7L A I AHE 240 mg
7 LA X ATEFHE 240 mg
7 L3 A X AR S3E), 20 mg
7 LA I AJERISEL 120 mg
(ZBE9 5Bk

ARELHIEEEH SN2 F IR DHEF K ONE O E(FIT
MSD R EALIZH V£ 37, HiZB 5 o B4 H oF| H B 7Y
DI D 2 BRICAKER 2RI AT Z LT TEEH A,

MSD R 4L
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15 ERXIEROEERUVEAEDER

151 FHEOERE
AHFEITAR DA ORISR OREN Z K 1.5-1)127RT,

1511 RE - - TEUFHBROKE
JFED LT NLVEENIL, BARDT LA I A%8240mg  (FKFE8EF S : 23000AMX00455000) T
FERTAFEELR—THD,

RN OB R OREBRFEOREIZOWVWTIL, [2.3.P5 HIBR, £7-. MAOLEHERBREAICS
WX, [2.3.P8 TH]BM,

1512 BREABORE
WHANBIZOWTIL, [2.5.1.5 HIZMH,
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1.6 SHEIZETHERAREFCETSIEN
1.6.1  SNEIZEFHFERAKREE

SENCB T D AKOHERIUI[E 1.6-11DLEBY,
2024411 A BILE, /N VR IRIAE 3 s e R e K O% )N V2 7

REBRRF T 204 M AT R T A LA
JESIE O FEJE I OO 38 JEIEL S DU T K E CTIE20244-8 H IZ KGR S 1L, EU TR TH 5,

& 1.6-1 5 EBICH T HEREDEARER

AREN D E N AR S =4 H 20174E11H (&, H A b AT a7 A AR

D RN FIREE MM B (SR T D% A kA A

ARANOBAKTTEC 7 [ K « 5 - Jl - {4 -

T RTOETHAGEITHE 7,
NA - %) O7KGRIRDL
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162 SNEDOHFNXE

1.6.21  SNEOFMNXEOHME (FIR)
1.6.21.1  XEFRMNIXEOHE (F1R)
RERRFEEHA

PREVYMIS®Merck Sharp & Dohme LLC

Elfz - 88

HEAl

e PREVYMIS 240 mg $% : 38T OSEAITH VO . Al 1591, K3tz —=RL—kr
ARZHI STV D,

e PREVYMIS480 mg & : 9 T W\ARE TN, MO THY . AiHlc 1595), ROafifiic =
—ARlL— b IRZFINTND,

Ol Rl

e PREVYMIS AL v bl : R=T 2 ADHNL v MO TH D, 18ICHOE LT
EEN20mg EEHT D,

e PREVYMIS #OXLy Ml : R—=T 2B N_Ly FEIOSELTHDH, 1AICOX LT
JLEEN20mE ZEHET D,

TS
e PREVYMIS 240 mg/12 mL (20 mg/mL) JEHA : BAEH G-/ A T /WA o T EAEF O K T
»Hb,

e PREVYMIS 480 mg/24 mL (20 mg/mL) JEH A : A 531 7 /W A - T2 BT O ©
b5,

hEE - SR

1. [AFEE el (HSCT) BEICBITLY A R AT e AL 2 (CMV) TB5

PREVYMIS DOIHE - 2hRIEL, CMV OIEHURRM (R+) DR A 6 » HEL B> {RHE6 kg LA 1=
O/NROERE HSCT BFIZH T D CMV & CEGYED TR TH 5,

2. BRBAHEEIZBIT A CMV T

PREVYMIS DOZHHE « ZhRIE, AL 2% LA Es >R E40 kg LA EO/NEDOE Y 2 7 BBAEERE

C confidential
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[CMV M{ETURBGNED R — /CMV MigEHiRREED L B b (DHR-) ] 128175 CMV &

YIEDO T TH D,

A& - A&

1

2.

. L - EICET 2 A

PREVYMIS [ZII3FHHDHITED B 5.,

PREVYMIS &

- ARIAFOFEIOIDOLTROKLLE TE 5,
- BEANTE O F EBRAIAT,

PREVYMIS #% <L > b7

- EKODPWVWEMTBEETRHT 52, BEF2—7 (NG TFa2—7) XIFETF=2—7 (G
Fa—7) 2 LTRET 2,

- N VIRATED LW L,
PREVYMIS 7355

PREVYMIS 7EHAIFHE GRS T AIRT 5,

- PREVYMIS 7EHAIF0.2 pm X130.22 um OPEEFHAR Y =—F L ALK (PES) A>T A
YT 4NE =B L TREGT D,

- RIEEIRAD T — T A ATHROERD T —T v 2 UL 1R 20 C— s B C AR
‘a—éo

- ARFOZEEEII TR &,

- PREVYMIS AT Fuxs Fubt Lo 7 uasFx A M v 285A L, ROo&ER
TERVAEICOMERATH Z L, BERNROAZRA TE 284813E B2 PREVYMIS
BOANCEI Y 252 &, A[RECTHIUR., FIRNEE G124 28 2 /a2 &,

ALK ON2E LA Eo/NRBE CIX, A2 0 B2 DBICHEREIIAETH S,

12 AN O/NEEE T, BROAEERAZE0 R ABICHERE NV ELERDGE1H
% ([F1.6.2-11K O [F£1.6.2-2]12 ),

BEOT=HY) T

PREVYMIS 2 X 2 PEH#& 5058 T#I1%. HSCT HBEIZEBIT S CMV OFIEH bEZE=4 1 73
HZEDNEE LU,

08Q5BZ
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3. AR ON2EE A /N HSCT ST B B AL R C OS]

il

HSCT : BRA KL 2R L, B> E30 ke UL EO/NRBE

PREVYMIS OHELEH] 1L, 480 mg Z1H 1Bl #& 1 XITFFIRNE G ToH 5, PREVYMIS &% 1 #
B3 556 #ESEH 13480 mg BE18E % 1 H 1Bl 5 13240 mg $E28E 2 1 H 1Bl 5-Th 5, BEAIN
W TR B BT, 120 mg RO Ly NEMEZIBERS TE 5, §FIRNE S OFFRE O
HHETI0EDOFIAZ ST 5, 12500 AR T30 kg ANl O/NELEZEIZHOWTIE[#EL.6.2-11K&
W[#E1.622DREICE S HEEZ SR 5,

PREVYMIS (& HSCT 4 H2>% HSCT #%28H H O (EEFEOF®EA D7) 2Btk L, HSCT %
100H H F T 53 5, Bi CMV &Y OURGHED Y 2 7 238 5 BE 121, HSCT #%200H H
F TPREVYMIS % fkfik 5 Cx %,

PREVYMIS & v 7 v AR v &G T 28546, HEEHETHZ L,

AL« RS DN 25 LA E DK E40 kg LA E /N R

PREVYMIS OHELEH] 1L, 480 mg Z1H1[El, &1 XITFFIRNE G T 5, PREVYMIS &% 1 #
B3 286, #ESEH &13480 mg SE185E% 1 H 1[I 5 13240 mg SE28E % 1 H 1[5 CTh 5, FEAIN
Wi TR BT, 120 mg RO Ly MEMEZ TR IERS T 5, RN S OFFRE O
HRHEZICEOFIEEZ ST 5,

PREVYMIS (3AE Y H ) b BME%TH B OMICEME L, BHi%200H B £ Tkt 57 5,

PREVYMIS &7 vn ARV U 2OFHEGT 2856, HEZHE T2 L,

4. FRAM 2L EO/NRO HSCT XITBEBMEZ IZ> 7 a AR Y v LG T 528550

H i

-
%

PREVYMIS & HAIXITERAFIE 7 0 2R U2 FH&E 5T 28546, UTOBRELEHTE
PREVYMIS O & %240 mg 1 B 1[E# 52T 5,

o  HSCT : sk AR ONM25& LA IR 30 kg LA B/ NE B
X%
o EBAE : B2 DL DR E40 kg DLE D/ N

e PREVYMIS O#FEEMZIZY 7 0 AR OG5 2657 2 85461X. PREVYMIS OKED
HEZ240 mg 1 H 1B 512 &ET 5,

e PREVYMIS D& GRGEZICT 7 0 AR OG5 2 HIET 584515, PREVYMIS ORKED

C confidential

08Q5BZ



LTILEEIL MR MK-8228
1.6 SEICETAERREFICET SEH Page 7

H&E%480 mg 1 H 1[EIF5-IZH &5 5,

o YU ARY OMPEED EFIZE Y RIS 25413, PREVYMIS O H &7#Hi1
RNETH D,

5. 61 H UL 125 Am X1 25 L DR E30 kg A D/ HSCT [E CTOHELEH &=

6 » HUL L 12 AR o/NE HSCT #4 T PREVYMIS OHELEHBIFAEICE SN TR, [#
1.6.2-1] BEAIUIRE AL v FAD RO 1.6.2-2] GEHAD) ("%, PREVYMIS Z 1 H 1 [Al#%
O#h BERIUIAN L v MDD XUIFIRNE S C& 5, 12 RO/ NLBE T, ROAl &gt
a0 EZ HECHERE NN L R D550 H D ([F 1.62-1]KU[F* 1.6.22]12H) .

PREVYMIS (X HSCT ¥4 H2 5 HSCT #% 28 H H O] (AEDHE A7) ICBELE L, HSCT %
100 H B & CHkpil 5925, Bl CMV G L ONEGHED U A 7 3 b 5 FBF 121X, HSCT 1% 200 H
H % T PREVYMIS #fkfifk 5 CT& 5,

%= 1.6.2-1 6 hALE 12 @mKRBI 12 HMULMIDIKE 30 kg KiFHD/NRE HSCT BHET
@ PREVYMIS O##E 1 BREOKEE
GNEE 1HRO#&KEE HEFA BOo~Lr v Rl
. 480 mg HE1HE T 120 mg FE AL R4l
30kg ELE 480 mg 240 mg 2k 44
,‘\ L |
15 ke L1 130 ke A 240 mg 240 mg FE15E 120me %?@ 7
M98 < NS

7.5 kg LI _E15 kg At 120 mg HESE S 7 120 mg #i'ljé\l// R

- EO~<L o A

6 kg LA 7.5 ke A 80 mg s 20 mgﬁi@ 7
% 1.6.2-2 6 h ALLE 12 BERBRIEL 12 HLLEMDIKE 30 kg KD /IR HSCT BET

@ PREVYMIS M#%E 1 BFRAKRE5E

IR 1 H §# RN 5 5
30 kg WA I 480 mg
15 kg LL_E30 kg A 120 mg
7.5 kg LL_E15 kg At 60 mg
6 kg LL 7.5 kg Al 40 mg

RN G- ORI OB 5 5 15D FIRIZ 10 S ],

6. 6 % HLLE 12 A X 12 LA B fRHE 30 kg A/ HSCT BBFIZ Y 7 m AR Y v b
O3 256 0 HEMRE

C confidential
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6 # ALLE 12 RO/ HSCT £ 12 PREVYMIS OF O IT#IRNES- L > 7 a AR v %
A GT28E. [# 1.62-3I3R"T X 912 PREVYMIS O EFRHNMLE L R EENH 5,

PREVYMIS DO HBMGHRIZT 7 v AR Y OG5 %2BRGd 584, PREVYMIS OREIE 5

X, Y7 e ARY U EGREETAHAED 1| BROSUIBHIRNKESEEE 5 ([ 1.62-315
&)

o

PREVYMIS DO HRAtGZIZT 7 v AR Y o521 1L 546, PREVYMIS OREI#E
X, 7 AR CEEHFEGE LARVEAD 1 BROSUIHIRNEGE S T5 ((F 1.6.2-1]
I 1.6.2-21218)

T ARY OMAERED FFIC X0~ RIS 55413, PREVYMIS O f &5 1
ARETHD,

*®1.6.2-3 6 7 ALLE 12 BRBRIE 12 LU EADIKE 30 kg KiFHD/INR HSCT B
DORRRY DEGARET HIHE0 PREVYMIS DH#EFAE
i LI sl ey b | IR
58 Hokag
. " 120 mg AL > |k
30 kg LA b 240 mg 240 mg §E15E o 240 mg
. . - 120 mg X~ L v
; 1% 7
15 kg LL_F30 kg A 120 mg I NN N 120 mg
7.5 kg UL F15 kg Al 60 mg HeBE S 7 20mgﬁ§,;[/y hA 60 mg
6 kg LI 7.5 kg At 40 mg HESE X e 20H%£§2%;V€/kﬁu 40 mg

08Q5BZ

*EIRP G- O RN O 555 O FIEIE 105 2 1,

PR RERE T R

VT F=r 27977 A (Cler) A310 mL/min #80 N BFE K ONFIFLEE O B RER T 4
BHI H/NREE FERITI U7 BERER Mz LS5 <) Tk, BHEREREZE 12 /L5 < PREVYMIS
OHAEFHEIIARETH D,

CLer 7310 mL/min 2L F O NEFE . ST EE LR E O BRI EZ A3 o/NEEE (F
WIS U7 BRI -5 <) TOT — X IIAE LTE Y, PREVYMIS OHELEH&IZE 5
TR,

PREVYMIS 7EHH# % #5741 C CLer %350 mL/min A 00 il A B35 K ONRIFREE O B RERE 5 %
A4 5/NREBE GRS U BEEETHMEICIESL) BT, EHRAORMAITHS e R
RETUENP TR N UREBTLIBTNAD D, ZALOBE TITMmMES L
TFoUEEICE=R Y LT AT b,
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8. HTHREREE BE

#EFE (Child-Pugh 434 A) UL H4E (Child-Pugh 4348 B) DATHEREFSEE B #E T PREVYMIS D
HEFEIIAETH D, HEE (Child-Pugh 5373H C) DIFHEREREE B~ PREVYMIS O #5131
‘e,

9. AL v MIOFHE L O 551k
PREVYMISFR AL > MANFLA T D HIETRETE 5,
o HOLMNWEMEBEETCRAKETS, HDHWVIX

e NGFa—T7XNIIGFa—T7%2NLTHEETSH,

KD 2 i &R CGRER OG54 556

e PREVYMISFROL v MFIZHRS WA LIRS CHRELE O 5.9 2 858 O T3S
& 2B+ 5,

e PREVYMIS &RH~XLw MANIFENZVIEATZD L2 &,

e PREVYMIS &AL v FAIZERIBLL FO/NE U 1I~3 KOS DWES (7T v 7Y —A =3
— 7V R XNE 7Y v) EIRE S, BN ERITHW RN &,

e PREVYMIS XL v FENTER S WAL EIEE TS 10 5 UNICEERZ IR+« 2 &)

NGF=2—T7XFEGF=—T% L GHEKOEGTHEE

NGF =2 — 7 XIEGF = — 7 %/ L CPREVYMISHF A XL v Ml &2 fH3 Kk O 54 5 554 O FEH
X TEBACE) | [#1.62-4] (NGF 2—7) KO[#1.62-5] (GF2—7) 2BRT 5,

1. PREVYMIS &L v MlZ SIROKE AN HMIES ([ 1.6.2-4] L O[FE 1.6.2-5]1DF]
R EAZ ) . PREVYMIS O L v MANTBUKSUIHAK G LIZK) ERA LRV
B

2. 10 IET 5, BHEIR-720, BIL7ZY LW Z &, PREVYMIS #0021 v MHITRAE
LW, FBATEDAREE LTV 35, IREWEREEE 2 REILUNICERS T2 8 (FIE3 RO 4
W)

3. IRAMRZEV Y UTRYE, Yy, MONGTF 2—7 XIGF 2 —7 2 VW TRAKRD 2 E
bk T 5,

C confidential
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FMRIZHEIBOK ([ 1.6.2-4| O[F 1.62-510FT T RHOREASR) 2MATT+E, vV
VUTRE, YUY, KOING F2a—T7 NI G Fa—T52HANTTTWVWEREROEEE
&Iq_:—é—éo

NGTF 2 —7 XFGTF 2 — 7 % Z DRERFBETE D W T 2 &DOKTT7 T v 2T 5,
%= 1.6.24 NG Fa1—TJ%ML1E=PREVYMIS #ORL Y EIDHREIZET HH#REIE
: oo | o A D
AR | NG Fa—7* /%ﬁf BAEOR j@gff{ " %g;%ﬁ)
120 mg~ 8Fr LA kD s s
480 mg NG F2—7 W7t A
5Fr ® PUR | X ENFit
NG Fo2—7 XiTHhT— R
42 omngl; pdEs FNF VT 3 2
6Fr Ll ED Y
NG F=a—7
*Fr= 7L >F ;PUR= RU L &Z
PENFit U > P2 AT 2551E, B SIRGIREWSIT 512D OBIERT A A (KE)
ML 5,
% 1.6.25 GFa—TJ%#M LI PREVIMISBORL v hHIOFR ST 2 #EEIE
o GF o /U;ET/OD@ i 0 %)Ji;!;ﬁg *@“i?“ézﬁ?ﬂ%
120mg~ | GF=a—7 (F | @GR4 X s s
480 mg | FAEM D7) | @ ENFit X SR
40 mg~ RFrDOGF=a | BT —TI)LF 3 )
80 mg —7 Y Y

*Fr= 7L ;PUR= R UL ¥
TENFit > U P EMGHT 2581, EXRDOIREREWEIT 2720 O8RIET A A (R 0
%‘gkii5o

10, FERO RN O 57714

PREVYMIS JEHANE30 mL H[EHE AL 7L e LG S 4L, 1234 74 & 72 1 240 mg/12 mL

(20 mg/mL) 13480 mg/24 mL (20 mg/mL) % &H T 5,

PREVYMIS /XA 7 /UZIEEWEID TH D, HRIZTT X THEET LI &,

ik YaREs

08Q5BZ

PREVYMIS (327, §FARNEGRINICAIRT 5, PREVYMIS {EHANIAV A K O A &
T2 DT EFRAEREIR KR 5% T RO ROIHTH D,

PREVYMIS /XA TV ZIRIG LR 2 &

FRATNZ . A T IVONEWNZ IR ORIEME BN 72 D) RS 5, PREVYMIS S AIX
40 P I DY CRIUSL SR DD B O YEH UL E OB E FNTWAEAENH 5,

C confidential
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o

N

RIRIZ D R, X3P BoYFB A XA ORI LN DB 58D =56, DN
ATNVEFERHLRZNT &,

iRt O PREVYMIS IRIRITEH CHEA~EO TH D, Z O TOROEEBIAIKD L IZ

B LIRW,

PREVYMIS {ESANIZ. FIHAITH L 7 X R =F L~F L (DEHP) M EHZ G EN 54
WAy 7ROy P2 L TR LW &, MEHTZ DEHP 25 20V AE ANy 7 ;&
Ve NOBEERT 5, 7EZAUB AT ANEEN TRV EHZIE DEHP &8 £
TR,

AR S VT B AR IO T2 AL S Y 7 RO >~ b 465, PREVYMIS {5
B & O A DR STV D AR Y 7 ROIRE » s OMEZ L FISR S, BUFICEE
ETORWFEO 5 > 7 33wk » bz Hv 7z PREVYMIS A O 3L &
nigv RV o L2 o &G0 2MiRT = —7 % A7z PREVYMIS VS O ff I3 HE5E &
NN Z LITEET D2 L),

BN 7 O

Viifbe =/ (PVC), =F L - Fifig v = L ILEAK (EVA), KOKR IV AL 7 4 [RY 7nm

Ly ROEY =F L (PE)]

(¢]

Wik > MR

PVC. RYx=FL > (PE), RY 77X (PBD). V==L (SR), AF L« THEIIxT
HFEAAR (SBC), AF Ly« THxT « ZF L EAR (SBS), KOKRY 2F L (PS)

o

IR

MU AUy RiERNY AT F L (TOTM), K OV7 X )VER~ V)V 7 F L (BBP)

(¢]

HT =TIV

X AR ZRERY U L&

08Q5BZ

FA & 480 mg i 240 mg D4 PREVYMIS {E4HE ([ 1.6.2-612 M) & AH A (USP)
% 5% 7 RoBER (USP) DA -7-250mL D F L7 4L R IV Sy ZI2hx ., Ny 7 &E)
WZIRAT %, IR L2V &,

F&E 120 mg X1 60 mg D54 PREVYMIS NG 2 A RIER (USP) XUE 5%~ R v Bk
(USP) DAL 7 4V RIV ANy 712Nz ([F 1.62-612H) | N 7 & §IZRMT
B RE LW &,

% 1.6.2-6 FAE 60 mg LL_ED PREVYMIS 8ARAE SR DR
- NA TN HHHREEES P 7 g L
PREVYMIS & & PREVYMIS 20 mg/mL & ARIE D 5

C confidential
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D&
480 mg 24 mL 250 mL
240 mg 12 mL 250 mL
120 mg 6 mL 100 mL
60 mg 3mL 50 mL

o R 40 mg DA, [ 1.6.2-TIIZHE-> T PREVYMIS 5K 2 A BRI (USP) XX 5%~
R R (USP) OWTHNTHIRL, Ny Z&2FRMT 5, HRLZARED 5 5 20
mL Z@EE 72 A XDV Ay 7 IV vroick b, IBELnz b,

£ 16.2-7 FAE 40 mg @ PREVYMIS #ARAE5TE D5
PREVYMIS 2 mg/mL 77 FRifE D B L 7= PREVYMIS 2 mg/mL 7R

PREVYMIS o ffi & : - £m
& A W O J e P -1 e

PREVYMIS 20 mg/mL #& 5 mL

Z AR (BRI T 5% 7

R BHE) 45 mL ISz T, )
IR %

40 mg 20 mL

5751k
o KMIT =T NIIPLEIRT A & LT, JiiAN Yy 732 Y DI Ao T3k % 1
R 22 T —E DR L THARNE G35,

o ANEWRIEL., 27702 umXiF0.22 umDPEE AR U =—T /L ALK (PES) A T4 7 ()b
A —Zl L THEEST 5, 0.2umXIF0.22 umDILEPESA > T4 7 4 VW Z —LISND T 4 L H
—ZELTHEELRN L,

o  BERIOFIRIRIC AT RY) e OVEAN 2V BRI K Y HERT D,

o  ABIRICE Y . BT EDONEH T A OORK 7 LIS O RIEERY BB N DL 5E
IIBEET D Z &,

1. AP DOLRAF
TR ([£21.6.2-6] X IX[F1.6.2-TNZHE - CTHHL) 1FEIR T245fH], XF2°C~8°C (36°F~46°F)

DIJE T CTARFH £ TIRAFAIRE T H D (Z ORFEIE, AR/ v ZPIC A IRIK 2 J%5E L T & A
T ETORBNZEND),

12. AR GITHW S 5 BRSSPI HedLHA]

BB nl BESLA

PREVYMIS JEHA] &8N U 72154 & OERE S 2 b &2, Th < WS35 288 O ARk ¢
M L 7=, DLATICRESEL L7 A K ORI DR E D LI O A1 & PREVYMIS % [Rl—O##

C confidential
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RZ7 4> (Eh==2—L) ZALTREHIZHEALRNI &, HFHEBOKIMN CEELZB L, [FH
BFIZOEH L2l A b 235 2 &,

S AR AR (USP) T L7256 Ol G rlRe 72 Al o —% -

Trev VP RITLA TrEY I R UL AT 2 NF R T A GRS e
TV, BART 7 oxX, B~V T XV U giE, 7vaty—, 7na
BIR B ARV U BBV IRV L AL EY =R I T xS

S 5% 7 R Uk (USP) W CRlifd L 72356 OBl & rrae /e Ml o — 8

TARTY B (REEEIK) *. anidulafungin, 7 7 YU ) N U 7 A ceftaroline, =7 b
V7xY VUL RURRL, T7EFVL B, oy 7Lt ) UL kR
ANFY L ANTRIEAT VT R UL BV REBRE, VT ERT ) AR SR,

pantoprazole sodium, MgtV v A VA YU A Z7m ) AR telavancin, F7 YA 7 U
*7 LT U v B (BEEEAR) (X PREVYMIS EEAFRETH DM, TLRT VL B UKY
“‘A&iﬁaé%%?g})éo

13. AR SICHV B D BLAZE BRI K O ot o W)E

B2k e Al

PREVYMIS {EHANT. 734X a tafgth, 7AR8T UV BIURY—A, TAMLA T AL, &
T AR, v avaxY . VI RARY . UALF TV LAERE. 74V T AT
L, o= A v UoRBEE, LR T7aexYd o URY U R, mIEBARA IXYTAL IaTx
J—IVERE T = FIVIRERIE . A X ot bu URERE. ROV & b e UHERRE L ISR AR

Th D,

SIS FTRE 72 A 2N 7 e O~ b DR

PREVYMIS k&KL, 72 AR =F L~F /L (DEHP) AJHFIL R v L Z o2 EHT 5
R T =2 — 7y AL TES LN &,

L
el

PREVYMIS (ZE°EY RXUIEMHT LI A ReaHETORECII®RETH S,

EEY R BV ReRETOEEIZ PREVYMIS Z0FHEEGET25 L, LT LEELDF F
7 . P4503A (CYP3A) FHEIC XV V8 FoMmMEPEE N FH L. QT iEE K O torsades de
pointes Z 5| E i ZTHBENRH D,

o

o FATNAIuA R :FZATNVIOA REe&REHRORFIZ PREVYMIS 20K G35 L, LT
JILEENLD CYPARREICLVRAT VIO A R(ZAI X IV KONV E Rer)La X I y)
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DI PREN EF L. ZAP@HEIISEZITRBEANH D,

e PREVYMIS |[ZEX NAXF L NI v NAZF Lo ra AR A IEAE GO BRET
X5 TH D, PREVYMIS £ v 7 a ARV U EHFHEEGTDHE, BXRRAEZF T N
ZAZF U DOMAPEEDE LW EFERAEL, I A F— I EL 5 2 T8N
WD,

SE B UBALOEE
L SR ELAERIC X B RV SRR SRS 0 U 2 7

PREVYMIS & #5E DY) O OF & 51 3EBAERICE R EYHEER 24 L8200 b0 ., 20
—HENEIEIWER (PREVYMIS # L <IIOEHEKIC X D) XX PREVYMIS # L < 1 OF SR DO IBRE N H
Wz slEo+BEnnd 5,

TS OFTER SUIBEA O B R e M AAE 2 0 )UTE BT 2 FIE (HERHEZET) 13[E
1.6.2-111%Z /35 Z &, PREVYMIS (T & 2 16¥AT M OVAHR 1 I FEMAE BLAE ] O rlRetE 2 5 84
% Z &, PREVYMIS (T & 2168 L O3 4 B ES L. PREVYMIS & OVOF S B L 72 BIE]
EE=A) U TTH L,

2. FEHAFIOFMAICTHDLIE ReXxo LB r7arxA ) COBEY 27

PREVYMIS EH#ANL, Al LT FaXxs FabLp-v 7 arx2x b v E2EHT 5,
PREVYMIS EHHRITE OB G N TE R WEFICOAEH L, BEDPORKROFEZRHATE 2561%
HHIZ PREVYMIS R OANZEID B 25 Z &, AIRE CTHIVUE. iFIRNEE G134 2B 2 722 &

R E A AT HRE T, E Faxs 7ot lp-o 7 urx X M) URERBTIBTARD
%, CLer 350 mL/min AJifi O BN B K ORI EE OB RER S 4 6 3 2/NREE (Flplos e
EHERERTAMIZ FE-D <) I PREVYMIS HERAIZ 5T 256815, M7 V7 F=flix+012E=
YV TTHTE,

YRR TIE, B FeFx 7 m e bp-o 7 a7 X M UONER B Z ] S 29 R REr VR S
NTWD, BRSO LTIV EVITRER FME & ORI S T,

Bl{EM
1. BRAREAER T RER

EEPR BB Z BRI T CIT DN B 72 i 2 SO BPR BB CRR B T BIME A O R BRI A1
D SO BRI R &IV FBLHI O L IHEHRET 5 2 LT TR T, B TR bR %A
BEE BT LSRR,

C confidential

08Q5BZ



LTFILEEIL_INR MK-8228
1.6 SHEIZETAFERKREICETLEH Page 15

A BfE HSCT & (R+)
<HSCT #%14# ($9100H) FTOFL>

BB 65BN IEIE A L S 4L, PREVYMIS (373f1) XU~ 7R (19245]) % HSCT % 14 [ #¢ 5
L7z BRI E A b, —HEMR, 77 AR HEER (001585k) (23T, PREVYMIS OZ 4%
I L7, AEFERIL. IRBEEA G P IR G T R IR %2 LN O#ERE THlE S
R Lic, AFFERLOHRARAERERE OVHHEHFIL, 77 B REERZEH~T PREVYMIS BE T
FI22% 53 Ko Tz,

AEEL

OB EA FEHGORBEGIL T 7 B R (6%) (2T PREVYMIS #f (13%) TEiro7z, &
H 2 RO LI LIREEA FFGL, HR (PREVYMIS Bf : 4%, 7" 7 B AREE 1 2%) KON A
&) (PREVYMIS &% : 3%, 77 &AREE: 1%) Thotz, ML EOLRBIEAEHEG 2 3B L 7=
BRE DS B, BEXIHEE O FEELENWRE SNHEHRE OEIA X, PREVYMIS #T85%.,
T Y RBETR2% TH -T2,

ol B

i
i

B L A ON DB HE RS

PREVYMIS FED10%LL EO#ERE THRELL | BEE SN T 7 BRI T2% U EEh- o/ E
FHROIBIEG Z[#1.6.2-8[ICENT 5,

% 1.6.2-8 PREVYMIS ##%5 L= HSCT &N 55, 10%LULOHHRETHRE S L, F
REEGN TS ERBITERT2%ULEN 21225 L— FOBEEEZ (001 RHER)
g Iﬂéﬁlgizgs g:ifﬁ;%
L 27% 23%
T 26% 24%
M 19% 14%
AN PV 14% 9%
I 14% 10%
GER 14% 9%
W G7 13% 11%
HE 12% 9%
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ERELT, EHOAFFRICIVIEREORGZFIELIHREOFGIFRRE CH-o -

(PREVYMIS % : 13%. "7 BAREE : 12%), xbZ<MESNTRBREOREPLICET2FF
FHLE, Bl (PREVYMIS Bf : 2%, 77 B AREEL%) Thotz, #5#F 16T, PREVYMIS 5205
PREVYMIS VEH AN 285 U T o §) 0 5§ 1% L IO SO M OV UL B U 7 A 45 2 oD I [
HEARBL L, #5297,
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i A R A A
TRBREERE 5 TR AT /#2208 [ DA 4SS AU 72 B AR AR A A B D BB 2 [321.6.2-9]1C

Y,

% 1.6.2-9 001 HERTRO N -ERKIREEEE DR
PREVYMIS Placebo
(N=373) (N=192)
A BRHE R 2 (cells/uL)
<500 19% 19%
500 -<750 4% 7%
750 —< 1000 8% 9%

~F 21 B (g/dL)

<6.5 2% 1%
6.5-<8.0 14% 15%
8.0-<95 41% 43%
/MR (cells/uL)
<25000 27% 21%
25000 — < 50000 17% 18%
50000 — < 100000 20% 30%
Mgz v7rF=v
(mg/dL)
>2.5 2% 3%
>15-25 17% 20%

A (BFR  BAE%., ekt %233 B MR L C500/mmLL E) F o B o F fefE i
PREVYMIS #£TI9H., 7 BAREETISH TH -7,

<HSCT #%14# ({9100H) 72>528# (KI200H) F TOTEHF>

HSCT #9100 H H & TP PREVYMIS T #5458 T L7 #2186 % HfE%4{ L, PREVYMIS
(144%1) X7 7 &R (746) % HSCT #281 (¥9200H) F CHE L7HBIFAEER, — &
B, 77 R AR (04058B8) (2B T, PREVYMIS OZ&M 431G L7-, AEELRIT. 15
BRI A e G- U G4 T /RIS 2B L N OB E THlE SoF R L LT,

0407 BRI W Tl b BB ICH S SN A EEFRIL. 01RBRICB W THE SN AEFERITHE
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LU TV, AEFESRICL VIERIEZ P I U7ogiRE 11X, PREVYMIS B T5%., 77 BREETI%
Thol-, DIEEEAERELOKHEESIL PREVYMIS BFEN N T T B REETHE4% Th o1,

MR P A B R M A B 5 D3 BLEI 51X PREVYMIS BE & 7 I v REECRIBE TH o 72, M2 LT F
= 8% (1.5mg/dL #8) 723 PREVYMIS BED15%., KT 7B HREED8%IZFHL LT-,

RABEBHEESE (D+/R-)

PR 58911 PREVYMIS (29263]) ST A o7 v e (29741) B8 G L%
MARMEVEA L, —HEEMR, FE R (002588) 1238V T, PREVYMIS OZ &M% 7 L 7=,
BEEGIT, IRREE B GH UIBGKT R IESOERUNOERE THESh -5 L L,
TS DOHERF IV T, PREVYMIS BEOHERE D10%LL LT RFAHRE S, £ OB L
v r7aeVgELD b @7z (PREVYMIS B 1 32%, 7SV o7 m BVEE : 29%), S
LT X 0 IRBRER A Ik U7 1X. PREVYMIS BET4%, /LA v 7 B EEETIE14% TH -
7o O HE SNIRBREOR G P ILICE > 7= FEERIL, HHEEIE (PREVYMIS £
1%, VI 7 m ERE 2%) KOVRIMEREAE (PREVYMIS B @ 1%, 2SSV 7m e
B 5%) Tholz,

A% 2810 F TIZHE S A7 BRR R 5% D Pk 2 [321.6.2-10112 7§,

#* 1.6.2-10 002 FHERICE T HERRREMEEE DR

PREVYMIS PNIVH v a e
N=292 N=297

I PR ERHE AL (cells/uL)

<500 2% 7%

500 — < 750 1% 4%

750 — < 1000 1% 8%

<1000 A Ff 5% 18%
~EZ e (g/dl)

<6.5 2% 0%

6.5—<8.0 4% 5%

8.0-<9.5 29% 32%

<95DHH 34% 37%
i/ (cells/pl)

< 50000 0% 0%

50000 — < 100000 1% 3%

< 1000000 &3t 1% 3%
FfER (cells/pL)

<1000 1% 2%
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1000 — < 2000 5% 19%
2000 — < 2500 4% 14%
<2500 & 10% 35%
Mg 7 L7 F =" (mg/dL)
>2.5 24% 22%
>15-25 49% 52%
> 1.504F 73% 73%

/NEEIFE HSCT B &

2% A7)~ 5 185k AT M DIFIFE HSCT % 52 1T 7o/ NRAERE 6341 2 5t 5 (2 PREVYMIS D224 % FAf
L7z (0307%8%), PREVYMIS (Z#2 0 (8241~ L v RAD SUTEARNE S L=, PREVYMIS O
B G HWMII3A 51020 (FRfE84H) OFPH TH-T=, BEMET BT 7 A VT, RAZRIG L
L7z PREVYMIS OFEFRAB TRO NI b D & —FK LTz,

EYHEEER
1. fhoo 3K PREVYMIS 252 A EAERIER

LT IVEE L, AT =4 kAR U 7S N1B1/3 (OATP1B1/3) KNP HEEH (P-gp) b7
VAR—H— WNZUDP-Z V7 v )V hT A7 =7 —E1A1/3 (UGT1AL/3) BEZEDILE T
&%, PREVYMIS & OATPIB1/3 F 7 v AR —F — %A ET LHA L HEGET 5L, LT TR
IO MBERREN EAT B2 H 5[#£1.6.2-11]),

PREVYMIS & b T v AR —H— (P-gp 72 &) KO/ XiilEE (UGT 72 &) OFEARIONHEKS
X, LTVEEAOMBERRE KT S5 06BN H 5 7 OHELE S eV [#1.6.2-11],

2. PREVYMIS 23MtL oD AN 5 % 2 IEERI1EH

PREVYMIS & X ¥ T AEGREGT L, IV T AOMBETREN EFT252 00, LT
JVEELHBHERED CYP3A BHERITH D Z ENRE I TS, PREVYMIS & CYP3A4FLE T
oL EHN PRG35 &, OEHHE L7 CYP3A JEE O MHEH I ORI ER D H 5 15
EHELUDBENND H[F£1.6.2-11],

L7 VE BV OATPIB1/3 R 7 v AR—2 —DHEA|TH 5D, PREVYMIS & OATPIB1/3 k7 v
AR—H —HETHLEA ARG 5 L. BFHE S L7z OATPIB1/33/E o i vh i i o ifi R
MIICEWRDOH D EHEZEC2B8FZ00H H[#£1.6.2-11],

PREVYMIS &7 u ARV &2 iAKGT 5256, 0PRSS L2EANCH T2 CYP3A KON
OATPIB1/3% 1 LW EAEH ORREITR 2 DN H 5, v 7 ra AR > & O M A AE
BT ABERICONWT, 7 AR VORMNCELSRT S L,
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3. WeSL U723 BAE T M UM O TR L B R 7 S AR LR )

PREVYMIS % $¢5-7 2 7= OO H EfHE 21T 5 56 . PREVYMIS OGN T L721% I H
EAEFHMETDHZ L,

e NT U 7= S kA FAE ) SO ZAE R CRERIZ B K22 A AAEFH O —E 2 [#£1.6.2-111IT7R 7,
PREVYMIS Z AW T A Z X5 & L CHE L7-iABR, X PREVYMIS [C X VAU 5 EDOTFHIC
S KM AAER 2 ft# LT,

# 1.6.2-11 BEMICEXRGEDHEEER : RAZHRE LEEYHEEERHBROBR. X
FFRESHIEEERICEDHEERERT GIREENGTORY . RPOFRITSIORK
) U EHRZE LAVEE O PREVYMIS L OSFREESICER)

DESE D 7 DR | ML P~ G EEA
Sy A
B
T AT T7Axay DALY SAF 0 s LA SRS ) 5

L CWRWhBEDRELZ o8B+ 52 L,
PREVYMIS OOFHFH X, 7 I 4% o D miEfiE
JERBRBICE =X ) T BT L,

PrAAl

nafcillin lvFiEEL PREVYMIS O%hFI855 D aJ et & 5 728,
PREVYMIS & nafcillin OO GITHELE L7220,

PUER[E] %S

INT 7Y lovzsy o PREVYMIS & U /L7 7 U o OFFHERX, INR 241
B =) T BT L

PLCTAMAIE

B R lvFreren PREVYMIS OZhEJkFI D RIHENED B D728
PREVYMIS & /L3~ L OOF G I3 HESE L
720N,

T ) )X —)L] | LT ILEEL PREVYMIS OZNRIEET D A[EEMEN B D T2
PREVYMIS & 7 = / 2NV B X — L OO #5134

REL720,
NN L VT EE L PREVYMIS D50 Risi55 D rIREVEAY 8> 5 723
| Z7==rAv PREVYMIS & 7 = = kA > QPG 1345 U7
W,
BRI TR
B 127U~ 27 7 KPREVYMIS £ 7 U R 7T R, LT T =R,

TIR7ZIR, (TR TY=FR Y7 &Y ORI, B E A =
LRV =R, g tay 7 Vayy |2 7452k

VAR % PREVYMIS & o7 o 2R Y ORI, L3S
U= ROBHITHELE L 720,

PUE A 3K
AU aty—ns LRV oy —v [ FHABRSEREEIE, R a7 — L OIREHE
PRI IELBENND D20, BEDRELZ+
SICBIET D Z L

PLoLE B 3

Vo757 7F lvFreren PREVYMIS OZNRIEEI D RIEEMN B D728
PREVYMIS &V 7 7 7F o OO G ITHERE L2
U,
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V77t

Rl % S

PREVYMIS OZh RGO RIREMEN & D 729,
PREVYMIS & U 7 7 > ¥y OB G I3HELE L
AN

FURF AR 3K

ey R TEEYR QT %L }2 O torsades de pointes % 5| & L Z - BZF 1
DL, MFHERTH D,

FHYFT lvTFLrEEL PREVYMIS D ZhFIEE D FIREMED & D 729 |

PREVYMIS & FA4 U &2 O G137
v,

TV E ) R AR

rEL & lvFreen PREVYMIS OZNHIEET D A[GEME N B D 7=
PREVYMIS &Rt v &% v O G ITHESE L
v,

FEHTNLEaA R

TIH I EAR
i
bk Rpxz)L3a34# 3
N

TopaxIy, ¥
E Rogxo)L3a# I

P ik 2 R g S B SR (W/AT SR N SN b1 E
HEeTbhs,

oN— 7

‘b Ta—r
XeU—k (kA3
UAREY V)

lvrrsEen

PREVYMIS OZNRIBEFI D A REMEN B D 7=
PREVYMIS Ltk « Va—r X« U— sOPEH
BEHITHESE L 220,

HIV {93

7 yyE LY

lvrreEen

PREVYMIS OZhELIEES D v HEMEN & 5 728,
PREVYMIS & =7 7 B LY OO A G513 HELE L
200,

T hTEY lvFrsen PREVYMIS OZNRIEEI D RIREMN B D728
PREVYMIS & = b7 B U OB GITHELRE L 72
U,

FETE lvFrsren PREVYMIS OZNRIEET D R[REMEN B D728

PREVYMIS & % E'F & L O ff £ 513 HE5E L7z
U,

HMG-CoA iz el R

T R AR A ZF A

17 MR EF

PREVYMIS &7 FAAZZF o OBEHFZ, 7 F
JWRABTF v OPE BEIT20mg, HEZ BN &
Y, IARTF— L BB R I DV TR DR TE
BT 52 L,

PREVYMIS & o7 0 AR OFEHARL, 7 L
INABTF 2 DFFITHESE L 720,

[ AV & B
SN ARF

T HMG-CoA 3% %
FEPH AR

PREVYMIS & X N2AZF U (T NAZF
DOHf RFEITHESE L7220,

PREVYMIS & o7 v 2R O BT, B2
RTINS AR T DI R EEE O L
ERNAET, AT — IR R RE & 5| &
EBEZTBZENRHDLTZD, BEXRRAEZTF TV
UNRABF IR TH D,
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TINNAEF T HMG-CoA 2 7CEL | PREVYMIS & Z 415 D A & F L 8K o f T

lovastatin, "7 /X | L EFH 2B F BRI O E N LB 22 D ATREMED & 51,
HZF o, TmANRH 2 FRF— LR BRIE I O WTTERE DIREEE
Fn T BETHZ L,

PREVYMIS & 7 1 AR Y > OFFHET.
lovastatin D ¥ 51X HELRE L 720,

PREVYMIS & ¥ 7z 2R Y v ORI, A4 F
VEAOWMN LEFOHIEHEZ SR 5 &,

Sapeg el
T ARY Tv7uaARY v | RAKROCI2EELL B/ EBFE TIZ PREVYMIS O
TLFALEE L FA240mg 1 B 1ENZHEAD T 5 2 & 120K D/
WRERETIIHEREG 2B L T858076 5,

PREVYMIS & OOFHEER O IERRIZIE, 7 17 A
AU roOmPREZEZEICE=4) 7L, V7
0 ARY CORBEERET DL

va ) AR Tom AR PREVYMIS & OO O IERFIZIE, a2 U A
ZDMAEE L EEICE=X )7L, el A
ADHEERETHZ L5

PREVYMIS & 27 a ZRY KRR AZADHE
FRRL, v U A ZAOEASCEF OHESE &I B
TLHMTTERE SRS DH Z L
/A= RINNV S =D PREVYMIS & OO O IERFIZIE, #2781V
LAZDIMPEEZRBEICE=FY) 7L, /1
U LAADHEZRET 52 L,

prrey

7a h Ry TIEK
AAT T = VAAT T = [BEOE=HY > 7 ROWEIZ)E CCHREME 2

11952 &,

IR T —= v | RN T BEOE=X Y 7 R OWEIZG U CHERE &
11952 &,

A

FXT 4 =)L lvsarseEn PREVYMIS D% F-1885 D [ Gatk 3N & 5 728D .
PREVYMIS & E4 7 ¢ = /)L OPF G I3HELE LA
U,

CYP3A OH'E

5 . alfentanil, 7 = | T CYP3A D F/HE CYP3A O RE & OPFHIC W TIX, CYP3A DA

VA= IXVT BFOUH CEHR OFFLE D CYP3A FLEZK & OFH

L, =V RO BEAZ RO Z L7,

PREVYMIS & o7 v 2R Y » Of:IFIL, CYP3A
DIE~DHFRNFIT L v 5077172 CYP3A PLESE
ERATAREMEN B D, CYP3A OREE OURM =
@%ﬁﬁmeAmﬁﬁkm%ﬁ®%ﬁﬁi%§
Moz L1t

CYP3A DB THALEY REUEAT LV A
NIPFHEE = TH 5,
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*RRITETOERHZMEEL T,
Tl =ETE, 1=k

PR SCES R

S IS OMAEERIBEEATH D,

4. PREVYMIS & BGIRAIZ B RZ2AH A AR N 72 3.4

eI LT 7ae), Iy Sadxe ) —IBEETFN, TrafF S — A
roaFry—n, AYyaF =, ZF =V A TG =L, FOLR JVFR R LILORRA
RS E UTBRIEDAH EERFEBRIC W T, BRRIICERRHEAEERITRO b7,

BENERTOFER
1. b

U 27 O

t N CORIHATRER T —Z B A+ Th D728, PREVYMIS OIEIRERIFIZRT 2 U A 7 OF M
WESL LTV RV, B A WA T, BRSO Z v FC)e - lrIREE BRGEA
Tie) BEOLIL, ZOLEEDOLTIVEEVORER [JRE—RFFIHE N (AUC) ] 1ZREFRHE
BHE (RHD) # 5O N TORBEEDIGFTH -T2, VHX T, BEMOHEMEE RS 720
STREERE (LT VT ELVOBRER) RHD & 5ROt F TORBREORK2M5) T - iBIEREAE
BIEILERO b o Tz, T v POMERIK AR ORARER TIX, BEHO LT LE BLgR
RN RHD B 5 MO v N TOREREOK2ME L 72 5 HETEFABEFEELIRD SN (T —F%
)

o

TG DX SR EBE T 5 FH R KRBT L OREOY =) A7 I RHTH S, KEDO—REMT
EER PN RN SNV T2 RIC IS 1T D EEAR R EE K OEEOHEEE 2= U A 71X, £ NZEN2%~4%
K O5%~20%Td 5,

F—p

T — 7

IHR6~1TH O Z » MZ LT /VEEUL 0, 10, 50, XI3250 mg/kg/day 2% &5 Lo, BT K
OV 7 40 A 5 D R #E 23250 mg/kg/day (L7 /LE ELOIREE RS RHD #2550 bk TORE
ROWID TRO O, &BIC, MROKERDS ROEHER (RBHOBIEC L 5) SR
TR DA, I - IS0 mgkglday (17 LE €L OBRER RHD £ 5O ) TO
R R ORI RO BT,

e

IER6~20H O UHFIZ LT LEE L 0, 25, 75, X1F225 mg/kg/day ##E O #5- L7-, HIRGE,
BHIRBIEC OB, K OVE A RS OFRARGEN I OEEO HE (225 mgkg/day ; L7 /LE
BV OEEE &7 RHD & 5RO b F TORREEEOKI2ME) TRD biviz, 75 mg/kg/day (L7 /LEE
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NV OIREE S RHD &G RO N TORGEE LD D 7220) T - JBIREMEITRD ko Tz,

H AR DN AR DI ABR Tl fEIR6 A ~HA22A D7 v ML T /LEE/L 0, 10, 45, XX
180 mg/kg/day Z#%& M5 Uiz, oWtk 1234 H £ TIZ, 180 mg/kg/day (L7 /LE B /L OREEE &)
RHD # 50D & N CTOMREEEORI2E) %85 S - ihRME23D0 h SPSCoEmE IR O B Lk
FLEZ LN RFREFETHRD b, A7 LIFEi ik, [RIA R CTER O &K OES R
DT NRFEE L, W ORI IMOBD AT BT, 45 mg/kg/day (L7 /L BV OIREE &
23 RHD $¢ 5D & b COMRE R L FRIRRE) TIEHEEERD bRd o7,

2. Al

U A7 O

Do
AT v MEERIIE, VT VE BRI T RO EF B O Mg T ~BAT LIz (T — 2 ),

A L ARE R OEE FOFIMEL . FHAEO PREVYMIS DG F O M EME: & TN PREVYMIS X

FEREROIRIEIT He X WELULIC S BT 5 ATRENEDS B 5 AR 2R AT AT 5 = &,
Fy

FIHBRICB T, ot ZHLI0H DT » ML T IVE B ZEAIRNEES (10 mg/kg) FBE, LT
JVE EUIEELHFICRAT LT, AR R VAR O ARBRICB W T, LT VT BV OHE
=321 B OWFEFE O M HBIT LT,

3. WEMRT D ATHEMED & 5 Bk
At

LT VB ENLDOE FOEFHRE IR T D BT 57 — X 30, KRB X 2 4A5EE K
TR v TR LN,

4. /R
PREVYMIS OZZ 41 OE ML LL FIZOWTHEN. STV D,

o CMV DIMIEHUREED6 % A LL Loy >IKE6 kg L ED/NEFFE HSCT BE 2RI 5 CMV ik
Y Jo QVERGIE O B

o 12LL EnoIRE40 kg LLEDO/NEOE U A 7 EBAEEE [DHR-] 2B 5 CMV RYED
%
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HSCT 3% : /NEFRIFE HSCT B IZH T 5 CMV S K QUEYLE O TBL D 72 8 O PREVYMIS Off
ME, AN Z x5 & Lcmb) ot A vz e oni= 7 2 & 030 RO
INRBETHONTBMOEYBER VLT — X IC Lo TEMFT O TWD, ZaMEKOEE
WEhRE DFERITRN &I L CTuhTe,

BRBMEE 12 B K E40k g UL ED/NEOE ) A 7 BEAEE [DH/R-] 1B 5 CMV &
YSED TR 728 PREVYMIS DR IE, s A Z %5 & L7258 T53 72 LBt I 4 U 7 3k
THLNTmET R e /N HSCT 4 (03038k) CTHROLNILZENT —XIZ L > TEMTH
NTVD, LT LT ELOBREE, RARE L1288 B E40 kg B EO/NLBHE & ORI T
LT s L rllEns,

PREVYMIS D74t & ARIMEIZLL FIZ DWW THESE STV 220,
o 6 H AR IIIREGS kg A D HSCT 4. HH WX

o 125 TR E40 kg ARl O B ML BRE

5. &l

0015852 T PREVYMIS Z#¢ 5. L7 #BRE3T3HID 5 B 5661 (15%) 2365l LT >72, 040K
BT PREVYMIS % &5 L72#BRE 144610 5 B 3261 (22%) 7365mLA ETdH o7z, 00258 T
PREVYMIS % #5- L 72 #BRE 292610 5 5, 4805 (16%) 7365l ETH -7z, WTFHORERTH
R & AR T R O ISR L T, RERIC K % PREVYMIS O ] & i
IIRETH %,

6. TEHkRERETE A

CLcr 72310 mL/min #8 (Cockeroft-Gault D2 L 5) DOk NEE K OEIRE OB HERERE (Finlz
7B RER I S <) 2T A/NERE TR, BHEREREEC X 5 PREVYMIS O H&FHHIX
RETHD, AH (CLer 2310 mL/min Aiii) O BHERERE T A4 9 2 BN EFE B ONFIFR BE 0 B B g
PR (Rl L7 BHRERIIC S <) 235/ NREE (BIFEELET) ITBiT 224
T B2 > TR,

CLecr 7350 mL/min A 0Ol A\ BT K OVRIFREE O BAHSRERE T (FRMHIZIE L 7= B RERT N IC EE5 <)
AT H/NREFE I PREVYMIS HER A2 & 53 2 BICIE ERAIORNAI CH L Rrf 7o
EAB-L/aF AN URERT BN D S0, MG LT F =l a 0082 5
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#EEE (Child-Pugh 2538 A) SUEH%EEE  (Child-Pugh 2048 B) D ATHEREREE 4 T PREVYMIS O
HEFEIIARETH D, FHE (Child-Pugh 7331 C) O FHERERE B4 CTD PREVYMIS Off A 134
RELA2,

BERS
PREVYMIS O &1 5-RE DO FEH OfFEFANL /R, W& G234 UBRICi, B ZEIEH o
DNIRVIMBIER U, MBS Uil U] A sHERIE 2 i 5 2 &

PREVYMIS OFREIZBENTDAHNE 5 NI AHTH S,
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1.6.2.1.2 EURMXEOHE (FR)
(BEAN K OTERFE NN DT SCE DO FLHN 72 255 DB A 2 HRE LT2.)

RcRRFEEHA
PREVYMIS Merck Sharp & Dohme B.V.

#i - &

FEFA

* PREVYMIS 240 mg 7 4 b 5 —F 4 U 7 8E : LT L EENA240mg 2 &AT %, 165 mm x 8.5
mm D FH A THHEEOEAITH Y AHEIZI591 ) i a—aR L — hr IBRLE STV 5,

- PREVYMIS480 mg 7 4 LA —F 4 L 75E : LT LELN480mg % &A%, 21.2mm x 10.3
mm D 9 T VIRETHMIE, WhOFERITHY . FEC 1595), KfHElIZ =2 —AR b — hr T3]
FlafuTund,

TS A

« PREVYMIS 240 mg AR A EMER « 134 7/ (12 mL) 12V 7 /b E/1240 mg (20 mg/mL)
EEAT D, BOABHOBEK TH D,

« PREVYMIS 480 mg AL i MR « 134 7/ (24 mL) 1217 /L E/1480 mg (20 mg/mL)
EEAT 5, BOAEHOBEK TH D,

2hEE - TR

PREVYMIS OZIEE « ZhE1T. A A FTr T A /L2 (CMV) OILIEHFARM (R+) Ok A GFEE
MEtffafhE (HSCT) BEIZEBITH CMV FIEMH LR EIED T Th 5,

PREVYMIS OFHEE « ZhH1%. CMV MIEHURBSTED R —0s 5B BHE 25 1 7= CMV LGPk
DRNEE (D+HR-) IZBITDH CMV BED T TH 5,

AN AIEDOBEE 2RI L TARESINT AT L AEZBEIITHI L,

Hi% - H=
PREVYMIS (&, [AIfE HSCT XIXBEBAE 25 ) - BB OFE B ORER 243 D BN S5- 2 Bted 5
N
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‘E
A

FEA] : PREVYMIS (&, AR HIRMER (240 mg X TU480 mg) & AFTE 5,

S PREVYMIS 1%, #OH] (240 mg K480 mg D7 A v ba—TF 4 T hE) b AFTE 5,
PREVYMIS DFEH M OVEF AL, ERTOHW TUIV FE A WEETH VD . HEFEHITLE 20,
PREVYMIS OHELEH &ix, 480 mg D1 H 1B 5 TH 5,

<HSCT >

PREVYMIS O #5013 HSCT #%IZBit69 5, HSCT 4 H2 D, ¥#E< & & HSCT #%28H H £ TIZBAAE
T 5, EBEORERIZ) )b O TR TE %, PREVYMIS 12 X 5 TFB5iZ. HSCT #%100H H £ Thikl:
T5HZ L,

PREVYMIS (Z X % HSCT #100H Z## 2. 52 £ TBAI%. B CMV &S0 U 2 7 B —ii o
FIZHW 2 BB N H 5, PREVYMIS O 5 #I[23200 B % 8 2 7256 O 22 20 L O M T R IR
AR THRET S LT R0,

< EBhE>

PREVYMIS O HITBEBEY H G, < & L BM%TH B £ TG L, BHEtR200H B £ Tk
BT DHZ &,

< B >

PREVYMIS %+ 7 v AR Y > LT 556 1%, PREVYMIS O H&E%4240 mg D1 H 1 5128
%—a—}:)o

e PREVYMIS O# GBAthZICy 7 v ARY v OEGEZRGT 52561, REIOEG S
PREVYMIS O & %240 mg © 1 H 1A 52 ET 5,

e PREVYMIS BAtht2ICy 7 v AR Y v o&kbE2H 1T 555813, REIOE 575 PREVYMIS
DOHEZ480 mg D1 H 1A 52 ET 5,

o VB ARY OMAIERE EEOZDIZ—FICIREET 5 5-A1%. PREVYMIS O &I
%‘giﬁb\o
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<M ZEENTHE >
BEA

PREVYMIS DR & S 723 A  GAT WIS IS SN =0 A E BRI 5 L 5 BEICisE 5,
WEIIR AR A E CICRA SR D 20 o o6, BV a3AE T, PE LA 7Y
a—/VITRD LD EET 5, REIRARI22EIDZIRRALZY | A hEZEx 5 HEZRA LY
LCTIER 5720,

TS

T ERFENCREG TR o281, TEX AT RLSEET 5, REIOFERMIZ 2> 7285815,
SN ORELZE LT, PELERE AV o —)LIZHE S, REIFERERZ2[E5 O A& L
D, WHEEZBZHDHEZHREG LD LTIR LR,

il 72 A
< FE g >

HFHHIZ X 5D PREVYMIS O &SI LI,

<TinepEE >
FFHERERR 5 ASREE (Child-Pugh 4388 A) 726 %5 (Child-Pugh 737%1 B) TdhiLiE, PREVYMIS O
M EMEITLER N, AFREREREE N T (Child-Pugh 4788 C) DEHE 2% LT, PREVYMIS D%
gf‘

H
BdHEE S e,

<JHF BB REREE >

HREEFE O RS REIR & TP SR E E OB R RE R E 2 F 38 L7 B Tkt L C. PREVYMIS O#5-
ITHESE S 70,

< R HEREREE >

WRREE HPEREE X EE OBERERE E A T D E 12K LT PREVYMIS O H&RMEIIHELE S 7
W, BT O A DT R OBHEREREE 2457 5 B IO L CHERH BT @ T & vy, Kl
DERERRE 2 H 7 2 BEF BT DA MMER VLTI & 027 > TunZewny,
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pesapall

PREVYMIS {EHANZE FrFs Fua bt LB 7 urx 2 N U2 a7 5, LT LEELOHR
WHEEICE Y TRRENSE Fax v 7o e n-p-v 707 x A ) COBKRIREEZEIL, LT /LTE
V480 mg THI3600mg, H LMEEND, LT ELOFHARNE G % K47 BRI 0 FEifi
L7ZHERRBRC, B Rafd v 7aL-p-v 7 a7 A b UCGERT 2 EEEIIRE SN
7o WEEIIEEOBKERSE (7L T7F= 7 U T 72 AN50mL/min Kii) OREFIC
PREVYMIS Z# 5. L7-BE. E FRrXs 7ot B-v 7 aF X2 b U NERT 5 TREMEN & 5,
ZOXHRBETIE, MG V7 F= A EEICE=Z ) T O0ERH D,

<UNIRAER >

185 A D EBE I D PREVYMIS OZEM K OERIMEIIHLENTE O, T—2 6551 T
1,\7‘331,\0

HiE
BEF
o5 H,

BERNTIZE D E FMAIAIR, BEOFBIIOPDOOLTEREGETE S, Blo72b | WD | IFfE
7= Lanz b,

I
RN 5-H .,
PREVYMIS EHANL, #®ERICHIRT L2LERNH 5,

PREVYMIS AR IX, 0.2 um X130.22 pm OIRFEAR Y =—F /L AL (PES) A T A 7 4V
H—%@ L CEET S, ARIIF0.2 pm X130.22 pm OJEE PES A > 74 v 7 4 IV H —LISD T
AN BE—ZE L THEE L TR 60,

PREVYMIS O#535E1%. A L 5EIRNEE DA TH 5, PREVYMIS # 2 EAL T b
720,

PREVYMIS Z# W% . K UTFOEIRD T — T L 24 LT8R ST LIS L0 2R TRI6055 7T
THRET D, WAy 7ORNEYZE TR THRETDH 24,
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ST I

AN XATIINAN O —BNR T DT IpIT 3 2 1\ BuE,

EEY REOR®ES,
T hiaA REOpHEE,
BUh e TVa—r X U—k (BT UL XY VYD) EOFHES,

LT IVEENLNEZ I aARY) BT AESE XTI, TRIVRAEZF L U IRAH
Fo . BANRAXF U RFEXNRAXF TR ETH S,

I
O

RUOFEREDIE
HSCT BEI2EB 135 CMVDNA DE=F U

LT VE ENOLZEMEROARPEL, FIFEEER (001388R) 2B\ T, THi#&5-B44ATIC CMV
DNA MRAEDOFE RN EMED HSCT B THANL ST\ 5, B 140 £ i3l 1E, 2ok D24
F TIEFEELE,CMVDNA OE =% U » 73 MThilic, BKRIZE®RD &H 5 CMV IiLfE (DNAemia)
X% CMV BYEN SN L 5E1E. LT AEEAO TGN TIE S, MR Th 5 5
BRUTIRENBG SN, VT AT E LD TG EZBIMG LTEBIC =R T A4 VFO CMV
DNA BRENEETH 5 2 & B LI/ > T2 BE T, SEHRRE OB EZ - L T e
X, PRGOS FTRE T o T2,

FYH AAEHNC & 2 BIEH USRS RBEI D Y 2 7

PREVYMIS & 4T O OG- Tl BEENO XUTIBIER 7. BRI BAEH O Al REMEN
HY., FTOER, UTE5lsEITBZENLRH D,

o PRREESUI VTV BV OBREE RIS X D BRI ERZREIVERH
o PEAEEOMBETRENE L DT 25 2 LI & D OFH DO TR SN RIEs

D OB O XN 72 R 72 A AAER 2 85 UTE BT 2 FIEIC W TIL, #ESEHE
. [F 1.62-13|ZBD = &,

WA

VBRI OBy CYP3A G D3 (alfentanil, 7 = Z =)L, =7 Y) % PREVYMIS & {f
H3 25L&, CYPIA REDOMBEFREN LATLIBZNNSH7-0, HEICKETHZ L, HEEE
WE=H U T ROPEHT 2 CYP3A BRE O HERE N HRE IR 5,

I ARY v 7Y AA, v ARIONWTE, LT AVEELEOHFHES OBRIRREX
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IZHFIERFICINZ, VT A ENLVOFREREETRL, RPIO2EMIZETN LKA D=4V v T %
ikt 5 Z LRI N S,

LT LVE BT, EMREEESZEL NN T AR—FZ—OFREOHERTH D, T DA
HEELEL DT AR—=F =X R Ok SN D 5O TIE, ZH0FBEICL Y M
HERENME T T28F00nH5D, O, R atb > — I LTL, BEERe=X1Y 7
DHEREIN D, FEHT T EOHIZ. FEH T OEIMERNETET 5 U X7 BN 5 7=k
JTBHZ L,

%L DAX T RHEAIR L. OATPIBI13IZ L Vgt SN HHEAITIL, L7 EELEDOPEHIZK
D ZNOOEFAOIMAFREN ERAT I EZANRH L ([F 1.62-13]12H),

0.2 um 1%0.22 pm OIRE PES 1 > T A 7 4 VW H —& I L5

PREVYMIS s FHERKRIZIE, SSICBEET 2 BEH E R IXAAO/NS 2R+ bT DI E £
TWBZEND D,

PREVYMIS ARIK D G- TlEL, T4 b ORGBIER 2331 7V E 72 IIMREP CHRETE 57
EIMZTh b 5T, 24902 pm 1%0.22 pm OIKRE PES A T A V7 4 VX —EF AT HME
W%,

ANl
e

PREVYMIS (ZIXFHE KT NG ENTWD, FRBIBHIERTHDLIH T 7 N—ARMHE, 27 7
H—VBRZIE, XX NVa—R- BT 7 h—ARINABOEF T, A EZRH L CidZe s,

TS

TR T A

AHK240 mg /S A T MZIE, 23 mg (3LEI mmol) DF b U 7 AMNREENTWD, Ziid WHO 23
B2 ADIHRKT U v AERE2g D1.15%IHY 95, 7 b U v LAEELO = O RFRRE
ZZITTCWHEETILZ, 2hazBEL T2 &,

AZE 480 mg /A T VT, 46 mg (X2 mmol) OF hU U AREENTWS, i WHO 23

HERTDRADIRFE AT MU 7 AEBRE2 g D2.30%ICFHMS T 5, 7 F U U7 LAEBO - O DO AFE
EEZTTCOHEETIZ, ZhazBBEL TR Z L,
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vIaTXARNY

AIIT12 mL A T AFICE FedxsFab L r7arxx by (77 x2 R )y) %
1800 mg Z A4 % (H&E240 mg).

