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1. BRXIEFEROER

Rty =TE, v Ty BUKEANV ) KBRS NIER T 7 LRy
NEF A7 2T —8 (FT) HEHETHDH, G X /37 EH Ras D7 7 /LRI IVLLEIC L0 EME
JESIL OMBIFEA M TE D2 &b, =V 7« 7T T8N T 19 Fh b B &
B E L THRENED b, L LARRns, BMEEORE Y 7 77 ML, Betké 385
BREIC X 0 RfkBic Ik &z,

D%, Y= U7 - T T U REIESOISHZ5E L, 20 412 P05009 iRz Bia L7z, [F
BRI A b o/ NRIFBEC & 2 ERFEEER (07-01-0007 585% ; ProLonl) 24T L, skERIKIZ
V7T I0REENT, ZORRTEINYTF UV XN TH— R T T Y ThE
et (HGPS) MO utv v v I/ Reor7unyxnAf K73 ) /8F— (PL) IZBiF5u)-77
V=T QRS TOE (EEEBIMEERMN) L eeMENBRE Sz, ROT, 200 5
[FERDBF xR L LEEMEERRE LT3 A (mFT7r7r=7 IR F RO
L N o) OFHliZ T 5 09-06-0298 kAN Ehin S 7z, AR TIX, ProLonl 726 3 FIfFH &
72 DM & RIBH THIBLC 3 AIOFA & 72 2 THRET S 23, 3 FIDFH ClEdifs s =R %
BoNENoT=DTIHGHANL NSRS 77 L= T HMBE E~EE L R REHEEnF 77 1=
7RIS (ProLon2) DM TORHMG & 72 > 72, 200 FiTIE 09-06-0298 FBR)H =7 7
N=7bxxu Y LG O 0000170505 AR (EADFHERAER) (BT L7z, 7236, 0000170505 7
BRI A H MBI CIXFEM T O 7=, AHGEFEEEHIIZE D T,

T YT e T T 002009 HEIKE A L7 HIZRI S v, BiE 0 FE A 3SR~ O FRERIE D FR It
LA V7 13K L CuFz, 2018 4RI Eiger BioPharmaceuticals, Inc. (LT Eiger #1) (£ A /v 7 #1 &
O RESEE DIFRICEAT 2017 7 V=7 ORI 2380 5207, ERTEERBRORE R 4 IR [E
FDA IZ HGPS XU m & o o Z AR4MdD PL OVEHIE & U CROEGEARHFE 4 L2020 4 11 A
20 BIZARRAERGTZ, IRWT, 2021 4 12 A 23 HIZMAE, 2022 4F 7 A 18 HIZERIEE A, 2022 4F 8
A 24 BICHRETEBIN, 7286, LETIE—REIEREZE (ATU) L72-oTn5%,

HIEE# 1L 2022 45 5 1T Eiger L5 HARIZEIT 5 HGPS KON u kv > 7 AREMED PL IR &
L TOBAFE M OHRIE DMHER 24572 D T, Eiger #EAVKE K OBINE S ICHFE Lo/ Sy r— P2 JEK
E LT, ZOFE HGPS K7 kv v VAo PL Z%heRE L LTrt 7 7 L =7 ORLER
TR RE RS DICE ST,

1.1. AFr27.L=7

;7= TR, WARBERTED C R CaaX TEF—T7 DT 7 VRNV KT VAT 2T —F
~OFEEEREL., ENZ L RIED T 7 VR A EIRICEEIET A EA 2074, RO s
FREZRIERT T M LA TH D (FF 1.1-1),
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TV e AR
® 1111 OF 77 LT DER
[EERAY 4 (INN) | Lonafarnib
b2 [AA%]
4-(2-{4-[(11R)-3,10- 7 1~ E-8-7 1 1-6,11-V & Na-5H-
NRUV[56] 7 a T H[12-bE Y ¥ r-11-A LB
DUA-AN2-FFH S ZTFINERY V- LR XY
IR
EEA
4-(2{4-[(11R)-3,10-Dibromo-8-chloro-6,11-dihydro-5H-
benzo[5,6]cycloheptal 1,2-b]pyridin-11-yl]piperidin-1-yl}-2-
oxoethyl)piperidine-1-carboxamide
==z C27H31Br2CIN4O2
oy 638.82
&
F| J 7 VAl
& 50mg K T 75mg

KEL BRI E

BROHKETER SR - DEEL FO LB Th o,

PN 12 & A LA B CRERmEREAS 0.39m? UL Lo B
Ny TF UV e FNTF— R T u T U TIEBERRCBIT ALY A7 OIKT
T OWThrE AT L2 7ner o IR n Y eu Al K T3 ) RF—0
169
=T a V=) URRE NI EDER B ~T n AR LMNA 255
—REEORD D WVIIEE~T v 5K ZMPSTE24 75 5

RRMGEA 12 i H UL OB T FICHEZ SNy T Yy« FN T4 — R - Frdx

EAEs| U PRI T 0T = ) AR LN BOER LD ~T a AR LMNA R

{INES VIR TSR UIEE~T 0 A ZMPSTE24 RO T uv v v JREWD T
nYxaA K73 /3F—

Flo, HiE - HERIZUTOEEBY Th D,

P NEs| - RFEFEAY 0.39m? PA LD BFITKT 2B A I, 115mg/m? A 1 L& RIVEH O3

HY A7 2R 5720121 A 2\EYORFEL k54528,
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cBH 4 EHAZIZIE, 150mg/m? IZHEE L, 1 B 2RI OREE L HICRET S,
- 1 Hofe &% 25 mg HALO & HITWVHEZIT LD 5,

WONHES - HELEBRAAH BIE 115mg/m?1 B 2 [ TH 5, 1 BREEGEIT 25 mg AL THD, 2%
ek BEFIXREEEOARBIIOET ILERD D, BESERITN 12 BEEZE T 5 (9
INES| LX),
AR 115Smg/m? & 1 H 2 [0l4% 5 LT 4 & H BIE#E L7-%I1%, #EFH & 150mg/m?
%152@(%&)&?%%&5 1 HO#BEEEIZT T T, KHITV 25 mg BAT
A, 2HEBEFITIFFEEOLLG BIIHEIT 5,

HGPS KOty v FREMD PL x4 & LBt T b % < e SN - IEAIL, 1Hb#R
(@R, TR, BEL) T, FOFEAENREXIITEE (FL—F1 %7232 Thotz, £
< OPERFE 1T, 10 LI Flchi-oTaF 7 7 L= el a ks LT,

12. SIUETT/INF—

FTIVTA (FIARKOC) EBRT I (7I0Bl, B2 XO'B3) IZKBlEn, I A
& ClE LMNA BIEFIZa— F&Ei, 72 BIXLMNB Biaflca— RS TWwW5b (Burke, et al.,
2013), LMNA 3 5\ X LMNB i&{5+ 75 mRNA 2SEIRANCAT T A o 78, &7 228
RS NVEBICHERE T DA T S VN EAE S D,

TIVA, BROC OEABETORESLT I VIERY VRV E e a— Rt 5B FOER R Y
XD, FIVDIEFIERELRVWETZ I TORETT I ) XF—nRB3 25 (Camozzi et al.,
2014), AT I ATEMSR TIEEIE T, PHRMRRICITZE A EHFE LRV BAIT I 10T
TRTCOFKE Ml TERICEI L TEBY, %@%ﬁi%“%@ﬁf BETiEen,
TIVARKNCEa—RTD LMNABIGHX 1207 Y unbeh, I ClEms 1
510128V a— &, FIVAIFZI7 1059 L7 V2 10 DEYIO 90 s =
711 E RIZEYa—Fasnd (¥ 1.2-1, Kangetal, 2018),

X 1.2-1 LMNA BIZFDEE

Six AA (VSGSRR)
e o v N

Identical region of Lamin A and Lamin C

5 —E I —— B —I—IlHH— 3’

Gene loci: 1g21.2

&

_Caax motoif

Zmpste24 cleavage site
SUAIZ6ATEDOT I R, I CIEESRREOT I VNSRS, T A OREGER (7
oty oY) BK 12-11 5T, LTI 0AILCERERIZ CiaX EF—7%2HF L, 77 VR TIb
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bEnb, RNT2ODRAT 7D, LTIV ADCKBENOL ISOT I JBOT7 7V
IMERTF KRR AZ T aT 77— (ZMPSTE24 Ta— RENn3) IZLWOlrEh#AT I A
725 (X 1.2-1 &£, Capell et al., 2005),

B 1.2-1 S3I2ADOELEBE

EXLMNAREGF ERLMNAREF LERIMPSTE24RIEF
pemina 5 Exon 11 = 12p- = Pemina 5 Exon 11 [ 12p-+ pemrv 5 Exon 11 = 12p- =
L rrsesy Lz7s40y Larseovy
ma [ [ mva [ T mrna [ [
(o Lor {or
TussA| e X5 | [ e Fuszon] [T Jemex
Qornaonte Rornxone Rornrone
l [T Jonnx | [ Joan l [T Jerax
I S-Farnesyl LS-Famesyl I-S-Famesyi
L cxmom L cxmom L cxmom
| [y | )y | Iy
S-Farnesyl S-Farnesyl S-Farnesyl
&ﬁ)bﬁ*’/;‘f’lbﬂ: @ﬁllﬁﬂ#—“/)"f’wﬂ: G?)llﬁﬁ**‘/}?"lbﬂ’.
| [T cocs | [eocs l [ cocrs
GZMPSTEZ! S-Farnesyl JasIyy S-Farnesyl Jaszy HAVIOR S-Farnesyl
532A | Il Q | xnsme [ wpste2a-s20mme  Jgnrorn=Jokma
L:? Farnesyl b~ b~y Coppedé 2021

¥
"esy,

(Gordon et al., 2018 24Z)

FIVCIET 7 NANRIIMMEOBRER TR L., —F. 7 IV BIiX CERHIZ CaaX DEF—7
AL, CaX EF—T N7 7 VR MEINDD, T IV BT 7 VR IIMAL S TRIE THREA
b3 % (Kittenand Nigg, 1991), LMNA DEx7 J VM OERIZT IV ADHRLTTI I CD
EREFEL, L LTURHREL T LIk,

LMNA BERIZEX DT I 23F—i%, BEWHIE., VAP A ba 7 40— KIgHREE KR OREEIC
KEITE % (Coppede,2021) , RESEIZLHMEICREFTRAA L, HGPS 1X7 X/ XF—DHT
Bb I<HESNTWARETH S,

13. NYFUIYY-FLNI7A&—F-TOPz) PEEERU IO VI7F2MEOTO Dz Oq
K33/ ,3\F—

HGPS 1%, A#END 2 F L KBVERER., KB, WE. DR, REUE. K OBARBE(LIEDAE

REVST-HEAOLRREFTARAZLN, LMNA BiaFO=7 V> 11l O~NToESAER
(c.1824C>T; p.G608G) M3RIA & #45s X+ 7= (De Sandre - Giovannoli et al, 2003; Eriksson etal, 2003) ,

ZORERTIE. 77 VR OGN ERTD 50 D7 I VEAXKBLEZS V7 I AR

EAEIN, 77 NVRVMEENTEERT LTIV A (Fuavz)y) BR#tESh I EHE

THZ L% (K 1.2-1 #, Erikssonetal., 2003), ¢.1824C>T D A28 R #A HGPS & L T2

ik AL, HGPS D) 90%% 5 b & EhTWab,

HGPS #/%%! (HGPS-like patients) DIEFE T, LMNA D=7 V> 11 \ZBIF 5D c.1824C>T HERT

ROV, VT IV ADT 7 VRV IALGIBIEMLD 35 &2\ ME 90 D7 X/ BRORBHEE S
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#U7= (Barthelemy et al., 2015; Marcelot et al., 2021), ZEEAIX, =7 VY 11 HDWNTIA > hr v
11 TONT BEEAEER L LT c1968+2T>C, c.1968+1G>A, ¢.1968+5G>C, c.1868C>G, c.1968G
>A DRSS TS (Harhouri et al., 2016), ZAU5H D LMNA ZABIZE D 7ry = U UK Lo
7 ENERET HHAUIIE S A HGPS & L GBS T 5,

— 5 R HGPS & 1370 5 7 at o v ZF RO PL X, BEMEIEMERE (progeria syndrome)
FEMPE R (progeria disorder) & 5 W EIEEM B EIE (atypical progeria) & L Cilisk ST 5,
Tut v FAREMD PL L LMNA F Y ZMPSTE24 @ 2 DD O ERNHEN L 725 & ST
%o LMNA O SER c1868C>G 12k 7a V=) VTR 7 7 VRV IWALERT LTI 0D
# 8 (Fukuchi et al., 2004), & %\ & LMNA O 5285 ¢.1940C>T (2 &k % ZMPSTE24 CHIW <72
WERT LI IV ADT 7 VR MEEE DEFE (Wang etal, 2016) 2EE S TW5, AiED
c.1868C>G ZE 51, %I 35 D7 X/ FRRAADVHIB L7 TR HGPS & STV D23,
< EB®BEDORMIL, HGPS ITX Sy, ey U I ARMDO PL & B2 bitd, LMNA
BROTav v v 7RO PL 3O TEEN D EEbh s,

—J5. LMNA B5I3IEE TH 508, d il H 2 3k i HGPS (ML L 72 KRB & 7R 3795
BN HE SN TND, A¥nraT7 7 —EEa— N§ 5 ZMPSTE24 Bis T OERIZEIY, 77 v
FVIULENTZT LTI AREIi ST, T a P U RS VX BEREAROER S NS (K
1.2-1 4), WEMEEEEESD D VIT T IMmBEERIE B HAZDRETH S (Moulson et al.,
2005; Agarwal etal., 2008), 7272 L. ZMPSTE24 755 CIIZEBARAL L ZMPSTE24 DEEFETEVEN H
B EINTEY, FHELMEEEIE B BN O Wt i g E & BERTEEOBIRA /R ST
% (Barrowman et al,. 2012), ZAUHDIFMD H 5 BREFEREZEI bDOIX T a vy v I REeEMo
PL L& 26N 5, MRMEREREEILR TSR ZMPSTE24 ZE RN RN TH 208, JRAERLN G K
JEDOSERERAL, FEROETIZIZETHY | AP CT D LRV RITHEETE
L5,

HGPS DOFIEZRITHAE 400 T AIZ 1 AL S TEY (Hennekam, 2006), 7' v ¥ = U 7 HFFER[H]
(PRF) @ 2022 4F 12 A 31 HFFR OIS TITHA T 140 A& LTW5S (PRF, 2022), O23ETIE
Ny FUY s FNT 4 — NEBREE UCTHEERRRE (FREEN 333) STl h . ENT 10 filfe
FE (EEpTE R > % —. https://www.nanbyou.or.jp/entry/6013) & I T35, Yty o 7 Rett
@ PL (X HGPS X Y RJEHRITD 72 < PRF @ 2022 4F 12 J 31 HEF S OWE TIX A TR 70 A&
LTW5, DBRETORBEBIIFRHTH LN, BHARELEZ2 N5,

14, NYFUYU-FLIA—F-TOPz Y F7ERERVO IO VIFEHEOTOO 04
K353/ F—DLhERE

HGPS k7' mt s v FARRMED PLITWTNG 7 7 VRV MMEERT LT I A H D WITHRL
Z U NTEDOREENERTHY . 7 7 VR MEE 3T B OBIR~DEFEIZ L IO -
ERER T 23 L, 2FMRRICEENBN S, HGPS 1%, A% AE~2 £ X 0 KIEEREEES. TR,
Wi, /NER, TREIEZ B9 508, FEHIEEEEE-CHEEILIER Th D, Masd, EEhARE R, DR
e, e, MFEREREE ., MEIMERERE S E 2 60 5, BIREBE(LOMEITREZ0E T, DlFEAE
ERMAEFR DA DHEITE LTI 80% & 20% & ST Y . /INLEEOPE01T 8 ik £ TIThMZE T % 1
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L, PR 145 & SN T 5 (Gordonetal., 2018; it v % —), HGPS 122\ T,

[RBIEOT T v AEMA W U TREOE & BHF QOL %) L3 2 2 EWFIEHE | /ERR D2 FE1E
DRITONTWD (EHRfFRE 7 —), 4 HEHOKIEK, 2 HHO/NERE &G FFRIRE L
Ho T, KIEEKRD I H 1 2L EEEEFER (p. G608G) A #BDIUIT definite, KRIEIRD 4 THH K&
WINERD 2 THE 28 ® 5 6 D% possible & L T2Wid %, Z OZWiHHEIX HGPS IZOW T
WETHDLN, Tayr FREMED PLIZBWTH RERE OWNMERIZIEHATE 2 EE2 615,
JRENRE O FBIT e < . BIERICH T DIGBNMBELE SN D, EtEltE o ¥ —DOARREHR TIE.
(AT EE 9 RIS D SHERIED I & LTV 5, DI R OIERITEIRGE L, D HETERE
mIE, DIEFRIRE - Pezg, DIERRREE . OARRLEITT 50T, T BIEROETIH A%
JE L3RR AT R&ETH D, IBEEERAONTEHECOMERENLLIVUE, AXT
HCHFET D, IRTPHELTIERHET ALY USRI TEBY . DIEERBOBEENH UL
PUEEREB LB L RDGENRH D, ©F I Offifa & Kok AR STV D, BENENE
1T9250T, HERDVDEOREFE T+ n ) —BREKY | BIMNIBW TS O I
IHEETIEDZEH T2 2 ENHEREI L TUVWD (Gordon et al., 2018; /)N, 2021)

15. OFI77IL=JDEEZHEERUVERMES

TZ7LR VNSRRI S—FEHEETHS

FT X, V73 A D CaaX TF— 750 % 7 7 V%3 Wb$ 5, FT OLEEMIE, 1.9 nmol/L
D ICso (50%PHFIZHERPREE) T o7 (Njoroge etal., 1998),

T7NR N R NNV BEOEEFZNH LB I LI EEET S

HGPS &5\ MI7' vty VRO PL Tk, 77 VR WAL Z R BEO Ty =) D0
T ) RS R EDIEICER  BEESND Z EITRY . AROERSRE S L,
B7 VT REREND (Capelletal., 2005), HGPS BREH D WNE T uky v 7V Reto PL €50
YU ADOMIRIZ R T T V=T B EREE D & BT VT RN 5 2 & 3R
7z (Capell et al., 2005; &3 = —/L 5.3.5.4 Progeroid Laminopathies White Paper) ,

AF 7= JREcIO Y VEAIIIFISNS

R} T 7 V=750 HGPS BEIZEWT, T 7= ) VREZAEIZIETL, 20T
IR OWEE T HHERF STz (Gordon et al., 2023),

INVTFUI XN ITA—F-TADT) TREEFHICEWTOF I7IL_TABETCEFHRIIERT S
HGPS ET /LD Lmnat6096/660G <7 212 BT, BF 7 7 L=7 ORAOHFKGIZ L EFROSE
DR BV, IREASEEHE DA BT & AEPTREREOUEIEANZE® biv7e (Murtada et al.,
2023), HGPS X7 at v v FARMD PL %5 L LicaF 77 V=D 2R D H>H, v
Ty V=T MG SN HGPS62 Bl e A N B vay ha— T —H LD~ v F U T g
T, B F 77 V=T REICEDAEREFHROIEENRENT. (EY 2—/b 2.7.33.2; Gordon et
al,2018), F7z, EFEMH L 7m0 = U RER T ORREICIIA B2 BEEEDNFE O b7z (Gordon
etal., 2023),
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2. AFI77ILZTJDBELDMERIT

BIfE, HGPS KO vt & o VP AREVED PL TR DRAREHIEIT 2 < | SHEWRIE TOXIS AR
Fel & W, BF 77 b=71% HGPS KO\ ut v 7/ Retto PL ORNEZEN T2
WD TOERBIRTHY, nF 77 V=74 50D HGPS ¥ L PRF THRAT I 07 7 V=7 Kk
WERET —F O TIE, AERAEFHROLERNRP RSN, 77 RS %ER
B R BOEAMGNCES b EHIEND, ZhidboTr T 7y =71%, KEIZE
WT HGPS OSET Y A7 R AE OV T vt v v 7 RefEd PL ORFEI & LT 2020 4 11 A IZH&R
Ente, etk LT, BWERIRMILERIER N ETH o712, Tr v 7 AR2MED PLICOWNT
XRHA S 20 ZRIEGIE Tl 2o 7o b OO fIRIT HGPS LB D= 7t oo 7 AR 4o PL
IZBWTCHRIBROIRPEIFFCE D Ll SN D, v 770 =TF 7 vy vHoHn 7
P VRS R EOERT D RBIEORKIKIE DI L LT (Gordon et al., 2023), HGPS
LT vty v 7 RefEo PL ORERIRE E 25 LS b,

3. FXDEE

BZE DRERER X 3-1 1277

10
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SAE |RERSEERE
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SE HERSHRE (P002605ER)
REBSRE (EIG-LNF-003RRE)

py |
SE RFOESE (P00042RRB R UP003045LER)
Sm

BRE. H T AMEERE (EIG-LNF-0191
B R UEIG-LNF-0205E8)

pas | E8. BHOES (P02673RE)

SAE 4 baF =)L EDODDIRE (P003035RES)
Y27 EL U EODDIRURROER (EIG-

ﬂ LNF-007 8 E8) 2imas ~ 2ma
O e I L L L
KR el . & Liade. & L
B | 4@ |1 [0R53 FLODDIRE (EIG-LNF-015HE) 2y gA ~ T A
Flrm| e TR e ~ 2mmA
“E El;;_;-;-;;)»&a)ool&utlwlél (EIG- XmmA ~ g
nm ;;L:f‘/—)btwomnn (EIG-LNF-02188 mewA ~ 2mA

FFREEREBHICH 1T HPKRER (EIG-LNF-003
B

2mms ~ 2mAn

RREREBHIHTSPKRER (EIG-LNF-008
AE e 2w mA ~ 2mA
SHE QTCcHIRE(EIG-LNF-0108E8) Omm i B
HE QT @R B(EIG-LNF-0221 )
#+[@ | 9 [07-01-000782%& (ProLon 1)

00-08-0208fRE8 (3MGHAME, IFBAMED
S | 48 |5 MERES. Prolon2)

N

2gegA ~ R

) QTc #FAliat8k (EIG-LNF-022 %) XBGEHRIEARHINERO 200 F AI1C CSR BER S, Rz Pl O—MIc K L7z,

11

ntr7rnr="7
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31 REICEYTSHER

AFNE, BRESIcaFr770=7L1LT50mg XX 75mg #&HTHMETF o h 7L TH
%, 50 mg B 7 EIIE, %@K@%@4%ﬁft»f 75 mg B 7R /VITERERGEHD 3 57
B THD, HERMER T 7 7 A=713, fERELY bEWIERE T, A RE KB RESUR
“iFm%iD%mPA4W7A47E)T%ﬂﬁéﬂfﬁéo%@k A FT AT EY
T4 PNEAFRRAIE LT, AT L—Rfrik (SDD) 1 & Y FERESIE O RREIR &R T T
FHEIN TN D,

AHN O FRAFRR L QIR X, & 3 Ny FIZOWTERIRFEL 25°C/60% RH T Tk 36
& H [#]. IR CRAF 2 40°C/75% RH T Tl 6 & H FE S, WTNoRBRIZB N TH, RAFEH
MR M- LT, 202 Enn, FOMIRZ 36 A & Lz,

3.2. FEERIKICEEY HEAER

AHANZ, FEBIRRBRICBW T T 7 LRIV F T 27 =5 —PHEEM %2R L, HGPS HB#F ik
DEEFRMIRNCIBNT, 7 7RI H 237 B ORISR 237~ S 4, MES%%wvvx
IZBWTC, BEEIEROUGEERNRO vz, £z, oMK, EyBhiasi &k O\FHEME
BROFERINS | BRI W TRIBEE RO RITRD bR o7, HEITEY 22—/ 24 (12
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ZOKINVY™  (lonafarnib) capsules, for oral use
Initial U.S. Approval: 2020

INDICATIONS AND USAGE
ZOKINVY is a farnesyltransferase inhibitor indicated in patients 12 months of
age and older with a body surface area of0.39 m?and above (1):
o To reduce risk of mortality in Hutchinson-Gilford Progeria Syndrome
o Fortreatment of processing-deficient Progeroid Laminopathies with either:

o Heterozygous LMNA mutation with progerin-like protein accumulation

o Homozygous or compound heterozygous ZMPSTE24 mutations

Limitations of Use

Not indicated for other Progeroid Syndromes or processing-proficient
Progeroid Laminopathies. Based upon its mechanism of action, ZOKINVY
would not be expected to be effective in these populations (1)

DOSAGE AND ADMINISTRATION

Startat 115 mg/m? twice daily with morning and evening meals (2.1)
After 4 months, increase to 150 mg/m? twice daily (2.1)
Round all total daily doses to nearest 25 mg increment (2.1)
Swallow capsules whole. If unable to swallow capsules, mix contents with
Ora Blend SF®, Ora-Plus®, orange juice, or applesauce (2.5).
o See Full Prescribing Information for additional instructions on dosing,

preparation and administration (2)

—— DOSAGE FORMS AND STRENGTHS
Capsules: 50 mg and 75 mg (3)

CONTRAINDICATIONS
o Strong or moderate CYP3A inhibitors or inducers (4)
o Midazolam (2.4, 4)

o Lovastatin, simvastatin, and atorvastatin (4)

DK E A SCH

WARNINGS AND PRECAUTIONS

o RiskofReduced Efficacy or Adverse Reactions Due to Drug Interactions:
Prior to and during treatment, consider potential for drug interactions and
review concomitant medications; monitor for adverse reactions (5.1, 7)

o Laboratory Abnormalities: Monitor for changes in electrolytes, complete
blood counts, and liver enzymes (5.2)

o Nephrotoxicity: Caused nephrotoxicity in rats. Monitor renal function at
regular intervals (5.3, 13.2)

o Retinal Toxicity: Caused rod-dependent, low-light vision decline in
monkeys. Perform ophthalmological evaluation at regular intervals and
at the onset of any new visual changes (5.4, 13.2)

o Impaired Fertility: Caused impaired fertility in female rats, impaired
fertility and testicular toxicity in male rats, and toxicity in the male
reproductive tract in monkeys. Advise females and males of
reproductive potential of the animal fertility findings (5.5, 13.1, 13.2)

o Embryo-Fetal Toxicity: Can cause fetal harm. Advise females
of reproductive potential of the risk to a fetus and to use
effective contraception (5.6, 8.1, 8.3)

ADVERSE REACTIONS
The most common adverse reactions (incidence >25%) are
vomiting, diarrhea, infection, nausea, decreased appetite, fatigue,
upper respiratory tract infection, abdominal pain, musculoskeletal
pain, electrolyte abnormalities, decreased weight, headache,
myelosuppression, increased aspartate aminotransferase,
decreased blood bicarbonate, cough, hypertension, and increased
alanine aminotransferase (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eiger
BioPharmaceuticals, Inc. at 833-267-0545 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

DRUG INTERACTIONS

e Reduce to or continue at 115 mg/m? twice daily with concomitant use
of weak CYP3A inhibitors (2.3, 7.1)

e See Full Prescribing Information for additional information regarding
drug interactions (2.4, 4, 5.1, 7)

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

Revised: 11/2020
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FULL PRESCRIBING INFORMATION
1. INDICATIONS AND USAGE

ZOKINVY is indicated in patients 12 months of age and older with a body surface area (BSA) of
0.39 m2 and above:

e To reduce the risk of mortality in Hutchinson-Gilford Progeria Syndrome (HGPS)
*  For the treatment of processing-deficient Progeroid Laminopathies with either:
0 Heterozygous LMNA mutation with progerin-like protein accumulation
0 Homozygous or compound heterozygous ZMPSTE?24 mutations
Limitations of Use
ZOKINVY is not indicated for other Progeroid Syndromes or processing-proficient Progeroid
Laminopathies. Based upon its mechanism of action, ZOKINVY would not be expected to be effective
in these populations.

