIMMYEFEED
B LAY AROBEASRERT L LD DDT,
RO R L AR TS L ewnw T &,
F7o, HGAEEER TS A2, HERY TEMEHT S S
LT L,
(AE N
RANO R, £ EBH OBEAEIIE U CTHEINRET 2 2 &

7. BERUVHEICEET 3EE
CEMEBMPABEREICH T B H 1 M A HOT IV RMEE)
7.0 A b AT T AV RMIECH L TARREZ ST 556
1Z0E, DA A R GE R O MBI B LR < R plg:

2T 2 & b BRIYUERSHMB L 2GE12E @
WA P AT AN ZRGEIK T B AF G EANDLE
W& WY RUEEIT) S L,

(hEESEE)

7.2 FROBGIZE Y EEOFMELRI T L0H LD T,
AAP G, M2 L7 F = ol 2 wEREIN o %
CEHRHIC, MEFRENTIZEIC—EIZME L, Bk
WIB TR RE2TMT L L,

B, KHTBEGHICZ LT F=r 2 ) TS Y AEHD04 mL/
/gL TS % o 72 A3 REE L, B RE A IS 5 &
THRE LBV E, [1.1, 2.2, 9.2.1, 11.1.2, 16.5 K]
BRBECH U A1ERSEREH TN
(BRERERDERE (T/4X) BECBTFIHA X
AOTCANVZBER, SMBMREEREECSTSH(

b X H O A IV R L)
W
PG #180 mg/kg/ H
T ZTL [ s S P2 R L
(mL/%/kg) 1H 30 (8RR 1) TH20 (1215 45)
154 (mg/kg) 15 (mg/kg)
>14 60 90
4= >1 45 70
1=z >08 35 50
TH2Im (1205 #45) THII (2485 45)
15 (mg/kg) 155 (mg/kg)
08= >06 40 80
06= >05 30 60
05= =04 % 50
04> ZhHLenwZ k
HEFPpE:
PRVE G890 mg/kg/ H | il 5-#120 mg/kg/ H
2T 5V A ST IRE R 205 ) DA I
(mL/%3/kg) VR (4B R%) 1555 (mg/kg)
>14 90 120
4z >1 70 90
1= >08 50 65
2HIC1E (48R E) 1S (mg/kg)
08= >06 80 105
06= >05 60 80
052 =04 50 65
04> BELRWD &

CEMBMREEREICH T2 X AHOY 1)L RMEE)
IR

SLTF =y W BES-120 mg/kg/ H
2VT SR AL PR L R DA
(mL/53/kg) LH2I (1285R0%5) 104% 58 (mg/kg)
>14 60
4z >1 45
1=z >08 35
08= >06 25
06= >05 20
05= =04 15
04> P LABENWE &
HEREIES ¢
SLTFoy WG90 mg/kg/ H | lE$E5-0120 mg/kg/ H
7VT T VA LTI )20 1 DL
(mL/53/kg) THIE (4BER%E) 15 (mg/kg)
>14 90 120
4= >1 70 90
1=z >08 50 65
2HIC1ME (48R E) 1 P55 (mg/kg)
08= >06 80 105
06= >05 60 80
05= =04 50 65
04> #HLRnwZ L

CEMEBMMIABHEED E ALY A JL Z60H %)

W% 51180 mg/kg/ H

VA s

7T 5 VA LT R P 1B R L L

(mL/%3/kg) TH3M (SHEMHE) 156 (mg/kg)
>14 60

4=z >1 45

1= >08 35

08= >06 25

06= >05 20

05= =04 15
04> HHLrnwz &

AHAEMEAA F2FEHT 223, 2VvT7F=0207
7 v AFEWE (mL/5) ZEE (kg) THR 2. g~
L7F =4l (mg/100mL) #HWTTinatERick
D, MEZ VLT F=r 20T IV AfliERRD L, 72721,
HEETHHEMTH DT, FHIEDOEFREFREFICB W
TELTZ7LTF=v 20753 A% WETHI L,
(VLT7F=>7 U752 XEERA]
B 2v7rF=v2) 75 A (mL/%/kg) =
(140-4F i)

(72x 1§ 7 L7 F=> [mg/100 mL])

(&) 7Vv7F=vr2) 75 A (mL/5/kg) =
(140-41#) % 0.85

(72x1iE 7 L 7=~ [mg/100 mL])

7.3 RAN OB EFBIK T 5 7200, ARFN W) 0% 51 f OV [A]
D RTAFHER @Y 2K 0G24 ) 2 & GRE, R
WAIPE 51} OV O BARK & 0EHE ST 2310 H b T
MARWO0S~1L/M., & K25L/H F TZ SIHiEET %),

7.4 FURSEZ BT A5AI1CEF 7 Y FRFREZ T2,




7.5 PRI HUEEREN B - b

JEEE D R A AN Ay M MY T AR, A REEEH S A S Y
V24 mg/mL

WS- HeFipe 54
R | 1S r e | | LA 5.
% | B PERER | SRR | |

2400mg | 100mL | IRERIBLL | QMMM | 3600~ | 150~ | 2R
3600mg | 150mL | 2RFRIBLE | 12K5R9%F | 4800mg | 200mL | BLL

3000mg | 125mL | 1RERILE | 8WEf4E | 4500~ | 1875~ | 2WEH
4500 mg | 1875mL | 28FMLLL | 12K | 6000mg | 250 mL | DAL

3600mg | 150mL | IRERELE | SIMIME | 5400~ | 225~ | 25
5400mg | 225mL | 2BERIDLL | 12K5R%E | 7200mg | 300mL | Lk

4200mg | 175mL | IRERIBLL | SIMIME | 6300~ | 2625~ | 2W5H
6300 mg | 2625 mL | WAL L | 12K5R%F | 8400 mg | 350 mL | MLk
4800mg | 200mL | LEERIBLE | SWERIHE | 7200~ | 300~ | 28R
7200mg | 300mL | 2WFRLLL | 12KRIME | 9600 mg | 400mL | Bk
5400mg | 225mL | 1RERDLE | SWEMIfE | 8100~ | 3375~ | 2K
8100mg | 3375mL | 2WERILLL | 12K5R%E | 10800mg | 450 mL | Lk

6000mg | 250mL | IRERELL | SWMIME| 9000~ | 375~ | 2
9000mg | 375mL | 2BERILLL | 12K5E%E | 12000 mg | 500mL | MLk

40kg

50kg

60 kg

T0kg

80 kg

Nkg

100 kg

8. ERLEANERE

(BRERBERRERE (T1X) BHEICHTIDIYI XA
O 1 JL ZHBREER)

8.1 MIHICKR L Cid, BMBEIZZNITRD 2@ 2 HIT, K
DOFHIZOWT L HB LHEE /A, HHT2Z &,
- ENTER S N BRRBORM SN 2 T — 7 3 b e n S

Lo

C RHNGHERMERIEARSREGERE (24 X) BEICBT LY
A R AFTTT AN AEEROBGEFREE I LW L
5. SERDHELT - TR T B RS H 2 0T EHINIC
IR =R % 2 D BN HH T &,

- EFREE, EMPE RIS BN D S bNEE iR
LBl HHOT, HEMOE ) e YK WMEO LY
NHREFEOIERD D b b2, HHIZHY
EICHET52 &,

(ZhEEFE)

8.2 AANIMRNOAME A + > & FL—FEEK L. MiEFO
ANV T, XTATY LNREORT 2 KT L OHED D
bo Fo MFERA ) T LREOET 2R3 Z LAHES
NTWDL DT, AHFG-HIE, E IR s B 2 E
5% EBGE FoATY Do) v ) & o
LU, JIAERE S O FEBUUT M R 2570 b7z
BEIid, B AREEZIT) 2 & [1.20 9.1.1-9. 1. 3,
11.1.4 2]

8.3 Va3 v HEOEERMBISOEHZ TS L7720, +
GHRMZEIT) 2L, T T0X) BIERED S b
Baillid, Axlokb ek L, BYRLEZT) 2 L.
(2.1 ]

8.4 WK - AFHAH IR ATRIAEC X 2 0HUE, BEAH S
NHTENHDOT, PHRFBIIES - FHHE L 0 AR
BIHERT A2 &,

LIFENERZRIHREICHT IR

9.1 AHHE - MEERZEDH 2 EE
911 EAILD Y LME. EYT XD ILIE. BHUY
LIMEENEREREDH 2 EBE
AADOFL—MEHIZEI DIV YT LRI T AT T L
DMETIREOI T2 X HICHBT 22 L8 b, T2,
MEHF AT LREEEZSSIKT I 2D 5,
[8.2 &)
9.1.2 hIRERERICEH. REOHIBE
(1) AR DD 2 BETIE ERISBIE ATV,
L% MR E ORIE 20 E@Y) R UE X179 2 & KA
L WEMHEFICE VIERZEASEDLZ DD b,
(8.2 ]

_3_

(2) AR EE O BALE D B B BF T, ke
FREIWEMORBIIEET S &,

9.1.3 DIEEEICEEDH 5 EE

PEICBISE LTV, M ERE O IE 2 & @) 20 %
179 2o AANCK 2 EMERE L DR ELSE
LT ENHD, [8.2 BH]

9.2 BiEEEEE

9.2.1 JLT7FZ> U752 REN. 0.4mL/9/kgkin
DEHEEEETRE
BHLanwZE, BRELHEILLIILVH D, [2.2,
7.2 ]

9.22 JLT7FZLUT 5 REN. 0.4mL/9/kghl
DEHEEEETERE
HhEEAMEIELZ LD D,

9.5 147

IR SR LT 2 WREME O & 2 K2, R L0
A EltEE LEb b LTSN A EIIORKET 5
Z&o BER (7 ) CHREGEEDSHE STV 5,

9.6 XILiw
B O R O IR EOL R Z ZE L, IO
eI Z 3528, 7 b (75 mg/kegt5) DI
R IR BE AT RER I A IR BE D3R E L 72 & DG DD %o

9.7 /MR

9.7.1 I EOHRIENERIEE LD D LHM SN2
BFRORKET DI Lo KHDOHD 5 VI H~OLEIR,
B &0 SF - R OBWICL W E S
THY. & P THAKOIEHPTPEEIN S,

9.7.2 AR, Bk, FLR. SRARE R
& L7 BRI FE M L T e,

9.8 SisE
EREREICER L, EEICHSRERET LI L, MICH
BT LW A HE0% v,

10. #HE1ER

10.1 GRAZZ HALEVWIE)

e SRR

BEARAER - A58 7 5

By - fabrie

RyYyIVUAeFF v
[/

RFVINY T A

(2.3 2]

HREE OB, KA
V¥ A EASEE
b LWdhHbH,
B L TARH L X
YEIVUA T F
VR (FHE) Lo
PEHIC LY. EER
A v ¥ A LIEDS
FEBL LA L 7= e B
DPHE SN TW5,

A B0 A L w1
(B, v
T AE) AYHE
WY 5o

10.2 BEAEE (BHRISEET 32 &8)

B

BERAEAR - A58 715

Wy - fakrE T

Ly
Ty =A Y R
T T UG 5

ANT 7 A MFH Y —

Ve MUXETY A

NrvaxA Y UEEE

T AKRT) T UB

YIUARY v

y 7 aY) NAKFWY

AMMLFH—}

VAT TF v

L AV > KEEBEE [ AR V¥ 7 AIEDS | KK D F L — MME

E TV AEwE 3 BIDZENDHL, |HICED, KAV
N—TRIRIE &5 YU AMIER £ L
PASER R b,

B2 A5 % 3EA R A R R YA 2| A Y S R
T2V AY R LB b (FFREE) A7 W

¥ 5o




1. BI{ER
ROBWERD D HbNDZ LHHHOT, BHFEETFII,
BEH BN B2 5 7% Ll 2 L %

s> -

1oz,

1.1 EXLEMER
"MA1 23y y EEARH)

Bo-BOE BBEEWEERE L OB gmngn, &
77—, WRNEESEDO Y g v ZIERED bbb 2

DB
1.1.2 BMEEE (1~10%)
HBEOHEELRI T LD L, [1.1. 7.2 B

1.1.3 D2 (1%Ki) . OFE 1%FKi) . Mgk
® (1~

10%)

11.1.4 BhARE 1~10%). 7H2=— (1%Ki)
[1.2, 8.2 ]

1.
1.
1.
1.
1.

1.2

1.5 FEORAIH] (19%Ai)
1.6 FREMA LR (1%HiH)
1.7 REBE (1%Ai) . R (1%Kim)
1.8 MRS RIEE (JHEAH)
1.9 BymfiE (1~10%)

Z DL DEMER

10%2L 1

1~10%A i

1% A iy

BEA]

i i

#1M (28.7%) «
MANEZ T
[T N il
R BRI A

FILERIR A
IR A

M

F ek %

EILE, O
(e NN £
Joite. TEIE.
AL

TRk, 5%
WL AR af
JE

LR
R, QTR
W DHER

- 1 K]
MBI 5%

E
=
i

BE. £

B2 IR BT

B2 1§ W
E2LN

JVvTrIF=v
sIT T VA
KT, g 2
vr7F=rEk
5 (186%) %
DB

g, PER
PRI, o
& FIR

HER,
HHEA T
INY —, B
PRAMAT R
TR,
PUAR AR v
R

Tl R

T EX;

TYR=Y A,
ALP 15

LikareLEN
LDH L 5,
TR

TIT—X
L5 CKE
s

(LS AN
I3 (14.4%)
KA ) ™ ATfAE
(13.8%) {5 7
AN ik
(11.7%)

ik~
RE. Y VR
e, % -
Y 77 A E

AN
2 MAE

H b &

A (30.9%) -
Wit (17.0%)

T LR
TN
B, AR
B BRSEBISE

B b T e
i, HW
L3

i RiEER

OB RO
(122%). VA
(11.2%)

D F [
AN B 3 I
LN YR
$EEL. BRI
EIEN
E N RSN
AL I T
BRI Hith
N
i, BLAE, B
P iR
JEB I

BRI,
IAFAY
T AR
PR X
BHoTaE, B
& T R
W, EEGY
R,

10%24 1~10% A5 1% A
W ST
A [N
DORIF. B
E 20N
[EY/tise
i Jlik AST L &
ALT k&,
y-GTPE %
A/GHEH
i 7 IF8T—,
f g%, Wi
VANE L]
PE 1A FESHBAL O | 14 AL
bl P
Z O b B (106%) | EFE, BEAE | B R R
P,
FIEE, B
Hug, Hid
13. BEHRE
13.1 fER

KA BWBESLG-HS KEN BT 5 18961 O 1% RYESIEA AIE
Bl (A4 2) BEFECBILHA b AFTT YAV AR
R E LZBIRRBICBOTIOfEHE s Twvw b, 161X
KIEEAE, FEZEI L, MR, OMEIRIC X D BT L7
JEFICT, Bo9IBNEZNZNIERT R O114~85 (FIg4£%)
DY SENTNAFEE, SBNTE AL, 461U
R PSS, SHTHL Y AR SO ER
BREHIFIL 72,

14. EBH EDXE
14.1 EZIFANBFOER
14 1.1 RANIRGEHI D HIMEN TRV T, FE#%RIE24
WER DA 35 2 &0
14.1.2 KRREAZALZRIT I EPNMONTVDEDT,
TR A B AR f U5% 7 B vy B G4 LI A
LawnwZ &,

14.2 EHIRSEOXE

14. 2.1 WITRERTEDS B 5 720, o TR M % H (2 fil
N8 E & R OCRBERE LS 2 X H %,
DX ) BEEAIIE, KT HMCHET S L,
14.2.2 BEZALZRIT20, [A—AF—F V2l LT,
HlA R % [ G L RnZ &,

15. ZOMDEE
15.2 FEERPREBRICE D 1R
15.2. 1 ZREFEMRER
CHOMINE 2 v 7o Yt (R B RBR, < 7 ARG 3L 2 )
W2 BRI L 0N 7 R & o 7 /MBS R T R

PeATiED & N7
16. EMENRE

16. 1 IMARE

A b RAT AT AN ARELGE D B RV IR AT B
WA A 260 mg/kg (L [ 3 A, TH3ME, 3E ) XX
90 mg/kg (FRHIIEA, 1H2ME, 2:4[H) oM TIARHIR
WIEA L7z & EOMBEPARA AV A v PIEEZ, TEAKT
12 #9600 umol/LD R i EE & /R Ly £ D 1%AI3NE [ 0 -
WA CIAE X DR L, AEHR ST & 2 FERMEINIERED
SN2 G T—4)0

16.3 9%
16.3.1 AR
SEHIRIE IS BT 2 P39 557 £ H1130.3~06 L/ kgD i pH <
Ho 1Y G —5),



16.3.2 MIFZFAFEEE

in vitroiRBRCIZ, MAEPAR A A )V Ay MEE1~1000 gmol/L
TU~17%DMAEEE L RHET 2 T —5).

16.3.3 BEBEROBIT

B RVE A A I T (5 (R H] 256~213 mg/kgd H
HCHIRNEAREORRERE T ORA AV A v MR,
13 1Z50~250 umol/L T O i i (3 I 4E v 3 )i 10~
70%IAHY L7=Y (Gsks— %),

16.5 Hkittt

ARFH % B R AL S0P AS A A T AR S SO IR N A L7z &
EoNMEEZ YT I v A QERRER) 1313044 (n=12) KO
178+48 mL/% (n=10) T, #MfEEALZE SOMmEEZ ) 7
5 v A EERRER) 13152459 (n=12) }% 1°214+25 mL/% (n=5)
THo7zo

BB RE S IE W 20 B OB IRINIC AR A 2 B EA L 72 & &,
AT #1285 B U I H% 51 079~92% 03 R Lk & L
TRACHEE S L, RAPEEIET — & £ 0 B2 S O PRI
AR ERAR IR & SR M 0 B 5-25RIE S vz, gD
LORAANAY bOZ )T TR, BEOZ LT F=
YIVT I YAKBILTWzO T, BEOERKE (71
TF=r YT I YA) R UT, SRR
BT ENBETH B (T —%). (7.2 ZH]

16.6 HENEREFT2EH

16.6.1 BREEEEEE
KA % BRUERIEASIEFETRES (n=6) OFFIRMNIZIH
B IEABOMAE TR A BV A NIRRT,
04503215 (a #l). 3313 (BH) THoszo I
R A AV Ay ORI, B REE o HAE R
LCTEL ALY, 4o s LTF=r 2 )T 5 v Al
44~90 mL/% DA BT 2 L Id 2~ 8RRl & s &
nTwa?Y GEsT—2%).

16.6.2 EYMRTE L EHEET L OBE
AHCTHIARE 2 Z T TV LB T =5 DN 25, &
AAN ARy MRS 2 B E (MEEFRAA LAy b
IR A TR &G TIRRIC BT 2 B EE (i
BIZLT7F=V) KT EOBEEIRESN TV,

16.7 EMHEER
IRTVYROA V7O DIk by B)aEss
WA EAEH O REIZ A 2 W 2 LSRG S hTwna ™Y,

17. BRERER &

171 FHMERVOREMICEET 555

(BREEERLERBBEICHE TR YA M XHOIAILR
ME%)

17.1.1 BNELIHEA — 7> =Bk
BRI SIEGERE Y (GRS e i B
Bl& &) ICBFLHA4 b AF a4 AHEESEF106]
Wy MG E L CIHAREL kgdh 72D R A AV A v b
180 mg % 1 H 2~ 30112 437 vF "C 438 ) s i i U 720 5 <
LEM ZHEFREEE Ly IHIMAREL kgh 72 ) R A B v
A b90~120 mgZ MiEEHE L7z WIS T IR
FRIR (9F) 1TAERD (KPR [A%] Uk T
HH. ZoHb [FEWYH] WK T OBPHT6%
VL) Z6HRTH o720 F /2. MERRRLI CIX4IR 4R
(3B1) \ZHERITH o7z MEBBEINIRAT L72261T,
W TR A SN 572
HEGG
1061761 (70.0%) 12280 DA EHLA B L, 9 b,
KA E ORFBRDTEE SN ho A ERE FEIER)
1561 (50.0%) IZ15MRS Sz, FONFUZ. TF T 4
¥y —vavy s, HEARE Eo LR, UKL
O, ST 5aRY, WEEEHIRIE, W0, POmEREGR A, AR

MEREGR A ACHTET ¥ F =3 2, KDV ¥ 7 A IE,
K~ 27 %y AE, KA Y 7 AMLE, &Y VIAE, B
RELUME (100%) THo7zo
17.1.2 @S E1 - THEHE

B 1AH, B IAHRERD 5 HATRIVERFHN %2 17 5 724 B 1IC B
W, RRVERIEASIE I ISFAE L7204 b 2 A
07 AV AMABESEICHR LC. WliE#E L L CIHAREL kg
HzYFAH NV Ay 180 mgE1H2~3[EIZ 451 Tld~
21 H BT EE U 7zo fe < 128 B DL & fERRia & L.
1H1EMAE]L kgd 720 R A AV 4 v F60~120 mg % 151
B L 720 BRDEE. IR - 87% (82/94%1). #E
Feeikil - 89% (40/4561) TdH - 72

17.3 ZOft
17.3.1 KD HRICL I BEZOERE

(1) 2 it 2% 2 5] B DR 3R B8 12 35 W T ARKI 90 [l P 5 1 1S
0.75 LK N Z D% ARH % it s 2 HICH b T
05~0.75 L/l oA AR % MiHEHE Lz L 2 A,
RBEEDSERT X 722 EAE S Tw 5,

(2) ARANPGW KGR EATD R o I2EME L O
ARY T4 7, 15~25 L/ 0 ORGSR 2 AT o 729
Bl T7a ARy 74 TICHELET A, B TIEE
B (F5RiMEIC L C25% M Lomi s Ly F= v
L&) H66%ICFEB L 7-0I1Zx L. %E TIHI3%E 4
B L TGRSR L D RAN & 5 B RE
ERME I TRITE S I LAVREE NI,

18. FERhEIH
18.1 fERAF
RAHNVAY FF FY YA, DNAKY A5 —¥OE¥nry
YRR ATRAIC MR LT, DNAKRY X 5 — itz
HLOD 4 P AATEI A VAR FALRAY A VA6
DG = T 5

18.2 IV 1 IV X {ER
RAANRY FF MY T AE A PAFET AV ADK
Tl BERE Din vitro T O¥ESH % 300~400 umol/LCoea 2 ¥
L7zo F720 invitroT b ANNVRZA T 4 )V ZA6123F 5 51Cs,
1249+2 umol/LTdh - 720 invivoll BWTCHEA AN % v b F
FU T AETFA M AT Y AN RAEGREY T ZADFETHZ K
R eI,

18.3 M4
AR A4 AT AT A NVAZRAANVAY b F YT A
TINE LTRSS 2T 5 2 L2 X D, 74 VADNAKRY R
T —VBIET DOERERICIED SR ANV A Y MipES A
MAFTOT A VAR GEEEI N TS, L7255 T, KRR
ANE Y bF P T AT BERRIGERRD SN
FlE, SRR RO MBS 20D H 5 O T, BRS
BERRD R A AV Ry M F U LIS B IR R ER E AT
T ENET Ly,
B, A M AT T YA AR ERIE L7 BRI
NGB BE Th SNLHEAREOMFHIB VT, T2
ANA Y bF MY T AT DRI SEE S N o7
LOWEN DD, T2 Wy NiEY 4 M2 A a
TA VAR RAH VA Y M F ) 2w LRz
RLEDOHEY HY) . CNETTORETIIRA ANV S v
b b Uy ahe b CHEANRYE R O e R E Tz v
ZEDPIRENT VS,

19. xR CRE T S IB{EERVAR
—HREVRFR R A ANV Ay B MY A K
(Foscarnet Sodium Hydrate) (JAN)

{£ % % : Trisodium phosphonoformate hexahydrate
4 F =X CNa,O.P - 6H,0
4 F = :300.04



1 WiAAH VR Y M F Yy AKAIE, PR
kOB ETH 5,
KIZRRETR T, 25— (95) 1D
THITIZL, VIF VI —FVIZIFEALE
722w,

O
I
NaO—P—CO:Na - 6 H.O
\
ONa

20. MV EDER
20.1 SCLLF TIIMMANIINTHZ EWHHOT, TDXH
AYEA RS CIIRT B 2 Lo

22. A%
250 mL (1754 7 V)

23. EEXHK

1) Taburet, A.M., et al. : Antimicrob. Agents Chemother.,
1992, 36(9)1821-1824

2)Castelli, F., et al. : Eur. J. Clin. Pharmacol,, 1997, 52, 397-401

3)Sjovall, J., et al. : Clin. Pharmacol. Ther., 1988, 44(1)65-73

4)Raffi, F., et al. : Antimicrob. Agents Chemother., 1993, 37
(9)1777-1780

5)Sjovall, J., et al. : Antimicrob. Agents Chemother., 1989, 37
(9)1023-1031

6) Aweeka, F.T., et al. : J. Acquir. Immune Defic. Syndr.
Hum. Retrovirol., 1999, 20(4) 350-357

7) Aweeka, F.T., et al. : Antimicrob. Agents Chemother.,
1992, 36(8)1773-1778

8) Aweeka, F.T. et al. : Clin. Pharmacol. Ther., 1995, 57 (4)
403-412

Q) ARAS AT Al - AL O, 2002, 18(10)77-90

10) Derse, D., et al. : J. Biol. Chem., 1982, 257 (17) 10251-10260

11) Wahren, B, et al. : Intervirology, 1980, 14, 7-15

12)Kern, ER,, et al. : Antimicrob. Agents Chemother., 1978,
14(6)817-823

13) Akesson-Johansson A., et al. : Antimicrob. Agents
Chemother., 1990, 34 (12)2417-2419

14)Drew, W.L. et al. : Abstract Th. B. 306 Presented at the
XI International Congress on AIDS, 1996, Vancouver,
Canada July 7-12

24. XERFEKERUBEWEDESE
7)) =V S AR —k vy —
T103-0027 HHABHYLIX H AAE1-16-3
TEL 0120-192-109 (71 =% 4 7))

26. HERTREF
26. 1 BEERFET
7 =Y = U HAAT
SHOSCAR X AHE1-16-3

www.clinigen.co.jp

CLINIGEN

SR
JUZJ RS
RRBPREEAAE1-16-3

FCVv221101



% 2023F 8 AKET (58 3 )
*20224F 1 AET (% 2 ) B EEmROEES
87625
Ak : SERAE YA M AAOYA IV RIEZEES EGRES | 23000ANX00455000
BYEAR - 34 BR7ERAIE | 2018% 5 H
LFILEE)VEE
W
~ ®
Y D
TFLINAIK 52240mg
e ‘:;
MHEERR | ER—EAS 0SS o MSD
g siugige PREVYMIS® Tablets 240mg
= 0 BEDHBEET HBECHT HER

@S MR ERE DRLEER C+oRAH - £5RZ
FOEMDS ET. KEIDRSHEY) & HIETS 1SS D
HIRETET L,

2. 25 (ROEEICIFERSULEWVWTE)

2.1 RO 23t UBBEEOBEERED & 2 B

22 MOEHK| ZHEHOBE  ¥YEY R, TLI¥Y I BEA
B - ®KH T4 - AV TUELTVFEY VY, D
EROIILIY IV, AFLINLIARNY Y, TR
kYUY [10.1 BHE]

3. #8R% - MK
3.1 #8m
HR7e4 TLINA I A%E240mg
BIRST LFILEEIL
IEtho & 240mg
WRELO—A, ZoAALAa—RZF kY
YA, RERY, BEEKTAB. ATT7Y
Al VBT RT YA, e Fuxu—R, BLF
y . AR, NI TREF Y. BEaED
Bib#k, AL F7 Ty
3.2 EFIDMHIK
R7E% TN I A%5E240mg
AIE - (iR AR - 74 VAdI—F 1 ¥ 78 - Hifa
Ef% . 16.5mm
5E1% : 8.5mm
CASIA i
JE& :5.2mm
He #618mg
A — R €501