AHII24 mL A TAPICE FRF L FPa AP 7 aFdA )y S 7aFxz b )y) %
3600 mg AT %5 (FHE480 mg),

21EF
BT T 7 7 A LD BEK)

PREVYMIS ORI, 30O FEMAHE KRR IZ STV 5,
<HSCT>

0017%5% Tix, HSCT HE 5656123 A% 141 &£ C PREVYMIS X377 ¥ ROEE %25 ), Btk
A FE TREVEZOWTIB SN, &b EHE CHRESINTZEWEH® 9 5, PREVYMIS #O#
BB D1%LL ECHRELL, 778 AHL Y BHEECTH-T-FT, B (72%) . TH (24%) KO
gt (1.9%) Tdh o7z, PREVYMIS O HIEICE S RIEA T, Frllk bEMEE cliEShi-bo
. L (1.6%) . & (0.8%) MOMER (0.5%) Thoio,

04075% TlX, HSCT 35218617 HSCT #1438 (F9100H) 7>528% (F9200H) F T PREVYMIS
NIE T T vAROPFE %2515, HSCT %48 £ TR EMIZ O W B STz, 5 S -BIER I
0015888 CHEFR S 7= PREVYMIS OZ &7 7 7 A W —F LT-,

< EBhE>

00275R CTlx., BB EE 292613 BHE%281 (F9200H) £ TPREVYMIS O# 545217 7=,

BIVEH D FIE D EH)

UFORIWERIX, EERFERT PREVYMIS Z# 5 L= BE TRESNTZHLDOTH D, [F 1.6.2-12]
2. #ERRGEROFBBHENNCRIER 2777, FEBEEIX, EFICEHEE (/1080 E), &
FE (1710080 E1/10K5m) . KAEEE (1/1,000L80 E1/10044#) . £4v (1/10,000L4 11/1,000K55) . i
FEFITEI (1/10,0004K7) & LTERT D,
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x 1.6.2-12 PREVYMIS THE Sh1-EIHER
B E BI1EH]

S R

AR IR HCE
Rtk L OsekhEE

AR RIS
R R

AR MR B SEE

FB X UBkKkEE

A [ R F

H Gk E

e A L, T, E
AR A
FHF R R e

AR TI=UT ) NI AT =T —EHIN,

TANRNTGX BT I ) N T AT 2 TF7—F
Hm

FE R R B KOS SRRk

A | e

BB L ORI REE

(AR | 7 v F =1
—i% - BFREER X OGO EE

AR | %95, RRSPEZIE

RITEH B DN D 6 D#iE

PR KGR ICEIER NS DN DG EOWEFITEECTH D, ZHICEWERLORXT v/
VAT DNT v ADRGHIIRE =2 U U ZINAREIC 2 5, BWER NSt 2 56801E., fHEk vV ic—
EA R T ENREREZN L CTHRET D 2 EREEREFEE TSRO NS,

EYHEEER
VT VEEAREG L VA U OBREEOEWVICE T 5 % EH

- LT ENLOMETIREREOHEEMEIL, EL ALV ER L, 20D, LT IILEE L
O HANEAIC L ABENERIL. LT LEELOBRSREL Y7 a 2R U HEH O IC
K555,

$

&

LTV EOVICKET Do 3K o 5%

L7 /LE E/LD invivo TOERRRKIZ, PR 7 V7 v VBE TH D, T b DR
B 2 EEETIAATH DL, WTNLDOHAREOIHFRVIAL N VAR—F—Th D
OATPIBI1/3MAAET 2 A ~DOREEN 72 BV AL MBI 595, FEVIARBZEO LT LEELD
Ty v CEERAIL UGTIALBARE G 3%, £70. L7 VE BV E O C P-FEE H (P-gp)
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K OHEMEEHA (BCRP) #/r LCHEHEND EE 2D,

S RBBEA UL b 7 v 2K — ¥ — D s

PREVYMIS %Z Z 16 OFFEH L HHAKEET D L, LT LT ELOMETEENMETT5Z &R T
HEhb,

AR EFHET LT AT L AROBET 84

L7V BV OBRGERENREIRE TE 5 ARetEnH 5720, WO IITRED 7 v AR—4
— (P-gp %) KO/ IEEFE (UGT %) OFFEHIE PREVYMIS (327 v 2R U U UTIEDF
M) ZOFEEG LN & (R 1.62-13]1Z8), - MARFEAIOF L LTI, V77,
Trx=hkAr, IR EE Y, Stlohn'swort (BEA I VAN VD) VT7rTFo Tx)
N H =L ERnd D,

- PREOHFER OB E LTL, FAHILX VY EXT7 =/, U MFEL, BEFEL, =77
LY m TV R ERnbD,

U7 7 o OFREEIZEY . LT AEE LD MEREEIZYEIC ES L7722 (OATP1B1/3
O/ 3% P-gp LEIC L D), BRIZEW®ROH D L O T Rnotz, D%k, V77T
OPFRE G kG LT & 2 A, LT VE B0 MmEFRE ISR E®ROH DK T 2R LIz (P-
ep/UGT OFFEIZ L 2) ([£ 1.62-1312),

i

I

I ARY CEPH LIS ED LT IVE BT DO 3EY) o5

OATP1B1/3DHEHA

OATPIB1/3 T VAR —4 —DHEAITH L3 & PREVYMIS Z & 5T 5L, LT ILEEL
OIMAEFEREN A28 N08H 5, PREVYMIS % 7 1 AR U > (587772 OATP1BI1/3BHL5EHA])
LB ET 284 O PREVYMIS OHELEH E13.240 mg D1 H 1B ETH 5 ([F 1.6.2-1312H),
I aARY vl LT IVEEAOGHICMO OATPIBIARER|Z BT 2561, HEICKR ST
LT EnHEREEND,

-OATPIBIFHEROBIL LTIX, o747 mYN, ) RAuvf vy, 77 ) ARy —
WOT T T —PHEE (TH2FFEL, Y ATLVEL) BERDD,

P-gp/BCRP @ [HEH

In vitro AREROFERICEES & LT LE E VI P-gp/BCRP DFE T 5, P-gp/BCRP DFRLEIZ XL
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5 LT /VE BV O MBETRE DG, BRI EE TITRho T,

- P-gp/BCRP [LEHIDOFHI & LTI, 77V A~y ZJ AR~y TYoAQSA V2,
A TFaFy—) Frary— RITRIL F=U v TILARFH I ranolazine, —Hf
DOHIV 7aT5 7 —PHEK L ERNH 5D,

O 535 LT VE LD FE

<FITRHEI L THAT D2, REBhlns|C & 2282320 288 >

L7 LE BV, in vivo TEOMEHEESZ L O R 7 > AR — % —(Zx U CBERFEAlE LCERT
%o FEOHEMMRMMBEL UL N TV AR—=Z =P T R HEINRVIEY (FRRER) ., FEn
TRIND, 207, EIRHEZI LT, IREEEIC L > THEHRT 28 M E LT LEEL
EOFREGT 5 L. TOREYOMIFETIREENED L, FOENEET 28008 H 5,

FEEHOREIX, LT AEELOREGRBNOT 7 n 2R Y CHFAOFBEIKTFT 5,

FUEANRERICETZ0IE, LT VEEAEEEENH10~148% & PHRIND, B8PS
2 R E DOFM DS EFARIBITET D E TITET DRI, MBEPRESRRICET D ETICET D
FFIT b R 2 JE T,

In vitro R OFERICIES < & LT LE BV, BRRH &R 5RO invivo Ol T, CYP3A,
CYP2C8, CYP2B6, BCRP, UGTIAl, OATP2B1 &% () OAT3DHEHITH 5, CYP2CINIK T 55
BZHNZ T, CYP3A4, P-gp, OATPIB1/3Z%7 % INGaPH 72 5228 2 et L 72 in vivo sBR2SF FH T RE
ThDH, MOEPREEERZ K NN T AR —H —ZxT 5 invivo TOREBIIAHTH 5, iR
Az L TICRT,

BRGNS BRI EN, TEARTY VU BERI AT 7 XU OBRBEEICH L TLT LT

EARKIETHEOFGEIIAHATHD, ZNLOHEY L LT LE EAOMEERITRH STy

20, EHERPIICIE, FEOOICRERNMET T2V A7 W50, BEBOREROENIZED
REBERITSDEZARHTH D,

<CYP3A IZ X B &2 3217 53 >

L7 LE BV, invivo THREED CYP3A BRERITH 5, I 4V 74 (CYP3A BH) OfRA#
. & PREVYMIS #5342 &, IV 7 L0MEFIREN2~3M51C A3 5, CYP3A HE
& PREVYMIS Z #5595 & CYP3A FEE i il S IS BRI C B D & 5 EF- 13 B
DA D,

- ZOEDRFEYOFEIE LTI, FFEDOREIMHIFE (7 ARY > Frul AX vl AR
72 ). HMG-CoA # i HLEIR, 734X a2 E8neH 5 ([F 1.62-13121), BV K

C confidential

08Q5BZ



LTFILEEIL_INR MK-8228
1.6 SHEIZETAFERKREICETLEH Page 37

WEMT LA RIS TH S,
CYP3A MLEMEAOEEX. LT AEELDOERGREL N 7 o AR U HHOFEKTET 5,

I R K AR Y 722 PR M VAR IS — 2B D 72012, 10~14 H 1% % THM TS OPLEER A3 H,
NieWZ ERb D, WELZIT LREOEY N EFRIEICET 5 E ClIOBET 2RI, AR
FENRERERDETICET HRMICOEEL RIFT, BEEKTLTYH, EEAPELRTIE
TIZI0~14HB 00D, E=2 U 72 FE T 55013, V7 V- EEREDORIGE K O T#IC
Mz, VT AEENORGREZER LIRS, AO2BFITEERS E=F2 ) 72 FE T2
TENHERE S D,

<OATPIBI1/31Z X v ik & 5 iy >

L7 L EE/VIE, OATPIBI3 k7 v AR —Z —DREHITH S, OATPIBIBOIEE TH LW %
PREVYMIS & (il 5925 & £ 0Oy O MBETREICERICERDO S 5 EANALNL5HE
DD,

- ZOX I REY OB L LTI HMG-CoA B LA LFRK . 7 =7 Y 7 =2 F V0 LT U = ||
glyburide 72 &3 % % ([# 1.62-1312/), v 7o 2RV VIEFHFCLTLEE L EZEKE LD
BalE, VT VEEALOEIRNE G % OB, RARGH I BBEETH D,

OEA# G4 2 642 OATPIBI3DHEDEE X, PREVYMIS Z#37 a ARV v (#117
OATPIBI13BHER]) & OFHHBEEG L2 I KT 5 aREMED S 5, OATPIBI/3D IE 2 & 5.z
VT NVEENDL YA ERERETDHERIT. ZTOZEE2BETLHILERS D,

<CYP2COK Y/ XiE CYP2CI9IZ X ARt 252 17 5 3y >

AUz —)L (CYP2CI9ZEE D1-2) & PREVYMIS Z #5425 L. RY at > —oimiE
HEENKIEICIK TS5 2 b, LT LEELDN CYP2CI9DFHE LA THD Z LR END,
CYP2CObLFFE XN A ATREMEN B D, LT LEEMIZ LY CYP2COKR T/ it CYP2C19D I D
IREEMKT L, HEOMPRENRELEZ RIS BEA1H 5,

S ZOXIREYOHE LTI IA TV AR aF S DT ERA T T T — )L
FRAT TS — ), T AT T — )b N N T TV =)L tilidine, hVT X I R Enb D ([F
1.6.2-1312/), ZoFEL, 7 AR VIEFH T LT AR ZRAKE LGS, &
7 ARY O EEZ DRV LT VR ELORIRNE G UL 7 e AR ) VP FTL
FLEELEZRABRG L-SHA LY HFECTRVWE THEENS, CYP2CO XL CYP2C19DHE
WX DWBRPICL TN ENDOREGEHTEZEET L5, COZLeBETILENRD D,
FEAER OFRBRGEICE LT, BRo@FEIcET 2 —RIERbEBROZ L,
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<CYP2C8IZ L 1 &2 52 17 2 38 >

L7 L EJVIE, in vitro T CYP2C8 A PHET A2, FFERELA L T\ A7 CYP2C8 % #AiE T 5
ML H D, FODinvivo TOERIIARBHATH 5,

- FIZCYP2CSIZ L Vil ET 2 DF & LTiE, LTV = RFB3H 5 (£ 1.62-13]128), v 7
o AR UHFHOFEEIZ )DL, LT = RELVLT T ELOEHITHERE S0,

<JBE T P-gp I X 0 ik X B 3Ky >

LT AR EL, BED Pgp OFEAITH D, X EH TRV RATEARE, JFETD P-
gp 12 K DHEIT R E EAFE L TV A Y TliX, PREVYMIS & FH& G % & Z D MmsEhE s
BRRHICE®R DO H IR FIcoR N b B ZNRNH 5,

<CYP2B6 1% UGTIANZ L 510 &2 51F 57>, BCRP X% OATP2B1IZ X U #aiik < v 5 Fe4y) >

L7 L BV invivo THE L TIHEAI & L TEHT %23 in vitro TIZ CYP2B6,UGT1A1,BCRP,
K ONOATP2B1 Z [ ET 25 Z & bR STV D, invivo TO EMRERIZFAATH D, 2D,
IO OEMRMEERE UL N TV AR—F —DEETHLHEMTIE, VT VT LT
HE, TOMBPEFREN ERIKTT 282003 b 5, BNOE=421 v 7PHERIND5HE
DD, ZOXIRIEMZIONTIL, ENEFNORMLEESHOZ &,

-CYP2B6IC L At 22 i 8o L LTk, 7 7o 4o indh 5,
-UGTIANZ X Bt 22 7 28 Yol é LTiE, AT T ITEALRDRNRALT I I EALRH 5,
-BCRPIZX VEGEIN AW OF & LTiE, 17 AR X F o K sulfasalazine 238 5,

-OATP2BUIC X VEgE SN2y om e LTiX, B ZTea—A23bh b,

<R T v AR—F —OAT3IZ LV ik S 53 >

In vitro 7 —Z 2k AL, LTFIEELITL, OATIDHERITH DL, DO, LTILEELTL in

vivo TH OAT3D[HEH & 72 B A[REMEN H 5, OAT3IC L V#E S 2 <l, ifEhEEN -

HIrBFN0ndH 5,

SOAT3IC L VEREINAIEYOF L LTiX, > FavaxHi v, F/2HRENL, £ IXRA, ¥
FGARF U ERND D

— 1
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PREVYMIS 2 L A 1RE T O A &R 217 > 728546 . PREVYMIS (T X BB N8 T L2 IC
HAEZHREST 2, RERE I EMHREZEE L2560, HERGALEIZRDZERD
%

[ 1.6.2-13]TiL. HER I3 TV 5 Y BAEH XUTEERAIZE RO B 5 n[REMED & 5 iFH A E
HAO—E 23, 2 2RI BE/ERIZ. PREVYMIS IZB L TEmM I N -RERICHE S b o,
NIZX PREVYMIS TERABRTFHENDIHLDOTH D,

* 1.6.2-13 thDEMEDHEERRVHEZRE

ARFEFTRTEMEELZDLOTIERWD, BRPICEERFMAEEH OB 2R L TWDRICERT
%, AR OFEYEEAERCET A2 ARALOFBR LSO Z L,

FRCREN WA, 2D ORI EEARERIL, > 7 o AR VIEFHATF LT VTR
LOBROBEIZL Y E/LTWA, LTLEELOROES, BIRNES. S5y AR
U > OB OF T SRYH B AR O aTREM: K O PR 70l 5L 3 B 72 2 T REME N B 5 U IEE
T 5, BEREEETT HLGA0REMEIIREZZ R 25813, IFH#& 52T 2 HESE % ik

WL L,
IDAEE S i FFREE (g 5 PREVYMIS & 59 5456 OH#Ht
AUC, Coax (25T 2 085 | 5%
b (90%(E HE X )
(AT REME D i ME RIS
PrAEAl
nafcillin SR AAE BRI LS Y | nafcillin IZ XV, LT EAOIME
7+, FIRENMETT2R8ENNH 5,
A8 PREVYMIS & nafeillin O fF % 5-1%
lvFreEen HEBE L 72200,
(P-gp/UGT D)
PLEL 3K
T aF S — L o TaFy— MEREIOMER L,

(400 mg @ Hila] £ AUC 1.03 (0.99, 1.08)
5) SUTAEE]L | Cuax 0.95(0.92,0.99)

(480 mg D Hi[a|f « LTILEEIN
5) AUC 1.11 (1.01, 1.23)
Cimax 1.06 (0.93,1.21)

TE i RS T O YA BAEH R
BRI IS,

TR

o T)aF—)

- L TJLEEIL

C confidential

08Q5BZ



LTILEEII IMNR

1.6 SEICEITHERREFICET 2EH

MK-8228
Page 40

(UAEE'S

I TR B |2 g B e
AUC, Cpax [Z%FT 5 80725
e (90%f5HE X [H)

(RTREME D & ME R EET)

PREVYMIS & fH 53 5546 OHE

(200 mg D1 H 2[E#%

AUC 0.56 (0.51, 0.62)

A4 hZ7ary—n o A NFafy—n AEREIOLER L,
(200 mg O1H1[FEFE | AUC 0.76 (0.71, 0.81)

H#5) /LT /L E| Cna 0.84 (0.76, 0.92)

b (480 mg D1HI[FE] | & LT /EEL

05 AUC 1.33 (1.17, 1.51)

Cimax 1.21 (1.05, 1.39)

Ryt — it o Rary—iu FEGREiOMER L,
(300 mg @ Hi[n]# AUC 0.98 (0.82,1.17)

H) /UFAEENL | Coa 1.11 (0.95,1.29)
(480 mg D1 H 1[A1#

5)

AY afy—nt | RV =Fy—n PRGN QLB A LT LEE L

DPEER T THRIDNA, VT E

v rErn
(P-gp/UGT Di%iE)

5) Cumax 0.61(0.53,0.71) L DGR ST ) 3K A 28
S UTFLEE L L7ct b, BRAO2EEIEARY 25
(480 mg D1 H 1[A]# (CYP2C9/19D %) — L DOIYPEET =K Y

5) (TDM) MR ENn 5,

fivA any T Y 7HK

Vo757 T7F M AEERARERIIERY | V777 F ALY, LTIAEEL
7, DIMAEFREIME T T 28200 H
g I 5, PREVYMIS &V 7 7 7F o Dff

MFEITHESE L 720,

Vo7ypoesw

(600 mg O H[A]#% [
whE) /v AER
Jb (480 mg @ HL[A]#E
H¥5)

o LT LEEL
AUC 2.03 (1.84, 2.26)
Cunax 1.59 (1.46, 1.74)
C242.01 (1.59, 2.54)

(OATP1B1/3 &% U* /" X% P-gp
DAE)

(600 mg > H Al
®E) VT EE L
(480 mg O Hi[al#E O

#5-)

o LTLEEL
AUC 1.58 (1.38, 1.81)
Crmax 137 (1.16, 1.61)
C240.78 (0.65, 0.93)

(OATP1B1/3 % O}/ X1 P-gp
DFRE)

(600 mg ™1 1[Al#%
AO&5) /LT I)LEE
Jb (480 mg D1 H 1[H]
s

| VTrEeEL
AUC 0.81 (0.67, 0.98)
Comax 1.01 (0.79, 1.28)
C240.14 (0.11, 0.19)

(OATPIB1/3 &% O} X1 P-gp
DFE & P-gp/UGT O#FE &
DEH)

08Q5BZ
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(UAEE'S

I H R |2kt 2 s 2T
AUC, Cpax [Z%FT 5 80725
e (90%f5HE X [H)
(RTHEME D BV ME )

PREVYMIS & fH 53 5546 OHE

1

(600 mg ™1 H 1[A1#%
H#&s (V7 7oE

| LFLEEL
AUC 0.15 (0.13,0.17)

lvsrern
(P-gp/UGT D)

3245 #12)) | Crnax 0.27 (0.22,0.31)

S /UF 'L C240.09(0.06, 0.12)

(480 mg D1 H 1[A]#

SE LS (P-gp/UGT D #%H)

FURS 5 3K

FAHIH YA EERRBRIIERYE | FAVEX ALY, LT AEELD
R MAEFRENME TN T 2B8F0W01H 5,
TAE - PREVYMIS & T4V ¥ OO &

HIIHEDE L7220,

= F e VAR

(400 mg o> HA[E]#¢
5)y LT IAEEL
(480 mg D1 H 1[A1#
5)

AUC 1.02 (0.87,1.2)
Crmax 0.82 (0.71,0.93)

RE & Y HAER BB I ERYE | R Z 02XV, LFAFEELDIM
77, WHERENMITT2B8E0M0RH D,
TAE - PREVYMIS & Rt¥ % Dt H#E
lvFreen TLHERE L7220,
(P-gp/UGT D)

oA v AR

77 a et o T Zuen BRSOV L,

NT v u )

YRR BAE R R X S
7,

e

AV A/ A= R )

FHEFREOMLE L,

oN—7 LT

b TVa—r
X eU—]k (A3
A RXY V)

MR B AE R BB I3

7

TAE

lvsreren
(P-gp/UGT D)

o Va—r X U—RMIX
D, LT ILEELOIMBEREEINMET
TAHEBENNH D, PREVYMIS & &
VheTVa—r X U— OB
5132 mTbhb,

HIV j&iEK

T LY

FEW R B AE R RBR I3
7

TAE

lvsreren
(P-gp/UGT D#%E)

1 XX | efavirenz
(CYP2B6D HE X [T 75E)

Ty ELLVICEY . LTFIAEE L
OIMAEFRENME T T HBENRH

%5, PREVYMIS Lt =7 7 EL YD
PFRB G ITHESE L 720,

E N A2
BT,
L Nl V2
| ey Il sl 2

IR kA AR PR L S
7

AR

lvFirerenr
(P-gp/UGT D %)

INLOHTANAEIZLY LTy
TEAOMEFRENMETT o821
NdH 5, PREVYMIS & b nhiy
A NV AIEOOGEHAEEGITHELE L 220,

08Q5BZ
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(UAEE'S

MR AT 5

AUC,  Conax [ZX]3 2 Z&n 3

e (90%f5HE X [H)
(RTREME D i3 WME ST

PREVYMIS & fH 53 5546 OHE

1

HMG-CoA i e B E 3K

VI ZAY Y A A
(20 mg D H[A]$E5-)
S LTI
(480 mg D1 H 1[A[#
5)

T T MR RAZF

AUC 3.29 (2.84,3.82)

Crnax 2.17 (1.76,2.67)
(CYP3A, OATPIB1/3Dif

H)

IFANTF—DO LI AE T U BHEOR
EELT PICE=Z Y TTHD
L. PREVYMIS & & 59 55

B T AR EF DO HREIZIA
20 mg w B X TILR B 7p

FRBRITESE M L T /223, PREVYMIS
ormaARY ARG T
B T MR REF O MEREE
S oL, PREVYMIS B 5.0
BALVREWETHEENS,
PREVYMIS Z > 7 1 2R U o & (A
5T AEA . T RARREZF O
I3ESTH D,

VUNRARTF
EHENAE T
0 ANARF

SRR BAE R BRI 3 I
‘@_\:O

T#H

+ HMG-CoA = Jr % 55 fH 35 3K

(CYP3A, OATP1BI1/30FH
&)

LT LEEZEY, ZILHDAZT
VRIEY O MAEFRRED K E < AT
LHBZENDRH D, PREVYMIS DA L

DO GITHELE S e,

PREVYMIS Z > 7 1 2R U > & F#%
53556, ZhbHDORAZF L RIKY)
DFERIZEE=RTH D,

(240 mg D1 H 1[A#
5)

(CYP3A DHEE)

08Q5BZ
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TIVNABF | TEM AR BAE R R S VT VEENMIE D AT R YD
TITNARTF 7 MAERREN ERT282Z0W08H 5,
iz
T HMG-CoA R EILER | 2o DA X F U RFEW % PREVYMIS
LG T 256, AX T RE Y
(OATPIB1/3 )2 OV X% OHEOENB LI Z Lnd D,
BCRP DfHE) IANTF—DE AL T VEEOA
EHLT, THICE=FXI T TEH D
&
PREVYMIS % > 7 v 2R Y o & F#%
B4 38 F5AREZF ORI
HEREEINT, FRFICZANAATF D
HAEOWENMLELRZ E X35,
FNRF—D L) Ie AL T B OAE
FRII DT LV TTH L,
S gz B3
I ARY v t Y uARY v PREVYMIS %+ 7 1 AR U > & (F
(50 mg OH[EHEES) | AUC 1.66 (1.51,1.82) 59254, PREVYMIS O &%
S LT LB L Cinax 1.08 (0.97,1.19) 240 mg D1 H 1A ET 5,

PREVYMIS D #5181 %2 Z L3 555
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(UAEE'S

I TR B |2 g B e
AUC, Cpax [Z%FT 5 80725
e (90%f5HE X [H)

(RTREME D & ME R EET)

PREVYMIS & fH 53 5546 OHE

1

I ARY
(200 mg @ B [A]$¢
5)y LT IAEEL
(240 mg D1 H 1[A1#
5)

T LTFIEEL
AUC 2.11 (1.97,2.26)
Crnax 1.48 (1.33,1.65)

(OATP1B1/3DPHE)

A K ONPREVYMIS O HIERFIZS 7 &
ARV > OfBEEREGT 2556, ¥
JaARY OMPPREDE=41 >
7 H MBI T 5 2 &,

Savax )=V
7= F b (1 g DH[HE
¥E5) /SLvTaAaEeri
(480 mg D1 H 1[A]#%
E

o a7z /) —)Lig
AUC 1.08 (0.97,1.20)
Cmax 0.96 (0.82,1.12)
— L TILEE L
AUC 1.18 (1.04,1.32)
Crax 1.11 (0.93,1.34)

AEMREDOVER L,

A=R) NS

(2 mg O Hi[E#5-)
S LT ILEE L
(480 mg D1 H 1[A1#
5)

T e LR
AUC 3.40 (3.01,3.85)
Crnax 2.76 (2.48,3.06)

(CYP3A DHE)

WA BAE BB I S
TAE
- L' TJLEEL

PREVYMIS OF: 5k 2= A T 555
A & ONPREVYMIS O IERFIZ> = Y
LAADOHBEERET 555, veal
AADIMPEEDE =XV > F % bEE
WZEET 5 2 &,
PREVYMIS & > 7 1 2R o OFE A
B OB SO IRz IE, el A
ADIMAFRE DB/ E=F ) T MR
RSN D,

PREVYMIS %7 1 ARV v & F#%
532854, val)hRE 7o AR
U > OUFHKED BEARE e HEEH &Iz
WL, e U AZRORMTEL B
THZ L,

PREVYMIS %7 v ARV v & fFF#%
B354, va ) AZDM A EE -
F-oOfE L, PREVYMIS B D4

FORELSRDZENDH B,

Zrnul LA

(5 mg D H[A]# )
S LTIV
(480 mg D1 H 1[A1#
5)

A= AP

AUC 2.42 (2.04,2.88)

Cumax 1.57 (1.32,1.86)
(CYP3A DHEE)

Zrwmal) LA
(5 mg O H[AIFE.)
S UTILEE L
(80 mg D1 H2[E#%
5)

- L' TJLEEL
AUC 1.02 (0.97,1.07)
Cmax 0.92 (0.84,1.00)

PREVYMIS OF: 5K 2 AT 58
A K ONPREVYMIS O HIIERFIZ # 7 &
U AADOHEEHRET G E. ¥ 7
2l AAOMHPREDE=4Y 7%
BB\ ET 52 &,

08Q5BZ
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OF 3 I H R R (2 b9 2 s 2t PREVYMIS & fH 53 5546 OHE
AUC, Cuax (Z%T 2 26 (18| 4
e (90%f5HE X [H)
(RTREME D i3 WME ST
R 1 REAT 3K

TF =N ARNT A
—/L (EE) (0.03 mg)
S UR VT AL
(LNG) * (0.15 mg)
D Hila|f 5

ST ILEE L

(480 mg D1 H 1[A]#
5)

— EE

AUC 1.42 (1.32,1.52)
Crax 0.89 (0.83,0.96)
«— LNG

AUC 1.36 (1.30,1.43)
Crax 0.95 (0.86,1.04)

MEFEOBLER L,

ZOfoEHERM | | #EAT A FREFIOY 2 | ZOMOROHEHTEE AT 14 FEE|T
ORFROBHTE AT oA | 7 X, LT E S XY S EE
LA KT L, 2T L0 Ao Bse
TAHBENRH D, #RORHEIE T
IR N R A R T D121, EE KT
LNG #&f 7 28K 2 RIRT 5 =
L.
PUBE RIS 3
LR Y =R SR AR R BRI S8 b LTILVEEMZEYD, LT =KD
R MR EE S B J/ UK 4% alfer:
FHE N5, (K TOREIIRIATSH

AL VT Y =R

(CYP2C8 D&, CYP2C8 K&
Y OATPIB DFHEE)

5)0
OEHIIHELE S v,

PREVYMIS #3271 2RV v & JFf#%
545548, YRR itk b
OATPIB DIHEMN ML 720, L7
U= KomiEfEEN EF425 L 48
S5, GRREHELE S Fu7pu,

FIRCT TR

SR FA AR R R 13 S
7,

TAE

r YR F IR

(OATPIB1/3D[HE, CYP3A
DFAZE, CYP2COD#5iE)

LT AEENMZLY, TR T
R EEN FEFRT28F001H
50

L7 v BV O BRI X O T 1212
2. LTFALEELOEEREEZISE L
%Y. BYOBERIZMF 7 a—
APEREDBERE =2 ) T RHELE X
no,

PREVYMIS Z 7 v 2RV o & PEF#
53253560 BARKRy e L &Iz
WL, 7R 7 T2 ROWMX
EEBROZ L,

08Q5BZ
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OF 3 I i R |2 ek B Bt PREVYMIS & 53 556 Ot
AUC, Cuax (Z%T 2 26 (18| 4
Ee (90%f5 #E X [#)
(RTHEME D BV ME )
PLCAMMAEE (RO H S H)
BN Y EAERRERIIERE | IR BT T = /L E X
T N EX—)L | T, — UL LTIV ELO M
THE ENMETT2B8Z0nH5,
lvFreen PREVYMIS & WA=V Xt~
(P-gp/UGT D#%H) = /2L E X — L OO G T HESR
L72u,
Trx= AV SRR EVE R R BR 1 S TJrx=hfAZKD, LTFLEELD
75 MAEFRENME T T oBENRH D
TAR
| vTaaEEL LTIVEEMIED, J==Ff D
(P-gp/UGT D#%H) MAEFRENME T T oBEN1H D
| Z==hFAVv PREVYMIS & 7 = = h 1 v DO Pf FHE
(CYP2CY/19D %) HI3HeLE L2y,
& O PLe s 3K
TIN5 SRR BAE R R 13 T LTAEENMZED, ULT7 U oD
7 MAEFRENME T T 28Z00H 5,
e
| onvzruv PREVYMIS Z U /L7 7 1 o & &S
(CYP2C9D#H) T 556, EEEEE INR) OF
=X 7 R REBEICEmT LY, LT
TENLORB%Z L O THRINA, v
TV BV D $E G S35 ) 5
EEBLIEHD., ROJAMITE=
2 T DEHHELE XD,
AT MR BAE R BRI I b LTIIVEEMZED, XEHT T D
75 MAEFRENMETFL, FEH 7D
TAE - HWENEETI T HBENRH D, HR
| FEH T MIFFDO Y 27 BB DHT-0, FEH b
(I D P-gp DifHE) ZrEOPERILEET D Z &,
PREVYMIS Z 7 1 AR U v & (G A#
438458 FEH T o g
2ETh5,
BEFHAE
SEVITA (Ilmgd |1 SHY T A PREVYMIS & 2 &Y 7 AOHFR 5+
FREEE ) EE - I, RREI A KON ST EEEF O SE R
S UTFILEE L AUC 1.47 (1.37,1.58) IZOWTHERRS MR RE=21Y
(240 mg D1H1[AFE | Cuax 1.05 (0.94,1.17) 7T hFERT D, XY T L0 MEHE
0#5) PEET L, RO E YT NEEEER

08Q5BZ
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(UAEE'S

I TR B |2 g B e
AUC, Cpax [Z%FT 5 80725
e (90%f5HE X [H)
(RTREME D & ME R EET)

PREVYMIS & fH 53 5546 OHE

1

IHEVITLH 2mg D
8 FHL A 5

S LT ILEE L
(240 mg 1 H 1[A1#%
n#5)

e
AUC 2.25(2.04,2.48)
Cmax 1.72 (1.55,1.92)

(CYP3A DOHZE)

BOLTEENE G LIZSE
I, B ECHMKRE LSS XY
HIFY T LOMBETRE BN KE
KRRBHTENRDD,

A A A FIEEHK

5 : alfentanil, 7 = >
=y

SR FA FL AR 3R 3 5
7,

TF4H

1+ CYP3A TR#@ s D44
A4 K

(CYP3A DOHE)

FEAF G FIL. b oY g
HEWERIZOWTHE RE=2 1 7
BRSNS, CYP3A TRt b
F A4 FOHERTDMLERGA D
b5, BERKEELEETLHHADLE
=X T DOEBNHELEIND,
PREVYMIS Z 7 1 2R U v & (G f#
4584, CYP3A TR#ESN 54
A A RomEFREE EANRKE
HZENRDHB, v7uaRARY LR
alfentanil X7 = %=L LPEH L T
PREVYMIS % #5952 545 13,
IR R K O SO R D IE R (2>
WCHEBRRLS BRI 2e=82 ) v 7%
Fhid 5, SEFNOWRMN LEEZBHO
ek,

PIAEEREE
TIAKmr W FE AAE R BRI FE LTIVEEMILY, 734X ro
7 MmEERREN ERT28Z001H 5,
TAR
VA = PFREEHIL, 73144 e o cBET
HEIERICOWTHE =2 7
(£l CYP3A OFHE K DRI ND, TIA4F4n %
CYP2C8 D [MH.E X IT75H) PREVYMIS & & 5-3 25813.
T A K a U RREOEE e =
K 7 kT B
¥ YRR BAE R R 13 S b LFILEEMZLD , 2=V oMl
7 hgEN ERI2BEZNNL D,
TAR
T F=vr PREVYMIS Z %= L R 5 L C
(CYP3A DBHE) WARIE, EEESERNRE=2Y
VI BT D, SER O GEE
BIRDZ L
NI EEIES
vaxol o Vax RS OMLER L,
(0.5 mg OH[EIF5) | AUC 0.88 (0.80,0.96)
S LTI Cmnax 0.75 (0.63,0.89)

(240 mg D1 H 2[E#%
5)

(P-gp D)

08Q5BZ
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IDAEE S i FF R EE (2% 5 PREVYMIS & 59 556 OHt

AUC, Cuax (Z%T 2 26 (18| 4

e (90%f5HE X [H)
(FTREME D B ME FIRE )

A= N N {E =81

AT TS —) SR AR R BRI S8 b LTIV EEMZL Y CYP2CI9REE D
7 MFEFRENMETT28ZNAH 5,

e
| AATT— BRI E =421 o 7 K O EFRE %
BN DG AR D D,
(CYP2C19D &)
WA AR RBR I S
AR

- L TJLEEIL

IR N T T =)L YRR BAE R R 1 S LT ILEEIZ LD . CYP2C19EE D

7 MFFRENMET T 262008 H 5,
TAE -
VIV N T T R E =2V v 7 K ORI

BN DGEDRH 5,
(CYP2C19D#E I ZE KT 5
FIREMEDN )

W FA BAE R R X S
fo

iz

— LT LEEINL

R e A

BT 4 =)L WM BEAERRBRIIE/RY | €47 =X, LT AEELD

3, MAEFRENMET T H2BENRH S,
T8 PREVYMIS & &% 7 ¢ = /LD
lvFreen FITHESE L 220,

(P-gp/UGT D#iE)

* RFIT TN TEMEREL TWD DT TR,

Pl=IKTF, 1= EH

o = EERANCERO 72 WL

PIHMOMEERORER T, JFHIRICHT 2 LT v BB ENTM ST 5,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

PREVYMIS® (letermovir) tablets, for oral use
PREVYMIS?® (letermovir) oral pellets

PREVYMIS?® (letermovir) injection, for intravenous use
Initial U.S. Approval: 2017

--------------------------- RECENT MAJOR CHANGES -----===s===sssammannnnnnns
Indications and Usage (1.1, 1.2) 08/2024
Dosage and Administration (2.1, 2.3, 2.4, 2.5, 2.6, 2.7, 2.9, 2.10)
08/2024
Warnings and Precautions (5.2) 08/2024

INDICATIONS AND USAGE

PREVYMIS is a CMV DNA terminase complex inhibitor indicated for:

o Prophylaxis of cytomegalovirus (CMV) infection and disease in adult
and pediatric patients 6 months of age and older and weighing at least
6 kg who are CMV-seropositive recipients [R+] of an allogeneic
hematopoietic stem cell transplant (HSCT). (1.1)

e Prophylaxis of CMV disease in adult and pediatric patients 12 years
of age and older and weighing at least 40 kg who are kidney
transplant recipients at high risk (Donor CMV seropositive/Recipient
CMV seronegative [D+/R-]). (1.2)

----------------------- DOSAGE AND ADMINISTRATION ---=ss==sssenmmnnmnnnns
o Adult and Pediatric Patients 12 Years of Age and Older and Weighing
at least 30 kg Who Are HSCT Recipients or Adult and Pediatric
Patients 12 Years of Age and Older and Weighing at least 40 kg Who

Are Kidney Transplant Recipients:

o HSCT: 480 mg administered once daily orally or as an intravenous
(IV) infusion over 1 hour through 100 days post-HSCT. In patients
at risk for late CMV infection and disease, PREVYMIS may be
continued through 200 days post-HSCT. (2.1, 2.3)

o Kidney Transplant: 480 mg administered once daily orally or as an
IV infusion over 1 hour through 200 days post-transplant. (2.1, 2.3)

o Pediatric Patients 6 Months to Less than 12 Years of Age or 12 Years
of Age and Older and Weighing Less than 30 kg Who Are HSCT
Recipients:

o HSCT: Dosing based on weight administered once daily orally or
as an |V infusion over 1 hour through 100 days post-HSCT. In
patients at risk for late CMV infection and disease, PREVYMIS may
be continued through 200 days post-HSCT. (2.1, 2.5)

e PREVYMIS injection must be diluted prior to administration. (2.1)

e PREVYMIS injection must be administered through a sterile 0.2
micron or 0.22 micron polyethersulfone (PES) in-line filter. (2.1, 2.10)

e Following the completion of PREVYMIS prophylaxis, monitoring for
CMV reactivation in HSCT recipients is recommended. (2.2)

e Dosage Adjustment: If PREVYMIS is co-administered with
cyclosporine, the dosage of PREVYMIS should be decreased to
240 mg once daily in adult and pediatric patients 12 years of age and
older. (2.4) If PREVYMIS is co-administered with cyclosporine in
pediatric patients less than 12 years of age, dose adjustment may be
required. (2.6)

e Instructions for Use should be followed for preparation and
administration of PREVYMIS oral pellets. (2.9)

e Do not use PREVYMIS injection with IV bags and infusion set
materials containing the plasticizer diethylhexyl phthalate (DEHP).
(2.10, 2.13)

--------------------- DOSAGE FORMS AND STRENGTHS ----sesmemememmameean
e Tablet: 240 mg; 480 mg (3)
e Oral Pellets: 20 mg or 120 mg per packet (3)

e Injection: 240 mg/12 mL (20 mg/mL) or 480 mg/24 mL (20 mg/mL) in
a single-dose vial (3)

CONTRAINDICATIONS
PREVYMIS is contraindicated with:

e Pimozide. (4)

e Ergot Alkaloids. (4)

o Pitavastatin and simvastatin when co-administered with cyclosporine.

(4)

----------------------- WARNINGS AND PRECAUTIONS ----------=--=memmem-

o Risk of Adverse Reactions or Reduced Therapeutic Effect Due to
Drug Interactions: The concomitant use of PREVYMIS with certain
drugs may result in potentially significant drug interactions, some of
which may lead to adverse reactions (PREVYMIS or concomitant
drugs) or reduced therapeutic effect of PREVYMIS or the concomitant
drug. Consult the full prescribing information for contraindications and
dosage recommendations for concomitant drugs. (4, 5.1, 7.1, 7.2,
7.3)

e Risks Associated with Hydroxypropyl Betadex Excipient in
Intravenous Formulation: Intravenous formulation of PREVYMIS
contains the excipient hydroxypropyl betadex. PREVYMIS injection
should be used only in patients unable to take oral therapy. If possible,
intravenous administration should not exceed 4 weeks. In patients
with renal impairment, accumulation of hydroxypropyl betadex may
occur. Animal studies have shown the potential for hydroxypropyl
betadex to cause ototoxicity. (5.2, 8.6, 13.2)

ADVERSE REACTIONS

e Adult HSCT Patients: Most common adverse events (occurring in at
least 10% of subjects in the PREVYMIS group and at a frequency at
least 2% greater than placebo) are nausea, diarrhea, vomiting,
peripheral edema, cough, headache, fatigue, and abdominal pain.
(6.1)

e Adult Kidney Transplant Patients: Most common adverse event
(occurring in at least 10% of subjects in the PREVYMIS group and at
a frequency greater than valganciclovir) is diarrhea. (6.1)

o Pediatric Patients: Adverse events in pediatric patients are similar to
adults. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme LLC at 1-877-888-4231 or FDA at 1-800-FDA-1088
or www.fda.qgov/medwatch .

DRUG INTERACTIONS

e Dosage Adjustment: If PREVYMIS is co-administered with
cyclosporine, the dosage of PREVYMIS should be decreased to
240 mg once daily in adult and pediatric patients 12 years of age and
older. (2.4) If PREVYMIS is co-administered with cyclosporine in
pediatric patients less than 12 years of age, dose adjustment may be
required. (2.6)

e Co-administration of PREVYMIS may alter the plasma concentrations
of other drugs and other drugs may alter the plasma concentrations
of PREVYMIS. Consult the full prescribing information prior to and
during treatment for potential drug interactions. (2.4, 2.6, 4, 5.1, 7.1,
7.2,7.3,7.4,12.3)

----------------------- USE IN SPECIFIC POPULATIONS --------------meemeem-

e Renal Impairment: Closely monitor serum creatinine levels in patients
with CLcr less than 50 mL/min using PREVYMIS injection. (8.6)

e Hepatic Impairment: PREVYMIS is not recommended for patients
with severe (Child-Pugh C) hepatic impairment. (8.7)

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

Revised: 08/2024
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 CMV Prophylaxis in Hematopoietic Stem Cell Transplant (HSCT) Recipients

PREVYMIS® is indicated for prophylaxis of cytomegalovirus (CMV) infection and disease in adult and
pediatric patients 6 months of age and older and weighing at least 6 kg who are CMV-seropositive
recipients [R+] of an allogeneic hematopoietic stem cell transplant (HSCT).

1.2 CMV Prophylaxis in Kidney Transplant Recipients

PREVYMIS is indicated for prophylaxis of CMV disease in adult and pediatric patients 12 years of age and
older and weighing at least 40 kg who are kidney transplant recipients at high risk (Donor CMV
seropositive/Recipient CMV seronegative [D+/R-]).

2 DOSAGE AND ADMINISTRATION

21 Important Dosing and Administration Information
e PREVYMIS is available in 3 dosage forms:

o PREVYMIS Tablets

Administer orally with or without food.
Swallow tablets whole.

o PREVYMIS Oral Pellets

Administer orally mixed with soft food or via nasogastric tube (NG tube) or gastric tube (G tube)
[see Dosage and Administration (2.9)].
Do not crush or chew.

o PREVYMIS Injection

08Q5C8

PREVYMIS injection must be diluted prior to administration.

Administer PREVYMIS through a sterile 0.2 micron or 0.22 micron polyethersulfone (PES) in-
line filter.

Administer by intravenous infusion via a peripheral catheter or central venous line at a constant
rate over 1 hour.

Do not administer as an intravenous bolus injection.
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- PREVYMIS injection, which contains hydroxypropyl betadex, should be used only in patients
unable to take oral therapy. Patients should be switched to oral PREVYMIS as soon as they
are able to take oral medications. If possible, intravenous administration should not exceed
4 weeks [see Warnings and Precautions (5.2)].

e No dosage adjustment is necessary when switching formulations in adult and pediatric patients
12 years of age and older [see Dosage and Administration (2.3)].

¢ Dosage adjustment may be necessary for pediatric patients less than 12 years of age when switching
between oral and intravenous formulations (see Table 1 and Table 2) [see Dosage and Administration

(2.5)].

2.2 Patient Monitoring

Following the completion of PREVYMIS prophylaxis, monitoring for CMV reactivation in HSCT recipients is
recommended [see Clinical Studies (14.2)].

2.3 Recommended Dosage for Adult and Pediatric Patients 12 Years of Age and Older Who Are
HSCT or Kidney Transplant Recipients

HSCT: Adult and Pediatric Patients 12 Years of Age and Older and Weighing at least 30 kg

The recommended dosage of PREVYMIS is 480 mg administered orally or intravenously once daily. When
PREVYMIS is administered orally, the recommended dosage is one 480 mg tablet once daily or two 240 mg
tablets once daily. Four 120 mg packets of oral pellets once daily can be used for patients who cannot
swallow tablets [see Dosage and Administration (2.9)]. For preparation and administration instructions of
intravenous dosing refer to instructions in subsection 2.10 [see Dosage and Administration (2.10)]. For
pediatric patients less than 12 years of age or weighing less than 30 kg, refer to weight-based dosing in
Table 1 and Table 2 [see Dosage and Administration (2.5)].

Initiate PREVYMIS between Day 0 and Day 28 post-HSCT (before or after engraftment) and continue
through Day 100 post-HSCT. In patients at risk for late CMV infection and disease, PREVYMIS may be
continued through Day 200 post-HSCT [see Clinical Studies (14.2)].

Dosage of PREVYMIS should be adjusted when co-administered with cyclosporine [see Dosage and
Administration (2.4)].

Kidney Transplant: Adult and Pediatric Patients 12 Years of Age and Older and Weighing at least 40 kg
The recommended dosage of PREVYMIS is 480 mg administered orally or intravenously once daily. When
PREVYMIS is administered orally, the recommended dosage is one 480 mg tablet once daily or two 240 mg
tablets once daily. Four 120 mg packets of oral pellets once daily can be used for patients who cannot
swallow tablets [see Dosage and Administration (2.9)]. For preparation and administration instructions of
intravenous dosing refer to instructions in subsection 2.10 [see Dosage and Administration (2.10)].

Initiate PREVYMIS between Day 0 and Day 7 post-transplant and continue through Day 200 post-
transplant.

Dosage of PREVYMIS should be adjusted when co-administered with cyclosporine [see Dosage and
Administration (2.4)].

2.4 Dosage Adjustment When Co-administered with Cyclosporine for Adult and Pediatric Patients
12 Years of Age and Older Who Are HSCT or Kidney Transplant Recipients

e |If oral or intravenous PREVYMIS is co-administered with cyclosporine, the dosage of PREVYMIS
should be decreased to 240 mg once daily in the following populations [see Drug Interactions (7.1, 7.2,
7.3) and Clinical Pharmacology (12.3)]

08Q5C8 3



o HSCT: adult and pediatric patients 12 years of age and older and weighing at least 30 kg
or

o Kidney transplant: adult and pediatric patients 12 years of age and older and weighing at least
40 kg.

e If cyclosporine is initiated after starting PREVYMIS, the next dose of PREVYMIS should be decreased
to 240 mg once daily.

o If cyclosporine is discontinued after starting PREVYMIS, the next dose of PREVYMIS should be
increased to 480 mg once daily.

e If cyclosporine dosing is interrupted due to high cyclosporine levels, no dose adjustment of PREVYMIS
is needed.

2.5 Recommended Dosage for Pediatric Patients 6 Months to Less than 12 Years of Age or
12 Years of Age and Older and Weighing Less than 30 kg Who Are HSCT Recipients

The recommended dosages of PREVYMIS for pediatric HSCT recipients 6 months to less than 12 years of
age are based on weight and shown in Table 1 (tablets or oral pellets) and Table 2 (injection) [see Clinical
Pharmacology (12.3)]. PREVYMIS can be administered orally (tablet or pellet) or intravenously once daily.
Dosage adjustment may be necessary for pediatric patients less than 12 years of age when switching
between oral and intravenous formulations (see Table 1 and Table 2).

Initiate PREVYMIS between Day 0 and Day 28 post-HSCT (before or after engraftment) and continue
through Day 100 post-HSCT. In patients at risk for late CMV infection and disease, PREVYMIS may be
continued through Day 200 post-HSCT [see Clinical Studies (14.2)].

Table 1: Recommended Daily Oral Dosage of PREVYMIS in Pediatric HSCT Recipients 6 Months to
Less than 12 Years of Age or 12 Years of Age and Older and Weighing Less than 30 kg

Body Weight Dally Oral Tablets Oral Pellets
S| soms | G | e
15 kg to less than 30 kg 240 mg One 240 mg tablet | 1O 1§?a:np?ef;:t(;kets of
7.5 kg to less than 15 kg 120 mg Not recommended One 102r(;lrggllpe?kaet of
6 kg to less than 7.5 kg 80 mg Not recommended | ' oUr %Qarpgerﬁaefgets of
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Table 2: Recommended Daily IV Dosage of PREVYMIS in Pediatric HSCT Recipients 6 Months to
Less than 12 Years of Age or 12 Years of Age and Older and Weighing Less than 30 kg

Body Weight Daily IV* Dose
30 kg and above 480 mg
15 kg to less than 30 kg 120 mg
7.5 kg to less than 15 kg 60 mg
6 kg to less than 7.5 kg 40 mg

*Refer to Subsection 2.10 for intravenous preparation and
administration dosing instructions

2.6 Dosage Adjustment When Co-administered with Cyclosporine for Pediatric Patients 6 Months
to Less than 12 Years of Age or 12 Years of Age and Older and Weighing Less than 30 kg Who
Are HSCT Recipients

If oral or intravenous PREVYMIS is co-administered with cyclosporine in pediatric HSCT recipients

6 months to less than 12 years of age, the dosage of PREVYMIS may require adjustment as shown in

Table 3 [see Drug Interactions (7.1, 7.2, 7.3) and Clinical Pharmacology (12.3)].

e If cyclosporine is initiated after starting PREVYMIS, the next dose of PREVYMIS should be the daily
oral or intravenous dose co-administered with cyclosporine (Table 3)

e If cyclosporine is discontinued after starting PREVYMIS, the next dose of PREVYMIS should be the
daily oral or intravenous dose administered without cyclosporine (Table 1 or Table 2)

e If cyclosporine dosing is interrupted due to high cyclosporine levels, no dose adjustment of PREVYMIS
is needed.

Table 3: Recommended Dosage of PREVYMIS when Co-administered with Cyclosporine in
Pediatric HSCT Recipients 6 Months to Less than 12 Years of Age or 12 Years of Age and Older
and Weighing Less than 30 kg

Body Weight Daily Oral Tablets Oral Pellets Daily IV

Dose Dose

30 kg and above 240 mg One 240 mg tablet Two 120 mg packets of 240 mg
oral pellets

15 kg to less than 30 kg 120 mg Not recommended One 120 mg packet of 120 mg
oral pellets

7.5 kg to less than 15 kg 60 mg Not recommended Three 20 mg packets of 60 mg
oral pellets

6 kg to less than 7.5 kg 40 mg Not recommended Two 20 mg packets of 40 mg
oral pellets

* Refer to Subsection 2.10 for intravenous preparation and administration dosing instructions

2.7 Use in Patients with Renal Impairment

e For adult patients with creatinine clearance (CLcr) greater than 10 mL/min and pediatric patients
with a similar degree of renal impairment (based on age-appropriate assessment of renal function),
no dosage adjustment of PREVYMIS is required based on renal impairment [see Use in Specific
Populations (8.6), and Clinical Pharmacology (12.3)].

o There are insufficient data in adult patients with CLcr 10 mL/min or less or in patients on dialysis or
in pediatric patients with a similar degree of renal impairment (based on age-appropriate
assessment of renal function) to make PREVYMIS dosing recommendations.

e In adult patients with CLcr less than 50 mL/min and in pediatric patients with a similar degree of
renal impairment (based on age-appropriate assessment of renal function) receiving PREVYMIS
injection, accumulation of the intravenous vehicle, hydroxypropyl betadex, may occur. Closely
monitor serum creatinine levels in these patients [see Warnings and Precautions (5.2)].

08Q5C8 5



2.8 Use in Patients with Hepatic Impairment

No dosage adjustment of PREVYMIS is required for patients with mild (Child-Pugh Class A) or moderate
(Child-Pugh Class B) hepatic impairment. PREVYMIS is not recommended for patients with severe (Child-
Pugh Class C) hepatic impairment [see Use in Specific Populations (8.7)].

2.9 Preparation and Administration of Oral Pellets

PREVYMIS oral pellets can be administered:

e orally after mixing with soft food or
e via NG tube or G tube.

Preparation and Administration Mixed with Soft Food

See Instructions for Use for details on the preparation and administration of PREVYMIS oral pellets
mixed with soft food.

Do not crush or chew PREVYMIS oral pellets.

Mix PREVYMIS oral pellets with 1 to 3 teaspoons of soft food (such as applesauce, yogurt, or pudding)
that is at or below room temperature. Do not use hot food.

Administer entire mixture within 10 minutes of mixing PREVYMIS oral pellets with the soft food.

Preparation and Administration via NG Tube or G Tube

08Q5C8

1.

See Instructions for Use, Table 4 (NG tube) and Table 5 (G tube) for details on the preparation and
administration of PREVYMIS oral pellets via NG tube or G tube.

Pour PREVYMIS oral pellets into a medicine cup containing room temperature water (see Initial Volume
in Table 4 and Table 5). Do not mix PREVYMIS oral pellets with hot or cold (refrigerated) water.

Wait 10 minutes. Do not shake or swirl the medicine cup. PREVYMIS oral pellets will not dissolve but
will become loose or broken up. The entire mixture should be administered (see steps 3 and 4) within
2 hours.

Stir the mixture with the syringe and administer entire mixture right away using the syringe and NG tube
or G tube.

Add room temperature water (see Rinse Volume in Table 4 and Table 5) to the medicine cup for rinsing,
stir with a syringe and administer the entire rinse mixture using the syringe and NG tube or G tube.

Flush the NG tube or G tube with the volume of water recommended by the NG or G tube manufacturer.

Table 4: Recommendations for Administration of PREVYMIS Oral Pellets Via NG Tube

Syringe Mixing Initial Volume Rinse
Dosage NG Tube* T . Volume
Type Container (mL) (mL)
120 mgto | Any =28 Fr NG 15 15
480 mg tube Appropriately
5 Fr PUR NG sized ENFit -
Medicine
tube or catheter-
40 mg to tioped Cup
80 mg or ippe 3 2
Any =26 Fr NG syringe
tube
* Fr = French; PUR = polyurethane
T With ENFit syringe, a medicine straw (large bore) is needed to aid withdrawal of the
mixture from the medicine cup.




Table 5: Recommendations for Administration of PREVYMIS Oral Pellets Via G Tube

Syringe Mixing Initial Volume Rinse
Dosage G Tube* T - Volume
Type Container (mL) (mL)
120 mg to Appropriately
480mg | A Gbe |G e d ENFit Viedia 15 15
or catheter- edicine
40 mg to Any 12 Fr G . Cup
80 mg tube tipped 3 2
syringe
* Fr = French; PUR = polyurethane
T With ENFit syringe, a medicine straw (large bore) is needed to aid withdrawal of the
mixture from the medicine cup.

2.10 Preparation and Administration of Intravenous Solution

PREVYMIS injection is supplied in 30 mL single-dose vials containing either 240 mg/12 mL per vial
(20 mg/mL) or 480 mg/24 mL per vial (20 mg/mL).

PREVYMIS vials are for single use only. Discard any unused portion.

Preparation Instructions

08Q5C8

PREVYMIS must be diluted prior to intravenous (1V) use. Only 0.9% Sodium Chloride and 5% Dextrose
are chemically and physically compatible with PREVYMIS injection.

Do not shake PREVYMIS vial.

Inspect vial contents for discoloration and particulate matter prior to dilution. PREVYMIS injection is a
clear colorless solution and may contain a few product-related small translucent or white particles.

Do not use the vial if the solution is cloudy, discolored, or contains matter other than a few small
translucent or white particles.

Once diluted, the solution of PREVYMIS is clear, and ranges from colorless to yellow. Variations of
color within this range do not affect the quality of the product.

Do not use PREVYMIS injection with IV bags and infusion set materials containing the plasticizer
diethylhexyl phthalate (DEHP). Use only with IV bags and infusion set materials that are DEHP-free.
Materials that are phthalate-free are also DEHP-free.

Use compatible IV bags and infusion set materials. PREVYMIS injection is compatible with the following
IV bags and infusion set materials. PREVYMIS injection is not recommended with any IV bags or
infusion set materials not listed below (note that PREVYMIS injection is not recommended for use with
polyurethane-containing IV administration set tubing).

o IV Bags Materials:
Polyvinyl chloride (PVC), ethylene vinyl acetate (EVA) and polyolefin (polypropylene and
polyethylene)

o Infusion Sets Materials:
PVC, polyethylene (PE), polybutadiene (PBD), silicone rubber (SR), styrene—butadiene copolymer
(SBC), styrene-butadiene-styrene copolymer (SBS), polystyrene (PS)

o Plasticizers:
Tris (2-ethylhexyl) trimellitate (TOTM), benzyl butyl phthalate (BBP)



o Catheters:
Radiopaque polyurethane

e For the 480 mg or 240 mg dose, add PREVYMIS injection (see Table 6) into a 250 mL pre-filled IV
bag containing either 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP and mix

bag gently. Do not shake.

e For the 120 mg or 60 mg dose, add PREVYMIS injection into a pre-filled IV bag containing either
0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP (see Table 6) and mix bag

gently. Do not shake.

Table 6: Preparation of PREVYMIS Intravenous Solution for Doses of 60 mg or Greater

PREVYMIS Dose

Volume of PREVYMIS
20 mg/mL to be
Withdrawn from Vial

Volume of Diluent

480 mg 24 mL 250 mL
240 mg 12 mL 250 mL
120 mg 6 mL 100 mL
60 mg 3 mL 50 mL

e For the 40 mg dose, prepare a dilution of PREVYMIS injection according to Table 7 in either 0.9%
Sodium Chloride Injection, USP or 5% Dextrose Injection, USP and mix bag gently. Transfer 20 mL
from the prepared dilution into an appropriately sized IV bag or syringe. Do not shake.

Table 7: Preparation of PREVYMIS Intravenous Solution for Doses of 40 mg

PREVYMIS Dose

Preparation of 2 mg/mL
PREVYMIS Dilution

Final Infusion Volume of the
Prepared 2 mg/mL PREVYMIS

or 5% Dextrose Injection) and mix
gently

Dilution
Add 5 mL of 20 mg/mL
PREVYMIS to 45 mL of diluent
40 mg (0.9% Sodium Chloride Injection 20 mL

Administration Instructions

o Administer the entire contents of the intravenous bag or syringe by intravenous infusion via a peripheral

catheter or central venous line at a constant rate over 1 hour [see Dosage and Administration (2.1)].

e The diluted solution must be administered through a sterile 0.2 micron or 0.22 micron polyethersulfone
(PES) in-line filter. Do not administer through a filter other than a sterile 0.2 micron or 0.22 micron PES

in-line filter.

e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration.

o Discard if the diluted solution is cloudy, discolored, or contains matter other than a few small translucent

or white particles.

2.11 Storage of the Diluted Solution

The diluted solutions (as prepared in Table 6 or Table 7) are stable for up to 24 hours at room temperature
or up to 48 hours under refrigeration at 2°C to 8°C (36°F to 46°F) (this time includes storage of the diluted

solution in the intravenous bag through the duration of infusion).
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2.12 Compatible Drug Products Used for Intravenous Administration

Compatible Drug Products

The physical compatibility of PREVYMIS injection with selected injectable drug products was evaluated in
two commonly available diluents. PREVYMIS should not be co-administered through the same intravenous
line (or cannula) with other drug products and diluent combinations except those listed below. Refer to the
respective prescribing information of the co-administered drug(s) to confirm compatibility of simultaneous
co-administration.

List of Compatible Drug Products when PREVYMIS and Drug Products are Prepared in 0.9% Sodium
Chloride Injection, USP:
Ampicillin  sodium, ampicillin sodium/sulbactam sodium, anti-thymocyte globulin, caspofungin,
daptomycin, fentanyl citrate, fluconazole, furosemide, human insulin, magnesium sulfate,
methotrexate, micafungin.

List of Compatible Drug Products when PREVYMIS and Drug Products are Prepared in 5% Dextrose
Injection, USP:
Amphotericin B (lipid complex)*, anidulafungin, cefazolin sodium, ceftaroline, ceftriaxone sodium,
doripenem, famotidine, folic acid, ganciclovir sodium, hydrocortisone sodium succinate, morphine
sulfate, norepinephrine bitartrate, pantoprazole sodium, potassium chloride, potassium phosphate,
tacrolimus, telavancin, tigecycline.
*Amphotericin B (lipid complex) is compatible with PREVYMIS. However, Amphotericin B (liposomal)
is incompatible [see Dosage and Administration (2.13)].

2.13 Incompatible Drug Products and Other Materials Used for Intravenous Administration

Incompatible Drug Products

PREVYMIS injection is physically incompatible with amiodarone hydrochloride, amphotericin B (liposomal),
aztreonam, cefepime hydrochloride, ciprofloxacin, cyclosporine, diltiazem hydrochloride, filgrastim,
gentamicin sulfate, levofloxacin, linezolid, lorazepam, midazolam HCI, mycophenolate mofetil
hydrochloride, ondansetron, palonosetron.

Incompatible 1V Bags and Infusion Set Materials
PREVYMIS injection is incompatible with diethylhexyl phthalate (DEHP) plasticizers and polyurethane-
containing IV administration set tubing.

3 DOSAGE FORMS AND STRENGTHS

Tablets

. F’REVYMIS 240 mg tablet: yellow oval tablet with “591” on one side and corporate logo on the other

. ;Ig(EVYMIS 480 mg tablet: pink oval, bi-convex tablet with “595” on one side and corporate logo on the
other side.

Oral Pellets

o PREVYMIS oral pellets: beige round pellets in packets. Each packet contains 20 mg letermovir.
o PREVYMIS oral pellets: beige round pellets in packets. Each packet contains 120 mg letermovir.

Injection

e PREVYMIS 240 mg/12 mL (20 mg/mL) injection: clear and colorless solution in a single-dose vial.
e PREVYMIS 480 mg/24 mL (20 mg/mL) injection: clear and colorless solution in a single-dose vial.
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4 CONTRAINDICATIONS
e PREVYMIS is contraindicated in patients receiving pimozide or ergot alkaloids:

o Pimozide: Concomitant administration of PREVYMIS in patients receiving pimozide may result in
increased concentrations of pimozide due to inhibition of cytochrome P450 3A (CYP3A) by
letermovir, which may lead to QT prolongation and torsades de pointes [see Warnings and
Precautions (5.1) and Drug Interactions (7.2, 7.3)].

o Ergot alkaloids: Concomitant administration of PREVYMIS in patients receiving ergot alkaloids may
result in increased concentrations of ergot alkaloids (ergotamine and dihydroergotamine) due to
inhibition of CYP3A by letermovir, which may lead to ergotism [see Warnings and Precautions (5.1)
and Drug Interactions (7.2, 7.3)].

e PREVYMIS is contraindicated with pitavastatin and simvastatin when co-administered with
cyclosporine. Concomitant administration of PREVYMIS in combination with cyclosporine may result in
significantly increased pitavastatin or simvastatin concentrations, which may lead to myopathy or
rhabdomyolysis [see Warnings and Precautions (5.1) and Drug Interactions (7.2, 7.3)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Adverse Reactions or Reduced Therapeutic Effect Due to Drug Interactions

The concomitant use of PREVYMIS and certain drugs may result in potentially significant drug interactions,
some of which may lead to adverse reactions (PREVYMIS or concomitant drugs) or reduced therapeutic
effect of PREVYMIS or the concomitant drug [see Contraindications (4) and Drug Interactions (7.1, 7.2,
7.3)].

See Table 11 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 PREVYMIS
therapy; review concomitant medications during PREVYMIS therapy; and monitor for adverse reactions
associated with PREVYMIS and concomitant medications.

5.2 Risks Associated with Hydroxypropyl Betadex Excipient in Intravenous Formulation

Intravenous formulation of PREVYMIS contains the excipient hydroxypropyl betadex. PREVYMIS injection
should be used only in patients unable to take oral therapy and patients should be switched to oral
PREVYMIS as soon as they are able to take oral medications. If possible, intravenous administration should
not exceed 4 weeks [see Dosage and Administration (2.1)].

In patients with renal impairment, accumulation of hydroxypropyl betadex may occur. In adult patients with
CLcr less than 50 mL/min and in pediatric patients with a similar degree of renal impairment (based on age-
appropriate assessment of renal function) receiving PREVYMIS injection, closely monitor serum creatinine
levels [see Dosage and Administration (2.7) and Use in Specific Populations (8.6)].

Animal studies have shown the potential for hydroxypropyl betadex to cause ototoxicity [see Nonclinical
Toxicology (13.2)]. The active ingredient, letermovir, is not known to be associated with ototoxicity.

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.
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Adult CMV-seropositive Recipients [R+] of an Allogeneic HSCT

Prophylaxis Through Week 14 (~100 days) Post-HSCT

The safety of PREVYMIS was evaluated in a Phase 3 randomized, double-blind, placebo-controlled trial
(P001) in which 565 subjects were randomized and treated with PREVYMIS (N=373) or placebo (N=192)
through Week 14 post-HSCT. Adverse events were those reported while subjects were on study medication
or within two weeks of study medication completion/discontinuation. The mean time for reporting adverse
events and laboratory abnormalities was approximately 22% longer in the PREVYMIS arm compared to
the placebo arm.

Cardiac Adverse Events

The cardiac adverse event rate was higher in subjects receiving PREVYMIS (13%) compared to subjects
receiving placebo (6%). The most common cardiac adverse events were tachycardia (reported in 4% of
PREVYMIS subjects and in 2% of placebo subjects) and atrial fibrillation (reported in 3% of PREVYMIS
subjects and in 1% of placebo subjects). Among those subjects who experienced one or more cardiac
adverse events, 85% of PREVYMIS and 92% of placebo subjects had events reported as mild or moderate
in severity.

Common Adverse Events
The rate of adverse events occurring in at least 10% of subjects in the PREVYMIS group and at a frequency
at least 2% greater than placebo are outlined in Table 8.

Table 8: Trial P001 All Grade Adverse Events Reported in 2 10% of PREVYMIS-Treated HSCT
Recipients at a Frequency at least 2% Greater than Placebo

Adverse Events PREVYMIS Placebo

(N=373) (N=192)
nausea 27% 23%
diarrhea 26% 24%
vomiting 19% 14%
peripheral edema 14% 9%
cough 14% 10%
headache 14% 9%
fatigue 13% 11%
abdominal pain 12% 9%

Overall, similar proportions of subjects in each group discontinued study medication due to an adverse
event (13% of PREVYMIS subjects vs. 12% of placebo subjects). The most frequently reported adverse
event that led to study drug discontinuation was nausea, occurring in 2% of PREVYMIS subjects and 1%
of placebo subjects. Hypersensitivity reaction, with associated moderate dyspnea, occurred in one subject
following the first infusion of IV PREVYMIS after switching from oral PREVYMIS, leading to treatment
discontinuation.

Laboratory Abnormalities
Selected laboratory abnormalities reported during treatment or within 2 weeks of stopping treatment are
presented in Table 9.
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Table 9: Trial P001 Selected Laboratory Abnormalities

PREVYMIS Placebo
N=373 N=192

Absolute neutrophil count (cells/uL)

<500 19% 19%

500 — <750 4% 7%

750 — <1000 8% 9%
Hemoglobin (g/dL)

<6.5 2% 1%

6.5-<8.0 14% 15%

8.0-<9.5 41% 43%
Platelets (cells/uL)

< 25000 27% 21%

25000 — < 50000 17% 18%

50000 — < 100000 20% 30%
Serum creatinine (mg/dL)

>25 2% 3%

>15-25 17% 20%

The median time to engraftment (defined as absolute neutrophil count 2 500/mm?3 on 3 consecutive days
after transplantation) was 19 days in the PREVYMIS group and 18 days in the placebo group.

Prophylaxis From Week 14 (~100 days) Through Week 28 (~200 days) Post-HSCT

The safety of PREVYMIS was evaluated in a Phase 3 randomized, double-blind, placebo-controlled trial
(P040) in which 218 subjects who completed PREVYMIS prophylaxis through ~100 days post-HSCT were
randomized to treatment with PREVYMIS (N=144) or placebo (N=74) through Week 28 (~200 days) post-
HSCT. Adverse events were those reported while subjects were on study drug or within two weeks of study
drug completion/discontinuation.

The most commonly reported adverse events in P040 were similar to those reported in P0O01. Study drug
was discontinued due to an adverse event in 5% of PREVYMIS subjects and 1% of placebo subjects. The
cardiac adverse event rate was 4% in the PREVYMIS and placebo groups.

The rates of hematologic laboratory abnormalities were comparable in the PREVYMIS and placebo groups.
Serum creatinine abnormalities > 1.5 mg/dL occurred in 15% of PREVYMIS and 8% of placebo subjects.

Adult Kidney Transplant Recipients [D+/R-]

The safety of PREVYMIS was evaluated in a Phase 3 randomized, double-blind, active comparator-
controlled trial (P002) in which 589 subjects were treated with PREVYMIS (N=292) or valganciclovir
(N=297) through Week 28 post-transplant. Adverse events were those reported while subjects were on
study medication or within two weeks of study medication completion/discontinuation. In these subjects,
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diarrhea was reported in at least 10% of subjects in the PREVYMIS group and at a frequency greater than
valganciclovir (PREVYMIS, 32%; valganciclovir, 29%). Study drug was discontinued due to an adverse
event in 4% of PREVYMIS subjects and 14% of valganciclovir subjects. The most frequently reported
adverse events that led to study drug discontinuation were neutropenia (PREVYMIS, 1%; valganciclovir,
2%) and leukopenia (PREVYMIS, 1%; valganciclovir, 5%).