2. DOSAGE AND ADMINISTRATION

2.1. Recommended Dosage

e  The starting dosage of ZOKINVY for patients with a BSA of 0.39 m? and above is
115 mg/m2 twice daily with morning and evening meals (see Table 1) to reduce the risk of
gastrointestinal adverse reactions [see Adverse Reactions (6.1)]. An appropriate dosage

strength of ZOKINVY is not available for patients with a BSA of less than 0.39 m?2 [see
Indications and Usage (1)].

e After 4 months of treatment, increase the dosage to 150 rng/m2 twice daily with morning and
evening meals (see Table 2)

e Round all total daily dosages to the nearest 25 mg increment (see Table 1 and Table 2).

e [fadose is missed, take the dose as soon as possible with food, up to 8 hours
prior to the next scheduled dose. Ifless than 8 hours remains before the next
scheduled dose, skip the missed dose, and resume taking ZOKINVY at the next
scheduled dose.

Table 1 provides the BSA-based dosage recommendations for the starting dosage of 115 mg/m2 twice
daily.

Table 1: Recommended Dosage and Administration for 115 mg/m2 Body Surface Area-
Based Dosing

BSA (m?) Total Daily Morning Dosing Evening Dosing
Dosage Rounded Number of Capsule(s) Number of Capsule(s)
to Nearest 25 mg| ZOKINVY | ZOKINVY | ZOKINVY | ZOKINVY

50 mg 75 mg 50 mg 75 mg
0.39-0.48 100 1 1
0.49 - 0.59 125 1 1
0.6-0.7 150 1 1
0.71-0.81 175 2 1
0.82-0.92 200 2 2
093-1 225 1 1 2

Table 2 provides the BSA-based dosage recommendations for the dosage of 150 mg/m?2

twice daily.




Table 2: RecommendedDosage and Administration for 150 mg/m?Body Surface
Area-- Based Dosing

BSA (m?) Total Daily Morning Dosing Evening Dosing
Dosage Rounded | Number of Capsule(s) Number of Capsule(s)
to Nearest 25 mg | ZOKINVY [ZOKINVY | ZOKINVY | ZOKINVY

50 mg 75mg 50 mg 75mg

0.39-0.45 125 1 1

0.46 - 0.54 150 1 1
0.55-0.62 175 2 1

0.63-0.7 200 2 2

0.71-0.79 225 1 1 2

0.8-0.87 250 1 1 1 1
0.88-0.95 275 2 1 1
096-1 300 2 2

2.2. Dosage Modifications for Gastrointestinal Adverse Reactions

For patients who have increased their dose of ZOKINVY to 150 mg/m2 twice daily and are
experiencing repeated episodes of vomiting and/or diarrhea resulting in dehydration or weight loss,
ZOKINVY can be dose reduced to the starting dose of 115 mg/m2 twice daily (see Table 1). Ensure
ZOKINVY is taken with the morning and evening meals and with an adequate amount of water.

2.3. Dosage Modifications for Drug Interactions

CYP3A Inhibitors
If concomitant use of ZOKINVY with a weak CYP3A inhibitor is unavoidable [see Warnings and
Precautions (5.1), Drug Interactions (7.1)]:
e Reduce to or continue ZOKINVY at the starting dosage of 115 mg/m2 twice daily (see Table 1).
e Resume the previous ZOKINVY dosage 14 days after discontinuing the concomitant use of the
weak CYP3A inhibitor.

2.4. Temporary Discontinuation for Midazolam Use

Temporarily discontinue ZOKINVY for 10 to 14 days before and 2 days after administration of
midazolam [see Contraindications (4), Drug Interactions (7.2)].

2.5. Preparation and Administration Instructions

Administer ZOKINVY orally with the morning and evening meals.

Patients Able to Swallow Capsules
*  Administer ZOKINVY capsules whole with a sufficient amount of water. Do not chew the
capsules.

Patients Unable to Swallow Capsules
*  The entire contents of ZOKINVY capsules can be mixed with Ora Blend SF® or Ora- Plus®

or, for patients unable to access or tolerate Ora Blend SF or Ora-Plus, the contents of
ZOKINVY capsules can be mixed with orange juice or applesauce (see preparation
instructions below).

* Do not mix with juice containing grapefruit or Seville oranges [see Contraindications (4),
Drug Interactions (7.1)].

*  The mixture must be prepared fresh for each dose and taken within approximately 10
minutes of mixing.




Preparation of Dose in Ora Blend SF, Ora-Plus, or Orange Juice
1. For each capsule, empty contents of the capsule into a container containing 5 mL to 10 mL
of the liquid.
2. Mix thoroughly with a spoon.
3. Consume entire serving.

Preparation of Dose in Applesauce
1. For each capsule, empty contents of the capsule into a container containing 1 teaspoonful to
2 teaspoonfuls of applesauce.
2. Mix thoroughly with a spoon.
3. Consume entire serving.

3. DOSAGE FORMS AND STRENGTHS

Capsules:
* 50 mg, opaque yellow with “LNF” and “50” printed in black

* 75 mg, opaque light orange with “LNF” and “75” printed in black

4. CONTRAINDICATIONS

ZOKINVY is contraindicated in patients taking:
*  Strong or moderate CYP3A inhibitors or inducers [see Drug Interactions (7.1)]

*  Midazolam [see Drug Interactions (7.2)]
*  Lovastatin, simvastatin, or atorvastatin [see Drug Interactions (7.2)]

5. WARNINGS AND PRECAUTIONS

5.1. Risk of Reduced Efficacy or Adverse Reactions Due to Drug Interactions

Coadministration of ZOKINVY with other drugs may result in clinically significant drug interactions
[see Dosage and Administration (2.3, 2.4), Contraindications (4), Drug Interactions (7.1, 7.2)]. These
drug interactions can lead to:

. Reduced efficacy of ZOKINVY

. Increased risk of adverse reactions from ZOKINVY or co-administered drugs

See Table 4 and Table 5 for steps to prevent or manage these clinically significant drug interactions,
including dosage recommendations [see Drug Interactions (7.1, 7.2)]. Consider the potential for drug
interactions prior to and during ZOKINVY therapy; review concomitant medications during
ZOKINVY therapy; and monitor for the adverse reactions.

5.2. Laboratory Abnormalities
Some patients treated with ZOKINVY developed laboratory abnormalities [see Adverse Reactions
(6.1)]. These included:
*  Electrolyte abnormalities (43%), such as hyperkalemia, hypokalemia, hyponatremia, or
hypercalcemia
*  Myelosuppression (35%), such as reductions in absolute neutrophil count, white blood cell
counts, lymphocytes, hemoglobin, or hematocrit
* Increased liver enzymes, such as aspartate aminotransferase (35%), or alanine

aminotransferase (27%)
These laboratory abnormalities often improved while continuing ZOKINVY, but it is not possible to
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exclude ZOKINVY as a cause of the abnormalities. Periodically monitor electrolytes, complete blood
counts, and liver enzymes, and manage abnormalities accordingly.

5.3. Nephrotoxicity

Lonafarnib caused nephrotoxicity in rats at plasma drug exposures approximately equal to that
achieved with the human dose [see Nonclinical Toxicology (13.2)]. Monitor renal function at regular
intervals during ZOKINVY therapy.

5.4. Retinal Toxicity

Lonafarnib caused rod-dependent, low-light vision decline in monkeys at plasma drug exposures
similar to that achieved with the human dose [see Nonclinical Toxicology (13.2)]. Perform
ophthalmologica | evaluation at regular intervals and at the onset of any new visual changes during
ZOKINVY therapy.

5.5. Impaired Fertility

Lonafarnib caused impaired fertility in female rats at 1.2 times the human dose based on plasma drug
exposure [see Nonclinical Toxicology (13.1)].

Lonafarnib caused impaired fertility and testicular toxicity in male rats at 1.5 times the human dose
based on plasma drug exposure [see Nonclinical Toxicology (13.1)], and toxicity in the male
reproductive tract in monkeys at doses lower than the human dose based on plasma drug exposure [see
Nonclinical Toxicology (13.2)].

Advise females and males of reproductive potential of the animal fertility findings, and that the impact
on pubertal development and the potential for impaired fertility with ZOKINVY therapy in humans
have not been adequately evaluated [see Use in Specific Populations (8.3)].

5.6. Embryo-Fetal Toxicity

Based on findings from animal reproduction studies, ZOKINVY can cause embryo-fetal harm when
administered to pregnant women. In animal reproduction studies, oral administration of lonafarnib in
pregnant rats during organogenesis produced embryo-fetal toxicity at plasma drug exposures that were
approximately equal to the recommended human dose. In pregnant rabbits, oral administration of
lonafarnib during organogenesis produced skeletal malformations and variations at exposures lower
than the human exposure. Advise pregnant women of the risk to a fetus. Advise females of
reproductive potential to avoid becoming pregnant and to use appropriate effective contraception
during treatment with ZOKINVY [see Use in Specific

Populations (8.1, 8.3)].

6. ADVERSE REACTIONS

6.1. Clinical Trial 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.

A total of 84 subjects were treated with at least one dose of ZOKINVY with or without additional
therapy, of which 8 were treated at a dosage of at least 115 mg/m2 twice daily for greater than or equal
to 10 years.

The safety profile of ZOKINVY is based on 128 patient-years of treatment exposure (62 patients
with HGPS and 1 patient with processing-deficient Progeroid Laminopathy with LMNA heterozygous
mutation) and pooled results from two Phase 2 open-label, single-arm trials (n=63: 28 patients from
Study 1 and 35 treatment naive patients from Study 2). In Study 1, ZOKINVY treatment was initiated
at 115 mg/m2 twice daily and increased to 150 mg/m2 twice daily after approximately 4 months for a



total treatment duration of 24 to 30 months. Treatment naive patients in Study 2 received ZOKINVY
150 mg/m2 twice daily for up to 36 months. In both studies, ZOKINVY was administered orally via
capsules or the capsule contents were mixed with Ora Blend SF or Ora-Plus and administered orally as
a suspension.

In these two studies, a total of 63 patients received ZOKINVY for a median duration of

2.2 years, with approximately 1.9 years at the recommended dose of 150 mg/m2 twice daily. The
population was 2 to 17 years old, with a similar proportion of males (33 [52%] patients) and females
(30 [48%)] patients). Most patients had classic HGPS (60 [95%] patients) compared to non-classic
HGPS (2 [3%)] patients) and 1 (2%) patient had Progeroid Laminopathy with LMNA heterozygous
mutation.

Table 3 summarizes adverse reactions reported in the clinical trials. The most common adverse
reactions (>25%) in the clinical trials were vomiting, diarrhea, infection, nausea, decreased
appetite, fatigue, upper respiratory tract infection, abdominal pain, musculoskeletal pain,
electrolyte abnormalities, decreased weight, headache, myelosuppression, increased aspartate
aminotransferase, decreased blood bicarbonate, cough, hypertension, and increased alanine
aminotransferase.

Table 3: Adve rse Reactions in >5% of Patie nts in Study 1 and Treatme nt-Naive Patie nts in
Study 2 Receiving ZOKINVY

ZOKINVY

Adverse Reactions n=63

n (%)
Gastrointestinal disorders
'\VVomiting 57 (90%)
Diarrhea 51 (81%)
Nausea 35 (56%)
Abdominal pain? 30 (48%)
Constipation 14 (22%)
Flatulence 4 (6%)
General disorders and administration site conditions
Fatigue 32 (51%)
Pyrexia 9 (14%)
Infections and infestations
Infection? 49 (78%)
Upper respiratory tract infections 32 (51%)
Rhinitis 12 (19%)
Investigations
Decreased appetite (anorexia) 33 (53%)
Electrolyte abnormalities? 27 (43%)
\Weight decreased 23 (37%)
Myelosuppression® 22 (35%)
Increased aspartate aminotransferase 22 (35%)
Decreased blood bicarbonate 21 (33%)
Hypertension 18 (29%)
Increased alanine aminotransferase 17 (27%)
Dehydration 3 (5%)
Musculoskeletal and connective tissue disorders
Musculoskeletal pain® 30 (48%)
Nervous system disorders
Headache 23 (37%)
Cerebral ischemia’ 7 (11%)
Ophthalmic
Ocular changes® 15 (24%)




ZOKINVY

Adverse Reactions n=63

n (%)
Psychiatric disorders
Depressed mood 3 (5%)
Respiratory, thoracic and mediastinal disorders
Cough 21 (33%)
Epistaxis 13 (21%)
Skin and subcutaneous tissue disorders
Rash 7 (11%)
Pruritus 5 (8%)
Mucositis 5 (8%)

! Abdominal pain includes stomach pain and abdominal pain.

Infection includes abdominal infection, candidiasis, chicken pox, Clostridium difficile colitis, colitis, croup, dengue fever, flu syndrome, flu-
like symptoms, fungal infection, gastroenteritis, gastrointestinal infection, Helicobacter pylori infection, infection, infection viral, influenza,
nail infection, otitis media, parotitis, perirectal abscess, pneumonia, small intestine infection, submandibular lymphadenitis, tonsillitis, viral
infection. *Upper respiratory infection includes bronchial infection, bronchitis, sinus infection, and upper respiratory infection.

“Electrolyte abnormalities includes hypermagnesemia, hypokalemia, hyperkalemia, hyponatremia, hypercalcemia, hyperphosphatemia,
hypocalcemia, and hypernatremia.

SMyelosuppression includes absolute neutrophil count decreased, low total white blood cells, lymphopenia, decreased hemoglobin, and
hematocrit low.

“Musculoskeletal pain includes arthritis, back pain, bone pain, foot pain, intercostal pain, joint pain, knee pain, leg pain, musculoskeletal pain,
pain in ankle/extremity/fingers/hip/leg/limb/lower limbs/left arm, shoulder pain, unilateral leg pain. Excludes musculoskeletal pain for abdomen.
"Cerebral ischemia includes cerebral ischemia, central nervous system hemorrhage, and ischemia cerebrovascular.

80cular changes include visual acuity change, corneal clouding, conjunctivitis, watering eyes, keratitis.

Gastrointestinal Adverse Reactions

As noted in Table 3, gastrointestinal adverse reactions were the most frequently reported adverse
reactions. Of the 57 patients who experienced vomiting, 30 (53%) patients had mild vomiting (defined
as no intervention required), 26 (46%) patients had moderate vomiting (defined as outpatient
intravenous hydration; medical intervention required), and 1 (2%) patient had severe vomiting
(defined as tube feeding, total parental nutrition, or hospitalization indicated). Of the

35 patients who experienced nausea, 34 (97%) patients had mild nausea (defined as loss of appetite
without alteration in eating habits) and 1 (3%) patient had moderate nausea (defined as oral intake
decreased without significant weight loss, dehydration, or malnutrition). During the first four months
of treatment in Study 1, 19 (68%) patients had vomiting and 10 (36%) patients had nausea. By the end
of therapy, 4 (14%) patients who were still on ZOKINVY required

antiemetics or anti-nauseants. A total of 4 patients discontinued ZOKINVY, mostly due to nausea or
vomiting.

Of the 51 patients who experienced diarrhea, the majority of patients (approximately 92%)
experienced mild or moderate diarrhea; 38 (75%) patients reported mild diarrhea (defined as an
increase of less than 4 stools per day over baseline) and 9 (18%) patients reported moderate diarrhea
(defined as an increase of 4 to 6 stools per day over baseline; limiting instrumental

activities of daily living). Four (8%) patients reported severe diarrhea (defined as an increase of seven
or more stools per day over baseline; hospitalization indicated; severe increase in ostomy output
compared to baseline; limiting self-care activities of daily living). During the first four months of
treatment in Study 1, 23 (82%) patients had diarrhea; by the end of therapy, 3 (11%) patients had
diarrhea. Twelve (43%) patients were treated with loperamide.

Alanine Aminotransferase and Aspartate Aminotransferase Elevations

Increased alanine aminotransferase was commonly reported (17 [27%] patients). Of the 17 patients
with increased alanine aminotransferase, 14 (82%) patients had mild increases (defined as greater than
upper limit of normal (ULN) to 3.0 times ULN if baseline was normal; 1.5 to

3.0 times ULN if baseline was abnormal), 1 (6%) patient had moderate increases (defined as

greater than 3.0 to 5.0 times ULN if baseline was normal or abnormal), and 2 (12%) patients had
severe increases (defined as greater than 5.0 to 20.0 times ULN if baseline was normal or abnormal).
Increased aspartate aminotransferase was also commonly reported

(22 [35%] patients). Of the 22 patients with increased aspartate aminotransferase, 21 (95%) patients
had mild increases (defined as greater than ULN to 3.0 times ULN if baseline was normal; 1.5 to 3.0
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times ULN if baseline was abnormal) and 1 (5%) patient had a severe increase (defined as greater than
5.0 to 20.0 times ULN if baseline was normal or abnormal). One patient with alanine and aspartate
aminotransferase elevations also experienced hypertriglyceridemia

and hyperglycemia resulting in discontinuation of ZOKINVY.

Hypertension
Increases in blood pressure have been documented in patients treated with ZOKINVY. At baseline 22

(35%) patients had either a systolic blood pressure or a diastolic blood pressure or both above the 95th
percentile. Over the course of the trials, 18 (29%) patients had hypertension based on systolic blood
pressure or diastolic blood pressure measurements above the 95th percentile on 3 or more occasions.
Five (8%) patients who were normotensive at baseline had either systolic blood pressure or diastolic
blood pressure above the 95th percentile at the end of treatment.

7. DRUG INTERACTIONS

7.1. Effect of Other Drugs on ZOKINVY
Table 4 presents clinically significant drug interactions involving drugs that affect ZOKINVY.

Table 4: Clinically Significant Drug Interactions (Drugs that Affect ZOKINVY)

CYP3A Inhibitors

Coadministration of ZOKINVY with a strong CYP3A inhibitor increases
Clinical Impact  |lonafarnib AUC and Cuax [see Clinical Pharmacology (12.3)] whichmay increase
the risk of ZOKINVY adverse reactions.

Use of ZOKINVY with strong or moderate CYP3A
inhibitors is contraindicated [see Contraindications (4)].
Avoid consumption of grapefruit or Seville oranges.

Strong or moderate
Prevention or CYP3A inhibitors

Management Avoid coadministration of ZOKINVY with weak

Weak CYP3A inhibitors CYP3A inhibitors. If coadministration is unavoidable,

reduce to or continue ZOKINVY at a dosage of 115
mg/m? [see Dosage and Administration (2.3)]. During
coadministration, closely monitor patients for
arrhythmias and events such as syncope and heart
palpitations because ZOKINVY exposures may be
increased despite the dosage reduction and the effect
on the QT interval is unknown. Resume previous
ZOKINVY dosage 14 days after discontinuing the
weak CYP3A inhibitor.

CYP3A Inducers

Coadministration of ZOKINVY with a strong CYP3A inducer decreases
Clinical Impact  |lonafarnib Cuax and AUC [see Clinical Pharmacology (12.3)] which may reduce

ZOKINVY efficacy.
Strong or moderate Use of ZOKINVY with strong or moderate CYP3A
Prevention or CYP3A inducers inducers is contraindicated [see Contraindications (4)].

Management

Weak CYP3A inducers |No ZOKINVY dosage adjustment is recommended.

CYP2C9 Inhibitors

Coadministration of ZOKINVY with a CYP2C9 inhibitor may increase
Clinical Impact  |lonafarnib AUC and Cuax [see Clinical Pharmacology (12.3)] whichmay increase
the risk of ZOKINVY adverse reactions.

Avoid coadministration of ZOKINVY with CYP2C9
inhibitors. If coadministration is unavoidable, closely

Prevention or CYP2C9 Inhibitors monitor patients for an}lyt}nlnas and events such as

Management syncope and heart palpitations because the effect of
increased ZOKINVY exposures on the QT interval is
unknown.
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7.2. ZOKINVY’s E

ffect on Other Drugs

Table 5 presents clinically significant drug interactions involving drugs affected by ZOKINVY.

Table S: Clinically Significant Drug Inte ractions (Drugs Affected by ZOKINVY)

CYP3A Substrates

Clinical Impact

Lonafarnib is a strong CYP3 A mechanism-based inhibitor. Coadministration of
ZOKINVY with a CYP3A substrate increases the AUC and Cyux of the CYP3A
substrate [see Clinical Pharmacology (12.3)] which may increase the risk of the
CYP3A substrate’s adverse reactions, including myopathy or rhabdomyolysis
(with statins), or extreme sedation or respiratory depression (with midazolam).

Prevention or
Management

HMG CoA reductase
inhibitors (“Statins™)

Coadministration of ZOKINVY with lovastatin,
simvastatin, or atorvastatin is contraindicated /see
Contraindications (4)].

Coadministration of ZOKINVY with midazolam is
contraindicated [see Contraindications (4)].
Temporarily discontinue ZOKINVY for 10-14
days before and 2 days after administration of
midazolam [see Dosage and Administration (2.4)].

Midazolam

Avoid coadministration of ZOKINVY with
sensitive CYP3A substrates. As noted above, use
with lovastatin, simvastatin, or atorvastatin, and
midazolam is contraindicated /see
Contraindications (4)]). If coadministration of
other sensitive CYP3A substrates is unavoidable,
monitor for adverse reactions and reduce the
dosage of those sensitive CYP3A substrate(s) in
accordance with their approved productlabeling.

Other sensitive CYP3A
substrates

When ZOKINVY is coadministered with certain
CYP3A substrates where minimal concentration
changes may lead to serious or life-threatening
toxicities, monitor for adverse reactions and reduce
the dosage of the CYP3A substrate in accordance
with its approved product labeling.

Certain CYP3A substrates

Loperamide

Clinical Impact

Lonafarnib is a weak inhibitor of P-gp and strong inhibitor of CYP3A.
Coadministration of ZOKINVY with loperamide increases the AUC and Cuux 0f
loperamide /[see Clinical Pharmacology (12.3)] which may increase the risk of
loperamide’s adverse reactions

Prevention or

Loperamide is contraindicated in patients less than 2 years of age. When

Management ZOKINVY is coadministered with loperamide, do not exceed loperamide 1 mg
once daily when first coadministered. Slowly increase loperamide dosage with
caution in accordance with its approved product labeling.

CYP2C19 Substrates

Clinical Impact Lonafarnib is a moderate CYP2C19 inhibitor. Coadministration of ZOKINVY

with a CYP2C19 substrate increases the AUC and Cuax of the CYP2C19
substrate [see Clinical Pharmacology (12.3)] which may increase the risk of the
CYP2C19 substrate’s adverse reactions.

Prevention or

Avoid coadministration of ZOKINVY with CYP2C19 substrates. If

Management coadministration is unavoidable, monitor for adverse reactions and reduce the
dosage of the CYP2C19 substrate in accordance with its approved product
labeling.

| P-gp Substrates

Clinical Impact Lonafarnib is a weak P-gp inhibitor. Coadministration of ZOKINVY withaP- |
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gp substrate increases the AUC and Cax Of the P-gp substrate [see Clinical
Pharmacology (12.3)], which may increase the risk of the P-gp substrate’s
adverse reactions.

Prevention or When ZOKINVY is coadministered with P-gp substrates (e.g., digoxin,
Management dabigatran) where minimal concentration changes may lead to serious or life-
threatening toxicities, monitor for adverse reactions and reduce the dosage of
the P-gp substrate in accordance with its approved product labeling.

8. USE IN SPECIFIC POPULATIONS

8.1. Pregnancy

Risk Summary
Based on findings from animal studies, ZOKINVY can cause embryofetal harm when administered to

a pregnant woman. There are no human data on ZOKINVY use in pregnant women to evaluate for a
drug-associated risk of major birth defects, miscarriage or adverse maternal or fetal outcomes. Advise
pregnant women of the risk to a fetus.

In animal reproduction studies, oral administration of lonafarnib to pregnant rats during organogenesis
produced embryo-fetal toxicity at exposures that were 1.2-times the human exposure at the
recommended dose of 150 mg/m2 twice daily. In pregnant rabbits, oral administration of lonafarnib
during organogenesis produced skeletal malformations and variations at exposures lower than the
human exposure at 150 mg/m2 twice daily, and maternal toxicity at 26 times the human exposure at
150 mg/m2 twice daily (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is

unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in

clinically recognized pregnancies is 2 to 4% and 15 to 20%,

respectively.

Data

Animal Data

In an embryo-fetal development study in rats, oral administration of lonafarnib during organogenesis
produced an increase in post-implantation loss (resorptions) and decreases in fetal body weight and
number of live fetuses at 30 mg/kg/day (1.2 times the AUC [area under the

plasma concentration-time curve] in humans at the recommended dose of 150 mg/m2 twice daily). No
effects on embryo-fetal development in rats were observed at systemic exposures lower than the
human AUC at 150 mg/m2 twice daily.

In rabbits, oral administration of lonafarnib during organogenesis resulted in skeletal malformations
and variations at systemic exposures lower than the human AUC at the recommended dose of 150
mg/m2 twice daily, and maternal toxicity (body weight loss and abortion) at 120 mg/kg/day (26 times
the human AUC at 150 mg/m2 twice daily).