4. HREX FFHER
EfESMEFBIRBERECSTDY A M XAOD AL ARRE
DFEEHNH

6. BENUHE
. RAIKIE LT ILVEE L E LT480meg# 1 HERO#S
b, YZURR) VEMRABET HHEICIELTILEEILEL
T240mg# 1 H1ERO#E T .

7. FERUBAZCEEYT %E2

7.1 SR LSRN ERORIMF IV B THERT A2 ENTE 5,
*x7.2 EEEMBARBEOBEYH» S BE%Z28HEF T2 R
ELTHREZHGT A &, HEHBIEZ. BEOY A N AH
O AV ABIEDFHIE) A7 2 EB LN 5. BiEg200
HEETx2HRET A &,

HA M RAFTATAILAMEIZT A b X HF T A )L A EGE
PHERSNZHEIZ. KFloRS5Z2hIEL, ¥4 b X A0
T AN AR T BIRES, BUAaREETH> &, [17.1.1.
17.1.2 2]

1=

9.3 frgseEEERE
9.3.1 EE (Child-Pugh/#8C) DRTHXEEEZEDH 2 EE
LTLVEELOMBHBEN LRTE2EENNDH S,
[16.6.2 2]

9.4 &£iEREZH T 2E
EARATRE R MR ISt LTl ARSI RIC B & 2 KX g n]
BN H D L2 TDICHE L, REIRS I ORI 5#%
TH—EHRIGEY) 2T 275 58T AL, [9.5 2
i)

9.5 itim
R SIIIFIR L T WA AR D H Bk, AFRIREDE
A fERE % B EHE SN B 5EICOARE5TH T &,
ERFICAR 25T 20 RRABSHOBEPIEIR L7235
Bld. ARG IC X2 HEHFEEENECHHREIH L &
IZ2o0VWT, BEICHFHHET S L.
RS v MRS FOREERIICHRS Lz & &, HKRE
Te (Y7 uARY VHATTO240mgRO%E) OZzhZ
N8B RU2.8FoREYH ML NI HBTERAIE. KR
REOBLEPRD SNz TIRT v MCERD S WK F
TEE LRBTI. BRBEERO3.7HE TR - RIESEEIE
RBOLNED» -7, [9.4 2]

9.6 EELIF
R EOAEREROCBARBEOEREZZEB L. BAOMS
gk 2 MEtT A2 L. EBEER (5 v ) THAIBTY
FBHLNTWABY,

9.7 I\RE
INREER E U BRRRBRIEFER L T L0,

10. 1BE{EA

LT LVECLVRER T A VEXERYRTF FIBL/3
(OATP1B1/3). P-#&H (P-gp) RUUDP-ZLzua ) v )L
NS5 AT 25—¥1A1/3 (UGT1A1/3) ORETH 5, LT
VEEILIZCYP3AD KRR 2 BHEIEH. SO ICFIBMIEE
H (BCRP) RUOATPIBl/30MEEEREZET 5. £/, L
FILEEIIZCYP2COK U'CYP2C 19D #H:E/EF % 4 9 % A] g
HhdH s, [16.7.1 2]
10.1 HAZEZ HBLBWI L)

Bk ERAAER - BT T - fEkRA T

EEY R (F —|fHICLD, EEVRO|LTLEELOHA
7v7) MmMAHRREHN LR L. ICKD. CYP3AN
[2.2 2] QTEERFLEEAR HES WL EFHIE
fRe5l &I IBEND N2,

BH%Bo

INIYIVEAHAICED. SheEAILTLEELOHA
el - Mok A 7 |7 haA RomEhiE ick D, CYP3AN
Ay - A4VTu|EFPLREL. £ATEEZ HESNS EFHlS
L7 FEY VEIERIIBZEAND NS,
(ZV7IVEE|S
$E)

v R )iLId¥
N
XFINIT)INITAX b
Uy (SLEy v
M)

INLIRXA MYV
[2.2 2]




10.2 HEEE WHRAICEETSRIL)

HHB%E EARREIR - $EE AR W - fElRR+
CYP3ADOEH FHICED, ThoDFE LT LECLOHE
TZz =) FHlomEERRES ERT LD, CYP3AN
F=Iv DBENNH B, [HESN S & FHlS
IVVTLE N5,
[16.7.2 2]
Ayarv—i |HHEICED. KY) I F|LTFILEEILOHH
[16.7.2 28] V=L omEEHRENME 2L D, CYP2COK
K95, U'CYP2C19°5EH
BEREIE, RVaFVy—|ShsEE2 605,
VDIRERN R % HEE S &
HBENDDAHI0. B
BEOWREE+DICBET
ST LENHERINS,
CYP2COX B|MHAICED. ChonE| L FILEELOHA
CYP2CI90EY |FlomEHhiEE»ETTIckb, CYP2CIX
Tx=b Y |BBEADH S, IZCYP2C19h'5h
TIILT 7Y VE T b Y EDOHAE SN ETFHIS NS,

X, M 7z=r1 Vi
ErBIcE= Y Y VY
THIE,

TILT 7Y v EDHE
3. INRZSHEICE=S
V7T BRTE,

V77T Y

FHICED, LTLEYE

V77 YR

[16.7.2 1] VO MEEFEESERS HICED ., P-gpk
%, UGTI1A1/375HE X
Flo, V77 oI ENEEEZILND,
DR T H I B
BEL7LVFILELELOIL
HHEEASS S5 IETT
50T, V77 ¥y
DMK TR, LTIV
EELOBEMEAETTT
HAREMD D %,

7 MUNZRZF 2 (HEICED. 7 RULNZ| LT ILEEILOHH

[16.7.2 2] ZFromEREENSEICE Y. CYP3A.
A9 5, OATPI1B1/3% U
BEREIE. 7 MU RY |EOBCRPAHE &
FrOEMER (24815,

F—F) ICERLTEE
DIRIEZ T ICBET B
Z&,

11. 8WER

WROEWERDSH 5bNBENHHDT. BEL2TTITITWV,
BEATD 5N SICIEY S ABEITS 2 &,

11.2 ZDtDEIEA

5% E 19% 2L _E5% K i 19K
B B A MR
BRI E B BAE

14. BRALOIFE

14.1 BERIZMEOER

1411 PTPY— O F FEL. IRABERICPTPY — b2 5 HL
DT EHEET S &

14.1.2 PTPABOFEFIZPTPY — F 26O H L TIRAET % &
H¥5ET ST &, PTPY— FOMEKICE D, LS AL
PEEREARA L, HICIZRIL 2B LU THERIR %%
DEELAEMERZHRT LI ENDH 5.

15. ZDHDFE

15.2 FEEREREBRICE D < B3R
R (S b)) ZBWT. BRBZEED3HBU EOBRE
BTRESE (BHEOEE. BHROEBME. BToEsHE
BT, BEETHREROEM. ZRENOHES) PR S
Nice Iy MEEBHEICNT2ESHETOBRERIL. BE
BEBLRAEETH . HEYTARVCYILTIR, BWIcH
irREHE [HBRBEEE (Y 7u0xR) VHHRTO
240mgfEOH%E) OFNFN5.7HKRUB.5ME] £ THEAD
HEITDONEP->T, BIARBETIEIL T ILELEILICE
HULKEEBLEZ TR 2 RIIERO S NZD» -7,

16. &Y
16.1 MOEE
16.1.1 fZERREA

HAR AR A LIS LT L E EIL240mgh) K 1'480mg % Z21E
BBERZEOHRSES LD, LT LVEEILOENBESS XA —5 %
KUK LTILEENE, $5%2.25~3.008H CTREMEEH
BEICEREL, 20/, ZHEOHEEKERLZ, LTILEELD
AUCowld. FEk%Z EE2 ER%2RUE,

=]
BE
R

£ LFLECL R EEEBEERORS L BEOSME#E S A —5
Cmax AUCO—O@ TmaxT t1/2

AR | IR (ng/mL) | (ng - hr/mL) (hr) (hr)

\ 10,800 61,800 2.25 9.96

}5) £ 9

240mg™ ) 6 | (26.6) 43.1) | (1.00-3.00) | (23.5)
asome | 6 19,600 180,000 3.00 9.66
& (30.0) (35.1) | (3.00-5.00) | (37.2)

SUNRYFY PHHICKD. NS5OV T LEEILOHA MMy GRASEEICE DS BERE (%])
BlomiErEEs ERIIc& . CYP3A, T HgeE ()
BBENNDH B, OATP1B1/3% U F7-. BAAMBERALE L7 ILE EL480me % KRR 5
PHARHE, S NS OFA] EOBCRPAIHE = LR AUCo s e o DA 155 < FRURHLR . =
ORIEA (I AN F—hbEFHIENS, HEN0.97R0.94TH > 7=0
OANZAYF > |F) IKERLTREOR|ILFLEE LA 16.1.2 EfEEMEEIESE
TUNZAYF>  |EEFDICBET S Ik, OATPIB1/3 S MR B E 35001 (55, HA ARSI
P R OB % DBCRPA BE234) roBonmiEhL FLECLVBET - ZHWT.
FHE XN 2 & Tl %%%ﬁq%ﬁ?*ﬁ%%ﬁﬁ U7zo HA RIS Ml R fe il R
— S — < =) 7)) ) mgT< e CERD T )
TINAE T L7 LEE LM Ewwﬁﬁﬁ%ubﬁéﬁmmméﬁﬂﬁﬁ}%M@E@%ﬁ
EYNREF > I2&D. OATPIBL/3 He (001350) TESNEBBEROMETIZ. — & LA
MHEESNS & TH RENTHD ., BREFEICBT2BBRIC, BERIOEVIZE
=hb, BENEH ST,
FuAR) Y (RREED, LIAEL LT L O %2 EAARMDEMSAMEMRESEIC L7 LE L E480mg, KU s T
[16.7.2 &) VROY7aARY 2 DIc & D, CYP3AZ 2R VA GEHRET HBAIE L FLEC LA 240me T 1 H 1 AR
MAREY LRI 5. |HEEN S, B U720 513 5 AUCo 24m0
LTIVEEIL EDBHEE| > 70 AR v OfFH AUGCo-24n" (ng + hr/mL)
KOHIERRICIZ, 7 alickbd, OATPIB1/3 B ; A 1T O <
2K > OMAPEE L HHES NS, R EURES BHEH (%)
%u%:yuygéé% 480mgiE %5 13 42,390 32.0
Zua AR D B YraZARY P
figacl, 240mgfE 5 7 66,450 19.5
) LA HEIZED, INS5OFE LT LEEILDOHE THAANREE MSMaBEEEomEHL FILECVBETFT -y 2RV
TayY LR BlombEEs» EFRIIcED . CYP3AN LB RERAT A 515 5 1 72 AUCO.2an DA RHETE(H
1672 B8]  |5. BHESNS. 16.2 TR
LTIVE L & O RHREIEM IR 5 . A A STRERAIL. L7 LEELE
ROHIERICE, N5 240mg®) 7 5480mg DM TG LLBED, L7 ILE KL ORI
DOEEHF| D I FH R & 5H 5 NAATRATEY T 41, H94%EES NIz, £72. HEAZS
ICE=%Y T L, Ih CREEEMBREASEESIC. LTFILELEIL480mgE 1 H1EHS L
5DFERIOHE % HRETT 72BED. LFILEEILDMERIINA T T RAZEY 7 113, §935%E
52 &, HES N,




16.2.1 Y 70ORKRY DL
HAANZ GRS MHMBEESC, LT LELELEY T
AR VEHEAKREG LZE. LTILVEEILOIMETEES EF L
Too BEMEMBEMT»S. Y7 AKRY VY ELTFILELEIL
240mg#Z 1 H1EIFRAEES LZBEO. LT IVEECILOMNEINA F
TRAZTEY T 1 1E, 85N EHEES NIz,
16.2.2 BEDOFE
AENERRAZHEIC, SR - B ) —BEIRBICLTILE
EIL480mg & HEfE 5 U 7o B8, ZZERR G s kLT, LT
LEEILDCraxdd#30% EF L7z DD, AUCIEEDLS o7z,
16.3
RHEFEME BT 5. BAAZ GO RS NS MsEEE L
FTILVEELZERNES LIZBO. LT LEELOEFHIREBICB TS
DEBOFEIF. 45.5LEHEE SNz,
In vitror—#% & 0. ULFLEE LI, b MIEEAICH L. @0
H%RLUE (98.7%). LFILEE L DM & Mg (ind, /i
#) 130.56TH Y. METL-BERE (0.1~10mg/L) TEbLSL %
Mol
JEER DRSS LFILEE IR, LE. BHEROTEOES
AN TR Ly ISR 16 LTz

16.4 X34
SHEINRRBEAIC, TNUVETE#R L LT VEE L 2R O#E LT

B, ML 7 OLE CVBTEIE O KT IERELETH D (96.6%)

FERBWMIRE S ar o7z, LTFLELIIE, UGTIAL/1A3%
ALz raryBiagickn, —#Ek L.

16.5 Bttt
RHEMSE BT 2 5. BAANZ GRS s MasEEEcL
FLEELZBIRNBES LB, LT LVEELOEFRREICET S
V75 AR, 484L/hre S NIz F72. 77U 7 T 2 ZADOMEER
EEIZ, 24.6%EHEES N,
FHE RIS, IRNVETE#R LV T LVEE L ZRO#E L
BR. SBHETRED93.3% I SIS N ze LT ILEREIVIEEEICEK
Zlefa e LTERICHRtts h, D8 (6%) 37 YLV u v Bfads
kLTt S Nz, £720 LFLEELOBHEZ, DTHATH-
7= Q%K) o

16.6 BENEREZEIT2EE

16.6.1 BHEEEEESE
SHE B REREERZIC, LT ILEY L2 HIESHERERO®RS
L7-BE. BREEEES (HEELARAEERA90mL/min/1.73m?
PE) EHEBELT, LTFILVEELDAUCou4nld. FEE (HEESR
ER{RTEEE A 30~59mL/min/1.73m?2) BHEEREE TIX 1.9
ROEE (HEEARERMEEARE30mL/min/1.73m2A1) BiEE
EEETIINLMEE > 7,

16.6.2 FTHEEEEEE
NENFFHREEEL I, L7 LVEELZ]1HESHBRER RS
L7-BE, S EEEZEEHKRLT, LTFLEEILDAUC-24nrlE
Child-Pugh##Hic£D < % (Child-Pugh B) AFHREREEH
T3 1665 % U'Child-Pugh S #Ic#5 < #E (Child-Pugh C)
FFHRERRE & TIIR3.8fEEm D - 72,

16.7 E=YEE1ER

16.7.1 In vitros&

In vitro¥—##»56. LFILEL LI, OATPIB1/3. P-gp.
BCRP. UGTIAIKROUGTIA3OHEE TH 5 ENRBENT,
F/2. LFILVEE L, CYP3ADRRIRIEN 2 RE (R 3 FHE
fEf. CYP2C8D iy HEIER . CYP2B6OFHENEH%2H T
HTENREIN, £y LTILEELIE, BEH b T VAR —
% —Td 5P-gp. BCRP. MHITEEEHI%A >~ (BSEP). Z#lt
HEHEER (MRP2), B 7=4> 5 AKR—%— (OAT3)
FROFFEDIAA N T > AR—% —THHOATPIBL/3DHEEH
ETHIENRBES NI,

16.7.2 BRREYIMEE(EFRHER
IEREMHEERRBE» BN, LTILECILOENFHREIC
KT HHAEOEER OHAEOEMBRICRIFT LT ILEL L
DEEBIIDWTZENENRIRUEMNIRT . [10.2 BE]

£3 LTIVECLOEYERRICRITT HHEOR

L7 ILE UL EhHE
; LFILE 8T X —% DA
prrgme | PEROI ) o i | (BERIRESRGERRS)
BEHE G (90% (R HEIXTH)
AUC Cmax
T
400mg | 480meg 111 1.06

TNaAFV = Hi[n| HE | 14
PO PO
200mg | 480mg
A4 7arv—-| QD QD 14
PO PO
WA any 7 7
600mg | 480mg

Hi[m] H[E | 16
PO PO
600mg | 480mg

Hi[n] HBim | 16
I\Y% PO
600mg | 480mg
QD QD 14
V77 Ty POT PO

(1.01, 1.23) | (0.93, 1.21)

1.33 1.21
(1.17, 1.51) | (1.05, 1.39)

2.03 1.59
(1.84, 2.26) | (1.46, 1.74)

1.58 1.37
(1.38, 1.81) | (1.16, 1.61)

0.81 1.01
(0.67,0.98) | (0.79, 1.28)

480mg
s~ QD 14
PO

0.15 0.27
(0.13,0.17) | (0.22,0.31)

RSB S

200mg | 240mg

YU ARY V8 B[] QD 12 2.11 1.48

(1.97, 2.26) | (1.33, 1.65)

PO PO
Ia72)—LE i}% ‘%)glg " 118 111
ET2FN o o0 (1.04,1.32) | (0.92, 1.34)
5mg | 80mg
1.02 0.92
ray LA BE | BID | 14
o | pom (0.97, 1.07) | (0.84, 1.00)
NEANDT—4

QD : 1H1[E#%5, BID : 1H2[E# S, PO : FO#%5. AUC : BEE5D
BEIZAUC= 1HIEESDHEIZAUC24an 1H2EEEG DAL
AUCo-12nr
THRESH24BEOMITEFEE (Coanr) OMEMAFHH (0%FEXME) 1&.

0.14 (0.11,0.19) TH>7.

V77 Y UBRKIRS ) 5 24RMBRKRO ) 7 7 YT UL TILEY
WICRIETHEZRT . Couan®EMFHE (90%FHEXM) . 0.09
(0.06, 0.12) TH -7

SHAANDT—%

F4 PIHEOEMBREICKIZTLFLELILOEE

15355 30F 27E0)-3
0 FE e LFILE INT X —% DA F
B DD Lok | (DR FRGER)
| G (90% S HEX )
AUC Conax
CYP3ARH
gg 2ggg 6 1.47 1.05
el .64 (1.37, 1.58) | (0.94, 1.17)
REAAIN
2mg 240mg 22 1.72
wE | QD | 16 25 7
PO | po® (2.04,2.48) 7| (1.55,1.92)
P-gpEE
0.5mg | 240mg
e 0.88 0.75
TIE TE 122 (080,096) 1| (0:63,089)
patezihiE s
50mg | 240mg
. . 1.66 1.08
Y7BAERY Y %E gg 141 (151, 1.82) | (0.97, 1.19)
337 m}g@ 4%31?5 u 1.08 0.96
£7FN vl B (0.97, 1.20) | (0.82, 1.12)
5mg | 480mg
2.42 157
y7aY LA fg‘ QD113 (204, 288) | (132, 1.86)
2mg | 480mg
. 3.40 2.76
Yy LR %o@ QD 1131 301, 385) | (2.48.3.06)




BSOS B RE
e |LFLE INT A =5 ORI

pergse |\THEO ) o i | (DFRIRESEGRRIRY)
BGIER| (90%{EHEX )

AUC Chmax

MEREENR R A LA

400mg | 480mg 1.02 0.82

Truv)l Hid| QD 13 ; )
o | o (0.87, 1.20) | (0.71, 0.93)

400mg | 480mg
Thary— Him] HE o | 14
PO PO
200mg | 480mg
A r7a3rvy—-L| QD QD 14
PO PO
300mg | 480mg
RKyary—n Bi[a] QD 13
PO PO
200mg | 480mg
Ryary—n BID QD 12

1.03 0.95
(0.99, 1.08) | (0.92,0.99)

0.76 0.84
(0.71, 0.81) | (0.76, 0.92)

0.98 1.11
(0.82, 1.17) | (0.95, 1.29)

0.56 0.61
(0.51,0.62) | (0.53,0.71)

PO PO
HMG-CoAB BRI EHAI
20mg | 480mg
. 3.29 2.17
7 MUNREF | B[E QD 14
PO PO (2.84,3.82) | (1.76, 2.67)
FECTBEAE SR
0.03mg
EE 2 1.42 0.89
TFo LIRS %IOE 480mg (1.32,1.52) | (0.83, 0.96)
DA/ LR 5mg| P
SR 9N I (N PO R I 0.95
Hifm| (1.30, 1.43) | (0.86, 1.04)
PO
NEANDT—%

QD : 1H1[E#E5, BID : 1H2[E#E., 1V : #IkAHS. PO : &EO#KE.
EE: ZFZNVITALTVF =)L, LNG: LA/ LFZ LI, AUC : B[
BEDEHAIZAUC- 1H1EEEGDHEIZAUC 2400y 1 H2[ME G DI5A
1ZAUCo-12nr

T AUCo1astD

) AFROME - AR, LFILEEILE LTIHE480mg 2 EO# ST
BB BB, YU/UARY VERAKET HEICE, 1H1E240mg
ZREOHRETH 2.

17. BRERRLAR
17.1 BHERURLE(CET B
17.1.1 SMEERHEEER (0015358
HANZ & T CMVHLEREO A RS Mt a8 s (B
LS NIBESTON. 55 HAANRE3OH) 2xqic. CMVE
FEDFEEMFRNR K ORLEEMAT S E2HE LT, 7

L7z, BiEHP? 5 BME%28H £ TOMMICL 7 IILEEL480mg
(¥ Z7a 2R CHREEIZL T ILELEIL240mg) XiE 75 RO#
SaEL. LHLE. BOMSERNHZSICT, BiEk14HE (1
100H) FTHE L. EHEFMIEE TH 5 BMHE%24ELINICE
REGICERD & 5 CMVBRHED 2380 5 Wiz E O& &3, L
TLECNLEHE ST L RBEOLBICH LT, MEHENICER L2
PRRH 5N,
1) BERIICERD B 5 CMVES 1 CMVILAED MR K OHE
DEFRREBICE S < HICMVEIC & 2 EHIARO M. X3
KRB ITB T 5 CMVIEBYIE D FIE

£1 FMAHERIERRE (0013#8%) [CB126%1% (FAS)

L7 ILE Y IVEE 75+ KRBt
(3254) (170f)
oAt 243 LI ICH RIS R D 3 5 37.5% 60.6%
CMVEEE RS b N ilE oFl& T | (122/32561) (103/170f1)
TSR E DR -23.5 B
[95.02% (B #EX ] [-32.6, -14.5]
PfE ¥ <0.0001 -

TR HE% 2438 DU O VA ER 1B U HER 248 B s 0 B 2 7 — & D Rl
BNIARINBF & L7z

TRERIZD95.02%FHX B R OPHEIGCMVEGRY 27 (&Y A7 /&) A
27) %J@& L7-Mantel-Haenszel¥:1C & D B (5 EKEF#]0.0249)

BHEE2GAEETIC, LT ILEELORE R %2373+ 634
(16.9%) ICEFRMRO 5Nz EREEAIZ. BD (7.2%).
T (2.4%). IEH: (1.9%) TH-o7z. [7.2 BH]
#*%17.1.2 FMEEEFHRKER (0405K58)

A% 14 (FW100H) LIS CMVIEBES R OREE) 27 2 F9
% CMVHLRRG M O B RIS MR AR A T2 (BiERbsh
7 EE2200. > BbHEARAEELI6H) ZRRIC, LFLELELO
TS %2HME% 148 (FWI00H) » 5#BE%28E (£1200H)

WKEELZBOAMERUOREE2HHTHE2EMNE LT,
77w AR BRI EE R TR R LG (040iER) % £
L7z BHEBKNIOOHETLTFILEENICK S THiREEZ5%ET L
7BEEREERBICEHOMT. LTLELENL480mE (Y7 T AR
CHERBEHE L TILEEL240mg) Xix 7T AR%Z, 1HIE. O
XIFEIRAB S 2T BiE%28E (f9200H) FTE L. £
ZEHEEE Th %148 (F9100H) » 5288 (#200H)
F CIEERIICERD & 5 CMVIBYLED 23380 6 N7 i O &l
HlE. VLTILVEELBE ST ERABOREBICB VT, MaH#mIc
BRLREFRO NIz,

E1) BRMICERD B HCMVIESE : CMVIMAEDRERE R OB
DEERRBICED K FICMVEIC X 2 EHNEROBMIE. XX
ERBEIT BT B CMVIERYYEE D FEHE

Bil% 148 (f9100H) DIES CMVEER R OBEYYE) A7
RETHBRELLT, WOEEZ DD Lz LE & E
iz o g K+ —T3>DHLAMEE TR (HLA-A. HLA-B
YIZHLA-DR) 04 7% < b 1201 EfRM EOR—HHH
%, HLA¥EH K+ —, Mg K F—T4DOHLARE T
(HLA-A. HLA-B. HLA-CKXUHLA-DRB1) 04 %< &b
1D 1R EOAR—8H H 5. B MBHE. ex vivo THl
fabr M, fik MRRERGRZE a7 SER, TLAY
A< 7HA. BEHEMTRT6ENANICImg/kg/ AL LD
Lr=vory (XNBFRFEOHEH) oeg#s

F2 HIAHERIERRE (040i5k) 128126 (FAS)

2

—

LTFLEEL (LT[ TR (LTILEE
TULK200H#S) | LRI00H#RS) B
B (14451) (7441)
FENER 1438 7 & 28312 B PR
e <R 2.8% 18.9%
O el (4/144f) (14/74f1)
TR OBME 161 B
[95.02%E X )] [-25.8, -6.4]
Pl 0.0005 =

TR 1485 5 288U OB IEF] THIEEICCMVIILE A 29 5 h iz
WiBRE IR & LTz,

FREZED95.02%E X B R UPHEIZHLAKESE N - — (324 XI3IEi%Y)
%@ & L7-Mantel-HaenszeliEIc K D EH (BRE/KEF#10.0249)

BiE% 148 (JW100H) #5288 ($200H) T2, LFILE
YL D5 %2 ZF 72144010441 (2.8%) ICEITEAD RO 51z,
FREERIZ. D (2.1%). B (1.4%) THholz. [7.2 2
]
17.3 ZDfth
17.3.1 DERICKIFTHE
TQTEET. MEANMEFERA3SH Z RIS, LT ILEELHFQTC
HRICRIZTHEL2 Tt R ROBENEE et Lz, LT
JUE EIL960mg % BEER N 52D Uiz & OQTcPRlE (tBk
HEHIEE DN X ZHTHIE L QTR OR—Z251 D 560D%
LBOTIEREDE [90%FEHEXM] ORAMEIEX. 493 [2.81,
7.05] ms (5% 1ERH) TH-ol.

3) AFIORE - ARIE. LFLECLE LTIHIE480mg %
BOKESTHZ, 2B, 70K V2 FAKRET 258
ICiE. 1A 1E240mg 2 ENHRE5TH .