Laboratory Abnormalities
Selected laboratory abnormalities reported through Week 28 post-transplant are presented in Table 10.

Table 10: Trial P002 Selected Laboratory Abnormalities

PREVYMIS Valganciclovir
N=292 N=297
Absolute neutrophil count (cells/pL)
<500 2% 7%
500 — < 750 1% 4%
750 — <1000 1% 8%
Total < 1000 5% 18%
Hemoglobin (g/dL)
<6.5 2% 0%
6.5-<8.0 4% 5%
8.0-<9.5 29% 32%
Total <9.5 34% 37%
Platelets (cells/uL)
< 50000 0% 0%
50000 — < 100000 1% 3%
Total < 100000 1% 3%
Leukocytes (cells/uL)
< 1000 1% 2%
1000 — < 2000 5% 19%
2000 — < 2500 4% 14%
Total < 2500 10% 35%
Serum creatinine (mg/dL)
>25 24% 22%
>15-25 49% 52%
Total > 1.5 73% 73%
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Pediatric Recipients of an Allogeneic HSCT

The safety of PREVYMIS was evaluated in 63 pediatric subjects aged 2 months to less than 18 years of
age who received an allogeneic HSCT (P030). PREVYMIS was administered orally (tablet or pellet) or
intravenously. The duration of PREVYMIS exposure ranged from 3 days to 102 days (median duration 84
days). The safety profile was consistent with the safety profile observed in clinical trials of PREVYMIS in
adults [see Use in Specific Populations (8.4) and Clinical Studies (14.4)].

7 DRUG INTERACTIONS
7.1 Potential for Other Drugs to Affect PREVYMIS

Letermovir is a substrate of organic anion-transporting polypeptide 1B1/3 (OATP1B1/3) and P-glycoprotein
(P-gp) transporters and UDP-glucuronosyltransferase 1A1/3 (UGT1A1/3) enzymes. Co-administration of
PREVYMIS with drugs that are inhibitors of OATP1B1/3 transporters may result in increases in letermovir
plasma concentrations (Table 11).

Co-administration of PREVYMIS with inducers of transporters (e.g., P-gp) and/or enzymes (e.g., UGTs) is
not recommended due to the potential for a decrease in letermovir plasma concentrations (see Table 11).

7.2 Potential for PREVYMIS to Affect Other Drugs

Co-administration of PREVYMIS with midazolam results in increased midazolam plasma concentrations,
indicating that letermovir is a moderate inhibitor of CYP3A [see Clinical Pharmacology (12.3)]. Co-
administration of PREVYMIS with drugs that are CYP3A substrates may result in clinically relevant
increases in the plasma concentrations of co-administered CYP3A substrates (Table 11) [see
Contraindications (4) and Warnings and Precautions (5.1)].

Letermovir is an inhibitor of OATP1B1/3 transporters. Co-administration of PREVYMIS with drugs that are
substrates of OATP1B1/3 transporters may result in a clinically relevant increase in plasma concentrations
of co-administered OATP1B1/3 substrates (Table 11).

The magnitude of CYP3A- and OATP1B1/3-mediated drug interactions on co-administered drugs may be
different when PREVYMIS is co-administered with cyclosporine. See the prescribing information for
cyclosporine for information on drug interactions with cyclosporine.

7.3 Established and Other Potentially Significant Drug Interactions

If dose adjustments of concomitant medications are made due to treatment with PREVYMIS, doses should
be readjusted after treatment with PREVYMIS is completed.

Table 11 provides a listing of established or potentially clinically significant drug interactions. The drug
interactions described are based on adult studies conducted with PREVYMIS or are predicted drug
interactions that may occur with PREVYMIS [see Contraindications (4), Warnings and Precautions (5.1),
and Clinical Pharmacology (12.3)].

Table 11: Potentially Significant Drug Interactions: Alteration in Dose May Be Recommended
Based on Results from Adult Drug Interaction Studies or Predicted Interactions* (Information in
the Table Applies to Co-administration of PREVYMIS and the Concomitant Drug without
Cyclosporine, Unless Otherwise Indicated)

Concomitant Drug Effect on Clinical Comments
Class and/or Clearance | Concentrationt
Pathway: Drug Name
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Anti-arrhythmic Agents

amiodarone 1 amiodarone Close clinical monitoring for adverse events
related to amiodarone is recommended during co-
administration. Frequently monitor amiodarone
concentrations when amiodarone is co-
administered with PREVYMIS.

Antibiotics

nafcillin | letermovir Co-administration of PREVYMIS and nafcillin is
not recommended due to potential for loss of
efficacy of PREVYMIS.

Anticoagulants

warfarin | warfarin When PREVYMIS is co-administered with
warfarin, frequently monitor International
Normalized Ratio (INR) *.

Anticonvulsants

carbamazepine | letermovir Co-administration of PREVYMIS and
carbamazepine is not recommended due to
potential for loss of efficacy of PREVYMIS.

phenobarbital | letermovir Co-administration of PREVYMIS and
phenobarbital is not recommended due to
potential for loss of efficacy of PREVYMIS.

phenytoin | letermovir Co-administration of PREVYMIS and phenytoin is

. not recommended due to potential for loss of
| phenytoin efficacy of PREVYMIS.
Antidiabetic Agents
Examples: 1 glyburide When PREVYMIS is co-administered with
. - o glyburide, repaglinide, or rosiglitazone, frequently
glyburide, repaglinide, 1 repaglinide monitor glucose concentrations?*.

rosiglitazone

1 rosiglitazone

When PREVYMIS is co-administered with
cyclosporine, use of repaglinide is not
recommended.

Antifungals

voriconazole$

| voriconazole

If concomitant administration of voriconazole is
necessary, closely monitor for reduced
effectiveness of voriconazolet.

Antimycobacterials

rifabutin

| letermovir

Co-administration of PREVYMIS and rifabutin is
not recommended due to potential for loss of
efficacy of PREVYMIS.
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rifampin$ | letermovir Co-administration of PREVYMIS and rifampin is
not recommended due to potential for loss of
efficacy of PREVYMIS.

Antipsychotics

imozide imozide Co-administration is contraindicated due to risk of

P e QT prolongation and torsades de pointes [see
Contraindications (4)].

thioridazine | letermovir Co-administration of PREVYMIS and thioridazine
is not recommended due to potential for loss of
efficacy of PREVYMIS.

Endothelin Antagonists

bosentan | letermovir Co-administration of PREVYMIS and bosentan is

not recommended due to potential for loss of
efficacy of PREVYMIS.

Ergot Alkaloids

ergotamine,
dihydroergotamine

1 ergotamine,
dihydroergotamine

Co-administration is contraindicated due to risk of
ergotism [see Contraindications (4)].

Herbal Products

St. John’s wort | letermovir Co-administration of PREVYMIS and St. John’s

(Hypericum perforatum) wort is not recommended due to potential for loss
of efficacy of PREVYMIS.

HIV Medications

efavirenz | letermovir Co-administration of PREVYMIS and efavirenz is
not recommended due to potential for loss of
efficacy of PREVYMIS.

etravirine | letermovir Co-administration of PREVYMIS and etravirine is
not recommended due to potential for loss of
efficacy of PREVYMIS.

nevirapine | letermovir Co-administration of PREVYMIS and nevirapine is
not recommended due to potential for loss of
efficacy of PREVYMIS.

HMG-CoA Reductase Inhibitors

atorvastatin$

1 atorvastatin

When PREVYMIS is co-administered with
atorvastatin, do not exceed an atorvastatin dosage
of 20 mg daily*. Closely monitor patients for
myopathy and rhabdomyolysis.

When PREVYMIS is co-administered with
cyclosporine, use of atorvastatin is not

recommended.

08Q5C8
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pitavastatin,

simvastatin

1 HMG-CoA
reductase inhibitors

Co-administration of PREVYMIS and pitavastatin
or simvastatin is not recommended.

When PREVYMIS is co-administered with
cyclosporine, use of either pitavastatin or
simvastatin is contraindicated due to significantly
increased pitavastatin or simvastatin
concentrations and risk of myopathy or
rhabdomyolysis [see Contraindications (4)].

fluvastatin, lovastatin,
pravastatin, rosuvastatin

1+ HMG-CoA
reductase inhibitors

When PREVYMIS is co-administered with these
statins, a statin dosage reduction may be
necessary*. Closely monitor patients for myopathy
and rhabdomyolysis.

When PREVYMIS is co-administered with
cyclosporine, use of lovastatin is not
recommended.

When PREVYMIS is co-administered with
cyclosporine, refer to the statin prescribing
information for specific statin dosing
recommendations.

Immunosuppressants

cyclosporine$

1 cyclosporine

1 letermovir

Decrease the dosage of PREVYMIS to 240 mg
once daily in adult and pediatric patients 12 years
of age and older [see Dosage and Administration
(2.4) and Clinical Pharmacology (12.3)]. Dose
adjustment may be required in pediatric patients
less than 12 years of age [see Dosage and
Administration (2.6) and Clinical Pharmacology
(12.3)].

Frequently monitor cyclosporine whole blood
concentrations during treatment and after
discontinuation of PREVYMIS and adjust the dose
of cyclosporine accordingly?.

sirolimus$

1 sirolimus

When PREVYMIS is co-administered with
sirolimus, frequently monitor sirolimus whole blood
concentrations during treatment and after
discontinuation of PREVYMIS and adjust the dose
of sirolimus accordinglys.

When PREVYMIS is co-administered with
cyclosporine and sirolimus, refer to the sirolimus
prescribing information for specific sirolimus
dosing recommendationst.

tacrolimus$

1 tacrolimus

Frequently monitor tacrolimus whole blood
concentrations during treatment and after
discontinuation of PREVYMIS and adjust the dose
of tacrolimus accordingly?.

Proton Pump Inhibitors

08Q5C8
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omeprazole | omeprazole Clinical monitoring and dose adjustment may be

needed.

pantoprazole | pantoprazole Clinical monitoring and dose adjustment may be
needed.

Wakefulness-Promoting Agents

modafinil | letermovir Co-administration of PREVYMIS and modafinil is

not recommended due to potential for loss of
efficacy of PREVYMIS.

CYP3A Substrates

Examples: alfentanil, 1 CYP3A substrate When PREVYMIS is co-administered with a
fentanyl, midazolam, and CYP3A substrate, refer to the prescribing
quinidine information for dosing of the CYP3A substrate with

a moderate CYP3A inhibitor¥.

When PREVYMIS is co-administered with
cyclosporine, the combined effect on CYP3A
substrates may be similar to a strong CYP3A
inhibitor. Refer to the prescribing information for
dosing of the CYP3A substrate with a strong
CYP3A inhibitor*.

CYP3A substrates pimozide and ergot alkaloids
are contraindicated [see Contraindications (4)].

* This table is not all inclusive.

T | =decrease, 1 =increase

+ Refer to the respective prescribing information.

§ These interactions have been studied [see Clinical Pharmacology (12.3)].

7.4 Drugs without Clinically Significant Interactions with PREVYMIS

No clinically significant interactions were observed in adult clinical drug-drug interaction studies of
letermovir and acyclovir, digoxin, mycophenolate mofetil, fluconazole, itraconazole, posaconazole, ethinyl
estradiol, and levonorgestrel.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
No adequate human data are available to establish whether PREVYMIS poses a risk to pregnancy

outcomes. In animal reproduction studies, embryo-fetal developmental toxicity (including fetal
malformations) was observed in rats during the period of organogenesis at letermovir exposures (AUC) 11
times higher than human exposure at the recommended human dose (RHD). In rabbits, no embryo-fetal
developmental toxicity was noted at exposures that were not maternally toxic (up to letermovir exposures
2 times higher than human exposure at the RHD). In a rat pre/post-natal development study, total litter loss
was observed at maternal letermovir exposures approximately 2 times higher than human exposure at the
RHD (see Data).
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The background risk of major birth defects and miscarriage for the indicated population is unknown. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

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

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

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

8.2 Lactation

Risk Summary
It is not known whether letermovir is present in human breast milk, affects human milk production, or has

effects on the breastfed child.

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

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

Data

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

8.3 Females and Males of Reproductive Potential

Infertility
There are no data on the effect of letermovir on human fertility. Decreased fertility due to testicular toxicity

was observed in male rats [see Nonclinical Toxicology (13.1, 13.2)].

8.4 Pediatric Use

The safety and effectiveness of PREVYMIS have been established for:
o Prophylaxis of CMV infection and disease in pediatric CMV-seropositive recipients of an allogeneic
HSCT 6 months of age and older and weighing at least 6 kg, and
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o Prophylaxis of CMV disease in pediatric kidney transplant recipients 12 years of age and older and
weighing at least 40 kg who are at high risk [D+/R-].

HSCT Recipients: The use of PREVYMIS for prophylaxis of CMV infection and disease in pediatric
recipients of an allogeneic HSCT is supported by evidence from adequate and well-controlled studies in
adults with additional pharmacokinetic and safety data from pediatric patients in Trial P030. The safety and
pharmacokinetic results were similar to those in adults [see Warnings and Precautions (5.2), Adverse
Reactions (6.1), Clinical Pharmacology (12.3), Clinical studies (14.2, 14.4)].

Kidney Transplant Recipients: The use of PREVYMIS for prophylaxis of CMV disease in high-risk [D+/R-]
kidney transplant recipients 12 years of age and older and weighing at least 40 kg is supported by evidence
from an adequate and well-controlled study in adults and safety data from pediatric HSCT recipients (Trial
P030). Letermovir exposures are expected to be similar between adult and pediatric patients 12 years of
age and older and weighing at least 40 kg [see Warnings and Precautions (5.2), Adverse Reactions (6.1),
Clinical Pharmacology (12.3), Clinical studies (14.3, 14.4)].

The safety and effectiveness of PREVYMIS have not been established for:
o HSCT recipients less than 6 months of age or weighing less than 6 kg, or
o Kidney transplant recipients less than 12 years of age or weighing less than 40 kg.

8.5 Geriatric Use

Of the 373 subjects treated with PREVYMIS in Trial PO01, 56 (15%) subjects were 65 years of age or older.
Of the 144 subjects treated with PREVYMIS in Trial P040, 32 (22%) subjects were 65 years of age or older.
Of the 292 subjects treated with PREVYMIS in Trial P002, 48 (16%) subjects were 65 years of age or older.
Safety and efficacy were similar across older and younger subjects in each trial. No dosage adjustment of
PREVYMIS is required based on age [see Clinical Pharmacology (12.3)].

8.6 Renal Impairment

For adult patients with CLcr greater than 10 mL/min (by Cockcroft-Gault equation), and pediatric patients
with a similar degree of renal impairment (based on age-appropriate assessment of renal function), no
dosage adjustment of PREVYMIS is required based on renal impairment [see Clinical Pharmacology
(12.3)]. The safety of PREVYMIS in adult patients with end-stage renal disease (CLcr less than 10 mL/min)
or in pediatric patients with a similar degree of renal impairment (based on age-appropriate assessment of
renal function), including patients on dialysis, is unknown.

In adult patients with CLcr less than 50 mL/min and in pediatric patients with a similar degree of renal
impairment (based on age-appropriate assessment of renal function) receiving PREVYMIS injection,
accumulation of the intravenous vehicle, hydroxypropyl betadex, could occur. Closely monitor serum
creatinine levels in these patients [see Dosage and Administration (2.7) and Warnings and Precautions

(5.2)].
8.7 Hepatic Impairment

No dosage adjustment of PREVYMIS is required for patients with mild (Child-Pugh Class A) or moderate
(Child-Pugh Class B) hepatic impairment. PREVYMIS is not recommended for patients with severe (Child-
Pugh Class C) hepatic impairment [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no specific antidote for overdose with PREVYMIS. In case of overdose, it is recommended that
the patient be monitored for adverse reactions and appropriate symptomatic treatment be instituted.

It is unknown whether dialysis will result in meaningful removal of PREVYMIS from systemic circulation.
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11 DESCRIPTION

PREVYMIS contains letermovir, an inhibitor of the CMV DNA terminase complex, and is administered orally
or by intravenous infusion.

Letermovir has a molecular formula of C29H2sF4N4O4 and a molecular weight of 572.55. The chemical name
for letermovir is (4S)-2-{8-Fluoro-2-[4-(3- methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-5-
(trifluoromethyl)phenyl]-3,4-dihydroquinazolin-4-yl}acetic acid. Letermovir is very slightly soluble in water.

The chemical structure of letermovir is:

H,CO N /\ OCHj
_ i

N COzH

F

PREVYMIS is available as 240 mg and 480 mg tablets. PREVYMIS tablets contain either 240 mg or 480 mg
of letermovir and the following inactive ingredients: colloidal silicon dioxide, croscarmellose sodium,
magnesium stearate, microcrystalline cellulose, povidone 25, and film-coated with a coating material
containing the following inactive ingredients: hypromellose 2910, iron oxide red (only for 480 mg tablets),
iron oxide yellow, lactose monohydrate, titanium dioxide, and triacetin. Carnauba wax is added as a
polishing agent.

PREVYMIS is available as 20 mg and 120 mg packets of oral pellets. PREVYMIS packets of oral pellets
contain either 20 mg or 120 mg of letermovir. PREVYMIS oral pellets contain the following inactive
ingredients: colloidal silicon dioxide, croscarmellose sodium, magnesium stearate, microcrystalline
cellulose, povidone K-29/32, and are film-coated with a coating material containing the following inactive
ingredients: hypromellose 2910, iron oxide red, iron oxide yellow, lactose monohydrate, titanium dioxide,
and triacetin.

PREVYMIS is also available as 240 mg/12 mL (20 mg/mL) and 480 mg/24 mL (20 mg/mL) injection for
intravenous infusion. PREVYMIS injection is a clear, preservative-free sterile solution and may contain a
few small translucent or white particles in single-dose vials of either 240 mg or 480 mg per vial. Each 1 mL
of solution contains 20 mg letermovir, hydroxypropyl betadex (150 mg), sodium chloride (3.1 mg), sodium
hydroxide (1.2 mg), and Water for Injection. The amount of sodium hydroxide may be adjusted to achieve
a pH of approximately 7.5.

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

PREVYMIS is an antiviral drug against CMV [see Microbiology (12.4)].

12.2 Pharmacodynamics

Cardiac Electrophysiology
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In a thorough QT trial in healthy adult subjects, letermovir at the therapeutic IV dose or at a dose of 2 times

the approved IV dose did not prolong QTc to any clinically relevant extent.

12.3 Pharmacokinetics

The pharmacokinetic properties of letermovir are displayed in Table 12.

Table 12: Absorption, Distribution, Metabolism, Elimination (ADME), and Pharmacokinetic
Properties of PREVYMIS*

Pharmacokinetics in Adult HSCT Recipients

Treatment Regimen

480 mg oral once daily, no cyclosporine
480 mg IV once daily, no cyclosporine
240 mg oral once daily, with cyclosporine

240 mg IV once daily, with cyclosporine

Steady-state median (90% prediction interval)
AUC (ngehr/mL) of PREVYMIS

34,400 (16,900, 73,700)
100,000 (65,300, 148,000)
60,800 (28,700, 122,000)
70,300 (46,200, 106,000)

Pharmacokinetics in Adult Kidney Transplant Recipients

Treatment Regimen

480 mg oral once daily, no cyclosporine

240 mg oral once daily, with cyclosporine

Steady-state median (90% prediction interval)
AUC (ngehr/mL) of PREVYMIS

62,700 (17,500, 139,000)
71,900 (42,400, 125,000)

Pharmacokinetics in Adult Healthy Subjects

Treatment Regimen

480 mg oral once daily

Steady-state geometric mean AUC and Cmax of
PREVYMIS

Cmax: 13,000 ng/mL
AUC: 71,500 ngehr/mL

Dose proportionality

Greater than proportional following single and
multiple oral or IV doses of PREVYMIS 240 mg
and 480 mg

Accumulation ratiot Cmax: 1.03
AUC: 1.22
Time to steady-state 9-10 days

Absorption

Bioavailability

Healthy adult subjects administered PREVYMIS
without cyclosporine: 94% at an oral dose range
of 240 mg to 480 mg
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Adult HSCT recipients administered PREVYMIS
without cyclosporine: 35% with 480 mg oral once
daily

Adult HSCT recipients administered PREVYMIS
with cyclosporine: 85% with 240 mg oral once
daily

Adult kidney transplant recipients administered
PREVYMIS without cyclosporine: 56%* with
480 mg oral once daily

Median Tmax (hr)

1.5t03.0 hr

Effect of food (relative to fasting)$

AUC: 99.63% [84.27% - 117.80%]
Cmax: 129.82% [104.35% -161.50%]

Oral pellets versus tablet (fasting)

AUC and Cmax values were comparable when
comparing PREVYMIS tablet (240 mg) and
PREVYMIS oral pellets (2 X 120 mg)

Distribution

Mean steady-state volume of distribution

45.5 L following IV administration in adult HSCT
recipients

% In vitro bound to human plasma proteins

99% across the concentration range of 0.2 to 50
mg/L

In vitro blood-to plasma ratio

0.56 across the concentration range of 0.1 to 10
mg/L

Metabolism

In vitro metabolism

UGT1A1/1A3 (minor)

Drug-related component in plasma

97% unchanged parent

No major metabolites detected in plasma

Elimination

Route of elimination

Hepatic uptake (OATP1B1/3)

Mean terminal t1,2 (hr)

12 hrs after dosing of PREVYMIS 480 mg IV once
daily

% of dose excreted in feces' 93%
% of dose excreted in urinel <2%
% of unchanged drug excreted in feces' 70%

* Values were obtained in studies of healthy adult subjects unless otherwise indicated.

T Based on geometric mean data.

+95% CI (46%, 65%)

§ Values refer to geometric mean ratio [fed/fasted] percentage and 90% confidence interval back
transformed from linear mixed-effects model performed on natural log-transformed values. The meal
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administered was a standard high fat and high calorie meal (33 grams protein, 65 grams
carbohydrates, 58 grams fat; 920 total calories).

1 Single oral administration of radiolabeled letermovir in mass balance study.

Specific Populations

Pediatric Patients
Letermovir AUC in pediatric HSCT recipients was estimated using population pharmacokinetic analysis

using Trial PO30 data (see Table 13 and Table 14). Exposures for pediatric HSCT recipients for body weight
bands 6 kg and above are within the range of exposures observed at the recommended doses of

PREVYMIS in adults (see Table 12).

Table 13: PREVYMIS AUC (ngehr/mL) Values Following Once Daily Oral Administration in Pediatric
HSCT Recipients

Steady-state

Steady-state

(16,600, 54,100)

Bodv Weight Oral Dose, No Median OravIinZ:gse, Median
y 9 Cyclosporine | (90% Prediction . (90% Prediction
Cyclosporine
Interval)* Interval)*
38,500 50,200
T ’ '
30 kg and above 480 mg (18.100,78,100) | 2*°™3 | (24,100, 102,000)
39,600 53,200
15 kg to less than 30 kg 240 mg (21,300, 71,800) 120 mg (27,800, 102,000)
32,900 42,300
7.5 kg to less than 15 kg 120 mg (16,800, 61,200) 60 mg (22,300, 81,500)
6 kg to less than 7.5 kg* 80 mg 29,400 40 mg (20 9%%2;)10 800)

* Medians and 90% prediction intervals are based on simulations using the pediatric HSCT population
PK model with inter-individual variability.
T Includes pediatric patients 12 years of age and older or weighing = 30 kg.
* Includes pediatric patients 6 months of age and older and weighing 6 kg to < 7.5 kg.

Table 14: PREVYMIS AUC (ngehr/mL) Values Following Once Daily IV Administration in Pediatric
HSCT Recipients

Steady-state

Steady-state

(23,800, 79,200)

Bodv Weight IV Dose, No Median IV Dose, With Median
y g Cyclosporine | (90% Prediction | Cyclosporine | (90% Prediction
Interval)* Interval)*
114,000 61,400
T ’ ’
30 kg and above 480 mg (53,900, 230,000) 240 mg (29,300, 128,000)
56,400 62,300
15 kg to less than 30 kg 120 mg (29,100, 110,000) 120 mg (32,100, 114,000)
45,900 49,900
7.5 kg to less than 15 kg 60 mg (24,500, 86,400) 60 mg (26,300, 96,300)
6 kg to less than 7.5 kgt 40 mg 42,800 40 mg (26 3‘(1)%4&(;) 500)

* Medians and 90% prediction intervals are based on simulations using the pediatric HSCT population
PK model with inter-individual variability.
T Includes pediatric patients 12 years of age and older or weighing = 30 kg.
* Includes pediatric patients 6 months of age and older and weighing 6 kg to < 7.5 kg.
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Age, Gender, Race, and Weight
Age (18 to 82 years), gender, race, and body weight (up to 100 kg) did not have a clinically significant effect
on the pharmacokinetics of letermovir in adult subjects.

Renal Impairment

Clinical Study in a Renally Impaired Population

Letermovir AUC was approximately 1.9- and 1.4-fold higher in adult subjects with moderate (eGFR greater
than or equal to 30 to 59 mL/min/1.73m?2) and severe (eGFR less than 30 mL/min/1.73m?) renal impairment,
respectively, compared to healthy adult subjects.

Post-kidney Transplant

Based on population pharmacokinetic analysis, letermovir AUC was approximately 1.1-, 1.3- and 1.4-fold
higher in adult subjects with mild (CLcr greater than or equal to 60 to less than 90 mL/min), moderate (CLcr
greater than or equal to 30 to less than 60 mL/min) and severe (CLcr greater than or equal to 15 to less
than 30 mL/min) renal impairment, respectively, compared to adult subjects with CLcr greater than or equal
to 90 mL/min.

Intravenous Formulation

Hydroxypropyl betadex present in the intravenous letermovir formulation is mainly eliminated by glomerular
filtration. Decreased elimination of hydroxypropyl betadex has been reported in the literature in patients
with severe renal impairment.

Hepatic Impairment

Letermovir AUC was approximately 1.6- and 3.8-fold higher in adult subjects with moderate (Child-Pugh
Class B [CP-B], score of 7-9) and severe (Child-Pugh Class C [CP-C], score of 10-15) hepatic impairment,
respectively, compared to healthy adult subjects.

Drug Interaction Studies

Drug interaction studies were performed in healthy adult subjects with PREVYMIS and drugs likely to be
co-administered or drugs commonly used as probes for pharmacokinetic interactions (see Table 15 and
Table 16).

In vitro results indicate that letermovir is a substrate of drug metabolizing enzymes CYP3A, CYP2D6,
UGT1A1, and UGT1A3, and transporters OATP1B1/3 and P-gp. Oxidative metabolism is considered to be
a minor elimination pathway based on in vivo human data. Inhibitors of OATP1B1/3 may result in increases
in letermovir plasma concentrations. Changes in letermovir plasma concentrations due to inhibition of P-
gp/BCRP by itraconazole were not clinically relevant. Changes in letermovir plasma concentrations due to
inhibition of UGTs are not anticipated to be clinically relevant.

Based on in vitro studies, the metabolism of letermovir is not mediated by CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C18, CYP2C19, CYP2E1, CYP4A11, UGT1A4, UGT1A6, UGT1A7, UGT1AS,
UGT1A9, UGT1A10, UGT2B4, UGT2B7, UGT2B15, or UGT2B17. The transport of letermovir is not
mediated by OATP2B1, OCT1, OAT1, BCRP, or MRP2 in vitro.

Letermovir is a time-dependent inhibitor and inducer of CYP3A in vitro. Co-administration of PREVYMIS
with midazolam resulted in increased exposure of midazolam, indicating that the net effect of letermovir on
CYP3A is moderate inhibition (see Table 16). Based on these results, co-administration of PREVYMIS with
CYP3A substrates may increase the plasma concentrations of the CYP3A substrates [see
Contraindications (4), Warnings and Precautions (5.1), Drug Interactions (7.2, 7.3), and Table 11].
Letermovir is a reversible inhibitor of CYP2C8 in vitro. When co-administered with PREVYMIS, plasma
concentrations of CYP2C8 substrates are predicted to be increased [see Table 11 in Drug Interactions
(7.3)]. Co-administration of PREVYMIS reduced the exposure of voriconazole, most likely due to the
induction of voriconazole elimination pathways, CYP2C9 and CYP2C19. Co-administration of PREVYMIS
with CYP2C9 and CYP2C19 substrates may decrease the plasma concentrations of the CYP2C9 and
CYP2C19 substrates [see Table 11 in Drug Interactions (7.3)]. Letermovir is an inducer of CYP2B6 in vitro;
the clinical relevance is unknown.
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Letermovir inhibited efflux transporters P-gp, breast cancer resistance protein (BCRP), bile salt export pump
(BSEP), multidrug resistance-associated protein 2 (MRP2), OAT3, and hepatic uptake transporter
OATP1B1/3 in vitro. Co-administration of PREVYMIS with substrates of OATP1B1/3 transporters (e.g.,
atorvastatin, a known substrate of CYP3A, OATP1B1/3, and potentially BCRP) may result in a clinically
relevant increase in plasma concentrations of OATP1B1/3 substrates [see Table 11 in Drug Interactions
(7.3)]. There were no clinically relevant changes in plasma concentrations of digoxin, a P-gp substrate, or
acyclovir, an OAT3 substrate, following co-administration with PREVYMIS in clinical studies (see Table 16).
The effect of letermovir on BCRP, BSEP, and MRP2 substrates was not evaluated in clinical studies; the
clinical relevance is unknown.

Based on in vitro results letermovir is not an inhibitor of CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, UGT1A4, UGT1A6, UGT1A9, or UGT2B7 and is not an inducer of CYP1A2. Letermovir is not an
inhibitor of OATP2B1, OCT1, OCT2, or OAT1 in vitro.

Table 15: Drug Interactions: Changes in Pharmacokinetics of Letermovir in the Presence of

Co-administered Drug

. Geometric Mean Ratio [90% CI] of
. Regimen of _ Letermovir PK with/without
Co-administered Co- Letermovir Co-administered Drug
Drug administered | Regimen (No Effect=1.00)
Dru
g AUC | Cmax | C24hr*
Antifungals
Cconazole 400 mg single Si:;g mo 1.11 1.06 128
dose PO 5O (1.01,1.23) | (0.93,1.21) | (1.15, 1.43)
o onarole 200 mg once | 4% g;?ly 133 1.21 1.90
daily PO 0o (1.17,1.51) | (1.05,1.39) | (1.58, 2.28)
Antimycobacterials
600 mg single | _ 4909 2.03 159 2.01
dose PO %50 (1.84,2.26) | (1.46,1.74) | (1.59, 2.54)
600 mg single si:SIZ rdn(?se 1.58 1.37 0.78
dose IV %50 (1.38,1.81) | (1.16, 1.61) | (0.65, 0.93)
rifampin 600 mg once O;‘SS g;?l 0.81 1.01 0.14
daily PO co Y | (0.67,098) | (0.79,1.28) | (0.11,0.19)
600 mg once
éj”zj’?s once 3;?|y © o 17) | ( 2 31y | (0 060 12)
after PO
rifampin)t
Immunosuppressants
oyclosporine 200 mg single | 220 (?;?ly 211 148 2.06
dose PO (1.97,2.26) | (1.33,1.65) | (1.81, 2.35)
PO
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. Geometric Mean Ratio [90% CI] of
o Regimen of ] Letermovir PK with/without
Co-administered Co- Letermovir Co-administered Drug
Drug administered | Regimen (No Effect=1.00)
Dru
g AUC Cmax C24hr*
mycophenolate 1g single o;‘gg e 118 1.11 1.39
mofetil dose PO PO y (1.04,1.32) | (0.92,1.34) | (1.12,1.74)
tacrolimus 5 mg single tw?c%rggily 1.02 0.92 1.02
dose PO s (0.97,1.07) | (0.84, 1.00) | (0.93,1.12)

Abbreviations: PO= oral
* C12hr for tacrolimus
T These data are the effect of rifampin on letermovir 24 hours after final rifampin dose.

Table 16: Drug Interactions: Changes in Pharmacokinetics for Co-administered Drug in the

Presence of Letermovir

Geometric Mean Ratio

Co- Regimen of _ [90% CI] of Co-administered Drug PK
administered Co- Letermovir with/without Letermovir
Drug admlljn:j;ered Regimen (No Effect=1.00)
AUC Cmax C24hr*
CYP3A Substrates
1 mg single 240 mg once 1.47 1.05 2.74
i dose IV daily PO (1.37,1.58) | (0.94,1.17) | (2.16, 3.49)
midazolam
2 mg single 240 mg once 2.25 1.72 Not available
dose PO daily PO (2.04,2.48) | (1.55,1.92)
P-gp Substrates
dicoxin 0.5 mg single 240 mg twice 0.88 0.75 0.90
9 dose PO daily PO (0.80,0.96) | (0.63,0.89) | (0.84, 0.96)
Immunosuppressants
cvelosporine 50 mg single 240 mg once 1.66 1.08 219
yclosp dose PO daily PO (1.51,1.82) | (0.97,1.19) | (1.80, 2.66)
mycophenolate | 1 g single dose | 480 mg once 1.08 0.96 1.04
mofetil PO daily PO (0.97,1.20) | (0.82,1.12) | (0.86, 1.27)
tacrolimus 5 mg single 480 mg once 242 1.57 2.53
dose PO daily PO (2.04,2.88) | (1.32,1.86) | (2.12,3.03)
sirolimus 2 mg single 480 mg once 3.40 2.76 3.15
dose PO daily PO (3.01, 3.85) | (2.48,3.06) | (2.80, 3.55)
Antifungals and Antivirals
acvelovir 400 mg single 480 mg once 1.02 0.82 1.13
y dose PO daily PO (0.87,1.2) (0.71,0.93) | (0.94, 1.36)
fluconazole 400 mg single | 480 mg single 1.03 0.95 1.04
dose PO dose PO (0.99, 1.08) | (0.92,0.99) | (1.00, 1.08)
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. Geometric Mean Ratio
Co- Regimen of _ [90% CI] of Co-administered Drug PK
administered Co- Letermovir with/without Letermovir
Drug admlljnlstered Regimen (No Effect=1.00)
ru
g AUC Cmax C24hr*
itraconazole 200 mg once 480 mg once 0.76 0.84 0.67
daily PO daily PO (0.71,0.81) | (0.76,0.92) | (0.61,0.73)
osaconazole 300 mg single 480 mg once 0.98 1.1 1.10
P dose PO daily PO (0.82,1.17) | (0.95,1.29) | (0.94, 1.30)
voriconazole 200 mg twice 480 mg once 0.56 0.61 0.49
daily PO daily PO (0.51,0.62) | (0.53,0.71) | (0.42,0.57)
HMG-CoA Reductase Inhibitors
atorvastatin 20 mg single 480 mg once 3.29 217 3.62
dose PO daily PO (2.84,3.82) | (1.76,2.67) | (2.87,4.55)
Oral Contraceptives
(EE) single dose PO | 480 mg once (1.32,1.52) | (0.83,0.96) | (1.45,1.70)
/levonorgestrel | .15 mg LNG daily PO 1.36 0.95 1.38
(LNG) single dose PO (1.30, 1.43) | (0.86, 1.04) | (1.32, 1.46)
Abbreviations: PO=oral
* C12hr reported for voriconazole.

12.4 Microbiology

Mechanism of Action

Letermovir inhibits the CMV DNA terminase complex (pUL51, pUL56, and pUL89) which is required for viral
DNA processing and packaging. Biochemical characterization and electron microscopy demonstrated that
letermovir affects the production of proper unit length genomes and interferes with virion maturation.
Genotypic characterization of virus resistant to letermovir confirmed that letermovir targets the terminase
complex.

Antiviral Activity

The median ECso value of letermovir against a collection of clinical CMV isolates in a cell-culture model of
infection was 2.1 nM (range = 0.7 nM to 6.1 nM, n = 74). There was no significant difference in ECso value
by CMV gB genotype (gB1=29; gB2=27; gB3=11; and gB4=3).

Combination Antiviral Activity
No antagonism of the antiviral activity was seen when letermovir was combined with CMV DNA polymerase
inhibitors (cidofovir, foscarnet, or ganciclovir).

Viral Resistance

In Cell Culture

CMV mutants with reduced susceptibility to letermovir have been selected in cell culture and the resistance
mutations map to UL51, UL56, and UL89. Resistance-associated substitutions were found in pUL51 (P91S,
A95V), 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), and pUL89
(N320H, D344E). ECso values for recombinant CMV mutants expressing these substitutions are 1.6- to
9,300-fold higher than those for the wild-type reference virus.
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In Clinical Studies

In a Phase 2b trial evaluating letermovir or placebo in 131 adult HSCT recipients, DNA sequence analysis
of a select region of UL56 (amino acids 231 to 369) was performed on samples obtained from 12 letermovir-
treated subjects who experienced prophylaxis failure and for whom on-treatment samples were available
for analysis. One subject had a letermovir resistance substitution, pUL56 V236M (19-50-fold reduction in
susceptibility).

In a Phase 3 trial (P001), DNA sequence analysis of the entire coding regions of UL56 and UL89 was
performed on samples obtained from 50 letermovir-treated adult subjects who had received at least one
dose of study drug and experienced prophylaxis failure and for whom samples were available for analysis.
The pUL56 substitutions V236M (19-50-fold reduction), E237G (13-fold reduction), C325W (9300-fold
reduction), and R369T (52-fold reduction) were detected in 3 subjects; however, no 2 subjects had
substitutions at the same positions.

In a Phase 3 trial (P040), DNA sequence analysis of the entire coding regions of UL51, UL56 and UL89
was performed on samples obtained from 32 adult subjects (regardless of treatment group) who
experienced prophylaxis failure or who discontinued early with CMV viremia. No letermovir resistance-
associated substitutions were detected above the validated assay limit.

In a Phase 3 trial (P002), DNA sequence analysis of the entire coding regions of UL51, UL56 and UL89
was performed on samples obtained from 52 letermovir-treated adult subjects who experienced CMV
disease or who discontinued early with CMV viremia. No previously characterized resistance-associated
substitutions were identified. Novel substitutions were detected in letermovir-treated subjects at resistance-
associated positions (pUL56 S229Y [n=1], pUL56 M329I [n=9], and pUL89 D344Y [n=5]) at low frequencies,
ranging between 0.05 to 0.07. The clinical significance of these substitutions is unknown; phenotypic
analysis is planned.

In a Phase 2b trial (P030), DNA sequence analysis of the entire coding regions of UL51, UL56 and UL89
was performed on samples obtained from 10 letermovir-treated pediatric subjects at a visit for evaluation
of CMV infection. A total of 2 letermovir resistance-associated substitutions both mapping to pUL56 were
detected in 2 subjects. One subject had the substitution C325W (9300-fold reduction), and the other had
R369S (38-fold reduction).

Cross Resistance

Cross resistance is not likely with drugs outside of this class. Letermovir is fully active against viral
populations with substitutions conferring resistance to CMV DNA polymerase inhibitors (cidofovir,
foscarnet, and ganciclovir). These DNA polymerase inhibitors are expected to be fully active against viral
populations with substitutions conferring resistance to letermovir.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis and Mutagenesis
Letermovir was not genotoxic in in vitro or in vivo assays, including microbial mutagenesis assays,
chromosomal aberration in Chinese hamster ovary cells, and in an in vivo mouse micronucleus study.

Letermovir was not carcinogenic in a 6-month RasH2 transgenic mouse study up to the highest doses
tested (150 mg/kg/day in males and 300 mg/kg/day in females). Based on a comprehensive assessment
of the available toxicology data and the CMV-specific target, letermovir is not expected to be carcinogenic
in humans.

Impairment of Fertility
In a fertility and early embryonic development study in rats, no effects of letermovir on female fertility were
observed at letermovir exposures (AUC) approximately 5 times higher than human exposure at the RHD.
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In male rat fertility studies, decreased fertility associated with irreversible testicular toxicity was observed at
2180 mg/kg/day (greater than or equal to 3 times the human exposure at the RHD). No fertility or testicular
effects were observed at dose levels resulting in letermovir exposures (AUC) similar to human exposure at
the RHD [see Nonclinical Toxicology (13.2)].

13.2 Animal Toxicology and/or Pharmacology

Testicular toxicity in rats observed at 2180 mg/kg/day (greater than or equal to 3 times the human exposure
at the RHD) was characterized by decreased testis weight, bilateral seminiferous tubular degeneration,
decreased sperm count and motility, and resultant decreased male fertility. Male reproductive system
toxicities were not observed in either a monkey testicular toxicity study up to 240 mg/kg/day (approximately
2 times higher than human exposure at the RHD), or a general toxicology study in mice up to 250 mg/kg/day
(approximately 3 times higher than human exposure at the RHD).

The excipient, hydroxypropyl betadex, present in the IV letermovir formulation, has been associated with
hearing loss resulting from damage to the inner ear in multiple animal species. In published studies in rats,
a single subcutaneous dose of 2000 mg/kg hydroxypropyl betadex resulted in changes in hearing
parameters and associated decreases in outer hair cells in the inner ear. These findings were observed at
hydroxypropy| betadex levels approximately 3 times higher than those present in the letermovir IV drug
product at the MRHD, based on body surface area (BSA) comparisons. No adverse changes in hearing
parameters or hair cell populations in the inner ear were observed in rats following a single subcutaneous
dose of 1000 mg/kg hydroxypropyl betadex, which corresponds to levels approximately 1.5 times higher
than those present in the letermovir IV drug product at the MRHD, based on BSA comparisons [see
Warnings and Precautions (5.2)].

14 CLINICAL STUDIES
14.1 Overview of Clinical Studies

An overview of the trials contributing to the assessment of efficacy and safety of PREVYMIS in HSCT and
kidney transplant recipients is provided in Table 17.

Table 17: Trials Conducted with PREVYMIS

Trial Population Trial Arms (N)* Duration of Efficacy
(NCT Number) Prophylaxis Endpoint
Post-Transplant
PO01 Adult allogeneic PREVYMIS (373) | Through Week 14 | Clinically
(NCT02137772) HSCT recipients Placebo (192) significant CMV
[R+] infection through
Week 24 post-
HSCT
P040 Adult allogeneic PREVYMIS (144) | Extension of Clinically
(NCT03930615) HSCT recipients Placebo (74) prophylaxis from | significant CMV
[R+] at risk for Week 14 through | infection through
late CMV Week 28 Week 28 post-
infection and HSCT
disease
P002 Adult kidney PREVYMIS (292) | Through Week 28 | CMV disease
(NCT03443869) transplant Valganciclovir through Week 52
recipients [D+/R-] | (297) post-kidney
transplant
P030 Pediatric PREVYMIS (63) Through Week 14 | Clinically
(NCT03940586) allogeneic HSCT significant CMV
recipients infection through
Week 24 post-
HSCT
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* N represents the number of subjects treated.

14.2 Adult CMV-seropositive Recipients [R+] of an Allogeneic Hematopoietic Stem Cell Transplant
(Trial P001 and Trial P040)

Prophylaxis Through Week 14 (~100 days) Post-HSCT (Trial PO01)

To evaluate PREVYMIS prophylaxis as a preventive strategy for CMV infection or disease in transplant
recipients at high risk for CMV reactivation, the efficacy of PREVYMIS was assessed in a multicenter,
double-blind, placebo-controlled Phase 3 Trial (P001, NCT02137772) in adult CMV-seropositive recipients
[R+] of an allogeneic hematopoietic stem cell transplant (HSCT). Subjects were randomized (2:1) to receive
either PREVYMIS at a dose of 480 mg once daily adjusted to 240 mg when co-administered with
cyclosporine, or placebo. Randomization was stratified by investigational site and risk level for CMV
reactivation at the time of study entry. Study drug was initiated after HSCT (at any time from Day 0 to Day
28 post-HSCT) and continued through Week 14 post-HSCT. Study drug was administered either orally or
intravenously; the dose of PREVYMIS was the same regardless of the route of administration. Subjects
received CMV DNA monitoring weekly until post-HSCT Week 14 and then bi-weekly until post-HSCT Week
24, with initiation of standard-of-care CMV pre-emptive therapy if CMV viremia was considered clinically
significant. Subjects had continued follow-up through Week 48 post-HSCT.

Among the 565 treated subjects, 70 subjects were found to have CMV viremia prior to study drug initiation
and were therefore excluded from the efficacy analyses. The efficacy population consisted of 325 subjects
who received PREVYMIS (including 91 subjects who received at least one IV dose) and 170 who received
placebo (including 41 subjects who received at least one IV dose). The IV formulation of PREVYMIS was
used at investigators’ discretion in subjects who were unable to take oral therapy (e.g., unable to tolerate
oral intake). The median time to starting study drug was 8 days after transplantation. Thirty-four percent
(34%) of subjects were engrafted at baseline. The median age was 55 years (range: 18 to 76 years). 57%
were male; 84% were White; 9% were Asian; 2% were Black or African American; and 5% were other
(American Indian or Alaska Native, multiple, and missing). 7% were Hispanic or Latino; 89% not Hispanic
or Latino; and 4% other (not reported, unknown, and missing).

At baseline, 30% of all subjects had one or more of the following factors associated with increased risk for
CMV reactivation (high risk stratum): Human Leukocyte Antigen (HLA)-related donor with at least one
mismatch at one of the following three HLA-gene loci: HLA-A, -B or —DR; haploidentical donor; unrelated
donor with at least one mismatch at one of the following four HLA-gene loci: HLA-A, -B, -C and -DRB1; use
of umbilical cord blood as stem cell source; use of ex vivo T-cell-depleted grafts; Grade 2 or greater Graft-
Versus-Host Disease (GVHD) requiring systemic corticosteroids. The remaining 70% of subjects did not
meet any of these high risk stratum criteria and were therefore included in the low risk stratum. Additionally,
48% of subjects received a myeloablative regimen, 51% were receiving cyclosporine, and 43% were
receiving tacrolimus. The most common primary reasons for transplant were acute myeloid leukemia (38%),
myelodysplastic syndrome (16%), and lymphoma (12%).

Clinically Significant CMV Infection

The primary efficacy endpoint of Trial PO01 was the incidence of clinically significant CMV infection through
Week 24 post-HSCT (prophylaxis failure). Clinically significant CMV infection was defined as the
occurrence of either CMV end-organ disease, or initiation of anti-CMV pre-emptive therapy (PET) based
on documented CMV viremia (using the Roche COBAS® AmpliPrep/COBAS TagMan® assay, LLoQ is 137
IU/mL, which is approximately 150 copies/mL) and the clinical condition of the subject. The protocol-
specified guidance for CMV DNA thresholds for the initiation of PET during the treatment period was = 150
copies/mL or > 300 copies/mL for subjects in the high and low risk strata, respectively. From Week 14
through Week 24, the threshold was >300 copies/mL for both high and low risk strata subjects. The Non-
Completer=Failure (NC=F) approach was used, where subjects who discontinued from the trial prior to
Week 24 post-HSCT or had a missing outcome at Week 24 post-HSCT were counted as failures.

Efficacy results from Trial PO01 are shown in Table 18.
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Table 18: Trial P001 Incidence of Clinically Significant CMV Infection in HSCT Recipients (NC=F
Approach, FAS Population) Through Week 24

Parameter PREVYMIS Placebo
(N=325) (N=170)
Proportion of subjects who failed prophylaxis 38% 61%
Reasons for failures*

Clinically significant CMV infection by Week 24t 18% 42%
Ir)itiatilon of PET based on documented CMV 16% 40%
viremia
CMV end-organ disease 2% 2%

Discontinued from study before Week 24+ 17% 16%

Missing outcome in Week 24 visit window 3% 3%

Stratum-adjusted treatment difference
(PREVYMIS-Placebo)’
Difference (95% ClI) -23.5 (-32.5, -14.6)1

* The categories of failure are mutually exclusive and based on the hierarchy of categories in the order listed.

TThrough Week 14, 8% of subjects in the PREVYMIS group and 39% of subjects in the placebo group experienced clinically
significant CMV infection.

*Reasons for discontinuation included adverse event, death, lost to follow-up, physician decision, and withdrawal by subject.

$95% Cl and p-value for the treatment differences in percent response were calculated using stratum-adjusted Mantel-Haenszel
method with the difference weighted by the harmonic mean of sample size per arm for each stratum (high or low risk).

Tp-value <0.0001.

Note: FAS=Full analysis set; FAS includes randomized subjects who received at least one dose of study medication, and
excludes subjects with detectable CMV DNA at baseline. Approach to handling missing values: Non-Completer=Failure
(NC=F) approach. With NC=F approach, failure was defined as all subjects who developed clinically significant CMV infection
or prematurely discontinued from the study or had a missing outcome through Week 24 post-HSCT visit window.

Efficacy results were consistent across high and low risk strata for CMV reactivation. The time to clinically
significant CMV infection is shown in Figure 1. Among subjects in the PREVYMIS group, the cumulative
rate of clinically significant CMV infection increased from 6.8% at the end of prophylaxis (Week 14) to
18.9% at Week 24. In the placebo group, the cumulative rate of clinically significant CMV infection
increased from 41.3% at Week 14 to 44.3% at Week 24 [see Dosage and Administration (2.2)].
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Figure 1: P001: Kaplan-Meier Plot of Time to Onset of Clinically Significant CMV Infection Through
Week 24 Post-Transplant in HSCT Recipients (FAS Population)
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Post-hoc analysis demonstrated that among PREVYMIS-treated subjects, inclusion in the high risk stratum
for CMV reactivation at baseline, occurrence of GVHD, and steroid use at any time after randomization may
be associated with the development of clinically significant CMV infection between Week 14 and Week 24
post-HSCT.

Mortality
The Kaplan-Meier event rate for all-cause mortality in the PREVYMIS vs. placebo groups was 12% vs. 17%
at Week 24 post-HSCT, and 24% vs. 28% at Week 48 post-HSCT.

Prophylaxis From Week 14 (~100 days) Through Week 28 (~200 days) Post-HSCT (Trial P040)

The efficacy of extending PREVYMIS prophylaxis from Week 14 (~100 days) through Week 28 (~200 days)
post-HSCT in patients at risk for late CMV infection and disease was assessed in a multicenter, double-
blind, placebo-controlled Phase 3 trial (P040, NCT03930615) in adult CMV-seropositive recipients [R+] of
an allogeneic HSCT. Eligible subjects who completed PREVYMIS prophylaxis through ~100 days post-
HSCT were randomized (2:1) to receive PREVYMIS or placebo from Week 14 through Week 28 post-
HSCT. Subjects received PREVYMIS at a dose of 480 mg once daily (adjusted to 240 mg when co-
administered with cyclosporine) or placebo. Study drug was administered either orally or 1V; the dose of
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PREVYMIS was the same regardless of the route of administration. One subject received IV PREVYMIS
for 2 days. Subjects were monitored through Week 28 post-HSCT for the primary efficacy endpoint with
continued off-treatment follow-up through Week 48 post-HSCT.

Among the 218 treated subjects, 144 subjects received PREVYMIS and 74 received placebo. The median
age was 55 years (range: 20 to 74 years); 62% were male; 79% were white; 11% were Asian; 2% were
Black; 1% were multiple races; 6% had missing race; and 10% were Hispanic or Latino.

At study entry, all subjects had risk factors for late CMV infection and disease, with 64% having two or more
risk factors. The risk factors included: HLA-related (sibling) donor with at least one mismatch at one of the
following three HLA-gene loci: HLA-A, -B or —DR; haploidentical donor; unrelated donor with at least one
mismatch at one of the following four HLA-gene loci: HLA-A, -B, -C and -DRB1; use of umbilical cord blood
as stem cell source; use of ex vivo T-cell-depleted grafts; receipt of anti-thymocyte globulin; receipt of
alemtuzumab; use of systemic prednisone (or equivalent) at a dose of 21 mg/kg of body weight per day.
The most common reasons for transplant were acute myeloid leukemia (42%), acute lymphocytic leukemia
(15%), and myelodysplastic syndrome (11%).

Clinically Significant CMV Infection

The primary efficacy endpoint of Trial PO40 was the incidence of clinically significant CMV infection through
Week 28 post-HSCT. Clinically significant CMV infection was defined as the occurrence of either CMV end-
organ disease, or initiation of anti-CMV PET based on documented CMV viremia and the clinical condition
of the subject. The Observed Failure (OF) approach was used, where subjects who discontinued
prematurely from the study without viremia or were missing data at the timepoint were not counted as
failures. The number of subjects who discontinued from the study before Week 28 without viremia was 14
(9.7%) in the PREVYMIS arm and 0 in the placebo arm. The number of subjects with a missing outcome in
the Week 28 visit window was 3 (2.1%) in the PREVYMIS arm and 4 (5.4%) in the placebo arm, none had
prior viremia.

Efficacy results from Trial P040 are shown in Table 19. Efficacy was consistent across subgroups based
on participant characteristics (age, gender, race) and risk factors for late CMV infection and disease.

Table 19: Trial P040 Efficacy Results in HSCT Recipients at Risk for Late CMV Infection and
Disease (OF Approach, FAS Population)

PREVYMIS Placebo
(~200 days (~100 days
Parameter PREVYMIS) PREVYMIS)
(N=144) (N=74)
Failures* 2.8% 18.9%
Clinically significant CMV infection from 1.4% 17.6%
Week 14 through Week 28t
Initiation of PET based on documented 0.7% 14.9%
CMV viremia
CMV end-organ disease 0.7% 2.7%
Discontinued from study with CMV viremia 1.4% 1.4%
before Week 28
Stratum-adjusted treatment difference
(PREVYMIS (~200 days PREVYMIS)-
Placebo (~100 days PREVYMIS))*
Difference (95% CI) -16.1 (-25.8, -6.5)8
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* The categories of failure are mutually exclusive and based on the hierarchy of categories in the order listed.

T Clinically significant CMV infection was defined as CMV end-organ disease (proven or probable) or initiation of
PET based on documented CMV viremia and the clinical condition of the subject.

* The 95% Cls and p-value for the treatment differences in percent response were calculated using stratum-
adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of sample size per arm for
each stratum (haploidentical donor yes or no). A one-sided p-value <0.0249 was used for declaring statistical
significance.

§ p-value = 0.0005

Approach to handling missing values: Observed Failure (OF) approach. With the OF approach, failure was defined
as all subjects who developed clinically significant CMV infection or discontinued prematurely from the study with
CMYV viremia from Week 14 (~100 days) through Week 28 (~200 days) post-HSCT.

N = Number of subjects in each treatment group.

The time to clinically significant CMV infection is shown in Figure 2. Among subjects in the PREVYMIS
group, the cumulative rate of clinically significant CMV infection increased from 1.6% at the end of
prophylaxis (Week 28) to 15.6% at Week 38. In the placebo group, the cumulative rate of clinically
significant CMV infection increased from 17.6% at Week 28 to 19.0% at Week 38. There were no additional
cases of clinically significant CMV infection in either group between Weeks 38 and 48 [see Dosage and
Administration (2.2)].

Figure 2: Trial P040 Kaplan-Meier Plot of Time to Onset of Clinically Significant CMV Infection
From Week 14 Through Week 48 Post-transplant in HSCT Recipients at Risk for Late CMV
Infection and Disease (FAS Population)
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14.3 Adult CMV-seronegative Recipients of a Kidney Transplant from a CMV-seropositive Donor
[D+/R-] (Trial P002)

To evaluate PREVYMIS prophylaxis as a preventive strategy for CMV disease in kidney transplant
recipients, the efficacy of PREVYMIS was assessed in a multicenter, double-blind, active comparator-
controlled non-inferiority Phase 3 trial (P002, NCT03443869) in adult kidney transplant recipients at high
risk [D+/R-]. Subjects were randomized (1:1) to receive either PREVYMIS or valganciclovir. PREVYMIS
was administered at a dose of 480 mg once daily (adjusted to 240 mg when co-administered with
cyclosporine). PREVYMIS was given concomitantly with acyclovir. Valganciclovir was given concomitantly
with a placebo to acyclovir. Randomization was stratified by the use or nonuse of highly cytolytic, anti-
lymphocyte immunotherapy during induction. Study drug was initiated between Day 0 and Day 7 post-
kidney transplant and continued through Week 28 (~200 days) post-transplant. Study drug was
administered either orally or IV; the dose of PREVYMIS was the same regardless of the route of
administration. Three subjects received IV PREVYMIS for a mean duration of 1.7 days. Subjects were
monitored through Week 52 post-transplant.

Among the 589 treated subjects, 292 subjects received PREVYMIS and 297 received valganciclovir. The
median age was 51 years (range: 18 to 82 years); 72% were male; 84% were White; 9% were Black; 3%
were multiple; 2% were Asian; 1% Alaskan native or American Indian; 17% were Hispanic or Latino; and
60% received a kidney from a deceased donor. The most common primary reasons for transplant were
congenital cystic kidney disease (17%), hypertension (16%), and diabetes/diabetic nephropathy (14%).

CMV Disease

The primary efficacy endpoint of Trial P002 was the incidence of CMV disease (CMV end-organ disease or
CMV syndrome, confirmed by an independent adjudication committee) through Week 52 post-transplant.
The Observed Failure (OF) approach was used, where subjects who discontinued prematurely from the
study for any reason or were missing data at the timepoint were not counted as failures. The number of
subjects who discontinued from the study before Week 52 was 32 (11%) in the PREVYMIS arm and 28
(9%) in the valganciclovir arm. The number of subjects with a missing outcome in the Week 52 visit window
was 24 (8%) in the PREVYMIS arm and 25 (8%) in the valganciclovir arm.

Efficacy results from Trial PO02 are shown in Table 20.

Table 20: Trial P002 Incidence of CMV Disease in Kidney Transplant Recipients (OF Approach,
FAS Population) Through Week 52

Parameter PREVYMIS Valganciclovir
(N=289) (N=297)
CMV Disease* Through Week 52 10% 12%
CMV Syndrome? 8% 1%
CMV End-organ Disease 2% <1%
Stratum-adjusted Treatment
; *
Difference 1.4 (-6.5, 3.8)5
(PREVYMIS - Valganciclovir)

* CMV disease cases confirmed by an independent adjudication committee.

* Defined as evidence of CMV in blood by viral isolation, rapid culture, antigenemia, or nucleic acid testing, and
two or more of the following: 1) fever 238°C for at least 2 days, 2) new or increased malaise/fatigue, 3) leukopenia
or neutropenia on two separate measurements at least 24 hours apart, 4) 25% atypical lymphocytes, 5)
thrombocytopenia, 6) elevation of ALT or AST to 2x ULN.
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* The 95% Cls for the treatment differences in percent response were calculated using stratum-adjusted Mantel-
Haenszel method with the difference weighted by the harmonic mean of sample size per arm for each stratum
(use/non-use of highly cytolytic, anti-lymphocyte immunotherapy during induction).

§ Based on a non-inferiority margin of 10%, PREVYMIS is non-inferior to valganciclovir.

Note: Approach to handling missing values: Observed failure (OF) approach. With OF approach, subjects who
discontinued from the study before Week 52 or had a missing outcome in the Week 52 visit window were not
counted as failures.

Efficacy was comparable across all subgroups, including the use/nonuse of highly cytolytic, anti-
lymphocyte immunotherapy during induction.

In an exploratory analysis of the incidence of CMV disease through Week 28 post-transplant, the
difference (PREVYMIS — Valganciclovir) was -1.7% with 95% CI of (-3.4, 0.1). No subjects in the
PREVYMIS group experienced CMV disease through Week 28 post-transplant (end of treatment period)
compared with 5 subjects in the valganciclovir group.

14.4 Pediatric Recipients of an Allogeneic HSCT (Trial P030)

Sixty-three children 2 months to less than 18 years of age who had an allogeneic HSCT were enrolled in a
multicenter, open-label, single-arm pharmacokinetic, safety and effectiveness study of PREVYMIS (P030,
NCT03940586). Subjects received PREVYMIS daily either orally or intravenously for CMV prophylaxis
within 28 days post-HSCT through Week 14 post-HSCT. The intravenous formulation was used for up to
four weeks in subjects who were unable to take oral therapy. The daily doses of PREVYMIS were based
on body weight [see Dosage and Administration (2.3, 2.5)]. Among the 63 treated subjects, 8 were 2 months
to less than 2 years of age, 27 were 2 to less than 12 years of age and 28 were 12 to less than 18 years of
age. The median age was 11 years; 70% were male; 70% were White; 14% were Asian; 5% were Black;
and 22% were Hispanic or Latino [see Use in Specific Populations (8.4)].

The efficacy analyses population consisted of 56 subjects who received at least one dose of study drug
and had no detectable CMV DNA at baseline. The proportion of subjects who failed CMV prophylaxis
through Week 24 post-HSCT was 25% (14 of the 56 subjects). Six subjects had initiation of pre-emptive
therapy based on CMV viremia and 8 subjects discontinued from the study before Week 24. None of the
subjects had CMV end-organ disease.

PREVYMIS is indicated for pediatric recipients of an allogeneic HSCT aged 6 months and older and
weighing at least 6 kg.

16 HOW SUPPLIED/STORAGE AND HANDLING

Tablets:

Each PREVYMIS 240 mg tablet is a yellow oval tablet; each tablet is debossed with “591” on one side and
corporate logo on the other side. Each PREVYMIS 480 mg tablet is a pink oval, bi-convex tablet debossed
with “5695” on one side and corporate logo on the other side.

The 240 mg tablets are packaged into a carton (NDC 0006-3075-02) containing four (4) Child Resistant

(CR) Dosepaks®, each containing a 7-count blister card for a total of 28 tablets, or into a carton (NDC 0006-
3075-04) containing two (2) unit-dose 7-count blister cards for a total of 14 tablets.

The 480 mg tablets are packaged into a carton (NDC 0006-3076-02) containing four (4) Child Resistant
(CR) Dosepaks®, each containing a 7-count blister card for a total of 28 tablets, or into a carton (NDC 0006-
3076-04) containing two (2) unit-dose 7-count blister cards for a total of 14 tablets.

Store PREVYMIS tablets in the original package until use to protect from moisture.
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Store PREVYMIS tablets at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to
86°F) [see USP Controlled Room Temperature].

Oral Pellets:

PREVYMIS oral pellets are supplied as beige round pellets in packets. Each packet contains 20 mg of
letermovir.

PREVYMIS oral pellets are supplied as beige round pellets in packets. Each packet contains 120 mg of
letermovir.

The 20 mg packets of PREVYMIS oral pellets are packaged into a carton (NDC 0006-5086-01). Each carton
contains 30 child resistant packets.

The 120 mg packets of PREVYMIS oral pellets are packaged into a carton (NDC 0006-5085-01). Each
carton contains 30 child resistant packets.

Store PREVYMIS oral pellets in the original packet until use.

Store PREVYMIS oral pellets at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C to 30°C
(59°F to 86°F) [see USP Controlled Room Temperature].

Injection:

PREVYMIS is supplied as a sterile, clear and colorless solution for intravenous use of 240 mg/12 mL
(20 mg/mL) or 480 mg/24 mL (20 mg/mL) that may contain a few product-related small translucent or white
particles.

The single-dose vials are supplied in cartons that contain a 240 mg single-dose vial (NDC 0006-5003-01)
or a 480 mg single-dose vial (NDC 0006-5004-01).

Store PREVYMIS injection vials at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F
to 86°F) [see USP Controlled Room Temperature].

Store in the original carton to protect from exposure to light.

17  PATIENT COUNSELING INFORMATION

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

Drug Interactions

Inform patients that PREVYMIS may interact with some drugs; therefore, advise patients to report the use
of any prescription, non-prescription medication, or herbal products to their healthcare provider [see Dosage
and Administration (2.4, 2.6), Contraindications (4), Warnings and Precautions (5.1), and Drug Interactions

(7)1

Risks Associated with Hydroxypropyl Betadex Excipient in Intravenous Formulation

Inform patients that the intravenous formulation of PREVYMIS contains hydroxypropyl betadex which is
eliminated through glomerular filtration and may accumulate in patients with renal impairment. In animals,
hydroxypropyl betadex has been shown to cause ototoxicity [see Warnings and Precautions (5.2), Use in
Specific Populations (8.6) and Nonclinical Toxicology (13.2)].

Administration
Inform patients that it is important not to miss or skip doses and to take PREVYMIS for the duration that is
recommended by the healthcare provider. Instruct patients that if they miss a dose of PREVYMIS, they
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should take it as soon as they remember. If they do not remember until it is time for the next dose, instruct
them to skip the missed dose and go back to the regular schedule. Instruct patients not to double their next
dose or take more than the prescribed dose.

Advise patients that PREVYMIS injection should be used only in patients unable to take oral therapy and
that patients should be switched to oral therapy as soon as they are able [see Dosage and Administration

(2.1)].

For PREVYMIS oral pellets, advise patients or caregivers to read and follow the Instructions for Use for
preparing and taking the correct dose [see Dosage and Administration (2.3, 2.4, 2.5, 2.6, 2.9)].

Storage
Advise patients to store PREVYMIS tablets and oral pellets in the original package until use [see How
Supplied/Storage and Handling (16)].

Distributed by: Merck Sharp & Dohme LLC
Rahway, NJ 07065, USA

For patent information: www.msd.com/research/patent

The trademarks depicted herein are owned by their respective companies.

Copyright © 2017-2024 Merck & Co., Inc., Rahway, NJ, USA, and its affiliates.
All rights reserved.

uspi-mk8228-mf-2408r010
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SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 240 mg film-coated tablets

PREVYMIS 480 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

PREVYMIS 240 mg film-coated tablets

Each film-coated tablet contains 240 mg of letermovir.

PREVYMIS 480 mg film-coated tablets

Each film-coated tablet contains 480 mg of letermovir.

Excipients with known effect

Each 240 mg film-coated tablet contains 4 mg of lactose (as monohydrate).
Each 480 mg film-coated tablet contains 6.4 mg of lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet)

PREVYMIS 240 mg film-coated tablets

Yellow oval tablet of dimensions 16.5 mm x 8.5 mm, debossed with “591” on one side and corporate
logo on the other side.

PREVYMIS 480 mg film-coated tablets

Pink oval, bi-convex tablet of dimensions 21.2 mm x 10.3 mm, debossed with “595” on one side and
corporate logo on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

PREVYMIS is indicated for prophylaxis of cytomegalovirus (CMV) reactivation and disease in adult
CMV-seropositive recipients [R+] of an allogeneic haematopoietic stem cell transplant (HSCT).

PREVYMIS is indicated for prophylaxis of CMV disease in CMV-seronegative adults who have
received a kidney transplant from a CMV-seropositive donor [D+/R-].

Consideration should be given to official guidance on the appropriate use of antiviral agents.
4.2 Posology and method of administration

PREVYMIS should be initiated by a physician experienced in the management of patients who have
had an allogeneic haematopoietic stem cell transplant or kidney transplant.
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Posology

PREVYMIS is also available as concentrate for solution for infusion (240 mg and 480 mg).

PREVYMIS tablets and concentrate for solution for infusion may be used interchangeably at the
discretion of the physician, and no dose adjustment is necessary.

The recommended dose of PREVYMIS is one 480 mg tablet once daily.

HSCT

PREVYMIS should be started after HSCT. PREVYMIS may be started on the day of transplant and
no later than 28 days post-HSCT. PREVYMIS may be started before or after engraftment. Prophylaxis
with PREVYMIS should continue through 100 days post-HSCT.