No effects in offspring were observed in a pre- and postnatal development study in rats with maternal
administration of up to 20 mg/kg/day orally (AUC lower than the human AUC at 150 mg/m2 twice
daily) during organogenesis through lactation.

8.2. Lactation

Risk Summary
There are no data on the presence of ZOKINVY in human milk, the effects on the breastfed infant, or

the effects on milk production. Lonafarnib is excreted in rat milk (see Data). When a drug is present in
animal milk, it is likely that the drug will be present in human milk.
The developmental and health benefits of breastfeeding should be considered along with the mother’s
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clinical need for ZOKINVY and any potential adverse effects of the breastfed infant from ZOKINVY
or from the underlying maternal condition.

Data
Lonafarnib is excreted in milk following oral administration in lactating rats, with a mean milk to
plasma concentration ratio of 1.5 at 12 hours.

8.3. Females and Males of Reproductive Potential

Contraception
ZOKINVY can cause embryo-fetal harm when administered to pregnant women [see Use in

Specific Populations (8.1)]. Advise females of reproductive potential to use appropriate effective
contraception during treatment with ZOKINVY.

Infertility
Based on findings in rats, ZOKINVY may reduce fertility in females and males of reproductive

potential [see Warnings and Precautions (5.5), Nonclinical Toxicology (13.1)].

8.4. Pediatric Use

The safety and effectiveness of ZOKINVY for the treatment of HGPS and processing-deficient
Progeroid Laminopathies (with either heterozygous LMNA mutation with progerin-like protein
accumulation or homozygous or compound heterozygous ZMPSTE24 mutations) have been
established in pediatric patients 12 months of age and older. Use of ZOKINVY for these indications is
supported by adequate and well controlled studies in pediatric patients 2 years of age and older [see
Clinical Studies (14)].

The safety and effectiveness of ZOKINVY in pediatric patients less than 12 months of age have not
been established.

8.6. Adult Use

The safety and effectiveness of ZOKINVY for the treatment of HGPS and processing-deficient
Progeroid Laminopathies (with either heterozygous LMNA mutation with progerin-like protein
accumulation or homozygous or compound heterozygous ZMPSTE24 mutations) have been
established in adults. Use of ZOKINVY in adults for these indications is based on adequate and well
controlled studies in pediatric patients 2 years of age and older [see Clinical Studies (14)].

11. DESCRIPTION

ZOKINVY (lonafarnib) is a farnesyltransferase inhibitor. The chemical name for lonafarnib
is 4-[2-[4-[(11R)-3,10-dibromo-8-chloro-6,11-dihydro-5H- benzo[1,2] cyclohepta [2,4-b]pyridin- 11-
yl]piperidin-1-yl]-2- oxoethyl]piperidine-1-carboxamide. Its molecular formula is
C27H31Br2CIN402, molecular mass is 638.8 g/mol, and its chemical structure is depicted below.
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ZOKINVY (lonafarnib) capsules for oral administration contain 50 mg or 75 mg of lonafarnib as the
active ingredient and the following inactive ingredients: croscarmellose sodium, magnesium stearate,
poloxamer 188, povidone, and silicon dioxide. The capsule shells of both strengths contain gelatin,
titanium dioxide, and yellow iron oxide; the 75 mg capsule also contains red iron oxide. The
imprinting ink contains ammonia solution, black iron oxide, butyl alcohol, dehydrated alcohol,
isopropyl alcohol, potassium hydroxide, propylene glycol, purified water, and shellac.

12. CLINICAL PHARMACOLOGY

12.1. Mechanism of Action

Lonafarnib inhibits farnesyltransferase to prevent farnesylation and subsequent accumulation of
progerin and progerin-like proteins in the inner nuclear membrane.

12.2. Pharmacodynamics

No formal pharmacodynamic studies have been conducted with ZOKINVY.

12.3. Pharmacokinetics
The pharmacokinetics of lonafarnib at steady state in patients with HGPS following oral
administration of lonafarnib twice daily with food are summarized in Table 6.

Table 6: Summary of Pharmacokine tic Parame ters of Lonafarnib at Ste ady State afte r Oral
Administration Twice Daily to Patie nts with HGPS

Lonafarnib Median (range) Mean (SD) [Mean (SD) Mean (SD)
Dose tmax Cmax AUCO-8hr AUCtau
(hr) (ng/mL) (ng*hr/mL) (ng*hr/mL)
115 mg/m?2 N 23 23 23 15
Results 2(0, 6) 1777 (1083) 9869 (6327) 12365 (9135)
150 mg/m?2 N 18 18 18 8
Results 4 (0, 12) 2695 (1090) 16020 (4978) 19539 (6434)
Absorption

The absolute bioavailability of lonafarnib following oral administration has not been

determined. Following oral administration of lonafarnib 75 mg and 100 mg twice daily in
healthy subjects under fasted conditions, the geometric mean (CV%) maximum peak plasma
concentrations of lonafarnib were 834 (32%) ng/mL and 964 (32%) ng/mL, respectively.

Effect of Food

Following a single oral dose of 75 mg lonafarnib in healthy subjects, the Cmax decreased 55% and
AUC decreased 29% with a high-fat meal (approximately 43% fat of the total 952 calories) compared
to fasted conditions. Cmax decreased 25% and AUC decreased 21% with a low-fat meal

(approximately 12% fat of the total 421 calories) compared to fasted conditions.
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Distribution

In vitro plasma protein binding of lonafarnib was greater than or equal to 99% over the concentration
range between 0.5 to 40.0 pg/mL. The apparent volumes of distribution were 87.8 L and 97.4 L,
respectively, at steady state following oral administration of lonafarnib 100 mg and 75 mg twice daily
in healthy subjects.

Elimination
The mean half-life was approximately 4 to 6 hours following oral administration of lonafarnib 100 mg
twice daily in healthy subjects.

Metabolism
Lonafarnib is primarily metabolized by CYP3A and to a lesser extent by CYP1A2, CYP2AGB,
CYP2C8, CYP2C9, CYP2C19, and CYP2EL in vitro.

Excretion

Following an oral administration of 104 mg [14C]-lonafarnib under fasted conditions in healthy
subjects, approximately 62% of the total radiolabeled dose was recovered in feces and <1% of the total
radiolabeled dose was recovered in urine up to 240 hours post-dose. The two most predominant
metabolites were HM17 and HM21 (an active metabolite) accounting for 15% and 14% of plasma
radioactivity, respectively.

Specific Populations

Patients with Renal Impairment or Hepatic Impairment
ZOKINVY has not been studied in patients with renal impairment or in patients with hepatic
impairment.

Male and Female Patients

Following a single oral dose of 100 mg lonafarnib in healthy subjects, the plasma lonafarnib AUC and
Cmax were 44% and 26% higher in female subjects, respectively, compared to male subjects. The
observed exposure difference by sex in healthy subjects is not considered clinically meaningful.

Geriatric Patients

Following a single oral dose of 100 mg lonafarnib in healthy subjects, the plasma lonafarnib AUC and
Cmax were 59% and 27% higher in subjects >65 years, respectively, compared to subjects 18 to 45
years of age. The observed higher exposure in geriatric subjects is not considered clinically relevant.

Drug Interaction Studies

In Vitro Studies

Lonafarnib is a CYP3A substrate and a potent CYP3A time-dependent and mechanism-based
inhibitor. Lonafarnib is an inhibitor of CYP2C8 and CYP2C19. Lonafarnib is not considered an
inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, or CYP2D6. Lonafarnib is unlikely to be an
inducer of CYP1A2, CYP2B6, and CYP3A.

Lonafarnib is not a substrate of transporters OATP1B1, OATP1B3, or BCRP, but is likely a marginal
substrate of P-gp. Lonafarnib is an inhibitor of P-gp, OATP1B1, OATP1B3, and BCRP.

Clinical Studies: Effects of other Drugs on Lonafarnib

CYP3A inhibitors

Lonafarnib is a sensitive substrate for CYP3A. With coadministration of a single oral dose of 50

mg lonafarnib following 200 mg ketoconazole (a strong CYP3A inhibitor) once daily for 5 days, the
Cmax and AUC of lonafarnib were increased by 270% and 425%, respectively, as compared to
lonafarnib administered alone in healthy subjects [see Dosage and Administration (2.3),
Contraindications (4), Drug Interactions (7.1)].
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CYP2C9 inhibitors

Coadministration with CYP2C9 inhibitors may increase lonafarnib AUC and Cmax. A drug-drug
interaction study of ZOKINVY with CYP2C9 inhibitors has not been conducted [see Drug
Interactions (7.1)].

CYP3A inducers

With coadministration of a single oral dose of 50 mg lonafarnib (combined with a single oral dose of
100 mg ritonavir) following 600 mg rifampin once daily for 8 days, the Cmax of lonafarnib was
reduced by 92% and the AUC was reduced by 98%, as compared to without rifampin coadministration
in healthy subjects [see Contraindications (4), Drug Interactions (7.1)]

Clinical Studies: Effects of Lonafarnib on other Drugs

CYP3A Substrates

Lonafarnib is a strong inhibitor of CYP3A. With coadministration of a single oral dose of 3 mg
midazolam with multiple oral doses of 100 mg lonafarnib twice daily for 5 days in healthy subjects,
the Cmax and AUC of midazolam were increased by 180% and 639%, respectively [see Dosage and
Administration (2.4), Contraindications (4), Drug Interactions (7.2)].

Loperamide
With coadministration of a single oral 2 mg dose of loperamide (primarily metabolized by CYP2C8

and CYP3A and a substrate of P-gp) with multiple oral doses of lonafarnib 100 mg
twice daily for 5 days in healthy subjects, the Cmax and AUC of loperamide were increased by 214%
and 299%, respectively [see Drug Interactions (7.2)].

CYP2C19 Substrates

Lonafarnib is a moderate CYP2C19 inhibitor. With coadministration of a single oral dose of

40 mg omeprazole with multiple oral doses of lonafarnib 75 mg twice daily for 5 days in healthy subjects,
the Cmax and AUC of omeprazole were increased by 28% and 60%, respectively [see Drug Interactions

(7.2)].

P-9p and OATP1B Substrates

With coadministration of a single oral dose of 180 mg fexofenadine (a P-gp and OATP1B substrate)
with multiple oral doses of 100 mg lonafarnib twice daily for 5 days in healthy subjects, the Cmax and
AUC of fexofenadine were increased by 21% and 24%, respectively [see Drug Interactions (7.2)].

13. NONCLINICAL TOXICOLOGY

13.1. Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Carcinogenicity studies have not been conducted with lonafarnib.

Mutagenesis
Lonafarnib was not genotoxic in the bacterial mutagenicity (Ames) assay, in vitro chromosomal

aberration assay in mammalian cells, or in vivo micronucleus assay in mice.

Impairment of Fertility

Lonafarnib produced impaired fertility in male rats at 90 mg/kg/day or higher (1.5 times the AUC in
humans at the recommended dose of 150 mg/m2 twice daily), with a nearly complete loss of fertility at
180 mg/kg/day (3 times the AUC in humans). Male rats treated with

180 mg/kg/day exhibited small testes, flaccid testes, and discolored epididymis (84%, 56%, and 24% of
males, respectively). No effects on fertility occurred in males at systemic exposures lower than the
human AUC at 150 mg/m2 twice daily.
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Female rats treated with 30 mg/kg/day lonafarnib or higher (1.2 times the human AUC at the
recommended human dose of 150 mg/m2 twice daily) showed a decrease in fertility, as indicated by
reductions in the number of corpora lutea and implantation sites, and increases in pre- and post-
implantation loss. No effects on fertility occurred in females at systemic exposures lower than the human
AUC at 150 mg/m2 twice daily [see Warnings and Precautions (5.5)].

13.2. Animal Toxicology and/or Pharmacology

Renal toxicity occurred in a 6-month oral toxicity study of lonafarnib in rats, with kidney lesions
(interstitial necrosis and mineralization in the inner medulla) and correlating changes in clinical
chemistry (e.g., hyperphosphatemia, hyperkalemia) and urinalysis parameters observed at systemic
exposures approximately equal to the AUC in humans at the recommended dose of

150 mg/m? twice daily. No evidence of renal toxicity was observed at systemic exposures lower than
the human AUC at 150 mg/m? twice daily [see Warnings and Precautions (5.3)].

Toxicity in the male reproductive tract occurred in a 1-year oral toxicity study in monkeys at 10
mg/kg/day or higher (AUC lower than the human AUC at the recommended dose of

150 mg/m2 twice daily). The lesions in the male reproductive tract included aspermia in the
epididymis and atrophy of seminiferous tubules, seminal vesicle, and prostate gland. Testicular
toxicity was also observed in rats, where severe impairment of male fertility occurred /see
Warnings and Precautions (5.5), Nonclinical Toxicology (13.1)].

Ocular (retinal) toxicity occurred in a 1-year oral toxicity study in monkeys at 40 mg/kg/day (3.7 times
the human AUC at the recommended dose of 150 mg/m2 twice daily). The retinal injury involved
single cell necrosis of photoreceptor cells in the layer of rods and cones and the outer nuclear layer. No
retinal toxicity was observed at 20 mg/kg/day (2.1 times the human AUC at 150 mg/m2 twice daily).
However, in a follow-up study of lonafarnib effects on visual function in monkeys as evaluated by
electroretinography, oral administration of 15 mg/kg/day for 13 weeks or 60 mg/kg/day for 6 weeks
produced adverse effects on rod-dependent, low-light vision. The effects were observed at several
time-points throughout the treatment period. No histological changes in the retina were observed at
study termination [see Warnings and Precautions (5.4)].

14. CLINICAL STUDIES

The efficacy of ZOKINVY is based on results from the Observational Cohort Survival Study, which
retrospectively compared survival data from two Phase 2 studies in patients with HGPS to those from
a natural history cohort.

Study 1 (NCT00425607) was a Phase 2 open-label, single-arm trial that evaluated the efficacy of
ZOKINVY in 28 patients (26 with classic HGPS, one with non-classic HGPS, and one with
processing-deficient Progeroid Laminopathy with LMNA heterozygous mutation with progerin- like
protein accumulation). Patients received ZOKINVY for 24 to 30 months. Patients initiated treatment
with ZOKINVY 115 mg/m2 twice daily. After 4 months of treatment, patients who

tolerated treatment had an increase in dose to 150 mg/m?2 twice daily. Among the 28 patients

treated, 27 patients with HGPS (16 females, 11 males) were included in the survival assessment. The
median age at treatment initiation for the 27 patients was 7.5 years (range: 3 to 16 years).

The body weight range was 6.6 to 17.6 kg and the BSA range was 0.38 to 0.75 m2 (ZOKINVY is not
indicated in patients with a BSA less than 0.39 m2 because the appropriate dosage strength is not
available for this population).

Following completion of Study 1, 26 patients enrolled in a second Phase 2 open label, single-arm trial
(Study 2, NCT00916747) which consisted of two study phases. In the first phase of Study 2, patients
received ZOKINVY with additional therapies for about 5 years. In the second phase of Study 2,
patients received ZOKINVY 150 mg/m2 twice daily for a period of up to 3 years.

There were 35 treatment naive patients with HGPS enrolled into the second phase of Study 2. Among
the 35 treated patients (22 males, 13 females), 34 (97.1%) patients had classic HGPS and
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1 (2.9%) patient had non-classic HGPS. The median age was 6 years (range: 2 to 17 years). The body
weight range was 6.7 to 22 kg and the BSA range was 0.42 to 0.90 m2.

Throughout Study 1 and Study 2, ZOKINVY was administered orally via capsules or the capsule
contents were mixed with Ora Blend SF or Ora-Plus and administered orally as a suspension.

The retrospective survival analysis was based on the mortality data from 62 treated patients (27 patients
in Study 1 and 35 treatment-naive patients in Study 2) and data from matched, untreated patients in a
separate natural history cohort. The mean lifespan of HGPS patients treated with ZOKINVY increased
by an average of 3 months through the first three years of follow-up and

2.5 years through the last follow-up time (11 years) compared to untreated patients. The survival analysis
summary is provided in Table 7 and Figure 1.

Table 7: Survival Analysis Summary for Patie nts with HGPS

Follow-up time censored at  |Last follow-up time

3-years
Summary Untreated |ZOKINVYM Untreated | ZOKINVYH

(n=62) (n=62) (n=62) (n=62)

Number of Deaths (%) 12 (19.4) 5(8.1) 25 (40.3) 21 (33.9)
Mean Survival Time (years) @ 2.6 2.8 55 8.0
(95% CI) (2.4, 2.8) (2.7, 3.0) (4.3, 6.8) (6.9, 9.1)
Difference in Mean Survival Time 0.24 25
(years) - (-0.03, 0.50) - (0.8, 4.1)
(95% CI)
Hazard Ratio for Risk of Death I¥l -- 0.30 -- 0.40
(95% CI) (0.10, 0.89) (0.21, 0.77)

UIncludes 27 patients in Study 1 and 35 treatment-naive patients in Study 2. [ Based on the area under the survival curves up

to 11 years of follow-up. ) Based on a Cox regression model (with treatment as the only covariate) stratified by continent of
residency.

Note: Treated patients were matched 1:1 to untreated patients (who were alive at the age when the treated patient began ZOKINVY) by
mutation status (classic/unknown versus non-classic), sex and continent of residence using a fixed 50th percentile matching
algorithm. In the fixed 50th percentile matching algorithm, candidate untreated patients were first sorted by decreasing last known
age and the candidate in the 50th percentile was selected as the match. Follow-up time for amatched pair of treated and untreated
patients began at the age of the treated patient at ZOKINVY initiation.

Figure 1: Kaplan-Meier Survival Curves for Follow-up Time Censured at Last Follow-up for
Patients with HGP

62 56 47 31 26 24 22 20 15 14 9 1 0

62 52 1 25 20 12 6 5 3 2 2 1 1 0

Note: The Kaplan-Meier (KM) survival curve for the ZOKINVY-treated patients is indicated with a solid line; the curve for the
untreated patients is indicated with a dashed line. The shaded regions in blue and red represent the 95% confidence bands for the
treated and untreated KM survival curves, respectively.

16. HOW SUPPLIED/STORAGE AND HANDLING
ZOKINVY is supplied as:
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e 50 mg capsules: Size 4 hard capsule, opaque yellow with “LNF” and “50” printed in
black.
Bottles of 30 capsules each (NDC 73079-050-30)

e 75 mg capsules: Size 3 hard capsule, opaque light orange with “LNF and “75” printed in
black.
Bottles of 30 capsules each (NDC 73079-075-30)

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

17. PATIENT COUNSELING INFORMATION

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

Dosing /see Dosage and Administration (2.1)]

e  Advise patients and caregivers that ZOKINVY should be taken twice daily with the morning
and evening meals.

e Inform patients and caregivers that if a dose is missed, the next dose should be given as soon
as possible up to 8 hours prior to the next scheduled dose. If less than 8 hours remain before
the next scheduled dose, the patient should skip the missed dose and resume taking ZOKINVY
at the next scheduled dose

Preparation and Administration [see Dosage and Administration (2.5), Drug Interactions (7)]

e  Advise patients to swallow the capsule whole with water. The capsules should not be chewed.

e For patients unable to swallow capsules, advise patients and caregivers that the contents of
ZOKINVY can be mixed with Ora Blend SF or Ora-Plus. For patients unable to access or
tolerate Ora Blend SF or Ora-Plus, the contents of ZOKINVY can be mixed with orange juice
or applesauce. Advise patients not to mix the contents of ZOKINVY with juice containing
grapefruit or Seville oranges. Advise patients and caregivers that the mixture must be prepared
fresh for each dose and taken within approximately 10 minutes of mixing.

e  Advise patients and caregivers to read and carefully follow the instructions for administering
the capsule contents in Ora Blend SF, Ora-Plus, orange juice or applesauce [see Instructions
for Use]. Advise patient and caregivers to call their healthcare provider or pharmacist if they
have any questions.

Drug Interactions [see Dosage and Administration (2.3, 2.4), Contraindications (4), Warnings and
Precautions (5.1), Drug Interactions (7)]

Inform patients and caregivers that ZOKINV'Y may interact with many drugs. Advise patients and their
caregivers to report the patient’s use of all prescription and nonprescription medications, including
nutritiona | supplements and vitamins.

Gastrointestinal Adverse Reactions [see Dosage and Administration (2.2), Adverse Reactions (6.1)]
Inform patients and caregivers that gastrointestinal adverse reactions are common with ZOKINVY.
These include, but are not limited to, vomiting, diarrhea, and nausea. Advise patients and caregivers to
contact their healthcare provider if these adverse reactions persist.

Hypertension [see Adverse Reactions (6.1)]

Inform patients and caregivers that blood pressure may increase while taking ZOKINVY. Symptoms of
hypertension may include headaches, shortness of breath, nosebleeds, flushing, dizziness, or chest pain.
Advise patients and caregivers to contact their healthcare provider if these adverse reactions occur.

Nephrotoxicity [see Warnings and Precautions (5.3), Nonclinical Toxicology (13.2)]
Inform the patient and caregiver of the risk of kidney damage.

Retinal Toxicity [see Warnings and Precautions (5.4), Nonclinical Toxicology (13.2)]
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Inform the patient and caregiver of the risk of developing difficulty with night vision. Advise patients
and caregivers to contact their healthcare provider if they experience a change in vision.

Impaired Fertility [see Warnings and Precautions (5.5), Nonclinical Toxicology (13.1)]
Inform females and males of reproductive potential that ZOKINVY may impact pubertal development
and impair fertility.

Embryo-Fetal Toxicity [see Warnings and Precautions (5.6), Use in Specific Populations (8.1, 8.3)]
Inform pregnant women and female patients of reproductive potential of the potential risk to a fetus.
Advise females of reproductive potential to use effective contraception during treatment with ZOKINVY.

Manufactured for:
Eiger BioPharmaceuticals, Inc., 2155 Park Boulevard Palo Alto, CA 94306 ZOKINVY is a trademark
of Eiger BioPharmaceuticals, Inc.
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PATIENT INFORMATION
ZOKINVY™ (ZO-kinvy)
(lonafarnib)
capsules, for oral use

What is ZOKINVY?

ZOKINVY is a prescription medicine used to:

e lower the risk of death in adults and children 12 months of age or older with Hutchinson-
Gilford Progeria Syndrome (HGPS), who have a certain body surface area.

e treat adults and children 12 months of age or older with certain types of Progeroid
Laminopathies, who have a certain body surface area.

ZOKINVY is not for use in people with non-HGPS Progeroid Syndromes or with Progeroid

Laminopathies that are processing-proficient.

It is not known if ZOKINVY is safe and effective in children under 12 months of age.

Do not take ZOKINVY if you are taking:

. a strong or moderate CYP3A inhibitor or inducer

o midazolam

. lovastatin or simvastatin or atorvastatin

Ask your healthcare provider if you are not sure if your medicine may be one that is listed above.

Before taking ZOKINVY, tell your healthcare provider about all of your medical conditions,

including if you:

. have kidney problems.

e  have eye problems.

e are pregnant or plan to become pregnant. ZOKINVY can harm your unborn baby. Females
who are able to become pregnant should use effective birth control (contraception) during
treatment with ZOKINVY.

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

Tell your healthcare provider about all the medicines you take, including prescription and

over-the-counter medicines, vitamins, and herbal supplements. Taking ZOKINVY with certain other

medicines may affect how the other medicines work and other medicines may affect how

ZOKINVY works, and may increase your risk of side effects.

Know the medicines you take. Keep a list of them with you to show your healthcare provider and

pharmacist when starting a new medicine.

How should | take ZOKINVY?

e Take ZOKINVY exactly as your healthcare provider tells you to.

e Do not stop taking ZOKINVY without talking to your healthcare provider. Your healthcare
provider my change your dose of ZOKINVY if needed.

e Your healthcare provider will provide you with the dose you should be taking. The dose is
based on body size (height and weight).

Take ZOKINVY 2 times a day with morning and evening meals.
Swallow ZOKINVY capsules whole with an adequate amount of water. Do not chew
ZOKINVY capsules.

e If you or your child cannot swallow the ZOKINVY capsule whole, see the detailed
Instructions for Use that comes with ZOKINVY for information about how to prepare and
give or take a dose of ZOKINVY by mixing the contents of a ZOKINVY capsule with either Ora
Blend SF, Ora-Plus, orange juice, or applesauce.

e Each dose of ZOKINVY mixture must be prepared fresh and taken within about 10 minutes of
mixing.

o Do not take ZOKINVY with any juice that contains grapefruit or Seville oranges. Seville
oranges may also be called bitter or sour oranges.

e If you miss a dose of ZOKINVY, take it as soon as possible up to 8 hours before your next
scheduled dose with food. If it is less than 8 hours before your next dose of ZOKINVY, skip
the missed dose and take ZOKINVY at your next regularly scheduled dose.

What are the possible side effects of ZOKINVY?

ZOKINVY may cause serious side effects, including:

Severe kidney problems, ZOKINVY may cause severe kidney problems. Your healthcare
provider will monitor your kidney function regularly during treatment with ZOKINVY.
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Eye problems. ZOVINKY may cause problems with night vision. Call your healthcare provider
right away if you develop any new changes in your vision.
The most common side effects of ZOKINVY include:

. vomiting e electrolyte abnormalities

. diarrhea e decreased weight

o infection e headache

. nausea e myelosuppression

. decreased appetite e increased liver enzyme blood test
results

o tiredness e decreased blood bicarbonate

. upper respiratory tract infection e cough

. stomach-area (abdominal) pain e hypertension

. muscle and joint (musculoskeletal) pain

Call your healthcare provider if you continue to have nausea, vomiting or diarrhea that leads to
loss of appetite and weight loss during your treatment with ZOKINVY.

ZOKINVY may cause an increase in your blood pressure (hypertension). Your healthcare
provider will check your blood pressure during treatment with ZOKINVY. Call your healthcare
provider right away if you develop any symptoms of high blood pressure including: headaches,
shortness of breath, nosebleeds, flushing, tiredness, dizziness, vision problems, irregular
heartbeat, or chest pain.

ZOKINVY may cause fertility problems in females and males, which may affect your ability to
have children. Talk to your healthcare provider if you have concerns about fertility.

These are not all of the possible side effects of ZOKINVY.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088. You may also report side effects to Eiger BioPharmaceuticals at 1-833-267-
0545.