18. EXNEIE
18.1 {EFER
LT IVEENIET AN ZOERIZAEZCMVODNAY — 3 F—¥#
GREHEET 5. RIEEOLREFROCBTEMEFIER,2S5, LTLE
CILE—BEDT ) AOERICEE L. 71V AN TOERE HE
FTHIENHLPEE ST,
18.2 In vitro1 o A JLA{ER
BRI ERTOCMVOBERDEEMN (7T458) ISHdT 5L T LEE
JVDECsofEDEF120.7 ~6.1nMTdH - 720
18.3 MDA ILR
18.3.1 fHBTIBEESR
CMV®ODNA% — 3 F—F¥D¥ 7212y MICMVEETFDULS1.
UL56 X% UPULSOfHEIKIC T — R&h b, MEEERICTLTILEE
VICEBZEOCMVERKZ FHE Lz, ZOME,. pULSI
(P91S). pUL56 (C25F. S229F. V231A/L. N232Y.
V236A/L/M. E237D. L241P. T244K/R. L254F. L257F/I.
K258E. F261C/L/S. Y321C. C325F/R/W/Y. L328V.
M329T., A365S., N368D. R369G/M/S) & UpUL89
(N320H, D344E) 127 3/ BBHEAS/ZD 5Nze INHOER
A2H T ZBEEFHIEZCMVERKDOECsofBIZEFEME B L T
1.6~9,300f5=E %R L7z,
%% 18.3.2 BRFRELER
NEINZRRE LS TR (02088%) <k, 13110 FEE
MM EE 1260, 12013240mgD L FILELLIZ TS
tARZ1IHIEZ4HMRE L. LTFILELELED D 5 TFHAR &
72 D RS S 7z 1261 2 /51, ULSGEIET D231 ~369f70
7 3 BESZFIICDNAY — 7 T A2 £ L7z, 60mg
BEHIBITLTFLEENMICEBEZE 2RI ER (V236M) %
Hahi,



SEMAHERRILFRER (001358) Tk, LT ILECILED S 5T
REIh & 72 0 A8 5 N 725001 23t R12, ULS6 K% U'UL8ELR
FOITRTHOI— FEEHRODNAY — 7 T AEHZER L7 3
FITLFNECIIRBEZ 2RI 4EEO BRI PULS6IC M
ENTz. 1HITCI25WRURI69TH. D2 T % V236MK
UE237GOB#MAB M S Nz,

HEIHERARREE (0405 Tk, 2580 > 5 AR
SAF R IE LCMVIME A R 6 M 723261 2 xff iz, UL51.
UL56 % DCULSSEMEF DT RT DI — NEEHODNAY — 7 T2 %
R EERB L. LT LVEELVIERZEZRTBRIIFEHS
BT,

18.4 ETMmME

Hr ¥ r7a It 2 R 9 pULI7 IdpULSAMEIRIC B 2 E T %
CMViE, LTIVEENICERZEZR Uz, FAERBEKEBELTHY >
I HEZEE 21K TS € 5pULS6 E237GEBIRZH T
LR CMVBZRRE . L7 LEE LI Uitk 2R 9 B
2 HTHEEBEFHEBIKII. KAV Y NROAT7ae)L
Wt LR ERR L,

19. BMADICEET 2IBERHFR
—fg% : LT ILEEL (Letermovir)
{b%4 : (45)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-

*21,

22.

23.

—_

24.

[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-
dihydroquinazolin-4-yljacetic acid

DFI ¢ CooH2sFaN4O4
SFE 572,55
BaE

/@\ F
H3C CH
3 \O N/\ O/ 3

N CO2H
F

% K BABOWKTHS.

GRS

R A 7 EHEFE 2 RED B EYICERET 2 &,

EES
145

(78 (PTP) x2]

FEXH
HRER: LTLEEILD Ty AITHRBITICET 2Bk (2018434
23H%ZR. CTD2.6.4.6)

NEREEREROBNEGE D ERE
MSDHRAH MSDH RS v —HH— bt s —
REETRHEXILBIEL-13-12

ERBIGEDT 7Y — 41 Tl 0120-024-961

26. BISHRTREF
26.1 BHSHRFETT

MS D#A=H

RRBFHAHXNRIL1-13-12

E-TEMP17-00



#% 20234 8 ANET (58 3 1R)
20224 1 HBGET (5 2 1R) BAEEEEOEES
87625
Ak : ST YA S XAOTA I EREER EERBS | 23000AMN00456000
B - 3% BR5EEAME | 20184 5 A
LT ILEEIEGHR
» - ® P
TFIULINAIK =5 B4,£240mg
B e
WHEERER | FR—EME 0N G ® i MSD
DT AT e PREVYMIS® Intravenous Infusion 240mg
1. s BEREOE(MEZ5ZRITBZENLIH S0, EHMICE

@S MR ERE DRLEER C+oRAH - £5RZ
FOEMDS ET. KEIDRSHEY) & HIETS 1SS D
HIRETET L,

2. 25 (ROEEICIFERSULEWVWTE)

2.1 RO 23t UBBEEOBEERED & 2 B

22 MOEHK| ZHEHOBE  ¥YEY R, TLI¥Y I BEA
B - ®KH T4 - AV TUELTVFEY VY, D
EROIILIY IV, AFLINLIARNY Y, TR
kYUY [10.1 BHE]

3. #8R% - MK
3.1 #8m
fR7E 4 TUINA I AC IR ENE240mg
BIRST LFILEEIL
v ;;;qm 240mg/12mL
. tRreFyruoi-g-vr7usrFaAty Yy
Al 1800mg

) ARG EHEESIBEOEEEZERBL T, 1N 7ILHIC
250mg/12.5mLASREFEE LTV 5,

3.2 MEIOMR
[ FLAA 3 APEE#E240mg
pH 7.0~8.0
EBEH W1 EEAERICNT B
BEBHOR
FEIR $ 72, BURHDRO LB E B ORK T %
Bl END S,

4. FHEEX SR
EfEEMEHIRBEESCHIT B YA b XHFOD AL RRRE
DFEREHDH

6. BiENUEE
B, AL FLEELE LT480me# 1 H 1E. K605
P CEREBET 5. 702 Y EMARET AEAICE
LFLEELE LT240mg# 1 H1E. 605413 T S
T 5.

7. BERUHECEET 3R

7.1 SRR SR IER KM T VB THEAT S ENTE
%o 7272 L, BREBICB L TENAORHKR S ORI %
<\ EHFORIAE FaFy Fal--2 707+ R b
U VIIEREREOH HBETER L. BREDE(EZT]
ERIITBENDPH RN S EHAIOREG IR/ NROH
ME L, ROBSARLEE IR, BOREGEZEIRT S &,
[9.2.1 ZH&]

w0k 7.2 FEREEMEHABEOBESH,» SBHEZ28HE L T2 HE

ELTREZMIRT 22 &, REHMIX. BEOY A M X7
O A IVABGSEDRIE) A7 2 BB LN 6. HHEKR200
HHEZTZHZXET S &,
FA PATOTAINAMIEZT A b A AT A )L REGLRE
PR ENZHBA I AFlORG2ZHIEL, ¥4 b A A0
T AN HWEEE, YOS EITS 2 & [17.1.1,
17.1.2 ]

8. EEREARNEE
EHBEICE D SMEE s 26 U CERT 2581, R
Fle ReFyFabil--7uF* A b VOERICEDE

1=

BEEREZEM T 2FBE2 +0ITO 2 &, [15.2.2 2]

0. BEDERZEIHEEICHT IR
9.2 BikpeEERE
9.2.1 hEEVIFEE (JUFPFZYIUFSURA<50mL/min)
DEHEEZEDNH DEE
EHICBEHRERE 2T 2S8R 2 +fTH> 2 &,
WIEle FuFs 7ui-R-v7uFF A M) v OER
IR BHEREDELEZFESRITBINIH 5.
[15.2.2 ]
9.3 FFtkaeE=EEE
9.3.1 EE (Child-Pughs%8C) DRTHEEREEDH D EE
LT VEECLOMBEFBEN ERTE2BENNH S,
[16.6.2 2]

9.4 £IBREEH I 2E
IEARATRE R e IC 0t U Cld. ARSI IRICHERE 2 KT 9 0]
WP H B &2 TDICHA L. AEHRS TR OARIRS K
TH—ERMIGEY) 2T E2TS XOEET S, [9.5 2
i8]

9.5 iHiF

IR SUIIFIR L T WA AEEE D H B tkic i, AFIREDHE
a2 EE S S HMT S B BEICORRET ST &,
HIRPICAR 2 %59 20, KARBSHOBEITRL -5
Bl RAREIC K2 EHFEESESECL2RENH L&
IO\, BEICHRHHAT L &,
EIRT v MR FORERRIICKRE Uiz & &, KRR
BE (480mg#iRNES) OZhZhl IEROL.7EORE
MEEZ2RTHETERSE. BEEREORLENED SN
Too WEIRT v MERD DML E TRE LZHBRTIE,
RBEZEEO2.205% T - lREHEHIERD s har o7z, [94
28]

9.6 EFLIR
BEEOAREROCBIARBEOARE2ZZEB L. ZALOMSE
gkt A2 &, BRER (5 v ) THITBIY
DL NTWBY,

9.7 INR
INEEEER & U BERRBRIE R LT L0,

10. #8B{ER
LFLVEL VAR T = F VEERIRTF FIBL/3
(OATPIB1/3). P-#§&H (P-gp) KRUUDP-ZLrua) ¥ )L
527 x5—Y1A1/3 (UGT1A1/3) OEBETH 5. LT
VEEIIZCYPIAD KRR 2 FHEMER . WO Ic LB EE
H (BCRP) RUOATPIB1/30MHEEHZET 5, /2. L
FILEEIIZCYP2COK U'CYP2C19D FHE/ER %4 9 5 Tl e
WhH5, [16.7.1 2]

10.1 HAZRZ HBLEBEWI L)

AL E BARREIR - 5B A5 WP - falgR+
YEYFR (F—HHIIED. EEYVRDO LT LELEILOHE
59 7) MEFEENLEFLICKD, CYP3AMD
[2.2 2HE] QTEERVDLDEUEARE HESN S & TRl
RZFIERITBZND Nb,

H5o




A E

BEAAER - 1B

W - fElRE T

ILVITY IVIEA
BBiE - KA T x
{4V Fuyr
L7 vFEY »
(77U 7IvEE
73]

DA Nl = i | Ve 4
IV
XFINLITINITA b
Yy (X Ly v
M)

INVITRX MYV
[2.2 ZHE]

BERICED, ThoFEA
TILAhuaA RoImsEhiE
ENLRE L. ZAhES
FIEEIITBENNH
%o

LT ILEC LD/
&, CYP3AN
[HESN S &ETFTHIS
ns.

10.2 HEER (HAICEFRISDIE)

HHB% HRREIR - $EE A W - fElRE 7

CYP3AOEHE |ftHICEYD. ThoDE| L FLELLOHHHE
7z =) (FHlomEERRES ERTICED . CYP3AN
F=Iv BBENNH B, [HESN & FHlE
AN ns,

[16.7.2 1]

RVaFry— |[HAICKD, RV IF[LFLECLOHMA
[16.7.2 2] V=L OMmEEREENME 2L D, CYP2COK
T35, U'CYP2C19A5kE
PERERZ, AU aFV—|&hbEEZL6NS,
IV DIRERN R A I S &
2BENDHLHID. B
HEOWREE+DICBET
LT ENHRINS,
CYP2COX R|HAHICED. ThonIE L FILEELOHA
CYP2CI190EE |FlOMmBEFREMETI(ICLD. CYP2CI9X
T by |BBENDDH S, 1ZCYP2C19A#E
TLTrFY V& (T b, EDOMRE ShS ETFHIENS,

. M7 2= b1 i
EAEEICE= YY) VT
THIE,

TNT 7Y v EDOHRE
3. INRZSEEICE=S
VTR E,

V77 rEYY
[16.7.2 ]

FHICED, LTLEYE
LD IMEEFREASK T T
%,

ERANI R VA <
OO T H I B
BELZVFLEEILOM
BENSSIERT
50T, V77 oYY
EOBRK TR, LTIV

V77T DRt
FICk D, P-gpRkTt
UGTI1AL/3FE S
NBEEALNS,

EELOEMEN RIS
BN D B o
7 MUNZRZF 2 (HEICED. 7 RULNZ| LT ILEEILOHEH
[16.7.2 2] YFroMEFEENEICED,. CYP3A.
7595, OATP1B1/3% U

PEHEIZ. 7 MUY
FUOEIMER (34
F—%) ITERELTCEE
DOIREZE+FICBRT S
Z&s

EODOBCRPAHE S
N5,

INAY F

V

v

OANRY F
TIVINAYT F

TFINRYF
YNy F

PERHICE D, chend
Ao mighEE s L3
ZBENDND 5.
BEFEEZ. T h S DA
DORIER (24 8F—
%) CEELTEEOR
Br+SIcBR8T 5
Eo

LFILEEILOHA
I2&kb. CYP3A.
OATP1B1/3% U
EDBCRPAHE S
nsEFHlasnNs,

LVTILEEILOHFHA
I2& 0. OATPIB1/3
KOG E DBCRPA
FHESNL ETHIE
N5,

LFILEE LD
12& . OATP1B1/3
FHES NS &FH
INhb,

HHIAE HRARREIR - $EE AR W - fElgR+
YIUARY Y (PBHICED. LFLEE|(LTFLEELOHA
[16.7.2 28] LR Z7aZR) oolick b, CYP3AAD

MAEEN LAT 5, [HESN 5,
LT IVEEILEDHFRRE > 7 a xR OB
ROHIEEICIZ, 7 alicky, OATP1B1/3
ZRY OMAPIEEZH| HEHESN S,
e R I A VNI
JUAARY COREZH
idnHT &,
yruayhA BERICED, Th6DFHE LFLELILDOHH
DARI AV S Alom+BEEN ERTICED,. CYP3AN
[16.7.2 2] o [HES N5,
LTILEE L&D K
ROHIERICIZ, 2hb
DR D IR % 5H 5
ICEZFYY T L, Th
SOEHOHEZHRET
BT &,

11. BWER

WROBWERDBH 5bNBIENHBDT, BEL2+TTITITWV.
BEND 5N-BSIIEY 2B EITS 2 &,

11.2 ZDMOEWER

5%01 Lk 1%L _E5%AK 1 %A
Bk N TR NEH:
EREE BHE

14. ERLOFR
14.1 ZEFFARFDFR
14.1.1 WA, BESCARBEED DB WD &AL TV & TE
BTBIE. RANGEGEBHOBHETH S, £/, BH
HRODBOEBHNIIHBOMN T2 EL I VD 5.
NATIVHOBRICEERLED . RN (DEROFYE
X IEAEOMN TS PRDSNBEIIEAL A
WZ e, NMT7IILERELEN &,
14.1.2 480mgDHFEE 231 7L H 624mL%Z. 240mgD 5 &
FINA TP 512mLERIN L. HREAEBAERXIZH
5% 7 R o SRS 250mL o SN v ZICEm L. IRE
HIEPICEMT S L, AFIONA TILIZLEIEWED
Thbd. BRRIIMHLEZWZ &,
1413 BM%. AFOFRBRIIEC~HRBHOBRE % 5.
BERIOFRBICEBRPABEERED S 202 ERICKD
MiRT A&, ZRPLED., XNIZEY (LEDOEBIHN
FHEOMA TN HEDSNZBEICIE. FRiK%E
BHETHI &,
14.1.4 HRWE L. BEEFE (2~300C) TIE24REEDIAIIC, 3
BiRE (2~8C) L7-BAIZ48RRILINICERT 5 &,
7B, N6 ORBICIXERBKR T E TOREI&EN S,
14.2 B2&Z1t
AENIMA A LIz &, BOSLRBEENIEL S &
BHb. BEEEICOVWTET—FPROSNATVBEA, RO
HANIRERESTHO. A—08MiKRT A > 2@ L CRFHIIE
ALZZWnZ &,
TLRESGRSHEA  FIA YU ERE. 74K7Y Y VB
URY =L, TAMLAF L, E7 2 VLERE, 707
0¥y, YIURARY Y, IVFTELERE, 710U
T5AF L (BETHIBR), oy~ A Y URBE. LR
OFgTr, URVUR, I¥VYITAL, Ay rEeburi
i, /S /& ho ViIERE
14.3 ZRIRSEOFR
14.3.1 %302umA >S54 74 L¥— (RJIZ—FI ALK
Uy RV ANEFYNITEREBESF A0 8) 2HHLTH
5952k,
1432 KANERY I LY V2 EHTHHRF 2 — 7T THRE LR
Wnwaé,

15. ZOHDER
15.2 FEERPRELER ICE D < B3R
15.2.1 B#akE& (S v b) IKBWT, BKRBBERO3ME Lo
BECHEESE BHEOENE. BTROKME, BT
EHEET. REEFREROHEN. ZRENDRESE)
WROONTz. Ty MERBHIINT S EEEETOR
BRI, BABEREFEEETH >/, YT ARVY
LTI Bt s REHE [BARER (480mgH
RAHBS) OZNZENISERT2.1ME] FTHEADE



BUIROoNGPo 7, FIAHERBETIIL TILEE LIS
B L - HEENE 2 RBT 2T RIERD sNEr o7z,
1522 Wil ch s FaxsFuiL-g-v7asFF A b >
%F v MROA INEIRNES T 5 E50mg/kgEtB A %
F 2 T B8 O ERE 0 22 fa b & o A T8 20 70 e 2 b
ZEEERITIEMMESN TS,

16. EYPENRE
16.1 MORE
16.1.1 G2ERRIA
HARANERRA LIS L 7 ILEEIL240mgH) K Ur480mg% 6057
P THEBERAZES LZEBEO. LT LVEEILOEYEIEISS
A= %2RUIRT, LFLEENLIZ, ZHEOHEEEZRLE. %
7ov LT LVEEILDAUCH-IE. AEHRZ ER2 ERE2RLE,

£1 LTIVEU Lz BEEIRNES LR B/ ST X —%

= CeoiT AUCo-» ti2
R i (ng/mL) (ng - hr/mL) (hr)
. 18,700 60,800 11.8
240mg™ 6 (16.2) (20.2) (64.0)
41,000 176,000 10.8
480mg 6 (21.3) (31.9) (33.7)
ST (R ICES BB [%)])
T IBIRPIR A T 00 I 4R

F7z. BARANEBBRALEICL 7ILEEL480meg % RERE OIS
L7zB&. AUCo240 % U Crnax D3I HLICHE D < BREMREIE, £
NZEN0.97%V0.94TH - 7z,
16.1.2 EEEMEHREEES

[ M RS B A 35061 (S 5. BA RS MR
BE23M)) oBEonzMEFLTFLELILVEET - 2HVT,
REE ISR B BEARAT % F2HE L 7o HAR ARIREE Mt Rfs i i
IV FILEE L 2480mg. 70 ARY ¥ E2HREST 5541
L 7IVEEILZE240mg TLH I EIFRNES LZEO, LTFILEE
LDFEFIREIZB T HAUCo-24n 2 E2ITRT o 55 MR E FEF[EF
B (0013%B%) THEONLBBEROHETIE. —B LW EIR
SINTBY., EHREFECBI2BHERIC. BRNZEVIIFED
SN oTz,

%2 HAARAREEMBMREEEEICLTILEELE2480mg, kU 70
ARY Y EMHAKRET HHEIE L TILEE L %2240mg T 1 H 1 EIEIRA
5 L7-BROEFREBIZHE T 5 AUCo24nr
AUCo-240r " (ng - hr/mL)
RSk I3 iy | MTREERC
480mgH IR 5 11 101,200 24.4
vr7azxRY)
DAL 6 70,810 16.5
THARARMEE MRS EEZEOMEHL T LECLVBET -5 2 A0
RHE FI MBI REMRAT 7 518 5 N7z AUCo-240e DR A R HEREAE

16.3 7
REMENEREETT 2 5. BAANZ GCRES MR EES L
FILEULZEIRNES LIZBO. LFLEELOEFIREBICE TS
DEEBOTHEIZ. 45.5LEHEES NI,
In vitror—% &0, LFLEEILIZ, b MIFEEAICH L, B0
GERLUE (98.7%). LFILEL LDl & miEhEER (4, /1
#) 130.56TH D, HETLIBERE (0.1~10mg/L) TEbLL %
o7z,
FEERDHRER,» S, LFLEEILIE, HLE. BEROTEO S
AWV HRR IR IS Uy ISR IR LTz,

16.4 {34
SENBRBRAIC. TXIUVETE#E L LT LEEL 2R OKS5 LT

B, M3 L7 OLE COVBEYE O KIS ERELETH D (96.6%)

FERBMIBHS W E P57z, LFILEE L. UGTIAL/1A3%
ALz rurBgagicky,. —#iEk L.
16.5 Pttt
RHEMEM BT 5. BAANZ GO RS DM EEE L
FILEE L ZERNZS L. LTLVECILOEFREICE TS
V75 YA, 4.84L/hrEffEE SNz, £, 7V 7 T2 AOMEKR
EEIE, 24.6%EMES NI SHEAEERAIC, T IUEATIE# L
T UTIVEE I EZORSG U, BRETEED93.3% X3 7 & [
ENdze LTLVEENLEEICREMAE LTHEPICHBttsh, D&
(6%) E7¥ VT rurglaghke LTRttsn, £/, LT
EULOBHHIE, DI THo7 Q%K) .
16.6 FENER=ZEIT2EE
16.6.1 BikaEEES
NEANBEEERESIC, LT VEE L2 HIESHRBRERO®RE
L7-B5. BHREIERE (HEERERANEEEA90mL/min/1.73m?2
PlE) EHBLT. LFLEELDAUCkanrld S (HEE %
ERAVEEE A 30~59mL/min/1.73m?2) BHEEEREEE TIZH1.96%
ROEE (HEERREEEA30mL/min/l1.73m2R ) EhEE
fEEETIINLMEE» > 1
16.6.2 FTHEEEEES
SHE AR REREER I, LT ILEY L% 1 HIESHEREROHRS
L7zBE. HHEEEEZEEHEL T, LT LEEILDAUCo 24013

—3—

Child-Pugh%3icED < % (Child-Pugh B) FFi¥REmE &
T3 1665 % U'Child-Pugh 3 #Ic %0 < #E (Child-Pugh C)
FTHEREREEE TlIK3.8M5E D o 72,

16.7 EYWEEER

16.7.1 In vitrost&s
In vitro¥—#%#»56. LFILEEILIE. OATPIB1/3. P-gp.
BCRP. UGTIAIRUVUGTIA3OREETH 5 ENRBENT,
F/2. LFILVEE L, CYP3ADREIRIEN 2 FRE/EA X3 HE
fEF. CYP2C8D MR 2 HEIEH. CYP2BoDFHE/ERZA T
HTEWREENZ, Ty LFLEELIE, BB NSV AR—
¥ —Td 5P-gp. BCRP. MHITEEEHH%A >~ (BSEP). ZHlM
HEEER (MRP2), B 7 =4 5 AKR—%— (OAT3)
ROFFEDIAA N T > AR—% —THHOATPIBL/3DHEEA
RETHIENRBINT,

16.7.2 BRREYIWEE/ERHER
IEREMHEERRBE» BN, LT ILEEILOENEHREIC
KT HAEORER OHAROEMBRICKITILTILEL L
DHBIIDOVWTENTNRIKRUVRAITRT . [10.2 3]

£3 LTIVECLOEYERERICKITT HHAEOR

L 7 LE UL D EY B RE
BRI L5 ILE I8 A —% OMEAFHH
PSR sy EIL o | FlE (BEFRIREFEGERIRF)
555 (90%(EHEX )
AUC | Coax
HEFRE
400mg | 480mg L1l 1.06

TNary = Hi[a] BE | 14
PO PO
200mg | 480mg
A a3+ -N| QD QD 14
PO PO
e ans sy 7
600mg | 480mg

Bim| HE | 16
PO PO
600mg | 480mg

Bim| Hmo | 16
v PO
600mg | 480mg
QD QD 14
V77T POT PO

(1.01, 1.23) | (0.93,1.21)

1.33 1.21
(1.17, 1.51) | (1.05, 1.39)

2.03 1.59
(1.84, 2.26) | (1.46, 1.74)

1.58 1.37
(1.38,1.81) | (1.16, 1.61)

0.81 1.01
(0.67,0.98) | (0.79, 1.28)

480mg
YOS QD 14
PO

0.15 0.27
(0.13,0.17) | (0.22,0.31)

I HISE

200mg | 240mg

IO ARY S E | QD 12 2.11 1.48

(1.97,2.26) | (1.33, 1.65)

PO PO
1971 LB i}g@ 48C(2)]I§1g u 118 111
ETFIN PO PO (1.04, 1.32) | (0.92, 1.34)

5mg 80mg

1.02 0.92

L 474=D N Hifm| BID | 14

PO PO® (0.97, 1.07) | (0.84, 1.00)
HNEADT—%

QD : 1H1[E#S, BID : 1H2[EES., PO : &O#%5. AUC : BE#HS5 D

BEIZAUCH» 1HIEHREDHEIFAUC 240 1H2EBE DB A X

AUCo-12hr

TREH24BEM O M TR (Coanr) OBAITFIIH (90%FHXME) 13\
0.14 (0.11,0.19) TH-7o

PV 77 Y EYURKES D S 24BBREK DY 7 7 Y ET U LT ILEY
WICRIETHEERT . CounDEMFEHE (90%FEHXM) &, 0.09
(0.06, 0.12) TH -7,

§HAANDT—%

#4 HHEOHEYMHEICKITILTFILEELOE

BRSO S B e
PRI LFILE 8T R =5 OFAE
RS i Lo FlE (DEFIEEIEDFFHI)
B Gk (90%{Z X 1)
AUC | Coa
CYP3ARE
Img | 240mg 1.47 1.05
m;\',i] P%% 161 (137, 1.58) | (0.94, 1.17)
RE AN
%mm@g Zg)glg 6 2.25 1.72
ro | pow (2.04,2.48) *| (1.55,1.92)




I 35 oD S ) B e £1 FIAHEELFERER (00155) 1B 5H%E (FAS)
ﬁﬁ%@V?w% INT A =5 DM L7 ILEE LR 75 REE
A frio o | €O Bt (BEFRS,/ JEDFFIRE) (32561) (170451)
575 (90%IEMEIX ) BHE% 24 LN R RIICE RO & 37.5% 60.6%
AUC | Com CMVERA RS 6 NIt O & T | (122/32561) | (103/170%1)
P-gpHH T REORRET -23.5 B
0.5mg | 240mg 0.88 0.75 [95.02% E#EX 1] [-32.6, -14.5]

e HEL | BID 22 080,096) 1| (0.63,0.89) P’ <0.0001 -

PO | PO® 023, L. o 2 1 B O PPN P ;
TR 2438 LN O R BRER 11 SIS R 2 43RS s O B R 7 — & DR

SeBEHHIAE BUIRRINH & Uzo
50mg | 240mg 1.66 1.08 T BHED95.02%EHX ML UPEIZCMVIEZRY 227 (BY 227 /&Y A

YIUARY v B[] QD 14 (1 51' 1.82) | (0 97' 1.19) ) %J@& L7-Mantel-Haenszeli£IZ & D B (HE/KER#0.0249),
PO PO o b
1g 480mg BB 24EE ETIC, LT ILELCLOBEZZ1F 723734634

3372 VB QD | 14 1.08 0.96 (16.9%) \CEIERA R iz, ExBIEMIZ. D (7.2%).

ETFN PO PO (0.97,1.20) | (0.82, 1.12) TH (2.4%). TEH: (1.9%) Tho7z. [7.2 B
5mg | 480mg w4 17.1.2 FMBERHEEFR (040558 ‘ )

Ty LR wE | QD | 13 2.42 1.57 Bilk14E (¥1100H) LIS CMVBRE CBREY 22 2H T
PO PO (2.04,2.88) | (1.32, 1.86) % CMV AR YO R FIREE s Miam i s =) (BEALSh
ome | 480m 7 EE2200. 5> 5HEAANBELIN) ZHRIC, LTLEELO

S wo | apo| 13| 340 2.76 FHifG £ BE%14E (K9100H) » 5B %28 (K200H)
PO PO (3.01, 3.85) | (2.48, 3.06) ICIEE L2 BOEIHER ORI RE T2 E2HKNE LT,

AT - 75 & RIS (L B R BRI R (04038) %%

RARRRTIY A VAR L7, BEEKI00HETLS LEL LI k3 FIHE525%T L

‘ ) 400mg | 480mg 1.02 0.82 FEEEEIERICH DT, LFLEELA80mME (7T AEKY

A1y L] QD[ 13 1 5871 20) (0.71, 0.93) COFHBFE L T VEEL240mg) &7 7 R%E, 1HIE, &0

PO | PO RIS EIRA ST, %28 (#9200H) FTRE L1, X
\ 400mg | 480mg 1.03 0.95 ZEMEIEE Ch 2 B iE% 148 (W100H) #5288 (K200H)

FNAF/— | BELCBE14 0007 08) | (0,92, 0.99) & TICHRIIC TR 5 5 CMVERRED 2585 & N7 BB DE|

PO PO e e B3, LFLECLEE S ERBORBKICB LT, HEt¥EmIc
R 200mg 480mg 0.76 0.84 AREEVPROONI,

fr5arY—L| QD QD | 14| (021 081y | (076, 0.92) 1) BRI ICTERRD 3 5 CMVIERS 1 CMVIMFEDHETR R O HiBhE

PO PO e e DEFFRREICHED < HICMVEEI & 2 EHIREORIG. U
) 300mg | 480mg 0.08 L1l HRBEICB VS 5 CMVIBRIEDFRE

BYyaFJ—L Bi[a] QD | 13 | (451 17y | (0.95. 1.29) H2) B 14E (F100H) DI S CMVERER OEGYE Y 2 27
PO PO o > AETHEEE LT, ROEEZIOL B L ENEE

200mg | 480mg 0.56 061 hiz @ Mg K —T3>OHLAEEFEE (HLA-A, HLA-B

KYaFrv— BID QD | 12 (051' 062) | (0 < 0.71) XIZHLA-DR) 0472 < &3 121 1EFU EOR—H A H
PO PO e o %, HLAAH N F —. JEIM#E R+ —T4D OHLARE T HE

HMG-CoARTtREE R EH (HLA-A. HLA-B. HLA-CKUHLA-DRB1) 0474 &%
20mg | 480mg 121 &L EOR— D H 5. I MM, ex vivo THE

FRARZYFY | HE | QD | 14 3.29 2.17 fafAREhE, fie MeRiasE s 07 S ERL T LAY
PO PO (2.84,3.82) | (1.76, 2.67) R 7R EAEAE T R6E I Img/kg/ HU LD 7

GrEE LE=VnY (RERSOREH) 02885

0%?g L 0.89 #2 HIHEERELERE (040:E) 1CB 2631 (FAS)
22 . . LFILEEL (LTI | TSR (LFILEE

zr=nzabs| BE | 4gomg (1.32,1.52) | (083, 0.96) ECLH200H85) | LHI00HRS) B

UF = LUER) 0.15mg QD B (14441) (74461)

PIERRPNGT PO e | 005 sy 18.9%

Hi[a] (1.30, 1.43) | (0.86, 1.04) 5 R D] (4/14431) (14/74431)
: PO To LR EDRMEE T 16,1 B
HEADT—5 [95.02%(ZHEX ] [-25.8, -6.4]
QD : 1H1[E#%5, BID : 1H2E#SE, IV : #ikF#H S5, PO @ BO#S, PE? 0.0005 .