Prolonged PREVYMIS prophylaxis beyond 100 days post-HSCT may be of benefit in some patients at
high risk for late CMV reactivation (see section 5.1). The safety and efficacy of PREVYMIS use for
more than 200 days has not been studied in clinical trials.

Kidney transplant
PREVYMIS should be started on the day of transplant and no later than 7 days post-kidney transplant
and continued through 200 days post-transplant.

Dose adjustment

If PREVYMIS is co-administered with cyclosporine, the dose of PREVYMIS should be decreased to

240 mg once daily (see sections 4.5 and 5.2).

e If cyclosporine is initiated after starting PREVYMIS, the next dose of PREVYMIS should be
decreased to 240 mg once daily.

e Ifcyclosporine is discontinued after starting PREVYMIS, the next dose of PREVYMIS should be
increased to 480 mg once daily.

e If cyclosporine dosing is temporarily interrupted due to high cyclosporine levels, no dose
adjustment of PREVYMIS is needed.

Missed dose

Patients should be instructed that if they miss a dose of PREVYMIS, they should take it as soon as
they remember. If they do not remember until it is time for the next dose, they should skip the missed
dose and go back to the regular schedule. Patients should not double their next dose or take more than
the prescribed one.

Special populations

Elderly
No dose adjustment of PREVYMIS is required based on age (see sections 5.1 and 5.2).

Hepatic impairment

No dose adjustment of PREVYMIS is required based on mild (Child-Pugh Class A) to moderate
(Child-Pugh Class B) hepatic impairment. PREVYMIS is not recommended for patients with severe
(Child-Pugh Class C) hepatic impairment (see section 5.2).

Combined hepatic and renal impairment
PREVYMIS is not recommended in patients with moderate hepatic impairment combined with
moderate or severe renal impairment (see section 5.2).

Renal impairment

No dose adjustment of PREVYMIS is recommended for patients with mild, moderate, or severe renal
impairment. No dose recommendation can be made for patients with end stage renal disease (ESRD)
with or without dialysis. Efficacy and safety has not been demonstrated for patients with ESRD.
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Paediatric population
The safety and efficacy of PREVYMIS in patients below 18 years of age have not been established.
No data are available (see section 5.1).

Method of administration

For oral use.
The tablet should be swallowed whole and may be taken with or without food. The tablet should not
be divided, crushed, or chewed.

4.3 Contraindications

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

Concomitant administration with pimozide (see sections 4.4 and 4.5).

Concomitant administration with ergot alkaloids (see sections 4.4 and 4.5).

Concomitant administration with St. John’s wort (Hypericum perforatum) (see section 4.5).

When letermovir is combined with cyclosporine:

Concomitant use of dabigatran, atorvastatin, simvastatin, rosuvastatin or pitavastatin is contraindicated
(see section 4.5).

4.4 Special warnings and precautions for use

Monitoring of CMV DNA in HSCT recipients

In a Phase 3 trial (P001), the safety and efficacy of letermovir has been established in HSCT patients
with a negative CMV DNA test result prior to initiation of prophylaxis. CMV DNA was monitored on
a weekly basis until post-transplant Week 14, and subsequently every two weeks until Week 24. In
cases of clinically significant CMV DNAemia or disease, letermovir prophylaxis was stopped and
standard-of-care pre-emptive therapy (PET) or treatment was initiated. In patients in whom letermovir
prophylaxis was initiated and the baseline CMV DNA test was subsequently found to be positive,
prophylaxis could be continued if PET criteria had not been met (see section 5.1).

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

The concomitant use of PREVYMIS 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 or letermovir.
e significant decrease of concomitant medicinal product plasma concentrations which may lead to
reduced therapeutic effect of the concomitant medicinal product.
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).

Drug interactions

PREVYMIS should be used with caution with medicinal products that are CYP3A substrates with
narrow therapeutic ranges (e.g., alfentanil, fentanyl, and quinidine) as co-administration may result in
increases in the plasma concentrations of CYP3A substrates. Close monitoring and/or dose adjustment
of co-administered CYP3A substrates is recommended (see section 4.5).

Increased monitoring of cyclosporine, tacrolimus, sirolimus is generally recommended the first 2
weeks after initiating and ending letermovir (see section 4.5) as well as after changing route of

administration of letermovir.

Letermovir is a moderate inducer of enzymes and transporters. Induction may give rise to reduced
plasma concentrations of some metabolised and transported medicinal products (see section 4.5).

08KO04Y 4



Therapeutic drug monitoring (TDM) is therefore recommended for voriconazole. Concomitant use of
dabigatran should be avoided due to risk of reduced dabigatran efficacy.

Letermovir may increase the plasma concentrations of medicinal products transported by OATP1B1/3
such as many of the statins (see section 4.5 and Table 1).

Excipients

PREVYMIS contains lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this medicinal
product.

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

General information about differences in exposure between different letermovir treatment regimens

-The estimated letermovir plasma exposure is different depending on the dose regimen used (see table
in section 5.2). Therefore, the clinical consequences of drug interactions for letermovir will be
dependent on which letermovir regimen is used and whether or not letermovir is combined with
cyclosporine.

-The combination of cyclosporine and letermovir may lead to more marked or additional effects on
concomitant medicinal products as compared to letermovir alone (see Table 1).

Effect of other medicinal products on letermovir

The elimination pathways of letermovir in vivo are biliary excretion and glucuronidation. The relative
importance of these pathways is unknown. Both elimination pathways involve active uptake into the
hepatocyte through the hepatic uptake transporters OATP1B1/ 3. After uptake, glucuronidation of
letermovir is mediated by UGT1A1 and 3. Letermovir also appears to be subject to P-gp and BCRP
mediated efflux in the liver and intestine (see section 5.2).

Inducers of drug metabolising enzymes or transporters

Co-administration of PREVYMIS (with or without cyclosporine) with strong and moderate inducers
of transporters (e.g., P-gp) and/or enzymes (e.g., UGTs) is not recommended, as it may lead to
subtherapeutic letermovir exposure (see Table 1).

-Examples of strong inducers include rifampicin, phenytoin, carbamazepine, St. John’s wort
(Hypericum perforatum), rifabutin and phenobarbital.

-Examples of moderate inducers include thioridazine, modafinil, ritonavir, lopinavir, efavirenz and
etravirine.

Rifampicin co-administration resulted in an initial increase in letermovir plasma concentrations (due to
OATP1B1/3 and/or P-gp inhibition) that is not clinically relevant, followed by clinically relevant
decreases in letermovir plasma concentrations (due to induction of P-gp/UGT) with continued
rifampicin co-administration (see Table 1).
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Additional effects of other products on letermovir relevant when combined with cyclosporine

Inhibitors of OATP1BI or 3

Co-administration of PREVYMIS with medicinal products that are inhibitors of OATP1B1/3
transporters may result in increased letermovir plasma concentrations. If PREVYMIS is co-
administered with cyclosporine (a potent OATP1B1/3 inhibitor), the recommended dose of
PREVYMIS is 240 mg once daily (see Table 1 and sections 4.2 and 5.2). Caution is advised if other
OATP1B1/3 inhibitors are added to letermovir combined with cyclosporine.

-Examples of OATP1BI1 inhibitors include gemfibrozil, erythromycin, clarithromycin, and several
protease inhibitors (atazanavir, simeprevir).

Inhibitors of P-gp/BCRP
In vitro results indicate that letermovir is a substrate of P-gp/BCRP. Changes in letermovir plasma

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

Effect of letermovir on other medicinal products

Medicinal products mainly eliminated through metabolism or influenced by active transport
Letermovir is a general inducer in vivo of enzymes and transporters. Unless a particular enzyme or
transporter is also inhibited (see below) induction can be expected. Therefore, letermovir may
potentially lead to decreased plasma exposure and possibly reduced efficacy of co-administered
medicinal products that are mainly eliminated through metabolism or by active transport.

The size of the induction effect is dependent on letermovir route of administration and whether
cyclosporine is concomitantly used. The full induction effect can be expected after 10-14 days of
letermovir treatment. The time needed to reach steady state of a specific affected medicinal product
will also influence the time needed to reach full effect on the plasma concentrations.

In vitro, letermovir is an inhibitor of CYP3A, CYP2CS8, CYP2B6, BCRP, UGT1A1, OATP2B1, and
OATS3 at in vivo relevant concentrations. /n vivo studies are available investigating the net effect on
CYP3A4, P-gp, OATP1B1/3 additionally on CYP2C19. The net effect in vivo on the other listed
enzymes and transporters is not known. Detailed information is presented below.

It is unknown whether letermovir may affect the exposure of piperacillin/tazobactam, amphotericine B
and micafungin. The potential interaction between letermovir and these medicinal products have not
been investigated. There is a theoretical risk of reduced exposure due to induction but the size of the
effect and thus clinical relevance is presently unknown.

Medicinal products metabolised by CYP3A

Letermovir is a moderate inhibitor of CYP3A in vivo. Co-administration of PREVYMIS with oral
midazolam (a CYP3A substrate) results in 2-3-fold increased midazolam plasma concentrations. Co-
administration of PREVYMIS may result in clinically relevant increases in the plasma concentrations
of co-administered CYP3A substrates (see sections 4.3, 4.4, and 5.2).

-Examples of such medicinal products include certain immunosuppressants (e.g., cyclosporine,
tacrolimus, sirolimus), HMG-CoA reductase inhibitors, and amiodarone (see Table 1). Pimozide and
ergot alkaloids are contraindicated (see section 4.3).

The size of the CYP3A inhibitory effect is dependent on letermovir route of administration and
whether cyclosporine is concomitantly used.

Due to time dependent inhibition and simultaneous induction the net enzyme inhibitory effect may not
be reached until after 10-14 days. The time needed to reach steady state of a specific affected
medicinal product will also influence the time needed to reach full effect on the plasma concentrations.
When ending treatment, it takes 10-14 days for the inhibitory effect to disappear. If monitoring is
applied, this is recommended the first 2 weeks after initiating and ending letermovir (see section 4.4)
as well as after changing route of letermovir administration.
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Medicinal products transported by OATP1B1/3

Letermovir is an inhibitor of OATP1B1/3 transporters. Administration of PREVYMIS may result in a
clinically relevant increase in plasma concentrations of co-administered medicinal products that are
OATPI1B1/3 substrates.

-Examples of such medicinal products include HMG-CoA reductase inhibitors, fexofenadine,
repaglinide and glyburide (see Table 1). Comparing letermovir regimen administered without
cyclosporine, the effect is more marked after intravenous than oral letermovir.

The magnitude of the OATP1B1/3 inhibition on co-administered medicinal products is likely greater
when PREVYMIS is co-administered with cyclosporine (a potent OATP1B1/3 inhibitor). This needs
to be considered when the letermovir regimen is changed during treatment with an OATP1B1/3
substrate.

Medicinal products metabolised by CYP2C9 and/or CYP2C19

Co-administration of PREVYMIS with voriconazole (a CYP2C19 substrate) results in significantly
decreased voriconazole plasma concentrations, indicating that letermovir is an inducer of CYP2C19.
CYP2C9 is likely also induced. Letermovir has the potential to decrease the exposure of CYP2C9
and/or CYP2C19 substrates potentially resulting in subtherapeutic levels.

-Examples of such medicinal products include warfarin, voriconazole, diazepam, lansoprazole,
omeprazole, esomeprazole, pantoprazole, tilidine, tolbutamide (see Table 1).

The effect is expected to be less pronounced for oral letermovir without cyclosporine, than intravenous
letermovir with or without cyclosporine, or oral letermovir with cyclosporine. This needs to be
considered when the letermovir regimen is changed during treatment with a CYP2C9 or CYP2C19
substrate. See also general information on induction above regarding time courses of the interaction.

Medicinal products metabolised by CYP2C8

Letermovir inhibits CYP2C8 in vitro but may also induce CYP2CS8 based on its induction potential.
The net effect in vivo is unknown.

-An example of a medicinal product which is mainly eliminated by CYP2CS is repaglinide (see
Table 1). Concomitant use of repaglinide and letermovir with or without cyclosporine is not
recommended.

Medicinal products transported by P-gp in the intestine

Letermovir is an inducer of intestinal P-gp. Administration of PREVYMIS may result in a clinically
relevant decrease in plasma concentrations of co-administered medicinal products that are
significantly transported by P-gp in the intestine such as dabigatran and sofosbuvir.

Medicinal products metabolised by CYP2B6, UGT1A1 or transported by BCRP or OATP2B1
Letermovir is a general inducer in vivo but has also been observed to inhibit CYP2B6, UGT1A1,
BCRP, and OATP2BI1 in vitro. The net effect in vivo is unknown. Therefore, the plasma
concentrations of medicinal products that are substrates of these enzymes or transporters may increase
or decrease when co-administered with letermovir. Additional monitoring may be recommended; refer
to the prescribing information for such medicinal products.

- Examples of medicinal products that are metabolised by CYP2B6 include bupropion.

- Examples of medicinal products metabolised by UGT1A1 are raltegravir and dolutegravir.

- Examples of medicinal products transported by BCRP include rosuvastatin and sulfasalazine.

- An example of a medicinal product transported by OATP2BI1 is celiprolol.

Medicinal products transported by the renal transporter OAT3

In vitro data indicate that letermovir is an inhibitor of OAT3; therefore, letermovir may be an OAT3
inhibitor in vivo. Plasma concentrations of medicinal products transported by OAT3 may be increased.
-Examples of medicinal products transported by OAT3 includes ciprofloxacin, tenofovir, imipenem,
and cilastin.
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General information

If dose adjustments of concomitant medicinal products are made due to treatment with PREVYMIS,
doses should be readjusted after treatment with PREVYMIS is completed. A dose adjustment may
also be needed when changing route of administration or immunosuppressant.

Table 1 provides a listing of established or potentially clinically significant medicinal product
interactions. The medicinal product interactions described are based on studies conducted with
PREVYMIS or are predicted medicinal product interactions that may occur with PREVYMIS (see
sections 4.3, 4.4, 5.1, and 5.2).

Table 1: Interactions and dose recommendations with other medicinal products. Note that the
table is not extensive but provides examples of clinically relevant interactions. See also the
general text on DDIs above.

Unless otherwise specified, interaction studies have been performed with oral letermovir without
cyclosporine. Please note that the interaction potential and clinical consequences may be
different depending on whether letermovir is administered orally or intravenous, and whether
cyclosporine is concomitantly used. When changing the route of administration, or if changing
immunosuppressant, the recommendation concerning co-administration should be revisited.

Concomitant Effect on concentration’ Recommendations concerning co-

medicinal product | Mean ratio (90 % confidence | administration with PREVYMIS
interval) for AUC, Cmnax
(likely mechanism of action)

Antibiotics

nafcillin Interaction not studied. Nafcillin may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and

nafcillin is not recommended.

(P-gp/UGT induction)

Antifungals

fluconazole <> fluconazole No dose adjustment required.

(400 mg single AUC 1.03 (0.99, 1.08)

dose)/letermovir Chax 0.95 (0.92, 0.99)

(480 mg single dose) | < letermovir
AUC 1.11 (1.01, 1.23)
Cmax 1.06 (0.93, 1.21)

Interaction at steady state not
studied.

Expected;

<> fluconazole

<> letermovir

itraconazole <> itraconazole No dose adjustment required.
(200 mg once daily AUC 0.76 (0.71, 0.81)

PO)/letermovir Cmax 0.84 (0.76, 0.92)

(480 mg once daily

PO) <> letermovir

AUC 1.33(1.17, 1.51)
Conax 1.21 (1,05, 1.39)

posaconazole* <> posaconazole No dose adjustment required.
(300 mg single AUC 0.98 (0.82, 1.17)

dose)/ letermovir Cmax 1.11 (0.95, 1.29)

(480 mg daily)
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

voriconazole* | voriconazole If concomitant administration is necessary,
(200 mg twice AUC 0.56 (0.51, 0.62) TDM for voriconazole is recommended
daily)/ letermovir Cmax 0.61 (0.53, 0.71) the first 2 weeks after initiating or ending
(480 mg daily) letermovir, as well as after changing route
(CYP2C9/19 induction) of administration of letermovir or
immunosuppressant.
Antimycobacterials
rifabutin Interaction not studied. Rifabutin may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and
rifabutin is not recommended.
(P-gp/UGT induction)
rifampicin
(600 mg single dose | «>letermovir
PO)/ letermovir AUC 2.03 (1.84, 2.26)
(480 mg single dose | Cmax 1.59 (1.46, 1.74)
PO) C242.01 (1.59, 2.54)
(OATPI1B1/3 and/or P-gp
inhibition)
(600 mg single dose | <> letermovir
intravenous)/ AUC 1.58 (1.38, 1.81)
letermovir (480 mg Cmax 1.37 (1.16, 1.61)
single dose PO) C20.78 (0.65, 0.93)
Multiple dose rifampicin decreases plasma
(OATP1B1/3 and/or P-gp concentrations of letermovir.
inhibition) Co-administration of PREVYMIS and
(600 mg once daily | | letermovir rifampicin is not recommended.
PO)/ letermovir AUC 0.81 (0.67, 0.98)
(480 mg once daily Cmax 1.01 (0.79, 1.28)
PO) C240.14 (0.11, 0.19)
(Sum of OATP1B1/3 and/or
P-gp inhibition and P-gp/UGT
induction)
(600 mg once daily | letermovir
PO (24 hours after AUC 0.15 (0.13,0.17)
rifampicin))3/ Cimax 0.27 (0.22, 0.31)
letermovir (480 mg C240.09 (0.06, 0.12)
once daily PO)
(P-gp/UGT induction)
Antipsychotics
thioridazine Interaction not studied. Thioridazine may decrease plasma

Expected:
| letermovir

(P-gp/UGT induction)

concentrations of letermovir.
Co-administration of PREVYMIS and
thioridazine is not recommended.

Endothelin antagonists

bosentan

Interaction not studied.
Expected:
| letermovir

(P-gp/UGT induction)

Bosentan may decrease plasma
concentrations of letermovir.
Co-administration of PREVYMIS and
bosentan is not recommended.
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Concomitant Effect on concentration’ Recommendations concerning co-
medicinal product | Mean ratio (90 % confidence | administration with PREVYMIS
interval) for AUC, Cpax
(likely mechanism of action)
Antivirals
acyclovir? <> acyclovir No dose adjustment required.
(400 mg single AUC 1.02 (0.87,1.2)
dose)/ letermovir Cmax 0.82 (0.71, 0.93)
(480 mg daily)
valacyclovir Interaction not studied. No dose adjustment required.
Expected:
> valacyclovir
Herbal products
St. John’s wort Interaction not studied. St. John’s wort may decrease plasma
(Hypericum Expected: concentrations of letermovir.
perforatum) | letermovir Co-administration of PREVYMIS and St.
John’s wort is contraindicated.
(P-gp/UGT induction)
HIV medicinal products
efavirenz Interaction not studied. Efavirenz may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and
(P-gp/UGT induction) efavirenz is not recommended.
1 or | efavirenz
(CYP2B6 inhibition or
induction)
etravirine, Interaction not studied. These antivirals may decrease plasma
nevirapine, ritonavir, | Expected: concentrations of letermovir.

lopinavir

| letermovir

(P-gp/UGT induction)

Co-administration of PREVYMIS with
these antivirals is not recommended.

HMG-CoA reductase inhibitors

atorvastatin*

(20 mg single dose)/
letermovir (480 mg
daily)

1 atorvastatin
AUC 3.29 (2.84, 3.82)
Cumax 2.17 (1.76, 2.67)

(CYP3A, OATPIBI1/3
inhibition)

Statin-associated adverse events such as
myopathy should be closely monitored.
The dose of atorvastatin should not exceed
20 mg daily when co-administered with
PREVYMIS.

Although not studied, when PREVYMIS
is co-administered with cyclosporine, the
magnitude of the increase in atorvastatin
plasma concentrations is expected to be
greater than with PREVYMIS alone.
When PREVYMIS is co-administered
with cyclosporine, atorvastatin is
contraindicated.

simvastatin,
pitavastatin,
rosuvastatin

Interaction not studied.
Expected:
T HMG-CoA reductase
inhibitors

(CYP3A, OATPIB1/3
inhibition)

Letermovir may substantially increase
plasma concentrations of these statins.
Concomitant use is not recommended with
PREVYMIS alone.

When PREVYMIS is co-administered
with cyclosporine, use of these statins is
contraindicated.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

fluvastatin, Interaction not studied. Letermovir may increase statin plasma
pravastatin Expected: concentrations.
1T HMG-CoA reductase
inhibitors When PREVYMIS is co-administered
with these statins, a statin dose reduction
(OATPI1B1/3 and/or BCRP may be necessary”. Statin-associated
inhibition) adverse events such as myopathy should
be closely monitored.
When PREVYMIS is co-administered
with cyclosporine, pravastatin is not
recommended while for fluvastatin, a dose
reduction may be necessary”. Statin-
associated adverse events such as
myopathy should be closely monitored.
Immunosuppressants
cyclosporine 1 cyclosporine If PREVYMIS is co-administered with
(50 mg single dose)/ | AUC 1.66 (1.51, 1.82) cyclosporine, the dose of PREVYMIS

letermovir (240 mg
daily)

Cumax 1.08 (0.97, 1.19)
(CYP3A inhibition)

should be decreased to 240 mg once daily
(see sections 4.2 and 5.1).

cyclosporine 1 letermovir Frequent monitoring of cyclosporine

(200 mg single AUC 2.11 (1.97,2.26) whole blood concentrations should be

dose)/ letermovir Cmax 1.48 (1.33, 1.65) performed during treatment, when

(240 mg daily) changing PREVYMIS administration

(OATP1B1/3 inhibition) route, and at discontinuation of

PREVYMIS and the dose of cyclosporine
adjusted accordingly”.

mycophenolate —mycophenolic acid No dose adjustment required.

mofetil AUC 1.08 (0.97, 1.20)

(1 g single dose)/
letermovir (480 mg
daily)

Cmax 0.96 (0.82, 1.12)

> letermovir
AUC 1.18 (1.04, 1.32)
Cmax 1.11 (0.92, 1.34)
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Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Concomitant
medicinal product

Recommendations concerning co-
administration with PREVYMIS

sirolimus*

(2 mg single dose)/
letermovir (480 mg
daily)

1 sirolimus
AUC 3.40 (3.01, 3.85)
Cimax 2.76 (2.48, 3.06)

(CYP3A inhibition)

Interaction not studied.

Expected:
<> letermovir

Frequent monitoring of sirolimus whole
blood concentrations should be performed
during treatment, when changing
PREVYMIS administration route, and at
discontinuation of PREVYMIS and the
dose of sirolimus adjusted accordingly”.
Frequent monitoring of sirolimus
concentrations is recommended at
initiation or discontinuation of
cyclosporine co-administration with
PREVYMIS.

When PREVYMIS is co-administered
with cyclosporine, also refer to the
sirolimus prescribing information for
specific dosing recommendations for use
of sirolimus with cyclosporine.

When PREVYMIS is co-administered
with cyclosporine, the magnitude of the
increase in concentrations of sirolimus
may be greater than with PREVYMIS
alone.

tacrolimus

(5 mg single dose)/
letermovir (480 mg
daily)

1 tacrolimus

AUC 2.42 (2.04, 2.88)
Cmax 1.57 (1.32, 1.86)
(CYP3A inhibition)

tacrolimus

(5 mg single dose)/
letermovir (80 mg
twice daily)

> letermovir
AUC 1.02 (0.97, 1.07)
Cmax 0.92 (0.84, 1)

Frequent monitoring of tacrolimus whole
blood concentrations should be performed
during treatment, when changing
PREVYMIS administration route, and at
discontinuation of PREVYMIS and the
dose of tacrolimus adjusted accordingly”.

Oral contraceptives

ethinylestradiol (EE)
(0.03 mg)/
levonorgestrel
(LNG)#

(0.15 mg) single
dose/ letermovir

— EE
AUC 142 (1.32,1.52)
Crmax 0.89 (0.83, 0.96)

— LNG
AUC 1.36 (1.30, 1.43)

No dose adjustment required.

(480 mg daily) Cmax 0.95 (0.86, 1.04)

Other systemically Risk of | contraceptive Letermovir may reduce plasma

acting oral steroids concentrations of other oral contraceptive
contraceptive steroids thereby affecting their efficacy.
steroids For adequate contraceptive effect to be

ensured with an oral contraceptive,
products containing EE and LNG should be
chosen.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Antidiabetic medicinal products

repaglinide Interaction not studied. Letermovir may increase or decrease the
Expected: plasma concentrations of repaglinide. (The
1 or | repaglinide net effect is not known).
(CYP2C8 induction, CYP2C8 | Concomitant use is not recommended.
and OATP1B inhibition)
When PREVYMIS is co-administered
with cyclosporine, the plasma
concentrations of repaglinide is expected
to increase due to the additional OATP1B
inhibition by cyclosporine. Concomitant
use is not recommended”.
glyburide Interaction not studied. Letermovir may increase the plasma

Expected:
1 glyburide

(OATP1B1/3 inhibition
CYP3A inhibition, CYP2C9
induction)

concentrations of glyburide.

Frequent monitoring of glucose
concentrations is recommended the first

2 weeks after initiating or ending
letermovir, as well as after changing route
of administration of letermovir.

When PREVYMIS is co-administered
with cyclosporine, refer also to the
glyburide prescribing information for
specific dosing recommendations.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Antiepileptic medicinal products (see also general text)

carbamazepine, Interaction not studied. Carbamazepine or phenobarbital may
phenobarbital Expected: decrease plasma concentrations of
| letermovir letermovir.
Co-administration of PREVYMIS and
(P-gp/UGT induction) carbamazepine or phenobarbital is not
recommended.
phenytoin Interaction not studied. Phenytoin may decrease plasma

Expected:
| letermovir

(P-gp/UGT induction)
| phenytoin

(CYP2C9/19 induction)

concentrations of letermovir.

Letermovir may decrease the plasma
concentrations of phenytoin.

Co-administration of PREVYMIS and
phenytoin is not recommended.

Oral anticoagulants

warfarin

Interaction not studied.
Expected:
| warfarin

(CYP2C9 induction)

Letermovir may decrease the plasma
concentrations of warfarin.

Frequent monitoring of International
Normalised Ratio (INR) should be
performed when warfarin is co-
administered with PREVYMIS treatment”.
Monitoring is recommended the first

2 weeks after initiating or ending
letermovir, as well as after changing route
of administration of letermovir or
immunosuppressant.

dabigatran

Interaction not studied.
Expected:
| dabigatran

(intestinal P-gp induction)

Letermovir may decrease the plasma
concentrations of dabigatran and may
decrease efficacy of dabigatran.
Concomitant use of dabigatran should be
avoided due to the risk of reduced
dabigatran efficacy.

When PREVYMIS is co-administered
with cyclosporine, dabigatran is
contraindicated.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Sedatives
midazolam 1 midazolam Close clinical monitoring for respiratory
(1 mg single dose intravenous: depression and/or prolonged sedation
intravenous)/ AUC 147 (1.37,1.58) should be exercised during co-
letermovir (240 mg Cmax 1.05 (0.94, 1.17) administration of PREVYMIS with
once daily PO) midazolam. Dose adjustment of

PO: midazolam should be considered”. The
midazolam (2 mg AUC 2.25 (2.04, 2.48) increase in midazolam plasma
single dose PO) / Cmax 1.72 (1.55, 1.92) concentration may be greater when oral
letermovir (240 mg midazolam is administered with letermovir
once daily PO) (CYP3A inhibition) at the clinical dose than with the dose

studied.

Opioid agonists

Examples: alfentanil,
fentanyl

Interaction not studied.
Expected:
1 CYP3A metabolised opioids

(CYP3A inhibition)

Frequent monitoring for adverse reactions
related to these medicinal products is
recommended during co-administration.
Dose adjustment of CYP3A metabolised
opioids may be needed” (see section 4.4).
Monitoring is also recommended if
changing route of administration. When
PREVYMIS is co-administered with
cyclosporine, the magnitude of the
increase in plasma concentrations of
CYP3A metabolised opioids may be
greater. Close clinical monitoring for
respiratory depression and/or prolonged
sedation should be exercised during co-
administration of PREVYMIS in
combination with cyclosporine and
alfentanil or fentanyl. Refer to the
respective prescribing information (see
section 4.4).

Anti-arrhythmic medicinal products

Expected:
1 quinidine

(CYP3A inhibition)

amiodarone Interaction not studied. Letermovir may increase the plasma
Expected: concentrations of amiodarone.
1 amiodarone
Frequent monitoring for adverse reactions
(primarily CYP3A inhibition | related to amiodarone is recommended
and CYP2CS inhibition or during co-administration. Monitoring of
induction) amiodarone concentrations should be
performed regularly when amiodarone is
co-administered with PREVYMIS*.
quinidine Interaction not studied. Letermovir may increase the plasma

concentrations of quinidine.

Close clinical monitoring should be
exercised during administration of
PREVYMIS with quinidine. Refer to the
respective prescribing information”,
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Concomitant
medicinal product

Effect on concentration’

Mean ratio (90 % confidence

interval) for AUC, Cpax

(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Cardiovascular medicinal products

digoxin?

(0.5 mg single dose)/
letermovir (240 mg
twice daily)

<> digoxin
AUC 0.88 (0.80, 0.96)
Crmax 0.75 (0.63, 0.89)

(P-gp induction)

No dose adjustment required.

Proton pump inhibitors

Expected:
| pantoprazole

(likely due to induction of
CYP2C19)

Interaction not studied.
Expected:
< letermovir

omeprazole Interaction not studied. Letermovir may decrease the plasma
Expected: concentrations of CYP2C19 substrates.
lomeprazole

Clinical monitoring and dose adjustment

(induction of CYP2C19) may be needed.
Interaction not studied.
Expected:
<> letermovir

pantoprazole Interaction not studied. Letermovir may decrease the plasma

concentrations of CYP2C19 substrates.

Clinical monitoring and dose adjustment
may be needed.

Wakefulness-promoting agents

modafinil

Interaction not studied.
Expected:
| letermovir

(P-gp/UGT induction)

Modafinil may decrease plasma
concentrations of letermovir.
Co-administration of PREVYMIS and
modafinil is not recommended.

product.

*This table is not all inclusive.
| =decrease, 1 =increase

<> =no clinically relevant change
tOne-way interaction study assessing the effect of letermovir on the concomitant medicinal

S These data are the effect of rifampicin on letermovir 24 hours after final rifampicin dose.
*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 from the use of letermovir in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3).

PREVYMIS is not recommended during pregnancy and in women of childbearing potential not using
contraception.
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Breast-feeding

It is unknown whether letermovir is excreted in human milk.

Available pharmacodynamic/toxicological data in animals have shown excretion of letermovir in milk
(see section 5.3).

A risk to the newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
PREVYMIS therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Fertility

There were no effects on female fertility in rats. Irreversible testicular toxicity and impairment of
fertility was observed in male rats, but not in male mice or male monkeys.

4.7 Effects on ability to drive and use machines

PREVYMIS may have minor influence on the ability to drive or use machines. Fatigue and vertigo
have been reported in some patients during treatment with PREVYMIS, which may influence a
patient’s ability to drive and use machines (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety assessment of PREVYMIS was based on three Phase 3 clinical trials.

HSCT

In POO1, 565 HSCT recipients received PREVYMIS or placebo through Week 14 post-transplant and
were followed for safety through Week 24 post-transplant (see section 5.1). The most commonly
reported adverse reactions occurring in at least 1% of subjects in the PREVYMIS group and at a
frequency greater than placebo were: nausea (7.2%), diarrhoea (2.4%), and vomiting (1.9%). The most
frequently reported adverse reactions that led to discontinuation of PREVYMIS were: nausea (1.6%),
vomiting (0.8%), and abdominal pain (0.5%).

In P040, 218 HSCT recipients received PREVYMIS or placebo from Week 14 (~100 days) through
Week 28 (~200 days) post-HSCT and were followed for safety through Week 48 post-HSCT (see
section 5.1). The adverse reactions reported were consistent with the safety profile of PREVYMIS as
characterised in study P0O1.

Kidney transplant
In P002, 292 kidney transplant recipients received PREVYMIS through Week 28 (~200 days) post-

transplant (see section 5.1).

Tabulated summary of adverse reactions

The following adverse reactions were identified in patients taking PREVYMIS in clinical trials. 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).
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Table 2: Adverse reactions identified with PREVYMIS

Frequency | Adverse reactions

Immune system disorders

Uncommon | hypersensitivity

Metabolism and nutrition disorders

Uncommon | decreased appetite

Nervous system disorders

Uncommon | dysgeusia, headache

Ear and labyrinth disorders

Uncommon | vertigo

Gastrointestinal disorders

Common nausea, diarrhoea, vomiting

Uncommon abdominal pain

Hepatobiliary disorders

Uncommon alanine aminotransferase increased, aspartate
aminotransferase increased

Musculoskeletal and connective tissue disorders

Uncommon | muscle spasms

Renal and urinary disorders

Uncommon | blood creatinine increased

General disorders and administration site conditions

Uncommon | fatigue, oedema peripheral

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

There is no experience with human overdose with PREVYMIS. During Phase 1 clinical trials, 86
healthy subjects received doses ranging from 720 mg/day to 1440 mg/day of PREVYMIS for up to 14
days. The adverse reaction profile was similar to that of the clinical dose of 480 mg/day. There is no
specific antidote for overdose with PREVYMIS. In case of overdose, it is recommended that the
patient be monitored for adverse reactions and appropriate symptomatic treatment instituted.

It is unknown whether dialysis will result in meaningful removal of PREVYMIS from systemic
circulation.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, direct acting antivirals, ATC code: JOSAX18

Mechanism of action

Letermovir inhibits the CMV DNA terminase complex which is required for cleavage and packaging
of viral progeny DNA. Letermovir affects the formation of proper unit length genomes and interferes
with virion maturation.
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Antiviral activity

The median ECs value of letermovir against a collection of clinical CMV isolates in a cell-culture
model of infection was 2.1 nM (range=0.7 nM to 6.1 nM, n=74).

Viral resistance

In cell culture

The CMV genes UL51, UL56, and UL89 encode subunits of CMV DNA terminase. CMV mutants
with reduced susceptibility to letermovir have been confirmed in cell culture. ECso values for
recombinant CMV mutants expressing the substitutions map to pUL51 (P91S), pUL56 (C25F, S229F,
V231A, V231L, V236A, T244K, T244R, L254F, L257F, L2571, F261C, F261L, F261S, Y321C,
L328V, M329T, A365S, N368D), and pUL89 (N320H, D344E) were 1.6- to <10-fold higher than
those for wild-type reference virus; these substitutions are not likely to be clinically relevant. ECs
values for recombinant CMV mutants expressing pULS51 substitution A95V or pULS56 substitutions
N232Y, V236L, V236M, E237D, E237G, L241P, K258E, C325F, C325R, C325W, C325Y, R369G,
R369M, R369S and R369T were 10- to 9,300-fold higher than those for the wild-type reference virus;
some of these substitutions have been observed in patients who have experienced prophylaxis failure
in clinical trials (see below).

In clinical trials

In a Phase 2b trial evaluating letermovir doses of 60, 120, or 240 mg/day or placebo for up to 84 days
in 131 HSCT recipients, DNA sequence analysis of a select region of UL56 (amino acids 231 to 369)
was performed on samples obtained from 12 letermovir-treated subjects who experienced prophylaxis
failure and for whom samples were available for analysis. One subject (who received 60 mg/day) had
a letermovir resistant genotypic variant (GV) (V236M).

In a Phase 3 trial (P001), DNA sequence analysis of the entire coding regions of UL56 and UL89 was
performed on samples obtained from 40 letermovir-treated subjects in the FAS population who
experienced prophylaxis failure and for whom samples were available for analysis. Two subjects had
letermovir-resistant GVs detected, both with substitutions mapping to pUL56. One subject had the
substitution V236M and the other subject had the substitution E237G. One additional subject, who had
detectable CMV DNA at baseline (and was therefore not in the FAS population), had pUL56
substitutions, C325W and R369T, detected after discontinuing letermovir.

In a Phase 3 trial (P040), DNA sequence analysis of the entire coding regions of UL51, UL56 and
ULZ89 was performed on samples obtained from 32 subjects (regardless of treatment group) who
experienced prophylaxis failure or who discontinued early with CMV viremia. There were no
letermovir resistance-associated substitutions detected above the validated assay limit of 5%.

In a Phase 3 trial (P002), DNA sequence analysis of the entire coding regions of UL51, UL56 and
UL89 was performed on samples obtained from 52 letermovir-treated subjects who experienced CMV
disease or who discontinued early with CMV viremia. There were no letermovir resistance-associated
substitutions detected above the validated assay limit of 5%.

Cross-resistance

Cross-resistance is not likely with medicinal products with a different mechanism of action.
Letermovir is fully active against viral populations with substitutions conferring resistance to CMV
DNA polymerase inhibitors (ganciclovir, cidofovir, and foscarnet). A panel of recombinant CMV
strains with substitutions conferring resistance to letermovir was fully susceptible to cidofovir,
foscarnet and ganciclovir with the exception of a recombinant strain with the pUL56 E237G
substitution which confers a 2.1-fold reduction in ganciclovir susceptibility relative to wild-type.
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Cardiac electrophysiology

The effect of letermovir on doses up to 960 mg given intravenous on the QTc interval was evaluated in
a randomised, single-dose, placebo- and active-controlled (moxifloxacin 400 mg oral) 4-period
crossover thorough QT trial in 38 healthy subjects. Letermovir does not prolong QTc to any clinically
relevant extent following the 960 mg intravenous dose with plasma concentrations approximately 2-
fold higher than the 480 mg intravenous dose.

Clinical efficacy and safety

Adult CMV-seropositive recipients [R+] of an allogeneic hematopoietic stem cell transplant

PO001: Prophylaxis through Week 14 (~100 days) post-HSCT

To evaluate letermovir prophylaxis as a preventive strategy for CMV infection or disease, the efficacy
of letermovir was assessed in a multicentre, double-blind, placebo-controlled Phase 3 trial (P001) in
adult CMV-seropositive recipients [R+] of an allogeneic HSCT. Subjects were randomised (2:1) to
receive either letermovir at a dose of 480 mg once daily adjusted to 240 mg when co-administered
with cyclosporine, or placebo. Randomisation was stratified by investigational site and risk (high vs.
low) for CMV reactivation at the time of study entry. Letermovir was initiated after HSCT (Day 0-28
post-HSCT) and continued through Week 14 post-HSCT. Letermovir was administered either orally or
intravenous; the dose of letermovir was the same regardless of the route of administration. Subjects
were monitored through Week 24 post-HSCT for the primary efficacy endpoint with continued
follow-up through Week 48 post-HSCT.

Subjects received CMV DNA monitoring weekly until post-HSCT week 14 and then every two weeks
until post-HSCT week 24, with initiation of standard-of-care CMV pre-emptive therapy if CMV
DNAemia was considered clinically significant. Subjects had continued follow-up through Week 48
post-HSCT.

Among the 565 treated subjects, 373 subjects received letermovir (including 99 subjects who received
at least one intravenous dose) and 192 received placebo (including 48 subjects who received at least
one intravenous dose). The median time to starting letermovir was 9 days after transplantation. Thirty-
seven percent (37%) of subjects were engrafted at baseline. The median age was 54 years (range: 18 to
78 years); 56 (15.0%) subjects were 65 years of age or older: 58% were male; 82% were White; 10%
were Asian; 2% were Black or African; and 7% were Hispanic or Latino. At baseline, 50% of subjects
received a myeloablative regimen, 52% were receiving cyclosporine, and 42% were receiving
tacrolimus. The most common primary reasons for transplant were acute myeloid leukaemia (38%),
myeloblastic syndrome (15%), and lymphoma (13%). Twelve percent (12%) of subjects were positive
for CMV DNA at baseline.

At baseline, 31% of subjects were at high risk for reactivation as defined by one or more of the
following criteria: Human Leucocyte Antigen (HLA)-related (sibling) donor with at least one
mismatch at one of the following three HLA-gene loci: HLA-A, -B or —DR, haploidentical donor;
unrelated donor with at least one mismatch at one of the following four HLA-gene loci: HLA-A, -B, -
C and -DRBI; use of umbilical cord blood as stem cell source; use of ex vivo T-cell-depleted grafts;
Grade 2 or greater Graft-Versus-Host Disease (GVHD), requiring systemic corticosteroids.

Primary efficacy endpoint

The primary efficacy endpoint of clinically significant CMV infection in PO01 was defined by the
incidence of CMV DNAemia warranting anti-CMV pre-emptive therapy (PET) or the occurrence of
CMV end-organ disease. The Non-Completer=Failure (NC=F) approach was used, where subjects
who discontinued from the study prior to Week 24 post-HSCT or had a missing outcome at Week 24
post-HSCT were counted as failures.

Letermovir demonstrated superior efficacy over placebo in the analysis of the primary endpoint, as

shown in Table 3. The estimated treatment difference of -23.5% was statistically significant (one-sided
p-value <0.0001).
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Table 3: P001: Efficacy results in HSCT recipients (NC=F Approach, FAS Population)

Letermovir Placebo
(N=325) (N=170)

Parameter n (%) n (%)

Primary efficacy endpoint 122 (37.5) 103 (60.6)

(Proportion of subjects who failed prophylaxis by

Week 24)

Reasons for Failures'

Clinically significant CMV infection 57 (17.5) 71 (41.8)
CMV DNAemia warranting anti-CMV PET 52 (16.0) 68 (40.0)
CMV end-organ disease 5(1.5) 3(1.8)

Discontinued from study 56 (17.2) 27 (15.9)

Missing outcome 9(2.8) 5(2.9)

Stratum-adjusted treatment difference (Letermovir-

Placebo)’

Difference (95% CI) -23.5(-32.5,-14.6)

p-value <0.0001

T The categories of failure are mutually exclusive and based on the hierarchy of categories in the
order listed.

$95% Cls and p-value for the treatment differences in percent response were calculated using
stratum-adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of
sample size per arm for each stratum (high or low risk). A 1-sided p-value <0.0249 was used for
declaring statistical significance.

FAS=Full analysis set; FAS includes randomised subjects who received at least one dose of study
medicine, and excludes subjects with detectable CMV DNA at baseline. Approach to handling
missing values: Non-Completer=Failure (NC=F) approach. With NC=F approach, failure was defined
as all subjects with clinically significant CMV infection or who prematurely discontinued from the
study or had a missing outcome through Week 24 post-transplant visit window.

N=number of subjects in each treatment group.

n (%)=Number (percent) of subjects in each sub-category.

Note: The proportion of subjects with detectable CMV viral DNA on Day 1 that developed clinically
significant CMV infection in the letermovir group was 64.6% (31/48) compared to 90.9% (20/22) in
the placebo group through Week 24 post-HSCT. The estimated difference (95% CI for the difference)
was -26.1% (-45.9%, -6.3%), with a nominal one-sided p-value <0.0048.

Factors associated with CMV DNAemia after Week 14 post-HSCT among letermovir-treated subjects
included high risk for CMV reactivation at baseline, GVHD, use of corticosteroids, and CMV negative
donor serostatus.
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Figure 1: P001: Kaplan-Meier plot of time to initiation of anti-CMYV PET or onset of CMV end-
organ disease through Week 24 post-transplant in HSCT recipients (FAS population)
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There were no differences in the incidence of or time to engraftment between the PREVYMIS and
placebo groups.

Efficacy consistently favoured letermovir across subgroups including low and high risk for CMV
reactivation, conditioning regimens, and concomitant immunosuppressive regimens (see Figure 2).
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Figure 2: P001: Forest plot of the proportion of subjects initiating anti-CMV PET or with CMV
end-organ disease through Week 24 post-HSCT by selected subgroups (NC=F approach, FAS
population)
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NC=F, Non-Completer=Failure. With NC=F approach, subjects who discontinued from the study prior to Week 24 post-transplant or had a
missing outcome at Week 24 post-transplant were counted as failures.

P040: Prophylaxis from Week 14 (~100 days) through Week 28 (~200 days) post-HSCT

The efficacy of extending letermovir prophylaxis from Week 14 (~100 days) through Week 28

(~200 days) post-HSCT in patients at risk for late CMV infection and disease was assessed in a
multicentre, double-blind, placebo-controlled Phase 3 trial (P040) in adult CMV-seropositive
recipients [R+] of an allogeneic HSCT. Eligible subjects who completed letermovir prophylaxis
through ~100 days post-HSCT were randomised (2:1) to receive letermovir or placebo from Week 14
through Week 28 post-HSCT. Subjects were monitored through Week 28 post-HSCT for the primary
efficacy endpoint with continued off-treatment follow-up through Week 48 post-HSCT.

Among the 218 treated subjects, 144 subjects received letermovir and 74 received placebo. The
median age was 55 years (range: 20 to 74 years); 62% were male; 79% were white; 11% were Asian;
2% were Black; and 10% were Hispanic or Latino. The most common reasons for transplant were
acute myeloid leukaemia (42%), acute lymphocytic leukaemia (15%), and myelodysplastic syndrome
(11%).

At study entry, all subjects had risk factors for late CMV infection and disease, with 64% having two
or more risk factors. The risk factors included: HLA-related (sibling) donor with at least one mismatch
at one of the following three HLA-gene loci: HLA-A, -B or -DR; haploidentical donor; unrelated
donor with at least one mismatch at one of the following four HLA-gene loci: HLA-A, -B, -C

and -DRB1; use of umbilical cord blood as stem cell source; use of ex vivo T-cell-depleted grafts;
receipt of anti-thymocyte globulin; receipt of alemtuzumab; use of systemic prednisone (or equivalent)
at a dose of >1 mg/kg of body weight per day.
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Primary efficacy endpoint

The primary efficacy endpoint of P040 was the incidence of clinically significant CMV infection
through Week 28 post-HSCT. Clinically significant CMV infection was defined as the occurrence of
either CMV end-organ disease, or initiation of anti-CMV PET based on documented CMV viremia
and the clinical condition of the subject. The Observed Failure (OF) approach was used, where
subjects who developed clinically significant CMV infection or discontinued prematurely from the
study with viremia were counted as failures.

Letermovir demonstrated superior efficacy over placebo in the analysis of the primary endpoint, as
shown in Table 4. The estimated treatment difference of -16.1% was statistically significant (one-sided
p-value=0.0005). Efficacy consistently favored letermovir across subgroups based on subject
characteristics (age, gender, race) and risk factors for late CMV infection and disease.

Table 4: P040: Efficacy results in HSCT recipients at risk for late CMV infection and disease
(OF approach, FAS population)

Letermovir Placebo
(~200 days (~100 days
Parameter letermovir) letermovir)
(N=144) (N=74)
n (%) n (%)
Failures* 4 (2.8) 14 (18.9)
Clinically significant CMV infection through 2(1.4) 13 (17.6)
Week 287
Initiation of PET based on documented CMV 1(0.7) 11 (14.9)
viremia
CMYV end-organ disease 1(0.7) 2(2.7)
Discontinued from study with CMV viremia 2(1.4) 1(1.4)
before Week 28
Stratum-adjusted treatment difference
(letermovir (~200 days letermovir)-Placebo (~100
days letermovir))?
Difference (95% CI) -16.1 (-25.8, -6.5)
p-value 0.0005

* The categories of failure are mutually exclusive and based on the hierarchy of categories in the
order listed.

T Clinically significant CMV infection was defined as CMV end-organ disease (proven or probable)
or initiation of PET based on documented CMV viremia and the clinical condition of the subject.

£95% Cls and p-value for the treatment differences in percent response were calculated using
stratum-adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of
sample size per arm for each stratum (haploidentical donor yes or no). A one-sided p-value <0.0249
was used for declaring statistical significance.

Approach to handling missing values: Observed Failure (OF) approach. With the OF approach,
failure was defined as all subjects who developed clinically significant CM'V infection or
discontinued prematurely from the study with CMV viremia from Week 14 (~100 days) through
Week 28 (~200 days) post-HSCT.

N=Number of subjects in each treatment group.

n (%)=Number (percent) of subjects in each sub-category.
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P002: Adult CMV-seronegative recipients of a kidney transplant from a CMV-seropositive donor
[D+/R-]

To evaluate letermovir prophylaxis as a preventive strategy for CMV disease in kidney transplant
recipients, the efficacy of letermovir was assessed in a multicentre, double-blind, active comparator-
controlled non-inferiority Phase 3 trial (P002) in adult kidney transplant recipients at high risk
[D+/R-]. Subjects were randomised (1:1) to receive either letermovir or valganciclovir. Letermovir
was given concomitantly with acyclovir. Valganciclovir was given concomitantly with a placebo to
acyclovir. Randomisation was stratified by the use or non-use of highly cytolytic, anti-lymphocyte
immunotherapy during induction. Letermovir or valganciclovir were initiated between Day 0 and Day
7 post-kidney transplant and continued through Week 28 (~200 days) post-transplant. Subjects were
monitored through Week 52 post-transplant.

Among the 589 treated subjects, 292 subjects received letermovir and 297 received valganciclovir. The
median age was 51 years (range: 18 to 82 years); 72% were male; 84% were White; 2% were Asian;
9% were Black; 17% were Hispanic or Latino; and 60% received a kidney from a deceased donor. The
most common primary reasons for transplant were congenital cystic kidney disease (17%),
hypertension (16%), and diabetes/diabetic nephropathy (14%).

Primary efficacy endpoint

The primary efficacy endpoint of P002 was the incidence of CMV disease (CMV end-organ disease or
CMYV syndrome, confirmed by an independent adjudication committee) through Week 52 post-
transplant. The OF approach was used, where subjects who discontinued prematurely from the study
for any reason or were missing data at the timepoint were not considered failures.

Letermovir demonstrated non-inferiority to valganciclovir in the analysis of the primary endpoint, as
shown in Table 5.

Table 5: P002 Efficacy results in kidney transplant recipients (OF approach, FAS population)

Letermovir Valganciclovir
Parameter (N=289) (N=297)
n (%) n (%)
CMV disease* through Week 52 30 (10.4) 35(11.8)
Stratum-adjusted treatment difference
(Letermovir-Valganciclovir)'
Difference (95% CI) -1.4 (-6.5, 3.8)*

* CMV disease cases confirmed by an independent adjudication committee.

T The 95% Cls for the treatment differences in percent response were calculated using stratum-
adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of sample size
per arm for each stratum (use/nonuse of highly cytolytic, anti-lymphocyte immunotherapy during
induction).

* Based on a non-inferiority margin of 10%, letermovir is non-inferior to valganciclovir.

Approach to handling missing values: Observed Failure (OF) approach. With OF approach,
participants who discontinue prematurely from the study for any reason are not considered failures.

Note: Subjects randomised to the letermovir group were given acyclovir for herpes simplex virus
(HSV) and varicella zoster virus (VZV) prophylaxis. Subjects randomised to the valganciclovir group
were given a placebo to acyclovir.

N=number of subjects in each treatment group.
n (%)=Number (percent) of subjects in each sub-category.
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Efficacy was comparable across all subgroups, including sex, age, race, region, and the use/non-use of
highly cytolytic, anti-lymphocyte immunotherapy during induction.

Paediatric population

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

5.2 Pharmacokinetic properties

In healthy subjects, the pharmacokinetics of letermovir have been characterised following oral and
intravenous administration. Letermovir exposure increased in a greater than dose-proportional manner
with both oral or intravenous administration. The mechanism is likely saturation/autoinhibition of
OATP1B1/3. The pharmacokinetics of letermovir have also been characterised following oral and
intravenous administration in HSCT recipients (Table 6) and following oral administration in kidney
transplant recipients (Table 7).

Healthy subjects
The geometric mean steady-state AUC and Crmax values were 71,500 ngshr/mL and 13,000 ng/mL,
respectively, with 480 mg once daily oral letermovir.

Letermovir reached steady-state in 9 to 10 days with an accumulation ratio of 1.2 for AUC and 1 for
Cmax-

HSCT recipients

Letermovir AUC was estimated using population pharmacokinetic analyses using POO1 Phase 3 data
(see Table 6). Differences in exposure across treatment regimens are not clinically relevant; efficacy
was consistent across the range of exposures observed in POO1.

Table 6: Letermovir AUC (ngehr/mL) values in HSCT Recipients

Treatment Regimen Median (90% Prediction Interval)*
480 mg Oral, no cyclosporine 34,400 (16,900, 73,700)

480 mg intravenous, no cyclosporine 100,000 (65,300, 148,000)

240 mg Oral, with cyclosporine 60,800 (28,700, 122,000)

240 mg intravenous, with cyclosporine 70,300 (46,200, 106,000)

* Population post-hoc predictions from the population PK analysis using Phase 3 data

Kidney transplant recipients
Letermovir AUC was estimated using population pharmacokinetic analysis using PO02 Phase 3 data
(see Table 7). Efficacy was consistent across the range of exposures observed in P002.
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Table 7: Letermovir AUC (ngehr/mL) values in kidney transplant recipients

Treatment Regimen Median (90% Prediction Interval)*
480 mg Oral, no cyclosporine 62,200 (28,900, 145,000)
240 mg Oral, with cyclosporine 57,700 (26,900, 135,000)

* Medians and 90% prediction intervals are based on simulations using the Phase 3 population PK
model with inter-individual variability.

Note: PK of letermovir was not studied following IV administration in kidney transplant recipients;
however, the projected AUC following IV administration is similar to the model predicted AUC
following IV administration in HSCT recipients (Table 6).

Absorption

Letermovir was absorbed rapidly with a median time to maximum plasma concentration (Tmax) of 1.5
to 3.0 hours and declined in a biphasic manner. In HSCT recipients, bioavailability of letermovir was
estimated to be approximately 35% with 480 mg once daily oral letermovir administered without
cyclosporine. The inter-individual variability for bioavailability was estimated to be approximately
37%. In kidney transplant recipients, bioavailability of letermovir was estimated to be approximately
60% with 480 mg once daily oral letermovir administered without cyclosporine.

Effect of cyclosporine

In HSCT recipients, co-administration of cyclosporine increased plasma concentrations of letermovir
due to inhibition of OATP1B. Bioavailability of letermovir was estimated to be approximately 85%
with 240 mg once daily oral letermovir co-administered with cyclosporine in patients.

If letermovir is co-administered with cyclosporine, the recommended dose of letermovir is 240 mg
once daily (see section 4.2).

Effect of food

In healthy subjects, oral administration of 480 mg single dose of letermovir with a standard high fat
and high calorie meal did not have any effect on the overall exposure (AUC) and resulted in
approximately 30% increase in peak levels (Cmax) of letermovir. Letermovir may be administered
orally with or without food as has been done in the clinical trials (see section 4.2).

Distribution

Based on population pharmacokinetic analyses, the mean steady-state volume of distribution is
estimated to be 45.5 L following intravenous administration in HSCT recipients.

Letermovir is extensively bound (98.2%) to human plasma proteins, independent of the concentration
range (3 to 100 mg/L) evaluated, in vitro. Some saturation was observed at lower concentrations.
Blood to plasma partitioning of letermovir is 0.56 and independent of the concentration range (0.1 to
10 mg/L) evaluated in vitro.

In preclinical distribution studies, letermovir is distributed to organs and tissues with the highest
concentrations observed in the gastrointestinal tract, bile duct and liver and low concentrations in the

brain.

Biotransformation

The majority of letermovir-related components in plasma is unchanged parent (96.6%). No major
metabolites are detected in plasma. Letermovir is partly eliminated by glucuronidation mediated by
UGT1A1/1A3.
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Elimination

The mean apparent terminal half-life for letermovir is approximately 12 hours with 480 mg
intravenous letermovir in healthy subjects. The major elimination pathways of letermovir is biliary
excretion as well as direct glucuronidation. The process involves the hepatic uptake transporters
OATPI1B1 and 3 followed by UGT1A1/3 catalysed glucuronidation.

Based on population pharmacokinetic analyses, letermovir steady-state apparent CL is estimated to be
4.84 L/hr following intravenous administration of 480 mg in HSCT recipients. The inter-individual
variability for CL is estimated to be 24.6%.

Excretion

After oral administration of radio-labeled letermovir, 93.3% of radioactivity was recovered in faeces.
The majority of letermovir was biliary excreted as unchanged parent with a minor amount (6% of
dose) as an acyl-glucuronide metabolite in faeces. The acyl-glucuronide is unstable in faeces. Urinary

excretion of letermovir was negligible (<2% of dose).

Pharmacokinetics in special populations

Hepatic impairment

Letermovir unbound AUC was approximately 81%- and 4-fold higher in subjects with moderate
(Child-Pugh Class B [CP-B], score of 7-9) and severe (Child-Pugh Class C [CP-C], score of 10-15)
hepatic impairment, respectively, compared to healthy subjects. The changes in letermovir exposure in
subjects with moderate hepatic impairment are not clinically relevant.

Marked increases in letermovir unbound exposure are anticipated in patients with moderate hepatic
impairment combined with moderate or severe renal impairment (see section 4.2).

Renal impairment

Clinical study in a renally impaired population

Letermovir unbound AUC was approximately 115- and 81% higher in subjects with moderate (eGFR
of 31 to 56.8 mL/min/1.73m?) and severe (¢GFR of 11.9 to 28.1 mL/min/1.73m?) renal impairment,
respectively, compared to healthy subjects. The changes in letermovir exposure due to moderate or
severe renal impairment are not considered to be clinically relevant. Subjects with ESRD have not
been studied.

Post-kidney transplant (P002)

Based on population pharmacokinetic analysis, letermovir AUC was approximately 12%, 27% and
35% higher in subjects with mild (CrCl greater than or equal to 60 to less than 90 mL/min), moderate
(CrCl greater than or equal to 30 to less than 60 mL/min) and severe (CrCl greater than or equal to 15
to less than 30 mL/min) renal impairment, respectively, compared to subjects with CrCl greater than
or equal to 90 mL/min. These changes are not considered to be clinically relevant.

Weight

Based on population pharmacokinetic analyses in healthy subjects, letermovir AUC is estimated to be
18.7% lower in subjects weighing 80-100 kg compared to subjects weighing 67 kg. Based on
population pharmacokinetic analysis in kidney transplant recipients (P002), letermovir AUC is
estimated to be 26% lower in subjects weighing greater than 80 kg compared to subjects weighing less
than or equal to 80 kg. These differences are not clinically relevant.

Race

Based on population pharmacokinetic analyses in healthy subjects, letermovir AUC is estimated to be
33.2% higher in Asians compared to Whites. This change is not clinically relevant.
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Gender
Based on population pharmacokinetic analyses, there is no difference in letermovir pharmacokinetics
in females compared to males.

Elderly
Based on population pharmacokinetic analyses, there is no effect of age on letermovir
pharmacokinetics. No dose adjustment is required based on age.

5.3 Preclinical safety data

General toxicity

Irreversible testicular toxicity was noted only in rats at systemic exposures (AUC) >3-fold the
exposures in humans at the recommended human dose (RHD). This toxicity was characterised by
seminiferous tubular degeneration, and oligospermia and cell debris in the epididymides, with
decreased testicular and epididymides weights. There was no testicular toxicity in rats at exposures
(AUC) similar to the exposures in humans at the RHD. Testicular toxicity was not observed in mice
and monkeys at the highest doses tested at exposures up to 4-fold and 2-fold, respectively, the
exposures in humans at the RHD. The relevance to humans is unknown.

It is known that hydroxypropylbetadex can cause kidney vacuolation in rats when given intravenously
at doses greater than 50 mg/kg/day. Vacuolation was noted in the kidneys of rats administered
intravenous letermovir formulated with 1500 mg/kg/day of the cyclodextrin excipient
hydroxypropylbetadex.

Carcinogenesis

A 6-month oral carcinogenicity study in RasH2 transgenic (Tg.RasH2) mice showed no evidence of
human-relevant tumorigenesis up to the highest doses tested, 150 mg/kg/day and 300 mg/kg/day in
males and females, respectively.

Mutagenesis

Letermovir was not genotoxic in a battery of in vitro or in vivo assays, including microbial
mutagenesis assays, chromosomal aberration in Chinese Hamster Ovary cells, and in an in vivo mouse
micronucleus study.

Reproduction

Fertility

In the fertility and early embryonic development studies in the rat, there were no effects of letermovir
on female fertility. In male rats, reduced sperm concentration, reduced sperm motility, and decreased
fertility were observed at systemic exposures > 3-fold the AUC in humans at the RHD (see General
toxicity).

In monkeys administered letermovir, there was no evidence of testicular toxicity based on
histopathologic evaluation, measurement of testicular size, blood hormone analysis (follicle
stimulating hormone, inhibin B and testosterone) and sperm evaluation (sperm count, motility and
morphology) at systemic exposures approximately 2-fold the AUC in humans at the RHD.

Development

In rats, maternal toxicity (including decrease in body weight gain) was noted at 250 mg/kg/day
(approximately 11-fold the AUC at the RHD); in the offspring, decreased foetal weight with delayed
ossification, slightly oedematous foetuses, and increased incidence of shortened umbilical cords and of
variations and malformations in the vertebrae, ribs, and pelvis were observed. No maternal or
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developmental effects were noted at the dose of 50 mg/kg/day (approximately 2.5-fold the AUC at the
RHD).

In rabbits, maternal toxicity (including mortality and abortions) was noted at 225 mg/kg/day
(approximately 2-fold the AUC at the RHD); in the offspring, an increased incidence of malformations
and variations in the vertebrae and ribs were observed.

In the pre- and post-natal developmental study, letermovir was administered orally to pregnant rats.
There was no developmental toxicity observed up to the highest exposure tested (2-fold the AUC at
the RHD).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose (E460)
Croscarmellose sodium (E468)

Povidone (E1201)

Colloidal anhydrous silica (E551)
Magnesium stearate (E470b)

Film-coating

Lactose monohydrate
Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)

Iron oxide yellow (E172)
Iron oxide red (only for 480 mg tablets) (E172)
Carnauba wax (E903)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.
Store in the original package in order to protect from moisture.

6.5 Nature and contents of container
Packs of 28x1 tablets in Polyamide/Aluminium/PVC — Aluminium perforated unit dose blisters
6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/17/1245/001

EU/1/17/1245/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 8 January 2018

Date of latest renewal: 24 August 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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1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 240 mg concentrate for solution for infusion
PREVYMIS 480 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

PREVYMIS 240 mg concentrate for solution for infusion

Each vial contains 240 mg (12 mL per vial) of letermovir.
Each mL contains 20 mg of letermovir.

PREVYMIS 480 mg concentrate for solution for infusion

Each vial contains 480 mg (24 mL per vial) of letermovir.
Each mL contains 20 mg of letermovir.

Excipients with known effect

This medicinal product contains 23 mg (1 mmol) sodium per 240 mg vial.
This medicinal product contains 46 mg (2 mmol) sodium per 480 mg vial.

Each 240 mg dose (12 mL vial) of this medicinal product contains 1800 mg hydroxypropylbetadex
(cyclodextrin).
Each 480 mg dose (24 mL vial) of this medicinal product contains 3600 mg hydroxypropylbetadex
(cyclodextrin).

For additional information, see section 4.2.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate)
Clear, colourless liquid

pH between 7 and 8

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

PREVYMIS is indicated for prophylaxis of cytomegalovirus (CMV) reactivation and disease in adult
CMV-seropositive recipients [R+] of an allogeneic haematopoietic stem cell transplant (HSCT).

PREVYMIS is indicated for prophylaxis of CMV disease in CMV-seronegative adults who have
received a kidney transplant from a CMV-seropositive donor [D+/R-].

Consideration should be given to official guidance on the appropriate use of antiviral agents.
4.2 Posology and method of administration

PREVYMIS should be initiated by a physician experienced in the management of patients who have
had an allogeneic haematopoietic stem cell transplant or kidney transplant.
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Posology

PREVYMIS is also available for oral administration (240 mg and 480 mg film-coated tablets).

PREVYMIS tablets and concentrate for solution for infusion may be used interchangeably at the
discretion of the physician, and no dose adjustment is necessary.

The recommended dose of PREVYMIS is 480 mg once daily.

HSCT

PREVYMIS should be started after HSCT. PREVYMIS may be started on the day of transplant and
no later than 28 days post-HSCT. PREVYMIS may be started before or after engraftment. Prophylaxis
with PREVYMIS should continue through 100 days post-HSCT.

Prolonged PREVYMIS prophylaxis beyond 100 days post-HSCT may be of benefit in some patients at
high risk for late CMV reactivation (see section 5.1). The safety and efficacy of PREVYMIS use for
more than 200 days has not been studied in clinical trials.

Kidney transplant
PREVYMIS should be started on the day of transplant and no later than 7 days post-kidney transplant
and continued through 200 days post-transplant.

Dose adjustment

If PREVYMIS is co-administered with cyclosporine, the dose of PREVYMIS should be decreased to

240 mg once daily (see sections 4.5 and 5.2).

e If cyclosporine is initiated after starting PREVYMIS, the next dose of PREVYMIS should be
decreased to 240 mg once daily.

e Ifcyclosporine is discontinued after starting PREVYMIS, the next dose of PREVYMIS should be
increased to 480 mg once daily.

e If cyclosporine dosing is temporarily interrupted due to high cyclosporine levels, no dose
adjustment of PREVYMIS is needed.

Missed dose

If a dose is missed, it should be given to the patient as soon as possible. If it is time for the next dose,
skip the missed dose and go back to the regular schedule. Do not double the next dose or give more
than the prescribed dose.

Special populations

Elderly
No dose adjustment of PREVYMIS is required based on age (see sections 5.1 and 5.2).

Hepatic impairment

No dose adjustment of PREVYMIS is required based on mild (Child-Pugh Class A) to moderate
(Child-Pugh Class B) hepatic impairment. PREVYMIS is not recommended for patients with severe
(Child-Pugh Class C) hepatic impairment (see section 5.2).

Combined hepatic and renal impairment
PREVYMIS is not recommended in patients with moderate hepatic impairment combined with
moderate or severe renal impairment (see section 5.2).

Renal impairment

No dose adjustment of PREVYMIS is recommended for patients with mild, moderate, or severe renal
impairment. No dose recommendation can be made for patients with end stage renal disease (ESRD)
with or without dialysis. Efficacy and safety has not been demonstrated for patients with ESRD.
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PREVYMIS concentrate for solution for infusion contains hydroxypropylbetadex. The anticipated
clinical exposure to hydroxypropylbetadex with intravenously administered letermovir is expected to
be approximately 3600 mg/day for a letermovir dose of 480 mg. There were no cases of kidney injury
caused by hydroxypropylbetadex in human studies of intravenously administered letermovir with
treatment durations of up to 47 days. In patients with moderate or severe renal impairment (creatinine
clearance less than 50 mL/min) receiving PREVYMIS, accumulation of hydroxypropylbetadex, could
occur (see section 5.3). Serum creatinine levels should be closely monitored in these patients.

Paediatric population
The safety and efficacy of PREVYMIS in patients below 18 years of age have not been established.

No data are available (see section 5.1).

Method of administration

For intravenous use only.

PREVYMIS concentrate for solution for infusion requires dilution (see section 6.6) prior to
administration.

PREVYMIS diluted solution must be administered through a sterile 0.2 micron or 0.22 micron
polyethersulfone (PES) in-line filter. Do not administer the diluted solution through a filter other than
a sterile 0.2 micron or 0.22 micron PES in-line filter.