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

General information about the safe and effective use of ZOKINVY

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

information about ZOKINVY that is written for health professionals.

What are the ingredients in ZOKINVY?

Active ingredient: lonafarnib

Inactive ingredients: croscarmellose sodium, magnesium stearate, poloxamer 188, povidone,
and silicon dioxide.

The capsule shell (ZOKINVY 50 mg hard capsule) contains: gelatin, titanium dioxide and
yellow iron oxide The capsule shell (ZOKINVY 75 mg hard capsule) contains: gelatin,
titanium dioxide, yellow iron oxide and red iron oxide.

The printing ink contains: ammonia solution, black iron oxide, butyl alcohol, dehydrated
alcohol, isopropyl alcohol, potassium hydroxide, propylene glycol, purified water, and shellac.
Manufactured for: Eiger BioPharmaceuticals, Inc., 2155 Park Boulevard Palo Alto, CA 94306

©2020 Eiger BioPharmaceuticals

For more information call Eiger BioPharmaceuticals at 650-282-6138 or visit www.zokinvy.com or www.eigerbio.com

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued:
11/2020
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INSTRUCTIONS FOR USE
ZOKINVY™ (ZO-kinvy)
(lonafarnib)
capsules, for oral use

This Instructions for Use contains information on how to mix and give or take a dose of
ZOKINVY if the capsules cannot be swallowed whole.

Read this Instructions for Use before you start giving or taking ZOKINVY and each time you get
a refill. There may be new information. This information does not take the place of talking to
your healthcare provider about you or your child’s medical condition or treatment

Supplies needed to prepare and give or take a dose of ZOKINVY
Before mixing a dose of ZOKINVY, gather the following supplies:

the prescribed number of ZOKINVY capsules for you or your child’s dose. Place the
capsule or capsules on a clean flat surface.

either Ora-Blend SF, Ora-Plus, orange juice or applesauce for mixing. Do not mix with
juice that contains grapefruit or Seville oranges. Seville oranges may also be called
bitter or sour oranges.

if mixing with Ora-Blend SF, Ora-Plus or orange juice: a clean
medicine cup with 5 milliliter (mL) and 10 mL measurement

levels, OR if mixing with applesauce: a clean teaspoon.

clean cup(s) for each ZOKINVY capsule to be mixed.

a clean spoon for stirring the mixture.

24



How to open ZOKINVY capsules and mix the capsule contents

Step 1:

If mixing with Ora-Blend SF, Ora-
Plus or orange juice: Use a clean
medicine cup to measure either5
mL or 10 mL of Ora-Blend SF, Ora-
Plus or orange juice.

If mixing with applesauce: measure either1 or 2
teaspoonfuls of applesauce.

You can choose to use 5 mL or 10
mL of liquid or 1 or 2 teaspoonfuls
of applesauce (See Figure A).

Step 2:

Place the Ora-Blend SF, Ora-Plus, orange juice or
applesauce measured in Step 1 into a clean cup
(See Figure B).

Step 3:

Hold a ZOKINVY capsule above the clean cup
containing the liquid or applesauce. Hold the
ZOKINVY capsule on both sides between your
thumb and forefinger. Gently twist and pull
apart the capsule (See Figure C). Empty the
contents of the capsule directly into the clean
cup (See Figure D).
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Step 4:

Figure E
Using a clean spoon, mix the ZOKINVY
capsule contents well (See Figure E). If only 1
capsule is to be taken, skip to Step 6. If 2 Ora-Blend SF,
capsules are to be taken, go to Step 5. Ora-Plus,

orange juice
or applesauce

Step 5:

If 2 capsules will be taken, repeat Steps 1 through 4 for the second capsule. After
completing the mixing process for the second capsule, the 2 servings can eitherbe
placed together in a single cup or remainin 2 serving cups for you or your child to take
the full dose of ZOKINVY. Afteryou finish, go to Step 6.

WITHIN
Step 6:
Give or take all of the ZOKINVY mixture with morning and evening meals
within about 10 minutes of preparing.

How should I store ZOKINVY?
. Store at room temperature between 68°F to 77°F (20°C to 25°C)

Keep ZOKINVY and all medicines out of reach of children.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Manufactured for: Eiger BioPharmaceuticals, Inc., 2155 Park Boulevard Palo Alto, CA 94306
©2020 Eiger BioPharmaceuticals Issued: 11/2020
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F1: ARE/EZEIC 115 mgm? 28E32 L EZOHBHEBEROHE

BSA (m?) 1 Ak E HRBEERG N TENVE | IREEEN TEVEK
(25 mg BEALTHIY AH AF AH| AFH
LT /810 T 50 mg 75 mg 50 mg 75 mg
0.39 -0.48 100 1 1
0.49 -0.59 125 1 1
0.6 -0.7 150 1 1
0.71 -0.81 175 2 1
0.82 -0.92 200 2 2
0.93-1 225 1 1 2

BSA % L2 150 mg/m? % 1 H 2 [l 592 & T OHELEHEEZ K 2 1ITRT,
K2 BEREELEIC 150 mg/m? 2535 L X O#ERAEROHE

BSA (m?) 1 BRiREGE HERBREAV TNV | IBBRBRENTENVE
(25 mg BALTHID K AH| AH AF AH
F/ 800 50 mg 75 mg 50 mg 75 mg
0.39 - 0.45 125 1 1
0.46 - 0.54 150 1 1
0.55 - 0.62 175 2 1
0.63-0.7 200 2 2
0.71 - 0.79 225 1 1 2
0.8 - 0.87 250 1 1 1 1
0.88 - 0.95 275 2 1 1
0.96 1 300 2 2
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2.2 bR REWERIC L A HEL T

AAKlZ 150 mg/m? & 1 H 2 [BHIHE&E L, MEH L/ UL FHIZ#E D IR U TR IR ERD ISR - 7R
FITE, AR EBEHETHD 115mg/m? 2 1 H 2[AlE CE T 5 (X 12, AFNTLT8HY O
FLtonBOKEEBICRATAZ L,

2.3 W EERIC L D HEETE
CYP3A [HEHE
AH) EFH CYP3A MHEIRD O DS R Al 22356 ([ZL L& OE FE oo 6.1), [EE A EM ) (1.1)
EN
o AKFZEBMAETHS 115 mg/m? %2 1 H 2 [ENSHET 52>, BRAGHEO £ £ THkke
% (F1&2),
o 55U CYP3A [HEMOGFHZ H 1k LTH 5 14 B#IZ, LLRTO &K OV TAR| o
&35,

2.4 I X T MR
IEYV T LAOFERT10~14 A M OFe 5% 2 BMIIARR AR 2 [/2558) @), EMIEEEY ) (1.2)
2,

2.5 AR OB A FER
Bl A BILIIARK 2RO &R 5T 5,

7 7V A T CE DB
o KA TN EZOEEVSIEOKEEBICRHT S, A7 EALERATIZIRE
AR
7 7V BT CE IR VERFE
o I EBNAEIT THNEW DA T% OraBlend SF® X% Ora-Plus® & JEE T H LW, £7-.
Ora Blend SF X% Ora Plus Z# AF T WA UL Z NS IZERMENRWEBRE I,
KENH T ENONEDEF L P a—AXET v T — R LRETH LW (T
O FNEE ZIR)
o JL—TFIN—YXITEBEUTFL U TEEGTY 2 — R ITIRERNZ L [[E2E)
@), TFEHIEEIER ) (1.1) 2,
o BEEIIHLIEAKREZME L, AL 10 SREDNICRHTA Z &,

OraBlend SF, OraPlus X/Z7 L > 2 —X 3 /=BGl D %L
1. AAIL A 7EBMICZHOE, 5mL~10 mL O LBV TN ORIEE FEIZ AL, 7 BILON
K EEEINZD,
2. A= TELIEES,
3. SR eEEERAT S,

T T — RN YR BRI DR
1. BHN1LATEBMIODE, T4 —AT =2 LI~2 DT v TV —AERERIIAIL, BT
BILORNEYEREEZINZ 5,
2. A= TELIEXES,
3. A EEEIRHT 5,

3 AR OER
Vol
e 50mg: REHAREGDOH ST, BT ILNF) KO 150) &HITF,
e 75mg: RBHARFENA L DEDOH T BT, BT ILNF] KO [75) LEIF,

4

LIF D 3A 2 IR O BB ICARNIIER TH 5,
o CYP3A Z TR USRI E IIFHES 28K [EYHAZEH ) 1.1) ZH,
o XY T N (TEYHEIER (1.2) /M),
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e Lovastatin, v NAREXFUNNT NNRREF L [THEYHEIEY) (1.2) ],

5 #EROWEH EoER
5.1 WM BEAERIC L 20K XIXEWER O U X 7
KRN EARA] & DERE G LTS h BRI EE e S M AR N4 U2 et b B [THEK OV -
(2.3, 24), I#2) @), FEWHELZEY) (11, 12) 2H], b0 BRI F2g &z
TAREMEDN B D,
o KHNOBH TGS
o ARADUIOFHZIEARNC X D2BIWER U A7 N

b DRI B2 YA EAE 2 PRI SUTERS 27200 FIE HEEAEZ &) 250V TiE,
RKAROVEKS 2RO L [EYWATES ) (1.1, 1.2) 2], KENOF G- OG- o33 AH AR
Motz BE L. AHRGTIOFNRZHEE L, BIEHZE=21 7452 L,

5.2 AR A 2
AN PG Liz—8 O RFIC, L TOBKBREMBENRBO LN [TFIEH) 6.1) /],
e FEAVTAMIE, KAV T AMAE, K5 NY U AMIE, @AV Y T AMER EOER
HEE (43%)
o AFHRERMfEXRIE, AMmEREL, U LBk, NES R EV I 2 Y v ORI ED
el (35%)
o TANRIEXUBTI /)T RAT=2T—F 35%) XITIT=0T I T AT =
F—¥ (21%) 72 & OFFEESE O
IO DR RE X, AR O GG ICUGET D 2 ENEho o, BEOJFIK & L TR Z
BRI Z L TE R, EMICEME, A, HFHEEOT=4 Y 7 %7\, T LT, 2
PEHT S,

5.3 Bk
Ty MZBWT, B F 77 =71%, b FHERGHOBRER & [FRE O M RyREE CEEEE
Sl&fe = Utz [T R i) 13.2) 2], ARNB G- P IXEHICE#iEL2E=4 ) v 7952 L,

5.4 fEEE

PZEBNT, B 7 7v=71F, b N HERGRFORE R & RRRE O MEHRyREE T, BIREKT
PEOIRIBEWR O T 28 X 2 Uie [/ EEF ) (13.2) 24, IRBHAGEMN 2 E IR TV,
Bl BRI b U Bc b FE i 5 2 &,

5.5 A SHREREE

nF 7y =71, £ MHED 12 5I2H 72 5 SRR & CHET v N OAJEREELZ S SR L
1= [Tk ) 13.1) M),

o7y =70, BTy MZBWT, b NHEO 1.5 (51257 % MiE SRy ag & CAERTRE M Ok B
FEE S &M 2 U [ A3.1) M), BT, v MR L KW M SR R
B CHEVEA SRS E 2 DI X = LT [[Hl k7N (13.2) 2/,

AIERE DB 5 B LTiE, B OATHRRIZET 2T RICOWTBIET 22 L, /2, b MIBIT L EE
HADIEFE~D B ORFN P 512 & 5 ATEREREE O al EME N FICFHE S T ianZ L 2E1 5
& [T EMICBIT S B8.3) B,

5.6 It - il EME

AR A MR ORE R D . ARBNZ AT E G595 LR - JRIRICEEZ LI T AREEN H 5, B/
TR ICB W, BRERBOTEES v MoaF 7 7 =7 % 0#&% 5 Lzt &, b MEEAERE
IRF ONREE B & XA ZE O i A 3R R & TR - IR IREMHENFRO bz, BRI OERY ¥ ¥icn
T N=TERAOKG L&, b MEERE L VIRVIBEE CEBROFE R OERRRD LN,
BADY A7 T L THEIZBI S 217 9 2 &, AFIE G IR 208, ) CH R0 70Tk % (i
T2 X9, WRWEERLMICBhET D 2 & [/ EMICHIT 54 8.1, 83) =M,
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6 mIEM

6.1 ERAR B ORITEH O 5
BEARRBRII S ESERFME T TEHBINTND 2D, H DA ORI CRO b -RBIEARBRIT,
DK DO FEFFRER TRD LN FBR L BEHELE D Z LN TE P, ERRICH & 23R 2 K LT
TRWAREMEDN B B,
BIFEEO A L IBMR 7R < 8ABINAKIDOE G %D/ Ly 1 RlIZT, D55 841 18] 115
mo/m?LL EOREA 1 H 2 [F, 10 4F0L B 5 ST,
KENDZEMET 17 7 A4 V%, 128 N-FEOiRRIEHE R (HGPS B 62 #l & ~7 #4510 LMNA #s
FOEREFETH T uv o IREMED 70z K ZI 7 F—BF 1F) L. 2504 I fHFE
ERREAGEAER GRUBR 1 o 28 5l L Rk 2 ORIGRES 35 FlDEF 63 ) OUFET —XIZHESN TV D,
B 1 TIX, AAI 115 mg/m? & 1 H 2 [Bl# G- CRIRA L. 94 » H#%IZ 150 mg/m? % 1 H 2 BIZHEE L,
G HMIX 24~30 » H Thol-, B2 ORIBEEEITIL, KA 150 mg/m? %2 1 H 2 [\, & 36 »
AWEE Uz, BaBRICB VT, RFNE 7' ARl e LTROKES Lich, 7 BARIONEY % Ora
Blend SF X% Ora-Plus & iBH, B L L TROS Lz,
D 2 SORERTIL, G 63 B0 BE DA OF & H T 2.2 4EAZ T HEE R TH D 150 mg/m?
D 1H2EHEER 19 FEMZT -, JIREMT 2~17T%THY . B (3341, 52%) & &M (30 i,
48%) DEEIXFRRRETHoT-, 1L A EDHBE (60 #, 95%) 23 HA) HGPS 2/ L T\ =Dkt L,
FEE A HGPS (X 26 (3%) THY. 16 (2%) 1x. ~T n#EAME LMNA B AR ALY 7oy
oA K7 XF—%F LT\,
B REBR Ty SN -RIER 22 3 12BN 5, BRRHEBR CHIEN BV RITEA (25%LL F) 1%, MEM:,
R RRGE, EL, RAKEOR, Y. RRGERGE, MR, e, EARE R, REED . R, B
BEIDHI, T ANTGEUT 2 ) TR T =7 —PRIN, M EREEERD . Bk, SifE, 7T =
T M T AT 2T —BHEINTH -7,

£ 3 KRR EE2ZT R 1 0OBRE KR ORR 2 ORIGHEEBE D 5%, EICRHR L-EIEA

AFHIEE (6361)
_ B (%)
BIYEH
BIBES
Mg - 57 (90%)
TR 51 (81%)
HEL 35 (56%)
Nyt 30 (48%)
fHE R 14 (22%)
B3 4 (6%)
— i - RHEE RO GEHAORE
7 32 (51%)
TN 9 (14%)
JRYE & OV A BAE
& YL? 49 (78%)
RGBS 32 (51%)
AR 12 (19%)
FY IR &
BRI 33 (53%)
oA 27 (43%)
IR R 23 (37%)
B RIS 22 (35%)
TANGX BT I ) 8T A7 =27 —EHI 22 (35%)
i A B BR et ) 21 (33%)
e Ifn 18 (29%)
TI=VT ) NTUAT =7 — RN 17 (27%)
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AFKIEE (6361)

_ B (%)
BIYEH

Jli7K 3 (5%)
B ¥ R & OV e AR P

B K JRa 30 (48%)
FREREE

T 23 (37%)

JIbd iz 1.7 7 (11%)
IREL R

IR DZEA1E 15 (24%)
R E

5 D%y 3 (5%)
FERas. IR R Ot RS

UK 21 (33%)

St I 13 (21%)
BB OV TRk &

Fo 7 (11%)

Z 9 FEIE 5 (8%)

HhERRSE 5 (8%)

Vg 12, BRAOIERSE END,

2 [RYe ) X, MR, DU U FGE, K, 7 A RNY VTN T 47 4 URIBR, KIBK, 7L
— 7 FUTE A TN o WIEERE, A 7V o WERER . EERY, BHRA. AR, o~
Janyz—.vo G, @, vA VARG, A 7o TG, PER, B RE, |
N5 PRI, Mlide, /NIBRY:, BEF Y o @ik, Rbkk, VA NVABYERE END,

8T ERGERKYL ) 121E, RUE Y, KB XK, BlEERY, FRGBEREN S N5,

S TEMERY ) X B~ R YU AME, K8 ) U AME, &4 U v AIME, K5 b U T AMmE, &
HNT Ty AMSE, &Y CE, ALY T ASE, & Y U AMIENRE END,

S TEBEIE) i, ek . AMEREURAE, U 2o SERBE, ~E SV m e U, N b
U MEfEZR E03d 5,

O IfiEMIm) (CIik, BEMIZ. W, B, 2. PhEm. BIER. M. TIEOW. Etsm. 2B
i VU, F45 BBt T/ T ERoEr., B, FRAMEA S £ 5, EHOmE KR %
Br<,

LY 75 (TN = v o R R o =0 N IR 7111 K= 0 o1 | R A=l W

8 THROZM b 12X, SO0 Z b, AlER, R, iR, ARERREEND,

H{L2RR OEIEH

I WCREDO LB, KLHREHENEHOVEWERIIHLESREER CH > 7=, IRHZ3H L7 57 flo
95, 306 (53%) |ZHEEDIEMH: (MAZMELE LRWA & EFE) . 26 1] (46%) (245 E OugH: (44
K TOFIRNENR 72 & DETFHNAEZ LI LT H55 LER) . LB (2%) ICEEOEY: RERE, T
DEFREEE, UIAREZET DA L ERE) N b, BLERI L 3B 805 5, 34 6] (97%)
[CHEFE DL (AENE O E DR WEARBOR & E78) RO 5L, 161 (3%) [ZHhEE oL (B
FIMRERD . K UIRBRR ZED72 O OB R OBD L EFR) Bl b, Wbk 1 ok 584k
BORID 4 5 AN, 1961 (68%) THREM:AZ2D Hi, 10 il (36%) THELARD bz, &K T
FTIT, KAk O 4 61 (14%) HBHIHAIZ0EE Uiz, 4 BINARIZFRIE L, 208l 3L
XITEM:TH - 72,

TRIZRBELIZBE LA B, K (1 92%) 13 E UIHEEO TR CTH 7=, 38 il (75%) X
BEEDTH (R—2AF A LHELT 1 BH720 4 BEREOPERE ORI L E38) ZWmE L., 9 4
(18%) XD Rl (R—A T A L LB LT 1 HH72 Y 4~6 HOPHERFLOBEMNN B 5. FEH
H i AATREEOHIBR & EFE) 2 MG Lz, 406 (8%) THEHED FHNAHRE SN (EEO FH &L, X
—ATA LR LTLH®EY 7RI EOPEEE O, ABENME, X=X T A LR L= A
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THLFEEM R O BEEEE M, BEAEEO L7 7 TIFEEIOHKIR & ER) ., 38R | OREBBE ORI 4 »
AT, 23 61 (82%) N THZFHB L, IBFETREE TIZ 36 (11%) D THZFHBE L7, 12 6] (43%)
naX7 I FoR52%iT7-,

T753=2VT3I) TGV AT 2 FG—BROETANGXUVET I ) FF A7 27—

TI7=V7 ) U RAT7 27— EEETHRESINE (17 B, 27%), 77=TI /) vFV
A7 =7 —EBHEMBBH LN 17 FID I B, 14 Fi] (82%) [ZEEDHEM (R—RXF A4 U REEOHE
IZEEME EFR (ULN) #~ULN @ 3.0, X=X 74 URREOHAIXULN O 1.5~3.0 fFLEHR) 2
BODBIL, 1] (6%) ICHEEOHEM GEEMEMSERE UIREDOLE L S ULN O 3.0~5.0 5L EXR)
DRD B, 26 (12%) ([CEEOHEM GEEENER UIRE OB E L H ULN @ 5.0~20.0 % & E#H)
NERDOONT, TANRGEUET I ) MU A7 =25 —PHMbGEEEICHRE S (226, 35%), 7
ANTGXUVET I ) T A7 27 —EBEMBRH LN 22HD 5 5, 21 F (95%) (ZEREEDHEM (X
— AT A URIEFDOHEIX ULN~ULN O 3.0 f%, X—ZXT7 A4 URREOHEIXULN O 1.5~3.0fF L E
&) BRHOHN, 161 (5%) ICEEOHEM (R—X7 4 UREFIIREOSE LS ULN @ 5.0~20.0
fFEER) BPROONT-, TI=VEORTARTIEXUBT I ) b AT7 27 —BEEERRD L
1BITIE, @bV 7YY FIEROEMESLHEBR L, KROS5 21k LT,

i

AR OB EE2Z T I-BETOLED LARBDOLNTWD, R—Z2F A TlE, 226 (35%) DOBEENIN

FE M E SUIIERBIME, HDWVIEZFDOHEN 95 N—k v Z A WEEZBZ TV, 1RBRIIREH. 18 )
(29%) TULHEHAME X IZFEMMED 3 BLLEDOBIEMA 95 N—t o ¥ A MEZB X 5 EMEDR

oz, R—=AT7A U TIEFMETH7-BE 56 (8%) Tik., FH5HT RIS ML E 3 FEE

MEN 95 N—k v Z A MEZBZ TV,

7 EWHREIEM
7.1 AKENZRS 5 oo A D E
AR EE RIETEANC X DBROICERLREYHEERZER 4 08T,

£ 4: BROICEEREWHEEER FRICREE RT3 IA)

CYP3APHEFEK
AHK|#RNI2CYPIAIRFER L AR ET D L, v 7 7 =7 DAUCK FCmax
BRI NEL [ AR (12.3) 2] . KRN X ZEHWERDOY X7 @b HH
MDD B,
A & 58 IE PR DCYP3ABRLESR & O fFH 134E
MW XIEHPREO|BRTHD [ BB @) BHE], Tv—TTN—
CYP3AFHZE 3K XIZFA A OEREBTHZ L,
55V \CYP3APHE I SIVCYP3APHEFEIR L OffHITT 52 &, RUEH
FTHHATIHEE. AR OHE%115 mg/m?% 1 H2[E
TG EEE WZCHET 570, 115 mg/m?% 1 B2E TRk T2 [ T4
EROHE) (2.3) 2] . PPRMEHRIX, BEL
THAFIORTERESENT 5 AREMERH Y . QTHIKE
~DORBITRHATH D Z b, FREIRK O,
HREEOERIIOVWTRELZERESE=FV T
T5HZ L, FHUVCYPIAFERAZHIEL THH14B%
W2, LARTO HER OHETARIOER S 28T 5,
CYP3AF MK
A 72CYPIARGEIK L AA|OPFHIZE Y, BT 7 7 =7 DCumaxJr CAUCHI,
Hi KR WU [ TEEFEERE  (123) B . AERIOEIELBE S &5 THEERH 5,
58 ) AL HFEEEDCYP3A | 58S ITHFREE DCYPIAFTHEIK L AAK| L OOFH I3EE
T B K = [ 22 @) 2H] .,
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IERNS Y s | A& o fRHREGIZHE SR,
CYP2COPBHEIK
AHF| L CYP2COERZFHEEGTDH L, vt 7 70 =7 DAUCK UCmax?) S N

VLRI L [ R (12.3) 2] . ARIOBWER Y 27 %D 5 RN S 5.,
AH| L CYP2COMFEOPEHITRET A Z L, %15
FTHHTZHE1T. AR ORZEEREMNC X 5QTHIE

%M/%KE CYPZC%‘H%% ’\0)%@‘17’:%—(&)5 7"?_&)\ Z:%H}R'@%Hﬂ\ @Jﬁfﬁ
EOERIZOVWTHRELZEEBIRS =X 715
NP

7.2 AH| Ofth DIEF|~ D E

AHNC XY LT DA OBRAICELZREMHBEEMZER S ITRT,
K5 BROCEELREYHEEER (FAOREREZT 5 EA)

CYPIADER
B 7 o+ 7 7 =713 7RCYPIABEFIC L ARERK TH 5, AAZCYPIAREE L
BERT % & CYPIAREDAUCK SConx IS5 [ TEGAHERE) (12.3) &2
H] ., ZHUZED ., IANRNT—ORREURARIE (R ¥ F 0P | BREEDE
FROUIME IS (27T LA0PREE) 728, CYPAREORHWEH DY X7 H3%E
FHRREMRDH D,
TG B HMG CoAETTEEE | AK| & lovastatin, ¥ NAZF U LT IR AEZF D
PAER (R¥F | pFRREGIIER [ (22 @) 2H] .,
%)
REV T A ARNEIF T LAORIIER [ 125/ 4) 2HF] T
»H5,
2HEV T AOEERNO~14A RO E#2A M. A& %2
WIS [ THERIHE) (24) 2] .,
FOMDEZHED | A L RZHEDORWCYPIATE & OfFRITBET A Z &,
EWCYP3ARE FiRo L 3IBY . lovastating, > /NAZF U RITT RN
BF e IZVT7A0BIIERTHD [ TESE) @)
BT, WOBRZHEOBWCYPARE 2 #1516
TAHEAIE. BEREZE=4Y 7L, EBENEHEMNL
> TRZMOEVCYPIARE 2 HET 5,
BEDCYPIARE | b ABEER(L TEEUIEMZENTEELIRER TS
AREMED B B B E DCYP3ARE & AK| 2 FHEE T 5
1. ARBEINTHRMACEE- T, BIERZE=4Y 7
L. CYPIARHZHEET 5,
a~N73IF
797 )7 7 V=T 3P-gpDIHVAFRKTHY . CYPIADTRWHEFETH D, KA

BB

LRI REHAKREGETHZE T, 237 I FOAUCK OCuax3 N L
[ TEEHFERE) (12.3) 28] . aXZ 2 FORIWER Y A7 Z & e[ REMEN
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TG ERE o7 2 FRERBOBEIZIIZRSTH D, AFlZ2oXT7 I FLHHTE
&, PIEGHEO XTI FORAEN I mgl H1IEZB2 20\ &, a5 IR
DEKBENT-HRA TR, EHEICoRT I FORARR R4 ICHET S,