EE: ZTFZ)VITAMI VA=), LNG: LARJILF AR LIL, AUC : Hiff]
BEDHEEIZAUCoy 1HIEREDEEIZAUC 240 1 H2EIE G DA

1ZAUCo-12nr
T AUCO—Iast@ H:

F) AFOMAE - AR, LFILEEILE LTIHLE480mg % Bk &S

THB. BB,

240mg = BIRNH S TH 5.

17. BRERALAR

17.1 BHERUREEICET 2HR
17.1.1 SBMAEERAEESR (00155

YruARY rEHARKRSTAHEICE. 1H1E

TR 14E A 5 28BN OEE EF] T HIERHC CMVIMTEDFE®D 517z

B | IARRIN B & L7z,

T RERIZED95.02% M X H K OPEIZHLAKE AR R — (% dIEFY)
%8 & L7-Mantel-HaenszeliZ & 0 HH (FE/K¥ER1]0.0249)

itk 14E (F9100H) » 5288 (K9200H) £TIiZ. LTLE
YL O#5E %% F 721446154051 (2.8%) ICEHERPRY 5Nz,
FELRERZ. BD (2.1%). B (1.4%) Th-o7. (7.2 5

]
17.3 ZDfth
17.3.1 DEHICRIFITZE

HANZE&ETCMVILEBEO R ARES MEMapEEs (RE
Blbsh-BES706. 55 HANBEI6H]) RIS, CMVE
YUEDFIEMHE SRR OG22 REtT 52 2BNELT, 7
T ARRBEE AL BT R TR LGB (0013K58) % FEhe
L7z, HiEHD 5 BME%28H £ TOMMIC L 7 LE EL480mg
(¥ 7a 2R CHARIZL TILELL240mg) XiZ 7T RO
LapE L. 1H1E, BOXIEEHRNESICT, BEER14GE (9
100H) T#E Uiz, XEMAEE CTH 5HMEHZ245ELINICER
RIIZEIRD & 5 CMVIBREED 5580 5 N7z & D& &1, L
TILECLEE YT ARBORBRICBW T, Mat¥NICER 2
WD 5Nz,
E1) BRMICEKRD B HCMVIESE : CMVIMAEDORERE R OB
D FRRRBICED K HFICMVEIC & 2 EHNEROBIE. XX
ERBEIT BT B CMVIERYYIE D FEE

TQT#EET. SHEAERRA3SHIZIRIZ. LT ILELELNQTC
MRICRIZTHER2 T I v R ROBENSRE ket Lz, LT
JLEEIL960mg % HEIRIRNE ST L7z & EDOQTCPHE (B
EHIEH DN EZBCHIE L-QTHIE) OR—A51 U P50%E
tBOTTEREDZE [90%EHEXM] ORAMIE. 4.93 [2.81,
7.05] ms (#5%1EH) TH o7,

#3) AAOME - AR, LFILEEILE LTIHLE480mg %
FIRNEETH S, B, Y7uRR) Y EMRZET 585
#1213 1H1E240mg % #iRMIRS TH %,

18. IR

18.1 {EFR
LT LEENMET AN ADOEMICNELZCMVODNAY — I F—t#
GREHET 2. FLFN LRI ROBFEBEFRTER»S5. LTILE
CLE—BEDT ) LOERICHEEL, 71 IVAKTFOER%ZHE
FTHIENHLPEL ST,

18.2 In vitro$i o A L A{ER
BRI ER TOCMV O R HEE (748F) 19 5L FILELE
JVDECsofED#HiBHI1X0.7~6.InMTH > /=



18.3 Mt A LR 26. BHEIRGEEES

18.3.1 fHiRBEER 26.1 BHEARFETT
CMVODNAY — 3 F—H¥ D47 1=y MICMVEET-OULSL.
UL56% CULSOMIc T — F&h 5. MEEERIZTL T LEL MSD#ZA &%t
NVICEBZHEDOCMVEARKEZSH L. ZOME. pULS] EEBFRARAEI1-13-12

(P91S). pUL56 (C25F. S229F., V231A/L. N232Y,
V236A/L/M. E237D. L241P. T244K/R. L254F, L257F/I,
K258E. F261C/L/S. Y321C. C325F/R/W/Y. L328V,
M329T. A365S. N368D. R369G/M/S) K U'pUL89
(N320H, D344E) ic7 3 J BBWIRD 5Nz, ThE DB
2R 5BEFHEBZCMVERKDECsofH I B A & I LT
1.6~9,300f%=E%ZR L7z
%% 18.3.2 BRFRIER
HEANZRHRE LB TAHRE (02035) <&, 131#oHEME®
MEMAEBEERE 1260, 12013240mgD L FILELLNIET T
tARZIHIE4HMKES L. LFLEELEDS B FHAKI &
O BIENPE S 12012 0RIC. ULSGEIG T D231 ~ 3690
7 3/ BEHI 2 FCDNAY — 7 TV A @ 2 i L7z. 60mg
BEFLIFITL T LEEIIERRZE 2R T B (V236M) 2%
Haniz,
SFMAAHERELRRER (001358) Tid. LT ILEEILED S 5T
AR & 72 0 AR HE 6 M 7z5061 % 512, ULS56 &% U'UL89ELR
FDOITRTHI— FEEHODNAY — 7 T AEFZEM L7 3
BlTLFILECIICEEZEZRTAEEOBE R PULS6 I H
ENTzo 1HITCI25WRURI69T A, D2/ T%& % V236MK
UE237GOB#AB B S Nz,
BIMHE A ERER (04058 Tid. 2580 > 5 PRI
ZREBFIE LCMVIMEA RS 6 723261 2 xfH iz, UL51.
UL56 % OULSOEMEF DT RTD I — NEEHODNAY — 7 T 2
R 2 EME L7z, LT LVEELICEERZE 2RI BRIIBEHSL
Bh o7z,
18.4 ZETmE

77 a VSTt 2R3 pULI7 XIEpULS44EIKICBIRZH T %

CMViE, LT VECIICESZEAR Lz, BFERMERELTH Y >

7 a T EZEE2. IS E NS §5pULS6 E237GE#REF T

LTI CMVBRERRE. L7 ILE LI Uitk &R 9 B

2HETAEEBETHBAKRIE. RAHLEY NROH Y Z7aEL

I U TR AR LTz,

19. BMADICEET 2IBEFHFR

—f%& : LT LELIL (Letermovir)

{b%4 : (45)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-
[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-
dihydroquinazolin-4-yljacetic acid

PFI : CooHasFaNaO4

DFE 1 572.55

‘s
F
HSC\O N /\ O/CHS

N COZH

M R AEOMEKRTH S,

20. Bk EDER
SMERIEH IR L TIRIFT 52 &

* 21, EEREM
B ) 2 2 S E £ SR b YIRS 5 s

22. a%
1IN 7) (12mL) x10

23. FEX@k

HIER LFLECLOT Y MLHHRBTICET 258 (2018638
23H%&ER. CTD2.6.4.6)

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

24. XHRFERERUBNOEHEE
MSD#RLH MSDH RS v —HH— bt > s —
REETRERBIEL-13-12
ERMRE DS 7 ) =51 T L 0120-024-961

—_

\S)

E-TEMP18-00



1.8 RAXE (F) HKBEERIEHRASH
TAK-620

B R
(I == = == O 2
(T I == =5 OO OOORR 2
1.8.2 SHEEXRIIFNER (FB) RUZTDERTEIRM ..o 8
1.8.2.1 FNBESUUTTNER (ZE) oo 8
1.8.2.2 FNRESUTTNER D ERTEARIL (.ooceeeeeeeeeeeeeeeeeee e 8
1.8.3 AZERUVAE () BUFDRERIL ..o, 10
1.8.3.1 FEER TR (F) oo, 10
1.8.32 FERUAEDRTERI oo, 10
1.84 FHRALEDIE () BUFDRERM .o, 12
g - ST 12
1.8.4.2 FNRE UL TN BRI B E T B B oo 12
1.8.4.3 FE R U A BT E T B B e, 13
I - - &N oD = OO 13
1845 BEDE R EE T A EBEITE T BB e, 14
BN == - OO 15
1887 BB oo, 17
1.8.4.8 FDMIIIIEE oot 18
1.8.4.9 BESTBK ..o, 18




1.8 RAXE ()
TAK-620

=

AEGIEKASH

1.8 FRAXE (F)

1.8.1 RAXE (F)

A CE (R) ZREICEM LT,




R (R

H AR P i /) R

87625

BithA | A H 3 04 L AR A

I SRIRGRAT
AR - 34

FRHIX Sy« AL TS R L)
) EE-EMSEONSTEICEVERT S s

T NEILEE
) TF 3T 4 8 200 mg
LIVTENCITY® Tablets 200mg

2. BB CROBHEIZEEBEELLZWNIE)

2.1 BHN O KR UiBEUE OB O & 5 BE

22 Hovr7ua A IANA vy aersb5hoi®E [10. 1.
18.2.1 &#]

23 V7708 NITBAI A IXY VU (St. John' s Wort,
vy h-Va—rX-U—h) GERMEERGTOEE [10.1,
16.7.2 &R]

3. AL - MK
3.1 #HRk
fR5e4 V7T T ¢ BE 200mg
HEhEk sy 1 §Eh
~ U NE)LE LT 200mg
WSINA fEmtLre—2, T ) a— g Y)Y
L, AT TV VR~ T 32T A, R E= LTIV
a—)b G5 Afedn) | ~ 7\ = —)L 4000, g
fkF&>, Zrr, HO15TVI=U AL —F
3.2 EH DMK
e V7T T ¢ BE 200mg
FIE - i EMED T 4V ba—F 4 2 ThE - HH
Bl — K SHP620
i
JZ2N T
AR
E (mm) 15,5
R (mm) 7.8
JE X (mm) 5.0
BEE (mg) #5156
4. FEERITHE

[f25F54E (EMEBMEBIELED) ICETIBENRYA FAH
O JLRBEERIZHAMDOY A FAHAI AL RBESSE

5. MEEXFHRICEET EE

5.1 BEFEOHFY A AT 0w A L AFHEDTIEFENB R+ EZD
nNoBEICESTHZ L, [17.1.1, 17.1. 2 ]

5.2 FRARADY A M AT B T A NAERGIERL OV A AT v A
S AMBIESRAZ 6T 5 A BhE e Ve VIR L TuZany, FEERARR
BROFERD O . AANT MR & i L1525 58, FHRR ~0
BREIENEEZSRD Y,

6. AERUVAE

W, RAZIE= U e E LT 1A 400mg 2 1 B 2 [0 # 5
T2,

BERUVHEEICEET 5338

BRI RFREE D CYP3A #BEA] (VU 7 7o B U RO A I UL
MY Y UERERMERS) EARAE OO, RS~ D
EREEETDHZ L, PHANBT SRRV, ~ U e
LT1[A1,200mg £TOME (1 H2REANES) 25852
L, [10.2 8]

BELGERNIE

ARAN L 2 IR R OVEFRBICIRAIMIMEIZ L5 ¥ A L A 2R KRR
BRDODOLNDAREMENH D720, A M AT A LA DNA £ X
A AT e oAV AGURGEMREE S E=X ) 735 2
Lo IBRFRITER LR WG EIEARRNC X 5 MHER T O /e %2 5
L., BEGE OIS 2R 5 2 &, ARANSH T Dl 2~
TANABEDTOT A FF—F (UL97) BENF 7o e
NWROSNVH v a BRI 5 &M EE b 72 &3 Al ge ks
»5, [18.2.3&K]

9. BENEREETHEEICEHTHER

9.3 FFiEEEEE
O HERER E B (Child-Pugh 433 C) A4 & L=k R
BRITEM LTV 2n, AFNI RIS CRE SN 7-0, BEED
FFESRER B CIEAR O MAERRENE T 28200855,
[16.4.1, 16.6.2 &[]

9.5 147
TR IR LTS BREME D d B e PEIC I3 5 L o L v
FLV, Ty MEAWZIBEEROWE - R IRRAERBRIZB VT,
ARFN OB R T BT F 1T 2 MR B ORI & C. AR RO
A RIS OHY N & O R IRAE T O 358.8 HAu TV
52,

9.6 2R
WHLRNWZ EREF LY, ~ I AN TZORBHHOE T
OHAHNBATHEIIFRHATH D, 7> MERAWZHAR R OHEAZ O
FAETFMERBRIZ RO T, AR ORI RIS 5 g R &
ESNDIRER T, BEWO—REEBBEIIME S HAEROEFE
DAR T B O R FEEERIE & £ O (REH IR RO b Tn
2)

9.7 /NR
NSRS L U RRRB I D Tunian,

10. #AE{ERA
AN, FICEDAREHEES CYP3IAM TR# SN D, F7z, AANX
CYP3A4, P-HEEH (P-gp) K OFLEEMMEE A (BCRP) DOHLEIEH

BT 5,
10.1 tRES (BHALAWLCI L)
HEAI4 5 R RSER - HEE TR W - faRRIK 7
Hovrzae) (FIFAICED, ZRHOIE [ KEIE, Zhbo




10.

4 S PRSI - HEE 7R K - fERRIK 1
J ) Bl OH T A N AAER D | A OTE AL X
NATF v r7a e |EINsB8EnNNnH5, |V U BLICLE R
(AVERD)] 7 A VAEKD
[2.2, 18.2.1%& UL97 #BHET 5,

]

DAy SV <N
Nt =Ryl NS
7 (St. John's
Wort, B>k« V=
— X -TU—}F) &
AR
[2.3.
]

16.7.2%

EN PR SV S
BRAEE Lm s &, KH
O BARRAR HE & beili L
T, AAID AUC 13 40%,
Crax 1 B1%IZP8 LT,
I OIFEAI TR &
O LY AFl o
SRR SR & Wi
L. ARAIOFH M3 1855

TEHBENDED D,

Zh B OFEAI
BT, AAIOMR
HEETH D
CYP3A4 Z35iE 4
2o

2 BHAZE BHRICEET S L)

A4 5

B PRAER - B iE A

BEFE - fEBRIA

Zrm ) AR
VI uARY v
=gl AR
va A
[16.7.2 ]

AL 270 AAEGE
M5 L&, #rn
U A A HAMEE 51 & b
LT, ¥78ULAD
AUC 1F 151%,  Cpax 13 138%
ZEmL 7=,

T HOHEHS L OPFRIC
X, ZnsoFEF O Im
SRR NN D B
NBH5H7-H, Zhb D
SR o i T R A A 8]
W2 (RRlC A A 5- B hA 4
S OARFN B - E#12)
T=H Y7L, BB
LTI OH
BEFHTLH L,

AENZ, Zhbo
SRAN O &L O
M AZL 7 CYP3A4
KOt P-gp % PHE
T 5

SR ST PFRE D
CYP3A4 Al
TJdrx=hAf

T x )N H —
%
TN
7 y7E LY
Vo7 TF

i
(7. &)

b OFEA L OPFRIC
X AH oM EE
B L. RHEIOF M
NWHTHRENND 5
7o, PEFEET, Ok
FAOEHEEBETDHZ
L, PERDBEET Sz
LaE, AAloHEE S
BToZ k.

B DAL,
RAENOHTESE T
% % CYP3AL %3
T 5,

0 ANARF

PERICE Y, BRI
T2 D il BE R E 3 A 0
THBENRH DD,
0 ANAR T BEER
(BFIZ 2 AT — K UWE
WU REMEE) DR E
BRCBETH L,

AHNE. 1 ARR
2 F 2 OHEIZ
%172 BCRP % FHE
T 5,

vaxvy
[16.7.2 ]

KHNE D Ax%T 20
BHELEEE, vaxy
DM 50 b LR L
T, VA% 00 AC I
121%,  Coax 1 125%1ZH8 00
L7,
PEHICX Y, vaxr
O i B R EE S HE N3 2
BEhRH 520, ¥V
X O MmiERREE €
=Xy 7L, LEIG
LTy rofEs
BWETH L,

KENE, vaxv
v ORI B e
P-gp ZHET 5,

YIS AT 7

Ut Lo, 7 21

AANX, TR

dd 77 BV S OIERRE V77 EY ST 0
FEEDRINT D20 & |Hrit (224272 BCRP
%o EIET 5,
1. Bl

WORWEMR D S0 D 2 ENH 2D T, BlEE oIt ry, 2
WD DN HEICIE, BEEPILT 572, B LE T

5z &,
11.2 Z ot DEIfE A

10%LL 1% 2L L 10% A7
TR R E U SR
Bl L, EM. N | EIEEE
Ay EE 955 BACRIR
i R AR A eI ANR N, RE
AN

15. Z0f0EE

15.2 JEFGEREHERICE D < AR
< A% W 2 FERBAEERBRICE W T, BRREEOR 4.0
fEDOIRFEEITHY T2 HET, M~ v 2 OEE O 8 fE &
O A ED MR E S Tng 2,

16. Eyahe
16.1 mMARE
16.1.1 HEEKRES

R A (12 61) (2= U /NELE LT 400mg % 22 JE RS (2 B[] 0
B b Uiz & o fEh REHS &K O EhRE T A — X [ZLL T O

LBV Tl

i SR FEHER, (-4 fil = A2 V(R 22)

IEEHE N T A — 4

b Cox AUC,,.. To o
T (we/m) | (h#ug/mL) (h) (h)
400mg 17.4 92.3 1.25 5. 48
(27.4) (35.3) [0.500, 4.00]| (32.91)

Conen AUC o ST IE (SAAT%CY) |

(%CV)

16.1.2 RE®RS

T IR RAE DI/ M, SRRAET (), 1ZVHIME

A A A0S e O E RS EE (YA b AT a
AR (CMV) Y EYE] I~ U "L e LT 400mg 2 1 H 2
FILERE DG Uiz & OB FREBIZBIT 2IRYERE T A —X
ZEMEYBIET T A E AN THELE Y,

SEENHE T A —H

& 5.‘% Cmax, ss Ctrough, ss AUC T,ss 1:1/2
(e g/mlL) (u g/mL) (h* p g/mL) (h)
400mg 29.1 9.89 221 8.72
BID (40.6) (97.8) (57.1) (55.4)
BID : 1 A 2 [F&5:
AARNEFE 41 6] (EPNEIHRER) (IS SHEEM. Cunoor Coousss AUC, oo trpl35E

fEIEME (GEAHCY) |



16.2 B4R
16.2. 1 BEDEE
ERERE L (30 1)) (2~ U SEJL 400mg A HERR A% E L& X,
E R B % I G O ZEIERHE 5128 T 2D Cuaxs AUCe 2 TN AUC 50 D i
INTFRETEHMEOIX, £NEH0. 716, 0.878 K 110.874 TH
ST, i, KEN B e ) —REBES OZEEREREICRT S
Cuaxs AUCe L TN AUC 0 D e/ N IR ERIE DL, L EN
0.766, 0.847 K1N0.841 Tho71=" GEATF—Z) .
3 N
3 DA
R A (12 i) 12~ U /NEL 400mg HERRAOHE L= &0/
A= N AV MEHTIZEES AT ORI 33. 3L (FH
) THor9,
3.2 EAMKAE
~UANEADOE MEEBE~OREEE CEHME) 150,05~
200 1 g/mL DYEEEHIFH T 98. 0% T o7 (in vitro) 9,
~ U AEAOE MEEBRGET ex vivo lZIB VT, 98. 4%~
98. 9% ThH -7,
4 R
4.1 ERast
< U/NEJLITEIZ CYP3A 2 L7=FREIC K v iEk L. Bl
CYPIA2 55, TERBHWIIA Y 7 a eILERS O N-Ii 7 /L
MMEZ X 0 Rk S, EERANITEEN e B2 BN, &
MZBTF DU NELD I VT o s BRA 2T, B D UGT
(UGT1A1, UGT1A3, UGT2B7, K TNUGTIA9) 2BH5T 5L EZ BN
%o Flo. U NELDOERERIIXT D700 o v BRGOR
Bll/hEsnweEz 505 (In vitro) ©, [9.35H]
5 HEtit
e (12 61)) (2~ U SEJL 400mg 2 HERR A% E L& X,
I UT 5 A134.39L/h Th o7,
A (66 ([CVCHERR L~ U NE LR HEERORS Lz &
. RBRIR PICEIR S T R BERD T5% D 9 B SRHIE 61%,
L 14%ThH -T2, RPEFHED 5 BAREKRD 5 HEIE X
L8%Th-7=" GEAT—%) ,
6 HEDEREHETHESE
6.1 BHEEIEEEE
~ U/NEJL 400mg & HLEIR S Lo & &, BHREEEHE (124 |
WRRE AR REE E S (BRE . 7 LT F=2 I VT TR
50mL/min BA_I 80mL/min AN/ HEE : LT F=0 s VT TR
30mL/min LAk 50mL/min ) (10 f1) K OV B B AR e P s
(@B 7 V7 F=0 7 V7 5 A 30nl/min &) (84 12k
W, SRBENRE R T A — X DT, BRI S R A
FHOBKEREIE T REICHKTT D AUC Jo TR Cpay D F /N IR D
Hid, FNFEN1.084, K1N0.959 Thotz, F7-. &/ BHhEE
EFE OB FERETE R EIC KT 2 AUC K TN Cpax O Fi/ N e L7 210
DEIZ, FAFEI0.961 KTR0.930 Tho7=Y FEATF—
Z)
6.2 AFHeEIEEEE
~ U/NEJL 200mg & HLEIHEE G U7z & & P ERTAERE &
(Child-Pugh ¥EB (=7 7~9) 1 (104l) OIEHITHRES
(10 1) (12X T DRMSEF PRI IS < U NELD AUC KLY
Coax DI/ " IRIEAEHMBEOLIT, T FN 1,261 KV 1.346 TH
S HEATFT—%) ., [9.32]]
16.7 EWHEEER
16.7.1 In vitroiE&
M FSUvRR—E—
~ U /REJLE P-gp LOVBCRP OIE TH Y | P-gp
(IC5=33.8 M) . BCRP (ICs0=7.05uM) M UtMATEL
(IC=20. 4 M) KL CHEMEAZRLE Y,
(2) CYP R UXUGT FRE/ER
< U N LE, CYPIA2 (IC5=40uM) . CYP209 (IC50=18 M) .
CYP2C19 (IC5=35pu M) K OVUGTIAL (IC50=32.3uM) DFHLE(EM %
R L. CYP3A4 IZKf L CHRERURAFDIMHEIE A 278 Lz, 1\t

16.
16.

16.

16.
16.

-

16.

-

16.
16.

-

16.

VP44469 13 CYP3A4 |2k L CHLEEM 2R L7z (1C5=30 M) 9,
(3) CYPEEEER

~ U /SE LI CYPIAZ K UR CYP3A4 (2% L CRRER AR Lz Y,
16.7.2 ERRREMHEEERARER

RS AR EAEFRBRIC L0 . PEAEER G RO~ ) SELDOIEY

BREIC KT HBL O~ U N EAEHIC X 2 0 BRI EhREIC

RFETEELZR L, [2.3, 10.1, 10.2 2]
OFHASRE RO~ ) S L ORYEIREIC KT TS
< U R ELO Y E)HE S
I 5 A — B DR/ Tl
b | IR | iy | bk TEAE O
> > (PER I FEHF )
(90%{ZHEIX )
AUC Cuax
PUELH S (CYP3A4/5,/ P-gp [HLEH) 10
S 1.533 1. 097
7k :/:—/ 400mg SD 400mg SD 19 (1. 444, (1.013,
1. 628) 1. 188)
BURRRAESE (CYP 5]
NN 0. 398 0.612
vz 7\//1: i 600mg QD 400mg BID 14 (0. 361, (0. 523,
0. 440) 0.717)
il A Y
KL T VR 0. 891 0. 837
= A/KEEE 20mL. SD 100mg SD 15 (0. 828, (0. 747,
~ XN 0. 958) 0. 939)
GMEANT—%)

SD: H[EH S, QD : 1 B 1[EH&S- BID : 1 A 2 [E#5

AUC: &7 by —v KT Vv = &/ KB~ 7 % 2 D AT AUC..,
UEAUC,,

ELD v VA LORELROHREL, 1E400mg % 1 H 2[FERA#ESTH 5,
~ U/SEL (400mg BID) 23GEAIEDIMBIEICRKIET HE

AU

V77

OFRSEOIRMENRE T A —H D
- OF % » Fo/ N T E O b
brE wh | P (e ptme EptE)
(90%Z X [#])
AUC Cous
LB B (CYP2C19 JLED) W
RYaFy—n | RYaFy—iu
0.93 1.00
(0.83, 1.05) (0.87, 1.15)
RY=FY— | 200mg BID | 19 |[RY=aFV—n-|RYaFy—i1-
N-AF v R N-AF v R
1.04 1.01
(0.99, 1.10) (0.93, 1.08)
RS (CYP2D6 JLED) 1V
FXA LT | FERRA LT
ad 7
0.97 0.94
FEx A RrA R (0.95, 1.00) (0.88, 1.01)
7 7R 3mg S| 18 s hm A b | FER bE A
W77 W77
0.88 0.94
(0.70, 1.12) (0.78, 1.14)
VX & U ARERRE (P-gp AE)
e 1.21 1.25
e 0-5mg SD 118y oy g9y | (113, 1.38)
SaPEINHISE (CYP3A4,P-gp AET) P
e 1.51 1. 38
pomULA | ZERR ) 20 5 65 | (20, 157)
GMEANT—%)

£ 2) CYP2D6 VEMEIC )3 2 3FML, T ¥ A hu LT 7 OREMERE ST A —H |
SN0l

E3) VAFVUROTFA MR A MLVT 7 RIS LT,

SD: Hi[E&E S BID: 1 A 2 [E#5

AUC: RV aFY—i, RYaFy—AN-FFL K FHER LT 7 U ROTFFZ b
BARLT 7 3 AC . YIF T UL AC,, %271 AAILAUC,,

~ U 3B/ (400mg BID) 73 CYP EEOIEMNABIC KIS HE

[ SENRE N T A — ¥ DR/
Kb (EHMEO I (= U S eI
8 / IEDE )

(UBEES kS




17.
17.