PREVYMIS should be administered as an intravenous infusion only. PREVYMIS should not be
administered as an intravenous push or bolus.

After dilution, PREVYMIS should be administered by intravenous infusion via peripheral or central
venous catheter using a total time of approximately 60 minutes. The entire contents of the
intravenousbag should be administered.

4.3 Contraindications

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

Concomitant administration with pimozide (see sections 4.4 and 4.5).

Concomitant administration with ergot alkaloids (see sections 4.4 and 4.5).

Concomitant administration with St. John’s wort (Hypericum perforatum) (see section 4.5).

When letermovir is combined with cyclosporine:

Concomitant use of dabigatran, atorvastatin, simvastatin, rosuvastatin or pitavastatin is contraindicated
(see section 4.5).

4.4 Special warnings and precautions for use

Monitoring of CMV DNA in HSCT recipients

In a Phase 3 trial (P001), the safety and efficacy of letermovir has been established in HSCT patients
with a negative CMV DNA test result prior to initiation of prophylaxis. CMV DNA was monitored on
a weekly basis until post-transplant Week 14, and subsequently every two weeks until Week 24. In
cases of clinically significant CMV DNAemia or disease, letermovir prophylaxis was stopped and
standard-of-care pre-emptive therapy (PET) or treatment was initiated. In patients in whom letermovir
prophylaxis was initiated and the baseline CMV DNA test was subsequently found to be positive,
prophylaxis could be continued if PET criteria had not been met (see section 5.1).

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

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

Drug interactions

PREVYMIS should be used with caution with medicinal products that are CYP3A substrates with
narrow therapeutic ranges (e.g., alfentanil, fentanyl, and quinidine) as co-administration may result in
increases in the plasma concentrations of CYP3A substrates. Close monitoring and/or dose adjustment
of co-administered CYP3A substrates is recommended (see section 4.5).

Increased monitoring of cyclosporine, tacrolimus, sirolimus is generally recommended the first 2
weeks after initiating and ending letermovir (see section 4.5) as well as after changing route of
administration of letermovir.

Letermovir is a moderate inducer of enzymes and transporters. Induction may give rise to reduced
plasma concentrations of some metabolised and transported medicinal products (see section 4.5).
Therapeutic drug monitoring (TDM) is therefore recommended for voriconazole.

Concomitant use of dabigatran should be avoided due to risk of reduced dabigatran efficacy.

Letermovir may increase the plasma concentrations of medicinal products transported by OATP1B1/3
such as many of the statins (see section 4.5 and Table 1).

Administration through a sterile 0.2 or 0.22 micron PES in-line filter

PREVYMIS concentrate for solution for infusion may contain a few product-related small translucent
or white particles. Administration of PREVYMIS diluted solution always requires the use of a sterile
0.2 micron or 0.22 micron PES in-line filter, regardless of whether these product-related particles are
visible in the vial or diluted solution (see sections 4.2 and 6.6).

Excipients

Sodium

This medicinal product contains 23 mg (or 1 mmol) sodium per 240 mg vial, equivalent to 1.15% of
the WHO recommended maximum daily intake of 2 g sodium for an adult. This should be taken into
consideration by patients on a controlled sodium diet.

This medicinal product contains 46 mg (or 2 mmol) sodium per 480 mg vial, equivalent to 2.30% of
the WHO recommended maximum daily intake of 2 g sodium for an adult. This should be taken into
consideration by patients on a controlled sodium diet.

Cyclodextrin

This medicinal product contains 1800 mg hydroxypropylbetadex (cyclodextrin) per 12 mL vial
(240 mg dose).

This medicinal product contains 3600 mg hydroxypropylbetadex (cyclodextrin) per 24 mL vial
(480 mg dose)

08KO04Y 35



4.5 Interaction with other medicinal products and other forms of interaction

General information about differences in exposure between different letermovir treatment regimens

-The estimated letermovir plasma exposure is different depending on the dose regimen used (see table
in section 5.2). Therefore, the clinical consequences of drug interactions for letermovir will be
dependent on which letermovir regimen is used and whether or not letermovir is combined with
cyclosporine.

-The combination of cyclosporine and letermovir may lead to more marked or additional effects on
concomitant medicinal products as compared to letermovir alone (see Table 1).

Effect of other medicinal products on letermovir

The elimination pathways of letermovir in vivo are biliary excretion and glucuronidation. The relative
importance of these pathways is unknown. Both elimination pathways involve active uptake into the
hepatocyte through the hepatic uptake transporters OATP1B1/ 3. After uptake, glucuronidation of
letermovir is mediated by UGT1A1 and 3. Letermovir also appears to be subject to P-gp and BCRP
mediated efflux in the liver and intestine (see section 5.2).

Inducers of drug metabolising enzymes or transporters

Co-administration of PREVYMIS (with or without cyclosporine) with strong and moderate inducers
of transporters (e.g., P-gp) and/or enzymes (e.g., UGTs) is not recommended, as it may lead to
subtherapeutic letermovir exposure (see Table 1).

-Examples of strong inducers include rifampicin, phenytoin, carbamazepine, St. John’s wort
(Hypericum perforatum), rifabutin and phenobarbital.

-Examples of moderate inducers include thioridazine, modafinil, ritonavir, lopinavir, efavirenz and
etravirine.

Rifampicin co-administration resulted in an initial increase in letermovir plasma concentrations (due to
OATP1B1/3 and/or P-gp inhibition) that is not clinically relevant, followed by clinically relevant
decreases in letermovir plasma concentrations (due to induction of P-gp/UGT) with continued
rifampicin co-administration (see Table 1).

Additional effects of other products on letermovir relevant when combined with cyclosporine

Inhibitors of OATPIBI or 3

Co-administration of PREVYMIS with medicinal products that are inhibitors of OATP1B1/3
transporters may result in increased letermovir plasma concentrations. If PREVYMIS is co-
administered with cyclosporine (a potent OATP1B1/3 inhibitor), the recommended dose of
PREVYMIS is 240 mg once daily (see Table 1 and sections 4.2 and 5.2). Caution is advised if other
OATP1B1/3 inhibitors are added to letermovir combined with cyclosporine.

-Examples of OATP1BI1 inhibitors include gemfibrozil, erythromycin, clarithromycin, and several
protease inhibitors (atazanavir, simeprevir).

Inhibitors of P-gp/BCRP
In vitro results indicate that letermovir is a substrate of P-gp/BCRP. Changes in letermovir plasma

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

Effect of letermovir on other medicinal products

Medicinal products mainly eliminated through metabolism or influenced by active transport
Letermovir is a general inducer in vivo of enzymes and transporters. Unless a particular enzyme or
transporter is also inhibited (see below) induction can be expected. Therefore, letermovir may
potentially lead to decreased plasma exposure and possibly reduced efficacy of co-administered
medicinal products that are mainly eliminated through metabolism or by active transport.
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The size of the induction effect is dependent on letermovir route of administration and whether
cyclosporine is concomitantly used.

The full induction effect can be expected after 10-14 days of letermovir treatment. The time needed to
reach steady state of a specific affected medicinal product will also influence the time needed to reach
full effect on the plasma concentrations.

In vitro, letermovir is an inhibitor of CYP3A, CYP2C8, CYP2B6, BCRP, UGT1A1, OATP2B1, and
OATS3 at in vivo relevant concentrations. /n vivo studies are available investigating the net effect on
CYP3A4, P-gp, OATP1B1/3 additionally on CYP2C19. The net effect in vivo on the other listed
enzymes and transporters is not known. Detailed information is presented below.

It is unknown whether letermovir may affect the exposure of piperacillin/tazobactam, amphotericine B
and micafungin. The potential interaction between letermovir and these medicinal products have not
been investigated. There is a theoretical risk of reduced exposure due to induction but the size of the
effect and thus clinical relevance is presently unknown.

Medicinal products metabolised by CYP3A

Letermovir is a moderate inhibitor of CYP3A in vivo. Co-administration of PREVYMIS with oral
midazolam (a CYP3A substrate) results in 2-3-fold increased midazolam plasma concentrations. Co-
administration of PREVYMIS may result in clinically relevant increases in the plasma concentrations
of co-administered CYP3A substrates (see sections 4.3, 4.4, and 5.2).

-Examples of such medicinal products include certain immunosuppressants (e.g., cyclosporine,
tacrolimus, sirolimus), HMG-CoA reductase inhibitors, and amiodarone (see Table 1). Pimozide and
ergot alkaloids are contraindicated (see section 4.3).

The size of the CYP3A inhibitory effect is dependent on letermovir route of administration and
whether cyclosporine is concomitantly used.

Due to time dependent inhibition and simultaneous induction the net enzyme inhibitory effect may not
be reached until after 10-14 days. The time needed to reach steady state of a specific affected
medicinal product will also influence the time needed to reach full effect on the plasma concentrations.
When ending treatment, it takes 10-14 days for the inhibitory effect to disappear. If monitoring is
applied, this is recommended the first 2 weeks after initiating and ending letermovir (see section 4.4)
as well as after changing route of letermovir administration.

Medicinal products transported by OATP1B1/3

Letermovir is an inhibitor of OATP1B1/3 transporters. Administration of PREVYMIS may result in a
clinically relevant increase in plasma concentrations of co-administered medicinal products that are
OATP1B1/3 substrates.

-Examples of such medicinal products include HMG-CoA reductase inhibitors, fexofenadine,
repaglinide and glyburide (see Table 1). Comparing letermovir regimen administered without
cyclosporine, the effect is more marked after intravenous than oral letermovir.

The magnitude of the OATP1B1/3 inhibition on co-administered medicinal products is likely greater
when PREVYMIS is co-administered with cyclosporine (a potent OATP1B1/3 inhibitor). This needs
to be considered when the letermovir regimen is changed during treatment with an OATP1B1/3
substrate.

Medicinal products metabolised by CYP2C9 and/or CYP2C19

Co-administration of PREVYMIS with voriconazole (a CYP2C19 substrate) results in significantly
decreased voriconazole plasma concentrations, indicating that letermovir is an inducer of CYP2C19.
CYP2C9 is likely also induced. Letermovir has the potential to decrease the exposure of CYP2C9
and/or CYP2C19 substrates potentially resulting in subtherapeutic levels.

-Examples of such medicinal products include warfarin, voriconazole, diazepam, lansoprazole,
omeprazole, esomeprazole, pantoprazole, tilidine, tolbutamide (see Table 1).

The effect is expected to be less pronounced for oral letermovir without cyclosporine, than intravenous
letermovir with or without cyclosporine, or oral letermovir with cyclosporine. This needs to be
considered when the letermovir regimen is changed during treatment with a CYP2C9 or CYP2C19
substrate. See also general information on induction above regarding time courses of the interaction.
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Medicinal products metabolised by CYP2C8

Letermovir inhibits CYP2C8 in vitro but may also induce CYP2CS8 based on its induction potential.
The net effect in vivo is unknown.

-An example of a medicinal product which is mainly eliminated by CYP2CS is repaglinide (see
Table 1). Concomitant use of repaglinide and letermovir with or without cyclosporine is not
recommended.

Medicinal products transported by P-gp in the intestine

Letermovir is an inducer of intestinal P-gp. Administration of PREVYMIS may result in a clinically
relevant decrease in plasma concentrations of co-administered medicinal products that are
significantly transported by P-gp in the intestine such as dabigatran and sofosbuvir.

Medicinal products metabolised by CYP2B6, UGTI1A1 or transported by BCRP or OATP2B1
Letermovir is a general inducer in vivo but has also been observed to inhibit CYP2B6, UGT1A1,
BCRP, and OATP2BI1 in vitro. The net effect in vivo is unknown. Therefore, the plasma
concentrations of medicinal products that are substrates of these enzymes or transporters may increase
or decrease when co-administered with letermovir. Additional monitoring may be recommended; refer
to the prescribing information for such medicinal products.

-Examples of medicinal products that are metabolised by CYP2B6 include bupropion.

-Examples of medicinal products metabolised by UGT1A1 are raltegravir and dolutegravir.
-Examples of medicinal products transported by BCRP include rosuvastatin and sulfasalazine.

-An example of a medicinal product transported by OATP2B1 is celiprolol.

Medicinal products transported by the renal transporter OAT3

In vitro data indicate that letermovir is an inhibitor of OAT3; therefore, letermovir may be an OAT3
inhibitor in vivo. Plasma concentrations of medicinal products transported by OAT3 may be increased.
-Examples of medicinal products transported by OAT3 includes ciprofloxacin, tenofovir, imipenem,
and cilastin.

General information

If dose adjustments of concomitant medicinal products are made due to treatment with PREVYMIS,
doses should be readjusted after treatment with PREVYMIS is completed. A dose adjustment may
also be needed when changing route of administration or immunosuppressant.

Table 1 provides a listing of established or potentially clinically significant medicinal product
interactions. The medicinal product interactions described are based on studies conducted with
PREVYMIS or are predicted medicinal product interactions that may occur with PREVYMIS (see
sections 4.3,4.4, 5.1, and 5.2).
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Table 1: Interactions and dose recommendations with other medicinal products. Note that the
table is not extensive but provides examples of clinically relevant interactions. See also the
general text on DDIs above.

Unless otherwise specified, interaction studies have been performed with oral letermovir without
cyclosporine. Please note that the interaction potential and clinical consequences may be
different depending on whether letermovir is administered orally or intravenous, and whether
cyclosporine is concomitantly used. When changing the route of administration, or if changing
immunosuppressant, the recommendation concerning co-administration should be revisited.

Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

(CYP2C9/19 induction)

Antibiotics
nafcillin Interaction not studied. Nafcillin may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and
nafcillin is not recommended.
(P-gp/UGT induction)
Antifungals
fluconazole <> fluconazole No dose adjustment required.
(400 mg single AUC 1.03 (0.99, 1.08)
dose)/letermovir Cmax 0.95 (0.92, 0.99)
(480 mg single dose) | <> letermovir
AUC 1.11 (1.01, 1.23)
Cmax 1.06 (0.93, 1.21)
Interaction at steady state not
studied.
Expected;
<> fluconazole
<> letermovir
itraconazole <> itraconazole No dose adjustment required.
(200 mg once daily AUC 0.76 (0.71, 0.81)
PO)/letermovir Crax 0.84 (0.76, 0.92)
(480 mg once daily
PO) <> letermovir
AUC 1.33 (1.17, 1.51)
Cmax 1.21 (1.05, 1.39)
posaconazole* <> posaconazole No dose adjustment required.
(300 mg single AUC 0.98 (0.82,1.17)
dose)/ letermovir Cmax 1.11 (0.95, 1.29)
(480 mg daily)
voriconazole* | voriconazole If concomitant administration is necessary,
(200 mg twice AUC 0.56 (0.51, 0.62) TDM for voriconazole is recommended
daily)/ letermovir Cmax 0.61 (0.53, 0.71) the first 2 weeks after initiating or ending
(480 mg daily) letermovir, as well as after changing route

of administration of letermovir or
immunosuppressant.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Antimycobacterials
rifabutin Interaction not studied. Rifabutin may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and
rifabutin is not recommended.
(P-gp/UGT induction)
Rifampicin
(600 mg single dose | < letermovir
PO)/ letermovir AUC 2.03 (1.84, 2.26)
(480 mg single dose | Cmax 1.59 (1.46, 1.74)
PO) C22.01 (1.59, 2.54)
(OATP1B1/3 and/or P-gp
inhibition)
(600 mg single dose | <> letermovir
intravenous)/ AUC 1.58 (1.38, 1.81)
letermovir (480 mg Cmax 1.37 (1.16, 1.61)
single dose PO) C240.78 (0.65, 0.93)
Multiple dose rifampicin decreases plasma
(OATP1B1/3 and/or P-gp concentrations of letermovir.
inhibition) Co-administration of PREVYMIS and
(600 mg once daily | | letermovir rifampicin is not recommended.
PO)/ letermovir AUC 0.81 (0.67, 0.98)
(480 mg once daily | Cmax 1.01 (0.79, 1.28)
PO) C240.14 (0.11, 0.19)
(Sum of OATP1B1/3 and/or
P-gp inhibition and P-gp/UGT
induction)
(600 mg once daily | letermovir
PO (24 hours after AUC 0.15 (0.13,0.17)
rifampicin))3/ Cmax 0.27 (0.22, 0.31)
letermovir (480 mg | C240.09(0.06, 0.12)
once daily PO)
(P-gp/UGT induction)
Antipsychotics
thioridazine Interaction not studied. Thioridazine may decrease plasma

Expected:
| letermovir

(P-gp/UGT induction)

concentrations of letermovir.
Co-administration of PREVYMIS and
thioridazine is not recommended.

Endothelin antagonists

bosentan Interaction not studied. Bosentan may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and

bosentan is not recommended.

(P-gp/UGT induction)

Antivirals

acyclovir? <> acyclovir No dose adjustment required.

(400 mg single AUC 1.02 (0.87,1.2)

dose)/ letermovir Cmax 0.82 (0.71, 0.93)

(480 mg daily)
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Concomitant
medicinal product

Effect on concentration’

Mean ratio (90 % confidence

interval) for AUC, Cpax

(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

valacyclovir Interaction not studied. No dose adjustment required.
Expected:
<> valacyclovir
Herbal products
St. John’s wort Interaction not studied. St. John’s wort may decrease plasma
(Hypericum Expected: concentrations of letermovir.
perforatum) | letermovir Co-administration of PREVYMIS and St.
John’s wort is contraindicated.
(P-gp/UGT induction)
HIV medicinal products
efavirenz Interaction not studied. Efavirenz may decrease plasma
Expected: concentrations of letermovir.
| letermovir Co-administration of PREVYMIS and
(P-gp/UGT induction) efavirenz is not recommended.
1 or | efavirenz
(CYP2B6 inhibition or
induction)
etravirine, Interaction not studied. These antivirals may decrease plasma
nevirapine, ritonavir, | Expected: concentrations of letermovir.

lopinavir

| letermovir

(P-gp/UGT induction)

Co-administration of PREVYMIS with
these antivirals is not recommended.

HMG-CoA reductase inhibitors

atorvastatin*

(20 mg single dose)/
letermovir (480 mg
daily)

1 atorvastatin
AUC 3.29 (2.84, 3.82)
Cmax 2.17 (1.76, 2.67)

(CYP3A, OATPIB1/3
inhibition)

Statin-associated adverse events such as
myopathy should be closely monitored.
The dose of atorvastatin should not exceed
20 mg daily when co-administered with
PREVYMIS*.

Although not studied, when PREVYMIS
is co-administered with cyclosporine, the
magnitude of the increase in atorvastatin
plasma concentrations is expected to be
greater than with PREVYMIS alone.
When PREVYMIS is co-administered
with cyclosporine, atorvastatin is
contraindicated.

simvastatin,
pitavastatin,
rosuvastatin

Interaction not studied.
Expected:
1T HMG-CoA reductase
inhibitors

(CYP3A, OATPIBI1/3
inhibition)

Letermovir may substantially increase
plasma concentrations of these statins.
Concomitant use is not recommended with
PREVYMIS alone.

When PREVYMIS is co-administered
with cyclosporine, use of these statins is
contraindicated.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

fluvastatin, Interaction not studied. Letermovir may increase statin plasma
pravastatin Expected: concentrations.
1T HMG-CoA reductase
inhibitors When PREVYMIS is co-administered
with these statins, a statin dose reduction
(OATPI1B1/3 and/or BCRP may be necessary”. Statin-associated
inhibition) adverse events such as myopathy should
be closely monitored.
When PREVYMIS is co-administered
with cyclosporine, pravastatin is not
recommended while for fluvastatin, a dose
reduction may be necessary”. Statin-
associated adverse events such as
myopathy should be closely monitored.
Immunosuppressants
cyclosporine 1 cyclosporine If PREVYMIS is co-administered with
(50 mg single dose)/ | AUC 1.66 (1.51, 1.82) cyclosporine, the dose of PREVYMIS

letermovir (240 mg
daily)

Cumax 1.08 (0.97, 1.19)
(CYP3A inhibition)

should be decreased to 240 mg once daily
(see sections 4.2 and 5.1).

cyclosporine 1 letermovir Frequent monitoring of cyclosporine

(200 mg single AUC 2.11 (1.97,2.26) whole blood concentrations should be

dose)/ letermovir Cmax 1.48 (1.33, 1.65) performed during treatment, when

(240 mg daily) changing PREVYMIS administration

(OATPI1BI1/3 inhibition) route, and at discontinuation of

PREVYMIS and the dose of cyclosporine
adjusted accordingly”.

mycophenolate —mycophenolic acid No dose adjustment required.

mofetil AUC 1.08 (0.97, 1.20)

(1 g single dose)/
letermovir (480 mg
daily)

Cmax 0.96 (0.82, 1.12)

> letermovir
AUC 1.18 (1.04, 1.32)
Cmax 1.11 (0.92, 1.34)
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Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Concomitant
medicinal product

Recommendations concerning co-
administration with PREVYMIS

sirolimus*

(2 mg single dose)/
letermovir (480 mg
daily)

1 sirolimus
AUC 3.40 (3.01, 3.85)
Cimax 2.76 (2.48, 3.06)

(CYP3A inhibition)

Interaction not studied.

Expected:
<> letermovir

Frequent monitoring of sirolimus whole
blood concentrations should be performed
during treatment, when changing
PREVYMIS administration route, and at
discontinuation of PREVYMIS and the
dose of sirolimus adjusted accordingly”.
Frequent monitoring of sirolimus
concentrations is recommended at
initiation or discontinuation of
cyclosporine co-administration with
PREVYMIS.

When PREVYMIS is co-administered
with cyclosporine, also refer to the
sirolimus prescribing information for
specific dosing recommendations for use
of sirolimus with cyclosporine.

When PREVYMIS is co-administered
with cyclosporine, the magnitude of the
increase in concentrations of sirolimus
may be greater than with PREVYMIS
alone.

tacrolimus

(5 mg single dose)/
letermovir (480 mg
daily)

1 tacrolimus

AUC 2.42 (2.04, 2.88)
Cmax 1.57 (1.32, 1.86)
(CYP3A inhibition)

tacrolimus

(5 mg single dose)/
letermovir (80 mg
twice daily)

> letermovir
AUC 1.02 (0.97, 1.07)
Cmax 0.92 (0.84, 1.00)

Frequent monitoring of tacrolimus whole
blood concentrations should be performed
during treatment, when changing
PREVYMIS administration route, and at
discontinuation of PREVYMIS and the
dose of tacrolimus adjusted accordingly”.

Oral contraceptives

ethinylestradiol (EE)
(0.03 mg)/
levonorgestrel
(LNG)#

(0.15 mg) single
dose/ letermovir

— EE
AUC 142 (1.32,1.52)
Crmax 0.89 (0.83, 0.96)

— LNG
AUC 1.36 (1.30, 1.43)

No dose adjustment required.

(480 mg daily) Cmax 0.95 (0.86, 1.04)

Other systemically Risk of | contraceptive Letermovir may reduce plasma

acting oral steroids concentrations of other oral contraceptive
contraceptive steroids thereby affecting their efficacy.
steroids For adequate contraceptive effect to be

ensured with an oral contraceptive,
products containing EE and LNG should be
chosen.

43




Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Antidiabetic medicinal products

repaglinide Interaction not studied. Letermovir may increase or decrease the
Expected: plasma concentrations of repaglinide. (The
1 or | repaglinide net effect is not known).
(CYP2C8 induction, CYP2C8 | Concomitant use is not recommended.
and OATP1B inhibition)
When PREVYMIS is co-administered
with cyclosporine, the plasma
concentrations of repaglinide is expected
to increase due to the additional OATP1B
inhibition by cyclosporine. Concomitant
use is not recommended”.
glyburide Interaction not studied. Letermovir may increase the plasma

Expected:
1 glyburide

(OATP1B1/3 inhibition
CYP3A inhibition, CYP2C9
induction)

concentrations of glyburide.

Frequent monitoring of glucose
concentrations is recommended the first

2 weeks after initiating or ending
letermovir, as well as after changing route
of administration of letermovir.

When PREVYMIS is co-administered
with cyclosporine, refer also to the
glyburide prescribing information for
specific dosing recommendations.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Antiepileptic medicinal products (see also general text)

carbamazepine, Interaction not studied. Carbamazepine or phenobarbital may
phenobarbital Expected: decrease plasma concentrations of
| letermovir letermovir.
Co-administration of PREVYMIS and
(P-gp/UGT induction) carbamazepine or phenobarbital is not
recommended.
phenytoin Interaction not studied. Phenytoin may decrease plasma

Expected:
| letermovir

(P-gp/UGT induction)
| phenytoin

(CYP2C9/19 induction)

concentrations of letermovir.

Letermovir may decrease the plasma
concentrations of phenytoin.

Co-administration of PREVYMIS and
phenytoin is not recommended.

Oral anticoagulants

warfarin

Interaction not studied.
Expected:
| warfarin

(CYP2C9 induction)

Letermovir may decrease the plasma
concentrations of warfarin.

Frequent monitoring of International
Normalised Ratio (INR) should be
performed when warfarin is co-
administered with PREVYMIS treatment”.
Monitoring is recommended the first

2 weeks after initiating or ending
letermovir, as well as after changing route
of administration of letermovir or
immunosuppressant.

dabigatran

Interaction not studied.
Expected:
| dabigatran

(intestinal P-gp induction)

Letermovir may decrease the plasma
concentrations of dabigatran and may
decrease efficacy of dabigatran.
Concomitant use of dabigatran should be
avoided due to the risk of reduced
dabigatran efficacy.

When PREVYMIS is co-administered
with cyclosporine, dabigatran is
contraindicated.
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Concomitant
medicinal product

Effect on concentration’
Mean ratio (90 % confidence
interval) for AUC, Cmax
(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Sedatives
midazolam 1 midazolam Close clinical monitoring for respiratory
(1 mg single dose Intravenous: depression and/or prolonged sedation
intravenous)/ AUC 147 (1.37,1.58) should be exercised during co-
letermovir (240 mg Cmax 1.05 (0.94, 1.17) administration of PREVYMIS with
once daily PO) midazolam. Dose adjustment of

PO: midazolam should be considered”. The
midazolam (2 mg AUC 2.25 (2.04, 2.48) increase in midazolam plasma
single dose PO) / Cmax 1.72 (1.55, 1.92) concentration may be greater when oral
letermovir (240 mg midazolam is administered with letermovir
once daily PO) (CYP3A inhibition) at the clinical dose than with the dose

studied.

Opioid agonists

Examples: alfentanil,
fentanyl

Interaction not studied.
Expected:
1 CYP3A metabolised opioids

(CYP3A inhibition)

Frequent monitoring for adverse reactions
related to these medicinal products is
recommended during co-administration.
Dose adjustment of CYP3A metabolised
opioids may be needed” (see section 4.4).
Monitoring is also recommended if
changing route of administration. When
PREVYMIS is co-administered with
cyclosporine, the magnitude of the
increase in plasma concentrations of
CYP3A metabolised opioids may be
greater. Close clinical monitoring for
respiratory depression and/or prolonged
sedation should be exercised during co-
administration of PREVYMIS in
combination with cyclosporine and
alfentanil or fentanyl. Refer to the
respective prescribing information (see
section 4.4).

Anti-arrhythmic medicinal products

Expected:
1 quinidine

(CYP3A inhibition)

amiodarone Interaction not studied. Letermovir may increase the plasma
Expected: concentrations of amiodarone.
1 amiodarone
Frequent monitoring for adverse reactions
(primarily CYP3A inhibition | related to amiodarone is recommended
and CYP2CS inhibition or during co-administration. Monitoring of
induction) amiodarone concentrations should be
performed regularly when amiodarone is
co-administered with PREVYMIS*.
quinidine Interaction not studied. Letermovir may increase the plasma

concentrations of quinidine.

Close clinical monitoring should be
exercised during administration of
PREVYMIS with quinidine. Refer to the
respective prescribing information”,
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Concomitant
medicinal product

Effect on concentration’

Mean ratio (90 % confidence

interval) for AUC, Cpax

(likely mechanism of action)

Recommendations concerning co-
administration with PREVYMIS

Cardiovascular medicinal products

digoxin?

(0.5 mg single dose)/
letermovir (240 mg
twice daily)

<> digoxin
AUC 0.88 (0.80, 0.96)
Crmax 0.75 (0.63, 0.89)

(P-gp induction)

No dose adjustment required.

Proton pump inhibitors

Expected:
| pantoprazole

(likely due to induction of
CYP2C19)

Interaction not studied.
Expected:
< letermovir

omeprazole Interaction not studied. Letermovir may decrease the plasma
Expected: concentrations of CYP2C19 substrates.
lomeprazole

Clinical monitoring and dose adjustment

(induction of CYP2C19) may be needed.
Interaction not studied.
Expected:
<> letermovir

pantoprazole Interaction not studied. Letermovir may decrease the plasma

concentrations of CYP2C19 substrates.

Clinical monitoring and dose adjustment
may be needed.

Wakefulness-promoting agents

modafinil

Interaction not studied.
Expected:
| letermovir

(P-gp/UGT induction)

Modafinil may decrease plasma
concentrations of letermovir.
Co-administration of PREVYMIS and
modafinil is not recommended.

product.

*This table is not all inclusive.
| =decrease, 1 =increase

<> =no clinically relevant change
tOne-way interaction study assessing the effect of letermovir on the concomitant medicinal

S These data are the effect of rifampicin on letermovir 24 hours after final rifampicin dose.
*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 from the use of letermovir in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3).

PREVYMIS is not recommended during pregnancy and in women of childbearing potential not using
contraception.
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Breast-feeding

It is unknown whether letermovir is excreted in human milk.

Available pharmacodynamic/toxicological data in animals have shown excretion of letermovir in milk
(see section 5.3).

A risk to the newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
PREVYMIS therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Fertility

There were no effects on female fertility in rats. Irreversible testicular toxicity and impairment of
fertility was observed in male rats, but not in male mice or male monkeys.

4.7 Effects on ability to drive and use machines

PREVYMIS may have minor influence on the ability to drive or use machines. Fatigue and vertigo
have been reported in some patients during treatment with PREVYMIS, which may influence a
patient’s ability to drive and use machines (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety assessment of PREVYMIS was based on three Phase 3 clinical trials.

HSCT

In P0O01, 565 HSCT recipients received PREVYMIS or placebo through Week 14 post-transplant and
were followed for safety through Week 24 post-transplant (see section 5.1). The most commonly
reported adverse reactions occurring in at least 1% of subjects in the PREVYMIS group and at a
frequency greater than placebo were: nausea (7.2%), diarrhoea (2.4%), and vomiting (1.9%). The most
frequently reported adverse reactions that led to discontinuation of PREVYMIS were: nausea (1.6%),
vomiting (0.8%), and abdominal pain (0.5%).

In P040, 218 HSCT recipients received PREVYMIS or placebo from Week 14 (~100 days) through
Week 28 (~200 days) post-HSCT and were followed for safety through Week 48 post-HSCT (see
section 5.1). The adverse reactions reported were consistent with the safety profile of PREVYMIS as
characterised in study P0O1.

Kidney transplant
In P002, 292 kidney transplant recipients received PREVYMIS through Week 28 (~200 days) post-

transplant (see section 5.1).

Tabulated summary of adverse reactions

The following adverse reactions were identified in patients taking PREVYMIS in clinical trials. 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).
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Table 2: Adverse reactions identified with PREVYMIS

Frequency | Adverse reactions

Immune system disorders

Uncommon | hypersensitivity

Metabolism and nutrition disorders

Uncommon | decreased appetite

Nervous system disorders

Uncommon | dysgeusia, headache

Ear and labyrinth disorders

Uncommon | vertigo

Gastrointestinal disorders

Common nausea, diarrhoea, vomiting

Uncommon abdominal pain

Hepatobiliary disorders

Uncommon alanine aminotransferase increased, aspartate
aminotransferase increased

Musculoskeletal and connective tissue disorders

Uncommon | muscle spasms

Renal and urinary disorders

Uncommon | blood creatinine increased

General disorders and administration site conditions

Uncommon | fatigue, oedema peripheral

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

There is no experience with human overdose with PREVYMIS. During Phase 1 clinical trials, 86
healthy subjects received doses ranging from 720 mg/day to 1440 mg/day of PREVYMIS for up to 14
days. The adverse reaction profile was similar to that of the clinical dose of 480 mg/day. There is no
specific antidote for overdose with PREVYMIS. In case of overdose, it is recommended that the
patient be monitored for adverse reactions and appropriate symptomatic treatment instituted.

It is unknown whether dialysis will result in meaningful removal of PREVYMIS from systemic
circulation.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, direct acting antivirals, ATC code: JOSAX18

Mechanism of action

Letermovir inhibits the CMV DNA terminase complex which is required for cleavage and packaging
of viral progeny DNA. Letermovir affects the formation of proper unit length genomes and interferes
with virion maturation.
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Antiviral activity

The median ECs value of letermovir against a collection of clinical CMV isolates in a cell-culture
model of infection was 2.1 nM (range=0.7 nM to 6.1 nM, n=74).

Viral resistance

In cell culture

The CMV genes UL51, UL56, and UL89 encode subunits of CMV DNA terminase. CMV mutants
with reduced susceptibility to letermovir have been confirmed in cell culture. ECso values for
recombinant CMV mutants expressing the substitutions map to pUL51 (P91S), pUL56 (C25F, S229F,
V231A, V231L, V236A, T244K, T244R, L254F, L257F, L2571, F261C, F261L, F261S, Y321C,
L328V, M329T, A365S, N368D), and pUL89 (N320H, D344E) were 1.6- to <10-fold higher than
those for wild-type reference virus; these substitutions are not likely to be clinically relevant. ECso
values for recombinant CMV mutants expressing pULS51 substitution A95V or pUL56 substitutions
N232Y, V236L, V236M, E237D, E237G, L241P, K258E, C325F, C325R, C325W, C325Y, R369G,
R369M, R369S and R369T were 10- to 9,300-fold higher than those for the wild-type reference virus;
some of these substitutions have been observed in patients who have experienced prophylaxis failure
in clinical trials (see below).

In clinical trials

In a Phase 2b trial evaluating letermovir doses of 60, 120, or 240 mg/day or placebo for up to 84 days
in 131 HSCT recipients, DNA sequence analysis of a select region of UL56 (amino acids 231 to 369)
was performed on samples obtained from 12 letermovir-treated subjects who experienced prophylaxis
failure and for whom samples were available for analysis. One subject (who received 60 mg/day) had
a letermovir resistant genotypic variant (GV) (V236M).

In a Phase 3 trial (P001), DNA sequence analysis of the entire coding regions of UL56 and UL89 was
performed on samples obtained from 40 letermovir-treated subjects in the FAS population who
experienced prophylaxis failure and for whom samples were available for analysis. Two subjects had
letermovir-resistant GVs detected, both with substitutions mapping to pUL56. One subject had the
substitution V236M and the other subject had the substitution E237G. One additional subject, who had
detectable CMV DNA at baseline (and was therefore not in the FAS population), had pUL56
substitutions, C325W and R369T, detected after discontinuing letermovir.

In a Phase 3 trial (P040), DNA sequence analysis of the entire coding regions of UL51, UL56 and
ULB89 was performed on samples obtained from 32 subjects (regardless of treatment group) who
experienced prophylaxis failure or who discontinued early with CMV viremia. There were no
letermovir resistance-associated substitutions detected above the validated assay limit of 5%.

In a Phase 3 trial (P002), DNA sequence analysis of the entire coding regions of UL51, UL56 and
UL89 was performed on samples obtained from 52 letermovir-treated subjects who experienced CMV
disease or who discontinued early with CMV viremia. There were no letermovir resistance-associated
substitutions detected above the validated assay limit of 5%.

Cross-resistance

Cross-resistance is not likely with medicinal products with a different mechanism of action.
Letermovir is fully active against viral populations with substitutions conferring resistance to CMV
DNA polymerase inhibitors (ganciclovir, cidofovir, and foscarnet). A panel of recombinant CMV
strains with substitutions conferring resistance to letermovir was fully susceptible to cidofovir,
foscarnet and ganciclovir with the exception of a recombinant strain with the pUL56 E237G
substitution which confers a 2.1-fold reduction in ganciclovir susceptibility relative to wild-type.
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Cardiac electrophysiology

The effect of letermovir on doses up to 960 mg given intravenous on the QTc interval was evaluated in
a randomised, single-dose, placebo- and active-controlled (moxifloxacin 400 mg oral) 4-period
crossover thorough QT trial in 38 healthy subjects. Letermovir does not prolong QTc to any clinically
relevant extent following the 960 mg intravenous dose with plasma concentrations approximately 2-
fold higher than the 480 mg intravenous dose.

Clinical efficacy and safety

Adult CMV-seropositive recipients [R+] of an allogeneic hematopoietic stem cell transplant

P001: Prophylaxis through Week 14 (~100 days) post-HSCT

To evaluate letermovir prophylaxis as a preventive strategy for CMV infection or disease, the efficacy
of letermovir was assessed in a multicentre, double-blind, placebo-controlled Phase 3 trial (P001) in
adult CMV-seropositive recipients [R+] of an allogeneic HSCT. Subjects were randomised (2:1) to
receive either letermovir at a dose of 480 mg once daily adjusted to 240 mg when co-administered
with cyclosporine, or placebo. Randomisation was stratified by investigational site and risk (high vs.
low) for CMV reactivation at the time of study entry. Letermovir was initiated after HSCT (Day 0-28
post-HSCT) and continued through Week 14 post-HSCT. Letermovir was administered either orally or
intravenous; the dose of letermovir was the same regardless of the route of administration. Subjects
were monitored through Week 24 post-HSCT for the primary efficacy endpoint with continued
follow-up through Week 48 post-HSCT.

Subjects received CMV DNA monitoring weekly until post-HSCT week 14 and then every two weeks
until post-HSCT week 24, with initiation of standard-of-care CMV pre-emptive therapy if CMV
DNAemia was considered clinically significant. Subjects had continued follow-up through Week 48
post-HSCT.

Among the 565 treated subjects, 373 subjects received letermovir (including 99 subjects who received
at least one intravenous dose) and 192 received placebo (including 48 subjects who received at least
one intravenous dose). The median time to starting letermovir was 9 days after transplantation. Thirty-
seven percent (37%) of subjects were engrafted at baseline. The median age was 54 years (range: 18 to
78 years); 56 (15.0%) subjects were 65 years of age or older: 58% were male; 82% were White; 10%
were Asian; 2% were Black or African; and 7% were Hispanic or Latino. At baseline, 50% of subjects
received a myeloablative regimen, 52% were receiving cyclosporine, and 42% were receiving
tacrolimus. The most common primary reasons for transplant were acute myeloid leukaemia (38%),
myeloblastic syndrome (15%), and lymphoma (13%). Twelve percent (12%) of subjects were positive
for CMV DNA at baseline.

At baseline, 31% of subjects were at high risk for reactivation as defined by one or more of the
following criteria: Human Leucocyte Antigen (HLA)-related (sibling) donor with at least one
mismatch at one of the following three HLA-gene loci: HLA-A, -B or —DR, haploidentical donor;
unrelated donor with at least one mismatch at one of the following four HLA-gene loci: HLA-A, -B, -
C and -DRBI; use of umbilical cord blood as stem cell source; use of ex vivo T-cell-depleted grafts;
Grade 2 or greater Graft-Versus-Host Disease (GVHD), requiring systemic corticosteroids.

Primary efficacy endpoint

The primary efficacy endpoint of clinically significant CMV infection in PO01 was defined by the
incidence of CMV DNAemia warranting anti-CMV pre-emptive therapy (PET) or the occurrence of
CMV end-organ disease. The Non-Completer=Failure (NC=F) approach was used, where subjects
who discontinued from the study prior to Week 24 post-HSCT or had a missing outcome at Week 24
post-HSCT were counted as failures.

Letermovir demonstrated superior efficacy over placebo in the analysis of the primary endpoint, as
shown in Table 3. The estimated treatment difference of -23.5% was statistically significant (one-sided
p-value <0.0001).
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Table 3: P001: Efficacy results in HSCT recipients (NC=F Approach, FAS Population)

Letermovir Placebo
(N=325) (N=170)

Parameter n (%) n (%)

Primary efficacy endpoint 122 (37.5) 103 (60.6)

(Proportion of subjects who failed prophylaxis by

Week 24)

Reasons for Failures'

Clinically significant CMV infection 57 (17.5) 71 (41.8)
CMV DNAemia warranting anti-CMV PET 52 (16.0) 68 (40.0)
CMYV end-organ disease 5(1.5) 3(1.8)

Discontinued from study 56 (17.2) 27 (15.9)

Missing outcome 9(2.8) 5(2.9)

Stratum-adjusted treatment difference (Letermovir-

Placebo)?

Difference (95% CI) -23.5(-32.5,-14.6)

p-value <0.0001

T The categories of failure are mutually exclusive and based on the hierarchy of categories in the
order listed.

$95% ClIs and p-value for the treatment differences in percent response were calculated using
stratum-adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of
sample size per arm for each stratum (high or low risk). A 1-sided p-value <0.0249 was used for
declaring statistical significance.

FAS=Full analysis set; FAS includes randomised subjects who received at least one dose of study
medicine, and excludes subjects with detectable CMV DNA at baseline. Approach to handling
missing values: Non-Completer=Failure (NC=F) approach. With NC=F approach, failure was defined
as all subjects with clinically significant CMV infection or who prematurely discontinued from the
study or had a missing outcome through Week 24 post-transplant visit window.

N=number of subjects in each treatment group.

n (%)=Number (percent) of subjects in each sub-category.

Note: The proportion of subjects with detectable CMV viral DNA on Day 1 that developed clinically
significant CMV infection in the letermovir group was 64.6% (31/48) compared to 90.9% (20/22) in
the placebo group through Week 24 post-HSCT. The estimated difference (95% CI for the difference)
was -26.1% (-45.9%, -6.3%), with a nominal one-sided p-value <0.0048.

Factors associated with CMV DNAemia after Week 14 post-HSCT among letermovir-treated subjects
included high risk for CMV reactivation at baseline, GVHD, use of corticosteroids, and CMV negative
donor serostatus.
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Figure 1: P001: Kaplan-Meier plot of time to initiation of anti-CMYV PET or onset of CMV end-
organ disease through Week 24 post-transplant in HSCT recipients (FAS population)
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There were no differences in the incidence of or time to engraftment between the PREVYMIS and
placebo groups.

Efficacy consistently favoured letermovir across subgroups including low and high risk for CMV
reactivation, conditioning regimens, and concomitant immunosuppressive regimens (see Figure 2).

08K04Y 53



Figure 2: P001: Forest plot of the proportion of subjects initiating anti-CMV PET or with CMV
end-organ disease through Week 24 post-HSCT by selected subgroups (NC=F approach, FAS
population)
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NC=F, Non-Completer=Failure. With NC=F approach, subjects who discontinued from the study prior to Week 24 post-transplant or had a
missing outcome at Week 24 post-transplant were counted as failures.

P040: Prophylaxis from Week 14 (~100 days) through Week 28 (~200 days) post-HSCT

The efficacy of extending letermovir prophylaxis from Week 14 (~100 days) through Week 28

(~200 days) post-HSCT in patients at risk for late CMV infection and disease was assessed in a
multicentre, double-blind, placebo-controlled Phase 3 trial (P040) in adult CMV-seropositive
recipients [R+] of an allogeneic HSCT. Eligible subjects who completed letermovir prophylaxis
through ~100 days post-HSCT were randomised (2:1) to receive letermovir or placebo from Week 14
through Week 28 post-HSCT. Subjects were monitored through Week 28 post-HSCT for the primary
efficacy endpoint with continued off-treatment follow-up through Week 48 post-HSCT.

Among the 218 treated subjects, 144 subjects received letermovir and 74 received placebo. The
median age was 55 years (range: 20 to 74 years); 62% were male; 79% were white; 11% were Asian;
2% were Black; and 10% were Hispanic or Latino. The most common reasons for transplant were
acute myeloid leukaemia (42%), acute lymphocytic leukaemia (15%), and myelodysplastic syndrome
(11%).

At study entry, all subjects had risk factors for late CMV infection and disease, with 64% having two
or more risk factors. The risk factors included: HLA-related (sibling) donor with at least one mismatch
at one of the following three HLA-gene loci: HLA-A, -B or -DR; haploidentical donor; unrelated
donor with at least one mismatch at one of the following four HLA-gene loci: HLA-A, -B, -C

and -DRB1; use of umbilical cord blood as stem cell source; use of ex vivo T-cell-depleted grafts;
receipt of anti-thymocyte globulin; receipt of alemtuzumab; use of systemic prednisone (or equivalent)
at a dose of >1 mg/kg of body weight per day.
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Primary efficacy endpoint
The primary efficacy endpoint of P040 was the incidence of clinically significant CMV infection
through Week 28 post-HSCT. Clinically significant CMV infection was defined as the occurrence of
either CMV end-organ disease, or initiation of anti-CMV PET based on documented CMV viremia
and the clinical condition of the subject. The Observed Failure (OF) approach was used, where
subjects who developed clinically significant CMV infection or discontinued prematurely from the
study with viremia were counted as failures.

Letermovir demonstrated superior efficacy over placebo in the analysis of the primary endpoint, as
shown in Table 4. The estimated treatment difference of -16.1% was statistically significant (one-sided
p-value=0.0005). Efficacy consistently favored letermovir across subgroups based on subject
characteristics (age, gender, race) and risk factors for late CMV infection and disease.

Table 4: P040 Efficacy Results in HSCT Recipients at Risk for Late CMV Infection and

Disease (OF Approach, FAS Population)

Letermovir Placebo
(~200 days (~100 days
Parameter letermovir) letermovir)
(N=144) (N=74)
n (%) n (%)
Failures* 4(2.8) 14 (18.9)
Clinically significant CMV infection through 2(1.4) 13 (17.6)
Week 287
Initiation of PET based on documented 1(0.7) 11 (14.9)
CMYV viremia
CMV end-organ disease 1(0.7) 22.7)
Discontinued from study with CMV viremia 2(1.4) 1(1.4)

before Week 28

Stratum-adjusted treatment difference
(letermovir (~200 days letermovir)-Placebo
(~100 days letermovir))*

Difference (95% CI)

p-value

-16.1 (-25.8, -6.5)

0.0005

* The categories of failure are mutually exclusive and based on the hierarchy of categories in the

order listed.

T Clinically significant CMV infection was defined as CMV end-organ disease (proven or probable)
or initiation of PET based on documented CMV viremia and the clinical condition of the subject.

$95% Cls and p-value for the treatment differences in percent response were calculated using
stratum-adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of
sample size per arm for each stratum (haploidentical donor yes or no). A one-sided p-value <0.0249

was used for declaring statistical significance.

Approach to handling missing values: Observed Failure (OF) approach. With the OF approach,
failure was defined as all subjects who developed clinically significant CMV infection or
discontinued prematurely from the study with CMV viremia from Week 14 (~100 days) through

Week 28 (~200 days) post-HSCT.
N=Number of subjects in each treatment group.

n (%)=Number (percent) of subjects in each sub-category.
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P002: Adult CMV-seronegative recipients of a kidney transplant from a CMV-seropositive donor
[D+/R-]

To evaluate letermovir prophylaxis as a preventive strategy for CMV disease in kidney transplant
recipients, the efficacy of letermovir was assessed in a multicentre, double-blind, active comparator-
controlled non-inferiority Phase 3 trial (P002) in adult kidney transplant recipients at high risk
[D+/R-]. Subjects were randomised (1:1) to receive either letermovir or valganciclovir. Letermovir
was given concomitantly with acyclovir. Valganciclovir was given concomitantly with a placebo to
acyclovir. Randomisation was stratified by the use or non-use of highly cytolytic, anti-lymphocyte
immunotherapy during induction. Letermovir or valganciclovir were initiated between Day 0 and Day
7 post-kidney transplant and continued through Week 28 (~200 days) post-transplant. Subjects were
monitored through Week 52 post-transplant.

Among the 589 treated subjects, 292 subjects received letermovir and 297 received valganciclovir. The
median age was 51 years (range: 18 to 82 years); 72% were male; 84% were White; 2% were Asian;
9% were Black; 17% were Hispanic or Latino; and 60% received a kidney from a deceased donor. The
most common primary reasons for transplant were congenital cystic kidney disease (17%),
hypertension (16%), and diabetes/diabetic nephropathy (14%).

Primary efficacy endpoint

The primary efficacy endpoint of P002 was the incidence of CMV disease (CMV end-organ disease or
CMYV syndrome, confirmed by an independent adjudication committee) through Week 52 post-
transplant. The OF approach was used, where subjects who discontinued prematurely from the study
for any reason or were missing data at the timepoint were not considered failures.

Letermovir demonstrated non-inferiority to valganciclovir in the analysis of the primary endpoint, as
shown in Table 5.

Table 5: P002 Efficacy results in kidney transplant recipients (OF approach, FAS population)

Letermovir Valganciclovir
Parameter (N=289) (N=297)
n (%) n (%)
CMV disease* through Week 52 30 (10.4) 35(11.8)
Stratum-adjusted treatment difference
(Letermovir-Valganciclovir)'
Difference (95% CI) -1.4 (-6.5, 3.8)*

* CMV disease cases confirmed by an independent adjudication committee.

T The 95% Cls for the treatment differences in percent response were calculated using stratum-
adjusted Mantel-Haenszel method with the difference weighted by the harmonic mean of sample size
per arm for each stratum (use/nonuse of highly cytolytic, anti-lymphocyte immunotherapy during
induction).

* Based on a non-inferiority margin of 10%, letermovir is non-inferior to valganciclovir.

Approach to handling missing values: Observed Failure (OF) approach. With OF approach,
participants who discontinue prematurely from the study for any reason are not considered failures.

Note: Subjects randomised to the letermovir group were given acyclovir for herpes simplex virus
(HSV) and varicella zoster virus (VZV) prophylaxis. Subjects randomised to the valganciclovir group
were given a placebo to acyclovir.

N=number of subjects in each treatment group.
n (%)=Number (percent) of subjects in each sub-category.
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Efficacy was comparable across all subgroups, including sex, age, race, region, and the use/non-use of
highly cytolytic, anti-lymphocyte immunotherapy during induction.

Paediatric population

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

5.2 Pharmacokinetic properties

In healthy subjects, the pharmacokinetics of letermovir have been characterised following oral and
intravenous administration. Letermovir exposure increased in a greater than dose-proportional manner
with both oral or intravenous administration. The mechanism is likely saturation/autoinhibition of
OATP1B1/3. The pharmacokinetics of letermovir have also been characterised following oral and
intravenous administration in HSCT recipients (Table 6) and following oral administration in kidney
transplant recipients (Table 7).

Healthy subjects
The geometric mean steady-state AUC and Crmax values were 71,500 ngshr/mL and 13,000 ng/mL,
respectively, with 480 mg once daily oral letermovir.

Letermovir reached steady-state in 9 to 10 days with an accumulation ratio of 1.2 for AUC and 1.0 for
Cmax-

HSCT recipients

Letermovir AUC was estimated using population pharmacokinetic analyses using POO1 Phase 3 data
(see Table 6). Differences in exposure across treatment regimens are not clinically relevant; efficacy
was consistent across the range of exposures observed in POO1.

Table 6: Letermovir AUC (ngehr/mL) values in HSCT Recipients

Treatment Regimen Median (90% Prediction Interval)*
480 mg Oral, no cyclosporine 34,400 (16,900, 73,700)

480 mg intravenous, no cyclosporine 100,000 (65,300, 148,000)

240 mg Oral, with cyclosporine 60,800 (28,700, 122,000)

240 mg intravenous, with cyclosporine 70,300 (46,200, 106,000)

* Population post-hoc predictions from the population PK analysis using Phase 3 data

Kidney transplant recipients
Letermovir AUC was estimated using population pharmacokinetic analysis using P002 Phase 3 data
(see Table 7). Efficacy was consistent across the range of exposures observed in P002.
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Table 7: Letermovir AUC (ngehr/mL) values in kidney transplant recipients

Treatment Regimen Median (90% Prediction Interval)*
480 mg Oral, no cyclosporine 62,200 (28,900, 145,000)
240 mg Oral, with cyclosporine 57,700 (26,900, 135,000)

* Medians and 90% prediction intervals are based on simulations using the Phase 3 population PK
model with inter-individual variability.

Note: PK of letermovir was not studied following IV administration in kidney transplant recipients;
however, the projected AUC following IV administration is similar to the model predicted AUC
following IV administration in HSCT recipients (Table 6).

Absorption

Letermovir was absorbed rapidly with a median time to maximum plasma concentration (Tmax) of 1.5
to 3.0 hours and declined in a biphasic manner. In HSCT recipients, bioavailability of letermovir was
estimated to be approximately 35% with 480 mg once daily oral letermovir administered without
cyclosporine. The inter-individual variability for bioavailability was estimated to be approximately
37%. In kidney transplant recipients, bioavailability of letermovir was estimated to be approximately
60% with 480 mg once daily oral letermovir administered without cyclosporine.

Effect of cyclosporine

In HSCT recipients, co-administration of cyclosporine increased plasma concentrations of letermovir
due to inhibition of OATP1B. Bioavailability of letermovir was estimated to be approximately 85%
with 240 mg once daily oral letermovir co-administered with cyclosporine in patients.

If letermovir is co-administered with cyclosporine, the recommended dose of letermovir is 240 mg
once daily (see section 4.2).

Effect of food

In healthy subjects, oral administration of 480 mg single dose of letermovir with a standard high fat
and high calorie meal did not have any effect on the overall exposure (AUC) and resulted in
approximately 30% increase in peak levels (Cmax) of letermovir. Letermovir may be administered
orally with or without food as has been done in the clinical trials (see section 4.2).

Distribution

Based on population pharmacokinetic analyses, the mean steady-state volume of distribution is
estimated to be 45.5 L following intravenous administration in HSCT recipients.

Letermovir is extensively bound (98.2%) to human plasma proteins, independent of the concentration
range (3 to 100 mg/L) evaluated, in vitro. Some saturation was observed at lower concentrations.
Blood to plasma partitioning of letermovir is 0.56 and independent of the concentration range (0.1 to
10 mg/L) evaluated in vitro.

In preclinical distribution studies, letermovir is distributed to organs and tissues with the highest
concentrations observed in the gastrointestinal tract, bile duct and liver and low concentrations in the

brain.

Biotransformation

The majority of letermovir-related components in plasma is unchanged parent (96.6%). No major
metabolites are detected in plasma. Letermovir is partly eliminated by glucuronidation mediated by
UGT1A1/1A3.
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Elimination

The mean apparent terminal half-life for letermovir is approximately 12 hours with 480 mg
intravenous letermovir in healthy subjects. The major elimination pathways of letermovir is biliary
excretion as well as direct glucuronidation. The process involves the hepatic uptake transporters
OATPI1B1 and 3 followed by UGT1A1/3 catalysed glucuronidation.

Based on population pharmacokinetic analyses, letermovir steady-state apparent CL is estimated to be
4.84 L/hr following intravenous administration of 480 mg in HSCT recipients. The inter-individual
variability for CL is estimated to be 24.6%.

Excretion

After oral administration of radio-labeled letermovir, 93.3% of radioactivity was recovered in faeces.
The majority of letermovir was biliary excreted as unchanged parent with a minor amount (6% of
dose) as an acyl-glucuronide metabolite in faeces. The acyl-glucuronide is unstable in faeces. Urinary

excretion of letermovir was negligible (<2% of dose).

Pharmacokinetics in special populations

Hepatic impairment

Letermovir unbound AUC was approximately 81%- and 4-fold higher in subjects with moderate
(Child-Pugh Class B [CP-B], score of 7-9) and severe (Child-Pugh Class C [CP-C], score of 10-15)
hepatic impairment, respectively, compared to healthy subjects. The changes in letermovir exposure in
subjects with moderate hepatic impairment are not clinically relevant.

Marked increases in letermovir unbound exposure are anticipated in patients with moderate hepatic
impairment combined with moderate or severe renal impairment (see section 4.2).

Renal impairment

Clinical study in a renally impaired population

Letermovir unbound AUC was approximately 115- and 81% higher in subjects with moderate (eGFR
of 31.0 to 56.8 mL/min/1.73m?) and severe (eGFR of 11.9 to 28.1 mL/min/1.73m?) renal impairment,
respectively, compared to healthy subjects. The changes in letermovir exposure due to moderate or
severe renal impairment are not considered to be clinically relevant. Subjects with ESRD have not
been studied.

Post-kidney transplant (P002)

Based on population pharmacokinetic analysis, letermovir AUC was approximately 12%, 27% and
35% higher in subjects with mild (CrCl greater than or equal to 60 to less than 90 mL/min), moderate
(CrCl greater than or equal to 30 to less than 60 mL/min) and severe (CrCl greater than or equal to 15
to less than 30 mL/min) renal impairment, respectively, compared to subjects with CrCl greater than
or equal to 90 mL/min. These changes are not considered to be clinically relevant.

Weight

Based on population pharmacokinetic analyses in healthy subjects, letermovir AUC is estimated to be
18.7% lower in subjects weighing 80-100 kg compared to subjects weighing 67 kg. Based on
population pharmacokinetic analysis in kidney transplant recipients (P002), letermovir AUC is
estimated to be 26% lower in subjects weighing greater than 80 kg compared to subjects weighing less
than or equal to 80 kg. These differences are not clinically relevant.

Race

Based on population pharmacokinetic analyses in healthy subjects, letermovir AUC is estimated to be
33.2% higher in Asians compared to Whites. This change is not clinically relevant.
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Gender
Based on population pharmacokinetic analyses, there is no difference in letermovir pharmacokinetics
in females compared to males.

Elderly
Based on population pharmacokinetic analyses, there is no effect of age on letermovir
pharmacokinetics. No dose adjustment is required based on age.

5.3 Preclinical safety data

General toxicity

Irreversible testicular toxicity was noted only in rats at systemic exposures (AUC) >3-fold the
exposures in humans at the recommended human dose (RHD). This toxicity was characterised by
seminiferous tubular degeneration, and oligospermia and cell debris in the epididymides, with
decreased testicular and epididymides weights. There was no testicular toxicity in rats at exposures
(AUC) similar to the exposures in humans at the RHD. Testicular toxicity was not observed in mice
and monkeys at the highest doses tested at exposures up to 4-fold and 2-fold, respectively, the
exposures in humans at the RHD. The relevance to humans is unknown.

It is known that hydroxypropylbetadex can cause kidney vacuolation in rats when given intravenously
at doses greater than 50 mg/kg/day. Vacuolation was noted in the kidneys of rats administered
intravenous letermovir formulated with 1500 mg/kg/day of the cyclodextrin excipient
hydroxypropylbetadex.

Carcinogenesis

A 6-month oral carcinogenicity study in RasH2 transgenic (Tg.RasH2) mice showed no evidence of
human-relevant tumorigenesis up to the highest doses tested, 150 mg/kg/day and 300 mg/kg/day in
males and females, respectively.

Mutagenesis

Letermovir was not genotoxic in a battery of in vitro or in vivo assays, including microbial
mutagenesis assays, chromosomal aberration in Chinese Hamster Ovary cells, and in an in vivo mouse
micronucleus study.

Reproduction

Fertility

In the fertility and early embryonic development studies in the rat, there were no effects of letermovir
on female fertility. In male rats, reduced sperm concentration, reduced sperm motility, and decreased
fertility were observed at systemic exposures > 3-fold the AUC in humans at the RHD (see General
toxicity).

In monkeys administered letermovir, there was no evidence of testicular toxicity based on
histopathologic evaluation, measurement of testicular size, blood hormone analysis (follicle
stimulating hormone, inhibin B and testosterone) and sperm evaluation (sperm count, motility and
morphology) at systemic exposures approximately 2-fold the AUC in humans at the RHD.

Development

In rats, maternal toxicity (including decrease in body weight gain) was noted at 250 mg/kg/day
(approximately 11-fold the AUC at the RHD); in the offspring, decreased foetal weight with delayed
ossification, slightly oedematous foetuses, and increased incidence of shortened umbilical cords and of
variations and malformations in the vertebrae, ribs, and pelvis were observed. No maternal or
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developmental effects were noted at the dose of 50 mg/kg/day (approximately 2.5-fold the AUC at the
RHD).

In rabbits, maternal toxicity (including mortality and abortions) was noted at 225 mg/kg/day
(approximately 2-fold the AUC at the RHD); in the offspring, an increased incidence of malformations
and variations in the vertebrae and ribs were observed.

In the pre- and post-natal developmental study, letermovir was administered orally to pregnant rats.
There was no developmental toxicity observed up to the highest exposure tested (2-fold the AUC at
the RHD).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Hydroxypropylbetadex (cyclodextrin)

Sodium chloride

Sodium hydroxide (E524)

Water for injections

6.2 Incompatibilities

Incompatible medicinal products

PREVYMIS concentrate for solution for infusion is physically incompatible with amiodarone

hydrochloride, amphotericin B (liposomal), aztreonam, cefepime hydrochloride, ciprofloxacin,
cyclosporine, diltiazem hydrochloride, filgrastim, gentamicin sulphate, levofloxacin, linezolid,
lorazepam, midazolam HCI, mycophenolate mofetil hydrochloride, ondansetron, palonosetron.

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

Incompatible intravenous bags and infusion set materials

PREVYMIS concentrate for solution for infusion is incompatible with diethylhexyl phthalate (DEHP)
plasticizers and polyurethane-containing intravenous administration set tubing.

This medicinal product must not be used with other intravenous bags and infusion set materials except
those mentioned in section 6.6.

6.3  Shelf life

Unopened vial: 3 years
After opening: Use immediately

Storage of diluted solution

Chemical and physical in-use stability has been demonstrated for 48 hours at 25 °C and for 48 hours at
2to 8 °C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8 °C, unless dilution has taken place in controlled
and validated aseptic conditions.

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.
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Store in original carton to protect from light.
For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Type I (30 mL) clear glass vial with a 20 mm fluorocoated chlorobutyl stopper with aluminium flip-
off cap containing 12 mL (medium green cap) or 24 mL (dark blue cap) of solution.

Pack size: 1 vial.
6.6 Special precautions for disposal and other handling

PREVYMIS vials are for single use only.

Preparation

The preparation and administration instructions are the same for either dose.
PREVYMIS concentrate for solution for infusion must be diluted prior to intravenous use.

Inspect vial contents for discolouration and particulate matter prior to dilution. PREVYMIS
concentrate for solution for infusion is a clear, colourless solution and may contain a few product-
related small translucent or white particles. Do not use the vial if the solution is cloudy, discoloured or
contains matter other than a few small translucent or white particles.

Do not use PREVYMIS concentrate for solution for infusion with intravenous bags and infusion set
materials containing polyurethane or the plasticizer diethylhexyl phthalate (DEHP). Materials that are
phthalate-free are also DEHP-free.

Do not shake PREVYMIS vial.

Add one single-dose vial (either 12 mL (240 mg dose) or 24 mL (480 mg dose)) of PREVYMIS
concentrate for solution for infusion to a 250 mL pre-filled intravenous bag containing either sodium
chloride 9 mg/mL (0.9%) solution for injection or 5% dextrose, and mix the diluted solution by gentle
inversion. Do not shake.

Once diluted, the solution of PREVYMIS is clear, and ranges from colourless to yellow. Variations of
colour within this range do not affect the quality of the product. The diluted solution should be
inspected visually for particulate matter and discolouration prior to administration. Discard if the
diluted solution is cloudy, discoloured or contains matter other than a few small translucent or white
particles. If a vial is added to a 250 mL intravenous diluent bag, the final concentration ranges of
letermovir would be 0.9 mg/mL (for 240 mg dose) and 1.8 mg/mL (for 480 mg dose).

Administration

See section 4.2.

PREVYMIS diluted solution must be administered through a sterile 0.2 micron or 0.22 micron
polyethersulfone (PES) in-line filter.

Compatible intravenous solutions and other medicinal products

PREVYMIS concentrate for solution for infusion is compatible with 0.9% sodium chloride and 5%
dextrose solutions.
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PREVYMIS should not be co-administered through the same intravenous line (or cannula) with other
medicinal products and diluent combinations except those listed below.

List of compatible medicinal products when PREVYMIS and medicinal products* are prepared
in 0.9% sodium chloride

. Ampicillin sodium . Fluconazole

. Ampicillin sodium/Sulbactam sodium . Human insulin

. Anti-thymocyte globulin . Magnesium sulfate
. Caspofungin . Methotrexate

. Daptomycin . Micafungin

. Fentanyl citrate

*Refer to the prescribing information to confirm compatibility of simultaneous co-administration.

List of compatible medicinal products when PREVYMIS and medicinal products* are prepared
in 5% dextrose

. Amphotericin B (lipid complex)' . Hydrocortisone sodium succinate
. Anidulafungin . Morphine sulfate

. Cefazolin sodium . Norepinephrine bitartrate

. Ceftaroline . Pantoprazole sodium

. Ceftriaxone sodium . Potassium chloride

. Doripenem . Potassium phosphate

. Famotidine . Tacrolimus

. Folic acid . Telavancin

. Ganciclovir sodium . Tigecycline

*Refer to the prescribing information to confirm compatibility of simultaneous co-administration.
fAmphotericin B (lipid complex) is compatible with PREVYMIS. However, Amphotericin B (liposomal) is
incompatible (see section 6.2).

Compatible intravenous bags and infusion set materials

PREVYMIS is compatible with the following intravenous bags and infusion set materials. Any
intravenous bags or infusion set materials not listed below should not be used.

Intravenous bag materials
Polyvinyl chloride (PVC), ethylene vinyl acetate (EVA) and polyolefin (polypropylene and
polyethylene)

Infusion set materials
PVC, polyethylene (PE), polybutadiene (PBD), silicone rubber (SR), styrene—butadiene copolymer
(SBC), styrene-butadiene-styrene copolymer (SBS), polystyrene (PS)

Plasticizers
Tris (2-ethylhexyl) trimellitate (TOTM), butyl benzyl phthalate (BBP)

Catheters
Radiopaque polyurethane

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/17/1245/003

EU/1/17/1245/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 8 January 2018

Date of latest renewal: 24 August 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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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release
Organon Heist bv

Industriepark 30

2220 Heist-op-den-Berg

Belgium

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

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

e  Periodic safety update reports (PSURSs)

The requirements for submission of PSUR 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.

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

e  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:
e 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.

e  Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:
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Description

Due date

In order to optimise the sterility assurance level (SAL) of the manufacturing process, the
marketing authorisation holder should implement the measures outlined in the Post
Approval Change Management Protocol (PACMP) agreed with the CHMP concerning
development, validation and introduction of terminal sterilisation.

31 March 2025
(PACMP Step 3)
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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 for 240 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 240 mg film-coated tablets
letermovir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 240 mg of letermovir.

3. LIST OF EXCIPIENTS

Contains lactose.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet
28x1 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
The tablets shall be swallowed whole with some water.

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

Store in the original package in order to protect from moisture.
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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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1245/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

PREVYMIS 240 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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MINIMUM PARTICULARS TO APPEAR ON BLISTERS

Blister for 240 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 240 mg tablets
letermovir

2. NAME OF THE MARKETING AUTHORISATION HOLDER

MSD

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Outer carton for 480 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 480 mg film-coated tablets
letermovir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 480 mg of letermovir.

3. LIST OF EXCIPIENTS

Contains lactose.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet
28x1 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
The tablets shall be swallowed whole with some water.