CYP2C19DEE

VY S 2 o} 77 =7 xR REDCYP2CIRERTH S, AHK| L CYP2C19EE 2 6FH
5345 L. CYP2C19ORE DAUCK SCoaxNEIM U [ THEAFEEE) (12.3) &
M) . CYP2CI9OEEEDRIER Y A7 BNEELA[REMNRH 5,

TG ERE AHK| L CYP2CI9OREE DOHFRILEET A Z &, RS2 ETOFHIT 2581, BHER
DE=H Y T 2TV, CYP2CI19EE D AR I NI AT CEIZHE - TCYP2C19
EEZBET S,

P-gpDEH

Bk 0t 7 7 =735\ P-gpflFEETH D, KA LP-opEE2IFHKETHE.
P-gpEEH DAUCK UCoaxM N L [ TEEAFEPE) (12.3) 2] | P-gpEED
BIWER Y X7 @ E D eENH 5,

TG OTFPRBEECTEE UIEMZE N TEEN BRI T DTN H HP-gpD
EE B vaxvr, FEHETFY) EARBZEFRBRET B, P-gpni
BOEBINTZHRMALEFEHE-T, BEAZERL, P-opOREEE2HBET 5,

8 KFRIREERIZI T AEM

8.1 i

Y 27 DER)

BB OERN D, AR ZITIRAMEICER G T D LR - RE~OENECHAREMELRH S, ER2EXR
MR, FE. UIRHEE LR R~OFEEREEIOWTOEABEE) X7 25 MiT 57200, 4
IREMECBT AAROFERIZET 5 FOTF—2i3720, BRIB~DY 27 OFREMIZE L CTHERIZB S
ZITHZ &,

B AERBRIZBW T, BREERMOERT v Me 77 =7%2&0KkE5 L &, b FOHIERH
BTHDH 150 mgm? % 1 H 2 E#E L7zl EORERED 1.2 FORER TIE - IREFEEIRD vz,
BEERMOMRY X777 =7 0KE5 L&, 150mgm? % 1 H2E#RELZEED
E FMREEELVEVBREE CEROGFHEEOERENEL, 150 mgm?% 1 A 2EEE L &ZDE Mg
BEOD 26 EORBEETRE~OFEENRRBO NIz (=4 2H),

WIS REFICEB T 2 ERREREXRBROREICHTHIERY A7 OBERIIFAATH S, 73TO
EIRICIX, ERMEXRE, WMEXIZZFOMOEFRROER) A 78355, KEO—REMTIX, BIKT
D BN AIIRICEBIT A EKRERMERB EREICKHTIERY X7 OMERIT, TNETN 2~4%L 15
~20%ThH 5,

F—4

By —%

v e RAWER-BRBERRICBWC. /BRI 77 =72 0% 5 Lc & &, 30mg/kg/
HOME [b MIHEREFR 150 mgm? % 1 B 2 [E#EG Lz & &0 AUC (i i B - ] sl R T i )
D 1.2 fFITHY] THERSMRBRE (RIE) o, kEERERCEFREEOBARRBD bk,
150mg/m?% 1 A2[EHFKEG L&Dt FD AUC LYV EWEHRERETIX, 7y oK - BRERE~D
EEIIEDON T,

THFIZBWT, BEERMICe 7 s =720 E5 Lot &, #HRHAED 150 mgm? % 1 H 2[4
BELIZEEDOE PO AUC LV EWEHBRERETEROFEEOERLBRD b, 120mgkg/A (E b
IZ150mg/m? % 1 A 2 E#HE- Liz L D AUC D 26 fFI2FY) TRE~D (KEBEAD ROWE) 23580
bz,
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7 v b EAWT, REMWICEE TR S LI £ TR 20 mg/kg/ H O R T, FR DS Lz AR
AR OFRE, WONTRHADOREREIZEI T 258k (150 mg/m? %2 1 H 2 [ 5- L= & D AUC 23t b
AUC L0 HiEW) Tk, HAERSORBITRD Do Tz,

8.2 2L

U X7 DB

t M SOERFNOBAT, BB T 22, IFHEA ISR 2B 5 7 — # 13 7e
W, BF 77 V=137 y hOIHRICHE D (7 =% ), EOIHNTITHFET S L x|
AAFIN e N OFHFIHFET D Al REMEILE W,

RFLRB IR OFRE R OMEEIC T D2 ARFIORR 7 v MM, BHRIZRH D ARFI ORI B & ARH)
TR O EBERE BB IRICE 2 5 AN LA EEA L 20 TEETRETH D,

e
IO T Y MoROEE Lz, vt 7 7 =7 1T HFITBIT U, 12 BEE% Ot/ g e g
EDIFHENE 15 THoTz,

8.3 AFHAESI D &> % T &
JliiARES
AFN &AL OB G D L IR R VIS ESE 2 MAT S IRV & D [FFFY R EHIZ 4517 S /7] 8.1)
2, A GBI I E ) TR R BEIE AN D K O IR ATREAR L EICBE 0 2 L,

AGERE
Ty MIBTDHHRICESE RANIEERE ) D& 2 Bk OAFERRZAK T S L RN b5 [ EH
KO Lo/EE 65)), K7 A3.1) ) M,

8.4 /NREA~DF
HGPS kN (Fa ¥ = U UARZ R EOFERZ YD ~T v 5 HD LMNA BinFOEE | IR T4
AMENIEAE~T v BAMED ZMPSTE24 Einf-OEREOWTNNELE)) T uvenoA RREkED
YA RKeF 3 "F—DIREICBIT DARFOL 2R OEINET., 12 » AL Eo/NREBFICE
WTHESLSILTUW D, ZHUD OEVEC KT D AR OMFE I, 2 bl Eo/NREE 255 b Uzmbyl )
OHFTERINTRBRIC L > TEMITFENTND [Tk A4) 25,
At 12 1 A AR O/ NRBE NI 1T 2 ARHK O %2 K OV Zh I LN S 7L TR0,

86 FKA~DHEH
HGPS KON (Fm =V Uk Z U EOERAEE D ~T n #5610 LMNA 28 | IREHEGMER L <
IEEG~T B AT ZMPSTE2A BROWT N EED) Trbev v /A Aetoryayonf RT3
INF—DIFRIZ BT DAFN O LR OF T, RAZB WO TSN TWS, RAIZB T ING
DOREJSIEIZ KT D AFNOME AL, 2 WA Eo/NERE Zxt5R & Lz o>+ 0 IO B S 7o il BRI
SNCNWD [THEgHE) 14) 2],

11 448l

KAl (B F 77 N=T) ZT AR RNT AT = F—PHEERCTH S, BF 77 L=T DIVE4 1%
4-[2-[4-[(11R)-3,10- ¥ 7 2 E-8-7 1 1 -6,11-V & K 2-5H-R> Y [1,2]3 7 B ~TF X [24-b] Y P 11-4
MERY oA M2-A% Y ZFAERY DI R L KT B 5 TR CoHaBrCINGO,,
5y H3 638.8g/mol T, ({LFAEEIZLUTOLEY TH D,
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AAH| (v F77r=7) h7RME, vt 77 =750mg XX 75mg = HhmE L. Al L LT
JUABNAT—AF N T AT T Y VY SRS A, R s w—188, FE R RO @b
AHFEEATHROML TEARTH D, MEGEOH TEAFIRIZIZETF v, ZBbF % v MO
BRALERAE F 4L, 75 mg B T AANITRGEELE b & D, HRIAA 7k, 7TorE=7K, B4
efvek, 7F AT a—, BKT/Va—nL, A4 Tab )7 ia—, Kigbh ) os, oLy
7Y a— BERAKNET v BEAT D,

12 FRARSEEAR

12.1  1EHF

;7 N=TE T NARIN N T RT 2T —BEHELTT 7 VXL EE ., D% O
WCRBITFA7ua 2V Ny VERE RN EDOER L,

12,2 #HS%
AFNZ BT 5 IER A2 R 1T 3G STV 7Zeuy,

12.3 FEpEhRe
HGPS B lcn 7 7 =7 % 1 H2RRFEL L HIIROKE L X0EFIREICRB T a7 71
=7 OIRYEREE F 6 IZHT 5,

#6:HGPSBEIZr T 77 =T % 1 B2ERORE L & EDOEFIREBIZRIT2EYEIE T A —
v

ntF 7y A=T0 i fE () | FHfE (SD) Cme FIE (SD) EA5fE (SD)
HE tmax (ng/mL) AUC gnr AUC,,,

(FFH) (ng*hr/mL) (ng*hr/mL)

115 mg/m? N 23 23 23 15
R 2(0, 6) 1777 (1083) 9869 (6327) 12365 (9135)

150 mg/m? N 18 18 18 8
il B 4(0,12) 2695 (1090) 16020 (4978) 19539 (6434)

NS

0F 7y V=T EROBRE Lz & XM ANA T XA T8 T T LIS TR, R
BrElcaF 77 =7 75mg K100 mg & 1 H 2 B AR OKRE L X, nF 77 L =T Dk
B AR RE DAY (CV%) 1ZE N4 834 (32%) ng/mL K& Tr964 (32%) ng/mL T -7,

RFDEHE
R A IC T 7 7 =7 75 mg Z HEROFKG L= & &, @A (EUE 952kcal D] 43%H3 G
B) FEEU% D Crax & OV AUC 1T, ZEERE & LRl U TN 55% &L OF 29% ) L 7=, (KB & (i
421kcal DFJ 12%73ENG) FEHEUIL D Crax LY AUC 13, ZEAERE L HElE L C Cmax 1% 25%J84 L. AUC I
1% L7z,

GaKiill
JREE 0.5~40.0pg/mL D1+ 7 7 )L =7 @ in vitro M5 > /37 BEHEAFIT 99%LL ETh o7, (R
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HoueF 77 =7100mg X775 mg # 1 H 2\ O#EGH L7z L &, EFIREIZET 2 AT oo
REIX, TN 878L KNI7T4AL ThHoTz,

fRfEgiRE Icr 7 7 L= 100 mg % 1 H 2 B O#5 Uiz & & SEEPEEEITN 4~6 B TH -
77

av A
Invitro T, 27+ 7 7/L=713FEIZ CYP3A IZ Lo CT# 5, BEIXKWA, CYPLA2, CYP2A6,
CYP2C8. CYP2C9, CYP2C19 xTXCYP2EL IZ L » THH I 5,

HEM

fEFEWERE I [UCl-n ) 7 7 =7 % 104 mg D& CTHEEFRHIR ORE Lz & &, &5 240 FFIt £ T
IO SR AR DR BB DR 2% F D . 1% RS R T DRI ST, &bV REWIT
HM17 & O HM21 (IEMHRGE) @2 5 TH D . IETEERED Z N FH 15% K& ) 14%% 56D 7=,

owll kAN bl
BRERENE 2 K TN THERE N 5 &9 5 B
PR RERE T R M OITRERERR 5 A8 2 & L7 ARHI ORBRIT S M S ATy,

GHER VLAt D HEIR

RS I n 7 7L =7 100mg Z HEE O G Lz & X a7 7 =7 AUC LT Crnax
1. BYERER A & el U C MRS TE N E R 44% K TN 26% = 0o -, TEFEREER A (B 2RI &
LHIBEBEOEIIHERMICEE IRV EEZBND,

B

R A Icn 7 7 =7 100mg Z HEE O G Lz L&, a7 7 =7 Ol AUC O Crax
1%, 18~45 s OPERFE & bl LT, 65 kL EOPIERE TEILZI 59% KL Y 27% 0o 1=, i Bt BRer
TRO LN EWIREEIIEFEARICEECTIE R VWEE L LD,

T RE B A AR

In vitro 75

27 7 )L =7IXCYP3A DIEE TH ¥  CYPIAFME 2 1 L 7o RERKAARY TRV CYP3ABLEFE K TH 5,
07 7 )L=7 X CYP2C8 K (NCYP2C19 DIHEMKTH 5, nF 7 7 /L =7 X CYP1A2,CYP2B6,CYP2C8,
CYP2C9 X% CYP2D6 DFHEF L (35 2 by, =T 7 7 /L ="7(% CYP1A2, CYP2B6 & U* CYP3A %
T 5 ATREMEIER Y,

nF 77 A=TNE T RAR—Z—Té 5 OATPIBL, OATP1B3 X|E BCRP DIEE TidZe s, Hripk
RN S DD P-gp DIE & LTl < mIREMEDN ®VY, B 7 7L =71%, P-gp. OATP1B1, OATP1B3 X
U'BCRP OHEHKTH 5,

BEFEER - 2T 7 = TS B i DS o S

CYP3A /i 224

1) 7 7 L =71% CYP3A OEZ MG TH 5, 17 CYPIAERTHLH 7 h=2) > —/1 200 mg &
1H 1[5 BREELZ%IC, o7 70=7 50 mg ZHERE ARG CTHARG Lz & &, @EHMRE
R F 77 V=T BHARE L LR LT, 877 7 =T D Cuax XY AUC 1ZENEHL 270%
S O 425% 8N Uz [THTER OV ) 23), 122550 @), TFEYHEER) (1.1) 24,

CYP2C9 /i &4
CYP2CY [HEI L OB IV, aF 7 7L =7® AUC &N Crax DN EENNT A FTREM SN 8 B, AKI
& CYP2C9 BHEHA & DY HAERZRERIIENE ST\ [ A ER ) (1.1) M,

CYP3A &4
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RS ICRB VT, U772 600mg 2 1 H 1[0 8 HM#ES Li-#%ica )~ 7/b=750mg (U k
F BV 100 mg OHERROEE L OfFH) ZHEEORG KRG L&, V7 7y BRI
HLgpolo b & LI LT, B 7 7 /=70 Cmax 1% 92%, AUC X 98%IEA L7z [/Z55) @), /%
YL (1.1) Z2H,

R - 2 F 7 = IS T B M DS oD

CYP3A DA H

1) 7 7 L =71% CYP3A O )L ERTH D, MEFERFEICI XY 7 A 3mg HERRO#E G L at >
7/Lb=7100mgl H 2[5 5 HMER OG- L 20 L&, I4Y T LD Chax LOAUC 152
LZI 180% K TN 639%IEIN LT [I/HERCME) 24), 255 @), TFEYHLEN) (1.2) 24,

g~NZI K

fEFEBR A IC 1T 2 N (FIZ CYP2C8 K TXCYP3A & P-gp DIEEIC L » TREEND) & 2 mg DA
BECHERAKEG L2 XD Chax XNAUC IE, B F 77 0=7100mg % 1 A 28 5 A EIRER D #
HFAZLITED . FIEI 214% K% O 290% 80N UT- [ Z1EH ) (1.2) ],

CYP2C19 DA

1S 7 7 V=TI IHRREE D CYP2C19 BHEIETH 5, MEFEHLERE 1A A 7T Y —/L 40 mg O H[E[RE O$
HlZmz, a7 70=775mg % 1 H 25 HEXEROAEGTLHZEICLD, FATT)—1LD
Cmax X OV AUC 1T, ZNZH 28% K N 60%IE N L7= [ 4 ER ) (12) 2],

P-gp & CFOATP1B DA

WG 7 =% Y 7 =52 (P-gp ¥ OATPIB D AEE) 180 mg D H[ARE Rk G2z, vt~
7=7100mg % 1 H 2[5 ARXEROZRG LIZEEDT7 X% 720D Crax XUV AUC 1E%
AVEIN 21% & 2% LT [ A EH ) (1.2) ZHE,

13 FERFR B
13.1 e, BHEEVE, ASRRRREE
R
07 7 =T O AEPERBR T I STV AR,

ZE S

o7 =%, fEE AR (Ames BRER) | I E TN 2 VO T G A B A B K O
~ 7 A& AW/ IMERBRICB W CElEEE 2 R S R o T,

A BH RERE

)7 7 L=71%90 mg/kg/HLL EOHE (v MESEH&E 150 mg/m? % 1 H 2 [l 5 L7 & D AUC O
15 f5I2FY) THETZ » MIAFHREOEE A5 X Z L, 180 mg/kg/H (B h®d AUC @ 3 fFIZFHY) T
I ZAETRRE 2 1 ZITERICIHR ST, 180 mg/kg/ H 2 B 5- U7-HEZ » b Tid, /INER, R & O
O LR BIR (EOZNZE 1 84%, 56% &% TN 24%) Hedd Hiviz, 150 mg/m2 4 1 H 2 A& 5Lz &
EDE b AUC KRV IRE R TIX, MEOEMEBICHEITGRO b ol

)77 )="7% 30mgkg/HLL EOHE (B MEEHETHS 150mg/m? %2 1 H 2[ELG LIz &0k
N AUC @ 1.2 f5ICFRY) TG L7 > h Tl \EKUERENE O TR S5 AEFHRE DK
T A ONZERAT R OE R BRI O INATEO Hivic, 150 mg/im? % 1 H 2Bl L7z ok k
AUC L D {RW2HIRFER T MO EFERE~DOBIIZB O e o T [TEE R O FoVEE ) (6.5)
YN

13.2 OB MEKR O LI

Ty heHWEZrT 7 7 V=706 5 ARRAO#KGHEERBRICB W CEHEENRO b, BHRE BE
W& DRV MEEZESE X OSRE IEAE) W ONS AU BT 2 IR AL PR (&Y e, &4 Y o Al
JESE) ROURMRAL /X T A —H DAL, #EHETH S 150mg/m? %2 1 H 2[5 L= &k ~ AUC
CIEEREOEHRFE R CTRO LIz, 150mg/m? % 1 H 2B 5 Lz o h AUC XY K4
BETIE, BEE2 R I REHUIRD e o tn [TEER O EotE ) 6.3) 2],
HEMEAS R 69 D me ki, Vv &2 V72 & 10 mg/kg/ B BLE (HELE A& 150 mg/m21 H 2 [B[#5-T
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Dt D AUC LV HIKV AUC (2HHY) @ 1 4ERRE R GEEREBR TR0 bz, HEMEAETRE ORA
3. R RO BRI /2 b ONTHEME . RN ORINIIROZER Th -7, FER#HEITT v P THR
b, 7 v b CIEHEDEIRREIC B DREEN A CIz [/ BFER O/ L OIERE ) 6.5) ), [ Hlgk 7 13.1)
ZH

v i T & 40 mg/kg/ B O 1 AR RS O # G- tEaki (HESEM & 150mg/m? 2 1 A 2 [ElfG Lz & &
DOt ~d AUC @ 3.7 f5I2FY) IZBWT, B (MR mIENFRO bl MIEREIL, 24 - #iEokE
o O BER g 0D 5652 25 AR oD BE AR BESE 2 £ > TV 7=, 20 mg/kg/ H (150 mg/m? % 1 H 2 [A[#5-L7-
EXDOE FAUC O 2.1 £12HY) TiE, MEEEIIEO S hol-, Lov L, VL O EHEREIC R
LHuS T =T O A NERE X E TR L 72 BBRERBR ISV 15 mg/kg/ H & 13 L 60
mo/kg/H % 6 R OG- Lic L 25, FRMEFEEOKBERNOE FARD bz, ZoBE T, #
BT OBEEOR R TR bivlz, BB TR, OB TFIELITERBO bived o T [TBHR
MEH EOMEE) (6.4) 2,

14 FRARFER

ARFNOHNEIL, HGPS B Z G L Lz 2 2O WHRBROAEFET — 2 & AR R — FOAEFET —
Z LA E IR L5 ok — MEFERBR O RISV TV D,

ABR 1 (NCT00425607) (. H& 28 1] (H#ip) HGPS 26 #il, JEHHAY HGPS & 165, Yy =
U UkER X BOERBEED ~T a S LMNA B FOLRE2AET L avwy v I Rethko 7o
VrxnaA R F I RF—BELE) 2RGICAROGINEEZTHMET S, F N AHEEREREBR TH o
Too JBFTIE 24~30 1 HRIAKI OG- 25T 7=, AFOBMGHEIL 115mg/im? %2 1 H 2[RI Th o7z, 4 %
AWM OB %, AAEENRD LN EBFITR L TiE, 150 mg/m? % 1 H 2 [ E Lz, #5227
28 D 5 . HGPS Hg 27 5l (Zotk 16 . B¢k 11 ) A A Fil xS & Uiz, 27 Bl 550 bk
OB AL 7.5 % (#EPH - 3~16 %) Th o7, KEOHPHIL 6.6~17.6kg. BSA OHiPHITL 0.38~
0.75m? Tl -7 (BSA 73 0.39m? AKjiii D DS, WEIZRHEN A TH D700, ARANTHEIS S 72
V),

W1 OFE TR, 2 OORBREMECTHAR SN DE I ARIEEMR R G5k 2, NCT00916747) (Z 26 4
BRGR U, Bk 2 OF 1 BT, ARAIOBINE 525 5 1T o 72, B2 OF 2 BTk, AH|
150 mg/m? % 1 H 2 [\], ek 3/ h Lz,

AR 2 O 2 BeBEICIX, RIBIKD HGPS B 35 il & Bk L=, Beh-Z5 57 35 %l (B 22 fil, ik
1341) 56, 3441 (97.1%) 1L HA) HGPS A L. 161 (2.9%) 3IEH AT HGPS 24 L T\ e,
FERR R 6 5% (BEPH - 2~17 %) Th o7, IREOHPHIL 6.7~22kg. BSA OHiPHIT 0.42~0.90m? T
HoTm,

AR 1 K OGRER 2 & BT, AREIE D TS BARITRAOKGET D0, 7 2AAIONEY % OraBlend SF X
L Ora-Plus LiRA L, BEIRE L CTRO®BE Lo, BAM X AFMITIL, ARl Zz#&5 L7285 62 ] G
Br 1 0 27 I} OGREBR 2 DARIRIREAE 35 6]) DXTERT—Z &, BIOARBEIR— DO~ v F SHTR
TR DR T — X 2T o T, AR Z K Uiz HGPS B O FHmit, B I 7=H
F L UC, BB 3R E THE 3w A, RAKBEHIRE (11FH) T225HFMER Lz, AT
DOEKIZR T KO 1LITRT,

# 7 : HGPS B#& D AL 1EET

BBR34EH BB

E2V D) L. ZAF(H . AFH| (1

(n=62) (n=62) (n=62) (n=62)
FETHIE (%) 12 (19.4) 5(8.1) 25 (40.3) 21 (33.9)
SEHEFHE () @ (95% 2.6 2.8 55 8.0
cl) (2.4, 2.8) (2.7, 3.0) (4.3, 6.8) (6.9, 9.1)
SEHETHE (F) oE 0.24 25
(95% CI) -- (-0.03, 0.50) - (0.8, 4.1)
T U RT DY — FHE -- 0.30 -- 0.40
(95% CI) (0.10, 0.89) (0.21, 0.77)
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WIEER 113 27 B, 3R 2 13RIGIE BT 35 B2 Gie, PR 11 F0BHEREIC T 2 A7 l#R T g
#HS3<, BEEKETERE Lz Cox BIRET Vv (REOAEIERELTD) 125,

o WEEZ RS2, BROWE GFIP)Raxt e ) . MR OVEEREERNZ, [EE 50 /3
— B HA N TF TN TY RN EANT 1:1 T (REERGHINARZBRMG U=l TEFE LT
W) RIBEERFE L~y F g, BE 50 N—t L H ANy F LT T AT Y XATIE, KIGEBRS
A % B TR DIRWBIZ E Y — R L. 50 S—v U A VDM E E~ v F T H8E L L GER
LTz, ¥ v F SEIRERE L RIBHEESE OST OBINE. AR GG 083 AKF OG)E% 5% 5% 1) 74
ThhE -T2,

X 1 : HGPS & OBBFHZEDIE ' o Kaplan-Meier ZE7F R (BA&BHIBS T HEID)

62 56 a7 1 2% 24 22 20 19 14 9 1 0
62 52 1 25 20 12 B 5 3 2 2 1 1 0

1 AAFIB G| D Kaplan-Meier (KM) AEfFfR %2 FZ#R T, IEREGHI OB ER TR LTS, H
OIROYG 3 1E. Z TIN50 % OFERGH D KM AEL7rFR O 95%E 18 X [H 2~

16 fikfa/PRE K OB 1k
AFNILLTF O L H IcifrEn s,
o 50mg BN RBRAREEAD 4 Bon— RS EAT, BC ILNF] KO 150) &
EIEN
30 7 /LAY R KL (NDC73079-050-30)
e  75mg h TN RBHRENA L UMD 35— R 2T, BT ILNF) &
W 175) LHITF,
30 7 7S/ AY AR L (NDC73079-075-30)
20°C~25°C (68°F~T77°F) TIR{FT 5, FFAIREERIPHIL 15°C~30°C (59°F~86°F) Th %5 [K[EmIE
[Controlled Room Temperature] % 2],

17 BEFE D v oY TR
FDA WAEGR L7 EBEMIT O TRV > 7 (BEMITERMLERL O EOEE) #5ile Xk 2 BF IS
T 5,

Bh AR E 2.1) /)

o KAz 1H2ME, HIBELEOYBZICRHATH LS. BEROIHEE ST 5,

o R LZeho7E . WORMIKRORA T ERE O 8 KEMATE CTICRAT 5 & 5. BEKROi#E
FlMEx Do RO TERED G 8 R O% &1, SRS IIRAET ., WERH T E
REFNCAFIDOIRA 2 BT 5,

B O 5 (LR O 2.5) EHLIEE (7) 24

HTENEDEFEKE EBICHAIATL LD BEICHS T 5, V72l TICB AT Z &,
BEND T v N ERIPIAT T EINTE WA RFIONEY % OraBlend SF X% Ora-Plus & JRH
THEWNWTZ EZEBFITHET %, OraBlend SF X% Ora-Plus # AT CX 70 W XXAFMER WA
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AFNONEME AL PV 2 —AR) IV 2 —RALEETH LW, AFONEME 7L —F 7)1
=V XTI T AL PEERYa— A LRERVWE S BECHET D, BEKONER IR
L. #5EICH LIRARAFM L, % 10 pREDNICIRHAT 22 &, 28575,

o HERKOINHELZICK L, 7BV ONEWY % OraBlend SF. Ora-Plus, ALY a—AX T =3
V= 2N L TERGT DB OfR A LBt MBI D KBS 2 L/ LortE) /],
BE R OITEF IR L, AR END 558X ERBEGRE UIEAMIC R WEDbE D X HBIET 5,

M AEAER (LR E) (2.3, 2.4), 1222 @), [BHERMEH EOMEE) (5.1), 94 FE
M (7)) B

AFNNE L OB EFEMERT RN D D 2 L&, BELROIERICHAT L 2 L, REMA T
B X 2 UHlEEGTe T R TOLFTEE O FEOMBEHICOWTHET D L5, BEROEZON#ES
WZBET 5,

AL RBIER [ER &) 2.2), TEITEH) (6.1) 2]
AFNZ LV UEE, TR ROUELR EOTMEERENERNZ RO NG Z L&, BE KO #EHRIZH
N2 &, ZNHORIEMDRES HEIE, EFREEICERKT L5 5, BEROMERICHET 5,

e [7AER) (6.1) 4]

AFN 2 R AT MES ERFT RS D 2 L E, BERONHELICHAT 5, &ifEOERIZIE,
UEYE. RO, s, AT, FEIEO WV, BER ERH D, O ORIERANRD b,
ERBIER T 5 L5, BERONEFRICHET 5,

Bt (/B LOEE (5.3), [HlKZEE) (13.2) ZH]

BEEO Y A7 2oWT, BEROESICHAT L Z L,

MAMsTEE [ /B R MEH LOEE) (5.4), [HlikzIE (13.2) 2]

BN EEIZ 722 U A7 I2HOWTC, BE MRS 5, BEROYTHES IR L, RIS
D SN HAITIERERI#EET D L OBET 5,

AFEREREE [MEE MR OEH EoiEg (5.5) ), TFEEREMNE (13.1)) 2]

AR BRI OREI B2 RIT L, AFERERE O FRENE R H 5 2 & &, AFEATRE/R il L OB
Lzl R

W - WBIREENE [ /B R OMEH L0VEE) (5.6), [HFEDBELEMZIITSEH) 8.1, 8.3) M)
TR U7 2oME J QTR ATRE A e ME R IR L, IBIRA~D U 27 ORTEEVEIC SOW TS 5 = &, fFHER]
e/ PRI Uy ARFIR 5 I Atk 2 AT 2 X o BhE9 %,

HR7ETT -

Eiger BioPharmaceuticals, Inc., 2155 Park Boulevard Palo Alto, CA 94306
ZOKINVY (% Eiger BioPharmaceuticals, Inc.f&f% T3,
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BAEMITER
ZOKINVY™
(aF7y7ir=")
®&oh e

ZOKINVY & 3T ?