17.

‘ ‘ (90%f 41X )
CYP2C9 JLET
S-UNT 7Y
TN 7 YD 10mg SD 16 AUC..H 1.01 (0.95, 1.07)
Conx 1. 04 (0.96, 1.12)
CYP3A4 JLET
NP SN
AUC..F£ 0.89 (0.79, 1.00)
e Conx £ 0. 82 (0.70, 0. 96)
\:/ ~ A” 4) . ‘max 9\ N
B 5 0.075mg/kg SD| 16 P N
AUC.:1.06 (0.91, 1.21)
Conx £ 0.98 (0.71, 1.26)
CYP1A2 JLET
RHH 7 = A AR
} 1% 12 SO SR
BT D oma/kg SD 15 ($5-4% 12 B & TSR PR E
[2):9)
0.86 (0.80, 0.92)
GEAT—%)
SD @ Hi[Rlf G-
H4) IFYTAE ) AN EES IR ETICRE LT, B 72 Vv ROUALT 7

YAIARATTY = 40mg KOTHF A R A L7 72 30mg & & BICIFY T LS
% 3 Wefil & CIC[EIRFE G- LT,

) W7 =AU REORPBELOREA . (1-AFAFH o F U +1-X FVREE
FE5-TEFT 6TV INT I -3-AFNT TN /1, T-V A F VIR

R PR Al #E

1 BOEERURLHEICET 5

1.1 BENE MR

A AR o 3 i i MR RS Rl S X IR A L 2 38T %A R A T |
vwwz@W)WmXinf@%%<$ﬁ#&5ént%$%
41, Z0 5 HEEICHES ST OV SRICERAMET Y A oRd oW
TG SUTIRYE 3 61) 2 R4 Y ([CE D O et a2 R+ 5 %
MRk dhE, IEEMR, HERBRAE I L, EREMNRY 27—
B (QPCR) MIZIRI%E D B CMV DNA FRESFE FRIZ L 0 oMV Jk
YRR SN 12~ U N E L 400mgl H 2 [8]1% 8 R O3
5 L7,

HEEME D CMV IR Y UL EYYE OHBRE IC W T, FEFHMEA T

b 5 E A% 8 A (SBEMOEERETOREEZMb) O
CMV L fENS JeDEIE 13 33. 3% (1/341) THh-o7T-,
AFNDE G SR E 41 BBV T, BIVE IS BT 13 36. 6%
(165/41 ) Thote, EREIEMIE, L 14.6% (6 41) | BEHE
KAz 4.9% (241 KO 4.9% 26 Th-o7127, [6.1%&
]

W BES v rzaeL, BOSLT 7 aE L, UIHERAI LRy M2k D
14 H LA BRI, ik CMV DNA O 1 logl0 82 DD NS RER TH D &
WuéﬂfM*

VE2) A ARSI ARE TR TSR G M MIaRaE s 2t 1B
5%#@m%4%%ﬁn74wxﬁ%K%MM@%4%%ﬁnﬁfwx@%ﬁjT
b5,

17.1.2 B E MR

T R R A S S FE NS SR A 35 1 B BEAF O BT OMV SEIZ TR
PEED 0 MV JRY URIRYLE D i (SEIEA (L S - B 352
B) %R INE R OV & R D S sk dEF ., MES
b, IR, FEIAIRFRER 2 925 L 72, qPCR SRS 0 E &Y
CMV DNA RRESFERIZ L 0 OMV S R S - lc~ U e L
400mg 1 H 2 [BIf& 0 # 5 3UTTRBRAE Y R SRIRT 5 IAT (FEN
B EN, BRANVT Y B e BHERAT LR Y R R
O cidofovir (EWNARKGR) O H 1 X 2 fEH) % 8 MR
5 L7,

FEFMIEE TH H & GG % 8 S (8EMOEESE TOAR MK
DY) O CMV MAENKOESIFED LBV THY ., ~ U N
ELVREL IAT BE & ORI B O CREEHERINC A B 72 22 D RFE &
niz,

18.
18.

18.

18.

18.

19.

&

Be 5-BAdh % 8 e O CMV IJETH S (MEVE A LAER)
~ e TAT
235 {31 117 %
CMV IfiLfE D RBIEL (BIE) 131 fif 28 {3
(55. 7%) (23.9%)
PR OEIG DL (95%EHEXRE) 32.8 (22.80, 42.74)
RO G HMOBEDFE (95%F 1 X [H) 31.8 (21.81, 41.82)
P i : Y p<0. 001

a) Cochran-Mantel-Haenszel #£% AT, BEOFEH K N—2 7 4 o MiEdH oMy
DNA B 7 U 72 G OFBEH 5 ) R 738 (< U /S EUVRE-TAT BE) | OBUIEHRIKRT R O p i
R L,

BIVEFSE EAERE 1 60. 3% (141/234 ) Toh-o7-, ERBEWERIX
PR R4 35.9% (84 41) | BRFEREE 8. 5% (20 1) | Hl» 8.5% (20
B) L WEM:7.7% (18 ) R UM Bkl A L HE 0 6. 0% (14 6)
Thot, ¥ [5.1&M]]

H3) Bl za e, BONALH 7L, BERAS LRy b, UTEE
cidofovir (ENAER) 12X 5 14 HRMLL EOWEHEEZIC, i UL flEd oMV DNA o
1 logl0 M X DIV NRER TH D &R S 7 IkE,

By E-$ 1

1 fEF%F

~ U REJUE CMV O¥EIZ L TH D 7 A VAR KD ULIT &+
Ik a—rFansd7esA o3 —¥E2lESTLILETUA L
A2 AT S 1Y,

2 o4 ILARER

~ U S EUTHIIE E M 2 7R S 720 R T OV O 1l 2 2RI
WP U, ECso 1% 0.03~2. 2u M DFEFH T o7 (in vitro) ¥,
< U REAOPLT AV AIEMX, 10 FEEHO MV OGR4 BERE 12 %F
LTHiHMEENTEBY . DNANA TV XA B — g UikEz AVl
LT ECs (PoRE) 120 1M (HiPH : 0.03~0.13uM) Tho
720 420Dt ~ CMV BEE B B il\fa 1 (gBl. gB2. gB3 K O®
gB4) DEERIBERE DT, ECoo T R E REITFED b ie o7z
(in vitro) 2,

2.1 BHRABOmI A IILRENE

< UNEL MO T A NAIE DO ERFT LR, < U
BT v 7 v e L OGFRRICHEPERSRD bz, FA
HNFy b, LTAEENLK R cidofovir & OFFH CIXiEHiEA
T N7 (in vitro) P, [2.2. 10.1 5]

2.2 MEIC1ILR

BEAEDHY A b AH 0 A N AFEDKER TEH 5 ULs4 BRI H
Jsaen RSN ra e, RAANVF Y F KRR eidofovir
R D IMMEE 53 2 A REMER B DAY, ~ U SV ULS4 @ is
FIZa— RENDITANVARY 2T —BIEHITHEE RIE S 720
>77,

UL97 Z8 5% (L337M, F342Y, V353A, L397R, T409M,
C480F) 2LV, ECsfEAKI 3~200 fFHEIZ L& L,
KT BIEEA S L,

UL27 258 (R233S, W362R, WI53R. L193F, A269T, V353E, LA26F,
E22stop, W362stop, 218delC, 301-311del) 2k V., BED~ Y
NEMZHT DA G L7 (EC50 fE 0 5 (5A0)  (in
vitro) 9
%%%HW%%
UL97 & An 28 B3 234 i 60 5] (25. 6%) 1
B 18 TR ARBR IR A58 LT CMV ffiE i 203 3%
I HRIC CMV ETH I3 388 B a7z 42 i 39 fIl T
FL=D,

2.3 ZXEMmME

T UNEARKOH 7 a EAD ECy T, F342Y I2 L0 FhZFh
4.5 BTN6. 05N L, C480F (2 &V 2L 224 fi5 KON 2. 3 54
M7 (in vitro) 2, [8. %]

H4TIL/N/Y Je O
~ U BT

BWTIE, U A e 2t E 535
IZRS Bz, D)
B BT, BRI
TIX OMV fILE 2SN

BEMERSICET HEEEMHR
B4~V NEL (Maribavir)
T4

ribofuralnosyl-1/#benzimidazole

(JAN)
: 5,6-Dichloro—2- (propan-2-ylamino) -1- B -L—



%%I\‘ : C15H19612N304
yfH 376,24
(A =

Cl

OH OH

PR HE~F 7RI A FOEKRTH D,

20. R EDEE

20.1 R bILF vy TOBEITH
Xy v T ERMUKRKICESITF LT EE W FHTFER LA
VREEE T) ZEICBELTEITAZ L,

21, EBEMH

22. @A
ARV 2888 (NT)

23. FEXEK

1) ~ U NI ERRIEDBRERBR SR (20XX 4 X H/KFE, CTD
2.6.4.8)

2) < U RNENLOIEHERFEMRBRRE (20XX 4F X H &FR,
2.6.6.9)

3) ~ U NENLOE | AHEER G RBREE (20XX 4F XX A XX H KGR,
CTD2.7.6.10) (R:PN&ED

4) < U NELORYERERE (PBPK 7 /LAEHT)
A7kEE, CTD2.7.2.3)  (+EPERh

5) ¥ U NENLOREFOFERBREAE (20XX 4 XX H XX H 7K.,
CTD2.7.6.1) (fLPNEED

6) ~ U NELORYERERE (20XX 4 XX H XX H KRR,
CTD2.7.2.3) (fLNEED

7) < U RNEAD~ ANT U AREBRAGE (20XX 4F XX A XX A &G,
CTD2.7.6.6) (FLPNEE

8) ~ U NELOBERYERERE (PRI ER)

8. CTD2.7.2.3)  (+ENEEL

9) ~ U ANENLOIFEEREYTRERBR S (20xx 4 x HKGE, CTD
2.6.4.7)

10) ~ U ANELOFEMHEAE/ERRFO (20XX 4 XX H XX H KGR,
CTD2.7.6.14) (R:N&EED

11) ~ U ANELOFEMHEEERRFO (20XX 4 XX H XX H KGR,
CTD2.7.6.17)  (R:PN&EED

12) ~ U NELOFEMHEEAERARFE (20XX 4 XX H XX H KGR,
CTD2.7.6.3) (fLNEED

13) ~ U NELOFEMHEEERARFI@ (20XX 4 XX H XX H KGR,
CTD2.7.6.16) (R:PN&EED

14) ~ U ANELOFEMHEEERRFE® (20XX 4 XX H XX H KGR,
CTD2.7.6.18) (#:PN&kD

15) ~ U NELOFEMHEEAERARFIE® (20XX 4 XX H XX H KGR,
CTD2.7.6.15) (f:PN&HD

16) ~ U NELOFEYHEEERRFO (20XX 4 XX H XX H KGR,
CTD2.7.6.13) (f:N&kD

17) < U NEVOENE 3 FHEER (20XX 4 XX A XX H &G,
CTD2.7.6.24) (R:N&EED

18) ~ U NELOAMEE 3 FHEER (20XX 4= XX A XX H &G,
CTD2.7.6.21)  (}:PNEHRE)

CTD

(20XX 4E XX H XX

(20XX 4E XX H XX H7K

19) ~ U NELOSRENERPIEAER  (20XX 4F XX A XX H &R,
CTD2.6.2) (+:NEHRL)

20) ~ U NELOERIZRFER (20XX 4 XX A XX H &G,
CTD2.7.2.4) (fLNEED

24, XHERERUVBELEDEL
S TR < T oMEE=E
T103-8668 HEHAIHAXHAABAI ZTH1HE 1=
ZU—X ¥/ 0120-566-587
AT 9 :00~17:30 (EHBLH « BRAARZER 2 HR<)

26.
26.

HERTEES

1 BERSET

R T a4t

T540-8645 KPRTTH RKEERTU T H 1% 15



1.8 RAXE (F) HKBEERIEHRASH
TAK-620

1.82 EERFIHR (F) RUZDHTEIRL

1.8.2.1 EEXIIHR (F)

e (&M b 5 de) (TR DBEFEDOHIY A b A T v v A L ZAFEIC#ERED
PA R AT v T AL R EGE

1.8.2.2 NEER [TZN R DX ER R

TAK-620 1%, UL97 BEFICL VW a— RS dxF—EBZEMNE L, DNAE- I H 7~
RO 72 & OB CTHE R X —BIEEEZHET D, WA ORI TR O 5 ATHE
RS A IES =V YR R ANVRETH D,

TAK-620 O g RRERITWES CHeAT L TRt S 4L, EmeEiaa (HSCT) UL das
Bhl (SOT) BEICBITIZEEFEOHYA AT AL A (CMV) JRE (Horv7mein,
PIVT v a e, RABIVF y b X cidofovir) (2 EEATE T HBIME D CMV K
Yuiie 2 x5 & U7=yigsh o 3 FRFE E Mt (SHP620-303 3kBR) OfEFRIZ L 0, KETIX TH v
vruave, NVTT7 e e, cidofovir XIEER A DLy MK DIBEICEEM GBs
TRURE DA BT 7200) OBAEE O CMV &G,/ CMV JEGE % A3 2 R R OVNE B

(12 %L b, RE 35kg L E) DIRE] OXhHe - 2V RIZE Y 2021 4F 11 AIZKR SN, &
7=, BRMIiZB WX T e, vl abe ), cidofovir XIXAR ATV Ry b
ZETe | UL EORTERICHERPIE R O UTEEATE OBAEH CMV Y K O SUTIEYLE
AT DHMNBEOBR] ZHE - DR L LT2022 4 11 HITKAR Sz, Toflc, %E
Fe O F Z BN T BRI HEATE D CMV IR/ RYSIE ISR B 1RIRE & L KRR
STV A,

ENBFICIBWTIE, BARANEFERE LI 2 3=y 7 R P NMEFHERE 255 L Lz
55 1 AR (TAK-620-1020 35R) ORGEA S E 2. EWNH 3 HIEE MR (TAK-620-3001
ABR) & FEhi L 72, TAK-620-3001 38R TiX, HAAND HSCT XX SOT ¥ IZH 1T 5 CMV
Y/ TEYIE 7 T DR A 81T TAK-620400mg 2 1 H 2[A] (BID) #5 L& & D
BhthE, ZEMELROERYBNREZ 1N L7z, ARBROEBRE 121X, BEGEE CMV B3R E2 A7
HEBEITMZ T, BHFEOPFICMVIBE (T rav v, Ny 7 a eV LR AL
Ty b)) ICEREME ORI OSE B CMV B Z2 AT 5 BRE b a0, ARBRIZBWT,
TAK-620 DFNMENTRIE S 4L, ZRMEICHEITA L) o722 & 56 SHP620-303 35k
OFERLIEE 2. BEFERICHRA TS IERECHER S D L EZHND CMV &/
JRYYE I 2R3 L LT, eI R 2 TigasBhie CEesiiiaBim s &) ([CkiT
LHEEFOHA N AT v 7 A )V AFIEICEHIREO A AT a7 A )V AEGE] & LTz,

TAK-620 OZhHE X ITZN R ORI & 70 2 BRIRABREAE O 2 A LR IR Lz,

SN 2 AHH B E R (SHP620-202 7R%) Tid, HSCT X SOT E& 2k T HBEAFD
PLCMVIERE (v rmben, Ny a BV AIRA TRy b)) ICHEME T
PUED CMV Y EYWE 2 A 2 B 2 RIC, R 5% 580D TAK-620 % ik & 24
Bh LUz, 5B % 6 MLINIZ CMV MUETE K 2 2k L 72 HIA 1L, 2K T 66.7% (80/120
Bil) T o 1=, T GRER] O GBRLA 6 B LLNIC CMV IIUIE T 2 % 25k L 72 E14A O HEE (95%
fEHEX[E) 1%, TAK-620 400, 800 &% 1,200 mg BID # CTZ 41 0.70 ([0.53,0.83]) . 0.63




1.8 RAXE (F) HKBEERIEHRASH
TAK-620

([0.46, 0.77]) K 0.68 ([0.51,0.81]) ToH > 7=, TAK-620 O EFEM:1X 400, 800 K& 1,200 mg
BID # CR2EMICERIFTHY | FEOTHEEZET HLEMOBREIIA DN oT,

WAL 3 FEFE E MR (SHP620-303 3XER) Ti%, HSCT X SOT &I 2 A Dt
CMV G (Hovrme, Ny vrae RAANT Y b XU cidofovir) (2 #EEME
X&ﬂﬁ#ﬁﬁ@ CMV JE&Ye /JEYE 2 %52 & LT, TAK-620 (400 mg BID) S ILiGERFH Y [ fifi

BINT Hfoft CMV 3 (LT, IAT) % 8 WG Lz, S HMOEGETOH KA
a‘ Week 8 #& T HEIZ CMV IfiLJETH % & 2257 L 72514 13 TAK-620 £ T 55.7% & OV TAT #£C 23.9%
THh Y., TAK-620 BT 2 f5LL L& -7-, TAK-620 @33@‘ FZRIFTHY Eﬁﬁfm’“ CMV
FEIZ I B AL 5 BEIRAVIZ RIRE & 72 2 i BRI E SO LB B RE RS 5 13 TAK-620 & O BE 35
LT, BEFOH CMV 5% & ik L T4 Eof A %ﬁa‘é & DR énto

H A NGRS & I e A=y 7 R A NIRRT & et 2 & L7256 1 AR

(TAK-620-1020 #8R) Tix, BARNEREAEERE (LT, BARN) WONFEE, MR &L

KEgHEEL (BMD) ZxHic S W73k A= 7 REAARERAERE (CLF. AA) Zxt4
& LT, TAK-620 Z###5 Lc, HARANKOE AERF OEYBREIZEERIICE KD & 5
ZITRO N0 T,

ENE 3 tHIEE MR (TAK-620-3001 #ER) TiX. HAA® HSCT X|E SOT EHEIZKT
BHMSEGEM: CMV IR EBE RO 7 a e, NAH 7L TRABD LRy T
HEVAMESUTHGUE D CMV Y EYYE 2 A % [ 256512, TAK-620 400 mg BID % 8 i
W5 L=, EEFMEEE TH 5 Week 8 #& THFIC CMV IMJETE & Z2 25k L7814 (8 B0
B H5E T OFEZ D) TEEME ORI OB E T 33.3% TH VD | BIE MO #BR
FHTT11% M OEIRT 683% Th -7z, TAK-620 DEFEMIZRIFTHY . HAANCEIT %L

BT a7 7 A TIENANERRBR TRO LN TV DBFEOLZEN T e 7 7 A L E KE SRR
HRWZ LR I N,




1.8 RAXE (F) HKBEERIEHRASH
TAK-620

1.8.3 AERUVHAHE () RUZOETERN
1.8.3.1 HEARUHE ()
WH. RAIZIE~ U NELE L T1E400mg 2 1 H 2 [BREROFZS5T 5,

1.8.3.2 AR URAEDETERR
1.8.3.2.1 A%
(1) B5EH (BE0EE
BHEORBIZOWT, WAFE L AT T ERA (R 1V) 207 BF o 85
(TAK-620-1025 #R) DOfER, TAK-620 OIEYENREIZ LT TR F OB LR IR I E R D
bHLOTIERNWEEZ b (2.7.1.34) ,
PlEX Y, TAK-620 DHIER OHEICBW TR G (BRFEOFME) (2O THE LR

>77,

1.8.3.22 A=
(1) ARV LLMH

CMV &R ST BERRIZ 63 5 77 — 27 b 3R T B U7 in vitro O 50% A 20 FE O S E 1
invitro & IMAEF DO X LRI FEEEEZZBE L TEY ., CMVIFEOWH EE L L TO TAK-620
?D Cirougn 13 6 pg/mL LA b & HEE Sz, WS 2 A TR 5akBR (1263-200 7RBR) (26T,
HSCT 3512 TAK-620 400 mg BID ##5- L7z & &, B2 L 9% Cuouen (6 pg/mL) & ERL L |
400 mg BID 13/ M HEICITWEE 2 Bz Z & 225 SHP620-202 75k & (8 SHP620-203
B ClX. 400, 800 & TN 1,200 mg BID @ 3 &4 8N L 7=,

B EMEIZDWT, SHP620-202 FRER Tl # 5-5A4a14 6 W ELLNIZ CMV IMUETHE Kk 2 36k L 7=
FA 1L, TAK-620 400, 800 & TF 1,200 mg BID #£ TZALE 4 70.0%. 62.5% MK X 67.5% T, &
HREFCREETH Y 400 mg BID ## X 2 HETE Y WA EZ RS e o72 (273222

(1) ) o ESEREME CMV ﬁ!‘z%%ﬂ%{k L 7= SHP620-203 38R T & FERIC, & 5-BAtAT% 6 1 LA
WIZ CMV IfiETE & 2 2Rk L 72 %514 1% TAK-620 400, 800 &% Tf 1,200 mg BID # CTZIZ 1
77.5%. 82.5% K N 71.8%TH 1 | &ﬁﬁiﬁaﬂfﬂ%ﬂgf%ot (2.7.6.20) .

LZAEMEIZ OV, SHP620-202 #5# & Y SHP620-203 R DWW T 1T L < &2 B 47z TEAE
VL BRTE S LD MR, R M OV I R B NS T d o 72, SHP620-202 FAER Tl
LR FH O S8 HLBE S 13 TAK-620 400, 800 2 OF 1,200 mg BID #£ T 1241 60.0% (24/40 ) |
62.5% (25/40 1) J TN 72.5% (29/40 ) Td o7z (2.7.4.2.1.2 (2) ) , Sl F0H B 5
DFE BB 1T, SHP620-202 75k Tld TAK-620 400, 800 K (F 1,200 mg BID &£ CZ 11241 10.0%

(4/40 f5) | 5.0% (2/40 ) Y 15.0% (6/40 f51]) (2.7.42.1.2 (2) ) . SHP620-203 7R T
IXENEI5.0% (2/40 1) . 5.0% (2/40 f51) KUY 15.4% (6/39 ) TH Y (2.7.6.20) . W
FTHORBRIZBW T HREHNE TR OEZ ABNT,

UbozZ mb, H3IMRBROMAELE LT400mg BID NEYITHE EEZHNT,

SHP620-303 757 & O TAK-620-3001 75 1% 400 mg BID O & T35 L, SHP620-303 75k

TIEAIER ORI R ERMET 1 7 7 A VSR S, TAK-620-3001 SR OFERITENS &
RELS B HOTIE o7z (2732, 2.742)

10



1.8 RAXE (F) HKBEERIEHRASH
TAK-620

(2) EWENRE

RHEFISEMBIRE HE )7 7 e —F 2 VTR — A ZMi L7 (2.7.2.34.1) &

SHP620-202 7k & OF SHP620-203 #ER D A MR HEH TH 5, Week 1 K2 DT A /L
BOR—=Z2F 4 06024, R CMV DNA JE & T BRA O g8 E O EI4 M O i
CMV DNA 7E £ FBRA £ TOHM . I NS CMV 3R LT CMV F5 £ Toizs VT,
FERHFINC A B 72 R — SUCBIMRITER D H AL T7,400~1,200 mg BID % & 5- L7z & = O EF K

21T D TAK-620 Oz & & ARG E H OMICH 6 2222 /1B IERR O b o 7z, 5
2 MR IZ BV T, TAK-620 400 mg BID | 800 J2 T 1,200 mg BID & [FIERD N RS HIFF S 4,
1,200 mg BID £ CTHEFIRFHMEN L DN o72 2 &35 5 3 HRABRIT 400 mg BID THZ)
PER RN ZFHET 5 2 & & Lz,

SHP620-303 75k DR ZE — A NWEMAT OFE R, TAK-620 O AUCs & FEFEAHHE B k N F 3
REIRGHBE H & ORNICAOHBERRD RN, B VAT 0 v 7 RRIZE D4 X 1
[N Z &6 TAK-620 D AUCs & EZRHIE H K O FEZRRIREHEE B & OFICH 5
RO, BEMICEKROH D LOTIIRWEEZ b,

FEEE MM 2 ) T, AR 12 400 mg BID %35 L 72 & & D Cuougn 25 50% 4 ZhiE
DIEIE (9 3~4 pg/mL) 1ZiE->72Z L, CMV IGEO H & & LT 400 mg BID 73ii )
ThHhHIENILICEMT LN (272343 (1) ) .

AARNOEYEREIZ OV T, WA 1 FE B AR NG R A R S B A 5-38R (TAK-620-1020
R OFEFR. HARAKR O A AERE OEYBREICERRIICE RO & 2 21T D b d -
7= (2.7.22.1.1) .

bRy JEROHEIT T1E400mg 2 1 B 2[H] & L7z,

11



1.8 RAXE (F) HKBEERIEHRASH
TAK-620

184 HHLEDIE () RUZTDERTEIRN

1.84.1 2%

1.84.1.1 232 ()

2. EE (ROEBFIZIEEBEE LW L)

2.1 KRB DA% LIsBUE OBEERE D & 2 B

22 v r7a NIV HT v a G R OB (101, 18.2.1 /]

23V 778 NTEAIUA RXY VY (St John's Wort, B> h « Va—r X U—
N GAERELERETOERSE [10.1, 16.7.1 ]

1.8.4.1.2 ZEZDOFHRERN

2.1 RFNOEA I3 LIMBUE OBEERE D & 2 BE Tk, AFOEGIZ XV MBUENHHET 5%
ETNRHDH LD, BEFET—Z Y — K (CCDS) ICHESZHE L,

22 oz eV ISV s a e EFH LEGAEIIE. RBFIOYA A Tay AL
Z (CMV) BT a7 A4 % —€ (UL97) OLEEHIZE D, 2 b oK OIS
B3 Y VERMERBRE S, LA VAERABREIN L BEARSHH Z LD, CCDS
WZHDEERE LT,

23 U 77y
WA 1 AHRRER (1263-110 FBR) (TR W T, U7 7 B (FV CYP3A4 FHEA]) 24
FlEPFREEE Uiz & & REEME L (U NE1400mg 1 H 2 [B]) K& g U CARAIO
AUC, Cuax & O Curougn 1ZZIVZEHVKI 40%., 61% M DN 18%IZI/D Lz, Lizln->T, V77
VBV ERAIE ORI X0 AFI OMAEFIRE K E D L. AHIOANMED EET T
LBENRODLZLnbRE LT (272373 3) ) .