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

Store in the original package in order to protect from moisture.
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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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1245/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

PREVYMIS 480 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

08KO04Y 74



MINIMUM PARTICULARS TO APPEAR ON BLISTERS

Blister for 480 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 480 mg tablets
letermovir

2. NAME OF THE MARKETING AUTHORISATION HOLDER

MSD

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

08K04Y 75



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Quter carton for 240 mg concentrate for solution for infusion

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 240 mg concentrate for solution for infusion
letermovir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 12 mL vial contains 240 mg letermovir.
Each mL contains 20 mg of letermovir.

3. LIST OF EXCIPIENTS

Contains sodium and cyclodextrin.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Intravenous use after dilution, must be infused through an in-line filter.
Single use only

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

Store in the original carton in order to protect from light.
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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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1245/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

08K04Y 7



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Vial label for 240 mg concentrate for solution for infusion

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

PREVYMIS 240 mg sterile concentrate
letermovir
I.V., must be infused through an in-line filter.

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Quter carton for 480 mg concentrate for solution for infusion

1. NAME OF THE MEDICINAL PRODUCT

PREVYMIS 480 mg concentrate for solution for infusion
letermovir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 24 mL vial contains 480 mg of letermovir.
Each mL contains 20 mg of letermovir.

3. LIST OF EXCIPIENTS

Contains sodium and cyclodextrin.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Intravenous use after dilution, must be infused through an in-line filter.
Single use only

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

Store in the original carton in order to protect from light.
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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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1245/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 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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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Vial label for 480 mg concentrate for solution for infusion

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

PREVYMIS 480 mg sterile concentrate
letermovir
I.V., must be infused through an in-line filter.

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

MSD
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

PREVYMIS 240 mg film-coated tablets
PREVYMIS 480 mg film-coated tablets
letermovir

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

important information for you.

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

e Ifyou have any further questions, ask your doctor, pharmacist, or nurse.

e 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.

e Ifyou 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

1.  What PREVYMIS is and what it is used for

2. What you need to know before you take PREVYMIS
3. How to take PREVYMIS

4. Possible side effects

5. How to store PREVYMIS

6. Contents of the pack and other information

1. What PREVYMIS is and what it is used for
PREVYMIS is an antiviral prescription medicine that contains the active substance letermovir.

PREVYMIS is a medicine for adults who have recently had a stem cell (bone marrow) transplant or a
kidney transplant. The medicine helps stop you from getting ill from CMV (‘cytomegalovirus’).

CMV is a virus. For most people, CMV does not hurt them. However, if your immune system is weak
after you get a stem cell transplant or a kidney transplant, you may be at high risk of becoming ill from
CMV.

2. What you need to know before you take PREVYMIS

Do not take PREVYMIS if:
e you are allergic to letermovir or any of the other ingredients of this medicine (listed in section 6).
e you take either of these medicines:

o pimozide - used for Tourette’s syndrome

o ergot alkaloids (such as ergotamine and dihydroergotamine) - used for migraine

headaches.

e you take the following herbal product:

o St. John’s wort (Hypericum perforatum)
Do not take PREVYMIS if any of the above apply to you. If you are not sure, talk to your doctor,
pharmacist or nurse before taking PREVYMIS.

If you are taking PREVYMIS with cyclosporine, do not take the following medicines:

o dabigatran - used for blood clots
o atorvastatin, simvastatin, rosuvastatin, pitavastatin —for high cholesterol
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Warnings and precautions

If you are also taking a medicine for high cholesterol (see list of medicines in section “Other
medicines and PREVYMIS” below) you must tell your doctor immediately if you have unexplained
muscle aches or pains especially if you feel unwell or have a fever. Your medicine or dose may then
need to be changed. See the package leaflet for your other medicine for further information.

Additional blood tests may be needed to monitor the following medicines:
e Cyclosporine, tacrolimus, sirolimus
e Voriconazole

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

Other medicines and PREVYMIS

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

There are some medicines you must not take with PREVYMIS (see list under “Do not take
PREVYMIS if:”).

There are some additional medicines you must not take with PREVYMIS and cyclosporine (see list
under “If you are taking PREVYMIS with cyclosporine, do not take the following medicines:”).

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:
alfentanil - for severe pain

fentanyl - for severe pain

quinidine - for abnormal heart rhythms

cyclosporine, tacrolimus, sirolimus - used to prevent transplant rejection
voriconazole - for fungal infections

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

glyburide, repaglinide - for high blood sugar

carbamazepine, phenobarbital, phenytoin - for fits or seizures
dabigatran, warfarin - used to thin the blood or for blood clots
midazolam — used as a sedative

amiodarone - used to correct irregular heartbeats

oral contraceptive steroids-for birth control

omeprazole, pantoprazole — for stomach ulcers and other stomach
problems

nafcillin - for bacterial infections

rifabutin, rifampicin - for mycobacterial infections

thioridazine - for psychiatric disorders

bosentan - for high blood pressure in the vessels in the lungs

efavirenz, etravirine, nevirapine, lopinavir, ritonavir - for HIV
modafinil - for wakefulness

You can ask your doctor or pharmacist for a list of medicines that may interact with PREVYMIS.
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. PREVYMIS is not recommended in pregnancy. This is because it
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has not been studied in pregnancy and it is not known if PREVYMIS 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 PREVYMIS. This is because it is not known if
PREVYMIS gets in your breast milk and will be passed to your baby.

Driving and using machines

PREVYMIS may have minor influence on your ability to drive and use machines (see section 4
“Possible side effects” below). Some patients have reported fatigue (feeling very tired) or vertigo
(feeling like you are spinning) during treatment with PREVYMIS. If you experience any of these
effects, do not drive or use machines until the effect wears off.

PREVYMIS contains lactose
PREVYMIS contains lactose monohydrate. If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicinal product.

PREVYMIS contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that isto say essentially ‘sodium-
free’.

3. How to take PREVYMIS

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

How much to take

The recommended dose of PREVYMIS is one 480 mg tablet once a day. If you also take cyclosporine,
your doctor will decrease the dose of PREVYMIS to one 240 mg tablet once a day.

e Take PREVYMIS at the same time every day.

e Take it with or without food.

How to take
e Swallow the tablet whole with some water. Do not break, crush, or chew the tablet.

If you take more PREVYMIS than you should
If you take more PREVYMIS than you should, call your doctor straight away.

If you forget to take PREVYMIS

It is very important that you do not miss or skip doses of PREVYMIS.

o If you forget a dose, take it as soon as you remember. However, if it is nearly time for the next
dose, skip the missed dose. Take your next dose at the usual time.

o Do not take two doses of PREVYMIS at the same time to make up for a missed dose.

o If you are not sure what to do, call your doctor or pharmacist.

Do not stop taking PREVYMIS

Do not stop taking PREVYMIS without talking to your doctor first. Do not run out of PREVYMIS.
This will give the medicine the best chance to keep you from becoming ill from CMV after you get a
stem cell transplant or a kidney transplant.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist, or nurse.
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4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Common: may affect up to 1 in 10 people

. diarrhoea
. feeling sick (nausea)
o being sick (vomiting)

Uncommon: may affect up to 1 in 100 people

o allergic reaction (hypersensitivity) — the signs may include wheezing, difficulty breathing,
rashes or hives, itchiness, swelling

loss of appetite

changes in taste

headache

feeling like you are spinning (vertigo)

stomach ache

abnormalities in laboratory tests of liver function (i.e. raised levels of liver enzymes)
muscle spasms

high blood creatinine - shown in blood tests

feeling very tired (fatigue)

swelling of hands or feet

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.

5. How to store PREVYMIS

Keep this medicine out of the sight and reach of children.

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

This medicine does not require any special temperature storage conditions. Store in the original
package in order to protect from moisture.

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 PREVYMIS contains

The active substance is letermovir. Each film-coated tablet contains 240 mg letermovir or 480 mg
letermovir.

The other ingredients are:

Tablet core

Microcrystalline cellulose (E460), croscarmellose sodium (E468), povidone (E1201), colloidal
anhydrous silica (E551), magnesium stearate (E470b).
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Film-coating

Lactose monohydrate, hypromellose (E464), titanium dioxide (E171), triacetin (E1518), iron oxide
yellow (E172), iron oxide red (only for 480 mg tablets) (E172), carnauba wax (E903). See section 2
“PREVYMIS contains lactose” and “PREVYMIS contains sodium”.

What PREVYMIS looks like and contents of the pack
PREVYMIS 240 mg film-coated tablet (“tablet”) is a yellow oval tablet, debossed with “591” on one
side and corporate logo on the other side. The tablet is 16.5 mm long and 8.5 mm wide.

PREVYMIS 480 mg film-coated tablet (“tablet”) is a pink oval, bi-convex tablet, debossed with “595”
on one side and corporate logo on the other side. The tablet is 21.2 mm long and 10.3 mm wide.

The 28x1 tablets are packaged into a carton containing Polyamide/Aluminium/PVC — Aluminium
perforated unit dose blister cards (total of 28 tablets).

Marketing Authorisation Holder
Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

Manufacturer
Organon Heist bv
Industriepark 30

2220 Heist-op-den-Berg
Belgium

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

bbarapus

Mepxk lapm u Joym bearapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)
e-mail@msd.de
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Lietuva

UAB Merck Sharp & Dohme
Tel. +370 5278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com



Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

E\rada

MSD A.0.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia
Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00

msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska:

Merck Sharp & Dohme d.o.o.
Tel: + 3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.1.

Tel: 800 23 99 89 (+39 06 361911)
medicalinformation.it@msd.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: + 371 67364224
msd_lv@merck.com

This leaflet was last revised in {MM/YYYY}.

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 5204 201

msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

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

http://www.ema.europa.cu .
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Package leaflet: Information for the patient

PREVYMIS 240 mg concentrate for solution for infusion
PREVYMIS 480 mg concentrate for solution for infusion
letermovir

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

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

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

e Ifyou 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

1. What PREVYMIS is and what it is used for

2. What you need to know before you are given PREVYMIS
3. How you are given PREVYMIS

4. Possible side effects

5. How to store PREVYMIS

6. Contents of the pack and other information

1. What PREVYMIS is and what it is used for
PREVYMIS is an antiviral prescription medicine that contains the active substance letermovir.

PREVYMIS is a medicine for adults who have recently had a stem cell (bone marrow) transplant or a
kidney transplant. The medicine helps stop you from getting ill from CMV (‘cytomegalovirus’).

CMV is a virus. For most people, CMV does not hurt them. However, if your immune system is weak
after you get a stem cell transplant or a kidney transplant, you may be at high risk of becoming ill from
CMV.

2. What you need to know before you are given PREVYMIS

You should not be given PREVYMIS if:
e you are allergic to letermovir or any of the other ingredients of this medicine (listed in section 6).
e you take either of these medicines:

o pimozide - used for Tourette’s syndrome

o ergot alkaloids (such as ergotamine and dihydroergotamine) - used for migraine

headaches.

e you take the following herbal product:

o St. John’s wort (Hypericum perforatum)
You should not be given PREVYMIS if any of the above apply to you. If you are not sure, talk to your
doctor, pharmacist or nurse before you are given PREVYMIS.

If you are taking PREVYMIS with cyclosporine, do not take the following medicines:

o dabigatran - used for blood clots
o atorvastatin, simvastatin, rosuvastatin, pitavastatin —for high cholesterol
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Warnings and precautions

If you are also taking a medicine for high cholesterol (see list of medicines in section “Other
medicines and PREVYMIS” below) you must tell your doctor immediately if you have unexplained
muscle aches or pains especially if you feel unwell or have a fever. Your medicine or dose may then
need to be changed. See the package leaflet for your other medicine for further information.

Additional blood tests may be needed to monitor the following medicines :
o Cyclosporine, tacrolimus, sirolimus
. Voriconazole

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

Other medicines and PREVYMIS
Tell your doctor or pharmacist if you are taking, have recently taken, or might take any other
medicines. This is because PREVYMIS may affect the way other medicines work, and other

medicines may affect how PREVYMIS works. Your doctor or pharmacist will tell you if it is safe to
take PREVYMIS with other medicines.

There are some medicines you must not take with PREVYMIS (see list under “You should not be
given PREVYMIS if:”).

There are some additional medicines you must not take with PREVYMIS and cyclosporine (see list
under “If you are taking PREVYMIS with cyclosporine, do not take the following medicines:”).

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:
alfentanil - for severe pain

fentanyl - for severe pain

quinidine - for abnormal heart rhythms

cyclosporine, tacrolimus, sirolimus - used to prevent transplant rejection
voriconazole - for fungal infections

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

glyburide, repaglinide - for high blood sugar

carbamazepine, phenobarbital, phenytoin - for fits or seizures
dabigatran, warfarin - used to thin the blood or for blood clots
midazolam — used as a sedative

amiodarone - used to correct irregular heartbeats

oral contraceptive steroids-for birth control

omeprazole, pantoprazole — for stomach ulcers and other stomach
problems

nafcillin - for bacterial infections

rifabutin, rifampicin - for mycobacterial infections

thioridazine - for psychiatric disorders

bosentan - for high blood pressure in the vessels in the lungs

efavirenz, etravirine, nevirapine, lopinavir, ritonavir - for HIV
modafinil - for wakefulness

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

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. PREVYMIS is not recommended in pregnancy. This is because it
has not been studied in pregnancy and it is not known if PREVYMIS will harm your baby while you
are pregnant.
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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 PREVYMIS. This is because it is not known if
PREVYMIS gets in your breast milk and will be passed to your baby.

Driving and using machines

PREVYMIS may have minor influence on your ability to drive and use machines (see section 4
Possible Side Effects below). Some patients have reported fatigue (feeling very tired) or vertigo
(feeling like you are spinning) during treatment with PREVYMIS. If you experience any of these
effects, do not drive or use machines until the effect wears off.

PREVYMIS contains sodium
PREVYMIS contains sodium. If you are on a low sodium diet, talk to your doctor before you are
given this medicine.

Each 240 mg vial contains 23 mg sodium (main component of cooking/table salt). This is equivalent
to 1.15% of the recommended maximum daily dietary intake of sodium for an adult.

Each 480 mg vial contains 46 mg sodium (main component of cooking/table salt). This is equivalent
to 2.30% of the recommended maximum daily dietary intake of sodium for an adult.

PREVYMIS contains cyclodextrin
Each 240 mg dose (12 mL vial) of this medicine contains 1800 mg cyclodextrin.
Each 480 mg dose (24 mL vial) of this medicine contains 3600 mg cyclodextrin.

If you have a kidney disease, talk to your doctor before you receive this medicine.

3. How you are given PREVYMIS

The recommended dose of PREVYMIS is 480 mg once a day. If you also take cyclosporine, your
doctor will decrease the dose of PREVYMIS to 240 mg once a day.

You will get PREVYMIS as an infusion (drip) into a vein and it will take about 1 hour.

You will get PREVYMIS once a day.

If you are given more PREVYMIS than you should
If you think you have been given too much PREVYMIS, tell your doctor straight away.

If you miss your appointment to get PREVYMIS
It is very important that you do not miss or skip doses of PREVYMIS.
o If you miss your appointment to get PREVYMIS, call your doctor straight away to reschedule

your appointment.

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.

Common: may affect up to 1 in 10 people

o diarrhoea
. feeling sick (nausea)
o being sick (vomiting)
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Uncommon: may affect up to 1 in 100 people

o allergic reaction (hypersensitivity) — the signs may include wheezing, difficulty breathing,
rashes or hives, itchiness, swelling

loss of appetite

changes in taste

headache

feeling like you are spinning (vertigo)

stomach ache

abnormalities in laboratory tests of liver function (i.e. raised levels of liver enzymes)
muscle spasms

high blood creatinine - shown in blood tests

feeling very tired (fatigue)

swelling of hands or feet

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.

5. How to store PREVYMIS
Keep this medicine out of the sight and reach of children.

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

This medicine does not require any special temperature storage conditions. Store in original carton to
protect from light.

Chemical and physical in-use stability has been demonstrated for 48 hours at 25 °C and for 48 hours at
2to 8 °C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8 °C, unless dilution has taken place in controlled
and validated aseptic conditions.

Any unused portion of the infusion solution should be discarded.

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 PREVYMIS contains

The active substance is letermovir. Each vial contains 240 mg or 480 mg letermovir. Each mL of
concentrate contains 20 mg.

The other ingredients are: hydroxypropylbetadex (cyclodextrin), sodium chloride, sodium hydroxide
(E524), water for injections. See section 2 “PREVYMIS contains sodium” and “PREVYMIS contains
cyclodextrin”.

What PREVYMIS looks like and contents of the pack
PREVYMIS 240 mg and 480 mg concentrate for solution for infusion (sterile concentrate) is a clear,
colourless liquid and may contain a few product-related small translucent or white particles.
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The 240 mg and 480 mg concentrate for solution for infusion is packaged in clear, glass vials. Each

vial is packaged in a carton.

Marketing Authorisation Holder
Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

Manufacturer
Organon Heist bv
Industriepark 30

2220 Heist-op-den-Berg
Belgium

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

bbarapus

Mepxk lapn u Joym bearapus EOO
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.0.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark
MSD Danmark ApS
TIf: + 45 4482 4000

dkmail@merck.com

Deutschland

MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EArada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com
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Lietuva

UAB Merck Sharp & Dohme
Tel. +370 5278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com
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France
MSD France
Tél: + 33 (0) 1 8046 40 40

Hrvatska:

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.1.

Tel: 800 23 99 89 (+39 06 361911)
medicalinformation.it@msd.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: + 371 67364224
msd_lv@merck.com

This leaflet was last revised in {MM/YYYY}.

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija
Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 5204 201

msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

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

http://www.ema.europa.cu .

The following information is intended for healthcare professionals only:

Administration instructions for PREVYMIS concentrate for solution for infusion

PREVYMIS concentrate for solution for infusion vials are for single use only. Discard any unused

portion.

Administration through a sterile 0.2 or 0.22 micron PES in-line filter

PREVYMIS concentrate for solution for infusion may contain a few product-related small translucent
or white particles. Administration of PREVYMIS diluted solution always requires the use of a sterile
0.2 micron or 0.22 micron PES in-line filter, regardless of whether these product-related particles are
visible in the vial or diluted solution.
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Preparation

PREVYMIS concentrate for solution for infusion must be diluted prior to intravenous use. The
preparation and administration instructions are the same for either dose.

Inspect vial contents for discolouration and particulate matter prior to dilution. PREVYMIS
concentrate for solution for infusion is a clear, colourless solution and may contain a few
product-related small translucent or white particles.

Do not use the vial if the solution is cloudy, discoloured or contains matter other than a few small
translucent or white particles.

Do not use PREVYMIS concentrate for solution for infusion with intravenous bags and infusion
set materials containing polyurethane or the plasticizer diethylhexyl phthalate (DEHP). Materials
that are phthalate-free are also DEHP-free.

Do not shake PREVYMIS vial.

Add one single-dose vial of (either 12 mL (240 mg dose) or 24 mL (480 mg dose)) of PREVYMIS
concentrate for solution for infusion to a 250 mL pre-filled intravenous bag containing either 0.9%
sodium chloride or 5% dextrose, and mix the diluted solution by gentle inversion. Do not shake.
Once diluted, the solution of PREVYMIS is clear, and ranges from colourless to yellow.
Variations of colour within this range do not affect the quality of the product. The diluted solution
should be inspected visually for particulate matter and discolouration prior to administration.
Discard if the diluted solution is cloudy, discoloured, or contains matter other than a few small
translucent or white particles. If a vial is added to a 250 mL intravenous diluent bag, the final
concentration ranges of letermovir would be 0.9 mg/mL (for 240 mg dose) and 1.8 mg/mL (for
480 mg dose).

Administration

The diluted solution must be administered through a sterile 0.2 micron or 0.22 micron PES in-line
filter.

Do not administer the diluted solution through a filter other than a sterile 0.2 micron or

0.22 micron PES in-line filter.

Administer as an intravenous infusion only. Do not administer as an intravenous push or bolus.
After dilution, administer PREVYMIS via intravenous infusion via peripheral or central venous
catheter using a total time of approximately 60 minutes. Administer the entire contents of the
intravenous bag.

Compatible intravenous solutions and other medicinal products

08K04Y

PREVYMIS concentrate for solution for infusion is compatible with 0.9% sodium chloride and
5% dextrose solutions.

Compatible medicinal products are listed below.

This medicinal product must not be mixed with other medicinal products except those listed
below.

PREVYMIS should not be co-administered through the same intravenous line (or cannula) with
other medicinal products and diluent combinations except those listed below.
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List of compatible medicinal products when PREVYMIS and medicinal products* are prepared
in 0.9% sodium chloride

. Ampicillin sodium . Fluconazole

. Ampicillin sodium/Sulbactam sodium . Human insulin

. Anti-thymocyte globulin . Magnesium sulfate
. Caspofungin . Methotrexate

. Daptomycin . Micafungin

. Fentany]l citrate

*Refer to the prescribing information to confirm compatibility of simultaneous co-administration.

List of compatible medicinal products when PREVYMIS and medicinal products* are prepared
in 5% dextrose

. Amphotericin B (lipid complex)' . Hydrocortisone sodium succinate
. Anidulafungin . Morphine sulfate

. Cefazolin sodium . Norepinephrine bitartrate

. Ceftaroline . Pantoprazole sodium

. Ceftriaxone sodium . Potassium chloride

. Doripenem . Potassium phosphate

. Famotidine . Tacrolimus

. Folic acid . Telavancin

. Ganciclovir sodium . Tigecycline

*Refer to the prescribing information to confirm compatibility of simultaneous co-administration.
fAmphotericin B (lipid complex) is compatible with PREVYMIS. However, Amphotericin B (liposomal) is
incompatible (see section 6.2).

Compatible intravenous bags and infusion set materials

PREVYMIS is compatible with the following intravenous bags and infusion set materials. Any
intravenous bags or infusion set materials not listed below should not be used.

Intravenous bag materials
Polyvinyl chloride (PVC), ethylene vinyl acetate (EVA) and polyolefin (polypropylene and
polyethylene)

Infusion set materials
PVC, polyethylene (PE), polybutadiene (PBD), silicone rubber (SR), styrene—butadiene copolymer
(SBC), styrene-butadiene-styrene copolymer (SBS), polystyrene (PS)

Plasticizers
Tris (2-ethylhexyl) trimellitate (TOTM), butyl benzyl phthalate (BBP)

Catheters
Radiopaque polyurethane

Incompatible medicinal products

PREVYMIS concentrate for solution for infusion is physically incompatible with amiodarone

hydrochloride, amphotericin B (liposomal), aztreonam, cefepime hydrochloride, ciprofloxacin,
cyclosporine, diltiazem hydrochloride, filgrastim, gentamicin sulphate, levofloxacin, linezolid,
lorazepam, midazolam HCI, mycophenolate mofetil hydrochloride, ondansetron, palonosetron.

Incompatible intravenous bags and infusion set materials

PREVYMIS is incompatible with diethylhexyl phthalate (DEHP) plasticizers and
polyurethane-containing intravenous administration set tubing.
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Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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CREMRMESERMEY 1 b X A0 A JL RBELAE)

%55 KA OFGAZ X 2 EELREHPME SN TV LDT, ik

FHIAIEAE ) A 7 OB AR 2 (e o MR e 2% %
i) RV LERERREERESEL AT LEEIIOAR
w5352 L,



*6. BEARUVHAE
(A b AHOT A I ZRELAE)
WEERE
HHL RAIIEN VA 27 a ek LCLR900me % 1 H 2,
ARIRO#S T %,
MiiFhE
HHL. RISV 7 a ek LCLR900me % 1 H 1A,
ARIRO#S T %,
(e (EmaMpaBiEaiRd) K39 a bxH0OY
A Jb 2B DRAEIH)
SEL ANV vz a e LCLR900mg % 1 H 1A,
ARICRORST 5,
SEEL NIV vz e LTkAICE D ER L
EREAIHIE, SRICEO#EGET 5. 72720, IHH=E L
TI00mg#% M2 2\ 2 & HEERERE A EEATI50 X D) Bl
WAIE150% v b 2 ko
P58 (mg)
=T ARFWRE (m2) x e RERk KA #E (mL/min/1.73m?)
BEMRMEAERMEY 1 b X H O™ 1 JL ZEELSE)
WE. FAERROCHIBIZEAVET Y7L E LTl
16mg/kg#x 1H2M, #1535,

7. BERVAZICEET 33E
(GhEeHE)

74 KA G d L iR ERE A (500/mm3ki) . IR A
(25,000/mm3Eii) IFANEZ TV VD (8g/dLAm) &5,
LW HEHEIEIATRES S o ad, e E T 5 F T
W22 &, TNX)BEOIFHERKA (500~1,000/mm?)
T IV (25,000~50,000/mm?) DA IdE S5 &,
[11. 21. 83, 11.1.1 &&]

*T72 BHEEDODH L EE . BHEOKT LTCwsBETIE, M)
WAL R S5 DT, REFEGIZH 72 - CEIME 7 L 7 F
SR VTFZ )T I VAEETLI L, BT
T2, HGEROFTEEICE L. WA BT 24 E ToEEER 72
FHNOWEDOHE % THEIIRT, [92, 974, 98, 1661 =

i8]
VA a= IN1) FHEEA50mg D R O &=
1 7 VA . N
7V M| AR SR
(mL/min)
=60 1101900mg% 1H 21 | 1[m900mg% 1H 11l
40~59 1191450mg % 1 H 21 1111450mg % 1 H 1[A]
1[450mgx 1H B %
25~39 11450mg % 1 F 115l (2F 1= 1E)
1\450mgx 1H B & .
. i
10~24 R 11D 11450mg % 3E2J]
SLTF= | NUFFETAL 0y 75000med k& O R
1 7 VA N .
7T e MR, SEREBIH
(mL/min)
=60 1E1900mg % 1 H 28 | 1181900mg% 1 H 1]l
40~59 1E1450mg% 1 H 2 | 181450mg % 1 H 1]l
25~39 1a1450mg% 1H 1A | 1[1225mg% 1H 11l
10~24 101225mg% 1H 1A | 1[125mg% 1H 1]
<10 1[01200mg % JE3[EENT # | 1181100mg % B3 [alENT 7
WwmrzL7F=r )79 ARMEZ LT F = iz v
DT THEETALZ &,
D (140-4F- 5 [4F-]) x (fk & [kg])

(72)x (i 7 L 7 F = M mg/dL])
DY E=085x B D H
(B b XHOT A IV ZERAE)

7.3 WIGBHIZ DT, 21 H M % 8 2 2 KA G- OB &% K 0%
SVEICHET AERIEIESN T AVWOT, 21HM %2 B2 5
53, H#E EORRED EREE ER 2 EHET S NS EED
AIZRD Z &, [17.1.1 2]

7.4 A b AF O A ) AMED BV ZRERE L 286121k W
IR AR T2 L,

8Q5CN

7.5 MEFHAR IS R EO R ERIET RIS EHTE N D
BEIZDOHITV, ALELERGIIEIT 5 L,
7.6 MEFRAE R IIEIRAEAL L 72356 1E . WIIRIRICIR 2 58 8
THI L,
(FEfiE (EnBMRBEER) S0 Y0 MxHOY
A IV ZRERE D FEAE I
7.7 BRI L0 T2 MG L. BRAEE TIE2000 T
DS OIS EAEE TIZI00H £ TG 2 BL L §5 2 LY,
GEMRMEERMEY A b A HOT 1 IV RRELRIE)

*7.8 H G267 H 2l 2 723565 O MIE R & 2 1
HImoNTE ¥, FEHRFHEBRIZ B W THD A S
NT2HEEZEEL, RKAORTHEI6r HEHEET 52
Lo [1521, 1522, 1713 Z:H]

8. EELEXKER
(ZhEEE)

8.1 AHIOFGIZ L 2 EELEIEHAMEGE ENTVE Z & RUAE
FIASH A b AT A ) REGE & 5EIH S & HEF TRV
LERAHIZBE, RFOMHIZH 2o TIEEOREME D &
OTHEBROBERFHEEICEZ L L, T2, BREZEIEHD
BRI LBENOHLZ L RVPZONEYBH L HPAL
FEEHBEEG T,

8.2 AL, WILEE, HRL 2 ITIEHERBMPOAT 2 7 a eIk
sz, RAZHSTH5E120E, v ra )i
EHA LD DAUCYEL BB eNHEDOT, oK
IV RUTH BRSO RANEE T 2561, BHEOREE T
SRS L, EEICHGT 52, (1612 ]

8.3 RAIOFLG- L, IMEREL. M/INIELEE O I A AR A % 47 )
Zko [11. 210 71, 911, 912, 1111, 1112 ]

8.4 FHIDIEWAHI TH LAY 2 7 BN DG L) ERE
WIBT LI EPMEINTVWDLIOT, MEZLT7F=U )
Co V7 F=rvr )79y AREERICEASES L2, (1113
%]

8.5 RHI K OAFNOIGHERBW TH LA v 70 VD512 X
DR EE, O v, BB, AL S Tw s o
T, KFEFE G o BHE T HEEOERR, k%t o
PR ICER SRV b,

(A M AHOY A IV ZELAE)

8.6 YA b ATy A ) AME L OF G-I IZ oW TIE, ERYL
DERDOHA KT A V&, IO HRESEIZTH I L,
FEMRMERMY A M X H O AL RERIE)

*8.7 AHNZ T LBC1E. ERNOFEZDOTA FF4 VE, &
HoFmesE 12352 &,

9. BHENEREZEI2BREICHTIER

9.1 AHHE - IEEEDH 5 BE

9.1.1 EAFIC L5 AMBKRD ODBRERED H 3 BE
RHNOPEZ &) EE LI PEEA RO 5 Tw b, [11L
83. 1111 =]

9.1.2 /MR (25,000/mm3LL_E100,000/mm3kiE) Db 3 HBE
RHN OGN &0 EE 2 MM DR S Tw b, [11L
83. 1111, 11.1.2 =M]

9.1.3 R, BEZEEOBREEDH 2 BE. EJICL 35EHR
RIER HREMEELECEDHIEE
AR E 2 B S BENDDH 5,

9.2 BiREEEERE
Wy rualolfdEifoLks 7)) 75 v AT
Hshd b, [72. 974, 1661 2]

9.3 [F#REEE RS
JFH e E 4 AL S BENDDH 5,

9.4 £JEREEE T 2E

9410 IR AWHEMED & A LWSER T 2856 58Ik
B 2179 L HiRES 52 &, [1.3. 95, 1521 2]

9.4.2 /8— b F—DUEIET 2 REEOH 2 B ERH T 52546
P G- v B O 5290 H RIS A #) 2 B % 479 & 9 83
T2 L, REOHEURBW CHL T 70V T, <



7 A% W7 I B CRIEFEE RO S Tw»
%, [13. 1521 2]

9.5 1Ehw

TEI SRR L T A WREME D & 2 I35 L w2 &,
KENOEFEHER#WTHL T v r7a Vi Aw-BiWEER
(7, BIRNIES) © E2REoMT, ERE (MR
) ROBEREDS DD 2 EBWMESN TS, [13, 24,
941, 1521, 1524 Z]

9.6 HIlw

BHMM P L 22 D E Lve RO HY
THHHy7a Ve HwzEmES (59 b)) 2BV,
FLANOBITPBOON T WS, $72. o r7u)vids)
WEEE (w7 ) IZBWTEDPAENED LN TS, [1.3,

1522 ]
9.7 NEFE
(RhEEStIE)

9.71 BG5S L 2 B AN R O EEE O N H 5 2 &
FEEICEB L, WREOAIED R LR S &k
ENLEICORTEE TS L, [13, 1521, 1522 &7]
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To2BENWNH L. [72 B
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KENOEHER DT> v 70
CLEDHHIZEY, V¥
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572 v OAUCH84%., 124%3
B, 5mg/kg/H. 10mg/kg/H
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Tl oRENRH L, W on
ELVROY RT7 T 3wing
I ERRA . BIOJER & 7% 5
WHEMEASH B DT, BT B
BRAF LY R 7Y %iE
T5HZ &,

AR L ASH] e
OB I O B
73 OV % B 58
D,

SIUAKY Y

KENOEWER B D> > 70
EILEoBHIZED, Y7o
R Y ORI ZE R G 2
72l O IF VAT, iE 2 L
TFZVREN AT S LD
H0H 5o

RIF DI
%O

THNAY N

KENOEWER I O > 2 70
ELVEDBHICEY, Ty
QENVDEZ YT T AD20%
KFL., Z2o#R, BERH®

A C 5
WAHET o

40% P L 72 & OENH 5,

08Q5CN
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B ET2FN (ELVEOPAICED ., By 7 [Whses 5, MR ST S, BRBEPECTIN %

DULRITT ) — Lk TR, EhEE, AE K.
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R3OS BIRE C R TR T M. R, MR
fLidv #2605, Bk ©ORE.EIR, HH. BE
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72 F N LKA (EEERERE WL, BITRE. AR, %
BEHEAOHIE) 2T 25 SR R, EERH.
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11. BI¥EM Tl AST EH - ALT L%, %

KOBWER DS HbND 2 LN bOT, BELE T, A - ALPl% - LDH

BEDRD O NI G % kT B % S L % 1T b 55 o R R

3k, #

1.1 EALEHER i - BHER |CKES BARRG. W NI 5 P

11.1.1 MRS (64%), B8ME. MBS, BEREM MDA, TS
afl. PR, . MRS (O35S 5%A0E) A (RIRPEE gt MR EE, MEREgE.
G B A FUMEREA PRI, B, MR Wi MR AR JE. RRRE
DRI B ENEERT %55 5 2 EAF O B WO, SRR A
5 xhikva2 k. [1.1. 21, 7.1, 83, 911, 912 % TRBE . REESE. HiE.
] Eg, RS

11.1.2 IUMRRA I > ERARIN MEEHMESE) (G%40) Tot RIRE FEED, A LHT 2R,
[11. 21. 83. 912 %] MR AR L FLES L 7

11.1.3 BRE (EEARNR) vy A KA A
(84 20 . REAMAE, K5 R

11.1.4 B% (5%kii) AMAE L~ 7 A 277 A

11.1.5 BEMMALMEIRE (B RT) D Weh

11.1.6 P, WHFMEEE. 0%, B 8 (VTR L5%%k
W) B OHEERDIE)

1117 BESOBHEE RV RERHE CIET 5 BRE (5%
ReilfieD)

11.2 ZOMBOEHER
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BHEEAH )

B R A, (FEEERE £ .
F Bk B mAE . )~ 2N HiE
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Wik, BERE. TRORE, &
i REBEREE . M. MK,
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AR ST, fRiME. K
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L

08Q5CN

1ED) REIWEH ORBULIX, AHEFRICED CHBBUE R O RER
TERMEORRE G T
BEZEANORIWE S, AR OIE DL MEFHRE T > v o
0 eV RGH TR O FIN O Z BRI ES ¢ (WFho
TAVEFH O A HERR L CRERTREMNEORRZ ED).
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13. BEHRE

13.1 fER
HERMEDA % L L B10E L Lo &% # 0 MikS s n %
gdz (JLT7Fr o UT T AMET) ObbEHT, B
B 2 BB (CEBEIEER) A SN S5, £20 K
Fl & e S Lo s, Bk Em S A TR S 5 o

13.2 LB
MRS % N 5 7290 (2 ML0OE T Je UK 53 4#G % 1
HooNd,

PR

1

14, BRAELDEE

14.1 ZZFARBOEE
(&)

141010 BHNIMAFMN O ALED BZNDH 5 DT, §EH %
HoenwZ b, o0 LW &,
(K109 7

14.1.2 BHNEFRME R OB ALDO BZNDH L DT, LIFHR
HBEICEEMAZWE ) ICT A2, L. filnzgeid
AR &R THITHEE L. BRICA - 2388 bR THHIC8E
BWTal L,

1413 W Z L TH O BEZNTHI L,



1414 B2 RT3, F v v 7TE2AL 72, 9ImLOFERK
ML, v v 7Tl s 5. MNOMEIPEHT
HET, IR RS S,

14.2 FHZFEEDEE
(k1097

1421 BE N IEEES I LUTORICEET S L) EET 5
RPN
RSB OBPALDOBENDEH LD T, BF

PHIEICEHEMNA 2 VI ICT A, b L. filth
HUEAEREAKTTHICHEL. RICA-EA& KTt
TPICRET A 2 L,

B ETOE. ST B TR (2~8T) ICRAE
L. FASR4A9H DIIZHER 45 2 ko

15. ZDMDOFEE
15.1 ERER{ER (CE D 15%R
A CHENE S N7z IR AR 2 AL IE E M O T LR BR R BRI B v
Ty B A M AT T A ) AERGE D FEREINH] D 725 5V I >
/U eV ERRE200H MG SN2 ANOBERMESE (24
Bl) TiE, FEEGEE (1461) LB LT, R TIREAMET
L7z DMENRD Do 72721, NUT Y7 a EnFEHT
67 Bi2ICIE. NV Y7 a5 ERE (206) Ok TR
JEIXIE G (106)) L FAEE F THIE L7, [12. 1523
Z ]
15.2 FEERPRERERICE D < &3k
15.21 @inmlE - NV A Y v 7 B YV R TZOFERBTH 5
7 aENIZIE~ A VoSTEMI 72 E T2
R FEREE T O < 7 A % Flo 72/ MG R BR TR EH R0
S, E5IZA Yy raivizide ML V7l g
AR CHEEHETRO SN, S ORI,
T AENCLZRBETT Y 7 a0 CVIZH AR RS S
NI LEFET Do NV 7a VL BAREND
LEEZONL, [1.3. 78, 941, 942, 95, 971 ZHK]
1522 DSAJEME : NV AH 2 7 a U VOSSR Ch L T v
ZUENT, ¥ A28 4 HEEO#H G L 72 A% A SR iR 12
BWT, 20mg/kg/ H U E OG-8 CHED W R 0N —
& — M MED TR N ORFNE . e o1 55 12 TES O 56 A
MM L 72 & OEDH %o [1.3. 78, 96, 971 ZlH]
15.2.3 WFILIRE - B ER (7 A, 99 ., 4 X) I2BWT,
VI 7 a VORI TH L7 7 a i
THFREEEIR DT OB R TR EA R 52 &8
BOLNTWLD, NUVAT o 7abilBnT bt
TR EE 2 b hvd, (1.2, 151 2]
JEiE B ex vivok MEERETVIZBWTNLVT Vs
O LVOEERE ThHLH v 7 aC VidhiEr EET
HIENEENTVG, Ay 7 aCViEErs1~10ug/
mLIZBWT, U7 ab)oFE BRI RO 5Nk
Mozl s, BEEEO X H = X513 FE L LML
BicksbmeEZON, [95 2]
== 1 AR 3 N o e BPAY (5 A P/ I/ A R < 7))
TR CHLH > 7 a o SO RE I
3 H1EM Zin vitro TG L72#ER. oy r7neiodg
BE~OFMEIZI0 gy mol/ LU ETHSEbTHBY, 7o 70E
V (ID5o=100 g mol/L) LV, ¥¥ZEer, v)7u
0F 3V (IDs=1~10umol/L) X 1§25 72,

15.2.4

15.2.5

16. Y ENHE

16.1 MiRE

1611 4 M AAOTAILZWERZHFKEL TV I ERMERER
2R (T4X) BEICHTIHRE
PNV T 7 BV G REIIRE (1H900mg. 1H 2[0)
F 2 EMEERGEIIR (1M900mg. 1H1E) 12 KRR35
L= i NV v 3 7 0 COVIREEIZ R . SR Al
HrvraeulcR#sni,

08Q5CN

Ti9E IR RE
(n=2~6)

M EFERIREE (ug/mL)

12 16 20
B3 (h)

0 4 8 24

(@ : NV H v 7ublL, @: Hrr7ub))

ERIE 7 A=
PR HEFEG I
H 5 10900mg 1 H 2l 1I900mg 1 H 11l
NVAY | Ay | asuhey | Ao
SHIE S
BERT & yuvn | rovy | roen | soen
AUCo6h . .
04923 323%%  0427=00981| 199=641
(ug-h/mL)
AUCo.
oz - - 0494%% | 312+185
(ug-h/mL)
C X
e 02613 806%%  |028100717| 603231
(ug/mL)
FR—
AR - 273% - 295+0438
(h)
- T

¥ oin=1, %% PME (n=2). oM TFIME £ RERZE (0=6)

TRT o

16.1.2 [R&HRBHEBE BT DR
A GEMEME. I, BB By A bxAay (LA
G T NEGHE EE I TH LA, NV Y Y 7 a e )R R
RS LB Mg NV 7 a e nidiz e A 8RR
MENT, EwLPIEERBTH LT v 7 a e Vit
HENTe NUT Y7 AL ERORS Lo MmEEHh
Hry 7 aENDCraxld B> ¥ 7 0 N EEIRNES L7
BEDCmax & W /NS 2o 725, AUCoamld > ¥ 7 1 EOVER
MG D665 TH - 72, [82 BH]

10
9 —— /LAY 7 OEIECIRERDINIVA > 2V OEIRRE
s —h— VA2 7 OEMEDRSRNDS > 2 T OEVRE
A H VI OE NSO Y O E VR
5 7
E 6
oo
=2 5
N
B4
g s
g 2
4
0 o *~—o g
0 4 8 12 16 20 24
REFEI(h)

BIHCMVIEY N R GE B 10 1E, Ny h v rua
YL (900mg) & MAEREIEG-iEH vl (bmg/
kg) % SAZEIRNEES L 2B o g vl s > 7 a ey
KOH 7 a CVIRERR (EEs VT F=0 20T 7
AN X ARIED 7RG E%450mg ONVH Y YO E
V) &25mg/kg (¥ r7aEn) (L SRS

o)
MBS T A — 5 CHYE = %)
INVIT Y a e Hrrael
HE OG- IR
INVIT VY Y . -
. . i ruaein
Va=a<9% 7 av)
e 900 (31450) mg 5 (X1F25) mg/kg
P
1H 1 1H1A
AUCo-24h
0520+0.258 | 51.1+184 324+115
(ug-h/mL)
Cmax
0.206+0.121 | 6.74*=258 717+275
(ug/mL)
AR ES
AP ) = B 69+ 14 B
(%)




SEWENRE/NT A — & (Pl + R (R )
NVH YT 7aeL A
RS IR S
INVH VIV . N
N . v ruar)v
7 av)v 7 av)v
I 900 (X1%450) mg 5 (X1x25) mg/kg
o 1H 10 1H 1
TR
ke - 513112 516+ 131
(h)
16.1.3 HIVRU Y A b X HOT (L RBHEREROBERAICE T
DR

INVIT T 7 B ENVI00meg & KRG L 72, g v
v 7o VBRI, FDAUCkn M U Craxt I IEE
H v 7 a VOO ENENILIU L TFIB% TH 57z, /N
WAy 7 v e n900me % k¥ G- L7z iidgp 5 v v
70N DOAUCunld A > ¥ 7 1 ¥ )bbmg/kg % Bk N $% 5-
L7 DAUCo2m & FFRETH 57205, Conld H 78K
omg/kg & HHIRNTE SR D#I60% T o 72 (WHEIADT— %),

14
-o-HY7OENEE (5mg/kg 1H1@)

12t - /LA aEVED (900 mg 1H 1E)
!
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o
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N6t
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0 : ;

0 6 12 18 24
RFFE (h)

CMV#EIE % & 38iE L T\ 2 HIV/CMVEEEE 123V 7~
T ek BRI JUE A v v 7 1 e )L AR Rk
WG L 7 g0 A% it BEHERS

7 aCOIEYEEE/ ST A — & (CEIE = R )
AN A/ AR Ty ruaen
[EmEEcH IRV -
900mg
5mg/k
e 1H1E Eﬁ;
ik
AUC:
o2 201+97 265+59
(ug-h/mL)
Cmax
561+ 152 946+ 202
(ug/mL)
| FH
R el )
(%)
T
IR 408076 381071
(h)
BWIVT7¥A 321+075 299067
(mL/min/kg) T T

SN . HIVEEEE . CMVHE % 2 J¢E L T\ A HIV/CMV B 1k
B O CM VAR 2% % 589 L T e WHIV/CMV B ik 838 12 BB 3L
BAE#HG- L 72 D3R BRe X7 X — & (HEEEHHAY)

16.1.4 BREBEZWRE U IZRKiE
N FHRT A1y 75000mg X [ $E450mg % NV A v
Y7 uY)b e LT900mg. 1H1MI2H BRI G L7k
DOIEYEHRE & AN L 720 ZOMGH. SEANCHT 2 T4
Ty 7OH Y7l DAUCH M U Crmax? fi /s — 3540
FHoL [90%EHEXE] &, 221100 [096, 1.04] K
095 (089, 1.01] TH 729 FHEADTFT—%),

%16.1.5 FEEMERMY 4 X HOV NI ZABLEBREEHREL

=B A

HANESE (2361) 12, NUVA Y2 7B )V1émg/kgx 1H

2[0 FARRE G- L 2o $e 5-600 B (Fe5-4904) o I

WAy a eV CPME + MR E) (£, 459+ 1.31

ug/mLTdH o729,

08Q5CN

16.2 IRYR

16.2.1 £YFHFIFAE
fle e N OSHIV L S A b A A0 AV AR E 1N
WA Y7 B ELVI00me & ERICKETHRS L - £
BRI E135960% T > 72 FHEADTF— %),

16.2.2 AEHIH
HIVE O A s A Faw 4 )V ABHEEREICNVE v 7n

UV EEBICROES LABomER T r2ne Lo
AUCIZ450~2625mgD#¢5- = #i P 12 BV CTHE I BINE % 7R
L7259 BHEADT—%),

16.2.3 BEDF

SVA Y 7BV EIALRSHM,. A%IZ875mgkkI 15
L7l >3 7 0 E IV OAUCK O Cumaxld. Z2iE 1
OG- & L CTENENAIB0% M ORI 14%3EI0 L 720 i
M EERERE XD & B hr o 725 WHEADTF— %),

16.3 9
H Y7 a e E RS L7 B o 5 IR RERE 0 45 A 78k
120680 =0.161L/kg T > 720 H¥ ¥ 7 0 VDI RS
FX05~51 u g/mLOEEFPHIZ BV TI~2%TH -7z (JHE
ANDT—=%),

16.4 X35
MAEFICIEFICA v 7L E LTHEEL. SVH YT
OIS L2 0 O ORI L7z [¥EH
W& v 7 a VPO RIS e h o 7z, UCIT
YV & BARES L7z RO R K OV PR =
WIEN L PR D1~ 2%ETH > 72 JHEADT— %),

16.5 HEittt
HIVE O A b A AT AV ARG B e O A28 )L
H v 7 B V9I00me & HIRIKE G L7z, 3 2 HRlb R
VX SRERIR 2 8 OSBRI 73612 & B B kil Cd o 720 Bk
NG ENZH 7 EVDOEE 7 )T 52 ARTE 2 )
75 v AFFNFN307 +0.64mL/min/kg K 182.99 + 0.67mL/
min/kgTH VO, Fr VT I AGEE 7 )T T v ADKEG
o Twe BHEADT—%),

166 FENEREFT 2EE

16.6.1 BgEEERE

BgREEEEE (VLT F =22 ) 7T Y A70mL/minl
T) 2NV H v Y 7 1 E900mg F HLRlRE I 5 L 72 e
BHEREDER T I o TH Y Y7 a L oliEr S oikid
BIE L, AUCIZHEIN L7z 2 LT F v 2T S AEHN
YU ruENVORIAZ )T T AL DB S,
BHEOERRIIHIET 245 (FF) o=o HEL%HE N
L7zo MUEENTIZ X ) MERICFAET 2 H 2 700
F50% DT E Nz BB, FLTF =2 UT T VAN
10mL/min Al O MEENT % 21T T A BHE 2R, FI 42
Uy 7OHG5ETH) 2L MEADOT =), [7.2. 9.2,
9.74 ZIH]

. . LE £ R T
IVTIYA N M R TSR | AUCe | TR
(mL/min) (mL/min) (ug-h/mL) (h)
51~70 6 249+99 495+224 485+14
21~50 6 136 64 91.9+439 102+44
11~20 6 4511 223+ 46 218+52
=10 6 128=+8 366 + 66 67.5+34

a) FHlE T RERF AL X TDAUC

16.7 EYHEE(ER

16.7.1 IRYLETRIC & (T 2 E=YHEEER
INVIT Y 7B E NV ORGEFRIZIERTF R M T AR
% — (PEPT1) OBMGARIEINT WS, T v AN
VI T 7 aENVI0mM % & ARSI A T L 72, N
Wy 7 a N o/NGEEBREICNTENT S 7a e,
YrOARY U, FATIT =), AV T 4 FELKRUR
a7 1) =)Vl ET 2 FVOEBEIBRD LN o7,



INSEHE L MZBW TNV 7o) s RS
L 7O EAERIIAHTH %,

BITEH oS BUREEE, 0P Bk A 33.3% (8/24%1) .
IR AIER 3% (2/2461). #1M4.2% (1/24%1) Td o7z,
[7.8 1]

17. BRERRIR

171 BRMRURLMICET 25k
(TAXICHFBYA M AHOYT A IV ABREE)

17110 KA OHENC B 2 R AR I = A XD 4 b Ay A

18. ENEEIE
18.1 {EARF
NV zae )ik, Ay 7a e )oLaoNy) YT ATV

VAR BB BV TEBS N, 77 ailoEk
NHEG1Z X 2 WA GERR & RO BIHARO Sz,
(1) WEREE

(Far7v7) THY, HOEGSN0b, B kORI
DIATT—BIZXDHERPIIHT 70 VIcERs D,
70 KTy ZA X ) REORINEATKIFIC S #E S, Ew

FHENZ BT, J722H A P AT Oy )V AL L%
W S N -HIVEEEBEEL160B 2 MR L L. KAl 2 %S
L72%# (900mg# 1 H2M3HEM ., ZD#%900mg% 1 H 1A 1
BRI S, 8061) & F s u I EERNES Lok
(bmg/kg# 1H2E3EM . %1 H1LEILAMES. 80%1)
& DIBGRBRD M S N7z PG4BT T A b
0 A )V AKEE S ASEST L 2B, ARG R R O
vyruenEERETEREN, 99% (7/7160) KU
100% (7/7061) TIZIZAHETH > 727, [7.3 ]
(2) HEFFaAE
- FERo4aBBoWEE (INGESER . € OBMERGH]
SR 1CHIEFEE . AHIOOmg % 1 H 1R %53 %
MEFRIBIRICRAT L7z A b ATy A )L A KR 42k
TE COFHEIE, WBRTRAZES Sh/:-8
T226H (PFULE160H) . WGHETY v s uevE
IR G- SN2 BEC219H (hyefiil25H) TH - 727,
s SAENCBW T, IEAEBPT A N AT 4 ) AR
% Z T 7HIVE B E 2126012 A #I900meg % 1 H 1A
RO G Lizd — 7 v R I S iz SRBRR
WZH A b AT T AV AR AEDHEAT L 72 BEX1T%
(36/21261) TH 79,
(RBIBHEICH T B U4 M AHOT 1 IV BRI

AUCH LN D, H 7 ualidH A M AF T 4L ARK
FMBANICBWTY A VAHKO O T4 v FF—F
(UL97) 12V ¥ EfbahTH >y r7ai—1) YRIZHR D,
EHT A NVAERGMBIAFET A 7074 v FF—EI12)
VEALEN TR OA v s a V=0 YRR R B, Y
7Y N=EY) VERIZY A VADNARY) X5 —POEETH
LTFFXITT =) Y (AGTP) O Ak % His
MICHEL, 70l =1 YEADNAICE D A,
7 AV ADNADIE R % 1211 LIRS 5 2 & 12 & > TDNA
OB HET 20 ~12,

18.2 #1771 L Z{EH

1821 b M A M AH T Y A )V ADEEEK: (AD169, Towne,
Major, BT1943, Davis) (Z&9 %in vitrollBIF 545~ 7
OV DICsEIX. 04~7.0 umol/LTdH -7z F7z. Bk
SHERR (BRERERASERER, © MY A M Tay A
A HAGE K OB ARG S50 © D43 BERR) 12K Bin vitro
TOH 7B VDICsoffild, 0.08~14 umol/LTdh -
7-13), 15) \18)0

1822 ¥ AR T AT A P AT T A )V A ZFME L, [&Gei460H
MHEXY, 1~50mg/kgx 1 H2M, 5HE K THG L7295
Tt By a5 o AR I325me/kgbl Lo
TS ETH o 7205, iR (EBAIER) #FTIiZ10%T

1712 ENICBWTEBE NG A M 2 70 7 4 b A &G Hol,
VALY E B E 2R R & L 2B RS RO &R, 1 b 18.3 EAIME

A7 A )y A BUE LE A O B ML BUE AR A$ 512
LoTHA L (TEREH),
AEFZOFEBBILIL. IFHEIESRH10.5% (4/3861). JLiL
BRI A HED.3% (2/38B1) I EREMA5.3% (2/3861) . H
MERERA5.3% (2/3861) . BEE5.3% (2/38%1) . EHkRE
FURB.3% (2/38%) ThH o7z,

S BIgL | Pl | Rl | K
AISAIIAREA | HIBIAARE 9 430 14 125
M8 H H 9 2.0 0 19
MPI5H A 1 0.0 0 0
W A% ST H 9 1.0 0 11
B B AAIRE 19 36.0 1 1978
M8 H H 19 20 0 4116
M50 B 13 0.0 0 632
WIRAEHI B 19 0.0 0 260
Ak B AR 9 310 8 334
HPsH H 9 0.0 0 11
M5H B 2 05 0 1
M ETHIG H 9 0.0 0 7

CMVPLE MR B R (iGN )
FEMRMEERMY A b A HOY A IV RELSE)

*17.1.3 ENERMEEGR GFEMmERERER) [2B5vT, Af%21H

PAIPHZIRAZ A S AT 7 A )V AW & 7227 AsLL
N O AR % AT 8 B IEREVE R KM A s AT A
W A ERGAE B E 2400 & i G, NV Y v 7 1 ¥ )V16mg/
kgx1H2M, 67 HRMZELHRS L7z,

FEFMEE 0% 56 AHo &M CMVEDN— 2 F 1
Yo O%EALE (YL l) 13-246.01U/mL (95% S #E X[ :
-905.0~-35.0IU/mL) (p<<0.0001) T -7z, EIKHIEH
D561 ABOHEIFEEL NILDN—2F 4 ¥ Hh 5 D%
A TEEEALE BHREFEOT E) +A4% (HEHEEHH
) ] OBFHOEE12100.0% (24/2461) (95%(EHEX -
86.2~100.0%) TH -7

08Q5CN

TIERAEDIL T L7 BB ICFIE L 724 b AT O A )L A
YIEDIERD DNV H > v 7 v BIRS L-5E.
Ky 7T A A )V A S A LA H
Do MET ANV AIZIE, Hoy 70 LoE /) CRALIZHE
H4 294 VAFF—+¥ (ULI7) #@EfET-Xix 1 )V ADNA
K1) A5 =¥ (ULS4) EIETOEENAELND, ULITHEE
FHERLET AN, H 7 a it LTo it
AR Ly —J. ULBABIZFAER L7z AV AE, ok
JIRET 2 o tioity 4 v AFNZ O LM 2 7R T o

A S AT AN ARG LB S 7 AIDSHEE 12OV I
MR RY % R (N VR [o) G a Ny ABVAE 5 7 A=
MERIZOWT, H A b AT T Y A )V A DRI RIZE BT %
FEh L 725, 3. 64 12, 187 HAOULITIH M2 BAR D53
KiF, TNEN22%. 65%. 128% K U153%TH - 720
BTN e R R LR 210 H AN 2> S 100 H F T8V > &
7 uEVaEO%FS &, BREEI00H HIZHRINLT & 7219851
DI~ TV 658 L 72 2T E IR IO W, #EmT
TS LA % 9206 L 2 /5 9. ULO7I 28 SR i3 S e
Mholze 72, BhiEZI2H HE T A b AAT T Y AV AK
YeFEDSEE D N7 BS54 12DV T b . ULITIHEZS Sk i34t
ENipolzl ~2,

19. BRI AICE T 2 E{LZIHMR

e LAY A A G
(Valganciclovir Hydrochloride)
(2RS)-2{(2-Amino-6-ox0o-1,6-dihydro-9H-purin-9-yl)

methoxy|-3-hydroxypropyl(2S)-2-amino-3-

L%

methylbutanoate monohydrochloride
AF - Cul2NsOs - HCI
SFE 39082



M R BHE~HHBOWNERTH S, K. NN-JXAF IRV L
TIFXIEAY )= VIZHETFRT L, T8 =
(995) 1Z¥IFIZ < o 0.00lmol/LEEMERIIZ T 50

BE
0
HN | N\>
N
HN N N
HzN~ H HO H
mC\T)<]/O;:><‘ HCL ROCHE T~ —
0
0
CH; O

20. RV EDEE
(BEIHE)
20.1 /N ¥ HEg450mg RN Y X4 K54 >0y 75000mgDAE
#qOX vy TORTA
Xy TEBABIHRIT LT 725 E DFHFHEF LA
WIRREE T) ZIZHILTHITA Z &,
&)
20.2 /Y & H§450mg DB B D RES %
R NUVBHBIEA T MBI CRET L2k,

21. A% H
Bk ) A 7 EHENN 2 HE 0 b BUICERT L2 Lo
22. A%

(N &5 §2450mg)
605 [HKFL (3F)]
(NUFH K54 >0y 75000mg)

12.0g K]
23. FEH
1) B EOLEROEGRAGEIE - B/ SR &% AHHE

ANDOFEMEIAR D HEGEE NV Y Yy u COVIERE (A -

AN VT AN AEGIED ) A7 DB DIEEBRBEO A b 2 I

Ty A )V AEGTB - SERERIH (BOAN))

[ L o REE DG ARFREE  BIDVMEERET SR AAW

ANDOFEYVE AR B WS NV Y Y a EOVEEE (1

AHUT A NVAEGAED ) A7 O B/ (IS i

DA~ AT A ) ABEGET )

FHOH = 2R 838 (BR) @ N FH38450mg L O % K514 &

0y 75000mg DAY MRS GRERE L)

M = 2888 (fR) @ EMMERMECMVIEGL R &5t G & L7z

WA ARIE B O S B (FEPERL) (2023423 H 27 H 7K

g, CTD 272221)

5) Brown F, et al. : Clin Pharmacokinet. 1999 ; 37 (2) : 167-176

6) Czock D, et al. : Clin Pharmacol Ther. 2002 ; 72 (2) : 142-150

7) Martin DF, et al. : N Engl ] Med. 2002 ; 346 (15) : 1119-1126

8) Lalezari J, et al. : ] Acquir Immune Defic Syndr. 2002 ; 30
(4) :392-400

9) HL=ZEMEE (bk) - EBEELERECMVEGIE A5 & L7z
WH AHIE S Meatb (RENERL) (2023423 H 27 H&GRE. CTD
27321, CTD 274.21)

10) Ashton WT, et al. : Biochem Biophys Res Commun. 1982 ; 108
(4) :1716-1721

11) Smee DF, et al. : Mol Cell Biochem. 1985 ; 69 (1) : 75-81

12) Mar EC, et al. : ] Virol. 1985 ; 53 (3) : 776-780

13) Cheng YC, et al. : Proc Natl Acad Sci U S A. 1983 : 80 (9) :
2767-2770

14) Freitas VR, et al. : Antimicrob Agents Chemother. 1985 ; 28
(2) © 240-245

15) Plotkin SA, et al. : J Infect Dis. 1985 ; 152 (4) : 833-834

16) Field AK, et al. : Proc Natl Acad Sci U S A. 1983 ; 80 (13) :
4139-4143

17) Smith KO, et al. : Antimicrob Agents Chemother. 1982 ; 22
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18) Tocci MJ, et al. : Antimicrob Agents Chemother. 1984 ; 25
(2) : 247252

19) Tatarowicz WA, et al. : J Infect Dis. 1992 ; 166 (4) : 904-907

20) Smith IL, et al. : J Infect Dis. 1997 ; 176 (1) : 69-77

21) Erice A, et al. : J Infect Dis. 1997 ; 175 (5) : 1087-1092

22) Jabs DA, et al. : ] Infect Dis. 2001 : 183 (2) : 333-337

23) Boivin G, et al. : J Infect Dis. 2001 ; 184 (12) : 1598-1602

24) Boivin G, et al. : J Infect Dis. 2004 ; 189 (9) : 1615-1618

24, XkEERERVUBEVEDEE
M =k sttt Tkt 7 —
T 541-8505 KB TTH X EAEHT3-2-10
ik 0120-753-280
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202x G x AYGT (5 5 R, JER O &2 YA b AFODAIILRIEERER BAREBRNEES

) 87625
2024 4F 5 Hekil (BB 4 MR, #heeZE ) LFILEEILEE
N —
j) L\ = R®%040 mg
Brik - SIRIRAE Eh [
A - 36 PREVYMIS® Tablets 240 mg % | 20mg | 120mg
. osem| 23000AM
L FILE E LR EBES| 00455000
& —y =
e T LN = X®msist00 mg BERELISE
WA © VR — IR DAL ., -
D% = wAVIAY B

A O 4351120 mg e MSD

PREVYMIS® Granules 20 mg,120 mg

1. &

(F&:& mErHmiafsiE)

EEEmMBMEBIEEEDBRLEEEIC+ARNE - RBZEFODEMNL & T, AFDRSHIEY & LI SN DEF DA
595%5C2¢&,

2. R (ROBEICFHEELENI L)

2.1 KFI ORI x UIBUE OB D & % BE

22 ROEKZHREGTORE TR, TAIXIEARE - WKk 7= AT LT UFEY Y YRR
NTEIL AFATATA RN eI A Y > [10.150R]

3. #ARK - MR
3.1 #R
544 7 LA I APEE240 mg
HEESy LT LEE L
15 5y & 240 mg

fEmtELE— R JaABALAR—RAF RY T A FE R,
— WEIE AR AT AT T U L~ /Ry T A B TR A TR
" BLT & o, SRR, NY TR, WA TRk,

NFusay
s 7L I AMERIS 20 mg | 7 LS I ARG A1120 mg
RSy LT ILEE L
1 o4y 20 mg | 120 mg

s —2, s AB N ART—RAF RY T A RE R,
REMAKT AW, AT TV VB~ 72U A BB An—2R

WAL \mefv o sUlokRMD, b U TRF o M S Rk =
— R bk
3.2 HEIDOMIK
o 7 LA X AREE240 mg
I - WK« 74 v bha—F ¢ v 7k - i
FKIH

R 16.5mm
S 0 8.5 mm

b5
1]
o —

JEE 1 52mm
Hh #1618 mg
= — N S 591
s T LA I AMERIE20 mg | 7 LS I ARG A1120 mg
A - i M - 7 4 M bha—T ¢ v 78k - 2V iRE

4. HEERITFNE

TRIZET DY A R AHAIA )L RRELIE O FIEHIF]
ORIfE& MRS HE
Olgizst51E

C cConfidential

08QDZX



5 MERIFHRICEES I
(=4
BB LS DN RELIE T & R GUTAH D A R M OV e 2 3l 3 2 BRPRBUR I35 ME L CTuhiewn,

6. RZRUA=E

WEHEL. RAIZIZL TV EELE LT 480mg (240 mg $E 2 $EXIT 120mg ki 4 @) 2 1 H 1 [EROEET S, 7 nRRY &
ﬁFﬂ%%%fm“éiE'/\ IZVT BRI E LT 240 mg (240 mg B2 1 $EXIE 120 mg @RI 2 01) Z2 1 H 1 [BEO&EET 5,

B, MRV T AEELE LCUTOMAESZ 1 H 1 RROKRST 5,

RE Yy uARY OB L v uARY OB Y
ik EEUT B Fi & WE T EER

30kg LA L 480 mg 120 mg Jigki4H 240 mg 120 mg k2
N 1%240 mg BE28E 13240 mg BE 1 BE

15 kg LA 30 kg Al 240 mg 120 mg FEHI24 120 mg 120 mg FERL1E)
N 13240 mg $E15E

7.5 kg VL 15 kg Kl 120 mg 120 mg $EH7 16 60 mg 20 mg JERI3E

5 kg LA 1-7.5 kg Kl 80 mg 20 mg JERi4E 40 mg 20 mg JERI2

7. BERUVBEICEET 53FE

(x)]ﬁb ﬁ)

71 ROA GEAIL OERF) & ENANIERMOHE T X CTHEAT L2 LN TE S, ok, RE30 kg Rifo/NE
U B 2 A EOREINLEL R BERH 5,

7.2 A4 MAFT B TANVAMIE T A b AT 8 T AV AEGYEP R SNT2BEIE, AFlOELZHIEL, 1 v xday
A NVARIZKET HIEHSE, MUK E T 2 &, [17.1.1-17.1.55 1]

(EFE& M istE)

7.3 [FfEEMBHEBEOBH Y B DBM#28HE T AL E LTRGZ2BBTH L, BEHMIX. BEOTA R AN
YA JVAEIIEDRIE Y A7 BB LB 5, BE#Z200B HETE2EZETH I L, [17.1.1-17.1.35 ]

(2T

7.4 BREHEM L 0 RESEZGE L, BEYRIE, BEOTA AT A NV AEIHEDORIE) 27 BEB LN L, BH%200
HFEHECEELETDHZ L, 220, VLTAEEMIFEICHEN L CHEEAT 5720, BHEZICITFEENZE L2 WEES
MAEFREN EHT2BZNNH D2 End, BHEATAEERIZHNTSZ &, [9.3.1, 1662, 17.14, 17.1.5%M1]

9. HENERZHTHBREICHT SR

9.3 FFigaeEEEE

9.3.1 EE (Child-Pugh 748 C) DITHEEREZEDHHEE
LT VEENLNOMETREN ERT58EZWnH 5, (74, 1662 ]

9.4 kJEREER T HE
TENR ATRE 72 22 PRIk LTl ARAIA R UL _%%3*#;%& T AREMER DD Z & & HDICHA L, ARAMHE G R OARFI B 5/ T
% EMMITE D 2R 21T KO E T2 L, [9.5 2]

9.5 1%
T4 SUXATHR LT D AR O & 5 LobE i, Zxﬁli&fr@ﬁﬁﬁbsﬂﬁ R E1 P k#lJLIr“inéiE'/\ DHEHGTDHZ &,
ﬁ}wﬁqﬂﬁzﬂxﬁu%&ﬁﬁém AFN e B-h D BE DR LT A0, ARG L DTSN E UL REMEN S H Z LT
ONWT, BEICHSHBATH L,
HRT v h&o&%%@”“*ﬁ/ﬁ}zﬂﬁ TR LTz & & AR MR R E ORRIRHZE R (7 r AR VAT
D240 mg RAEE) OTNEN 18 RV 28 (EOREWEEE R T HE CTERGE., BIEEEORDEN/EO L, T
R v MCEERN LS E TR LRI, BRRERED 3.7 %% CF - IREHEITRD bhierotz, [94 BH]

9.6 ®RELIF
B EOFRMER O BARBORREEZE L, IO UITILERFT2 2 &, BRR (T b)) TAHBITHR
HHATNA DY,

9.7 IMNR

(lEzRTB4ED

NS R RS L LT R %ﬁi%mb‘fl/\fgb\

10. MEEHA
LT VR BV =4 ViR Y X7 F K 1B1/3 (OATPIB1/3), P-#§&EE (P-gp) KX UDP-Z /L7 u /)i )L hT R
7 =5 —¥ 1A1/3(UGTIAL/3) DEEE T 5, LT /LE E/LIE CYP3A ORI 72 SR A | I ONC FLIR T 25 19 (BCRP)
KT OATPIBL/3 DIEEMZAT 5, £72. LT /LEELL CYP2C9 KT CYP2C19 OFENEM A2 AT 5 fetEnd 5,

[16.7.1 /]
101 BFREZ BHRALGEWLI L)
R 5 FRPEAEIR - HEE 71k HEFF - SRR 1
PEYR (A—F v |fHHIcLY  EEY Fof|L 7 LvE LD I &
7) SEREREES FH L, QTE|Y . CYPIARHES LD &
[225] FERODEERERE S| TRISHS,
RITBENARD D,
T I X I UEAIIFICEY . B EAT VLT AT EALOHHIC K

08QDZX



SHN 4 5

AR - HEE DT

B - SEBRAE

s - MoK A 7 = A

VeV TaELT

VFEV Y (70T
2 UEASE)

DA NE=1= = ¢
IV

AF NI AR
e (OLE M)

TAITARY
[2.25H4]

N A R o b
P EFA L EATEE G E
BIFTBENDRH D,

Y CYPIAMPHE SIS &
TR ENns,

102 #AEE BRICEES S &)

08QDZX

AL E BRPRAEIR - HEE SR Y - fERIA T
CYP3A DIEE PFRICE Y. ZhbodE | LTV ELOHHIC
TrxrF=) | OmMERERERERET S | LY. CYPIA RHES
= EFhnd b, naerEnsg,
NESA NN
[16.7.22]
RY ary—nu PEAck o, RY =Y — |LTFAEELOHFHIC

[16.7.22 ]

Jb O I S PR EE AME R
%,
OEAEEL, RY 2 —n
DIEF R A WE S & H %
ENBH DI, BEOR
Ex+olcBlETs o en
HERI R,

LD, CYP2COK Y
CYP2CI93#FE S D
LEZLND,

CYP2CO X%

CYP2C19D3H
Trx=hrAf
)T 7 s

PFAC LY. Zh b DHEH|
DMSEREENMET 58
ENnbH s,

T x= M L OPFIEE
DA NP Y 3
PHEBICE=X ) ST S
Zé&,

TNT 7L ORI
X, INR ZHZICE=4 1
VT HI L,

L7 )LE ELOIFIIC
LD, CYP2COXIZE
CYP2C193FFE x5
Lrilsnsg,

U7y Yy
[16.7.22 ]

PERIC LY, LT vEEL
O MBEFRENE T 5,
Fl, V77 e ED
PR T3 BB S L
72 LT VE BV DI R
ERSHIZIK T 20T,
V77 OBk
T#. LT EELDOELR)
PEANHES T 5 AIREME DS B

%

V77 ey O
IZ& V. P-gp KO}
UGTIAIBRFHEEE D
LEZLND,

T RS2 E T |JHICE Y. T MRS LT LE ELOHIC
[16.7.22M] FrOMBEFRREN FFS (LY, CYP3A,
%, OATP1B1/3 L OMGE
PEAREIX, 7 b "2 & F [BCRP AMLESND,

CORIWER (AT —
%) ICHEELTRFORE
EAOCBETLI L,

VUNABTF

PERICE Y, Zh b oAl
OMSEFEEN L7+ 58
ENnbH s,

BEAFE, Zh b oAl
BIEH (A /8F—%) I

L7 LE ELOUHIIC
v, CYP3A,
OATP1B1/3 K UMGHE @
BCRP AFE S NS &
THEN5,
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1.