ZOKINVY (ZLL F O BRYTEH T 553 TF,

o —TEOKREMmEEATAH, NvFLU VXL TH— R ) TREGER (HGPS) OREA
BIXOAEZ 12 AU EO/NEOFTE Y 27 2K TFEHE D,

s —TEOKREmEAEATSH., BRABIOEE 2 VAU LEO/NEOT oY zaf K 53 ) 3F—
IS 5,

ZOKINVY (%, HGPS LSAD 7 a v = oA NEGEREOERE, £ ey FRAETiEhnyay

A RT3 RXF—DOBRFITIIEHA L EE A, ZOKINVY 234% 12 5 A RiEO/NBICB TR 4L

INOFNTHDLNE D DT THERA,

UTOEAZFEHLTWAREIX. ZOKINVY ZIRA LRV TL &V,

o RSIXUTHEERED CYP3A FHEE F /- 13F5E K

« ¥V TLN

. OANAZF VFEFNI U NAAF U EZNLT BV TF

EH L CWAIRARIN LD H 0N E ) bbb angEiE, Y ERMICEFR I,

ZOKINVY ZRAT 3RS, U TO L I RBEEZED., HDHWAHEFHREBIZOVWT, HYEMICE

ZTLIEEW,

o BRICRIEN D DA

IRICAIEN S 254

R LTS, EIERT 2 TEN S 5556, ZOKINVY IRV ER R L KT/ eetEn &

L7128, R ATHEZ R e MElE, ZOKINVY Z R L TV A I A EiEZ2FEH L T2 &0,

o BFILP, THIIEHOTEND DEE. ZOKINVY NREFLICBATT 5008 9 93> TR =
B, ZOKINVY RHH DOIR S %0 AN Bl 72 R T IEIZ OV T, LY ERRIC ZHEE S Z S0,

WG TR, BXZ I VAl N—T R TV A M IRALTWATRTOEAIZOWT, E

BIZBHM B ZIVY, ZOKINVY ZMORFEDIKE & HICIRAT 2 &, tho3o X 8% LT

9. FoIH DI ZOKINVY D& 1222 KIF L, BWERDO U 27 2 @b 5 el EEnH 0 £97,

THEPIRHALTODEIZOWTHSTEBEEL L 9, HILWEOMEHZIAD DB, 1Y EMCHKA]

FCHR R CED L), HHL TWABHEO—EL2TrIic ZTHELE &N,

ZOKINVY (I ED L S IZRAT 5D TTH?

o HRMEMOFERIZIEMEIZIE S T, ZOKINVY ZRA L T ZE0,

o HMERNICEM T ZOKINVY ORHAZFIE LN TL 23, HYERM LT T,
ZOKINVY O EZ AT T 555060 £7°,

o HHMEMNDL, HREVBATAREIHELZBELLET, AREEFKORES (FEBIOMKE)
WZESWTHEBERET,

* ZOKINVY (%1 H 2 [, #BtOBBZICIKRHL T ZE W,

* ZOKINVY 47BN Z+o37eBEDKE & BITRAZ AT EEV, ZOKINVY I 7 E/uVid, W
FREAIAATL IZEW,

o BT FELIIBFEEN ZOKINVY I 7B E TICHARATZ E N TR WS,
ZOKINVY [T SN TW AR EOBERE Z BitA\\ 72 & (ZOKINVY 1 7BV ONEY % Ora
Blend SF, Ora-Plus, AL > YV a—AX(ET v 7 /LY —A LJEAET ZOKINVY 2L, &5
FRIFRA LTSN,

e ZOKINVY JEA&HRIZ. RAZ EICHZICHE L, IBREESDEEZN 10 pLNICIRHAL TS
AR

e JL—TIN—VERFTEEITAL U VEGRYa— AL EHIT ZOKINVY ZARA LZR2WT
P&, B UTH LU IFEA LA L BTN ET,

e ZOKINVY ZRH L7enro 72 8E1%, IERA TED 8 KHATE TORZICWHAL T W,
ZOKINVY DOR[EIRAFE 8 Bl £ TICRA TEX 2o 726, O ERAE T, WA
TERFMIZ ZOKINVY ZRHA LT Z &0,

ZOKINVY OEIERICIZIED L 5B L OREZ ONE T
ZOKINVY (IULTO L5 REEZRBVERZF B ZTREERH Y 7,
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This medicinal product is subject to additional monitoring. This will allow quick identification of new safety
information. Healthcare professionals are asked to report any suspected adverse reactions. See section 4.8 for
how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Zokinvy 50 mg hard capsules Zokinvy 75 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Zokinvy 50 mg hard capsules

Each capsule contains 50 mg lonafarnib.
Zokinvy 75 mq hard capsules
Each capsule contains 75 mg lonafarnib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule (capsule)

Zokinvy 50 mg hard capsules

Size 4 hard capsule (5 mm x 14 mm), opaque yellow with “LNF” and “50” printed in black.

Zokinvy 75 mg hard capsules

Size 3 hard capsule (6 mm x 16 mm), opaque light orange with “LNF and “75” printed in black.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Zokinvy is indicated for the treatment of patients 12 months of age and older with a genetically confirmed
diagnosis of Hutchinson-Gilford progeria syndrome or a processing-deficient progeroid laminopathy
associated with either a heterozygous LMNA mutation with progerin-like protein accumulation or a
homozygous or compound heterozygous ZMPSTE24 mutation.

4.2  Posology and method of administration

Treatment should be initiated by a physician experienced in the treatment of patients with progeroid
syndromes or patients with rare genetic metabolic syndromes.

Posology

Starting dose

For all indications, the recommended starting dose is 115 mg/m2 twice daily. The Du Bois formula was used
in clinical trials and should be used to calculate body surface area for dosing. All total daily

oses should be rounded to the nearest 25 mg increment and divided into two equal, or near equal, doses (see
Table 1). Doses should be taken approximately 12 hours apart from one another (morning and evening).
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Table 1: Recommended starting dose and administration schedule for 115 mg/m? body surface area-

based dosing

Body surface Total daily Morning dose Evening dose

area (m?) dose rounded number of capsule(s) number of capsule(s)
to nearest lonafarnib lonafarnib lonafarnib lonafarnib

25 mg 50 mg 75 mg 50 mg 75 mg

0.30 —0.38 75 1* 1*

0.39 —0.48 100 1 1

0.49 — 0.59 125 1 1

0.6 —0.7 150 1 1

0.71-0.81 175 2 1

0.82 —0.92 200 2 2

0.93-1 225 1 1 2

* For patients with a body surface area of 0.30 m2 to 0.38 m2, the contents of a 75 mg capsule
must be mixed with 10 mL of orange juice. Half of the mixture (5 mL) equates to a 37.5 mg dose
of lonafarnib. This dose will be prepared and consumed twice daily (see section 6.6).

Maintenance dose
After 4 months of treatment using the starting dose of 115 mg/m2 twice daily, the dose should be increased

to the maintenance dose of 150 mq/m2 twice daily (morning and evening). All total daily doses should be
rounded to the nearest 25 mg increment and divided into two equal, or near equal, doses (see Table 2).

Table 2: Recommended maintenance dose and administration schedule for 150 mg/m? body surface area-
based dosing

Body surface Total daily Morning dose Evening dose

area (m?) dose rounded number of capsule(s) number of capsule(s)
to nearest lonafarnib lonafarnib lonafarnib lonafarnib

25 mg 50 mg 75 mg 50 mg 75 mg

0.30 —0.37 100 1 1

0.38 — 0.45 125 1 1

0.46 — 0.54 150 1 1

0.55 — 0.62 175 2 1

0.63 —0.7 200 2 2

0.71 —0.79 225 1 1 2

0.8 —0.87 250 1 1 1 1

0.88 — 0.95 275 2 1 1

0.96 -1 300 2 2

Missed dose

If a dose is missed, the dose should be taken as soon as possible, up to 8 hours prior to the next scheduled
dose with food. If less than 8 hours remain before the next scheduled dose, the missed dose should be skipped
and the dose regimen should be resumed at the next scheduled dose.

Patients taking the starting dose of 115 mg/m’ with a body surface area of 0.30 m” to 0.38 m’

Patients will need to receive a daily dose of 75 mg (37.5 mg twice daily). The contents of a lonafarnib 75 mg
capsule should be mixed with 10 mL of orange juice. Only half of the 10-mL mixture will be consumed (see
section 6.6).

Dose adjustment for patients with persistent vomiting and/or diarrhoea leading to dehydration or weight loss
For patients who have increased their dose to 150 mg/m?2 twice daily and are experiencing repeated episodes
of vomiting and/or diarrhoea resulting in dehydration or weight loss (see section 4.4), the dose can be reduced
to the starting dose of 115 mg/m2 twice daily. All daily doses should be rounded to the nearest 25 mg increment
and divided into two equal, or near equal, doses (see Table 1).

Prevention or treatment of vomiting and/or diarrhoea leading to dehydration or weight loss
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Prevention or treatment of vomiting and/or diarrhoea with an anti-emetic and/or anti-diarrhoeal medicinal
product can be considered (see section 4.4).

Dose adjustment for patients who cannot avoid taking a concomitant moderate CYP3A inhibitor (see section
4.5)

The patient’s daily dose of lonafarnib should be reduced by 50% and the reduced daily dose should be divided
into two equal doses. Each dose should be rounded to the nearest 25 mg increment. The dosing regimen will
be either 25 mg twice daily, 50 mg twice daily or 75 mg twice daily. Patients who have a reduced daily dose
of 50 mg (25 mg twice daily) should mix the contents of a lonafarnib 50 mg capsule with 10 mL of orange
juice to achieve the correct dose. Only half (5 mL) of the 10-mL mixture will be consumed (see section 6.6).
QTc monitoring is recommended while the patient is taking a concomitant moderate CYP3A inhibitor and
being treated with 50% of the indicated dose of lonafarnib. The patient should resume the body surface area
indicated dose of lonafarnib 14 days after discontinuation of the moderate CYP3A inhibitor.

Dose adjustment for patients taking a concomitant weak CYP3A inhibitor and experiencing a persistent
toxicity (see section 4.5)

The patient’s daily dose of lonafarnib should be reduced by 50% and the reduced daily dose should be divided
into two equal doses. Each dose should be rounded to the nearest 25 mg increment. The dosing regimen will
be either 25 mg twice daily, 50 mg twice daily or 75 mg twice daily. Patients who have a reduced daily dose
of 50 mg (25 mg twice daily) should mix the contents of a lonafarnib 50 mg capsule with 10 mL of orange
juice to achieve the correct dose. Only half (5 mL) of the 10-mL mixture will be consumed (see section 6.6).
QTc monitoring is recommended while the patient is taking a concomitant weak CYP3A inhibitor and being
treated with 50% of the indicated dose of lonafarnib due to the presence of a persistent toxicity. The patient
should resume the body surface area indicated dose of lonafarnib 14 days after the toxicity has fully resolved
or discontinuation of the weak CYP3A inhibitor.

Dose adjustment for patients with known dysfunctional polymorphisms in CYP3A4

The patient’s daily dose of lonafarnib should be reduced by 50% and the reduced daily dose should be divided
into two equal doses. Each dose should be rounded to the nearest 25 mg increment. The dosing regimen will
be either 25 mg twice daily, 50 mg twice daily or 75 mg twice daily. Patients who have a reduced daily dose
of 50 mg (25 mg twice daily) should mix the contents of a lonafarnib 50 mg capsule with 10 mL of orange
juice to achieve the correct dose. Only half (5 mL) of the 10-mL mixture will be consumed (see section 6.6).
QTc monitoring is recommended.

Dose adjustment for patients requiring parenteral midazolam for a surgical procedure

Concomitant use of midazolam is contraindicated (see sections 4.3 and 4.5).

Patients requiring parenteral midazolam for a surgical procedure should discontinue lonafarnib for 14 days
before and 2 days after administration of midazolam.

Specific interactions with foods and drinks

Lonafarnib should not be taken with foods or juices that contain grapefruit, cranberries, pomegranates or
Seville oranges (e.g., orange marmalade), otherwise known as sour or bitter oranges (see

section 4.5). Taking lonafarnib with food or drinks containing these fruits or fruit juices may increase adverse
reactions associated with lonafarnib.

Special populations

Patients with hepatic impairment

No dose adjustments are required in patients with mild or moderate hepatic impairment (Child-Pugh Class A
or B, respectively). Lonafarnib is contraindicated in patients with severe hepatic impairment (Child-Pugh Class
C) (see sections 4.3, 4.4 and 5.2).

Patients with renal impairment

Lonafarnib has not been studied in patients with renal impairment. Because lonafarnib and metabolite HM21
are only excreted to a limited extent via urine, no dose adjustments are required in patients with renal
impairment (see sections 4.4 and 5.2).
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Paediatric population
The posology is the same in adults and children 12 months of age and older.

The safety and efficacy of lonafarnib in children less than 12 months of age have not been established. No data
are available (see section 5.1).

Method of administration

Lonafarnib is intended for oral use. The capsule should be swallowed whole. The capsule should not be chewed.
Each dose is to be taken with food.

For patients unable to swallow the capsule whole, instructions on mixing the capsule contents with orange
juice are provided in section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or any other member of the farnesyltransferase class, or to any of the
excipients listed in section 6.1.

Concomitant use with strong CYP3A inhibitors (see section 4.5).

Concomitant use of medicinal products that are predominantly metabolised by CYP3A4, such as midazolam,
atorvastatin, lovastatin and simvastatin (see sections 4.2, 4.4 and 4.5).

Patients with severe hepatic impairment (Child-Pugh Class C) (see section 5.2).

4.4 Special warnings and precautions for use

Age at start of treatment

Treatment with lonafarnib should be initiated as soon as a diagnosis has been made. The clinical data indicate
that the expected survival benefit of lonafarnib treatment in Hutchinson-Gilford progeria syndrome (HGPS)
patients who started treatment at 10 years of age or above is less compared to those who started at a younger
age (see section 5.1).

Treatment initiation with lonafarnib in older patients should be balanced against the side effects (i.e., vomiting,
nausea and diarrhoea) in the first few months of treatment.

Gastrointestinal adverse reactions and dehydration

Electrolyte abnormalities (hypermagnesaemia, hypokalaemia, hyponatraemia) have been reported (see section
4.8). The severity of gastrointestinal adverse reactions, especially during the first 4 months of treatment, should
be closely monitored. When gastrointestinal adverse reactions occur, monitoring the patient’s weight, caloric
consumption and fluid volume intake should be done on a regular basis. In some cases, persistent diarrhoea
can result in hypovolaemia, which should be treated by infusion or orally.

Patients experiencing diarrhoea and treated with the anti-diarrhoeal loperamide should be monitored for
adverse reactions associated with increased exposure to loperamide (see section 4.5).

Patients requiring parenteral midazolam for a surgical procedure

Concomitant administration of lonafarnib and midazolam is contraindicated (see sections 4.3 and 4.5) due to
an increased risk of extreme sedation and respiratory depression. For patients requiring midazolam as a
component of anaesthesia for a surgical procedure, lonafarnib treatment should be discontinued for 14 days
before and 2 days after parenteral midazolam is administered.
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Abnormal liver function

Increased liver enzymes, such as aspartate aminotransferase or alanine aminotransferase, have been reported
(see section 4.8). Signs and symptoms of reduced liver function should be assessed on a consistent basis. Liver
function should be measured annually or at the onset of any new or worsening signs or symptoms of liver
dysfunction.

Nephrotoxicity

Lonafarnib caused nephrotoxicity in rats with clinical chemistry and urinalysis changes, at plasma exposures
approximately equal to the human dose (see section 5.3). Signs and symptoms of reduced renal function should
be assessed on a consistent basis. Renal function should be measured annually or at the onset of any new or
worsening signs or symptoms associated with renal dysfunction.

Retinal toxicity
Lonafarnib caused rod-dependent, low-light vision decline in monkeys at plasma exposures similar to the
human dose (see section 5.3). An ophthalmological evaluation should be performed annually and at the onset

of any new visual disturbances during therapy.

Concomitant use of moderate and strong CYP3A inducers

Concomitant use of moderate and strong CYP3A inducers may reduce the efficacy of lonafarnib and they
should be avoided (see section 4.5).

Concomitant use of moderate CYP3A inhibitors

Concomitant use of lonafarnib and moderate CYP3A inhibitors should be avoided. If concomitant use is
unavoidable, the dose of lonafarnib should be reduced by 50% and QTc monitoring is recommended (see
sections 4.2 and 4.5).

Concomitant use of weak CYP3A inducers

Concomitant use of weak CYP3A inducers may reduce the efficacy of lonafarnib and should be avoided. If
their use is unavoidable, no dose adjustment of lonafarnib is needed (see section 4.5).

Subjects with known dysfunctional polymorphisms in CYP3A4

Subjects with a known dysfunctional polymorphism in CYP3A4 should start therapy at 50% of the indicated
dose. QTc monitoring is necessary (see section 4.2 and 4.5).

Other progeroid syndromes

Lonafarnib is not expected to be effective for the treatment of progeroid syndromes caused by mutations in
genes other than LMNA or ZMPSTE?24 and laminopathies not associated with the accumulation of progerin-
like proteins. Lonafarnib is not expected to be effective in the treatment of the following progeroid syndromes:
Werner syndrome, Bloom syndrome, Rothmund—-Thomson

syndrome, Cockayne syndrome, xeroderma pigmentosum, trichothiodystrophy and ataxia- telangiectasia.

Excipients with known effect

Zokinvy contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Strong CYP3A inhibitors
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When lonafarnib was co-administered with ketoconazole, a strong CYP3A inhibitor, in healthy adult subjects,
ketoconazole (200 mg for 5 doses) increased lonafarnib (single dose of 50 mg) Cmax by 270% and AUC by
425%. This may lead to an increased risk of adverse reactions. Therefore, concomitant use of lonafarnib and
strong CYP3 A inhibitors is contraindicated (see section 4.3).

Moderate CYP3A inhibitors

No interaction studies have been conducted with a moderate CYP3A inhibitor. Concomitant use of lonafarnib
and a moderate CYP3A inhibitor should be avoided (see sections 4.2 and 4.4).

Select HMG-CoA reductase inhibitors

No interaction studies have been conducted. The HMG-CoA reductase inhibitors atorvastatin, lovastatin and
simvastatin are all dependent on CYP3A for metabolism. Lonafarnib is a potent in vivo CYP3A mechanism-
based inhibitor and, when given concomitantly with either atorvastatin, lovastatin or simvastatin, is expected
to increase the plasma concentrations of these statins. This results in an increased risk of myopathy including
rhabdomyolysis. Therefore, concomitant use of lonafarnib and atorvastatin, lovastatin and simvastatin are
contraindicated (see section 4.3).

Midazolam

When lonafarnib was co-administered with midazolam in healthy adult subjects, multiple dose lonafarnib (100
mg twice daily for 5 consecutive days) increased midazolam (single 3 mg oral dose) Cmax by 180% and AUC
by 639%. This interaction thereby increases the risk of extreme sedation and respiratory depression. Therefore,

concomitant use of lonafarnib and midazolam is contraindicated (see sections 4.2, 4.3 and 4.4).

Strong CYP3A inducers

Co-administration of a single oral dose of 50 mg lonafarnib (combined with a single oral dose of 100 mg
ritonavir) following 600 mg rifampin once daily for 8 days resulted in the Cmax of lonafarnib being reduced
by 92% and the AUC being reduced by 98%, when compared to rifampin alone in healthy adult subjects. There
is no efficacy data available that demonstrates lonafarnib remains

effective when administered concomitantly with a strong CYP3A inducer. Therefore, the concomitant

use of lonafarnib and a strong CYP3A inducer should be avoided, and therapeutic alternatives sought (see
section 4.4).

Moderate CYP3A inducers

No interaction studies have been conducted with a moderate CYP3A inducer. There is no efficacy data
available demonstrating that lonafarnib remains effective when given concomitantly with a moderate CYP3A
inducer. Therefore, the concomitant use of lonafarnib and a moderate CYP3A inducer should be avoided, and
therapeutic alternatives sought (see section 4.4).

Weak CYP3A inducers

No interaction studies have been conducted with a weak CYP3A inducer. There is no efficacy data available
demonstrating that lonafarnib remains effective when given concomitantly with a weak CYP3A inducer.
Therefore, the concomitant use of lonafarnib and a weak CYP3A inducer should be avoided, and therapeutic
alternatives sought (see sections 4.2 and 4.4). If co-administration with a weak CYP3A inducer is unavoidable,
maintain the current dose of lonafarnib. If the patient has not already been escalated to the maintenance dose
of 150 mg/m2 twice daily, the timing of their scheduled dose increase should be maintained.

Foods and select juices that affect the metabolism of lonafarnib
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Grapefruit, cranberries, pomegranate and Seville oranges (e.g., orange marmalade), otherwise known as sour
or bitter oranges, inhibit the CYP3A system. Ingestion of food or juices containing these fruits should be
avoided while taking lonafarnib (see section 4.2).

Weak CYP3A inhibitors

No interaction studies have been conducted with a weak CYP3A inhibitor. No dose adjustment is considered
necessary; however, if the concomitant use of a weak CYP3 A inhibitor induces a persistent toxicity, the dose
of lonafarnib should be reduced by 50% and QTc monitoring is recommended (see sections 4.2 and 6.6).

Loperamide

When lonafarnib was co-administered with loperamide in healthy adult subjects, multiple dose lonafarnib (100
mg twice daily for 5 consecutive days) increased loperamide (single 2 mg oral dose)

Cmax by 214% and AUC by 299%. The dose of loperamide should not exceed 1 mg daily (see

section 4.4). In the event more than 1 mg of loperamide daily is to be administered, the dose should be slowly
increased with caution as needed to treat diarrhoea.

CYP2C19 substrates

When lonafarnib was co-administered with the CYP2C19 substrate omeprazole in healthy adult subjects,
multiple dose lonafarnib (75 mg twice daily for 5 consecutive days) increased omeprazole (single 40 mg oral
dose) Cmax by 28% and AUC by 60%. Patients taking medicinal products that are CYP2C19 substrates should
be monitored during this period for potential adverse reactions, with dose adjustments made as necessary.

MATE] and MATE2-K

Based on in vitro data, lonafarnib is a MATE1/MATE2-K inhibitor at clinically relevant maximal systemic
concentrations and could potentially precipitate a clinically relevant interaction. Currently, the only identified
clinically relevant substrate of MATE1/MATE2-K is metformin. Concomitant use of metformin and lonafarnib
should be avoided. If metformin is required, clinicians should carefully monitor the patient for interactions
with lonafarnib.

P-glycoprotein substrates

When lonafarnib was co-administered with the P-glycoprotein substrate fexofenadine in healthy adult subjects,
multiple dose lonafarnib (100 mg twice daily for 5 consecutive days) increased fexofenadine (single 180 mg
oral dose) Cmax by 21% and AUC by 24%. When lonafarnib is co-administered with

P-glycoprotein substrates (e.g., digoxin, dabigatran) where minimal concentration changes may lead to serious
or life-threatening toxicities, monitor for adverse reactions and reduce the dose of the

P-glycoprotein substrate in accordance with its approved product labelling.

OCT]1 substrates

In vitro studies indicate that lonafarnib is an OCT]1 inhibitor at clinically relevant systemic concentrations.
However, the clinical relevance is currently unknown.

Oral contraceptives

There have been no studies assessing the interaction of concomitant lonafarnib and an oral contraceptive.
Females of childbearing potential must use effective contraception during treatment with Zokinvy and for at
least 1 week after the final dose (see section 4.6).

Paediatric population

Interaction studies have only been performed in adults.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Females of childbearing potential must use effective contraception during treatment with Zokinvy and for at
least 1 week after the final dose. Males with female partners of reproductive potential must use effective
contraception during treatment with Zokinvy and for at least 3 months after the final dose.

Effects of Zokinvy on contraceptive steroids have not been studied. A barrier method must be added if systemic
steroids are used for contraception.

Pregnancy

There are no or limited data from the use of lonafarnib in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). Lonafarnib is not recommended during pregnancy and in women of
childbearing potential not using contraception.

Breast-feeding

It is unknown whether lonafarnib is excreted in human milk. Animal studies have shown excretion of
lonafarnib in milk (for details 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 therapy with lonafarnib taking
into account the benefit of breast-feeding to the child and the benefit of therapy to the woman.