A AUF NV VUERERMN

YA IATA XY Y UERAMT, IRETOREICESI L, UV CYP3A FBEAITH
HEHRIMEINDRETHY TAK-620 & JFH L72BRD TAK-620 O & % & &I E
THZELEERETHDI EEBEZOND D, RELE (272373 (3) )

1.8.4.2 MEEX I RICEET HEE

1.8.4.21 MERFHRICEET HFE ()

5. RERIEBRICEEES 3EE

510 BEfFOHYA M AT 0 U A NV ZFIEOIERDRPA 5 EEZONLBEICEEGTH
Lo 1711, 1712 2]

52 FRMBERDOTA b AT B T A NVAERIER YA b AT a v A L Af@RERICRT 54
Btk R OVZ BTG LT, FERRREBROFE R D . AFNZ M MBI & %l L
DN, PR R ~OBBEIIRN B2 oD, Y

1.8.4.22 HRERXIIHERICEET 5 FE DR TIEN
5.1 AFNL, PEEsBM OEmapMinZiE (HSCT) bETe) I[CBIF A CMV I RGYEICKH L., BN
THEAROP CMV IBIERCTHHLH 7 v, N H 7 IERADILFR Y

12



1.8 RAXE (F) HKBEERIEHRASH
TAK-620

N DIBERENRN A3 B2 N BEIIKT 2 ZRIEEE L THEHAT2EATHL 729D
RIE LTz,

5.2 HREAREE R O CMV JEEYLIE & OV CMV M8 L2 kb3 2 ARFN O 3 e OV &M I3RS L Twn
2, Fio, EEERBROMERNS . AFNTMEMEI T 2 B8 LD A, AR R~ D
HIEEITIRWEBZ 2 D7D, CCDSICHEDSEHEL (2.6.4.8)

1843 AERUVHEICHAEYT IR

1.8.4.31 AERUVHEICEET 58 ()

7. BERUVRAEICEET R

SRV IR D CYP3A4 FEH (V77 BV RUOEA I U4 XY Y UEHEAENLZR
<) LARAE OPFRITEET, RBE~OETEZEST 2 &, JFHAMBET DA,

~UNRENLELTLE1,200mg £ CTOHME (1 H2EEOKE) 258552 L, [1022%
e

1.8.4.32 AZERUVHAEICEET 5 EE DR TR
AFNEEICEYREEFR CYP3A4 TRES N D Z &0 D S8V UTH R O CYP3A4 FE A &
OPFRIC L 0 AFIORFIMERE S, AFOMEFRENRDT 8T8 H D5, Lizn->T
ARENDOEHERIT T HBENNHDH Z Enb, BOXIIHRRED CYP3A4 FEA] (V77 v
BV RS 3T MY Y UEARMERS) EOFRICET 2EEFHERE LT,

1.8.4.4 EELGEKRMIE

18441 EELGEKRMIE ()

8. EELEARNIEER

ARHFNZ & 2 1B R ONRIEZ IERAITEL K5 0 A NV AZHRRRD B s aletEn d 5
72D A MAT BT A)LADNA BEXIET A AT A VARG SE2E=4 Y
YT B, IRIEICEUE LI WA IIARANC ) DR B O fTiEE 2 BB L, & 51k
DABZRFT 5 2 &, RANCKT BiEE RT VA NV ABKOT v T A % —E (UL9T)
BENT 7 a )V F OV v 7 v BT 5 REMEE b7 b mREERH 5,
[18.2.3 & ]

1.8.4.42 EELEARKIEDE TR

ARHFNT & 216 K ONRIEZ ICERAITEC &2 0 A VAZHRBBRD b alietEnd 5,
F7-. CMVDNA & X% CMV fis Gl E L2 E=2 U 7 L, RFICKS LRWEEIE
ARFNZ KT HMPEFRELO FTREMEZ ZE L. & 5MkF O A& 2 a7 5 5 & ORANT 3 2 itk
BT UANAHED ULIT ERNH > 7 a B RO T v 7 v BUT kT 5 A it
LT OTARENH L EEEEWE T O2MNEND DL Z ENDRIE LT,
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1.8 RAXE (F) HKBEERIEHRASH
TAK-620

1845 BRENDERERIHVBEICHT IR
18451 BRENEREFTHEEICHI HEE (B)

9. REDERZHIHEEBICHT IR

9.3 FHrEfEEEAE
HIEORFEEERE T B (Child-Pugh 0% C) & x4 & LRI FEM L T2, K
FNZEITAFIR TR SN D 72D, B O TR RE R T B CIRAH o i ik BE A3 B9 N4
LBENLDH D, [164.1, 16.6.2 ]

9.5 #Ehwm
I ATIEAR L CW D RIEMED & 2 EICIZR G LW Z EREE LV, 7y FEHn
7o NARE L OV - B A8 AERRIBR I F N T ARHI D REIR FH 8I 36 1 2 R i BoA i oD Wk iR &
T, EFEREOWBD, BRI EL O BN K& O3 K% IR T OBINREE0 LT\ b,
2)

9.6 =FLIF
BALRWZEREE L, v~ U AEAEZORFH O N TOLHBITHEIZARHT
bd, 7v MEAWTZHAR KON AR OREFEERBRICB W T, RAIOEKHAREICES
T DR RN & HEE SN ORER T, RO —BEMERBICE S HAEROAFRD
(KT R OB IRAFE BRI AE 2 £ 5 (R INNHI 23580 ST g, ?

9.7 MR
IR A G & LT BRIRERBR A 1 X15 BTz,

18452 KB ENEREHITHEFICEHT HIEDHRTRN

9.3 JFHERERE BT
HE O ATHRERE BT (Child-Pugh 7338 C) & &5 & U7 BERBBRIT M L CuienZ &
Fe OAFNT AR TR S D 726D, EE O RS RERRE 5 B CIIAH o i 57 8 B 73 1
MTsBZENRHDLZ ENBETE LT,

9.5 Il
BB IS B DAL O FHRBR T 72\, T v REHWIZZIARE &R - BRI AT 2
HEDEERBRICH N T, KAIOBKAEICBIT HIREREREOREE T, AFREED
WD R R O BN M O RS IRFE T OHEINNEERD HRTWAH Z EMnb, B R TO
WENBREINDT-H, CCDSIZHEIEHE LT (2.6.6.9.5) .

9.6 #ZF.hw
~ U ARNENLTEORBE O N TOHITBITHEITI A THY . ALIRIZB T DU 271348
ETERY, 7y M AW HAR RO A% O3 EFEERBRIC W T ARAI O KH &
(23T DR B L HEE SN SRR T, BB O —REMERBLCAE ) HAEROAFE
DA T KOS RHIFE R AL 2 £ O REIEIINHI 2380 I TWD Z L b & M O
HF ORI T HEENREIND 2D, CCDSIZHESZFHE L (2.6.6.9.5) .

9.7 /L&
HSCT XX EEg# B (SOT) HBEIZIH T 2 BEAFOH CMV TEH I EHEME SR
CMV @G JEEIZ BV T, /NS (15 5RO ) 2 kt5 & U BRBBR RIS 5
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1.8 RAXE (F) HKBEERIEHRASH
TAK-620

NTEHT., NREICKHT 2 A8 ORI L TNz &b, CCDS ITHD
ERE LT,

1.8.4.6 tHE{EA

1.8.4.6.1 HHE/EA (F)

10. HHE{EFA
AANL, EIZEDHEESE CYP3A4 TR SN D, 72, AFNT CYP3A4, P-HEE A (P-gp)
FOFLpEm &R (BCRP) OLEEHAZET S,

10.1 BtRZS (BFtRALAEWLI &)
HHN 4 e AR IER « HEE Ik e - falRR 1
Hovrzari PEHIZE D, 2 b3 | KHNL, 26 OIEFOTENME
(F /7 v) KoL A NV AERN | AT LIS BE
PIVH T a e fREINLIBENLND A )V AHkD UL9T % fHET
(U FH) 5, 5,
[2.2. 18.2.1 ]
VA A SN AKFNL V77 IS OFEI T AT, A

A I3TA R VY (St | 0BRSS L &, K | HloHESE ThH D CYP3A4
John's Wort, &> b « 23— | FloHEME 5K & ik 8T 5,

YA T— 1) BAHRE LT, AAlD AUC 1%
[2.3, 16.7.2 /] 40%. Cumax 1T 61%IZ 3
L7,

A OFRAN T
LOPHIC LY . AFD

I E PR R 3 R & < Pk
DU KA DA BMEDN
T[T HBENRD D,
102 AR (BFRICEET S L)
A4 5 EEARSER - HEE A A Wy - R T
27 na ) LA KAl &7 v ) AREP (ARANL, 21D OIEF O &
ruaARY v G LizE &, %7 0 | O SLE 72 CYP3A4 KON
=S =3 IS A D HREL 5 & bl |P-gp #FHET S,
vel AR LT, #7uv U LAD
[16.7.2 &[] AUC 1 151%., Cinax 13 138%
WZHEI L 7=,

DK EDOHFHIC

.2 S OIEF O
FRENENT 5281
NH DD, b DA
I A% AR R A AR (FF
\IARA P& 5-BRAGTE L VK
Flg 5 hiktzi2) =41
VL BN LTI

5 OHA| O H & &R
HZ &,
SRV FREEE O CYP3A4 75 |26 OFEAIE OOFHIC | 2405 OFEFL, ARF| O HEE
A X0 AR OIMAEFRERENFETHD CYPIAG ZiFET 5,
Tz= AV W U KO A A
Jx /) N)LE X —)b FTDHRBZENNH DD,
BN OF R IZHE T AR A~DE
7LV FAEEETDHZ L, AN
Vo7 y 7T BET SN2 WEGEE T AH)
% O EEEETDH L,
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1.8 RAXE (F) HKBEERIEHRASH
TAK-620

[7.2R]

0 ANALF PEFRICE D g AR EZ FIRAFX, 0 A5 F Ok
v OIMAEP R AT IC 0B BCRP ZPHLET 5,
HEENRH DD, 2 &
RAL T BE G (R
2 AT — R O
fRRE) DI A EEIE L B
RIHZ L,

= 2 PR e SV i B P - | SR S sV O 7 31 A
[16.7.2 1] BHL-EE UK |8 Pgp HLET S,

O BB G & Bl LT
TaXTrd AUC 1T
121%. Crnax 13 125%(Z 150
L7,

iR IR IR = = S ))
M B 3 N4 % k6
FRdbr-d, oA xY
YOMBERRELE=X
Vo7 L RBEIZSTTY
IX O EEBET
LI &,

HII AL T EY D PEHIZE D BT AL T IRKANI T ALV T 7Y Y
7BV U OIMBERRE | O/ E 2 BCRP % FH
NHEMTH2BFN0UNH D, |ET D,

o

1.8.4.6.2 tHE{EFA DR EIRN
10.1 PEAEE =
Horvrmaen, N)Hror7ae i
(2. 222 D22 THEM,
Vo7yov¥yvy, B34 XY Yy (St John'sWort, o b+ ¥g—0 X+ U—}|)
EAH R
2. #85) 2.3 1H
10.2 PEAEE
7Y LA IR ARY L, =Xa AR vl AR
KD CYP3IA4 Je Y P-gp FREEHINC L 0 . 240 & OFEFN O L OPEt 23 FHLE S 41,
MmERRENEMT 282NN H 5, £/, O ORAORNEERIZME AN « 18 AR
BEEPRE TERIEDR PN LG 2D OIRF O S E 2 BRI (R ARKI&
HRRGH ROARAF G IE%IC) T=2 )7L, BBEIISLTINLOEAOHEE
HETTH2MENH D72, CCDS IS EFE L72[1] (2.7.4.2.1.6) ,
WA 1 FERER (1263-105 3ER) ICBW T, AFIE#7a ) AR EFHEE LI L x|
X7 NAOHEMBEGREE G LT, #2782 U 520D AUC 1 151%, Cmax 1 138%1C
B L 7z (2.7.22.1.5) , £7=. HSCT X% SOT H# ZHB T 2 BEFOHL CMV IRIRICHES
PESUTIRHINED CMV JE Y/ T & %F 52 & L 7= B 3 AR IR R B (SHP620-303 7 5R)
(2R WT, &G OBIEBIRIZI T 2 e iAo RIVER O R BRI, AH
FET6.0% (14234 ) Th V| 1R Y EAMNERIRT 2foHt CMV 3 (IAT) #TiX
WiEEnieootz (0/116 1) , £72. HSCT X% SOT BHITH T 5 CMV Jikie /il YLiE
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1.8 RAXE (F) HKBEERIEHRASH
TAK-620

XL UEWNE 3 FBR (SHP620-3001 #Bk) 2B\ T, BEFOH CMV {5 8
TR ME % 789 CMV e TR YE BB (238 1 2 AFIF G- 70 O 81221118 ~C o0 5 2 4l 71
FEBAIN O BIWER ORBAEE L, 33.3% (1/34]) THhot,
BRI FREE O CYP3A4 758 A
7. MEAOHEICEES 2EE] © 7.1 HBH,
0 ANZAZTF o
AF| D BCRP FAEEMIC LY, mANRREF U OBRHEIN LI BTN H D, AHE
FHEMETNVICEL DV I 2 b—va i, v AR ZF O e R E N3
DT ENMEI NI B ANAL F U BERG (R X A /3T — & OB il A iE)
DRBEFBZBRSBRTIMLENDHDHZ LD CCDS ITESEHRE LT,
= SV
AHID P-gp FLEERICE Y, ¥ aX T OFRHENE S, % v o omEpiREn
WMLy ) 2ARHESORIWEANEB T BENRH L0, VI XV oM
=) 7L, REISLTYIX OB ZHETILERNDH L Z LD
CCDS (D= E Lz, WANE 1 fHEER (SHP620-115 3ER) 2B\ T, KAlL v a%
VUERMFRAEG LI L& AFIOBMBEREE LT, P ITX T D AUC I 121%,
Crmax [$ 125%2H80 L 7= (2.7.2.2.1.5)
YIS ANNT Y
AR ET ML DV I 2 b —3 3 BV T, A#lD BCRP BLEEHICLD .,
BT ANNT 7 BV OMERREENEINT D 2 EBAHEE I N2 H, CCDS (2D
TRELE (2723.74) .

1.8.4.7 BI{ER

1.8.4.7.1 BIYEA (F)

11. Bl4EHA
ROBERMRHHDOND ZLNHDHDT, BEEFHITV., RENBOLNTZHEI
E BEEZRIETL0LE, WURLELZIT Z &,

11.2 2Dt EI{ERA

10%LL | 1%LL_E 10%Ai5
PR RIS | R GIEp )
A Wb E HOD . MR, R IR
e EE I 7 BERAIR
BRI A S IR S0, RE N

1.8.4.7.2 BIfEA D ER EIRHA

11.2 & Ofh o EIEH
CCDS |22 & | BRE L7, BB L, BEFOH CMV I6RIZEHRMEZ <9 CMV &L X
RIEUE B 2t G & L7 S 3 MR SR (SHP620-303 #lR) 12\ T, AAKIZ# 5
STz 234 BICTAFE GHFHFICRBELLI-FLD 5 6, RREBARPEE TV EaENR
HIWT U7 BIHER OB 2% Uiz, EWNE 3 fERARRER (TAK-620-3001 3Bk) (23517 5 BEAT
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1.8 RAXE (F) HKBEERIEHRASH
TAK-620

DHL CMV 1B EEEM SUTHBIME D CMV R EYWED BEIX 3 BITH Y . DB o
7O CH L L DD, HARAFFAOLZEM EOBRKITRD Lo T,

1.8.4.8 ZDHDIE
1.8.4.8.1 EDMDEE (%)

15. ZDHMDEFE

15.2 FEERAREBRICE D < ¥R
~ 7 A& AW 2 ERNAFMERBRICEB W T BRREEOK 4.0 (FOBREEICHY T 5
FET, M~ v A OBE ORI & E K O E WIEOR AR HRE SN TN D, 2

1.8.4.8.2 ZTDHDFEDHRTEIRH

15.2 FEREIRARBRIZEL S < Tt
~ A& AT 2 RS AREERBRICB T, BRRBREREOR 4.0 FORERICHY T 5
HE T, H~ v 2 OBH ORI i & JE & OV W IEO R AN ®E I Tnd Z &
HERELZ (2.6.69.4) , 2B, B hTOUARZIZxT DIMEMEIIRHTH 5,

1.8.4.9 3% X#k
[1] K¥ F 1. EPERETFOBLEN D WD %0 3. Organ Biology.2019; 26(2): 41-47. (IR
72 L)
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1.9 —REIBFIREXE REAERIZKASH
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&
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1.9 —REIBFIREXE HKBEERIEHRASH
TAK-620

1.9 — B TRICRAINXE
(1) JAN
SRAEA4 H 18 AFTHRAMRER 0418 1 SICL VU T LB @mMmENnz,

(AA%) = U EN
(& 44) Maribavir
C==2p)
[AARA]
5,6- 7B u2(7aR2-ANT I )1B-L-URT T )N 1H-R A 2
B =)
[Ze44 ]
5,6-Dichloro-2-(propan-2-ylamino)-1-B-L-ribofuranosyl-1H-benzimidazole
(H 3 =0

(2) INN
Maribavir  [Recommended INN: List 42, page 16, WHO Drug Information, Vol.13, No.3, 1999 ]




A IKEIE 0418 H 1 =&
S fn 4 £ 4 H 18 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

BERCIZ DWW T, TR O — RO B M OWT (K 18 423 A 31 H 3
BFEGF 0331001 SEAFGBEEERE L FREM) FCIVRVFE>TNDHLIAT
T Ak, BAEICET D EELDO—RAFR (LLT TJAN] &Wv9,) IZ2W T, 8T
TAZRIRD LBV ED =D T, WTHO L, BE TREAMREEIAmT LA L HEE
B E T,

(M)

[ A ARERL— B4 T — % X—Z | https://jpdb. nihs. go. jp/jan/Default. aspx
BUIRDIERD 5 B, JAN UAOEFOFEHRIL, YiLkT —F X—ZADERTHILT D
L TWVETL)




¥ekFE S 303-3-BS
JAN (H&4%4) :~=U "N
JAN (¥ #4) : Maribavir

C15H10C1hN304

56-V7uan2(7anRy2-ANT I ))1-BL-YRT T ) IN-IH-R VT A IF T —)v

5.,6-Dichloro-2-(propan-2-ylamino)-1-p-L-ribofuranosyl-1H-benzimidazole



110 B - WESOREBEAROE LD REESTRASR
TAK-620

BR

110 BE - BIEE DR EEEE RO FTE LD e 2
&

F1.10-1 BE - BEFOBREBEEHDEED e 2




110 B - IESOEEBEAHOEL O REERTERRRH
TAK-620

&

110 B - BIEZDEEEEEHDE LD
R 10 4E 3 H 18 AESRESE 268 S ER L 2R REEHME WA DFERLOFE L O
DI EICET 2GR OR—HIZ OV T eV, 1ER LT,

£1.10-1 BXE-BEFOEEEEEHOFLD
%4 - B4 5,6-Dichloro-2-(propan-2-ylamino)-1-B-L-ribofuranosyl-1H-brnzimidazole
H 1% 20

ZhHE « Zh R it GE ML b &) ISR ABEADOH A N AT r U A )L R RREICEEGNE
DY A b AH v A )V AEGE

ik - HE WE, BRAKE~U AN LELTIE400mg % 1 H2 BREAOEST 5,

BIHEDEE
M4 B JFIR . <= U e

BRIy 4R | 8K U 7T T 4 88200mg (1 $ET~ U "L LT 200 mg & F)

I a2rEFENE (REIESEERR)

[ULVRE B 5 Wi D EIE R (mg/kg) LDs, (mg/kg)
1 500 1518

1 500 1 500
1375 1393

1 43.75 :51.9

: 1000 11092

1 1500 1 1250

: 100 : 100.9

. 87.5 . 88.8

<

ey
<A

i3/l

<

& H

vk

i/l

EEREEEEEER
EEREEEEREESR

ML Qe (ER O &5 ERR)

W | &5 e 5 & T A F TR
R (mg/kg/H) (mg/kg/H )
~U A | 138 |0, 50, 150, 300, 500 150 >300 : BT, /IR OEIR IR i Bk 5 &
B, JFEE &SI, PlsE & (300 Mo
Zx) . NZERLPEF AR IR K (1)

500 : B M OGEIGO ONS A/ IBE . kLB
TERL. MRS OVRIE | /INBE Hh D I e
PN

30 B | 0. 100, 200, 400 <100 >100: JiEE A5 MR ZE Al | Rt 25 b (i) |
B EEIN, B O, L O
OREBORIERK . + IR OMERIB R,
155 O R I e 2 ik /)

>00: B YL EEM (M) . FFEEm
m ()

Z v bk 400 : AF FRER SR, P K OV i o 7R ifn. BR 4
A ()

26 i 0. 25, 100, 400 25 >100 : JEE, WRAE,REHAE, R NBNH],
JRE R OWOK BRI, B 7 KfE, k
V7 U RKME, MR oM g 251k
() . Bl ME oaFELE, EHELN
it B D N T ik




110 EX - BIEFOHEEBZEREEHOT LD

HKBEEMRIEHRASH

TAK-620
£1.10-1 BE - JESOETEEAROELYD (#E)
it () 5ok 400 BT MO MIE I, + 6.
(i x) B, 22 15 M OVEL G O Kk B8 2 ik
30 H |0, 20, 60, 180 (0, 180 el
10. 30. 90 BID)
26 1 |Week 1~3:0, 50, 100, <100 >100 : JRPFT MY v AKME () . BEHK
200 OV 5 D kB 38 F/2 f
(0, 25, 50, 100 BID) >200 : MREE WROIRME, RinEkE, ~€r =
Week 4~26 : 0, 100, RO~ b7 U MEME () SouC
200, 400 (0, 50, 100, AR R ek i () . JRFPT MY DA
200 BID) i, FEEHM () | EGORERE
%
400 : RIMEREL, ~EZ v R~~~ 7
P+ U MEAEIE QN RER R Bk ER S E . T &
=N
52 i 0, 100, 200, 400 <100 >100: #R{E /R, K OBIRNEY (JE) |
(0. 50, 100, 200 BID) B, 5 L OVELIG O Fh BEE E Bk
O FHIA R L 2200 : FEC (OEHR) | ARIEREL & OV
AR ONT < b7 U v MEMEI OV HE R IR M Bk 5
X103 M D 51412 4 B, NV Z VY FEME, KEBOBKRNE
HERIE, E Dk, W
Week 14 (Z 300 400/300 : JR &
(150 BID) (298 &,
Week 36 (2 #5111
BID:1H2MH
BIEH 1. YESN G R AR
BHWERZEE (BAMRAEERELET)  141/234=60.3%
BIVER O FEEE Bl
R4 84
U s 20
VN 20
Mg - 18
05 AT ) A 14
X EFOIX, 400mg (1 H 2 [B]) &85 L7 2585 LT,
2. [E PV R FER
BHWERZEE (RAMAEERELET) 1541 =36.6%
BIVEF o FEEE Bl
N 6
R4 2
FEpT 2
X EFOIE, 400mg (1 H 2[R 25 UIiEfE2 %5 LT,
E=yan B G TERASE B @A
b4 OmAIZET 28 RHT T—RNAFRICR D CE) 2RO Z &,




1.12 RfTEH-—FE HAESRIEKAS4
TAK-620
38 AHEM—F
FHEHES 84 R % AR RBEESA oo | mmm | T
32 TAXRIIHREE
328 [RE
3.2.8.1 —fBiER
3.2.8.11 & -
32.8.1.1-1 NOMENCLATURE Takeda Pharmaceutical Company - - T2 NG R FEAT
Ltd
328512 #& _
3.2.S8.1.2-1 STRUCTURE Takeda Pharmaceutical Company - - AN FEPN R FEA
Ltd
3.28.1.3 —He%H E
3.2.8.1.3-1 GENERAL PROPERTIES Takeda Pharmaceutical Company - - sk NG R Ba
Ltd
3.285.2 #IE
3.28.21 #EEZE E
3.2.8.2.1-1 MANUFACTURER(S) Takeda Pharmaceutical Company - - AN FEN R FEAT
Ltd
32822 HEHERVIOLR-a>bO—)l i
3.2.8.2.2-1 DESCRIPTION OF MANUFACTURING PROCESS AND | Takeda Pharmaceutical Company - - iz NG R A
PROCESS CONTROLS Ltd
32823 FEMHOERE .
3.2.8.2.3-1 CONTROL OF MATERIALS Takeda Pharmaceutical Company - - 2N FENERE wE At
Ltd
32824 BETRRUVEZEFHADERE .
3.2.8.2.4-1 CONTROL OF CRITICAL STEPS AND INTERMEDIATEY Takeda Pharmaceutical Company - - s NG R A
Ltd
32825 FAO+ER-NYT—3> /TOEREHHE _
3.2.8.2.5-1 PROCESS VALIDATION AND/OR EVALUATION Takeda Pharmaceutical Company, - - iz NG R w A
Ltd
32526 HETEDHENRERE i}
3.2.8.2.6-1 MANUFACTURING PROCESS DEVELOPMENT Takeda Pharmaceutical Company, - - s NG R FA
Ltd




1.12 HRHEH—= REED TERKTLH
TAK-620

BoH RTAH—E

5

A EHES 24 kL 55 A HAEIEHH oo | mmm | T
3.28.3 HiH
328.31 BEZOMOFEDAER - - .
3.2.83.1-1 ELUCIDATION OF STRUCTURE AND OTHER Takeda Pharmaceutical Company, - - ok NG R Ba
CHARACTERISTICS Ltd
3.2.532 T 4w 4
3.2.8.3.2-1 IMPURITIES Takeda Pharmaceutical Company - - Mok NG R FEAT
Ltd
3254 RENEE
32541 BBRUBBAZE ‘ -
3.2.8.4.1-1 SPECIFICATIONS Takeda Pharmaceutical Company - - Mok NG R FEAT
Ltd
32842 HEBAE (HHAE) - .
32.5.4.2-1 ANALYTICAL PROCEDURES - [ Takeda Pharmaceutical Company - - N HENE R Al
Ltd
325422 ANALYTICAL PROCEDURES — || EEEEEE |72kcda Pharmaceutical Company - - 2N FENE R Al
Ltd
32.5.4.23 ANALYTICAL PROCEDURES — || 72 cd: Pharmaceutical Company - - N FENE R Al
Ltd
325424  [ANALYTICAL PROCEDURES — ||} Bl | Tokcda Pharmaceutical Company - - N FENE R Al
Ltd
3.2.8.4.2-5 ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - Mok NG R A
Ltd
325426  |ANALYTICAL PROCEDURES — || Takeda Pharmaceutical Company - - N HENE R Al
Ltd
32.5.4.27 ANALYTICAL PROCEDURES - | Takeda Pharmaceutical Company - - 2N FENE R Al
Ltd
32.5.4.2-8 ANALYTICAL PROCEDURES — || BB |Takeda Pharmaceutical Company - - N FENE R Al
Ltd
3.2.5.4.29 ANALYTICAL PROCEDURE — || |72kcda Pharmaceutical Company - - 2N FENE R Al
Ltd




112 FTEN—% REESTEHRISH
TAK-620
Palad he SR |1 =
FEIW AITEH—E
A EHES B4R £5 A RIS oo | mmm | T
3.2.842-10  |ANALYTICAL PROCEDURE — Takeda Pharmaceutical Company, - - iz NG R Ba
Ltd
3.2.8.4.2-11 ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - iz NG R Ba
Ltd
32543 HEHZE (GHAE ONVT—Yay i 4
3.2.8.4.3-1 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - iz NG R Ba
I Ltd
3.2.8.4.3-2 VALIDATION OF ANALYTICAL PROCEDURE — Takeda Pharmaceutical Company, - - iz NG R Ba
| Ltd
3.2.8.4.3-3 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - ok NG R Ba
| Ltd
3.2.8.4.3-4 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - iz NG R Ba
I Ltd
3.2.8.4.3-5 VALIDATION OF ANALYTICAL PROCEDURE — Takeda Pharmaceutical Company, - - iz NG R A
3.2.8.4.3-6 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - o+ &R FEA
I Ltd
3.2.8.4.3-7 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - ot &R FEA
I Ltd
3.2.8.4.3-8 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - o+ &R FEAl
I Ltd
3.2.8.4.3-9 VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - st &R FEAl
I Ltd
3.2.8.43-10  [VALIDATION OF ANALYTICAL PROCEDURES — Takeda Pharmaceutical Company, - - ot &R FEA
I Ltd
32844 Oy ko _ .
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4.2.1 FEHER
4211 HHhEEFTSHEHE
42.1.1-1 Effects of 1263w94 on the synthesis and maturation of - ~ 19.EIFJ BE
HCMV DNA
42.1.1-2 1263W94 Inhibits HCMV by Blocking the Formation of - ~20l- 5E
DNA Replication Centers
4.2.1.1-3 Effect of 1263w94 and its 5'-phosphorylated derivatives on - ~ 19.EIH 2%
the activity of HCMV DNA polymerase and human DNA
polymerase delta
4.2.1.1-4 VP 41263: Target Screening Report for UL97 - 19QFQA ~ %%
I g2 B
4.2.1.1-5 Activity of compound 1263W94 against human - ~ 19.EIH 2k
cytomegalovirus
4.2.1.1-6 Summary Report of the In Vitro Antiviral Activities of - ~ 19.EIH P
GW275175X, a Novel Anti-HCMV Agent
4.2.1.1-7 Maribavir plaque reduction susceptibility data - ~20 A P
Cytomegalovirus isolates stratified by gB genotype
4.2.1.1-8 Cytomegalovirus Resistance Testing of Maribavir Metabolite - WZO.EIH 5%
42.1.1-9 ANTIVIRAL SPECIFICITY OF VP 41263 - ~20l 5E
42.1.1-10 Effects of 1263W94 on the growth of DNA and RNA viruses - ~ 1 BE
4.2.1.1-11 Phenotypic Characterization of Cytomegalovirus (CMV) - 20 A ~ %%
Mutations: Combination in vitro Antiviral Activity 200 A
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42.1.1-12 Inhibition of replication of human cytomegalovirus by - ~ 19.EIH - 2E
combination of 1263w94 and 759u77

42.1.1-13 VP 41263: Inhibition of Replication of Human - ~ 19.EIH - e
Cytomegalovirus by Combinations of 1263W94 and ACV,
GCV, foscarnet, or HPMPC

4.2.1.1-14 Inhibition of replication of human cytomegalovirus by - ~ 19.EIH - 2%
combination of 1263W94, and AZT, ddl, 3TC, 141W94,
Indinavir, or 1592U89

4.2.1.1-15 Effect of 1263W94 in combination with known inhibitors on - ~ 19.EIH - 3%
HIV replication in vitro

42.1.1-16 Effects of 1263W94 on the anti-HIV activity of five - ~ 19.EIﬂ - BE
compounds

42.1.1-17 Human in vitro Marrow Progenitor Toxicity of 1263W94 - ~ 19.EIH - B
(GR257406X), and Human in vitro Marrow Progenitor
Toxicity of 1263W94 in combination with AZT (GR63367X)
versus AZT Alone

4.2.1.1-18 Human in vitro Marrow Progenitor Toxicity of 1263W94 - ~ 19.EIH - %%
(GR257406X) in combination with AZT (GR63367X) versus
AZT alone.