$EHI4 5 BRIRAEIR - REE A FEFF - fEBRIR 1
[N /7DXT 12X V. OATPIBI/37
U v o R EE A T fEXND,
:?UVﬁL\V7Dzﬁ
U OHRERET 52

L,
27l LA PERICEY . bR | LT VE ELDHHIC
DR IS O AEEN ERT 5, L0, CYP3A 2[HE &
[16.7.22] LT E BNV EDOHFHRER (115,

OHIERHCIE, 2h b o3k
Fil o ifn. i FE A ARSI E =
ZY 7L, ZIBOEA
DHEERETDZ L,

=V BEICEY . =_u Y AR LFAEELOHHIC L
[16.7.32] DOMHFREN EFF 5352 0. CYPIA D AESN
nndH s, bETilshs,
LT AT B E O

OHIERRIZ I, =<7 U A
A O i HR R A BRI =
2y 7L, =_a AR
DODHREEREGT D L,

BlER
WOBWERDR B DOND Z L0 D2 DT, BEL DTV, RENRD DN L@ LBl LT Z L,

1.2 ZDHDEIER

1%L 1 5% A5 1%A i
MR KL OV o SREE | BBk E I R ERIA E
Gk Bl T, TR
Sy R I EUE
AR A i ER S s

14. BRLOZE
14.1 EFIRAFRDEE

CEE#D

1411 PTP > — FOFEERFEL. IRAERNZ PTP > — b2 bV HT X O fET 52 &,
14.1.2 PTP BHEOHANI PTP > — bSOV ML CIRAT 2 L HfET 52 L, PTP o — FOREAKIZ L Y, WO SLAET A RE

HBEA~RIA L, B3 2 2 U THEMARFOEB 2 AHEZ T 2 LB H 2,

CFRAIFD

1413 AT 4 w7 Xy 7 OFEFERF L, MAERNZAT 4 v 7%y 76RO HT L OEETLZ L,
14.1.4 AANTE S D WESICERE TRAOKRE T2 2 ENZE LV, £/, BROBEAREALAGA IR IEEF 2 —7 20

Lfﬁﬁfééo%%ii%é%% ZxtL, BERAHACEERZ 2RI 5BET L L,
CREIEET 2 — T 2N L TEET A AR EEROIRIED RBAS AR AN TIONRERET S, A
HEE LBV VP TRALT, 2823V 0y, MOREXIIEEF 2 —7 2V T&kE54 5,

- FOH, BERLVY UUEBEROKEY CFTE, TTVWELAREVY VY, KORAITEET 2 — 7 2 AW T
545,

B, BREXIIEEF 2 —TIKkERLTERET S,

) BEF=2—7 20 L TRETIHES. Fa—7NCARBEET 2T H 5720, KOBAIFHE S0,

15. ZDHDTE
15.2 JEERAREHERICE D <

BB (7 v b)) 128V T, AR S MBS ORRRER (72 ARY VAT TO 240 mg R N#E) @
3 fELL EOEGERE CREEENE (BMEOLME, B30 RME, BroEEhi K, RERE - REROBEMN, ZEiE~DFE
%)mwmaﬂto7/bﬁ%ﬂﬁ TR AR TCORBE R, WRREE L FRETH - -, i~ T 2 Y LTI
Bmick T s kmAE (BRBEROTNTI 5.7 [F L35 %) £ THE~OEEZT m@bn&moto%mwmﬁf
L7V EVICREE L7 RSB ENE 2 R4 5 BT LR b o7z,

16. EYEHEE
16.1 MmAEE
16.1.1 BEHA

08QDZX

AARNERERR A ZPEIC LT LT EIL 240 mg TP} T 480 mg % ZEfERFHLEIRE A% 5 L2, LT e L0 YyEhie T
A =B ERVITTRT, LT IVEEME, F5# 2.25~3.00 ReE TR MEFREICBIE L, 20%, ZMHEOHEKER LI,
LT LE ELD AUCk-1%, M&EtL A RRl2 BH 2R LT,

#F 1 BARNERERAZEIZ LT VEE LR
ZeEM R O S L2 BR o
IREHRE X T A —H



o Cnax AUCo- Tinax t
e B | (g - e (hr) ()
- 10,800 61,800 225 9.96
240 mg™ | 6 (26.6) 43.1) (1.00-3.00) (23.5)
womg | o | 1600 180,000 3.00 9.66
(30.0) (35.1) (3.00-5.00) (37.2)

AR (RIS IES < ZBREL [%))
T oRRgE (FEDH)

Flz. BARNERMNLMEIZ LT LE B 480 mg & RAER ARG LI2EE. AUCoaum K TN Crrae D BATERHIT IS < BFiR
B, TN 097 L1094 ThoT,

16.1.2 RAREEMEBMEEIERE
BN RV i i A R A AR 350 1 (D B, AAR AR [FIFEE M BRUES 23 6) o/ onizmiEhLrrreen
WRET — 2 & AT, REEHIEMEIBARNT 2 00 L7z, A AR RFES e B2 1 LT VE BV % 480 mg, KT
VI AR CERARETAGAIILV T AEELE 240mg T1 H 1 EEAZE LEZBEO, LT AT ELOEMREIZE
7% AUCooun 23K 2 1T, SHIAHERRERZER (001 3R THONBEROFTM CIE, —H LA RENTE
0., BEREFIECETDBEBERIC, BROZEVITRD bivkroT,

#2 HAARARAFEGLAMEBEEE LT LVEEL
480 mg, KOV 7 a AR U EARGT D5
LT EE LA 240 mg T 1 H 1 ERA#EE LB

TERAREEICI T D AUC o0

AUCo24n" (ng * hr/mL)
Fe 551k N . BT S <
Bil% R ORBa] B (%)
480 mgik 042 5 13 42,390 32.0
v aARY
1240 mgif 11 7215 7 66,450 19.5

i AR RITEE M A S O Mg LT Ve EOVRET — & 2 I T2 R BN REARAT 7> 515 5 1172 AUCo240 DA AHETENE

16.1.3 RABEBEERSE

HARANBRABBHEEEIZL T LEE /LA 480mg T 1 H 1 BREAKRKE LIZBEOERIRBIZIH T D AUCoom 2 3 1T7-T,

£3 HANRANBEBHBEEFICLTALEE /LY 480 mg T
1 H 1 EROFE LZBEOEFRIRIEICI T D AUC)
AUCo24n' (ng * hr/mL)
B 5Kk . oy | BTEEIIES S
bk BOTCEE | ran o0)
480 mgfE N2 5 21 156,000 473

T AARABABBHEEOMIED LT AT ENRET =2 2N To s 38— b A 2 M H4% 53T AUCo-2i: OHEERE

Fo, AAEARANBEBREEE 2558 L U B IS RER (002 3ER) T 6N 7-IREREOHFE (AUC 24 : 14,300~259,000
ng hr/mL) Tix, —B LB RS L,

16.1.4 /NEEEE M HEBIEESE
ANR ARSI BALEE 60 1 (5 b, AANNRFRFEE MBMREMES 4 6) HoGonmfih LT ree g

BT —2 2 AWT, RHENEEY ST 2 350 L 72, /NEFME g isa s vy ree a1 B 1 EROKRES L

BED, LT EELOERIKEIZEIT B AUCoun 3K 4 1RT, /NEFRFE M MIRBREES OBRERIL, T XTOREX
T, ARG MBS ERE T ONEREEORHKBENTH -2,

#4 NERFEE SRR I LT VEE LR
1H 1A ORE Lo EREIEICE T 5 AUC)a0
. . AUCoan (ng - AUCoaanr (ng *
N AN 1
- ; ;;;; 0)) ht/mL) LUmREY A ht/mL)
@ 7& A [90% T3 | FRFORE N 58 | i [90% T
" : e e
. 39,100 49,100
30kg DL 480 mg [18,700, 81,300] 240 mg [23,200, 104,000]
15kg L1 | 30 38,900 51,000
kg i 240 mg [20,200, 74,300] 120 mg [26,600, 98,200]
75kg LLE 15 120 m 32,000 0m 41,600
ke i s [16,700, 59,300] S [22,300, 81,100]
Skg k75 %0 m 30,600 0m 39,000
kg A g [16,200, 55,000] g [20,600, 72,000]

T RAE R O 90% T- i PRI, /N RIF G i s AR R AR o REE RSB RE € 7 L 2 W IR AB 2 B L7122 2 = L— g TS

TR Lz,

16.2 R4

REARHEEBIREMAT 0 . AANZ SRS

08QDZX

. UTILEELE 240 mg ) 2D 480 mg OHIPATHL LIZERD, LT



EEILOHHINSA T XA T EY T 4 1F, §94% L HEE Sz, 72, BAANZ SR ARG M MngmEsic, v
TAEEL4R0mg & 1 A L ERE LIEERD, LT VE EALDIEIINSA FT7 A 80 7 113, K35%EHEE Iz,

16.21 U ARKY VDEE
HANZ ST A RS LB EEIC, LT LEEAL LY 7 a AR L EFFAES LR, LT /LE B OMmIE
EEM B UT, BERTEWEIREMRAT S, P27 ARY L E LT AFEEL 240mg 2 1 B 1 BIJERES LEBO, LT LE
EIL DRI ASA T XA T E YT 1%, $85% L HEE S iz,

1622 BEDEE
SME AR A L, @ - Emn U —BfBIERIC LT LE E L 480 mg A HERR O G L-RE, el E b ik L
T, LTVEELD Cop 3K 30% EF- L7z b DD, AUCIZEDL Loz,

16.3 9%
FHEREDBNREMAT O BAR N Z & T A RIS mE ISR I LT VT EAZEIRNE S LD, L7 VeV
DEFREIZBT D 0MAHOFEEMIL, 4551 LHEE SNz,
Invitro 7 —X XV LT EEIE, B MUEEAICR L, BWESE R LT (98.7%), LT I/LE E/LO ML F & i
e (fh /M) 13 0.56 TH Y RET L2 (0.1~10mg/L) TEDLLRN-TZ,
FEEGR AR B . LTV EUVE, TR | B R OV IR O I ERIE ORI SR B 122040 L ISR R 53 Am LTz,

16.4 X
SAE MR IS, TR TR L LT VB BV R O S LB, it Lo v eOVBIEYE O K IRk
THY (96.6%). FERBMIIMH SN RD o7, LT AEEML, UGTIAVIA3 2 L= 7 o ABEiailc Lo, —8
W Lz,

16.5 HEttt
RHEFISEMBIREMAT > & . B AR AN Z2 & Topk A Rff S M R R IZ LT LT B ZERIRNEE S LTS, LT LT ELD
EFREIZB T2 VT 7 A%, 484 Lhr LHEESNTZ, F72. 7 V7 7 ZAOMEEMETIL, 24.6% & HE STz,
SAEAAERERRE IS, T UUR TR L7 LT L BV R OEE LB, BERED 933%I3#E P s ES iz, LT L
F VT EICRE(ERE LCERICHREES ., D& (6%) 177 rarigiaiks LTt Ean-, £/, v7%
OB, b ThoTm Q%ATM) ,

166 HEDERZHT HEE

16.6.1 BHREEETE
SEARNEHREEEE xS e LR RR T, LT LEELE 1 B 10 8 BREIMEROEE L, A SHSREE &%

(HER R BRORIEE 8723 90 mL/min/1.73 m? BL |) L LT, LT AEE LD AUCoom 1E, FEE HERSRERATRE RS 30

~59 mL/min/1.73 m?) O N EHEREREER TIIN 1.9 R OVEE  (HERSRERAIER RS 30 mL/min/1.73 m? Kfi) OB
RERE S T 14 fEmh-o 72,
SE AR A BBALRE 23T 5 BRI 6, ¥ (Z L7 F=027 U7 7 AH 60 mL/min PA | 90 mL/min #
W), MEE (VL TF=2 2 U T T AN 30 mL/min LLE 60 mL/min Kii) MOEE (FLVTF=2 27 UT T RN 15
mL/min 24 E 30 mL/min A{ifi) OBHEREEE 20T 2 AWEREICBIT A LT ALEELD AUCIE, Z VT F=0 70T T
A 7% 90 mL/min LA EDRRABERFE & i L TENEI L1, 13 BER 14 E@E» o7y, BRMICERIEZRVWEEZ S
ni-.

16.6.2 FFHREREEE
SEARNFHEREREEF I, L7V EE/LE 1 H 11E 8 HIERER ARG LIS, AR EREE LR L T, LT e
EL D AUCqaa &, Child-Pugh 3B E-S < % (Child-Pugh B) DRRAJFREREREEH Tl 1.6 5% OY Child-Pugh 434
W23 EE (Child-Pugh C) DR ANFHERERE HH CTI3M 3.8 ffminro 7o, [74. 9.3.1 ]

16.7 EWHEEER

16.7.1 In vitro %88
Invitro 7— % )26, L7 LE ELIX, OATPIBI1/3, P-gp. BCRP, UGTIAl X TNUGTIA3 OFEE TH D Z L BRIB ST,
F7o, LTVEEE, CYP3A ORFFUKAFRI 72 BEER SUIFFEIEM . CYP2C8 O Rl e HEMEM ., CYP2B6 OF5E/EM
EETDHZENTFBENT, £/, LT AEEME P T RR—Z —TdH 5 P-gp. BCRP, HITEEE TG %R 7 (BSEP) |
ZHIMEREE R (MRP2), AT =42 N T U AR —%— (0AT3) KUNFEVIAZ N T AKR—H—"TH % OATPIBI/3
DOHERERZHT D2 ERBR SN,

16.7.2 BRIREMMHEEERARR
fREERA & xR & LR BERRBR A O EO N7, LT VE BV OSEMBIREIC RIET IR0 EE R O3 O3
PENIEIZRIET LT AT EALDOEBIZONTENENE 5 KOE 6 12777, [102 &)

#£5 LTILEENLOEYEREIZ KT T OO ZE

Lo LT E BN OGRS T A —Z DKTH
_— Bt A \ CBEFRAS, /SR S
GRES o by /V@i%ﬁ i (90%(Z L)
AUC | Conx
PUREIK
400 mg 480 mg
¢ 0 80 L1 1.06
ThIFY = B[] Hi[m] 14 (1.01,1.23) (0.93,121)
PO PO
200 mg 480 mg
- . 1.33 1.21
FAT Ty QD QD 14 (1.17, 1.51) (105, 1.39)
PO PO
i A anNs T U T

08QDZX



08QDZX

600 mg 480 mg 203 159
HAlA] H[A] 16 ’ '
PO PO (1.84,2.26) (1.46,1.74)
600 480
138, 1.81 1.16, 1.61
v PO (1.38, 1.81) (1.16, 1.61)
600 480
ngng Q];ng " 0.81 101
V77 e (0.67,0.98) (0.79, 1.28)
PO' PO
600 mg
QD
PO 480
me 0.15 027
(7T QD 14 (0.13,0.17) (0.22,0.31)
ST PO T A
HET 22405
) *
ESITES
200 mg 240 mg 211 148
v ARY A H[m] QD 12 ' '
197,22 133, 1.
PO PO (1.97,2.26) (1.33,1.65)
1 480
IaT ) — A 8 me 1.18 111
ET TN R Qb 14 (1.04,1.32) (092, 134)
sy U4, 1. Iz, 1.
PO PO
5 mg 80 mg 1.02 0.92
P /=R IS Ha[m] BID 14 ' '
. 97, 1. 84, 1.
PO PO (0.97,1.07) (0.84, 1.00)

SEANRA DT — 4

QD: 1 H 1[E#E., BID: 1 H 2 [\#E
2anes 1 A 2 [AIFEH- DAL AUCo-120

T AR5 24 BER O MATHIREE (Caane) DORATEEIEE (0%EHEHXR) 1X. 0.14(0.11,0.19) Th o7z,

T V77 E R GG 24 BRIREB DY 77 L E R LT IR EMCRIETIEL TR, Caun DRITTLE (90%(3 16 X )
1%, 0.09 (0.06,0.12) T~ 7=,

§ HARANRADT —#

IV @ BRRAES-

PO : &N #hH, AUC : H[E[EGOEAIL AUC., 1 B 1 [BI508545 1% AUC,.

#6 OHRAEDOEMEREICKIFT LT LT ELDOEE

OFHEEDIEPEE T 2 — & DKL
P BEFZED (LT AEELD . (BFRIRE,/ FEOF )
BEHE | B HIE (90% (= HE X [#])
AUC Cnax
CYP3ARH
1 24
Hi%g gl‘;g ” 1.47 1.05
v PO® (1.37,1.58) (0.94,1.17)
NP N
2 mg 240 mg
o oD 1 225 1.72
PO PO® (2.04,2.48) 1 (1.55,1.92)
P-gp L E0
0.5 mg 240 mg 0.88 075
L 4 Hi[o] BID 22 ’ . :
PO PO® (0.80, 0.96) (0.63,0.89)
SosE B
50 mg 240 mg 166 108
vImARY v Hi[o] QD 14 ’ :
PO PO (1.51,1.82) (0.97,1.19)
1 480
Ra T LR %Iil Q];ng " 1.08 0.96
T 2T PO rO (0.97,1.20) (0.82,1.12)
5 me 480 mg 242 1.57
Va-DIN D 13 ’ !
7 ) T(I;I go (2.04,2.88) (1.32,1.86)
2 me 480 mg 3.40 276
D2=R/NN-3 D 13 ' '
vay T(I)E (130 (3.01,3.85) (2.48,3.06)
PIEER L OPir A L 23R




400 mg 480 mg 102 082
TyrmEr HE Qb 13 (0 87. 1.20) (0 71' 0.93)
PO PO o o
400 mg 480 mg
. 1.03 0.95
TATS R B 14 (0.99, 1.08) (0.92,0.99)
PO PO o o
200 mg 480 mg
S RT ST QD QD 14 076 0.84
(0.71,0.81) (0.76, 0.92)
PO PO
4
g 3(;":;’3 800]‘;’3 " 0.98 111
(0.82,1.17) (0.95, 1.29)
PO PO
200 480
RY aFy—n Bl;]g Ql;ng 12 0:56 0.61
(0.51,0.62) (0.53,0.71)
PO PO
HMG-CoAj i % 3 L E Al
20 mg 480 mg
T RSN ALF B[] QD 14 329 217
(2.84,3.82) (1.76,2.67)
PO PO
& RT3
0.03 mg
EE - 1.42 0.89
i [m] 450 (1.32,1.52) (0.83, 0.96)
TF =T A NTOF S PO Q];ng
RINVFA N LV 0.15 mg ?O
LNG - 1.36 0.95
Hi[E] (1.30, 1.43) (0.86,1.04)
PO

AENRADT — 4

QD: 1 H 1 m#H5, BID:1 H 2 \#5H, 1
1D1M&5@%ﬁ

AUC : H[a# 5O 41% AUCow0.
T AUCou1ast DL

16.7.3 £BZHEMEERETINICEDIIaL—
AR SRS T T ML DY I 2 b—3 g LIZBW T, CYPIARE THE =R Y AR 2mg ZHMEE LZ L &I
L., LTLEEN 480 mg & OBFFARCIZ, = v U AAD AUC 1E 2.5 g5 L HEE Sz Y, [10.2 2]

vay

Bl

X AUCo-12nr

SRR .. PO A, EE: T F = AT A RTF P4 —, ING: LR LA AR LI,
T AUCo.2ane, 1 H 2 [A] 5D

) AF Ok - ﬁim ALV TVEEALE LT H 1A 480 mg & N&EETH D, B, 7 rRARY V20FH

BETL56
17. ERERAlHE

171 EIMERUVREMICET SR

(RIFEE MEFHREFEAE)

17.1.1 FMAERERRER (00158

AARAZEL CMV FUARIEO R RS Mgl BAEE (BEIER LS =BHE 570 #i,

X, 1 H 18240 mg 2R AHF5TH D,

5B HANEBRHE 36 #i)

(eSS ES

12, CMV JEYYEOREIMHI IR L LA RTT 52 2 AN E LT, 77 B R BIEIES L — HE R TR L
B (001 SBR) Z M L7z, BHANOBHLR 28 HETOMMICLT /L EE /L 480mg (V7 v AR Y UH AR LT LE

EL 240 mg) XX 7 T v ROEEERMG L,

TEEFHETE A T d 5B 24 UL BRRAIC

77RO RSB T, FEFEIC
1) EWEEE’J IZEWDH D CMV YL CMV mﬁm&m&w&ﬁﬁ%@%%%ﬁﬁa:

IINERERE R A £ D CMV JRYYIE D FEIE

K1 HIARERSLERER (001 38R) (2

fﬁ'éﬁwb\&) b,

BT 2 4%01% (FAS)

LT LE EVEE AZA N
(325151) (170451)
TERE 14 2438 LA IC B R OIS BBk O
37.5% 60.6%
& D CMVIEG R b - g
E (122/3254) (103/1704))
77 R L OBRE 235 _
[95.02%( S #EIX ] * [-32.6,-14.5]
p it <0.0001 —

+ Fohith 24 JE LA O TRSR - FI

T BEIED 95.02%F XML p X CMV YD) 27 (&Y 27 KU =7

0,0249>

B 24 WETIT,

08QDZX

1 H 1L, &OSOIFRIRNE SIS T, Bk 1438 (8100 H) £T&E L,
BROHH CMV J&RYLT D3R

WO LT WEBRE OBEISIE, LTIV E AR L

TR 24 BIRE S OFZINET — & OKBIGIE RN & LTz,

LT IVEENDORE RS

7= 373 Bt 63 1 (16.9%)

) %J& & L7= Mantel-Haenszel 7512

VZEIE R 2338

D (

1O BT, ERBWERIL

FES<PLCMV BEIZ K 2 SefiiG RO BLA . X

FKHE R



(72%). THI (2.4%). WEH: (1.9%) Thoi-, [7.2. 7.3 BR]

17.1.2 FMAERRAERRER (04055

Bt 148 (K100 H) LIS CMV B OYRYYIE Y 2 7 244 5 CMV HUA M 0D a1 M il g e (J

VEZ AL & 7= B 220 B, Q%EIZIK)\FE‘%MW) BRI, VTIVEELO TR A B 148 (89100 B) OB

% 28 # (#9200 H) IZHER LEBEOAMER NL2MERFIT2 2 L2 B E LT, 77 e RRHREEALL EERIAT

BER LR (040 3RBR) ZFHi L7-, BMER 100 HETLTAEENMI LA PG 425 T L BE 2 EIEA I8 0

j LT LEEN480mg (V7 v AR Y PRI LT AT EL 240mg) XUXF T ERZ, 1 H 1AL O SUTHIRIN S

<, %Zfﬁt@%zsL (9200 H) £TERE L7z, FEFHMEEE CHH2BAE% 1438 (K100 H) 226 283 (9200 H) F£TIZ

E.mbka’J FHROH D CMV ELEVRTD SN HBREOEAIT, LT AEEAREE 7T REEORKICB W T, HE%mic

ﬁafot?ﬂ?% WD BT Y,

1) BRI %@&;5 CMV JEHL : CMV I O ffE R J OBEER T D ERARIRAEIC FE S < HT CMV HIZ X 2 JeilipE O Blts, X
B %ia‘:ﬁ:o CMV JEYYIE D FEIE

H2) Btk 14 (0100 H) LD CMV SR L EIHE ) 27 2 /9 5RF L LT, ROEMEE 1 DL R LEZER
HBENT Mk K —T3 50 HLA Em+# (HLA-A, HLA-B XX HLA-DR) O/b72< &4 1212 1 &t EOR—
55, HLA A% N —. FEfMmkk K —T4 5D HLA #Efs+)% (HLA-A., HLA-B, HLA-C ¥ (X HLA-DRB1) ®
D7p b 12T 1 EFTLA EOR R H 5, IEH M, exvivo T HIRREBME, fib MlsagE s a7 Al
. 7L Ay X<, BEELEITET 6 BLNIC 1mgkg/ AL EO 7L K=Y (UTFZEOIEA]) oLk sE

2 EIAHERELFERER (040 3BR) (BT 2% (FAS)

LTFILEENL (LT | FTER (LT LE
£ EL#9200 H £ 5) ELKI100 H $5¢5-)
e (14441) e (7401)

Tl 1% 1438 7> 5 283 | G PR A9

i % CMV BT DAL 28% 18.9%

R B o (4/144%51)) (14/74%1)

75 R & OREEE -16.1

[95.02%/Z X ] ¢ [-25.8,-6.4] B

p fifrt 0.0005 -

T Bt 14805 28 WLANOIEER P LG THIERHZ CMV MIUEA GRS & - a1 R G & LTz,
1 BEEIZE D 95.02%1F#E X & OF p fifiid HLA 58 R — GZYM XUTIER%Y) % 8 & L 7= Mantel-Haenszel {512 & ¥ SiHY (7 EKHE 7101 0.0249)

BAE% 1438 (K100 H) 225 28 # ($1200 H) £ TIo, LT AEELDOHREGE2ZT7- 144 Bt 4 5] (2.8%) (CEIVEM R
o, EREWERIZ, B (2.1%)\ & (1.4%) Tholz, [7.2. 7.3 BR]

17.1.3 BHE T HAEMRAEFER (030 FHER)

CMV [ e OSEGE U A 7 2T 2 AR B 18 5A /N FFE IS Mep i A (AN Sz BE 65 il 5
HHARNBE 5 F) 2RI, LTV EEALERE LZBOEMBIGE, CMV EYYEOFIEMHIZIRE LK VL E2 it 5
TEHEAEME LT, HEIEERHER (030 3B & E Lz, B> OBM% 28 A £ OIS, KERKOHIZICHE
SLABOLTF AT LORS BB L. 1 H 1IEL B0 SUTHRNZR ST, BREZ 148 (100 B) ETHRELE, A
OMERMIE B 1, B 24 WL OBKRRICE RO H 5 CMV YT D TH - 7=, BiE% 24 HLINIZHERIICE RO H 5
CMV L5880 B T- s OB &I, 25 0% (14/56 f5l) TH -7,

1) BRI ERO B 5 CMV YL : CMV IIUIE D8 & OMEBRE O ERARKIEIZEE-S < Bl CMV 3KIT K 2 eflla O BtE, X

IR E 2 ) CMV BRYYIE D FESE
1E3) BATE 24 B LN OIEBR T LB XA 24 IR OF T —Z O KBTI R E & L=,

Btk 48 B E Tz, LT VB ENOFR G E521F 72 63 1 20 #1 (31.7%) IZEIWERA 2SR iz, FAFIMEM TR (17.5%)
Thotz, [72. 7.3 BM]

(BB
17.1.4 EMAAEHHAER (002545%)

08QDZX

CMV HURGED R — X 0 Bl AT 5 CMV Ukt OSMNE AR N BB EE (BIEA(L SN 601 i) ZxfRIC
CMV EYYE D FIEIMHIZN R L NE 22 RR 2 2 L2 B E LT, #EAL —HEE RIS IRIELMERER (002 58R) é»
Fhi L7z, BEANOBHSL 7T H £ TOMBICLTAETEL480mg *9 (7 8 AR VPRI LT LT E L 240 mg) X
WFL 7 v e 900 mg (RN GO T 7 meb 5 mgkg) OFGEBKBL, 1B 1EL O SUIEIRN
B 5.12C, BRE% 28 3 (9200 H) £ TS uto L7V EVBEDO BRI L HAI A~ LR R T A L R J OUKE #RI95 ©
ANADTIHOI=DT I a s E L, SAHT 7 a A BEOEBRFTIIET /e A0SR e L, £
FHIETE B Td DB 52 WLANIZ CMV RYYE 2 FE LT BRE 0BG IR 3 D LBV Tholz, 10%DI LM~ — T
HSE LTFAEREMILH V7 a eI L TIESER R L Y,
H4) 7 a AR Y CIEGFRARCEIRNE ST 28581, LT LT EL 240 mg XU 480 mg 5 OWTFTEN Y T SR
LRBT A L Tholoid, 240 mg THRE I NIZHWBRFTIZ 1B ThH -7z, RAOKEHARIL480mg THD (V7R
VI T SO

F 3 FIUEMSER (002 3BR) (21T 2% (FAS)



L7 )LE BV AV IN 4
fizg o eV
(289441) (29741)
A 1% 5208 LN IZ CMV I YL 10.4% 11.8%
ZRIE LB T oFIA (30/289%31) (35/297451)
Y% NI/ =RV BT 14 .
72 [95%(5 X [#] ¢ [-6.5,3.8]

FOMSE L7 cHIE R BT CMV BYYE  (TBaR RS 2 £ 5 CMV JRYYE XL CMV EMERE) & HIE S 7 gl

TRBR I BHE ARG & Liguy,

§ BEMZED 95%FHFIXENL, ARHIER ) 2 MIVAf ER 28 280 ) ekl (GEHi )T RENM) %8 & L7- Mantel-Haenszel {4(2
L0 EH

Btk 28 ME TIZ, LT LE EJVEET 292 Bl 58 5] (19.9%), 7NV H v o7 v EULEET 297 (5l 104 #1 (35.0%) (ZEITE
ANEO LN, EARRIER QW) 1%, LT AT EARETCAMKBAIE (6.8%) KOEFHERBIE (2.1%), 7L
T/ a EARETAHMRBAE (22.9%) . FHERBAE (8.1%) KR OHIMEEED (4.0%) Thot-, [72. 74 BH]
17.1.5 EMHEERNGE (0425ER)

RF—=XiZr v =y hWThao CMV FURDBBED A AR N ABBREE (22 F1) 2582, CMV EGIE O FE5E B
NRKOLENERFT D L2 HE LT, BEEEHRAR (042 R 2L, BHA b)b}%ﬁﬁ?‘ﬁ 7 HETOHM
LT LT 480mg (7 B AR VORI LT LT E L 240mg) OFEEFBL, 1 H 11, RO&BEICT, Bk
2838 (#9200 H) FCTHE L7z, Btk 52 BELNIZ CMV EYYE & FIE U7 BRE OIS U7z h vl @ 2 B & ClfeskE
S CMV EYE L CMV SEWERE & HE SN 7-BE) OFIAIE. 9.5% (2141 Thotz,

Bt 28 WE TIZ, LT AEENOEEEZZITT2 22 Hl 4 6 (18.2%) ICRITEAZZEY b, Wi S - mIfEAIL A m
ERIBE, TR, O OMA TN Y RAT7 7 2 —8BHiN (& 16, 45%) Tho7=9 [72. 7.4 5]

17.3 Z0fth

1731 DERICRIFTHE
TQT RBR T, AMEAMERERRA 38 Bl 581c, LT VT B QTe BINFIC MIETHEBE 7 T R K OB IERIR & st L
Too LT ILEEIL 960 mg & HLAFEARN B 5159 L7 & & D QTeP [l GRERZEME A O~ E{RECHIE L7z QT flkR) do~—
ATGAVINEOENED T TR EDE [90%EHXE] OfRKMEIX, 493 [2.81,7.05] ms (5% 1K) Tholz,

T 5) AHFD Ak - Fﬂgi BMAZIEL T EELE LTI H1E480mg 2R NEETH D, B, v 7rARY VEHEH
BETH5AIC 1 H1[E240mg Z#FNELHTH D,

18. EzhEFEHE

18.1 1EFIMEE
LT LE EMI T A NV ADOERUC KB CMV O DNA 4 — 2 F—VEARENET D, FLF07eRR I OE - BES ST
Rinb, VLT AVEREMEI—HAREDOS ) AOERITHEL, UANVARFORRERET S EBALNERoT,

18.2 In vitro i 4 JL R{EA
TGS SR T CMV DEERSBERE (74 ¥E) (2T 2 LT E BV D ECs fEDOFPHIZ 0.7~6.1 nM TH > 7=,

18.3 MHED A ILR

18.3.1 flEER
CMV ® DNA ¥ —3F—¥DH¥ 7=y hMI CMV i&fs+? UL51, UL56 LT UL8Y fElkic = — K& b, HlEEERICT
L7 VR BRSO CMV AR EZ SBEL 72, £ ORER. pULST (P91S, A95V), pULS6 (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 (N pUL8Y (N320H, D344E) IZ7 X / EEHASFRD billz, T D OEHREH T 58 s 1
ez CMV Z5 BLER 0D ECso TEIZEFARE & el L C 1.6~9,300 1=l 4R L7z,

18.3.2 FRFREER
SMEIANZ &G & U7 MRS (020 3X5R) ik, 131 Bl R [FIFLE Mt Mu AR 1T 60, 120 XU 240mg O L7 V&
EAXIET TR E 1 H 184 HEEE L, LT VEEARED O HLFARKY) & 72 0 IR BT 12 fil & %412, ULS6
BT 231~369 (LD T 2/ BERLAI & H0MT DNA 3— 27 = Afifht & F20i L 7=, 60mg #5581 T L7 /LT BV
TR TES (V236M) AR Sz,
AN RIS I SR IR R R &b e & U 7= S5 TNAH [E B RIEABR (001 RER) T, VT AEEAED ) LFARKEI & 720
FRIRAE BTz 50 Bl % x5z, ULS6 & (N UL8Y HHfn1- D= CTD =2 — Rk DNA ¥ — 7 = > A fiffr % i L7=, 3 T
LT LE EVITARIRSZ ﬁ%rﬁ“ 4 FEIE OB pULS6 ([T &7z, 1 67T C325W M OV R369T A3, oD 2 {51l T4 4 V236M
M OVE237G OE# S B STz,
RN [RIRE X I e I RS A B &b G & L 7= B AR E SR [FIRRER (040 3RABR) Tk, &R GHED 5 b TR XX B8 ik
L CMV MJEZFRD Btz 32 fi & x5, ULSL, ULS56 MO8 UL8Y s+ D¢ X T a— Nl DNA v — 27 = > Afifft
BEM LT, LT ILE ETRRZ ﬁ%rﬁﬁ?ﬁ&zﬂﬁm ENRnotz,
/N VR TR RE s i A A R A R 2 ek G & U 7= 058 T AR R B AL [RGB (030 3XBR) TlX. CMV IJEASFRO HAIVRIK 3 S S 7z
10 Bl & %522, ULS1, UL56 KU UL8Y #Ef5F DT D a— RFFEKD DNA > — 7 = A @& i L7z, 2 Bl TLov
E EVITARES M 2 R 0 pULS6 ISR Su7z, 1 67T R369S 23, fillod 1 5T C325W DiE#anita it Sz,
SME RN B RE 2 R & U7 BB (002 3BR) TiE. LT AVEELEED H b CMV EE 2 FE X321
ik L CMV IMUEASFRD IV Dz 52 Bl & %412, UL51, ULS56 KO8 ULSY /s D9 T a— KiElkd DNA
=7 T AN R EE LT, LT IVE ELL 1&Wﬁr$%m¢%1ﬁ I E o7z,
HARNBRNEBHEER 235 L LB IFHENRE (042 3B Tk, L7 AT EL0REE2ZIT2HBRED 5> H CMV K

10

08QDZX



YUiE % F8E XX CMV MAEDSFED B AVRIKAG DTz 4 Bil% 412, ULS1, ULS6 KO ULRY BI5 DT X ThD = — REEK
D DNA ¥ — 7 T2 AN & FEfi LT-, LTV BV P 2 R BRI S o 7,

18.4 REME
7 a BV A T pULYT XUE pULSS FEIRICE#LZ 95 CMV (X, L7V E VTS EEZ R LTz, B4R L
PR L C A v 7 v ECHRTT DI ME R 2.1 & F S8 % pULS6 E237G @ #ia A+ 2 a2 CMV Bkz &, VT
VB EIVICH LiitE 2 R 3 B 5 A9 5 S B LB RIL, FAI LRy NEROH U7 a euics Ltz R/ L
77

19. BRI ICET 2 BILFHAR

—#%4 : LT LEEIL (Letermovir)

b4 : (4S)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-dihydroquinazolin-4-y1}
acetic acid

57\ ¥ ft 1 CyoHysFaN4O4

5y FHE 57255

G F. F

PR - HEDOHMKTH S,

21, RBEH

211 EIRG U A7 EEEE AR ED F, WYNCERT D Z L,

21.2 BUANOIESRBHERE 255 & LERRRRIZFR SN TR Ens, JESERESR,. —EROIERIR ST — & 3%
a2 TOMIT, B ORI EE IOV I RIS % Gl AR E 2 £ 92 2 L1k, AFIOMHR
FZOEREREIIET D L L b, AAOLEMER OH T 57 — % 2 BHNCINE L, A O EMd RIc 4B RE
EHULDI L,

22. A%

(F LA 2 A®EE 240 mg)

14 8¢ (78 (PTP) x2]

(T LA I ACHERLS3E) 20 mg)
30 (14 x30]

(F L3 X AR 120 mg)
304 [14 x30]

23. FEXH

1) HRNEE: LTAEEALDT Y FEHFPRBATICET 535 (2018 4F 3 H 23 H&FR, CTD2.6.4.6)
2)  Menzel K, et al. Clin Transl Sci. 2023; 16: 1039-48.

3) Marty FM, et al. N Engl J Med. 2017; 377: 2433-44.

4) Russo D, et al. Lancet Haematol. 2024; 11: e127-35.

5) Limaye AP, et al. JAMA. 2023; 330: 33-42.

6) Ishida H, et al. Clin Exp Nephrol. 2024; 28: 822-31.

24, XEERERUVELEDE %

MSD &t MSD H A X ~v—HR— Kt Z—
RS T H X JLBR AL 1-13-12

ERERE DS + 7 ) —Z A ¥/l 0120-024-961

26. HERFTREF
26.1 BLEARSETT

MSD #R &+t

REEATFARARABL 1-13-12

08QDZX



202x 4F x AR CGESH. HER OVHEZEE) BAREZERRDEES
202445 HGT (B4l RhREZE ) 87625

BPiE SRR
BRI : 34 YA R ATAIA I REPEEH]

ABES | 23000AMX00456000
LTILEEILTSK ARSERAA 201845 A

- T LA S R®ummizaaomg
ISR« VL — RS DAL K 0 MSD
&

R
H+ 2 PREVYMIS® Intravenous Infusion 240 mg

1. 85

(RFEE MmEHRaFEIE)

FEEMEMRBEREOREERIC+LGME - BREFOEMDL & T, KXFDRENEY L HIH SN HEFDAHIRET
D&,

B2 (ROBHICEH/RELENIE)
2.1 RFNORSTIZH LIBUE OB O & 5 B3
22 ROFERNERESFOBRET  VEVN, mAIXIVEARE - BRI T2 - A TRELTUVFEY . VB FRTL
AHI, AFATIRARY) . TR MY Y [10.15 8]

3. fHAL - MK
3.1 #ARk
WR5e4 T U X AP ETE240 mg
RSy LT LE L
1/\4,)7\1uﬁffp® 240 mg/12 mL
Al EREdT 7o EL-B-v 7 a2 T FA MY 1800 mg

1) AFNZEFHEWR BB OEKLEZZE LT, 123 TVHI2250 mg/12.5 mLASEEFE SN TN D,

3.2 HEIDMHIK

R5e 4 T U I AP EE240 mg
pH 7.0~8.0
&L 1 (EESHRIC R D k)
A O
[E27S i, WRHEROEFE I AROMRI T 52 &2
ERBD,

4. PEEX IR

TRIZET DY A FAHAIA L RRELIE O FIEHIF]
OREiE mEtiiatEiE
Ofigi#r 518

5. MRERIHRIBHET 2R
(=4
AL LIS DN BT % 5k QAT AFN DA R e OV22 2 2 RTAM 9 2 BRI L 52 L Tz,

6. AERUVHAE

WHE . RANIELTAEELE LT480mg & 1 A 1[E 60 50T CRIMEET 5., 7 r AR v EFAEET 25612T
LTEELE L T240mg 2 1 H 1A, 560 5325 CTREMEET 5,

WE, NZIFELTAEEALE LCUTOMER 1A LEL 60 00T CUREEET 5,

(LN A (7 r2xRY o7 L) A& 7eAR) offldy)
30kg UL I 480 mg 240 mg

L ME 7 2RY) COPHIOFEICH DR

15 kg LA 30 kg Al 120 mg

7.5 kg VL E15 kg ik 60 mg

5 kg LA 7.5 kg Al 40 mg

7. BERVARICEHET EE
(BhRestE)

08QDZZ



7.1 BROA GEAIR OERIAD) & ERANIEROBECEI 0 B2 THEMAT2 2 LN TE 5, B, (KE 30 kg K O/NNL T,
Y0 BEZ DBCHBEOFEHNLIE L 2GR H D, 72720, BRRBICB O THEFFIOE#E 5 ORBRIT 2R <. EHAO
WFle Fexo 7o Lprr7ao7 A MY UITBHEREOD 2 BE CER L, BMEOEE L5 R ITBZAN
HDHZ NG, ERFIOREIIR/ROMFE & L, ROBREAHERBE T, ROBEEZRIRT 2 L, [9.2.1 ]

72 B A MATBTANAMIEIIYA b AH T T A )V ARYESHERR SNTZHA T, AFlOEGE2PIEL, A hA Ty
A NVARZKET BIEHSE, WU RHEEITY 2L, [17.1.1-17.1.55 1]

(EFE& M istE)

7.3 [FAEE MBI OB Y B2 O BE% 28 HEE TEELE LCEEEMBTL 2L, BEHMIZ, BEOY A AT
YA NAEYIEDORIE Y A7 BB LRNBDL, BEZ 200 HEETEHLE T2 28, [17.1.1-17.1.3 &)

(3 HE)

74 BHIGRH L VRS ZBE L, HEHRIZ. BEOVA AT A NVAEYHEDRIE D A7 2EB L0 L, BALE 200
AHECTRHRETDZE, 2720, VT AFEMIEICHEZN L CTHEEAT D720, BREBICIFEENSRZE La WA, i
EHRREN ERT2B8EMNHLZ 0D, EEARZEEICHETSZ L, [93.1, 1662, 17.1.4, 17.1.5 B3]

8. EENELRNIE
RWIMICE Y m A 2 ke L CHEHT 258 12id, ImiFEle Red o rmeA-p-v 7 n7x 2 b U OFFIC LD Bk
REEOEMLELZI SR TRBENAN S 27D, EYMICEERRA L BT 2 FBE4 02475 2 L, [1522 28]

9. HENERZHATHRAEICHT R

9.2 BHEEERE

921 FHEEXEEE (VLT7F=2Y YT VR <50ml/min) OBHEEEDHLESE
EHIIC B EERAE 2 FEHE T DSBS E +0IAT ) 2 &, Al FeXo7aerpgr s A M) v OERBICEYE
HREmEOBE(E LS| T BETIARH 5, [1522 2]

9.3 FFHEEERE

9.3.1 E#E (Child-Pugh 5748 C) DIFHEEEZEDHHEE
L7 L EAOMETRER ERT28EWNH 5, [74. 16.62 2]

9.4 kJEREER T HE
TR ATRE 72 2o PRIt L Cid, AR IR VIR B2 RAE T AIREME S & 5 Z & 2 H0 @il L, ABIEEG PR OARFIE G54 T
%—EMRNLE ) RBET 21T 5 KO HE T2 L, [9.5 5]

9.5 1EiF
BRI SUTAEYE LTV D ATREME D & D ethlcid, AFIR G- OF SMEN RS RIS L SN D5 EIC0R 5952 L,
TEHRTPICARKN & B 592 . ARG OBEREYR L2515, ARG L DBAFEHENAEC DR S D 2 LT
DWC, BEICHSHMHAT L L,
HHRT v MR Y X OBRBERAMICER S L- & & A RR S M BT OKRRE R (480 mg HIRNEL) 0%
NN 1 EEO LT o8 R 2 R+ AR CEREE., BIREE OB SENGED iz, TIRT v MIEED D it
FCEREG LA CIE, ERERD 22 %% O - BIEEETIRO bR tz, [9.4 2]

9.6 1Z3LIF
R EOFRMER ORILRBOFREEZE L, RO UIF IEERFIT2 2 &, B8R (7 v b)) TLHBITHR
HHNTND D,

9.7 INR%E

(E2EFEHE)

R RG L U RARRBRITER L T,

10. #HEEA
LT IVE ETAT =4 gk R Y 7 F K 1B1/3 (OATP1B1/3), P-B§&EH (P-gp) KON UDP-Zv7 v /L)L kT A
7 =5 —¥ 1A1/3(UGTIAL/3) DIEE TH 5, LT /VE E/LIE CYP3A OFRERIETER 72 AR | A ONC FLIE TR PE 4 5 (BCRP)
KON OATPIB1/3 DMHEREMZH TS, £7-. LT /E LML CYP2C9 KT CYP2C19 OFE/EMAH T 5 RN & 5,
[16.7.1 1]

101 BrAEE (BFALAGWVWC L)

AN RRIRAEIR - HE 8515 FEFF - fERRIA T
PEY R (F—F v |iHicky.,. e Fom|vFLrE e Lot
7) BEPREEA BH L, QTIE[|L V. CYP3AMFLE &

[2258] EROLEERERES 10D E TSNS,
TRZTBEARD D,

T AY I AEAREIDRICE Y e EAT| LT VE ELOJFHIC
W WK T = A VT FOMBEPRE|LY . CYPIARLES
VoA YTREAT|NER L EARREES & D ETHISND,
VTRV (U TERITBEARD D,
3 UELAEE)
DA N =y = i
v
AF TR RY
v (L E M)
TR RY v
(222 ]

08QDZZ



102 #AZEE BRICEES S &)

08QDZZ

R4 % AR - TR FEFF - fElRIAT
CYP3ADILE BERIC LY . 2SR LT LE EAL DTS
PED &V OMmIEFEEN FHS 25 | L0, CYPARLE S
XF=Uv BENRH D, ndEriEng,
NN
[16.7.25 ]
Ay atry—nu PEHlc LY R 2y —|LF e LRI
[16.725 1] N OMIBEPREMETS | LD, CYP2COK T
%, CYP2C193 % H & 5
PEARF X, R a >y —n|EEXBND,
DIBPNR A IF S E D
BENWRH D=0, BED
EINTCE o NN 1 2 p
LRSS,
CYP2C9 1% RIS LD, 2 b odal| LT /T EAOFHHIC
CYP2C19D T OfEPREME R 5 | &9 CYP2COXE
PN BERRD S, CYP2CI93#HE S5
UAT 7Y% |Ta= kg roppmg LTSN

LM 7 == A R
EFHBICE=X Y LT

HT &,

TN 7 Y& OB

&, INRZHHEICE=4 Y

LITHI L,
Vi <IN BERcE Y LFAaEE LY 77 EV O
(16725 8] DMETEEME T 5, (&0 P-gpk T
077 vy Lo|UGTIAIBEFER S
LEEZLND,

PEFIFE T8 B EA R 5
L7- LTV E ELDMHE
TIRENSS HIIKTT 2
DT, V778 ED
PrRK TR, LT rEEL
DEZNEDIRTS T D FIHE
Wnd 5,

VR VIZAV Y & Ve
[16.7.22 ]

PEICED . 7 bz s
T2 O MAEF R E A -5
T,

PERRFIX, 7 R R R & F
Y ORIER (34 /3F—
) ITHER L TRFEORE
EHoICBET L,

L7 VE BRI
£ b, CYP3A,
OATPIBI1/3 L UG @
BCRPAHLEE LD,

URRABRF

0 ANRARF
TNINAZ T~

TIIRNABF
= PV & a4

PEIC LD 2 b D3EA
OmsEPRER LRI 5
BTIhBH S,

PERIRE, 26 OFEHIO
RIPER (XA F—%) (2
TEELTEEORELZ+
MCBETH L,

LT VE ELOBEHIC
kv, CYP3A,
OATPIB1/3 L UG @
BCRPAHEEND &
TSNS,

L7 VE BV
£ 0. OATPIB13 K}
155 ODBCRPSHLE &
ndEriEng,

L7 LR ELOPEHIC
X v, OATPIB1/375H
ExhsErHlsh
%o

I BRARY
[16.7.22 ]

PRI E Y v rEEL
RO 7 vz Y o
TIREN EHT 5,

LT IVE BV E OO
KO IERRZIX, 7 1 A
WY O R A
ICE=XV 7L, vonu
ARY O R
5Tk,

LT VE ELOPHHIC
L0, CYPIAMPLE S
hao,

7 u AR ONF
1249 OATPIB1/3%3
L& S D,

2yl NA
D= NS
[16.72%8]

BRI LY, Zh b oA
DI AFREN ERT 5,
LT LE B & OPEIIE
KO IERRZIX, 2h b0
S o i PR EE A I ER T
E=H YT, INHOD
SO REERET D2

L7 LE ELOPEHIC
k0. CYPIADBHE S
N2,




H 4 5 B AR - HEE DT ik B - SRR T

L
TR AR PEAIC kD, =_a ) AX| LT LEEALOHIIC
[16.7.35] DMFREN EAT L8 | L0, CYPIARES
ENRH 5, ndEriEng,

L7 L B L & OPF IR
KO IERF 2T, =X Y
LA D IR A R
EXY DT AVNE =0
LADOMEEZRET 52
L,

1. BER
ROFHER RSS2 LR DOT, BRE H2ITV. RESBD DN HEIT#ENRAEEITS 2 &
1.2 ZDHDEIER

1%L _E5% AT 1% A
% K OV Y > 8| [ U ER S JE i BRI E
RbEE
A Ik B, L IEE
SolE R IEE W EUE
g AR A i R s

14. BRLEOIEE

141 EXIFRBFOTE

1411 FRANS, BEASCREMERD BN, ENL T VEHRT D2, RATBABHORK TCH S, -, MihHko
DEOEEHUTABOMB T2 G 2 8D D, A TANOEKRICEARLE Y . IRy (DEO¥EHUTAERD
WohiF-LISL) MNEBOSNTHBITMA LN b, XA TAEEE LN &,

1412 NATADSEERZ TR L THRAEFSER UL A F 5% 7 R 7RG A - 72 5813y ZI2E L, IR

BT 5Z &,
60~480 mg ZHETHHEE. NA T AN ORIKE, RSy FOREIILUTEZSR L, /Al Y 7 ORKEEZRS
T5HZ L,
L5 LE EADREE R AT 6 OB SN Y 7 O
480 mg 24mL (12 mL x 2234 7 /L) 250 mL
240 mg 12 mL 250 mL
120 mg 6 mL 75 mL
60 mg 3mL 50 mL

40 mg I ET DA, 11 T (LFAE AP 20 mg/mL) 735 SmL 2 ERH L, 45mL 0 H R &R X% B
J& 5% 7 RO BHESGE A A - T2 80y ZIZEN L, IR FEHNICRMTS 2 L, MEMREZ 20 mL #5452 &,
14.1.3 REIDASA T AL T EENEIY TH D, FHRIRIFFEA LN &,
14.1.4 B, AR ORHRIKITEA~EOBPOEK E 725, EEAOHRRIRICECOREERW R 7202 BHIZ XV ik
LT L, BB, UERY (DREOEEHXULA GO LN BROONHGEITIE, FNREREET L L,
14.1.5 AL, SRS (2~30°C) Tl 24 FERILAINIZ, WERAE (2~8°C) L7B&IX 48 RFILINIZHEM 32 2 &, ek,
IS ORFICITETHE T E TORMNE T 5,
14.2 BB& %L
AFNIMAI L EA LI &, WY OREEREMNEL D Z b5, BAEEICHOWTIET =2 B RHNTND A, RO
HNIALAEZTHY, F— D8R T A > 2@ L CRFIZEALRNZ &,
TRMAEEEHA . T IAF R, TART YUY BURY—A, TAMLFF A, E7 2 ELERE, oo
XY, VIR ARY U, ULFTELEBE, T4V TAF A BT, Fua~A v UoRBE, LR e
Yoy, VRV U R, R4V T A ArF o baUEBIE, Sa ke UERRIE
14.3 EXREBROIE
1431 XF02um A>T AT 4 NZ— (R =T ARy R AR UTEREFTA v ofl) 2@ L TR+ 5
e,
1432 RENIRY UL Z U EGHTHHIRT = —7 TRE LN &,

15. ZDHDEE

15.2 JEERERERAERICE D < 1HHR

15.2.1 B (T > b)) IZBWT, RARFES s Masm s s OMKBER (480 mg RN S) © 3 5LL EOBRZERET
FEEENE OREME OZVE, KD IRE, R OEBIMR T, R RO, ZIRE~DRESE) KNRD LI,
7w MERBFHICHT 2 HEEE CORERT, BRRERL RRECThoz, Miv v ARV TIX, BB 5k
AR BRBEEOZNZN IS HEEO 21 %) ETRHEEA~OEEITIRD bR o7z, BURERBR TIZL T LT E L
B U 7o R Bt 2 R 3 A T IR bR o 72,

1522 ifMAICHLHE ke 7a b lp-v7a7 AN U ET vy RO X~FFIRNEES-32 & S0 mgkg #8825 HET
X e e OV B 0D Z2 A s D AR BRZE A e I E R L A B & R 23 2 L3 ST b 2,
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16. EMENEE

16.1 MAEE

16.1.1 EERA
A AR N MEHERR A PRI L T L EJL 240 mg ™ KO 480 mg & 60 432> CHEIFIRINTR G- L7ZB 0D, LT LT EL O E)
BERT A—H R VITFET, LFATEME, ZHEOWKEZR L, /2. VT AEEALD AUCLIE, A% ER% b
FER LT,

F1 BARANEFEBRAZMEIZ LT VEE LV E
H A RN G LB
SENE T A —H

- *o Ceoil AUCo-» tin

FR % (ng/mL) (ng * hr/mL) (hr)

N 18,700 60,800 11.8
240 mg® 6 (16.2) (20.2) (64.0)
41,000 176,000 10.8
480 mg 6 (21.3) (31.9) (33.7)

KPRy (CGRATTIICEE S < ZRBREL [%)])
T RRIRPN B G- T RO M i

Flo. AARNEERRALNEZ LTV BV 480 mg & AR HRE A 485 L72BE. AUC a0 MUY Crnax DTS IS < BRHLR
Bix, TNZh 097 K100.94 ThoTo,

16.1.2 RAREEMHMRBERSE
PR [RIFE I st AR AR RE AR 350 1 (5 B, BARARA RS MMM EE 23 6) »ofEbncmfitrrreen
WRET — 2 & AT, RNIERIEMBEIRBAINT 2 F2iE L7z, B AR RIFERS MEp a7 Ve BV % 480 mg, ¥ 7
n ZARY CEFAERET 25T LTV EELE 240mg T 1 H 1 BIFIRNES L72BRD, L7 LT ELOEFIREBIZE T
% AUCqa, 2 3 2 103, S MAHE BRI FERER (001 3080 TF OB TE & O TIX, —HE L72BMER RS TEY,
KGR RBT DT EIC, BRMZEWVTRO b ol

#2 BARARAFMEGELSEEEE LT AEE L
480 mg, KON a AR Y U EARET 2551
LT LEENE 240 mg T 1 B 1 [BIFIRNEES L2

TEFIRFEIZI T B AUC) 200

AUCo.an’ (ng - hr/mL)
b5k ; BRI IES <
% i) /j:/;
b BITEE | w0
480 mgiRPI G- 11 101,200 244
v uaARY P
240 mghf RS- 6 70,810 165

T AN RIS SRR AR O iES L7 b COVIRE T — 2 2l T2 REEE SR B REARAT 70> 545 5 7z AUCo2am O3 A AHEESE

16.1.3 /MNEEBEMEMIBIERE
ANERIFE S MR RE 60 i (56, AANNERFEEMSHBESEE 4 6)) »ofoncmiEh L7 e e iR
JEF— 2 2 FITC, RHEME B REARAT &2 32 L 7=, /NEREE MRS iEE c L7 Ve a2 1 H 1 EERNES L
TBED . VT AEENDEFIREBIZE T D AUC2am & 3 31237, /NERFEE Ml iEE Op@gERIL, X ToRE
X5y T, A FEDE M Bl ES TR O N REROHEN Th -1,

# 3 NAFEREEnREEEEFIC LT LT ELE
1 B 1 EEARNE S L7 BEOEFIRBIZ 1T D AUC) 24

S um AR AUi‘;'fr‘;;“L;“g o smamy o AU‘;‘;“I;‘L)(“g :
LI . 5T g .
| IEOAEO g roovp i | TITFOIIRAES | g roover ik
R -k ‘ e ‘
i ]
A 111,000 59,800
30kg L 480 mg 55,700, 218,000] 240 mg 128,400, 120,000]
15kgLh 30 kg 57,200 61,100
i 120 mg [29,700, 113,000] 120 mg [29,900, 121,000]
75kg L L 15 6 46,000 60 49,200
kg Ao me [24,300, 83,900] mg [25,800, 93,800]
Skg LIl 7.5kg 43 400 45,900
it 40 mg [24,300, 81,000] 40 mg [24,900, 82,200]
T IAE B Y 90% PRI BT, /N R R S s AN A A B O REE SR B iR 7 L 2 W R A B 2 B L7c v I a L—va VZiD
EHEH L,
16.3 o

FHEFSKMBIREMNT & . A RN 2 & e N RFRE B RUER IC L T AT B FIRNE S LTZBEO, LT vEE L
DEFIREICI T D0MEFHO ML, 4550 LHEE Iz,

Invitro 7 —4% XV, L7V EREME, B MIFEERICKI L, BWEEGE R L (98.7%), L7 /VE BLO LA & i
o (/) 130.56 TH Y . KEES L7z EEEHIPA (0.1~10mg/L) TEDLRIN-T,
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FEERRATRER & | LT VE EVIL, WHARE | IR K OWFIR O BRI QN R B B 12070 Ly BRI R L o0 L 7=,
16.4 3
SAE MR AIS, TR TR L LT VB BV R O S LB, it Lo v eOVBIEYE O K IER Bk
THY (96.6%). FERBMIMH SR D o7, LT AEEML, UGTIAVIA3 2 L= 07 o U iaic Lo, —i
WLz,
16.5 HEitt

FHESRBIREMNT S . A AN 2 & TN FFEGE M ERE IS L T LV EA LIRS LB, LT LEE LD
EFRBIZEB T A7 VT 7 AL, 484 L EHEESNT, 72, 707 7 AOEIKRMEBNL, 24.6% & HEEIhiz, s+
E RN, TR TR L LT VB B EZR OGS LTCER, MIREEED 933%IXEP N EEIRENT, LT VE
EOUEEICREERE LCHEPICHRE S, D& (6%) IXT7 VAT A7 ariisgke LTt nsz, 72, LFALEE
OBHEINE, DTN ThoTe Q%A

166 HEDERZHT HEE

16.6.1 BHREEETE
SME AR N ERE RS =S 2 xf 5 & LR, L7 ATEAR 1 A 18 8 HREKEROERS LB, RASHEETE

(HER R ERATE B &S 90 mL/min/1.73 m* LA |) L HERL T, LT AEELD AUCoom iF. R (HEERERATER &Y 30

~59 mL/min/1.73 m?) O N BEHERERER TI3M 1.9 5L OVEE  (ERCRERARTEIE 23 30 mL/min/1.73 m? AKJi) DR B
REREEE A T 14 5@ h o 7,
SAE AN B BRI 23T 5 REFEYE M6, B (Z L7 F=227 U7 7 A% 60 mL/min P4 1= 90 mL/min 7
W) (7 LT F =27 U7 T 2 A 30 mL/min LA 60 mL/min Kii) R OEE (Z LT F =227 U T T2 A0 15 mL/min
PLE 30 mL/min i) OBEEEREEZ AT HRAEBREICB T DL LT VEELD AUCIE, Z LT F=2 2707 T AN 90
mL/min BA_EORRABEERE & i L CENZENA L5, 13RO 14 @ 7oh, BRMICERIZ VW EEZ 2 bhi,

16.6.2 FFiREEE S
SE AN NFHRERE EF I, L7V EE/LE 1 H 1 [E 8 HEERAHE G L2, A ERT L ik LT, LT LE
E LD AUCqa4 1. Child-Pugh 23233 < 25 (Child-Pugh B) D AATHEEEREEE TILK 1.6 125 O Child-Pugh 435
W23 EE (Child-Pugh C) DR NFHERERE HH CTI3R 3.8 ffminro 7o, [74. 9.3.1 ]

16.7 EWHEEER

16.7.1 In vitro FRER
Invitro 7—# 26, LT LE B/, OATPIBI/3, P-gp. BCRP, UGTIAl X UNUGTIA3 ODHEETH D Z LRI,
Fio, LT IVEEIVE, CYP3A OREMEAFRY 22 BEMER UEFHE/EM. CYP2C8 O Al#iRy 22 BRE(ER . CYP2B6 D5 EH
EHTHIEIRBESNI, £, LT AVE EMT HEH T U AR—F —ThH D P-gp. BCRP, B stEHI%ER 7 (BSEP) |
ZAIMEREEE (MRP2), AT =42 TV AKR—%— (0AT3) KOIHFEYiAFZ b T v AR—%—Tdh b OATPIBI/3
OEERAZAT D Z ENRB ST,

16.7.2 EREREMHEE (EARER
TRFERR A % x5 & U7 BRIRIEMMH AR RS O3 b iz, LT VE BV Oy BIREIC LIE 3 0F SO LR K O HEE o 3
PEVEEIZ RIET LT VT EALOEBIZONTENENE 4 KUK 5177, [102 B8]

£4 LTAEELOFEYBIEICRIETIHIEROEE

L7 LE ELOIEMTNTE T A — & DR b
RO EG|L T LEE LD . (pFF s,/ FEOF FHIRF)
- FH 3 1 =
DR Frik whgs | X (0% D
AUC | Conx
PUEEIE
400 mg 480 mg L 106
TNaFV = Hifn] HfA] 14 ’ '
PO PO (1.01,1.23) (0.93,1.21)
200 mg 480 mg 133 121
_ G . .
A 7T o e 1 (1.17,1.51) (1.05, 1.39)
PO PO
Hi~vAany 7 ) 73K
600 mg 480 mg 203 159
Hilm] HAlA] 16 ’ '
PO PO (1.84,2.26) (1.46,1.74)
600 mg 480 mg
1.58 1.37
Hifa] HfA] 16
v PO (1.38,1.81) (1.16, 1.61)
600 mg 480 mg
Ul e QD QD 14 0.81 1.01
f (0.67,0.98) (0.79,1.28)
PO’ PO
600 mg
QD 480 mg
PO QD " 0.15 0.27
(V77v¥ ’O (0.13,0.17) (0.22,0.31)
PRI T
%2485 H]) ¢
UESHEIES
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200 mg 240 mg 211 148
Y RARY A HE @ 12 (197.226) (133. 1.65)
PO PO T T
N 1 480
RaTe )R _E e 118 111
T =T HE QD 14 (1.04, 1.32) (0.92,1.34)
PO PO ’ ’
Smg 80 mg
o 1.02 0.92
Zra Y KA B[] BID 14
- (0.97,1.07) (0.84, 1.00)
PO PO

SEANRADT —4

QD : 1 H 1[E#E, BID: 1 H 2 [RE#EE IV : #kNEE, PO : &N#L, AUC : HEHELG-OHE1E AUC., 1 B 1 [B#5D5HE1E AUCo2m, 1
B 2 BE5-O%4 11X AUC-120

i Fe bk 24 BEREI O MAEPIREE (Caan) DEMITFEILE (0%FHIXH) 1%, 0.14 (011 0.19) TH-ot=,