Fertility

There are no data on the effects of lonafarnib on fertility in humans. In animal studies, lonafarnib resulted in
changes in the male and female reproductive tracts and resorptions (see section 5.3). The potential effect of
lonafarnib on fertility in humans is currently unknown.

4.7 Effects on ability to drive and use machines

Lonafarnib has a minor influence on the ability to drive and use machines. Fatigue may occur following the
administration of lonafarnib (see section 4.8).

4.8 Undesirable effect

Summary of the safety profile

The most frequently occurring adverse reactions are: vomiting (86%), diarrhoea (78%), increased aspartate
aminotransferase (64%), increased alanine aminotransferase (50%), decreased appetite (41%), nausea (38%),
abdominal pain (35%), fatigue (29%), decreased weight (27%), constipation

(18%) and upper respiratory tract infection (11%). Most adverse reactions occurred within the first
4 weeks following initiation of treatment and in general steadily decreased with increasing duration of

treatment.

The most serious adverse reactions are increased alanine aminotransferase (3.6%), increased aspartate
aminotransferase (3.6%), cerebral ischaemia (3.2%), pyrexia (1.6%) and dehydration (1.6%).

Tabulated list of adverse reactions

Adverse reactions occurring in the clinical trials are presented in Table 3 by System Organ Class and
Preferred Term. Frequencies are defined as: 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), very rare (<1/10,000) or not known (cannot be estimated
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from the available data). Within each frequency grouping, adverse reactions are presented in order of
decreasing frequency within each System Organ Class.
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Table 3: Adverse reactions

System organ class Very common Common

Infections and infestations Upper respiratory tract infection |Infection

Rhinitis

Gastroenter

itis

Influenza
Oral pustule
Perirectal
abscess
Pneumonia

Sinusitis

Blood and lymphatic system Haemoglobin decreased \White blood cell count decreased
disorders

Metabolism and nutrition Decreased appetite Dehydration
disorders Weight decreased Hypermagnesaemia
Hypokalaemia
Hypoalbuminaemia
Hyponatraemia

Psychiatric disorders Depressed mood
Nervous system Cerebral ischaemia
disorders Headache
Dizziness
Paraesthesi
a
Respiratory, thoracic and Cough
mediastinal disorders Epistaxis

Laryngeal/oropharyngeal
pain Nasal congestion

Gastrointestinal disorders Vomiting Flatulence
Diarrhoea Colitis
Nausea Dyspepsia
Abdominal Gastritis
paind Lower gastrointestinal
Constipation haemorrhage
Hepatobiliary disorders Aspartate aminotransferase Blood creatinine decreased
increased
Alanine aminotransferase
increased
Blood bicarbonate decreased
Skin and subcutaneous Rash
tissue disorders Pruritus
Dry
skin
Skin hyperpigmentation
Musculoskeletal and Musculoskeletal pain
connective tissue Back pain
disorders Pain in extremity
General disorders and Fatigue Fever
administration site conditions Chest pain
Chills
Injury, poisoning and Tooth fracture

procedural complications

4 Abdominal pain includes abdominal pain and abdominal pain upper

Description of selected adverse reactions
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Gastrointestinal adverse reactions

Gastrointestinal adverse reactions (vomiting [85.7%], diarrhoea [77.8%], nausea [38.1%]) were the most
frequently reported adverse reactions. Of the patients with treatment related vomiting,

29 (53.7%) patients had Grade 1 vomiting (defined as no intervention required) and 25 (46.3%) had

Grade 2 vomiting (defined as outpatient intravenous hydration; medical intervention required). Of these
patients with treatment related nausea, 23 (95.8%) had Grade 1 nausea (defined as loss of appetite without
alteration in eating habits) and 1 (4.2%) patient had Grade 2 nausea (defined as oral intake decreased without
significant weight loss, dehydration or malnutrition). During the first

4 months of treatment in ProLonl, 19 (67.9%) patients had vomiting and 10 (35.7%) patients had nausea. By
the end of therapy, 4 (14.3%) patients required anti-emetics or anti-nauseants (see section 4.4). A total of 4
patients discontinued treatment, mostly due to nausea or vomiting.

Most patients with treatment related diarrhoea (approximately 94%) experienced mild or moderate diarrhoea;
38 (77.6%) patients reported Grade 1 (defined as an increase of less than 4 stools per day over baseline) and 8
(16.3%) patients reported Grade 2 treatment related diarrhoea (defined as an increase of 4 to 6 stools per day
over baseline; limiting instrumental activities of daily living). Three (6.1%) patients reported Grade 3 diarrhoea
(defined as an increase of 7 or more stools per day over baseline; hospitalisation indicated; severe increase in
ostomy output compared to baseline; limiting self-care activities of daily living). During the first 4 months of
treatment in ProLonl, 23 (82.1%) patients had diarrhoea; by the end of therapy, 3 (10.7%) patients had
diarrhoea. Twelve (42.9%) patients were treated with loperamide.

Electrolyte abnormalities

Electrolyte abnormalities (hypermagnesaemia, hypokalaemia, hyponatraemia) were experienced by 4 (6.3%)
patients. Of the 2 patients who experienced hypermagnesaemia, 2 (100%) patients had Grade 1
hypermagnesaemia (defined as > upper limit of normal [ULN] to 3.0 mg/dL; >ULN to 1.23 mmol/L). Of the
2 patients who experienced hypokalaemia, 1 (50%) patient had Grade 1 hypokalaemia (defined as < lower
limit of normal [LLN] to 3.0 mmol/L) and 1 (50%) patient had

Grade 3 hypokalaemia (defined as <3.0 to 2.5 mmol/L; hospitalisation indicated). Of the 1 patient that
experienced hyponatraemia, 1 (100%) patient had Grade 1 hyponatraemia (defined as <LLN to

130 mmol/L). Dehydration was experienced by 3 (4.8%) patients. Of the 3 patients who experienced
dehydration, 1 (33.3%) patient had Grade 1 dehydration (defined as increased oral fluids indicated; dry mucous
membranes; diminished skin turgor) and 2 (66.7%) patients had Grade 2 dehydration (defined as intravenous
fluids indicated).

Aminotransferase increases

Increased alanine aminotransferase was recorded for 14 (50.0% of patients) ProLon1 patients. Of the patients
with increased alanine aminotransferase, 11 (78.6%) patients experienced a Grade 1 increase (defined as
greater than ULN to 3.0 times ULN if baseline was normal; 1.5 to 3.0 times baseline if baseline was abnormal),
1 (7.1%) patient experienced a Grade 2 increase (defined as >3.0 to 5.0 times ULN if baseline was normal;
>3.0 to 5.0 x baseline if baseline was abnormal), and 2 (14.3%) patients experienced a Grade 3 increase
(defined as >5.0 to 20.0 x ULN if baseline was normal; >5.0 to 20.0 x baseline if baseline was abnormal).

Increased aspartate aminotransferase was recorded for 18 (64.3%) ProLonl patients. Of these patients, 17
(94.4%) patients experienced a Grade 1 increase (defined as greater than ULN to 3.0 times ULN if baseline
was normal; 1.5 to 3.0 times baseline if baseline was abnormal) and 1 (5.6%) patient experienced a Grade 3
increase (defined as >5.0 to 20.0 x ULN if baseline was normal; >5.0 to 20.0 x baseline if baseline was
abnormal).

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.
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4.9 Overdose

In the event of acute overdose, supportive medical care should be given as clinically indicated, including fluid
replacement to avoid electrolyte imbalance and close monitoring of vital signs. There is no antidote to
lonafarnib to reverse overdose.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other alimentary tract and metabolism products, Various alimentary tract and
metabolism products, ATC code: A16AX20

Mechanism of action

Lonafarnib is a disease modifying agent that prevents farnesylation, thereby reducing the accumulation of
aberrant progerin and progerin-like proteins in the cell’s inner nuclear membrane. This results in maintaining
cell integrity and normal function. The accumulation of progerin and progerin-like proteins in the cells within
the walls of large blood vessels causes inflammation and fibrosis.

Clinical efficacy and safety

The clinical efficacy and safety of lonafarnib have been evaluated in two Phase 2 studies (ProLonl and
ProLon2). Both studies were single-centre, open-label, single-arm trials that evaluated the efficacy and safety
of lonafarnib in patients with genetically confirmed HGPS or a processing-deficient progeroid laminopathy.
Analysis was done by combining the studies into a pooled analysis to evaluate differences in survival between
those HGPS patients treated with lonafarnib and those that were lonafarnib-naive. Survival analyses were
conducted at 1, 2 and 3 years based upon the period of lonafarnib monotherapy in either ProLon1 or ProLon2
and using vital status as of August 1, 2021, otherwise called last follow-up.

There were 28 patients in ProLon1 (26 patients with classic HGPS, 1 patient with non-classic HGPS and 1
patient with a progeroid laminopathy with a LMNA heterozygous mutation with progerin-like protein
accumulation). Patients received lonafarnib over 24 to 30 months. Patients initiated treatment with lonafarnib
115 mg/m2 twice daily. After 4 months of treatment, patients who tolerated treatment had an increase in dose
to 150 mg/m2 twice daily. Among the 28 patients treated, 27 patients with HGPS (16 females, 11 males) were
included in the survival assessment. The median age at treatment initiation for the 27 patients was 7.5 years
(range: 3 to 16 years). At the start of the study all patients were less than 18 years of age.

There were 35 patients in ProLon2 (34 patients with classic HGPS and 1 patient with non-classic HGPS).
Patients received lonafarnib over 12 to 36 months. Patients were treated with lonafarnib 150 mg/m2 twice
daily. Among the 35 patients treated, all were included in the survival assessment.

The median age at treatment initiation was 6.0 years (range: 2 to 17 years). At the start of the study all patients
were less than 18 years of age.

Of the 63 patients in ProLonl and ProLon2, 15 (24%) required some form of dosing adjustment. One (2%)
patient discontinued, 11 (17%) patients had their dose interrupted, and 3 (5%) patients reduced dose. For 10
patients (10/63, 16%), the action taken was associated with a gastrointestinal disturbance, a known and
common side-effect of lonafarnib.

The retrospective 3-year survival analysis was based on the mortality data from 62 HGPS patients (27
treatment-naive patients in ProLonl and 35 treatment-naive patients in ProLon2) treated with

lonafarnib monotherapy and data from matched, untreated patients in a separate natural history cohort.

The mean lifespan of HGPS patients treated with lonafarnib increased by an average of 0.44 to
0.47 years (without and with adjustment for age at start of treatment, respectively) through the first
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3 years of follow-up. However due to the uncertainties of the available data this might be as low as
2.4 months.

At last follow-up time (i.e., August 1, 2021) the mean lifespan of HGPS patients treated with lonafarnib
increased by an average of 4.3 years. Given the limited information in the datasets this can be as low as 2.6
years. The results for the last follow-up time should be interpreted with some caution as patients underwent

additional (potentially beneficial) treatments.

The survival analysis summary is provided in Table 4.

Table 4: Survival analysis summary for patients with Hutchinson-Gilford progeria syndrome
(lonafarnib treated versus external natural history cohort)

Difference in RMST* in years
(95%-Cl)

Hazard ratio* (95%-ClI)

3-year follow-up

0.466 (0.204, 0.728) P1+P2
0.414 (0.042, 0.785) P1
0.172 (-0.101, 0.445) P2

0.28 (0.107, 0.756) P1+P2
0.15 (0.017, 1.263) P1
0.71 (0.199, 2.556) P2

last follow-up (August 1, 2021)

4.338 (2.551, 6.126) P1+P2

0.28 (0.154, 0.521) P1+P2

2-year follow-up

0.237 (0.074, 0.401) P1+P2

0.29 (0.097, 0.838) P1+P2

1-year follow-up

0.094 (0.034, 0.154) P1+P2

0.20 (0.054, 0.732) P1+P2

ClI = confidence interval; P1 = ProLonl; P2 = ProLon2; RMST = restricted mean survival time
There were 27 patients in ProLon1 and 35 patients in ProLon2.

* Estimates are based on matching as follows: for each lonafarnib patient a random match
untreated patient was selected with the same sex and same continent. Lonafarnib patients were
matched sequentially from the lonafarnib patient with oldest age at start to the youngest. The age
at start of treatment of the untreated patient within a matched pair was set to that of the
lonafarnib patient. If an untreated patient had a longer follow-up than the lonafarnib treated
patient in a matched pair, then this follow-up was censored at the length of the follow-up of the
lonafarnib treated patient. Regression analysis for the RMST and Cox proportional hazard
regression for the hazard ratio had sex and continent as stratification factors and age at start of
treatment as covariate.

This medicinal product has been authorised under ‘exceptional circumstances’. This means that due to the
rarity of the disease it has not been possible to obtain complete information on this medicinal product. The
European Medicines Agency will review any new information which may become available every year and
this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties
Absorption

Absolute bioavailability has not been assessed. Lonafarnib is absorbed via the oral route. The median time to
maximum peak concentration (tmax) was 2 to 4 hours. Following multiple dose administration of lonafarnib
(100 mg twice daily for 5 days) in healthy volunteers, the mean maximum peak concentration was 964 ng/mL
observed at a median time of 4 hours (2 to 5 hours range).

In healthy volunteers, the exposure following a single oral dose of 75 mg lonafarnib taken as an intact capsule
was compared to the exposure following a single oral dose of 75 mg lonafarnib capsule contents mixed with
orange juice (for instructions on mixing the capsule contents with orange juice see section 6.6). When the
capsule contents were mixed with orange juice the Cmax of lonafarnib was reduced by 9% and the AUC was
reduced by 8% as compared to when administered as an intact capsule.

In healthy volunteers, following a single oral dose of 100 mg lonafarnib, food decreased the absorption of
lonafarnib and the relative oral bioavailability under fed conditions as compared to fasted conditions was 48%
and 77% based on Cmax and AUC, respectively. Multiple-dose administration of lonafarnib with food in
healthy adult subjects did not have a significant effect on bioavailability and resulted in lower inter-subject
variability (~16%).
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In healthy volunteers, the accumulation ratio is estimated to be 4.46 for AUCTAU/AUCO0-12 and 3.36 for
Cmax.

The intra-individual variability is 20.79% for Cmax and 21.13% for AUCTAU and the inter-individual
variability is 36.92% for Cmax and 50.75% for AUCTAU.

Distribution

In vitro plasma protein binding of lonafarnib was >99% over the concentration range between 0.5 to
40.0 micrograms/mL. The blood-to-plasma ratio was 0.992 to 1.56.

Lonafarnib exhibits time-dependent pharmacokinetics. Comparing studies in healthy adult volunteers of
single-dose 75 mg lonafarnib to 75 mg lonafarnib twice daily for 5 days shows the lonafarnib apparent volume
of distribution is reduced by 60% (242 L and 97.4 L, respectively) following multiple dose lonafarnib for 5
days.

Biotransformation

Lonafarnib is extensively metabolised via hepatic means. Lonafarnib accounted for 50% to 57% of the profiled
plasma radioactivity. Total plasma recovery for the two metabolites of interest: HM17 (15.1%) and HM21
(13.9%); therefore, a total of 79% to 86% of the plasma radioactivity was recovered. The common metabolic
pathways included oxidation, dehydrogenation and combinations of these two processes. Most of the
metabolites resulted from structural changes in the pendant piperidine ring region of lonafarnib.

HM21 is a pharmacologically active metabolite. Following oral administration of 100 mg lonafarnib twice
daily for 5 days, HM21 has a peak plasma concentration of 94.8 ng/mL occurring after approximately 4 hours
(range: 3 to 6), with an AUCTAU of 864 ng-h/mL. Following oral administration of 75 mg lonafarnib twice
daily for 5 days, HM21 has a peak plasma concentration of 82.1 ng/mL after approximately 3 hours (range: 3
to 5), with an AUCTAU of 767 ng-h/mL.

In vitro metabolism studies indicate that CYP3A4 and CYP3AS are mainly responsible for the oxidative
metabolism of lonafarnib and that lonafarnib is an in vivo-sensitive CYP3 A4 substrate.

Twenty-one metabolites were characterised/identified in urine and faeces. No single uncharacterised
metabolite represented greater than 5% of the dose.

Transporters

Based on the in vitro data, lonafarnib is most likely a substrate of P-glycoprotein and not a substrate of BCRP,
OCTI1, OATP1BI1 and OATP1B3.

Elimination

A 14C- absorption, metabolism and excretion trial conducted in healthy volunteers following single- dose
administration of lonafarnib revealed that drug-derived radioactivity was primarily excreted via the faeces.
Mean cumulative excretion of radioactivity was 61% in faeces and less than 1% in urine up to 24 hours post-
dose (total recovery was ~62% in the mass balance study).

Lonafarnib exhibits time-dependent pharmacokinetics. Comparing studies in healthy adult volunteers of
single-dose 75 mg lonafarnib to 75 mg lonafarnib twice daily for 5 days shows lonafarnib clearance was
reduced by 75% (48.2 L/h and 12.1 L/h, respectively) and the t1/2 increased by 60% (3.5 h versus 5.6 h,
respectively) following multiple dose lonafarnib for 5 days.

Special populations

Hepatic impairment
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Lonafarnib has not been studied in patients with hepatic impairment. Co-administration of a single oral dose
of 50 mg lonafarnib (combined with a single oral dose of 100 mg ritonavir) in mild and moderate hepatically
impaired subjects showed similar lonafarnib exposures relative to the matched normal control group (normal
hepatic function). These results indicate no dose adjustments are warranted in patients with mild or moderate
hepatic impairment (see section 4.2). Lonafarnib is contraindicated in patients with severe hepatic impairment
(see section 4.3) due to the predicted safety issue of decompensation due to the risk of diarrhoea (see sections
4.4 and 4.8). Lonafarnib (and most likely HM21) is extensively metabolised in the liver. Therefore, decreased
hepatic function will most likely lead to an increase in exposure to lonafarnib (effect on HM21 is unknown)
(see section 4.4).

Renal impairment

Lonafarnib has not been studied in patients with renal impairment (see section 4.4). Lonafarnib and HM21 are
only excreted to a limited extent via urine. Therefore, it is not expected that renal impairment will affect the
exposure to lonafarnib and HM21.

Gender

In healthy volunteers, following a single oral dose of 100 mg lonafarnib, the pharmacokinetic data suggest
lonafarnib exposures (AUCO-inf) are higher in female subjects (44% higher) as compared to male subjects.
Gender had less of an effect (26%) on the Cmax as compared with AUCO-inf.

Age

In healthy volunteers, following a single oral dose of 100 mg lonafarnib, the pharmacokinetic data show
lonafarnib exposures (AUCO-inf) are higher in elderly subjects (59% higher in those aged 65 years or older)
as compared to younger subjects aged 18 to 45 years. Age had less of an effect (27%) on the Cmax as compared
with AUCO-inf.

5.3 Preclinical safety data

Lonafarnib had no effects on QT or QTc interval in guinea pigs and no electrocardiogram (ECG) changes were
observed in monkeys. Lonafarnib produced modest and isolated effects on the QT interval of ECG in rats at
estimated exposures similar to that seen in humans.

A no-observed-adverse-effect level (NOAEL) could not be established in studies of up to 1-year duration in
monkeys. Systemic toxicity was observed in 3-month and 1-year toxicity studies in rats and monkeys following
repeated oral administration of lonafarnib at doses >30 and >10 mg/kg/day, respectively, corresponding to
exposures lower than what is seen in patients. Toxicity findings included bone marrow suppression, testicular
toxicity and lymphoid toxicity in rats and monkeys; kidney changes in rats (vacuolisation, mineralisation and
necrosis of the inner renal medulla); and diarrhoea and electroretinographic changes in monkeys. In a 3-month
toxicity study in monkeys, acute morbidity due to haemorrhage in multiple organs was observed in a small
number of monkeys administered 60 mg/kg/day, corresponding to exposures similar to that seen in humans (at
150 mg/m2 twice daily). In toxicity studies in monkeys, ocular findings of single cell necrosis of retinal
photoreceptors were observed at >40 mg/kg/day. In a 3-month follow up study, changes in electroretinography
were noted at >15 mg/kg/day, including substantial changes in scotopic amplitudes at 60 mg/kg/day indicating
perturbation of rod cells and impairment of night vision. The NOAEL for ocular toxicity for lonafarnib was
considered to be 20 mg/kg/day, corresponding to exposures similar to those seen in humans (at 150 mg/m2
twice daily).

Lonafarnib increased pre- and post-implantation loss and decreased the number of live foetuses in female rats
at doses >30 mg/kg/day. Decreased maternal body weight and lower foetal body weights were also observed
at this dose level. The NOAEL for maternal toxicity and F1 litters was considered 10 mg/kg/day, with an
estimated exposure level lower than what is seen in humans at 150 mg/m2 twice daily.

Reproductive organ toxicity was observed in male rats and monkeys, including lower testicular and epididymal
weight, aspermia, altered spermatogenesis and spermatogonial debris in male rats at
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>90 mg/kg/day, and lower testes weights in male monkeys at the lowest tested dose 10 mg/kg/day. The NOAEL
or the lowest tested dose regarding these effects corresponds to exposure levels lower than what is seen in
humans at 150 mg/m2 twice daily.

Lonafarnib demonstrated teratogenic potential at clinically relevant exposures in rabbits in the absence of
maternal toxicity, with increased incidence of malformations and variations in foetal skeletal development
observed at the lowest tested dose 10 mg/kg/day, corresponding to an exposure level lower than what is seen
in humans at 150 mg/m?2 twice daily. Maternal toxicity was observed at

>40 mg/kg/day and both maternal and embryofoetal toxicity, including abortion, discoloured urine, body
weight loss, increased post-implantation loss and decreased foetal body weight, were observed at 120
mg/kg/day, corresponding to exposures greater than those seen in humans (~2- and 25-times the human
exposure at 150 mg/m2 twice daily, respectively). In rats, lonafarnib had no adverse effects on F1 and F2
generations in a pre- and post-natal development study. Lonafarnib is excreted in milk following oral
administration in lactating rats, with a mean milk to plasma concentration ratio of 1.5 at 12 hours.

Overall, lonafarnib does not represent a genotoxic concern based on results of in vitro tests, including bacterial
reverse mutation assays and a chromosome aberration assay using human peripheral blood lymphocytes. In
the in vivo mouse bone micronucleus assay, lonafarnib was not genotoxic at doses up to 50 and 60 mg/kg/day
(intraperitoneal injection) in male and female mice, respectively. However, these dose levels are lower than
the clinical relevant dose.

The carcinogenic potential of lonafarnib has not been studied.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents

Povidone

Poloxamer
Croscarmellose sodium
Silica, colloidal anhydrous
Magnesium stearate

Capsule shell

Gelatin (E 171)

Titanium dioxide

Yellow iron oxide (E 172)

Red iron oxide (E 172) (75 mg capsules only)
Sunflower lecithin (E 322)

Black ink

Shellac

Iron oxide black (E 172)
Propylene glycol
Ammonia solution
Potassium hydroxide

6.2 Incompatibilities

Not applicable.
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6.3 Shelf life

3 years

6.4 Special precautions for storage

Store in the original package. Keep the bottle tightly closed in order to protect from moisture. This medicinal
product does not require any special temperature storage conditions.

6.5 Nature and contents of container

HDPE bottle, containing desiccant in a cannister and capsules, with induction seal and polypropylene cap.
Pack size of 30 hard capsules.

6.6 Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local requirements.

Patients unable to swallow capsules whole

If capsules cannot be swallowed whole, capsules can be opened and the contents of the capsule can be mixed
with orange juice.

Step 1: Using a clean medicine cup, measure either 5 mL or 10 mL of orange juice. You can choose to use 5
mL or 10 mL of orange juice.

Step 2: Pour the orange juice measured in Step 1 into a clean cup.

Step 3: Hold a capsule above the cup containing the orange juice. Hold the capsule between your thumb and
forefinger on both sides. Gently twist and pull apart the capsule.

Step 4: Empty the contents of the capsule directly into the cup containing the orange juice.

Step 5: Using a clean spoon, mix the capsule contents and orange juice well. If only 1 capsule is to be taken,
skip to Step 7. If 2 capsules are to be taken proceed to Step 6.

Step 6: If 2 capsules will be taken, repeat Steps 1 through 5 for the second capsule. After finishing, go to Steps
7,8 and 9.

Step 7: Take all of the mixture with food within about 10 minutes of preparing. Each dose must be mixed and
consumed within 10 minutes. The mixture should only be prepared at the time it is to be consumed.

Step 8: Rinse the medicine cup used to measure the orange juice and fill it with 5 mL of water for each capsule
mixed with orange juice.

Step 9: Pour the water measured in Step 8 into the cup used to mix the Zokinvy and orange juice. Gently swirl
the water around the cup. Consume the water.

Patients with a body surface area between 0.30 m2 and 0.38 m2, patients taking Zokinvy and a weak CYP3A
inhibitor and experiencing persistent toxicities or patients with a dysfunctional CYP3A4 polymorphism
requiring a reduced daily dose of less than or equal to 50 mg

Patients with a body surface area between 0.30 m2 and 0.38 m2 require a daily dose of 75 mg (37.5 mg twice
daily). Some patients taking Zokinvy concomitantly with a weak CYP3 A inhibitor and experiencing persistent
side-effects or patients with a dysfunctional CYP3 A4 polymorphism may
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require a daily dose of 50 mg (25 mg twice daily). In these instances, a Zokinvy 75 mg or 50 mg capsule will
need to be mixed with 10 mL of orange juice to reach the appropriate dose. Only half of the 10-mL mixture
will be consumed yielding a dose of either 25 mg or 37.5 mg.

Step 1: Use a clean medicine cup and fill it with 10 mL of orange juice.

Step 2: Pour the orange juice measured in Step 1 into a clean cup for mixing.

Step 3: Depending on your doctor’s direction, hold either a Zokinvy 75 mg or 50 mg capsule above the cup
containing the orange juice. Hold the capsule between your thumb and forefinger on both sides. Gently twist
and pull apart the capsule.

Step 4: Empty the contents of the capsule directly into the cup containing the orange juice. Step 5: Using a
clean spoon, mix the capsule contents and orange juice well.

Step 6: Pour 5 mL of the orange juice and mixture from the mixing cup into a clean medicine cup.

Step 7: Take the S-mLmixture with food and within about 10 minutes of preparing. Each dose must be mixed
and consumed within 10 minutes. The mixture should only be prepared at the time it is to be consumed.

Step 8: Fill the medicine cup used to consume the mixture with 5 mL of water. Step 9: Gently swirl the water
around the medicine cup. Consume the water.