42.1.1-19 Human in vitro Marrow Progenitor Cell Toxicity of - ~ 19.EIH - 5
4469W94UA and 4938W94UA

42.1.120 Human In Vitro Cell Line Cytoxicities of 1263W94UJ - ~ 19l - 5E
(GR257406X)

42.1.1-21 Activity of compound 1263W94 against human - ~ 19.EIH - e
cytomegalovirus strains resistant to ganciclovir, acyclovir,
HPMPC, or the benzimidazole riboside lead, BDCRB
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4.2.1.2-1 PharmaScreen Evaluation of 1263W94 - ~ 19.EIH AN - 5%
4.2.1.2-2 In Vitro Autonomic Pharmacology of 1263W94 - ~ 19.EIH sk - 2B
(TPZZ/95/0046/01)
4.2.1.3 REMHEBEAR
4.2.1.3-1 VP 41263: General Pharmacology of 1263W94 Over an - ~ 19.EIH sk - 5%
Extended Dose Range in Mice
42.1.3-2 VP41263: Functional HERG Inhibition Assay Using HEK - 200 FR A ~ sk - %%
293 Transfected Cells 20 IRA
4.2.1.3-3 Effects of 1263W94 on cardiovascular, respiratory, and - ~ 19.EIH sk - 5%
autonomic function in the anesthetized dog
4214 ENPHEYEEERHR
[t L |
422 FEYEREFER
4221 SHERUVNYT—23 VREE _
422.1-1 QUALIFICATION OF AN LC-MS/MS METHOD FOR - 200 H ~ 2 - FEA
THE DETERMINATION OF MARIBAVIR IN RAT 200 A
PLASMA (K, EDTA)
422.1-2 QUALIFICATION OF AN LC-MS/MS METHOD FOR - 200 TR ~ iz - B&i
THE DETERMINATION OF MARIBAVIR IN MONKEY 20 A
PLASMA (K,EDTA)
42.2.1-3 DETERMINATION OF VP 41263 AND VP 44469 IN - 200 H ~ 2 - 5%
MOUSE PLASMA BY LC/MS/MS 20 QA
422.1-4 VP 41263: Validation of an HPLC-Based Assay for - ~ 1+ H sk - %%
1263W94 in Rat Plasma
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422.1-5 VALIDATION OF AN LC-MS/MS METHOD FOR THE - 20Q A ~ - wHm
DETERMINATION OF MARIBAVIR IN SPRAGUE 20[<FQA
DAWLEY RAT PLASMA (EDTA)

422.1-6 Determination of VP 41263 and VP 44469 in Rat Plasma by - 200 FRA ~ - %%
LC/MS/MS 200

4.2.2.1-7 Method Validation for the Robotic Assay of 1263W94 in - ~ 19.EIH - 2%
Serum using Protein Precipitation, HPLC Separation, and UV
Detection (Reference: Study No 96/BA/0009)

42.2.1-8 Method Validation for the Robotic Assay of 1263W94 and - ~ 19.EIﬂ - 5%
4463W94 (Primary Metabolite of 1263W94) in Serum Using
Protein Precipitation, HPLC Separation, and UV Detection

42219 VP 41263: Validation of an HPLC-Based Assay for - ~ il - ez
1263W94 in Monkey Plasma

42.2.1-10 BIOANALYTICAL METHOD VALIDATION REPORT To - 200 <FRA ~ - Bk
establish the Long Term Frozen Stability of Maribavir (VP 20 FQA
41263) and VP 44469 in Rat, Rabbit, and Monkey Plasma
and Serum by LC/MS/MS

4.2.2.2 BRI

4222-1 BI-DIRECTIONAL CACO-2 PERMEABILITY - ~20f= k7 - s

42222 VP 41263: Pharmacokinetics, Brain Penetration, Oral - ~ 19ﬁﬂ - 5k
Bioavailability and Metabolism of 1263W94 in male CD-1
Mice

4.2.2.2-3 VP 41263: A Pharmacokinetic and Oral Bioavailability - Il &= - 5%
Study of 1263W94 in Male Harlan SD Rats It 22 )
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4222-4 A Study to Determine the Pharmacokinetics of SHP620 when - - At
Administered by a Single Intravenous or Oral Gavage Dose
in Sprague Dawley Rats
4222-5 A Study on the Pharmacokinetics of Maribavir in Juvenile - - At
Rats After a Single Administration of Maribavir Milled by
Oral Gavage
4222-6 Collection of Samples for Investigating of the - - S
Pharmacokinetics of Different Formulations of Maribavir
after an Oral Dose to Monkeys
42227 VP 41263: A Pharmacokinetic Study of 1263W94 in - - BE
Cynomolgus Monkeys Following Oral and Intravenous
Administration
422.2-8 Pharmacokinetics and Metabolism of 1263W94 in - - %%
Cynomolgus Monkeys (SER 647 and SER 665)
422.2-9 A Study to Determine the Pharmacokinetics of SHP620 when - - BRI
Administered by a Single Intravenous or Oral Gavage Dose
in Cynomolgus Monkeys
4223 9o
4.223-1 SHP620: Binding to Cynomolgus Monkey (Male) Brain - - 5
Tissue
42232 Hepatic Uptake using Oil Spin Method for Maribavir - - 55
4.2.2.3-3 VP 41263: Whole Body Autoradiography of 1263w94 - - B
Following a Dose of 10mg (base)/kg of HC-1263W94
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42.2.3-4 IN VITRO PROTEIN BINDING DETERMINATION OF - NZO.EIH - 2
MARIBAVIR AND VP 44469 IN CD-1 MOUSE,
HAN:WISTAR RAT, NEW ZEALAND WHITE RABBIT,
AND CYNOMOLGUS MONKEY PLASMA BY
EQUILIBRIUM DIALYSIS

4223-5 Determination of Plasma Protein Binding and Blood/Plasma - NZO.EIH - e
Partitioning by SHP620 in Rat and Monkey

4223-6 VP 41263: Protein Binding of 1263W94 in Human, Monkey, - 19pMFRH ~ - BE
Rat and Mouse Plasma Iy g2 L

4223-7 Determination of the ex vivo protein binding of maribavir in - NZO.EIH - BE
human plasma samples by equilibrium dialysis

4.2.2.3-8 IN VITRO PROTEIN BINDING DETERMINATION OF - ~20 A - 5%
MARIBAVIR IN CULTURE MEDIUM CONTAINING 5%
OR 10% FETAL BOVINE SERUM BY EQUILIBRIUM
DIALYSIS

42239 VP 41263: 1263W94: Association with Human Erythrocytes - ~ g - 55
and CEM Cells, and Reversal of Inhibition of dThd Influx in
Whole Blood

4.2.2.3-10 VP 41263: Dissociation and Kinetic constants for binding of - ~ 19.EIH - %%
1263w94 to Human Serum Proteins

4.2.2.3-11 Determination of the in vitro protein binding of maribavir to - NZO.EIH - 2%
human serum albumin and a1- acid glycoprotein by
equilibrium dialysis with LC/MS/MS analyses

4223-12 IN-VITRO ASSESSMENT OF COVALENT BINDING OF - ~20 A - 5%
["*CIMARIBAVIR IN HUMAN, MONKEY, RAT, AND
MOUSE LIVER MICROSOMES
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4.2.2.3-13 In Vitro Blood to Plasma Partitioning of SHP620 (Maribavir) - - BEi
in Humans

4.2.24 R

42.2.4-1 Determination of the Metabolic Stability of SHP620 in Rat, - - BE
Monkey and Human Liver Microsomes

42242 Metabolic Stability of SHP620 in Rat, Dog, Monkey, and - - BE
Human Hepatocytes

42243 Metabolism Study of [14C]Maribavir in Liver Microsomes - - %5
and Hepatocytes from Rats, Monkeys and Humans

422.4-4 Metabolite Profiling and Identification of SHP620 in Human - - BE
Hepatocytes with and without ABT and Tienilic Acid

4.22.4-5 Anabolism of 1263W94 by human fibroblasts, uninfected - - BE
and infected with human cytomegalovirus

422.4-6 IDENTIFICATION AND PROFILING OF METABOLITES - - 2%
OF VP 41263 IN PLASMA, URINE, AND FECES FROM
CD-1 MICE FOLLOWING ADMINISTRATION OF A
SINGLE ORAL OR INTRAVENOUS DOSE OF [“C]VP
41263

4.2.2.4-7 Metabolite Profiles of Maribavir (SHP620) In Juvenile Male - - 5%
and Female Rats Administered Various Doses (0, 50, 100 and
200 Mg/Kg/Day) of SHP620 for 28 Days

4.2.2.4-8 Metabolite Profiling and Identification of '*C-SHP620 in - - 245
Selected Cynomolgus Monkey Samples (in Support of

Study No. -) and in Cynomolgus Monkey

and Human PBMCs Incubated with "*C-SHP620
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4.2.2.4-9 METABOLITE PROFILING AND IDENTIFICATION IN - st - 2%
HUMAN PLASMA AT 72 HOURS AFTER A SINGLE
ORAL ADMINISTRATION OF 200 MG OF MARIBAVIR

42.2.4-10 EVALUATION OF CYTOCHROMES P450 INVOLVED IN| - AN - PE3
THE BIOTRANSFORMATION OF VP 41263 TO VP
44469

422.4-11 In Vitro Identification of the Human Cytochrome P450 - a2 - A
Enzymes Involved in the Metabolism of SHP620

4.22.4-12 Further in Vitro Assessment of CYP450 Reaction - s+ - 3%
Phenotyping of Maribavir

4.2.2.5 HFitt i

42.2.5-1 EXCRETION MASS BALANCE AND - st - 2%
PHARMACOKINETICS OF TOTAL RADIOACTIVITY IN
CD-1 MICE FOLLOWING ADMINISTRATION OF A
SINGLE INTRAVENOUS OR ORAL DOSE OF [“C]VP
41263

42252 Metabolism and Excretion of 10mg/kg [14C] 1263W9%4 in - iz - 5
Male Harlan SD Rats (EXT036)

422.5-3 Pharmacokinetics, Distribution, and Excretion of He. - 1S - BRI
Maribavir Following Oral Administration to Rats

422.5-4 VP 41263: An Excretion and Metabolic Profiling Study of - iz - 2
['*C]1263W94 in Female Cynomolgus Monkeys Following
Oral and Intravenous Administration

422.5-5 Single Dose Intravenous Biliary Excretion and Mass Balance - iz - FEAT
of ['*C]-SHP620 in Intact and Bile Duct-Cannulated
Monkeys
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4226 EVBREFHEVHEEIER JEERK)
42.2.6-1 In Vitro Characterization of the Inhibitory Profile of VP - NZO.EIFJ - 2
41263 Toward Cytochrome P450 Enzymes in Human Liver
Microsomes
42.2.6-2 STUDY I: IC5, OF MARIBAVIR FOR INHIBITION OF - 200 H ~ - FEA
CYP2B6 AND CYP2C8 IN HUMAN LIVER 20 QA
MICROSOMES
STUDY 2: EVALUATION OF THE POTENTIAL FOR
TIME-DEPENDENT INHIBITION OF CYTOCHROME
P450 ENZYMES IN HUMAN LIVER MICROSOMES BY
MARIBAVIR
4.2.2.6-3 EVALUATION OF ENZYME INACTIVATION KINETICS - 200 A ~ - A
OF TIME-DEPENDENT INHIBITION OF CYP3A IN 20+ A
HUMAN LIVER MICROSOMES BY MARIBAVIR
422.6-4 In Vitro Characterization of the Inhibitory Profile of - ’\*20.Elﬂ - BE
VP44469 Toward Cytochrome P450 Enzymes in Human
Liver Microsomes
42.2.6-5 Identification of the UDP-Glucuronosyltransferase (UGT) - 20T QA ~ - BE(]
Isozymes Involved in the Glucuronidation of SHP620 and 20QFQA
Evaluation Of SHP620 as a Potential Inhibitor of UGT
Enzymes
42.2.6-6 EVALUATION OF THE POTENTIAL FOR INDUCTION - 200l A ~ - wHm
OF CYTOCHROME P450 ENZYMES IN HUMAN 20 A
HEPATOCYTES BY MARIBAVIR
42.2.6-7 DETERMINATION OF ECsy AND E,,,, FOR INDUCTION - 200 H ~ - BE]
OF CYP3A4 mRNA EXPRESSION IN HUMAN 20 QA
HEPATOCYTES BY MARIBAVIR
4.2.2.6-8 Assessment of VP41263 as Substrate and/or Inhibitor of P- - 200 QA ~ - FEAT
glycoprotein in Different Cell Systems 200
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422.6-9 IN VITRO EVALUATION OF THE SUBSTRATE AND - 20 H ~ - FEAT
INHIBITOR POTENTIAL OF MARIBAVIR FOR EFFLUX 205 A
AND UPTAKE TRANSPORTERS
42.2.6-10 IN VITRO EVALUATION OF THE INHIBITOR - 200 H ~ - BE]
POTENTIAL OF VP44469 FOR EFFLUX AND UPTAKE 2057
TRANSPORTERS
422.6-11 EVALUATION OF THE INDUCTION KINETICS (EG;, - 200 TR ~ - EES
AND E,,,,) OF CYTOCHROME P450 ENZYMES (CYP1A2 20FH
and CYP2B6) IN HUMAN HEPATOCYTES BY TAK-620
4227 ZOHMOEMBNEAE
[Zhk L
423 HHHEB _
4231 BEFESEHHE _
423.1-1 VP 41263: An Acute Oral Toxicity Study in the Mouse with - 19 RA ~ - BE]
1263W94 I 23 B3
423.1-2 VP 41263: An Acute Intravenous Toxicity Study in the - 19T RA ~ - BE(]
Mouse with 1263W94 i ==
423.1-3 VP 41263: An Acute Oral Toxicity Study in the Rat with - 19QFERH ~ - FEAM
1263W94 I 23 B
42.3.1-4 VP 41263: An Acute Intravenous Toxicity study in the Rat - 19T RHA ~ - B2
with 1263W94 I @2 B3
4232 REHESHHAR
4.2.3.2-1 14-Day Oral Gavage Dose Range Finding Toxicity Study - 200<FA ~ - 5%
with VP 41263 in CD-1 Mice 205 A
42322 13-Week Oral Gavage Toxicity Study With VP 41263 in CD- - 200 PR A ~ - FEAT
1 Mice 200+Q A
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423.2-3 Dose Range finding Toxicity Study of 1263W94 Given By - 19 QA ~ iz - 2E
Gavage to Hsd Rats for 28 Days Iy 22 )
423.2-4 A 30 Day Oral Toxicity Study in Hsd: Sprague Dawley SD - 19 A ~ iz - FEAT
Rats Given 1263W94 It &E L
423.2-5 1263W94: Six Month Oral Gavage Toxicity Study in Rats - 1R ~ iz - FEAT
20/
423.2-6 A 28 Day Oral Range-finding Toxicity Study in Cynomolgus - 19 H ~ a2 - BE
Monkeys Given 1263W94 iy 2= )
423.2-7 A 30-Day Oral Toxicity Study in Cynomolgus Monkeys - 19 QA ~ s - FEAT
Given 1263W94 I E2
423.2-8 1263W94: A 26-week Oral Toxicity Study in Cynomolgus - 1o« ~ g5 - FEAT
Monkeys 200 A
42329 1263W94: A 52-Week Oral Toxicity Study in Cynomolgus - 1o FRA ~ g5 - R
Monkeys 200“F A
4233 EnEMEHER
4.2.3.3.1 _In vitroghE& _
423.3.1-1 Evaluation of - 19 QA ~ oz - FEAT
(1263W94) for I E= P
mutagenicity using the Ames Salmonella/Microsome Plate
Incorporation Test and the pre-incubation modification
423.3.1-2 L5178Y/tk+/- Mouse Lymphoma Mutagenesis Study with - 19T QA ~ ot - FEA
1263w94 I g2 K
4233.13 VP 41263: 1263W94UH: Mammalian cell mutation test at - 19Q+ R ~ 1y - BRI
the thymidine kinase locus in mouse lymphoma L5178Y cells 19 QA
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4.2.33.1-4 VP 41263: 1263W94: Mammalian Cell Mutation Test At the - 19 FRH ~ - FEAT
Thymidine Kinase Locus in Mouse Lymphoma L5178Y Cells| Iy 22 )
4.2.3.3.2_In vivoikB& .
423.3.2-1 GR257406X (1263W94): Lack of activity in a bone marrow - 19 H ~ - BE]
micronucleus test following oral administration to male and I g2 K
female Hans Wistar rats (R21123)
4234 HARMHE
42341 EHEHNARMEFE _
423.4.1-1 104-Week Oral Gavage Carcinogenicity and Toxicokinetic - 200 A ~ - FEAT
Study with VP 41263 in CD-1 Mice 20<F A
4.2.34.1-2 104-Week Oral Gavage Carcinogenicity and Toxicokinetic - 200 QA ~ - R
Study with VP 41263 (maribavir) in Han Wistar 20 A
[Crl:WI(Han)] Rats
42342 FEHAXIIHHANARMERER
EEY |
42343 ZTDMDHER
B |
1235 EREEHERR
42351 ZRERUVERFETONHARELECET LB
4.2.3.5.1-1 VP 41263: Dose Range Finding Study of 1263W94 in - 19 TRH ~ - %%
Pregnant CD Rats I &= )
423.5.1-2 1263W94: Oral Fertility and Embryo-Fetal Development - 198 ~ - BT
Study in the Han Wistar Rat i @ )
42352 W - RRIRFEAICET HENER
423.5.2-1 VP 41263: Dose Range Finding Study of 1263W94 in NZW - 195 g H ~ - 5%
Rabbits It &8 K
423.52-2 1263w94 (antiviral): A Preliminary Study to Access the - 1O+ jA ~ - 5%
Effects of Oral Administration on Pregnant New Zealand It @8 [
White Rabbits
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423.5.2-3 1263W94: Oral Embryofetal Development Study in New - 19 QA ~ - FEAT
Zealand White Rabbits It & L
42353 HARMRUVHERORELEGRICEADOEAEICET SR _
423531 1263W94: Oral Pre- and Post-Natal Study in the Han Wistar - 19T R H ~ - FEAT
Rat I g8 K
42354 #HERZRA-HER
4.23.5.4-1 An Oral (Gavage) Range-Finding Juvenile Toxicity Study of - 200 H ~ - BE
Maribavir milled in Sprague Dawley Rats, with a 2-Week 20 H
Recovery and a Toxicokinetic Phase
42.3.54-2 An Oral (Gavage) Juvenile Toxicity Study of Maribavir - 20 A ~ - BE]
milled in Sprague Dawley Rats, with a 4-Week Recovery and 20<FQA
a Toxicokinetic Phase
423.5.4-3 Maribavir milled: An Oral (Gavage) Juvenile Toxicity Study - 200 FRA ~ - B
in Sprague Dawley Rats, with a 4-Week Recovery Period and 200
a Toxicokinetic Phase
4.2.3.6 BRI -
4.2.3.6-1 1263W94: Acute Dermal Toxicity in the Wistar Han Rat - 19 FRA ~ - A
20+ A
4.2.3.6-2 1263W94: Skin Sensitisation (Magnusson and Klingman - 19MFRA ~ - FEAT
Maximisation) Study In the Albino Dunkin-Hartley Guinea- 20F A
Pig
4.2.3.6-3 1263W94: Acute Dermal Irritation in the New Zealand White - Il @2 LR - FEAT
Rabbit 20
4.2.3.6-4 1263W94: Acute Eye Irritation Study in the New Zealand - 19T H ~ - FEAT
White Rabbit 20[<FA

4237 ZoHoEHHER

4.23.71 Rt

EELER

[l L
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42372 HESHERER
423.7.2-1 Oral (Gavage) Seven-Day Immunotoxicity Study of VP - 200 H ~ iz - 2
41263 in Crl:CD(SD) Rats 2055
42373 EMEBTOEFICET SR
[FZ7e L | | | |
42374 (REFMHHR
[FhAT : | | | |
42375 HREMDHEHER
ahT - [ | [ | |
42376 FiYHDEEHER
4.2.3.7.6-1 In Silico toxicology Consultancy Report: Toxicological - NZO.EIH iZds - BE
analysis of thirty-three structures related to Maribavir using
Derek Nexus and Leadscope
42.3.7.6-2 Bacterial Reverse Mutation Assay: A* - 20 QA ~ sk - BE]
20FQA
42.3.7.6-3 Bacterial Reverse Mutation Assay: B* - 20 QA ~ sk - BEf]
205
4.2.3.7.6-4 Bacterial Reverse Mutation Assay: c* - 20 A ~ sk - FEAT
20+ A
42.3.7.6-5 Bacterial Reverse Mutation Assay: D* - 200 A ~ ok - FEAT
20+ A
4.2.3.7.6-6 Bacterial Reverse Mutation Assay: E* - 200 QA ~ ok - BT
205
4.2.3.7.6-7 In Silico Mutagenicity Assessment of TAK-620 Potential - ZO.EIH Takeda Pharmaceutical Company|¥##5/+ - 2B
Impurities _ and _ Limited
4.2.3.7.6-8 Mutagenicity evaluation of impurities in SHP620 - ZO.E.H Shire 2 - 5%

24



112 FRE—E REERTEHALH
TAK-620
e Zaod h SR EBE
F4E REEH—F
R - HERE = - E R/ - ST/
¥ % N A £ i == =] N =’j:\
Iﬁ{*ﬁ*‘l’%’? /5' 'f ~IL %‘% ,quFEﬁ nitsﬁ%mi’ﬁfﬁ ;ﬁ% *‘Eﬁkut %%
4.2.3.7.6-9 In Silico Mutagenicity Assessment of TAK-620 Potential - ZO.EIH Takeda Pharmaceutical Company|ifE5+ - 5%
tmpuriey [N Limited
4.2.3.7.6-10 In Silico Mutagenicity Assessment of TAK-620 Potential - ZO.EIH Takeda Pharmaceutical Company|ifE#+ - 5%
mpurces D, IR -« NN Limied
423.7.6-11 In Silico toxicology Consultancy Report: Toxicological - - 2%
analysis of five structures related to Maribavir using Derek
Nexus and Leadscope
42.3.7.6-12 Bacterial Reverse Mutation Assay: F* - - FEAT
4.2.3.7.7 ZDHDEER -
423.7.7-1 Neutral Red Uptake Phototoxicity Assay of Maribavir in - - FEAT
BALB/c 3T3 Mouse Fibroblasts
4.3 ZEXH
4.3-1 Potent and selective inhibition of human cytomegalovirus Biron KK, Harvey RJ, - - - Antimicrob 5%
replication by 1263W94, a benzimidazole L-riboside with a |[Chamberlain SC, Good SS, Agents
unique mode of action. Smith AA 3rd, Davis MG, et al. Chemother
4.3-2 The effects of maribavir on the autophosphorylation of Shannon-Lowe CD, Emery VC - - - Herpesviridae |55
ganciclovir resistant mutants of the cytomegalovirus UL97
protein.
43-3 A protein kinase homologue controls phosphorylation of Sullivan V, Talarico CL, Stanat - - - Nature 5%
ganciclovir in human cytomegalovirus-infected cells. SC, Davis M, Coen DM, Biron
KK
4.3-4 Distinct and separate roles for herpesvirus-conserved UL97 [Wolf DG, Courcelle CT, - - - Proc Natl Acad |55
kinase in cytomegalovirus DNA synthesis and encapsidation. |Prichard MN, Mocarski ES SciUS A
43-5 Antiviral activity of maribavir in combination with other Chou S, Ercolani RJ, Derakhchan - - - Antiviral Res |55

drugs active against human cytomegalovirus.

K
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4.3-6 Function of human cytomegalovirus UL97 kinase in viral Prichard MN - - - Rev Med Virol |5%&
infection and its inhibition by maribavir.
4.3-7 Maribavir antagonizes the antiviral action of ganciclovir on |[Chou S, Marousek GI - - - Antimicrob 2E
human cytomegalovirus. Agents
Chemother
4.3-8 Cytomegalovirus UL97 kinase mutations that confer Chou S, Wechel LC, Marousek - - - J Infect Dis 5%
maribavir resistance. GI
4.3-9 Effects on maribavir susceptibility of cytomegalovirus UL97 |Chou S, Hakki M, Villano S - - - Antiviral Res (5%
kinase ATP binding region mutations detected after drug
exposure in vitro and in vivo.
4.3-10 Accelerated evolution of maribavir resistance in a Chou S, Marousek GI - - - J Virol 5%
cytomegalovirus exonuclease domain II mutant.
4.3-11 Maribavir inhibits Epstein-Barr virus transcription through  |Whitehurst CB, Sanders MK, - - - J Virol 2E
the EBV protein kinase. Law M, Wang FZ, Xiong J,
Dittmer DP, et al.
4.3-12 Advances in the genotypic diagnosis of cytomegalovirus Chou S - - - Antiviral Res (5%
antiviral drug resistance.
4.3-13 Mutations in the human cytomegalovirus UL27 gene that Chou S, Marousek GI, Senters - - - J Virol 2%
confer resistance to maribavir. AE, Davis MG, Biron KK
4.3-14 Resistance of human cytomegalovirus to the benzimidazole |Komazin G, Ptak RG, Emmer - - - J Virol 2%
L-ribonucleoside maribavir maps to UL27. BT, Townsend LB, Drach JC
4.3-15 Diverse cytomegalovirus UL27 mutations adapt to loss of Chou S - - - Antimicrob 5%
viral UL97 kinase activity under maribavir. Agents
Chemother
4.3-16 The biology of cytomegalovirus drug resistance. Hakki M, Chou S - - - Curr Opin Infect| %
Dis
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4.3-17 Cytomegalovirus UL97 mutations in the era of ganciclovir ~ [Chou S - - - Rev Med Virol |Z%
and maribavir.