1 U T U E SRR EN D 4 ERRGRE DY 77 LBV VR LT LR BT RIE T A RT, Coan DRI (0%(EHEXAT) 13, 0.09
(0.06,0.12) TH > 1=,

§ BARANRADT —%

#£5 OHREOEMEREICKFTT LT LT ELORE

BEFASEDOIMENIE T A — & O RKMIT-HI L
e B OB L T AEELD| (BRI, FEOF )
O 3E g e % -
5071k e 551k (90%(= HE X [#])
AUC | Conen
CYP3AZH
1 24
%nllgl gl')ng 6 1.47 1.0
v O™ (1.37,1.58) (0.94,1.17)
N S787 N
2 mg 240 mg
s op 6 225 1.72
;. 2.04,2.48) 1 1.55,1.92
’O PO® (2.04,2.48) (1.55,1.92)
P-gp i E
0.5 mg 240 mg
e 0.88 0.75
DEE B[] BID 22 .
o (0.80,0.96) * (0.63,0.89)
PO PO’
SeEHIHISE
50 mg 240 mg 166 1.08
v mARY ¥E @ 14 (151. 1.82) (097. 1.19)
PO PO T S
) 1 480
ST )L 5 8 1.08 0.96
ET =T RLE QD 14 (0.97,1.20) (082, 1.12)
PO PO ’ ’
5 mg 480 mg
242 1.57
Zrual) LA Hi[m] D 13
H Q (2.04,2.88) (1.32,1.86)
PO PO
2 480
S %TJgI Ql')“g " 3.40 2.76
(3.01,3.85) (2.48,3.06)
PO PO
MEFEEL Oy A VA
400 mg 480 mg
. . 1.02 0.82
Ty mEN R Q 13 (0.87, 1.20) (0.71,0.93)
PO PO S s
400 mg 480 mg
TNaF— B[] B[] 14 103 093
(0.99, 1.08) (0.92, 0.99)
PO PO
2 4
PSRy 081]; : 8311; : 14 076 084
(0.71,0.81) (0.76, 0.92)
PO PO
4
Rzt —iu ﬁgg Sgll;g 13 0.98 1.11
AN _
(0.82,1.17) (0.95,1.29)
PO PO
200 m 480 m,
Ry afy—nu Bng QD : 12 0:56 061
(0.51,0.62) (0.53,0.71)
PO PO
HMG-CoAj& u % 3% Pl E Al
2 4
T RARZRHF ;Inljlg 831‘)“8 14 329 217
(2.84,3.82) (1.76,2.67)
PO PO
-7 -
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% O BEATSE
0.03 mg
EE 1.42 0.89
B[] 2 (1.32,1.52) (0.83,0.96)
TF =N ARNTY PO 480 mg e R
A=/ VIR )V A 01s QD
Pl > me PO
LNG 1.36 0.95
22
B[] (1.30, 1.43) (0.86, 1.04)
PO

SENFRAN DT — 4

QD:1H 1[E#E, BID: 1 H 2L, IV: HIRNES, PO: &O#KE, EE: =F =LA T V4 —)L LNG: LR /L7 A kL, AUC :
BRI G O8E1E AUCo., 1 H 1 [FHEEDOSEIE AUC)an, 1 A 2 FIEG-OHE1E AUCo o0

+ AUCo1ast DL

16.7.3 ERFHEYPRERETILICLEVIaL—Yay

AP R EE T T ML DY I 2 L— g LBV T, CYPIAFEE THH TR U AR 2mg ZHHEE L= & &I
ML, LTEEN 480 mg & OOFARTIL, =1 U AAD AUC 1% 2.5 fHCHind 5 LHE sz Y, [102 2]

W) AF ORI - Fﬂgi BMAZIEL T AEELE LT A 1E 480 mg #FIRNEESG TH D, B, Y7 e AR &2 A#&

535858120, 1 H 118240 mg ZHRNZEETH 5,

17. ERPRALE
171 EIMRUVRERICET HHER

€

RFEE MR HAa S HE)

17.1.1 FEMAERERRER (001 HER)

HARN%Z B Te CMV FUAREG M O A [RIFE 1 M i Ml A e (VR 2 b S V72 B3 570 11, © B B AR NEF 36 #i) 2 %152
CMV JEYLE DRIEINHI B R VR EEERFTTH 2 L2 B E LT 7 7 2 AR5 R (b B BRI THER LeieaBR (001
RBR) 2 L7, B H 2 S BEE 28 HE TOHMICL T AEEL480mg (S 7 1 AR Y UOFEHIZ LT /LFE BV 240 mg)
MIE7T T RO ZBME L, 1B 1E, BOSUIFFIRNEEIC T, Bk 148 (10100 B) TR L, FEEEE
Th LM% 24 BLUNICEERINCEKRO H D CMV BT D580 SN BREOEISIE, LT AEEARE 7T REED
FEERIC RV T, BRI fx;trzn W BTz Y,

1) E.mf*E’J WZEWDOH D CMV &Y - CMV mrmﬁﬁm&w&%%‘@ﬁ; DN IR SR N 6 Y A\ i SEHRIER OBG. X

TEIHERIR 2 £ D CMV JRYYIE D FIE

F 1 FUUHEFL SR (001 35%) (I2381F 5 A %0 (FAS)

LT ILE LR 77 R
(3254) (170%1)
i % 2438 L ZHRR P R D
DEL (122/325451) (103/170%31)
7T R E ORI 235 B
[95.02% (X [M] * [-32.6,-14.5]
pfiEt <0.0001 —

+ A4 24 LN OTEER B IF1 3B 24 BRF R OFET — 2 O KMFII AR F & Lz,
I HERHIZED 95.02%EF XM K O'p EIZCMVIER Y 27 (&Y A7 /K 2 2) % )& & L7z Mantel-Haenszel {512 & 0 5 H (/K4 F-11] 0.0249)

Bt 248 F Tl LT VE ELVOERE 25T 72 373 B 63 61 (16.9%) IZEIER 2338 Btz EREIWERIE, B (7.2%)
FHT (2.4%) . WEM: (1.9%) Thotz, [7.2. 7.3 BW]

17.1.2 FMAEMRARERER (040 HE&)

08QDZZ

B 14 (9100 H) LD CMV IR R ONRYSE Y 2 27 2435 CMV JUKEE O s A FIFEE 8l g2 (%
E2 L SN2 220 6], 2 HHEARANEF 16 61) ZXBIT, LT LVEEAOPREEEZB% 1438 (100 H) »OBHE
% 28 1 (%9200 A) ICIER LIcBOFIER R EZRHFT 22 L2 BN E LT, 77 B RAREBEALLZEERIAT
FERI LS EBR (040 RER) A FEML7-, BREBK 100 HECLFAEE ML A THERE 25T LI-BE 5 EIELICE Y
m‘ LT AEEN480mg (37 0 ARY ORIV T LT E L 240mg) XiX7 T ERE, 1A 1EL, &0 OTHEIRNES
ZC, Btk 28 (#9200 H) FCTHEE L7z, EHEFMERH CHHI2BM% 1438 (] 100 H) 25 288 (8200 H) £T
IZHRREICE R D B 5 CMV B VR0 S IR E OEIRIL, LT AT EAREE 7T v ROV T, st
é:ﬁ%?fi'#“ﬁm&) Bz,
1) Ennfa IZERDH D CMV YL : CMV IUE O M OWERFT DO ERAIRIEICZES < 5T CMV HIZ X 2 SEfiliai O B4h, X
TEIRERIR 2 £ D CMV JRYYIE D FIE
12) Wéﬂﬁ 14 (K100 A) LARE S CMV B R OVEYWE Y 27 #H T 5838 & LT, ROIEHEE 1 DLl Lz L7cHER
EENZ Mk R —T3 >0 HLA /57 (HLA-A. HLA-B XX HLA-DR) ®472< &4 1912 1 &t Lo R—
BRd 5, HLA A58 R —, Elkk FF—T4 >0 HLA #&{5F#% (HLA-A. HLA-B, HLA-C }: (X HLA-DRB1) @
D7 b 12 1 EFTLL EOR—EDH 5, M, ex vivo T MIlARERBM, it MulRiatgE /a7 )
M. TV AY X<, EEAEIITET 6 BN 1 mgkg/ BUL EOT L R=yry (UIRSOHA) oLy

F2 BIHEEILFERER (040 ) (B0 2 H9M (FAS)
| | 1/7/»3&1:/1/ 7 [ 79X Fr |




JVE EUL200 H B E E/LEI100 H £
5) & (144%0) ) R (7461)

%ﬁﬁé;ﬁb%zgﬁéﬁfﬁﬁﬁ?%é: 2.8% 18.9%
BROH D CMV R GED & ) ,
P B T (4/144%1) (14/74%1)
7I R E ORI -16.1 _
[95.02% {5 #ER ] ¢ [-25.8,-6.4]
o fiit 0.0005 —

+ B 14 25 28 LN O TR 1] THUIEREZ CMV MUE2SFR O P BEBRE X AR B & LTe,
I BRI ZED 95.02%(F HEIX [ K O p 1L HLA 58 R — (B2 U 3FEY) 28 & L7z Mantel-Haenszel $512 & 0 5 H (5 77K HE P71 0.0249)

Bt 1438 ((3100 H) 7225283 (K200 H) £ TIZ, VT AEFELDOFRGZZIT7- 144 10 4 61 (2.8%) (CRITEA NG
o, EREWEAIL. B (2.1%). RH: (14%) Thot, [7.2, 7.3 5]

17.1.3 %HME THEMRAREFER (030 HER)

CMV &Y R ONRYIE U A 7 2 A4 5 AR S 18 fAi oo/ R FIFE S Ml B (AN bz B 65 Fl, 5
HHARANBE S ) 2RI, LTV EEALERE LEBOERYBIRE, CMV EYYEORIEMHIIRE L2 Ritd 5
TEHRAEME LT, HEEIEERRER (030 ) & EM Lo, B OBH% 28 A £ TOMMICE, KEROHIBICHE
SKHBEOLVTAVEELOREGZEG L, 1 B 1, RO SUIFIRAEEICT, Bk 148 (100 H) £TRELE, f
PPEEGIE H L. BAEE 24 LN OERIICEKDH D CMV RYEVTH » 72, Bl 24 BLUNICERBICEKO H D
CMV B3R DR E OFIGTINE, 25.0% (14/56 ) ThH otz

1) BRREICE%RD H 2 CMV &G : CMV IIUE DR K& OMBRE ORFIRRIBIZIE-S < Bt CMV ZKIZ L 2 efilin i D Bia. X

IHNREREEE 20 5 CMV EYIE D FIE
TE3) Bt 24 T AN OTRER o IR 6 ST BAETE 24 WIS O A ZMET — & O RIBNI R & LTz,

Bttt 48 HE Tz, LT VB ENLOFRGE5Z1T 72 63 B 20 41 (31.7%) IZRIVEFA 23D iz, F2RIEM ITEH: (17.5%)
Thot, [12. 7.3 2]

(E=1HE)
17.1.4 SEMAAESHHAER (002 FHER)

CMV HUlRBtED R — X W B & 5211 5 CMV PLiREEE O/ E AR N BB RS (BIEAL ST BE 601 ) Z XTIz,
CMV JEYE DRIEIHI R L LM ERGFTT 2 2 L2 A E LT, BIEAL - HE RIS BIEL R (002 H_E) %
Fhi L7z, BEANOBHEL 7T HE TOMBICLTAETE L 480mg *9 (7 8 AR UHFHBHI LT LT E L 240 mg) X
ISV H 7 mEL 900 mg (BIRNIR G- OBAIEH 27 m e 5 mghkg) OHGE2BMAL, 1 H 1, &0 SUTHIRN
52T, Btk 28 (9200 H) ETHRE Lz, L7 EEAFEOEREITITHEA LAY A )L 2 R OUKSE HIRIEZ
TANADFHOIDT 7/ a L EREE L, AAH 7 a EAROWERFICIZT 7075w ReRkE5 L, &
FIEHIIE H CTdh 2 BAE% 52 HUANIZ CMV BRYYE 2 FIE L 7ol E OFIG LR 3 D LB Y Thole, 10%DHHME~—T v
WCHSE, LTIV EIOOVE U7 a BV R L THES MR IR LT 9,
1 4) V7 u AR Y CIEPFHRHCEARNE G 25513, LT /LE BV 240 mg T 480 mg 5OV MZEID i S
LRBRT A L TH TN, 240 mg THEEINT-HRET 1 FITHoTo, AFNOARAET480mg THD (7 r A
R Y IEDFRRE

3 FIARmSER (002 3RER) (T 2 A% (FAS)

L7 )LEE L WNIVH T
pizg =i
(289151) (297451)
TR 14 5218 LN 12 CMV & YL iE 10.4% 11.8%
B FIE L T gRE T o FIE (30/2894)) (35/297451)
PIVH s m EVEE L DORER -14 o
7= [95% (5 HEX ] ¢ [-6.5,3.8]

TOAE U7 el E R B2 C CMV IEYUE  (BRRFEE 211 5 CMV EYYE UL CMV SEGERE)  &OHE S giire

T VBB AR & LR,

§ BERIED 95%EFXENIL, FARRZIR N MRS ER 2 BT 251U o/ Bkl (0 )UTARFEM) % kg & L7- Mantel-Haenszel 1412
BN

Bt 28 M E TIT, LT LT ELEET 292 il 58 5] (19.9%). SV H v o7 b BLVEET 297 5l 104 1 (35.0%) (ZFIE
RAMNE® bz, ERBIER Q%L L) 1, LT AEEARETHMEBAE (6.8%) KO PERBIE (2.1%), SAH v
7 u e VEETHMEREIE (22.9%) . 4FFPERBUIE (8.1%) K OAMERERED (4.0%) Thoiz, [7.2. 7.4 BRE]

17.1.5 HMAEMNGHER (042 FHER)

08QDZZ

FF—=XiZ L By bW CMV FUEDBBEED H AR ARANBBHEE 22 #) ZxXfRI12, CMV EYYE O FIEAMH]
PRR R AR T2 2 62 BME LT, BEIEEMRRRBR (042 R Z2E5 L, BEA L LBHE 7 HE TOHIM
ICLTLEE/L480mg (7 B AR Y UHHARE LT LB EL 240 mg) OFGEBMA L, 1 B 1E, EO%EICT, Bk
28 (£9200 H) FTHEE L7z, Bt 52 BHLINIC CMV JEYYE 2 30E U7 (IS L 72 b el E & B2 Clisesia s
ZE S CMV JEYE L CMV SEWERE & HIE SN 7-BE) 0FIAIE. 9.5% 2181 Thoiz,

Bl 28 WE TIZ, VT AEENOKREE52TT7- 22 61 4 41 (18.2%) ([ZRIEMABO bz, WE S ERITE M



ERIBE, TR, O OMA TN ) RAT7 7 2 —8BHn (% 16, 45%) Tho7l=?, [72. 7.4 ]

17.3 Z0fth

17.3.1 DERIZEIFTEE
TQT BT, ZMEAfEFEER A 38 Bl 2521, LT /VE BN QTe MBICKIET HEE 77 v R L OISR & Ll L
72o LT ILEEIL 960 mg & HEEFRFIRN IR G LI & & 0 QTeP B GREREEFE A D~ 2R THIE L7- QT k) d~—
ATGA U NEDOELED T TR LD [90%EHEIXE] OfRfEIL, 493 [2.81,7.05] ms (5% 1 KifH]) Tholo,

T 5) ARFIORIE - ﬂ%izi AL LT VBRI E LT H 1A 480 mg ZFIRNEEG-CTH 5, 728, 7 r AR V&0
AT 554020k, 1 B 118240 mg ZFARNES TH D,

18. FhEEE

18.1 1EFAMF
LT IVE BV T A LV ZADERIZ VB CMV O DNA ¥ — I F—BEEERZET 5, ELZNRBREIR OB M
Rt LTVEEE—BMEDS ) AOERICEEB L, UANVARTOBREHETLIZERALNE ol

18.2 In vitro ;i A L XA YEF
YL R TO CMV DR THEE (74 BF) 12335 L7 /LE E/L D BCs fEO#HIPAIL 0.7~6.1 nM Th o7z,

18.3 MHED A ILR

18.3.1 flifAEER
CMV ® DNA # —3F—PDOH¥ 7=y ;I CMV Ef5+D UL51, UL56 KON ULSY fEIKIC = — R &5, MIfEERRAICT
L7 VR E VIR D CMV R Z SBEL 72, £ ORER. pULST (P91S, A95V), pULS6 (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) T pUL89 (N320H, D344E) (L7 I / BEMMARD bz, ZhbD@E#HEAT
DA TR 2 CMV KR D ECs EIXEF AN & i LT 1.6~9,300 {5 mflEZ s Lz,

18.3.2 BEFRER
SREANZE SR E U258 TAERRBR (020 386R) i, 131 o0 s[RIl 3 i s A i it 2B 1 120 1% 240mg O LT /v
EAXIET TR E 1 H1EI8 HEHEE L, LT /VEEARED S L PIARRI &0 *ﬁﬁmﬁ%%nt 12 % %t 44z, ULS6
AT D 231~369 AT I J FERRF & T DNA & — 27 0 A AT &2 50 L7, 60mg #5-8E 1 5l TL T /L E VIR
A RTER (V236M) 2R EShiz,
R R I A R A R 2 ek e & L= S AR E R SE RIRABR (001 #REBR) TiX. VT LT EARED 5 TR T) & 7‘; V)
RIRDMG BTz 50 il % X8I, ULS6 K& TN UL8Y G- D 9T 21— RFEIKD DNA > — 7 = > A fifhit & ke L 7=, 3 5T
L7V BV PR & 7R 3 4 TR O B #2203 pULS6 IR Sz, 1 BT C325W LU R369T 23, flhod 2 f5i] T4 % V236M
K ONE237G O BB HRH S vz,
B[RRI I M A RS B % b G & U 72 S AR R R AR [FI3AR (040 3RBR) Tk, &BGHED 5 b PRI AR X 8 ik
L CMV MJENFE®D Hiv7z 32 #il & %144, ULS1, ULS56 & TN UL8Y s D9 T da— Ridlkod DNA 3 — 7 = R fighf
ZHEMELTZ, VTV VIR A R T E BRI S o T,
/NVRLTRIFR S L A AR AR ER AT 2 et G & U 7= % 028 T AR EIBRIE[RIBABR (030 3BR) Tix. CMV IUED R BIVRIER S S 7z
10 il Z& %412, UL51, UL56 KU UL8Y MR DF TP — NEIKD DNA ¥ — 27 = Afigifr 2 Efi L7, 2 flTLr7L
E BRI M2 /R3S pULS6 ISR Sau7z, 1 617C R369S 23, oD 1 f5C C325W D fith S iz,
SME AN B A RE 2 5 & U7 MRS B (002 38k) TIE. L7 VEEAEED S b CMV FEYUAE 2 F8E I3 214
ik L CMV IUEASFRD B IVRIR DG BTz 52 Bl & %412, ULS1, ULS56 K& OF UL8Y 51D 9T 2 — NiElkd DNA
V= T A RN R ERE LT, LT IVE BV ﬁﬂé*"l‘i%i‘?‘%?ﬁ@ IR SN otz
AARANRNB A EE 28 & LB IAENRE (042 RBR) T, LT ATELOEREGEZTTHHRED 5> H CMV &
YUfiE % FHE T CMV IMURE 25588 B AVRRIK G H iz 4 il %412, ULS1, UL56 & O UL8Y BinF D~ Tha— RiEik
D DNA ¥ — 7 T2 AN & FEfi LT-, LT VT BV M 2 R ERIIR I S o 7,

18.4 REMME
v a eV A R pULYT XUd pULSS FEIRICE#LZ 95 CMV X, LT VB VTR EZ R L, B4R L
HEE L CH v 7 v BT DS R 2.1 5K F S5 pULS6 E237G E#i a2 A 28 aFHli 2 CMV BRE &, LT
IV EOUVICH LiitE 2 /R 3 B % A9 2 S B RIE, RAD LRy RROH 7 v euicst L@tz R L
7

19. AR ICET HBIEZEHHR
—x4 - LT LEEIL (Letermovir)
{b54 © (4S)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-dihydroquinazolin-4-yl}
acetic acid
57\ ¥ ft 1 CyoH,sFaN4O4
Syf8 : 57255

08QDZZ



:
HaC I :L CH
>0 N/\ o °®

N CO2H

R AROBRTH D,

20. RIELVEDEE
SRR IO L TIRIFET S 2 &,

21. RBEH

211 EIRG ) A 7 FBEE 2R ED F, WYNCERT D Z L,

21.2 BUSNOEIRBHERE 255 & LERRRBRIZER SN TORNT &b, BERGER, —EROREGNIRD T — 2 3 4E
a2 TOMIT, B ORI EE IOV I RIS % gl ARERE 2 £ 92 2 L1k . AFIOM AR
FOEREREIEIET 2 & & b, AFOREMERCEIMEICET 57 — % 2 BHNCINE U, AFI O EMd 0582 i E
EHULDI L,

22. A%
1347 (12mL)  x 10

23. FZEM

1) HRNEE: LT AEEADT Y FHIFPRATICRET 55 (2018 4F 3 A 23 HKER. CTD2.6.4.6)
2)  Gould S, et al. Food Chem Toxicol. 2005; 43: 1451-9.

3)  Menzel K, et al. Clin Transl Sci. 2023; 16: 1039-48.

4) Marty FM, et al. N Engl J Med. 2017; 377: 2433-44.

5) Russo D, et al. Lancet Haematol. 2024; 11: ¢127-35.

6) Limaye AP, et al. JAMA. 2023; 330: 33-42.

7) Ishida H, et al. Clin Exp Nephrol. 2024; 28: 822-31.

24, XHERERVELEHOE:
MSD k&t MSD H A X ~w—HR—hkrZ—
WA T X LBE 1-13-12
EFBIRE DT« 7V —F A YL 0120-024-961

26. HAERTRES
26.1 BERET

MSD #R &+t

REETFARARABL 1-13-12
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H &

=&

5 & ONHEE D EF%

1.8 IRfE (R

182 EEXITDER () KOEORERML

1.8.2.1 DI EESIEMES)

1.82.2 BIRESUTZNR (FR) DORRERIL

1.823 PHRE T AT EE T 21 EE () KO O EARIL
1.83  HEKUHE () EOZEORERL

1.8.3.1 MEROHE (%)

1.8.3.2 MEROHE () ORTEIRIL

1.8.3.3 RAELOCHEICEET2EE () W ONSZ O TR
1.84 A EOEE (RB) KOZEORERL
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18 HAAXE () Page 2
*—B

# 1.8.3-1 FEROHRICEET IR () TS ORERIL <A im>

# 1.8.4-1 A EOEE () KUZ O ERHL
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LFILEEIIL INR MK-8228
1.8 FMIXE (F) Page 3
&5 K ONHEE D TE 7%

s 75 EFE
AUC Area under the concentration-time curve PR — IR R T A
CMV Human cytomegalovirus E YA RATRT AR
FAS Full analysis set SR DM R GAE
HSCT Hematopoietic stem cell transplant 3 [ AR B R A
NC=F Non-Completer=Failure FETE T B = HELN 1
PK Pharmacokinetics FEENRE

08R32C
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LTILEEIL_/MR MK-8228
18 FIXE (B Page 4

1.8 HHXE (F)
1.8.2 MEXEFIMR () RUEZDHRERL
1821  FEEXTIHR (%)

FRUCBT DY A b AT 1 7 A L A EYE DI SESH
Oﬂﬁkmﬂﬁ@%ﬁ
wnn%*ﬁ

A B O—ZEHREHICHE D ZHEE TR

1.8.22 MEEXIIHR (F) OFHRTERM

AFIZBNT, LT IVE EL (BER B OVERF) ORI 2 2hae I35 [1.8.2.1 )ik, [H
WA DR RO T T o AT HESEEKBE SN TV AH[2.5.1.3 H], CMV EYWIE O K K& OSER 1%
NEE ENERBEETHLUL WD EEILND Z Eb[25.1.3 H], /NREFIZH L TRAR
HERREOBRBELERDIIIICRELIEHETCLTAEELEZREGETHZ LT, KARE LIH
BOBEMET 0 7 7 A NVERTZENTFHEENT, 2O D, RABREICRE LB L R
EOLTLEELVOBRFEENGONL/NLEE TCOHELZEYEREOFMIZ LV i+ 57290
HHAERED S B 18p% AT /N R HSCT B & xtg & L7 [E Rt H%@%HWW%mwﬁ%)%%
i L7z, 03035 CII/NREBF T T 5 LT LE BV DO R OV RMEIZ DT b Bl I 2T
L7z, BRA ERERIC, /MR HSCT BEFIZB W TEH CMV EYEE B B3 2 BRI EBRBE IXE N TR
TRAERITRNEBZZ N2 L[2.5.1.42.1 H], A HSCT & ITBWTHARANEIEARARANIZ L
THEENLZE-HE TR LICEE, A Z e Tho72 &, /MR HSCT BFETO LT /LE

ELOMREE EICKTT A RENEROEEIZ/ N NSNWEEZ SN2 25, 030RBRICITAI S b
ML,

03078 TRl L eI ED LT VEE L Z &R E LTCRER, LT VBBV OREREIIH L T
AN HSCT BF O HIERZEEOFRIAN TH - 72[2.7.2.2.1 ], £7=. BAANIE HSCT BEICH
HUTIEENDIREEROSAMIL. FEFARANE HSCT BEOFEFERE LML TEHR > TV
[2.7.2.3.2 H], /NEBEFEOBRBEENRANBE LFRETHDL Z LD, A & RO HMEDHIFE
TEHLEEZT,

FEER. 030FRBRIZ IV T, AR H CTd 2 BAf% 14108 & U248 LINIZERIRJICEW® D B 5
CMV@%E%%NHM@%%%@%@WES\MkF%)ﬁw%h%h@ﬁ%&@%ﬂ%kﬁ%ok@
AARNERHDOANEIIR SN TWD DD, HARNEM TOAMMEITEER & FEOEm 2R LT
[2.5.43 ], £7-. ZORERZ, 0305 CMV Hiikfatk L v b (BUREE R —2 50
B EZ T 2) b—8E TN D72 DEE R T TE 2008, CMV HLIRES % D A [FIFE HSCT
F e RGN U7 E RS RSB IR RER (0015805R) 1IC81) 5 L7 /VE EVEECOBMNL 143 K Y
24 NICERRRIICE R D & 5 CMV JEYYEN S H T4k E OFIE (FAS, NC=F {£) ThHD
19.1%M 1837.5% ([1.13.1.3 TH] ¥IEIHGEE £ 2.7.3-18) LRERETH -7, LLEX Y | CMV EYYE
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1.8 HIXE () Page 5

YA D& 5HHARNNLHSCT BEICH L TH LT I/EELOFMMETMRA & R SN D
[2.5.6.2 ],

HSCT BHE K OEBHEZT OWTIIZEBNTH CMV JEEYYE DR IK L OER TN B & /NR
BETHBUL WS EE2DNDZ &, A HSCT B &/ HSCT & O L7 L BV OIREE
BIIER>TWDHZ LITNZ, A HSCT B34 & i NEBERE TR b /o A bk Ok
ORI E 2 2 & /INEBBREEERTH/NE HSCT BEER & Rk B4 A bk kO
EMEERT I ENHIFEIN D, o, BIRUAAOIRESBREFICE L TH, CMV EYE OFF K K&
OERITERN B L/NEBECTHEL TWD EE X b5 2 L[2.51.3 H], FEENLZE LI
IBLISN D /NS R 1T B T A LT L EE LD PK 1L, /INEBBES L REE THEEND
ZEDD, o/NEEESRBREE ISR LT, /N HSCT B & RBEICHEIMERfF cE 5 &5

277

1.8.23 MRENIIHRICEET HFF () RUZDRERH

< Kl IHam >
(k2R F i)
B LLA DS BB 2 3E G AR K O A 5 Je OV 4 2 FEAI 9~ 2 B AR s8R X 540 L
TR,
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183 HERUHE () RUZDOEERRL
1.8.3.1 RERUVAE ()
<HEOH (BEA S ORI > @ HEERFDZRE

RN KON 258 LA E /N

W AL 2% LL EDO/NRIZIZ LT L BV E L T480 mg [240 mg $E28F X3 120 mg
Wikian) (BEAIH e FREEZRYA) ] Z1RIRRAEST 5, 7 r AR »E0FAEEST
HEAEITIZ LT LE BV E L T240 mg_[240 mg $E15E X 13120 mg FERI2E] (BEAIL W T K #
YA ] H1EIEROEEST 5,

(125 AT D /N

ALz

W A2FARHO/NRIIFE LT AEELE LTUTOHEZIHIERAO#FEGT 5,

KE VI uARY O L | e AR OB
= BT EEE HiE EECUTEEEL
30kg VA bk 480 mg 120 mg ¥kr4 240 mg 120 mg F&HK7I2
) &)
X 1%240 mg §E 13240 mg §E
28 185
18kg VL F30kg | 240 mg 120 mg $Eki2 120 mg 120 mg $Ek71
AR5 ) &)
13240 mg §iE
15
7.5 kg LA E18 | 120mg 120 mg #8471 60 mg 20 mg PR3 T)
kg Al o
5kg L E7.5kg 80 mg 20 mg FRI40) 40 mg 20 mg FERI27)
Ay
2.5kg VA 5 kg 40 mg 20 mg PEkI27) 20 mg 20 mg PERI17)
Al

c Confidential

08R32C



LTILEENL_IMR

1.8

IXE (F)

MK-8228
Page 7

<TEHHN> - HEERFOR

(R K ON25E LL E /)

W AL ON25RLL E oo/ R

iVTW%EkaT%Mg%HME #16053 73 F T

SEEET S, Y7 uARY L EHEBEST5

XL T AEENLE L TC240mg 1 H1

[\, K605 7T CHMEERET 5,
(1 2mEA D /N
WE L IR O/PNRICIZLTAEEAL L LT TFOMEALHLEL, 605 H T THAlHE
Ed 5,
KE HE& & Zaxrxl) v | HE 7 aeXARY O
OPEAZ L) HY)
30 kg LAk 480 mg 240 mg
(K HAE & Z7a AR COHOEEIZ PO B2
18 kg LA 30 kg Aiti 120 mg
7.5 kg UL 18 kg KT 60 mg
5 ke UL E7.5 ke R 40 mg
2.5 ke LA F5S ke Rl 20 mg
FHRED - A EIO—ZEHESICRE S 2 F T

B, FBEOIWET,

DFLH & 2o T,

< A Al

08R32C

(BEAI K OFERLAL) >

NEEBE TOMEROHET., FRkOREXDELLEL LIZZOLT

:"Eﬁ\

W, AT LT AEE L E L T480 me (240 me BE28E X1%120 me FERI40)) Z 1 H 1A

A%53 %, vo7rARY ARG T 25812 LT/ EE/LE L T240 mg_(240 mg
BE1HE XIE120 mg ¥ki26)) #1H1ERRAOES7 5,

WNRIZIFLTAVEENLVE L TUTOHEZIAIERAOES T 5,
A VIuARY OB L | Y7 uARY OB Y
HE AT EEER HE DECTEEEK
30kg VA 480 mg | 120 mg FEHKI44) 240 mg | 120 mg FERI2E)
X1$240 mg §E2 X 13240 mg §E1
i B
15 kg LA 130 kg | 240mg | 120 mg $Ek2F) 120 mg | 120 mg fEkI1E)

B[]

13240 mg HE1
$E
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1.8 HRAAXE (F) Page 8
7.5 ke VA E15 kg | 120 mg 120 mg FEki140) 60 mg 20 mg ¥EKI3E)
A
5keg PL 75 ke | 80mg 20 mg FEkI47) 40 mg 20 mg JERI27]
At

THRRER : A RIO—ZHEEIC D L HEEHT

< PRSI >

WE. A LT e E LT480mg Z 1 B 1EL, K605 i CHRiliET 5, 7
o AR EAKRGTLHAICIEL T LT ELE LT240mg 21 H 1A, FI6055 0 TR
HHET 2,

mE, ANRIZIELTAAEEALLE LT TFOHEZTIH AL, K600 0T CHEEFHET 5,

RE HE G7uAR) o | HE & ZvARY D
FiaERAND)) Gt ®H )

30 kg LAk 480 mg 240 mg

G HE& & 7aXRY) COHOFEEIZ) DB 78

15 ke LA _F30 ke AR 120 mg

7.5 kg Lh 115 kg A 60 mg

5ke LA F7.5 kg R 40 mg

TR : ARl —ZHEEICHE S ZEHEEPT

1832 HERUVHE () OFRTERNL

HARAN/WNED HSCT K OMEERBAEEE I2xt9 2 LT VE BV OO (FEA K OERIA]) I Y
WZHESFI O HER OH&EIX, 030588k D PK 7 — & & W THEZE L 72/ HSCT B#F ORER PK
ETNERIC, RERG KO 7 a AR COFHOFEICESERE Lz, b, HHEFHEXH
NAFTT XA Z VT 38R (03150R) OEWENHET — & )6 | FERLAI G-Ik D Wk FE & 1 TREAR
OEERN ERIRRETH D Z &, Fo, O DPWERM & OGN EYEREIC KT T KRB R ITEN
ZLEANRERTWVWARS52 H],

/MR HSCT BEIZR T2 LT /L E e 0O BFERERICIE, A HSCT BFICY 7 n AR &
FHETIZ LT AE EL480 mg Z1H 1RGO R OFARN & G L 72 B O E & IREE T OMRE &
(AUCO0-24) O defiE (A A\ HSCT FBH ORHER PK £F7 M X0 THI) % Hviz, R PKfi#
Hr DT T AT IS T2/ HSCT BB O L7 /LE BV D AUC0-24% , % A\ HSCT B3 D B A%
W% B O HIPH C & 5 16,900~148,000 ng-hr/mL & bl L7z, REK N7 v 2K Y > Ot H oA
WS VT IVEEALORAA]D (BEA K ORERIAD I N R A OHELEH & % /N HSCT B3
BH5 LEBEO LT VT L0 TRIRER (AUC0-24) 1. ¥ 7 v ARV U KR OFEFHO WS
AUZHEWTH, A HSCT FBF O HAFRER M L CRRE CTh -72[2.7.2.1.2 ] [2.7.2.3.1 H],
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/N HSCT 3 ORER PK ENT DT T I HES W TFRI L72BREEN S . 1250 Lo/
IRBETIIREICLIORVWHEZ, REREO/NEBRETIIRERSBORHELZHRETLHZ & L
L7,

125 LA ED/NFERFE T, 030FRBR D125~ 185 Ai (Age Group 1) TRENT- L H 1T, AR
FHLRICLVTLEENL480mg (7 v ARY LRI LT € E/L240 mg) Z 1 H 1EFREA X
EEARP G- L72B%. BN HSCT B3 & AR OISR &5 610 5([2.7.2.1.2.1.1 HH] [2.7.2.1.2.1.2
],

125 A0 TARE30kg PLEO/NREZ TIE, lABE LRIC LT EE/L480mg (7 n AR
Y EGFHREZ LT E B 1240 mg) AR D XUTERIRN G L7BR, AN HSCT 83 & [AfRE O L
TIVE ELVOBREREN S S DH[2.7.2.1.2.1.1 TE][2.7.2.1.2.1.2 IE],

125% A0 TIRE30 kg R O/NELHEE TIL, LT /LE EL%40~240 mg O I EHFFH THREX S
BNCRE D L72BS, BN HSCT BE L RIREDO LT LE ENLVDIREENSF LD, 7 v AR
U EPER L TRAKR G T A5EAICIE. LT A EE AR EERE L LT-[2.7.2.1.2.1.1 H], —H4.
L7 /L BV &220~120 mg O EHH THRE KBNS HIRN &G L72BS BN HSCT B & AR
BEDOURRE RIS O D, 125K CHRE30 kg A O/NEEE ~OFIRNE G- TIX, 7 r ARY
VRS T25ATH, LT AT EALOHEREIIARETH H[2.7.2.1.2.1.2 H], 7k, 0305
BRCUE2.5 kg LA 15 kg AR O R E XIS AN DIV HERE 1L e N 2 & 03038k TR E
L7z T VB EVHEZRFEHESE L TRE L,

VT VEELVOBREEITHANEFEBARANDO/NE HSCT BHF TH LR ET W EB 2 bl
ZEMB[27232 H], MNEEBREFEMANGEONT — X 2 AARNNREFERICEHA TS Z
CIXATHE & & %2 7-[2.5.3.1 TH],

HANZ G/ HSCT B 2 x5 & L72030fBR Tl R E LR SN TV D Z & B
WIERADR S D b OO, ARPEIZOWTIE, BRICE®RDH S CMV YL 7 5 LT H5RE D
FEIE, B 14 LAND319.6%., BAEH 24 LINA325.0% & WL HIR< . BARANER TOH L)
b 2L & RO 2R L72[2.5.4.3 ], F72, 030585k CHERR X iu7z/NiE HSCT B To%
BT a7 7 A VE AN HSCT BFICB T 227 n 7 7 AV EILT—HLTEY, /NE
ICBWTH =22 Lo v 7 Vit S e~ 72[2.5.5.5 T], HAA/NE HSCT HBEICE
WTHET R ZeEORERIIME I N TE LT, BRANO/NLEE CHERINTZLERNET e 7 7
AME, TAVE CTICEE SN2 L TR R TR SN TV LD LK TH -
72[2555 H], ZOZ D, ARELOCHEO ZEMEFBAR AN HSCT & Iox LTH BT
ThibLEZOLN,

HSCT £ & BBEBEDOWTIZEB W T, CMV BYEDNFIA K OSER T AN EBE L& /NE R
FETHBELTWA EEZHBND[251.3 H], Ln-T, MEEETHRA HSCT & THLN
TR E CRIEE ThHIR., REOEMMEE O E2EE2 =632 LA S5, /NE HSCT

c Confidential
08R32C



LFILEEI_INR MK-8228
1.8 FMIXE (F) Page 10

BEOREN PK T L E AW 2 b—a VRN, /NEHSCT & ICLT LVEE L
HEE R TR LICBROREEIL, ML TRABEDRBEOTMNTH Y . ARIMMEDERTE — X
JEBAMRIZ, BN HSCT B TR HAL72BfR L I L T /e[2.7.2.1.22 HH], L ELD | CMV &
Ui DIF IR K OSER TN BE E/NREETHEU L TWD B2 b5 2 L, WONTE A HSCT
BEL/EHSCT BEDO LT LEELOREZEREIZE/ > TWAZ LT, A HSCT B &k
ANEBEBHEE TRO ONTAIMERNZ RO R L EET 5 &, NEBEBHEEEEF TH/NE
HSCT BHEEM & FERIC B2 ANER O Z 2L RmT Z ERHifEsnd, LT, /MR
HSCT & DL T IVEENLNORGFHRERITNIEBMEEZ ICbHERE I, £, NEBEBHEEE T
LN BBHEEE CEONIRRE L FABREDOL T LEELORER (X 5ITITAEROVEZE
M) 2T & TIN5 [2.72.1.2.3 H],

BRI Dl BAEL B IZB L T h  CMV EEYYE O 5 K K OERI TR B & /N R B TR
LTW5EEZBND[2513 H], LT AEELDHEITHT HIFEOEFEIZTRENEDD, T
BERENZRE LT ANBBEBEEICB T A LT AEELD PK 1T, @ERAERE LFETH-T-
([1.13.1.3 H] —Z&HE 272323 H), Lo T, IHERENZE L= BRI Ol s i B
IZBIT DL T VEELO PK L, BEMEL LFKE PHEEND, Lo T, /NEHSCT BF 0L
TIVEELORGEHRIL, NEBBREEE T T Totho/NiEsB S IC b RIS
[2.5.3.1 IH],

PLE, BAEIZHET 2 &, BAOAILOERNFICBT 2 ARELEOCHEIZ. BARANNEOR R
HSCT B Kk Ogas B AEE 2B 5 CMV YYE ORJEMHNII 3 L Ty 2 HiEA OHETH
HEEZT-,

r¥. FEOWET, NIEE TOMEROHEIT, Fk MEEXSNET L7257, Fiin
EMOTEFESZROERERIFCESE, /L HSCT BE IR LTy 7 v AR Y > & OEHEBE R OFEGE
RBFFIZ LT BV 2RO IR S L72Bo LT v e Lo THBREE T, 8L TRA
HSCT BELFARETH-7=Z b, FlzMbTERZOEKRERNICE S HREZZET S
iy EE 5N D[2.7.2.5 H],

c Confidential

08R32C



LFILEEI_INR MK-8228
1.8 FMIXE (F) Page 11

1833 HERUVHEIIEEYT HIE () AVICZDHRERL
FER O EICE#ET 2R (R) TNCEOREMRIE[F 1.83-11TRT,

& 1831 HFAERUVAEICEETHIE () TTLICZOHRERL <FRLE>

FEEOHEICEET 2R (D) X TEARHL
Gt 43 TERI A AR ORE LGRIML

AEZ<1H
p o — ~ e [ 72728,
7.0 RROA] (BEA) S OERIAD & 50X 2= Rl O] T8I 0 & 77 K30 ke KON

ATHMNTHZENTE D, 2B, RE30kg Rii D/ T . o -
; ey 8 TiE, BOAIE EH A O &

2 5 B R O BT B 2 \ : &
!j:\ @J@ Elz_élgd ﬁﬁi@nﬁﬁﬂﬁ /ngfcfébﬁmﬁ %éo ﬁﬁﬂfﬁé%é\ﬁ)%ﬁf:&)ﬁﬁ

(A T WD L LT,

72 YA R AT O T A VAMIEIETY A kAT A L2k | ZHREOEM,
ENHERINTSAICE, ARIOFEEZPIEL, H4 b2
H A VAR BIRRSE, WY R E TS 2L,
[17.1.1-17.1.5& /]

(RIS L NS ) BHCEDILM.

7.3 AL ERAIIE OB Y F 7 & B8 A H ¥ T4
Gk LTREEIIET S = L. B, BE DY A |2
B A LR BISEDRAE ) R 7 & B LAt b Bl
200 B TEALXET D L0 (171117132 ]

s iﬁﬁé’ = N RS E
R A SRETOEHLITHEIETHE,

74 BAEGEH L0 &S5 2B L, REHMIX. BFEOY A b
AN TANVABIEDIIEY A7 B ZB LN L., Bib
HB200HHETCRHELETHZE, 277 L, LT LEEL
IXEICHFZ L CHEET 5720, BRI ICITFRERENZE L
RWGE, MEHIREN ERTA2B8FNARHDHZ LD,
BEA G A EE T 52, [93.1, 1662, +7-+3—
17.1.4, 17.1.5% 8]

THRRER - AR O—ZEHFEISHE D ZE P, BOH LR - A TO—ZZHEEICHE S HIBRE T
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184 FALDIE () RUZOHRTERERL

A LR () D 5 H A RO—ERFEICHENERRE L 2HA LOZ ORERMLA[31.8.4-
1R T,

A (BEM K OFERLAD) R ONERANIZI@E SR\, L TRddT 5., 2k, BE
TRRIRA SCED D OB - AR EIT & TR TR Lis, Eo BEARIRMN SCEN D HER EoEE (%)
DEERRNGEIT, TORERMIT EERL, ) &Lk,

® 1841 FRALDIE () RUZTOHRERM

R EoE (%) A E AR

9.5 UTha TG SUTHTHR L CW D ATREME D & B ActElcid, | BN O ERRMR R & & o b
KK G- OF MEDERMEE EE 5 S | THDHZ L EHMgIcT 57
HGEINCORFEETHZ L, HIETIZARAZE | DiBFL LT,

L4250, ARG RO BENEE L Z5E

I, RABEGAC X DA S 236 U % mTae
NHDHZEITHOHNT, BT 5 2

k.

A (BEA K OFERIAL -

ERT v M RO X OSBRI &L Lz
& & BRI I A R AT i oD R PRI i
# (71 ZR Y CPEHT T240 mg #% H %
5) oxnENI8ME KR O28F DR EMW %
AT HETEKGTE, BITEREORDENGRD
LAz, HERT v MIERD b oMk E TR E
L7oi BRI, BRIRIRER & D375 £ TR - IR
REBMEITERD DR o Tz, [9.45]

FEEHA

HIET v F RO FOME R HE LT
& & AR [RIFE & i ke AR A A R D i PR g R
(480 mg FRIRNHR 5-) OENZI1E LD
L7 OB EE 2 T HE CERAGE. b
RRE OB NGB DLz, HIRT v M
RS o3tttk & TR G- U7-3lBR Cld, BRIRMRER
D225 E TR « BBIREHMHITFRD o
7=, [9.4508]

9.7 /NS (k=R HE) NRTIE, HAERD G 185%
INRE XL L U T BRRBR IS0 L T i D/ HSCT 4 % 5t
[ G & LT [EBESERIE I 1T

HHRABR (03076R) % i
L. W&t cid/h g & %t
G b U= BB & Ik L
TUNRUY,

11. BIEH WOEERNH LN DHZ ENHHDT, BEE | BEARL,
ATV, BE RO b AT
TRAVEEITO Z &
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1.8 AHAXE (F) Page 13
i EoEE (%) B E AR AL
11.2 Z DD EIHEH AR e EHERL,
1%2A =SV 1% AT kAN HSCT M &5t & L
MR M VY X [ M ER B E I H BRI E 7= [E| B L R 45 AR ERBR (001
RlEE Ny
S — AR % D040388R) . BRNE
Al E L, T IEM y o N e
PAEAT RO %%*{E%%%ﬁ% k, Pf:‘(ﬂiﬂ* )
e A i ER R FMARRER (00235) KON

W MIAHRER (042585R)
A ONT AR & 185 AT
D/ HSCT BBE 25 &
L 7= E B IE R 15 T AR
B (0303K0R) Z0FG L TF
BESEZRHB L,
1%LA LD EIVER K OVE /)
ICEELEZ SN-RITE
i L7,

14, EH EorE

ROA (BEA M OERIA])
14.1 FHNIZAFRE O EE

_(BEAD
14.1.1 PTP > — b O F FHEIF L, IRAERTC
PTP o — 2 LHD T K o852 &,
14.1.2 PTP ‘@EE DAL PTP > — b B HLY H
LCIRHT A2 L5854, PTP— D
R LD | BEWELA T AS BERE IR A~HILA L
BT A2 B 2 L CHEBRIAA S0 REELR AT
JEZFRTHZEND D,

(PEhz )
1413 AT 4 v 7 v 7 OFFHREFEL., IRAE
AICAT 4 v 78y 7 b H0 4 & o fE4
HZ &,
14.1.4 AANTIR S 2> W IR TR O & 55
HDIENEFLY, Fi2, BOBSLIH#E S
SRR IIFETF 22— T 2N LTS TE
%, BFXILREFEFICK L, B A S
LRI L LB ETH L,

B YITEEF 2 —T 2N LTRSS
B AR BIEOUAED XA - T RKEBITA
%L?flo/\ifﬁ?%%%ﬁﬁ‘%> FERL SRR L 7212
VUV TIRALT, 2EE vy KO
BRI EET 2 — T2 HVTEET S,

- D%, *”%/J//%émmﬁwmf
T4X, TTVWERRAIY LY RURE
MIFEEF =2 — T 2 AW TR T 5,

< EIC, RS AT HET = — 712K E i LT

B5345,
E) BEFa—T2N L EEGETIHEE. T2

— 7Nl ZIK%MWS%TELZ)T PR DD, K

DFERIFHERE S 22w,

FEHHA

14.1 SEHIFHELIRE D5

14.1.1 FIREHZ, B EaORENMERY) N 72D,
BRA T NEHRTDHZ L, RANTEAEHO
WRToHsD, £, "ABRKODVEDE X
ITEAOWRFEETZ Enb D, AT LN
DRI EACW Y . X3EY) (D ED Y5

HERTA DA AN BN S 4,
BEAI & BERIA O 13 B FHE M
Hip D78, HEH & BERIA
ORI Z L ICEEFEA X
B TR L7z,

PRI OIRHA FEE LT,
$k€>b>b\f253&:iﬁif7fﬂﬁfﬁ
T 545 RE T HET

%7% LT&@?%F
A@?%&U& CRIR AR
L7,

03075 Tlx, FEKIAI O£ 5
FiEE LT, B WAEM
WZIRECIRAT A L. &
HUVIRE T HETF 2 —
T a2 LTG5 HiEN
BatsnTns
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A EoERE () A EARAL

XL A AORRLF-LIAN) AR b5 a3
ALBRNWZ by NATAERE LN &,

1412 A TAPLEREZRIL CTHRAERE | EHAITIE, BE5®RICKD
W A R5% 7 R BESHE S A o 25 | R EN R 5720, B
ANy ZIZHRML, RS FICRNT 5 2 \ZRE# O B 5480 mg X

& 240 mg OHEITIN %, #Hil-
60~480 mg A 5T B3E . SATANLD | 12120 mg, 60 mg % U040 mg
BB s, SNy 7 ORI FE SR L, | oA OFR kA BT L

MRSy T DR EE R G T2 L, 72
R | cdzameomme | AEZZZP

480 mg 24mL (12mL X231 T )L) 250 mL

240 mg 12 mL 250 mL

D0 6L 75 mL

Omg SmL SomL

0mg ZHE5T 56 1M TV (LT IVE
EUVIREE20 mg/mL) 2 HSmL ZEREL . 45
mL O HRAEFEER T HRES% 7 B 7B
DA S T2 sl ZIWRIN L, IR 950
RS 2 &, MEARIEEZ20mL #5925
e,

14.1.3 ARHNOSA T ATIEENGIY TH 5,
PRI Lsnz &,

14.1.4 {BF% . AHNO A ORI L A~ 25 (4 75
DIRRE 725, B 5-RIOAFRUN OO0
EMR2 O BRI K VR T D Z L, BRS
Y. ITRY (DBEONEH T A GOk
FLAN) DO LI DGEITIE, AR % BE3E
THI L,

14.1.5 AKX, =|iRRTF (2~30C) Tii24
REMLANIZ, WL T 2~8C) L7=3541348
FERIDAPNIZE R 5 2 &, 72k, 246 OFFRE
IILETERR T £ CTORINEG £ 5,

142 BB 21k

AANIMA E B LT- & &, B SOREIERY
BAELDZERNDH D, BEEMEZOWTIET —
ENRRHITNDEN, ROFEFNIEASEEZTH
V. [R— DK T A > %8 L CRIFFIZEA L
Wk,
FRRASEIA] . 7 I 4 X 0 ERRE. T A
ATV UBUYURY—A, AL AT A, &
T EAERE. e vaxYr, Vou
ARV . DNFTELERE, 74V T TR
F i (Baffiz), 7o X~A v Uhiig
W, vhvaxthor, VXYV U R IX4V7T
L, FroE v v tERE Sn vy
YRR

14.3 A GREO R

143.1 %902um A > 747 4% — (KR
T—TFT VAR, WY AR L IEfRE T
Au M) ZEALCERETDZ L,

1432 AFNIRY 7 L& o 2E/T HERT =
— 7 TEE LN &,
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A EoikE (%)

A EARAL

15. ZDMOEE

152 FERRAR BRI A
SR

ROA (BEA M OERIA]) -

R (7 v F) IZBWT, R R i
MRS OKRRGEE (V7 a AR Uf
T T?D240 mg & $e5) O3FHELL EOIRTE &
THIREME S OB, BT BoKE, K
T OEEMEIR T, B TRBEOEM, Zhh
RE~DWBELE) NEO LN, T v MR
(x5 MR CORBERIT, FREER
FRECTH- Tz, v AKLYLTIE, 8
B kEmHE (BREBEEEDZTNENST

R OB5M%) £ TRE~ORBITGED bk

Mnot, BMAERBR TIZL T /LEEVIZEEL
TR RN 2R3 AT RIZERD /e -

77

FEHHA

15.2.1 Bk (7 v 8 1IZBW T, AR
& MR R R DR RIEE R (480 mg &
IRINFESE) D3fZLL FOMRE & CRs M O
S OEVE, BT HOBKME, KT OB
T, BERTRBROEM, ZRiE~0mE
) PR LN, Ty MEREEICHT D
B CORE R, BARERLFRECTH
ST, B~ T AR OV T, BB % i
mHE (HRREEDO T ZEN35ELUR.1
%) £ CTHBEA~DORBIIZRD N -T2, 6
AR Gl LT L EOLICBE L 7 fE ik
TR T ST RIERE O bivZe o T,

1522 WAl CTHSHE FaFo 7o’ n-g-
7aTFRAN) U ET y RO X~FRIRNE
595 & 50 mg/kg & % 5 & TR OV bE
DZERAb S OB EN A e A b A 5 & i 2
T EDRHEINTNAD,

% N DGR MR R & & DLk
TbhdZ LEEHEICT AT
WiBE LT,
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H &
1.9 — B FRICHR D 3CE
1.9.1 — x4 FR (JAN)
1.9.2 [EBE—f4 (INN)
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MK-8228
1.9 —BMAMITRIXE

Page 2

1.9 —REIBTFCHRLINE
191  —fERMEFR (JAN)

HAZE T B EHE G — 4T JAN) K OMbFAREEZIL, Fa284E8 A 5 H A+ #4355 5508055
3R VEm I (BEkE527-4-B7),

[JAN (BA&4%)] LT ILEE L
[JAN (35 4)] Letermovir

Gla==2p
(HAA)
(48)-2-{8-7 VA 2-[4-3-A FFX T T == /)EXRT T U-1-A V]33 [2-A hFTS5(NY 70
A RAFN)T 2= V]34-V8 Ra XYY vd-A V)
(F4)
(45)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-5-(trifluoromethyl)phenyl]-
3,4-dihydroquinazolin-4-yl}acetic acid

[#515(]

F
H3C\O N/ﬁ /CH3

N CO,H

[0 F KO+ =]
(5330

C29H2gF4N4O4
7

572.55

[CAS 5§75
917389-32-3
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1.9.2 EE—#%% (INN)
r-INN /X, letermovir & L C List 66 (WHO Drug Information, 2011, Vol. 25, No.3, p. 318) [ZU# =
N7
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H &
£

1.10 733K « BEREDIRTEHRAEERIOFE & O

1.10.1 3R - BEREOIREFRAEEEIOE L (FL3A 2 ABE 240mg, 7 LA 2 AERL
77 20mg KOV LA I AJERIS> AL 120mg)
1.102 3 - BEREOREREEEROE LD (T L3S I ASHEE 240mg)
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*x
# 1.10-1 B - BEEEOREFREEROE L O (L3S I A8 240mg, T L3 IR
BRIy e 20mg KOV L3A I AR E) 120mg)
# 1.10-2 TR - BRI EREEEIOE L (T L3S 2 A AMETE 240mg)
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110 BE - BEFOREEEEHOFLD

MK-8228
Page 3

1.10 HFE -
1.10.1

BIRFODEEEREHMDFLYD
BE - -BEZDREEEEHDELD (FL/\A 2 REE 240mg., T L/ A

SRBEHHE 20mg RUPT L/ A 2 REBEHSHE 120mg)

& 1.10-1 EE BEZDIREEREEHDFEELED (FL/A T REE 240mg, FTL/N( S REE
FINE 20mg RV T LA S REEHIHE 120mg)
(H 17)
b%4 - B4 (48)-2-{8-T7 WA T 2-[4-(3- A FF LT = =BT P -A JL]-3-[2- A b
XUS(M)TAR AT )T 2 =)1]34-T8 RaxF VU 4o VL EE
@&ﬁ:
e
I G FEF
IO
H3C\ /CH3
o} N o
Sy
NYN
F
Zhee - hE TEHUTRBIT B A b A H T A )L A KYE DO IFEFEINH]
OFJ@LE[L%%EW@%%E
H‘ED%*E‘
L - HE WH . RAIZIZLT T/ E LT480mg Z1HIERE OGS 5, 7
0 AR v EHARGTAEAICIILT AT ELE LT240mg A 1H1E]
OS54 5,
BIFEE DR E SRR BISE, A . BK
R4 L OEZ Bk LT LEE L
oy - oy BH) - T LA I ABE 240 mg (1EEF12240 mg & 4)
g A
Y BEGRERS W OESE R (mg/kg)
~ A () ey >2.000
~ A () AR 200
7 v & () B 2,000
7 v () iR 200
et 8k
&y | BE5 | &5 BEE MR L
| o | % | (mekg/H) | (megkg/H) £
~v 138 | &0 | 0,40,100,250 | 100 100 mg/kg/ H LA E : 3570 1K
s i} EHINERAD
250 mg/kg/H : AST. ALT,
E UL ORI A D
AR o 22 Ak,
% 13 | #%1B ]0,20, 60 180 | 60 (L) 180 mg/kg/ H KL} OVKGE 5L
~ i >180 FAREEOK T A2 FRA
() M (Z2 )
% 268 | #%1 | 0,17,50,150 | =150 B & e B T e L
f“ Bl
7 280 | &k | 0,10,30,100 | 30 (i) 100 mg/kg/ A : FEHL K OEHL

08QD4J
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110 SE - BIEZOEEEEEHDFELD Page 4
~ 5] >100 RO FEEKOFHE -
() IRE RO T & ££ 5 A5
D)
% 13 | #&0 | 0,30, 100, 100 300/250 mg/kg/ H : —f%IRRE
] 300/250%* O (EMH:, BERARIR, &
B, KER(E, JREMERT, [
AL
Y | 39 | & | 0,25, 100, 100 250/200 mg/kg/ A : —%IRAE
i 250/200%* DEAL (EERD /REEN
s Bk, B, FEAL
K OYEEH AL T)
B | 28H | #HK | 0,10,30,100 | =100 (4= | 100 mg/kg/H : HEHEBAIZH
i k) B il 2% I OV R ik 2%
30 (RET
)

*300 mg/kg/ HEGAIZ L0 — RO N A HNTZZ L b BE1TH 25250
mg/kg/ H IZIH &

*% 250 mg/kg/ H G0 L) —RIRIBDZELR B NI Z & o b, RERIIEIZ200
mg/kg/ B IZJH &

RIEM EIE B

< [AI e s i s e R A R >

BAE#2438 B £ TSRO B EARRIER D 52
(BIRDRIERFEBLE : 16.9%)

S % ol %
(N=373)
L 7.2%
T 2.4%
Mg - 1.9%

B SR REEL Y b E CRILLZRIEM
) LTS AR AT T e R A B 148 B E TIOR O SUTEIRN B S L, BHE%24E A £
TOREMZ MR LB I EREIEFERR (0015:5) o7 —#

< e R >
A28 £ TIZFR O L= TR FIER T 4
(BERORWEHFEEE £ 19.9%)
L7 I)LEEL
(N=292)
1 ifn BRI iE 6.8%
T P BRI E 2.1%
)L LE EABEO2%EL L THEL L - 8IER
D AE RN BB RE E SRS, LTATEAIALA Y7 e el (BRNES O
BEH L7 B EN) EBAER8E E TR O SUTHIRN S L7 45 I E R LR R (002
g o7 —%

B %280 F CIZ3RD & BITEATED 6
(EEORIERIEIE : 18.2%)

LT LEE L
(N=22)
FERBAE, TR, Eo, mH7 v | 45%

BV HRAZ 7 2 —EHIN (% 161)

B L 72T CORIER

) HARNEABBEBE EXGIC, LT VT BV E BB 2818 £ TR O SUTERIRNR 5 L7z

FEIPNEEIAHRER (0428%) o7 —%

=4k MSD Bt
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110 BX - BRFOHEEFEEHOFTLD Page 5
(£ #)

k54 - 4

3=

e - 2R

L - & HHE., RACIZ LT E L E LT480mg _ (240 mg $E2 $E X1E120 mg

FEKI4 0) ZIHIERAREGT 2, 7 n2R) v LHRET 2581
(LT /EE/LE LT240mg (240 mg HEl §E 313120 mg Y2 ) %1

HI1ER O E7 5,
. DRIV TRV E LU TOHERL H1 BIRROEET 5,
K& I ARY O L I ARY OB Y
HE S EN H&E BT FEEL
30 kg LA 1 480 mg 120 mg YERI4E) 240 mg 120 mg $EHI2F)
13240 mg BE28E 13240 mg SE1EE
15kg LA I 240 mg 120 mg EAI200 120 mg 120 mg $EAI110
30 kg Kl 13240 mg BE1HE
75kg LI b 120 mg 120 mg FEAI100 60 mg 20 mg PR3
15 kg Al
5ke DLk 80 mg 20 mg JEH741] 40 mg 20 mg JEH721)
7.5 kg K
(F# = 3B
B DR E
il ENAOLEES) FK LT LEE L
By - BIK . LN I Z5E 240 mg (1BEH12240 mg & A)
T U3 2 AR 20 me (181220 me S A)
LA X AR 120 me (1A FI2120 mg &)
(PR 8
ik
RIEM EIE B

< R [RI I I 8 Al e A Al £ >
BAlE%24 H £ TIZERD b= FREIEHD #2)
(ERORIWEHRITE : 16.9%)

S % ol %
(N=373)
L 7.2%
T 2.4%
M i 1.9%

BT TEREL D bl CRIL LRI
B LR EL TS T R a B 14 RN USRI L B4 % T
DL AR TR L BIHRERSEFARE (001%8%) 07 —»

<N R >

T4 2818 £ TITIRO B ERFIERTD 19

(BARDREIERFEBLE  19.9%)

L7 ILEEL

(N=292)

i BRI E 6.8%

I ER A E 2.1%

) L5 L ELBED2%LL TR L RIVER

O AEARABBAE RIS, LTAEEAIASAALA v ne L (FHIRNES 0%
HEH v men) ZBM%28E £ TR N ULHIRN S L 7 5 I E RS 3E AR (002
R_E) o7 —#
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BAE%281H £ TIZRD b RIFEHE) 56
(AR DBIEAFEBE : 18.2%)

LFILEE L

(N=22)

HMERE, T, B, mHE7 L | 45%

HVKRAT 7 X —EHIN (£%161])

) LT TORIEM

T AAANRANBBREAE 2RI, LT AT AR BIEH%28E £ TR O OUTEIRNE S L7z
ENEIAHERER (04238k) OF —&

<NV ) o 1 R R A R >
B4 1408 H £ TICEH b EREWERTD )
(BEOBEMEAREZE  31.7%)

L7 )LE B
(N=63)
Mg - 17.5%
L 3.2%
SR I A H N 3.2%

D | Pl R TIEEL L7 BIVEA
LT LE B R B 148 B E TR O SUIEIRN IS L= 5% 19 TR E LRI (0303
B) oF—4

CF# < 3B
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1102 EBE - -BIEZDOEEBEEHOF LD (TL/NA 2 REATEEE 240mg)

# 1.10-2 BE - -BEZOBEEBETEHDELYD (TL/( S ARHEEE 240mg)

(B 17)
b4 - B4 (48)-2-{8-T7 N AT 2-[4-(3- A FF LT = =BT P 1-A JL]-3-[2- A b
XS5 (M) T FaRAF )T 2=]34-T RaxF U w41 VL EE
@&-@
S EE .
O
H3C\ /CH3
(6] N (6]
e
N\(N
F
2hie - 2R TRUZBIT DA~ AT T A )V R REYIE DFEIE AN
OH@LM%m@%ﬁ
*nu@*ﬁ
L - HE WH. RAZIZ LT AT /L E LT480mg &1 H 1E], 96055 AT T il

HT 5, vZ7uaARY U EABRGETHHEIZIELVTALEELE LT
240mg Z 1 H1[E], K605y 1) TailifisiEd 5,

BHEAE DR E JEIA - BISE, BA  BEK

A L OE R JFiK : LT LEEL

&5y - S BUF . LS, X A EEEE 240 mg (1234 7012240 mg & A)
=k 2k

i B 582 W DOBIER: (mg/kg)

~ U () & >2,000

~ U () R 200

7 v & () O 2,000

7 v () iR 200

dfiaE 18k
@iy | &5 | &5 5 MR L
| W | % | (ngkg/R) | (mgke/R) £
< 138 | &0 | 0,40,100,250 | 100 100 mg/kg/ A LA L : #4781k
2 i EHINERAD

250 mg/kg/H : AST, ALT,
B UL ORI S
JHE A B oD ZE Ak

% 13 | #%0B ] 0,20, 60 180 | 60 (L) 180 mg/kg/ H KL} OVKE 5L

~ i >180 FAREEOK T &2 FRA
(M) M (Z2 )

% 2608 | #%1°|0,17,50,150 | =150 B & e B T e L

I il

T 28F | #fKk | 0,10,30,100 | 30 (i) 100 mg/kg/ A FEHL K OME B

k i >100 FEOZEM: B KON |
(1) IREEOIK T &2 5 A5

D)
% 13 | #&0 | 0,30, 100, 100 300/250 mg/kg/ H : —f%IRRE
] 300/250* Ot (M, B, )

i, KER(E, JHEECT, M

c Confidential

08QD4J




LTILEENL_IMR MK-8228

110 HBE - BIEZFOEEEEEHOFTLED Page 8
A7)
#0390 | £\ | 0,25, 100, 100 250/200 mg/kg/ H @ —f%IRAE
i 250/200%* DAL (RERD A REHEI
A, Bk, HIE, [
K OYEEH AL T)
L 28H | &k | 0,10,30,100 | >100 (& | 100 mg/kg/H : {EEHEBALICH
i B wtE) B il 2% I OV R ik 2%
30 (AT
k)
*300 mg/kg/ HEGAZ L0 —fIREBOENN A LN 06, HE11H 5250
mg/kg/ H 2 &
** 250 mg/kg/ H 512 L —RIRIBOZE{E R A bNT=Z Lo b, #ER9IEIZ200
mg/kg/ H IR

Rl f FI{E A g8 B

< [FIFE A R A >

BAER%243 B % TIZRO A7 BRFIERTD 2
(A OREIEHREBE : 16.9%)

| 2 ol %
(N=373)
T 7.2%
T 2.4%
Mg - 1.9%

ED SR REEL Y b E CRILLZREIEM
) LS AR AT TR 2B 140 B £ TSRO SUIERIRNIR S L, BRE%248 H E
TOREMZ MR LB I EREIEFERR (0015:5) o7 —#

H‘ uuﬁ*ﬁ $ % >
Wﬁ?&zsﬁi TIZRD B ERRIER
(BIRDREIERFEBLE : 19.9%)
L7 I)LEEL
(N=292)
i Bk iE 6.8%
U R ERID i 2.1%
) LT LR EARED2%L, B TR L -RIVEN
D A EARABBEBRE RIS, LTAEEA IV H v m e IR S 08
Bl r7men) ZBMEE28H F TR O XUIFFIRIN B S- U 72 55 A E R IL [FRER (002
RER) OF—H

B %280 F CTIZ3RD & BITEATED 16
(AR ORIERAZIE 1 18.2%)

L7 I)LEEL
(N=22)
HMERE, TR, B, mHET7L | 45%
HVEART 7 X =M (%14))

) g LTSN ToORIER

O AARANRABBAEE ZRRIC, LT ILE BB 28 £ TR O SUTEIRN TS L 7=

FE PN IHRBR (042385) OF —#

=4k MSD Bt
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110 BX - BRFOHEEFEEHOFTLD Page 9
(£ )

54 - 4

&

e - hE

ML - HE WH . RAZIZ LT AT /L E LT480mg &1 H 1El, 96055 AT T il

HET 5, YZrARY VEFRHBRET 2582V T LEELE LT
240mg Z 1 H 1\, F96057 2> CHRIEFHET D,
mE, ADNRIZFLTALEELE LT FOHESZ]L H1 B, K60 T

CRIMEHET 2,
B g G7azxR)ro | & @ZaAxARY) o
OEHZ L) Bivazol/D)

30 kg VA E 480 mg 240 mg

RE A& 7 u 2R OB HOFEIT) DD L2V

15 kg DL 30 kg A3 120 mg

7.5 kg LA 15 kg Al 60 mg

5 kg LA E7.5 kg il 40 mg
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