4.3-18 Cytomegalovirus UL97 kinase catalytic domain mutations ~ [Chou S, Ercolani RJ, Marousek - - - Antimicrob 2E
that confer multidrug resistance. G, Bowlin TL Agents

Chemother

4.3-19 Novel UL97 drug resistance mutations identified at baseline |Chou S, Wu J, Song K, Bo T - - - Antiviral Res P
in a clinical trial of maribavir for resistant or refractory
cytomegalovirus infection.

4.3-20 Drug Resistance Mutations and Associated Phenotypes Chou S, Song K, WuJ,Bo T, - - - J Infect Dis -
Detected in Clinical Trials of Maribavir for Treatment of Crumpacker C
Cytomegalovirus Infection.

4.3-21 Human cytomegalovirus UL97 kinase is involved in the Komazin-Meredith G, Chou S, - - - Antimicrob 2%
mechanism of action of methylenecyclopropane analogs with |Prichard MN, Hartline CB, Agents
6-ether and -thioether substitutions. Cardinale SC, Comeau K, et al. Chemother

4.3-22 Maribavir sensitivity of cytomegalovirus isolates resistant to |Drew WL, Miner RC, Marousek - - - J Clin Virol %
ganciclovir, cidofovir or foscarnet. GI, Chou S

4.3-23 Maribavir for Refractory or Resistant Cytomegalovirus Papanicolaou GA, Silveira FP, - - - Clin Infect Dis |55
Infections in Hematopoietic-cell or Solid-organ Transplant  [Langston AA, Pereira MR,
Recipients: A Randomized, Dose-ranging, Double-blind, Avery RK, Uknis M, et al.
Phase 2 Study.

4.3-24 Virologic characterization of multidrug-resistant Strasfeld L, Lee I, Tatarowicz W, - - - J Infect Dis BE
cytomegalovirus infection in 2 transplant recipients treated | Villano S, Chou S
with maribavir.

4.3-25 The ontogeny of drug metabolizing enzymes and transporters [de Zwart L, Scholten M, - - - Reprod Toxicol |55
in the rat. Monbaliu JG, Annaert PP, Van

Houdt JM, Van den Wyngaert I,
et al.
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4.3-26 Hemangiosarcoma in rodents: mode-of-action evaluation and |Cohen SM, Storer RD, Criswell - - - Toxicol Sci PE3
human relevance. KA, Doerrer NG, Dellarco VL,
Pegg DG, et al.
4.3-27 Inhibition of Epstein-Barr virus replication by a Zacny VL, Gershburg E, Davis - - - J Virol &
benzimidazole L-riboside: novel antiviral mechanism of 5, 6- MG, Biron KK, Pagano JS
dichloro-2-(isopropylamino)- 1-beta-L-ribofuranosyl-1H-
benzimidazole.
4.3-28 Genotoxicity profile of 1263W94. Expert report (- Kier LD - - - tHNE R 2%
20|}
4.3-29 Assessment of the need to perform additional genetic Zeiger E - - - PR %
toxicology studies on product 1263W94. Expert report
I
4.3-30 Activities of benzimidazole D- and L-ribonucleosides in Kern ER, Hartline CB, Rybak - - - Antimicrob PE3
animal models of cytomegalovirus infections. RJ, Drach JC, Townsend LB, Agents
Biron KK, et al. Chemother
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53 BROBHLE
5.3.1 £WRAFHABRBEE _
5311 NAATFRLASEYT 4 (BA) HBHREE
5311-1 TAK-620-1025 A phase 1, open-label, randomized, crossover study to Takeda Development Center 20224E5H~  |KE o+ tENE R 5% fEH
evaluate the effect of food on maribavir (TAK-620) Americas, Inc 202247H
pharmacokinetics in healthy adult participants
53112 1263-104 Open-label, single-dose, randomized, three-way crossover 20054E9 0 ~ | KE ok thNE R 2% -
study in healthy adult subjects to evaluate the relative 20054£10H
bioavailability of old maribavir tablets (formula code
41263TAB302) and new maribavir tablets (formula code
41263TAB304) and the effect of food on the bioavailability
of the new maribavir tablet
5311-3 1263-109 Open-label, single-dose, randomized, three-way crossover 2007411 H ~ |KE S tHNEE 55 fras]
study in healthy adult subjects to evaluate the relative 2007412 H
bioavailability of crushed maribavir tablets and whole
maribavir tablets and the effect of antacid on the
bioavailability of the whole maribavir tablet
53114 TAK-620-1019 A phase 1, open-label, randomized, crossover, 20194510 ~ K[ sk RN EEE BE -
bioavailability, dose proportionality, and food effect study 2020414
comparing the pharmacokinetics and palatability of two
candidate pediatric powder-for-oral-suspension formulations
of maribavir to the current maribavir tablet formulation
administered in healthy adult subjects
53.1.2 HEBAMBREUEYPHIREEN (BE) ABRBSE
[ L I I I I
5.3.1.3 Invitro—In vivoDBE ##& 5 L I iABHREE
[siAL | I | '
5314 HPFHRVEBIEEHINERSREE
5314-1 VALIDATION OF AN LC-MS/MS METHOD FOR THE - 5% -
DETERMINATION OF MARIBAVIR AND VP44469
(SRD007069) IN HUMAN PLASMA (EDTA)
DETERMINATION of VP 41263 and VP 44469 HIGH - 5% -
ASSAY RANGE in HUMAN PLASMA by LC/MS/MS
Validation of a Method for the Determination of Maribavir - 5% -
in Human Plasma by LC-MS/MS
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5314-4 VALIDATION OF AN LC-MS/MS METHOD FOR THE - 3 -
DETERMINATION OF MARIBAVIR IN HUMAN
PLASMA (EDTA)
A Phase 3, Open-Label, Single-Arm Study to Assess the - P33 -

Efficacy, Safety, and Pharmacokinetics of Maribavir for the
Treatment of Cytomegalovirus (CMV) Infection in Japanese
Recipients of a Hematopoietic Stem Cell Transplant (HSCT)
or Solid Organ Transplant (SOT)

LC-MS/MS Determination of Maribavir in Human Plasma
(K2EDTA)

532 EFERBEHEZAV-EDHEEEOHRREE
BT I

533 BREREVIE (PK) REBREEE

5.3.3.1 BEHBREICHTIPKRUNHABRMEARBESE

5331-1 CMAB1001 An evaluation of the tolerability and pharmacokinetics of 199641 H ~
1263W94 following oral administration of single escalating 199644 H

doses in healthy normal volunteers

N R & -

5331-2 1263-106 A phase 1, open-label mass balance and metabolite profiling A~ [kE jiiZas THPEE 2% -
study following enteric administration of 400 mg of a
solution formulation of [MC]—maribavir (200 nCi) in healthy
subjects

5332 BEICH[THPKRUMHBEHHBRRES

5332-1 CMAB1002 An evaluation of the tolerability and pharmacokinetics of
maribavir following oral administration of single escalating
doses in HIV-infected volunteers

19964E3 A~ [ sk RN E R P33 -
19964F5 H

19964F9 A~ [>K[E 2 RN E R P2 -
1998412 H

53322 CMAA1003 A phase 1/2 trial to evaluate the tolerability, anti-CMV
activity and pharmacokinetics of maribavir following
multiple oral administration of escalating doses in HIV-
infected patients with asymptomatic CMV shedding

5332-3 CMAA1004 A phase 1 trial to evaluate the ocular (intravitreal) A~ |KE s+ LB P53 -
penetration of maribavir after multiple-dose oral

administration in AIDS patients with CMV retinitis
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5.33.3 WEMERZHELI-PKARBEE

5333-1 TAK-620-1020 A phase 1, open-label, randomized, cross-over study to Shire 20204E8 H ~  [KIEH s+ R B2 franl
evaluate the pharmacokinetics, safety, and tolerability of a 2020411 H
single oral dose of maribavir administered in healthy
Japanese subjects compared with matched, healthy, non-
Hispanic, Caucasian subjects and to assess dose-
proportionality of 3 doses of maribavir in the Japanese
subjects

53332 1263-101 Open-label, single-dose pharmacokinetic evaluation of oral 20044530 ~ [ KE iz N 5% 2
maribavir in adult subjects with renal impairment as 20044£11H
compared to subjects with normal renal function

5333-3 1263-103 Open-label, single-dose pharmacokinetic evaluation of oral 2005454 ~ | KE ok N 5% it
maribavir in adult subjects with moderate hepatic 20054F6 H
impairment as compared to subjects with normal hepatic
function

53.34 SNEAMERZERES L -PKEREBRHKES

5334-1 1263-100 A double-blind, placebo-controlled multiple-probe drug 2004552 ~ K ok N 5% -
interaction study to assess the potential for repeat doses of 200443 H
maribavir to affect cytochrome P450 enzyme activity in
healthy adult subjects

53342 1263-102 An open-label, random-sequence, two-way crossover study 20044E11H ~ [ KE iz AR 5% et
evaluating the effect of ketoconazole on the 2005421 H
pharmacokinetics of maribavir in healthy adult subjects

53343 1263-105 A randomized, double-blind, placebo-controlled study 2006554 7 ~ K 2 AR 5% it
evaluating the effect of repeat doses of maribavir on the 20084F3 H
pharmacokinetics of tacrolimus in stable renal transplant
recipients

5334-4 1263-107 A randomized, double-blind, placebo-controlled drug 20074510 H ~ [ KIE sk FEPNE R 5% et
interaction study to assess the potential for repeat doses of 2007411 H
maribavir to affect the pharmacokinetics of the cytochrome
P450 2C19 substrate voriconazole in healthy adult subjects

5334-5 1263-110 An open-label drug interaction study to assess the potential 20074E11H ~ [KE o tENE R 5% 2
for repeat doses of rifampin to affect the pharmacokinetics of 20074E12H
maribavir in healthy adult subjects
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5334-6 SHP620-115 A phase 1, open-label, 2-period fixed-sequence study to Shire 20165F7TA~ [ KIE 22 N R 3 FEH
evaluate the effect of multiple doses of SHP620 (maribavir) 201649 H
on the pharmacokinetics of digoxin and dextromethorphan in
healthy adult subjects
5335 REaL— 3 PKRBRES
5335-1 SHIR-PCS-115 Modeling and Simulations to Support Dosing of Maribavir in - 5% -
Pediatric Subjects
53352 TGRD-PMX- Population PK Analysis of Maribavir in Healthy Subjects and - B R
TAK620-3668 in Adult Transplant Recipients with Cytomegalovirus
Infections
53353 SHIR-PCS-115 Exploratory Exposure-Response Analyses of Maribavir in - 5% -
Transplant Patients Infected with Cytomegalovirus (Study
1263-202 and Study 1263-203)
53354 SHIR-PMX-MARI- |Exposure-Response Analyses of Efficacy and Safety of - BE R
2220 ER303 Maribavir in Transplant Recipients with Cytomegalovirus
Infections (Protocol SHP620-303)
53355 TGRD-PMX- Population PK Analysis of Maribavir in Healthy Subjects and - BE T
TAK620-3668 JAP |in Adult Transplant Recipients with Cytomegalovirus
Infections - Evaluation of Japanese Effect
534 BRERENY (PD) HABRHEE _
5.3.4.1 EEIEEREICH (T HPDRERKR SPK/PDRERIREE _
5341-1 1263-108 A randomized, phase 1, placebo- and positive-controlled 20074512~ [KIE jiiZas THPEE 2% R
four-period crossover single-dosing study of the effects of 200842 H
maribavir on electrocardiogram parameters (with a focus on
QTc interval prolongation) in healthy male and female
subjects
5.3.4.2 BEICHTHPDRAEBRKR UPK/PDIHERBREE
FEAD ] | | |
535 AMMERUVL2MEHRBRBEE
5.3.5.1 MY DEIEICET 5 B BARRESE
5351-1 SHP620-203 A phase 2, randomized, dose-ranging study to assess the Shire 20125~ [A—ARYT )b st N R 2% -
safety and anti-cytomegalovirus (CMV) activity of maribavir 20144E7H F— PV, 7T

versus valganciclovir for treatment of CMV infections in
transplant recipients who do not have CMV organ disease

A ANRA v HEH
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5351-2 SHP620-303 A phase 3, multicenter, randomized, open-label, active- Shire 20164E12H~ [KE., #+H, 77> [ R B2 e
controlled study to assess the efficacy and safety of 202048 H AL AYLF = AL
Maribavir treatment compared to investigator-assigned L f‘ B, 7o
i ipi i i TFT. Tr~v—I A
treatment in transplant recipients with cytomegalovirus BT Fe2 FT YT
(CMV) infections that are refractory or resistant to treatment &U/> T A— L
with ganciclovir, valganciclovir, foscarnet, or cidofovir
5351-3 SHP620-302 A phase 3, multicenter, randomized, double-blind, double-  |Shire 201744 H ~  |KIE, BFH, A1 [ PR PSS -
dummy, active controlled study to assess the efficacy and 202247H YL TTUAL KA
safety of maribavir compared to valganciclovir for the S /f/l/ﬂ?‘_‘ 15
treatment of cytomegalovirus (CMV) infection in ;7 4 ;_ 37: :;:/[/ﬂ?i =7
hematopoietic stem cell transplant recipients Sl AUHY — e
FZY R, vv7r, AA
A bova, HE A
ANTUT, YR —
. WER = 2 — T —
Jv K
5.35.2 FXEARKESE
53521 SHP620-202 A phase 2, randomized study to assess the safety and anti-  |Shire 20124E7H ~  |RE 2 TENEE A 2
cytomegalovirus (CMV) activity of different doses of 20144212 H
maribavir for treatment of CMV infections that are resistant
or refractory to treatment with ganciclovir/valganciclovir or
foscarnet in transplant recipients
53522 TAK-620-3001 A phase 3, open-label, single-arm study to assess the Takeda Pharmaceutical 20224E 1~ |[AA E THENEE BRI i
efficacy, safety, and pharmacokinetics of maribavir for the |Company Limited 2023464
treatment of cytomegalovirus (CMV) infection in Japanese
recipients of a hematopoietic stem cell transplant (HSCT) or
solid organ transplant (SOT)
5.3.5.3 EXOHBRMIEEHE THRITLBEE
5353-1-01 N10325M-SHP620  [Quantitative prediction of the systemic exposure of maribavir T2y - 3% i
using prior in vitro and in vivo data: potential for CYP3A4
mediated drug-drug interactions with maribavir as a victim
5353-1-02 N10325M-SHP620  [Quantitative prediction of the systemic exposure of maribavir sk - 3% 7]
using prior in vitro and in vivo data: potential for CYP3A4
mediated drug-drug interactions with maribavir as a victim
Amendment 1 1
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53532 TKD-BCS-01091-R1 [Expansion of the maribavir model within the Simcyp 2 - 2% R
population-based simulator to include the ADAM model and

subsequent evaluation of DDI liability as a perpetrator of

BCRP mediated transport
53533 - Maribavir Phase 2 Statin Related AE Post Hoc Analysis Shire ~20214-1H Shire 22 - 5% -
53534 - Maribavir PK Post Hoc Analysis Shire ViroPharma ~20204-9 H Shire ViroPharma iz - 5% -

53.54 ZOMORBRMEE
5354-1-01 SHP620-303 Resistance Report-Clinical Virology of Maribavir and Shire NZOﬁH Shire sk - AT R
Investigator-Assigned Anti-CMV Treatment (IAT) in Shire’s
Clinical Study SHP620-303

5354-1-02 SHP620-303 Resistance Report-Clinical Virology of Maribavir and Shire ~20fz]5 [shirc F=8 - AT T
Investigator-Assigned Anti-CMV Treatment (IAT) in Shire’s
Clinical Study SHP620-303- Addendum 1

5354-1-03 SHP620-303 Resistance Report-Clinical Virology of Maribavir and Takeda ~20.EIE Shire B - B2 i
Investigator-Assigned Anti-CMV Treatment (IAT) in Shire’s
Clinical Study SHP620-303- Amendment 1

5354-1-04 SHP620-303 Resistance Report-Clinical Virology of Maribavir and Takeda NZO.EIE Shire F - B2 i
Investigator-Assigned Anti-CMV Treatment (IAT) in Shire’s
Clinical Study SHP620-303- Erratum 1

5354201 SHP620-302 Genotypic Resistance Report — Clinical Virology of Takeda ~0lFl [Takeda T - B -
Maribavir and Valganciclovir in Takeda’s Clinical Study
SHP620-302

5354-2-02 SHP620-302 Genotypic Resistance Report — Clinical Virology of Takeda ~20.Elﬂ Takeda 22 - 3 -

Maribavir and Valganciclovir in Takeda’s Clinical Study
SHP620-302- Erratum

5354-2-03 SHP620-302 Genotypic Resistance Report — Clinical Virology of Takeda ~20.$IH Takeda 22N - P33 -
Maribavir and Valganciclovir in Takeda’s Clinical Study
SHP620-302- Erratum 2

53543 TAK-620-3001 TAK-620-3001 Genotypic Resistance Report 20JJJFIl | Takeda ~20fFl7 |Takeda EH - A e
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5354-3-02 TAK-620-3001 TAK-620-3001 Genotypic Resistance Report Erratum 1 Takeda N20.$Iﬂ Takeda =N - P frdant
5.3.6 TEREDHEAEZRICES HMESE ]
536-1 - PERIODIC BENEFIT-RISK EVALUATION REPORT For |Takeda Pharmaceutical 200 A ~ - sk PR 5% -
Maribavir (Maribavir — 6M - -20.) Company Limited 20 FQH
537 BET—I—BREVEHIRESK
5371 EH-—BE , _
5371-1 TAK-620-1020 SEGI— T - 20204E8 A~ [KIE sk - P 2
20204511 H
53712 SHP620-303 SERI— T - 20164E 120 ~ [KIEL & ‘}‘5 77 |Mgsh - FEA et
20204E8 1 AL ASF = RS
o Ry EE o
TFT., Tr~v—o, A
27 A=AV
KO v HR—
53713 SHP620-202 FER]—Bidk - 20124E7TH~  |KE iz - BE1 FEH
20144F12H
53714 TAK-620-3001 FER]—Fidk - 20224F 1A~ [AAR EH - BE1 FEH
20234F6 A
5372 BERBREEEER
BEEL
54 ZEXH
54-1 - The cytomegalovirus protein kinase pUL97: host Steingruber M, Marschall M - - - Microorganisms - -
interactions, regulatory mechanisms and antiviral drug
targeting
54-2 - A protein kinase homologue controls phosphorylation of Sullivan V, Talarico CL, Stanat - - - Nature - -
ganciclovir in human cytomegalovirus-infected cells SC, Davis M, Coen DM, Biron
KK
54-3 - Maribavir sensitivity of cytomegalovirus isolates resistant to |Drew WL, Miner RC, Marousek - - - J Clin Virol - -
ganciclovir, cidofovir or foscarnet GI, Chou S
54-4 - Virologic characterization of multidrug-resistant Strasfeld L, Lee I, Tatarowicz W, - - - J Infect Dis - -

cytomegalovirus infection in 2 transplant recipients treated
with maribavir

Villano S, Chou S
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54-5 Antiviral drugs for cytomegalovirus diseases Biron KK Antiviral Res

54-6 Significance of cytomegalovirus for long-term survival after |Falagas ME, Paya C, Ruthazer R, Transplantation
orthotopic liver transplantation: a prospective derivation and |Badley A, Patel R, Wiesner R, et
validation cohort analysis al
54-7 Impact of current transplantation management on the San Juan R, Aguado JM, Clin Infect Dis
development of cytomegalovirus disease after renal Lumbreras C, Fortun J, Muiioz P,
transplantation Gavalda J, et al
54-8 Cytomegalovirus (CMV) infection and risk of mortality in ~ [Giménez E, Torres I, Albert E, Pi Am J Transplant
allogeneic hematopoietic stem cell transplantation (Allo- flana JL, Hernandez-Boluda JC,
HSCT): A systematic review, meta-analysis, and meta- Solano C, et al
regression analysis
54-9 Reduced risk of persisting cytomegalovirus pp65 Trenschel R, Ross S, Hiising J, Bone Marrow
antigenemia and cytomegalovirus interstitial pneumonia Ottinger H, Elmaagacli A, Transplant
following allogeneic PBSCT Roggendorf M, et al
54-10 Cytomegalovirus in hematopoietic stem cell transplant Ljungman P, Hakki M, Boeckh Hematol Oncol
recipients M Clin North Am
54-11 Letermovir prophylaxis for cytomegalovirus in Marty FM, Ljungman P, N Engl ] Med
hematopoietic-cell transplantation Chemaly RF, Maertens J,
Dadwal SS, Duarte RF, et al
54-12 Effect of cytomegalovirus reactivation with or without acute |Akahoshi Y, Kimura SI, Inamoto Clin Infect Dis
graft-versus-host disease on the risk of nonrelapse mortality [Y, Seo S, Muranushi H, Shimizu
H, etal
54-13 Valacyclovir for the prevention of cytomegalovirus disease |Lowance D, Neumayer HH, N Engl ] Med
after renal transplantation Legendre CM, Squifflet JP,
Kovarik J, Brennan PJ, et al.
54-14 The 'indirect' effects of cytomegalovirus infection Freeman RB Jr Am J Transplant
54-15 Exposure to cytomegalovirus from the donated organ is a risk|Falagas ME, Snydman DR, Clin Infect Dis

factor for bacteremia in orthotopic liver transplant recipients

Griffith J, Werner BG
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54-16 - The independent role of cytomegalovirus as a risk factor for |George MJ, Snydman DR, - - - Am J Med - -
invasive fungal disease in orthotopic liver transplant Werner BG, Griffith J, Falagas
recipients ME, et al

54-17 - High risk of death due to bacterial and fungal infection Nichols WG, Corey L, Gooley T, - - - J Infect Dis - -
among cytomegalovirus (CMV)-seronegative recipients of  [Davis C, Boeckh M
stem cell transplants from seropositive donors: evidence for
indirect effects of primary CMV infection

54-18 - Cytomegalovirus reactivation in liver transplant recipients  [Aguilera V, Di Maira T, Conde I, - - - Transpl Int - -
due to hepatitis C cirrhosis is associated with higher Fornés-Ferrer V, Vinaixa C,
cardiovascular risk - an observational, retrospective study Pallarés C, et al

54-19 - BKYV, CMV, and EBV Interactions and their effect on graft |Blazquez-Navarro A, Dang- - - - EBioMedicine - -
function one year post-renal transplantation: results froma  [Heine C, Wittenbrink N, Bauer
large multi-centre study C, Wolk K, Sabat R, et al

54-20 - High human cytomegalovirus DNAemia early post- Lollinga WT, Rurenga-Gard L, - - - Transpl Int - -
transplantation associates with irreversible and progressive |van Doesum W, van Bergen R,
loss of renal function - a retrospective study Diepstra A, Vonk JM, et al

54-21 - Acceleration of allograft failure by cytomegalovirus Streblow DN, Orloff SL, Nelson - - - Curr Opin - -

JA Immunol

54-22 - Incidence and outcomes of cytomegalovirus in pancreas Shah AP, Chen JM, Fridell JA - - - Clin Transplant - -
transplantation with steroid-free immunosuppression

54-23 - Cytomegalovirus serology and replication remain associated |Stern M, Hirsch H, Cusini A, van - - - Transplantation - -
with solid organ graft rejection and graft loss in the era of Delden C, Manuel O, Meylan P,
prophylactic treatment etal

54-24 - Infection in organ-transplant recipients Fishman JA, Rubin RH - - - N Engl J Med - -

54-25 - Burden of cytomegalovirus disease in solid organ transplant [Hakimi Z, Aballéa S, Ferchichi - - - Transpl Infect - -
recipients: a national matched cohort study in an inpatient S, Scharn M, Odeyemi 1A, Dis
setting Toumi M, et al

54-26 - Economic burden of preemptive treatment of CMV infection |Robin C, Hémery F, Dindorf C, - - - BMC Infect Dis - -
after allogeneic stem cell transplantation: a retrospective Thillard J, Cabanne L, Redjoul
study of 208 consecutive patients R, etal
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54-27 - Cytomegalovirus in hematopoietic stem cell transplant Boeckh M, Nichols WG, - - - Biol Blood - -
recipients: Current status, known challenges, and future Papanicolaou G, Rubin R, Marrow
strategies Wingard JR, Zaia J Transplant

54-28 - Randomized multicenter trial of foscarnet versus ganciclovir |Reusser P, Einsele H, Lee J, - - - Blood - -
for preemptive therapy of cytomegalovirus infection after Volin L, Rovira M, Engelhard D,
allogeneic stem cell transplantation et al

54-29 - Neutropenia in allogeneic marrow transplant recipients Salzberger B, Bowden RA, - - - Blood - -
receiving ganciclovir for prevention of cytomegalovirus Hackman RC, Davis C, Boeckh
disease: risk factors and outcome M

54-30 - Outcomes in transplant recipients treated with foscarnet for [Avery RK, Arav-Boger R, Marr - - - Transplantation - -
ganciclovir-resistant or refractory cytomegalovirus infection |KA, Kraus E, Shoham S, Lees L,

etal

54-31 - Management of late, recurrent, and resistant cytomegalovirus |Avery RK - - - Transplant Rev - -
in transplant patients

54-32 - Emergence of ganciclovir-resistant cytomegalovirus disease |Limaye AP, Corey L, Koelle - - - Lancet - -
among recipients of solid-organ transplants DM, Davis CL, Boeckh M

54-33 - Strategies for managing cytomegalovirus in transplant Razonable RR - - - Expert Opin - -
recipients Pharmacother

54-34 - Incidence, risk factors and clinical consequences of Zafrani L, Truffaut L, Kreis H, - - - Am J Transplant - -
neutropenia following kidney transplantation: a retrospective |Etienne D, Rafat C, Lechaton S,
study et al

54-35 - Risk factors for failure of primary (val)ganciclovir Khurana MP, Lodding IP, - - - Open Forum - -
prophylaxis against cytomegalovirus infection and disease in |Mocroft A, Serensen S Serensen Infect Dis
solid organ transplant recipients S, Perch M, Rasmussen A, et al

54-36 - [Ganciclovir treatment failure in adult allogeneic Vejrazkova E, Hubacek P, Kutov - - - Epidemiol - -
hematopoietic stem cell transplant recipients with 4R, Pliskové L, Kostal M, Stépa Mikrobiol
cytomegalovirus infection--a single centre experience] nova 'V, et al Imunol

54-37 - Impact of cmv replication in overall survival in allogeneic Aparicio ES, Cardefioso L, - - - Bone Marrow - -
HSCT recipients Pereira PL, Fernandez PC, Transplant

Torrecillas SG, Caso BF, et al
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54-38 - Definitions of cytomegalovirus infection and disease in Ljungman P, Boeckh M, Hirsch - - - Clin Infect Dis - -
transplant patients for use in clinical trials HH, Josephson F, Lundgren J,
Nichols G, et al
54-39 - Cytomegalovirus Reactivation after Allogeneic Takenaka K, Nishida T, Asano- - - - Biol Blood - -
Hematopoietic Mori Y, Oshima K, Ohashi K, Marrow
Stem Cell Transplantation is Associated with a Reduced Risk [Mori T, et al Transplant
of Relapse in Patients with Acute Myeloid Leukemia Who
Survived to Day 100 after Transplantation: The Japan
Society
for Hematopoietic Cell Transplantation Transplantation-
related Complication Working Group
54-40 - PA AT T T A AREG & T fEE LIRR. RBZ - - - AARNEFS - -
54-41 - Cytomegalovirus-specific T-cell reconstitution following Zamora D, Duke ER, Xie H, - - - Blood - -
letermovir prophylaxis after hematopoietic cell Edmison BC, Akoto B, Kiener R,
transplantation etal
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