7. MARKETING AUTHORISATION HOLDER

EigerBio Europe Ltd.
1 Castlewood Avenue
Rathmines, D06 H685, Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Zokinvy 50 mg hard capsules

EU/1/22/1660/001

Zokinvy 75 mg hard capsules

EU/1/22/1660/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

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 RESPONSIBLE FOR BATCH RELEASE

Name and address of the company responsible for product release

ABF Pharmaceutical Services GmbH
Brunner Straf3e 63/18-19

A-1230 Vienna

Austria

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE
Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product Characteristics,
section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING AUTHORISATION
- Periodic safety update reports (PSURSs)

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

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

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

 Risk management plan (RMP)

The 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:
- At the request of the European Medicines Agency;
- 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. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES FOR THE
MARKETING AUTHORISATION UNDER EXCEPTIONAL CIRCUMSTANCES

This being an approval under exceptional circumstances and pursuant to Article 14(8) of Regulation (EC) No
726/2004, the MAH shall conduct, within the stated timeframe, the following measures:

Description Due date
Non-interventional Post authorisation safety study | Annual study reports will be submitted with
(PASS): in order to further characterise the the annual re-assessment

safety, effectiveness and health-related quality of
life of Zokinvy in patients with Hutchinson-
Gilford Progeria Syndrome and Processing
Deficient Progeroid Laminopathies, the MAH
shall submit the results of a prospective

68



| observational cohort study based on a registry.
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ANNEXIII

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING
CARTON (ZOKINVY 50 mg)

| 1. NAME OF THE MEDICINAL PRODUCT

Zokinvy 50 mg hard capsules
lonafarnib

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 50 mg lonafarnib.

| 3. LIST OF EXCIPIENTS |

| 4.  PHARMACEUTICAL FORM AND CONTENT |

30 hard capsules

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNINGS THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SITE AND REACH OF CHILDREN

Keep out of the sight and reach of children.

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

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP

[9. SPECIAL STORAGE CONDITION |

tore in the original package. Keep the bottle tightly closed in order to protect from moisture. This
medicinal product does not require any special temperature storage conditions.
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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

EigerBio Europe Ltd.
1 Castlewood Avenue
Rathmines, D06 H685, Ireland.

| 12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1660/001

| 13.

BATCH NUMBE

Lot

| 14.

GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Zokinvy 50 mg.

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING
BOTTLE LABEL (ZOKINVY 50 mg)

| 1. NAME OF THE MEDICINAL PRODUCT

Zokinvy 50 mg hard capsules
lonafarnib

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 50 mg lonafarnib.

| 3. LIST OF EXCIPIENTS |

| 4.  PHARMACEUTICAL FORM AND CONTENT |

30 hard capsules

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNINGS THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SITE AND REACH OF CHILDREN

Keep out of the sight and reach of children.

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

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP

[9. SPECIAL STORAGE CONDITION |

Store in the original package. Keep the bottle tightly closed in order to protect from moisture. This
medicinal product does not require any special temperature storage conditions.
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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

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1660/001

| 13.  BATCH NUMBE

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER - 2D BARCODE

| 18. UNIQUE IDENTIFIER —HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING
CARTON (ZOKINVY 75 mg)

| 1. NAME OF THE MEDICINAL PRODUCT

Zokinvy 75 mg hard capsules
lonafarnib

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 75 mg lonafarnib.

| 3. LIST OF EXCIPIENTS |

| 4.  PHARMACEUTICAL FORM AND CONTENT |

30 hard capsules

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNINGS THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SITE AND REACH OF CHILDREN

Keep out of the sight and reach of children.

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

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP

[9. SPECIAL STORAGE CONDITION |

Store in the original package. Keep the bottle tightly closed in order to protect from moisture. This
medicinal product does not require any special temperature storage conditions.
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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

EigerBio Europe Ltd.
1 Castlewood Avenue
Rathmines, D06 H685, Ireland.

| 12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1660/002

| 13.

BATCH NUMBE

Lot

| 14.

GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Zokinvy 75 mg.

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

7




PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING
BOTTLE LABEL (ZOKINVY 75 mg)

| 1. NAME OF THE MEDICINAL PRODUCT

Zokinvy 75mg hard capsules
lonafarnib

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 75 mg lonafarnib.

| 3. LIST OF EXCIPIENTS |

| 4.  PHARMACEUTICAL FORM AND CONTENT |

30 hard capsules

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNINGS THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SITE AND REACH OF CHILDREN

Keep out of the sight and reach of children.

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

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP

[9. SPECIAL STORAGE CONDITION |

Store in the original package. Keep the bottle tightly closed in order to protect from moisture. This
medicinal product does not require any special temperature storage conditions.
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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

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1660/002

| 13.  BATCH NUMBE

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER —-2D BARCODE

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

Zokinvy 50 mg hard capsules
Zokinvy 75 mg hard capsules
lonafarnib

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

Read this entire leaflet carefully before you start taking this medicine because it contains
important information for you.

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

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

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

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

What is in this leaflet

What Zokinvy is and what it is used for

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

Possible side effects

How to store Zokinvy

Contents of the pack and other information

SourwdE

1. What Zokinvy is and what it is used for

What Zokinvy is

Zokinvy contains the active substance lonafarnib.

What Zokinvy is used for

This medicine is used to treat patients aged 12 months and older with the following rare disorders:
»  Hutchinson-Gilford progeria syndrome

«  processing-deficient progeroid laminopathies

These illnesses are caused by changes in genes needed to make certain proteins. Normal versions of
these proteins help to keep cells strong and stable. However, the altered genes cause a build-up of
harmful forms of the proteins called progerin or progerin-like proteins. These harmful proteins lead
to cell damage that resembles the effects of aging.

How Zokinvy works

Zokinvy works by helping to reduce the build-up of the harmful progerin or progerin-like proteins.

2. What you need to know before you take Zokinvy
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Do not take Zokinvy

if you are allergic to lonafarnib or any of the other ingredients in this medicine (listed in section
6)

with medicines known as strong CYP3A inhibitors (these can reduce the breakdown of Zokinvy in the
body, leading to more side effects, see Other medicines and Zokinvy, below).

with the medicine midazolam

with the medicines atorvastatin, lovastatin, simvastatin

if you have severe hepatic (liver) impairment

Warnings and precautions

Talk to your doctor, pharmacist or nurse before taking Zokinvy.

Please tell your doctor immediately if you:

are over 10 years of age. Treatment results can vary depending on the age when you start taking
Zokinvy.

have persistent vomiting or diarrhoea and prolonged loss of appetite or weight (see section 4).

start to take the anti-diarrhoeal medicine loperamide. Because of the interaction between Zokinvy and
loperamide, it will be important for your doctor to provide dosing guidance and monitor your use of this
medicine.

are having surgery. You must not use midazolam, a medicine commonly used during surgery, with Zokinvy.
Your doctor can provide instructions for this situation.

experience increased levels of liver enzymes shown by blood tests. Your doctor should monitor your liver
function while taking this medicine.

develop any symptoms of kidney problems. Your doctor should monitor your kidney function while taking
this medicine.

experience any new visual changes. Your doctor should monitor your vision and eye health while taking
this medicine.

are taking a medicine that is a moderate or strong CYP3A inducer. These types of medicines should be
avoided (see Other medicines and Zokinvy, below).

are taking a medicine that is a moderate CYP3A inhibitor. These types of medicines should be avoided
(see Other medicines and Zokinvy, below).

have a known dysfunctional polymorphism in CYP3A4.

have a progeroid syndrome caused by a mutation in a gene other than LMNA or ZMPSTE24 and do not
cause a build-up of the harmful proteins called progerin or progerin-like proteins. Zokinvy is not expected
to be effective for these types of progeroid syndromes. Examples of progeroid syndromes that Zokinvy is
not expected to provide benefit include, Werner syndrome, Bloom syndrome, Rothmund-Thomson
syndrome, Cockayne syndrome, xeroderma pigmentosum, trichothiodystrophy and ataxia-telangiectasia.

Children

Do not give this medicine to children under 12 months of age because it has not been studied in this age group.

Other medicines and Zokinvy

Tell your doctor or pharmacist if you are taking or might take any other medicines.

Some medicines may interact with Zokinvy when taken together. The following medicines must not be
combined with Zokinvy:

medicines that are strong CYP3A inhibitors (they can reduce the breakdown of Zokinvy in the body,
leading to more side effects; ask your pharmacist or doctor if any of your other medicines are of this kind)
medicines that are weak or moderate CYP3A inhibitors (they can reduce the breakdown of Zokinvy in the
body, leading to more side effects; ask your pharmacist or doctor if any of your other medicines are of
this kind). Your doctor may temporarily reduce your dose of Zokinvy while taking a weak or moderate
CYP3A inhibitor
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e  midazolam (used to treat seizures and for surgical procedures - tell your doctor you are taking Zokinvy if
you are planning to have surgery)

e  atorvastatin, lovastatin or simvastatin (used to lower blood cholesterol)

* medicines that are strong, moderate or weak CYP3A inducers (these can increase the breakdown of
Zokinvy in the body, making the medicine less effective; ask your pharmacist or doctor if any of your
other medicines are of this kind)

* loperamide (used to treat diarrhoea). The dose of loperamide should not exceed 1 mg daily. Children less
than 2 years of age should not take loperamide.

e metformin (used to treat type 2 diabetes)

*  medicines that are CYP2C19 substrates (ask your pharmacist or doctor if any of your other medicines are
of this kind). If you must take a CYP2C19 substrate, your doctor may need to adjust your dose of the
CYP2C19 substrate and monitor your side effects more closely.

e St. John’s wort or St. John’s wort-containing products (a herbal medicine used to treat mild depression)

* medicines that are P-glycoprotein substrates (ask your pharmacist or doctor if any of your other medicines
are this kind). If you must take a P-glycoprotein substrate, your doctor may need to adjust your dose of
the P-glycoprotein substrate and monitor your side effects more closely.

*  medicines that are OCT1 substrates (ask your pharmacist or doctor if any of your other medicines are this
kind)

e oral contraceptives

Zokinvy with food and drink

Do not take Zokinvy with foods or drinks that contain grapefruit, cranberries, pomegranates or Seville (bitter)
orange (such as orange marmalade). Foods or drinks containing these fruits may increase the side effects of
Zokinvy.

Pregnancy, breast-feeding and fertility

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your
doctor or pharmacist for advice before taking this medicine.

Zokinvy has not been tested in pregnant women.

Zokinvy is not recommended during pregnancy.

Females of childbearing potential must use effective contraception while taking Zokinvy and for at least

1 week after the final dose. Males with female partners of childbearing potential must use effective
contraception while taking Zokinvy and for at least 3 months after the final dose. Add a barrier method of

contraception if systemic steroids are used for contraception.

It is not known if Zokinvy passes into breast milk and could affect a breast-fed baby. If you wish to breast feed,
discuss the benefits and possible risks of doing so or of stopping Zokinvy with your doctor first.

It is not yet known if this medicine affects fertility in men or women.
Driving and using tools or machines

Zokinvy has a minor influence on the ability to drive and use machines. Fatigue may occur following
administration of Zokinvy.

Zokinvy contains sodium

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

3. How to take Zokinvy

83



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

. Zokinvy is taken as 1 or 2 capsules twice a day, about 12 hours apart (morning and evening) with food.
The dose of Zokinvy is based on your height and weight.

*  Your doctor will work out the right starting dose of Zokinvy for you. This may mean taking capsules of
different strengths to make up the right amount. After 4 months of treatment with Zokinvy, your doctor
may increase your dose.

»  Make sure you know how many capsules you need to take at every dose and the strength of each
capsule you need. Ask your doctor, pharmacist or nurse to write it down (including the colour of the
capsule(s) to be taken for each dose).

»  Take the capsules with food, washing them down with enough water to help you swallow them. Taking
Zokinvy with food may help to reduce side effects.

If you cannot swallow a Zokinvy capsule whole

. If you cannot swallow a Zokinvy capsule whole, use the following directions for mixing the capsule
content with orange juice.

What you need to mix Zokinvy with orange juice

*  Mixa fresh dose of Zokinvy for each use.

»  Set aside the right number of Zokinvy capsules for your dose. Place the capsule or capsules on a clean
flat surface.

. Use orange juice only. Do not use other drinks to mix Zokinvy.

*  Aclean medicine cup with 5 mL and 10 mL measurement levels.

«  Aclean cup for each Zokinvy capsule to be mixed.

»  Aclean spoon for stirring the mixture.

How to mix Zokinvy with orange juice

Step 1:
o Using a clean medicine cup, measure either Fill with
5 mL or 10 mL of orange juice. either 5 mL
or 10 mL

° You can choose to use 5 mL or 10 mL of
orange juice.
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Step 2:

Pour the orange juice measured in Step 1 into a
clean cup.

Step 3:

o Hold a Zokinvy capsule above the cup
containing the orange juice.

o Hold the capsule between your thumb and
forefinger on both sides.

o Gently twist and pull apart the capsule.

Step 4:
Empty all the contents of the capsule into the cup
containing the orange juice.

Step 5:
. Using a clean spoon, mix the capsule
contents and orange juice well.
. If only 1 capsule is to be taken, skip to
Step 7.
. If 2 capsules are to be taken, proceed to
Step 6.
Step 6:
. If 2 capsules will be taken, repeat Steps 1

through 5 for the second capsule.

. Once the second capsule is mixed - the
2 servings can either be combined in a single
cup or remain in 2 serving cups.

. After you finish, go to Steps 7, 8 and 9.

Step 7:
Take all of the Zokinvy mixture:
. with food.
o within about 10 minutes of preparing.

Each dose must be mixed and consumed within
10 minutes. The mixture should only be prepared at
the time it is to be consumed.

TAKE WITHIN
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Step 8:

Rinse the medicine cup used to measure the orange
juice and fill it with 5 mL of water for each capsule
mixed with orange juice.

Step 9:
. Pour the water measured in Step 8 into the (@
cup used to mix the Zokinvy and orange
juice (a).

o Gently swirl the water around the cup (b).
Consume the water.

(b)

Patients starting Zokinvy with a body surface area between 0.30 m2 and 0.38 m2, patients taking a weak
CYP3A inhibitor concomitantly with Zokinvy and experiencing persistent side-effects and patients with a
dysfunctional CYP3A4 polymorphism requiring a reduced daily dose less than or equal to 50 mg

Before beginning to mix Zokinvy with orange juice, read What you need to mix Zokinvy with orange juice.

For patients with a body surface area between 0.30 m2 and 0.38 m2, the daily starting dose of Zokinvy is 75
mg (37.5 mg twice daily with food). Each dose is prepared fresh using a 75 mg capsule and mixed with 10 mL
of orange juice. Half of the 10-mL mixture will be consumed.

For patients taking Zokinvy and a weak CYP3A inhibitor and experiencing persistent side-effects or with a
dysfunctional CYP3A4 polymorphism, your doctor may reduce your daily dose of Zokinvy by 50%. Prepare
each dose fresh. If your reduced daily dose is 50 mg (25 mg twice daily), mix the contents of a 50 mg capsule
in 10 mL of orange juice. Half of the 10-mL mixture will be consumed. Generally, 14 days after ending
treatment with the weak CYP3A inhibitor or upon your side-effects ending, your doctor will increase your
dose to its previous level. Your doctor will provide you with specific guidance.

Step 1:

wmk Fill to either
Use a clean medicine cup and fill it with 10 mL of orange 5 L 5mLor 10mL
juice.
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Step 2:

Pour the orange juice measured in Step 1 into a clean cup
for mixing.

Step 3:

. Depending on your doctor’s direction, hold either a
Zokinvy 75 mg or 50 mg capsule above the cup
containing the orange juice.

. Hold the capsule between your thumb and forefinger
on both sides.

o Gently twist and pull apart the capsule.

Step 4.

o Empty all the contents of the capsule into the cup
containing the orange juice.

Step 5:

Using a clean spoon, mix the capsule contents and orange
juice well.

Step 6:

Pour 5 mL of the orange juice and Zokinvy mixture from the
mixing cup into a clean medicine cup.

————— Fillto

5mL
<
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Step 7:

Take the 5-mL Zokinvy and orange juice mixture from the
medicine cup: TAKE WITHIN
. with food

. within about 10 minutes of preparing

Each dose must be mixed and consumed within 10 minutes.
The mixture should only be prepared at the time it is to be
consumed.

Step 8:

[Fill the medicine cup used to consume the Zokinvy and
orange juice mixture with 5 mL of water.

Step 9:

Gently swirl the water around the medicine cup. Consume
the water.

Drink lots of water while taking Zokinvy

It is important to drink lots of water and other liquids while taking Zokinvy. This may help to reduce problems
linked to diarrhoea or vomiting.

Ask your doctor about the amount of water or other liquids that you should drink each day.

Your doctor will discuss with you which liquids you can drink to make sure that you are getting the correct
amount of fluids each day.

Do not eat foods or drink juices that contain grapefruit, cranberries, pomegranates or Seville oranges (known
as sour or bitter oranges).

If you take more Zokinvy than you should

If you take more capsules than you should, stop taking the medicine and contact your doctor.

If you forget to take Zokinvy

If you forget to take a dose, and 8 hours or more remain until your next planned dose, take the missed dose as
soon as possible with some food. If less than 8 hours remains before the next scheduled dose, skip the missed
dose and resume taking Zokinvy at the next scheduled dose.

If you stop taking Zokinvy

Do not stop taking Zokinvy without talking to your doctor.
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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.

Serious side effects. Tell your doctor immediately if you:
have persistent nausea, vomiting or diarrhoea that leads to loss of appetite, weight loss or dehydration.
Vomiting or diarrhoea are very common (may affect more than 1 in 10 people) and may lead to electrolyte
deficiencies requiring supportive care. Your doctor may monitor your weight, appetite and how much you
eat and drink to help detect any of these possible electrolyte conditions.

Tell your doctor immediately if you notice any of the serious side effects above.

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

* increased liver enzymes shown by blood tests, which indicate stress on the liver
*  stomach pain

*  fatigue (tiredness)

*  constipation

*  sinus infections or other upper respiratory tract infections

*  decreased haemoglobin shown by blood tests

*  decreased bicarbonate shown by blood tests

Common (may affect up to 1 in 10 people)
*  body aches and body pain, including back pain and pain in extremity
+ fever
*  decease in levels of sodium, potassium, albumin, creatinine shown by blood tests
* increase in levels of magnesium shown by blood tests

* cough
. flatulence
. rash

*  pruritus (itchy skin)

e cerebral ischaemia (stroke)

*  headache

*  runny nose

*  nasal congestion (blocked nose)

*  nosebleed

»  sore throat

*  depression

*  oral pustule (mouth sores)

*  painful boil-like swelling near the anus (perirectal abscess)

*  pneumonia

* influenza

*  decrease in blood cell counts (such as white blood cell count) shown by blood tests
* tingling in hands and feet

*  dizziness

*  irritation, inflammation or ulcers of the large intestine (colitis)
* indigestion (may include feelings of bloating, discomfort, feeling too full or gas)
* inflammation of the stomach lining (gastritis)

*  bleeding of the large intestine, rectum or anus

e dry skin

*  skin darkening (hyperpigmentation)

*  chest pain

e chills

*  tooth fracture
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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 help provide more information on the safety of this medicine.

5. How to store Zokinvy
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 on the bottle after “EXP”. The
expiry date refers to the last day of that month.

Store in the original package. Keep the bottle tightly closed in order to protect from moisture. This medicinal
product does not require any special temperature storage conditions.

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 protect the environment.

6. Contents of the pack and other information
What Zokinvy contains

*  The active substance is lonafarnib
Zokinvy 50 mg hard capsules: each capsule contains 50 mg lonafarnib. Zokinvy 75 mg hard capsules:
each capsule contains 75 mg lonafarnib.

*  The other ingredients are:
Capsule contents: croscarmellose sodium (see section 2 “Zokinvy contains sodium’), magnesium stearate,
poloxamer, povidone and silica, colloidal anhydrous
Capsule shell:
Zokinvy 50 mg hard capsules: gelatin, titanium dioxide, yellow iron oxide and sunflower lecithin
Zokinvy 75 mg hard capsules: gelatin, titanium dioxide, yellow iron oxide, red iron oxide and sunflower
lecithin
Printing ink: shellac, iron oxide black

What Zokinvy looks like and contents of the pack
Zokinvy 50 mg hard capsules are opaque yellow hard capsules, marked with “LNF” and “50” in black ink.

Zokinvy 75 mg hard capsules are opaque light orange hard capsules, marked with “LNF” and “75” in black
ink.

The bottle pack contains 30 hard capsules and a desiccant. The desiccant is in a cannister and that cannister is
included in the bottle, containing the capsules.

Marketing Authorisation Holder
EigerBio Europe Ltd.

1 Castlewood Avenue

Rathmines, D06 H685, Ireland

Manufacturer

Patheon, part of Thermo Fisher Scientific Inc. 2100 Syntex Court
Mississauga, Ontario LSN 7K9

Canada
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This leaflet was last revised in MONTH YEAR

This medicine has been authorised under ‘exceptional circumstances’.

This means that because of the rarity of this disease it has been impossible to get complete information on this
medicine.

The European Medicines Agency will review any new information on this medicine every year and this
leaflet will be updated as necessary.

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

http://www.ema.europa.eu. There are also links to other websites about rare diseases and treatments. This
leaflet is available in all EU/EEA languages on the European Medicines Agency website.
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ANNEX IV
CONCLUSIONS ON THE GRANTING OF THE MARKETING AUTHORISATION UNDER

EXCEPTIONAL CIRCUMSTANCES PRESENTED BY THE EUROPEAN MEDICINES
AGENCY
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Conclusions presented by the European Medicines Agency on:
*  Marketing authorisation under exceptional circumstances
The CHMP having considered the application is of the opinion that the risk-benefit balance is favourable to

recommend the granting of the marketing authorisation under exceptional circumstances as further explained
in the European Public Assessment Report.
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1 B 7TEAHIZTSmg Dt 77 V=T G545,
WIFI DAY A MZOWTIL 6.1 HESZBOZ &,

3 HE

N—FRH e (B FEAHF])

Zokinvy />— K 7 /L 50 mg

P A X4 ON— KRB 7RV (Smmx14mm), REHRHEET TLNF) RO [50) & BCHITF,
Zokinvy />— K4 7t/ 75 mg

YA X3 D= A7 8L (6 mmx16 mm), NEFAZRENA L PET ILNF) KO [75) & BACTH
Fo

4.1 VB I E

Zokinvy I3, Ny FL VL e XA T F— R Fude U TIERE, ITe ) X R0
D ~T a A LMNA B FOE R & L IIREHEEXIFEG~T a4 ZMPSTE24 &
GFOEROWFNNCEE LT oy PR DT aYen g R« 53 ) 8F— LG T30
(\ZHEE W ST A% 12 9 HiLL EOBE OIERZ IS & LT D,

4.2 it - A&

TuYzuA NEBRREORE, AL ENRBARTEREHERRE O BH OTGFRIZ R L 7 RN 6 2 B
BT RETH D,

JiiEs

it

T RCOBSIEICBN T, HESEBAMAHEIX, 115mgm?% 1 H 2 [0 TH 5, DuBois DA EGEKAER T
EHISNTEHY, FBEROERABHOFFEIHEHNTRETHD, 1| HOBREEEITT T, 25 mg Hi7
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THIY BT U0 T, 200 LD IITITE LW ERICHET S (F12R), #5139 12 HER
DOWMEZE 2T <iro FE4),

#1: AREHEE2EC 1S mgm? 2RET 5 L 2 OHBHBHABLRVEER YV a—

HhEEREm) | 1 ARAE 5 HR%BTRE D T Y REEE I TV
mg EALTEI Y
LiF g0 n}7yi= | aFr7y) | vFuvri= | vz
) 7 50 mg =7 75 mg 7 50 mg 775 mg
0.30-0.38 75 1* 1*
0.39-0.48 100 1 1
0.49-0.59 125 1 1
0.6 —-0.7 150 1 1
0.71 -0.81 175 2 1
0.82-0.92 200 2 2
0.93 -1 225 1 1 2

HMAFEFEDS 0.30 m2~0.38 m> DEF 21T,
LTI 6720, ZOREMD &

AL, 1R 2EARAT 2 (6.6 HZH),

HEFFI

T5mg BTV ONENEAL VY 2—R 10mL LIRA
5mL) [ Zut77L=7375mg /4T 5, ZOHES

GG E 115 mgm?> % 1 H 2 G L, 4 » ARBITHERFHE 150 mgm? % 1 H 2 Bl (FREZELK YR
%) B ETHET S, 1| HORELGEIZT T, 25mg B TYIY EIF I ET, 2 20%E LW
FZFEELVHEICSET S E25H),

#2 . AREEEZEIZ 150 mg/m? 25325 L EOHRBBHEROBRER T Va—

HREHEmM) | 1 BRHAE (5 o T S A % A B% TG H T2V
mg BEALTE) Y
EF/ 008 [(gro7nr=T vurorznr [ uFogr7r=s | v Fo7r70=
) 7 50 mg =7 75 mg 7 50 mg 7 75 mg
0.30-0.37 100 1 1
0.38-0.45 125 1 1
0.46 —0.54 150 1 1
0.55-0.62 175 2 1
0.63-0.7 200 2 2
0.71-0.79 225 1 1 2
0.8-0.87 250 1 1 1 1
0.88-0.95 275 2 1 1
096 -1 300 2 2

AR L7y 7285801, WEIRA T ERF O 8 BiERTE Tlo, TE AR ABFL & HICRHAT
%o WA T ERE S 8 RER AT O%E 13, BRASIN IR T, RICTE SN & 5 Tk
5L AUEFHBET S,

RZEHIFED3 0.30 m*> ~0.38 m> THE#E/H 75 115 mg/m® DEF
BFILLHL1E75mg (375mg. 1 H2[E) OREEZZTLHMNERHD, v 77 /=775mg H 7k

NOWNKEMZ A LYY 2—A210mLIZEE) T, 10mLIBGKO-BOHZEET 5 (6.6 HEM),
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A K IF I NZ D703 5 FFReHI MR O X 1% TR B 58512555 2 dhfT

HEZ 150mg/m?, 1 H2EFE THEEL TRBY | EELXO/ I TROZE Y — FZ&# 0 K L TRk X
IR ERDICE ST RE (44 THSM) 13, BAGHED 115 mg/m?, 1 H2FEIETHETE S, 1 HO
BeH BT T, 25mg BALTHIY B U0 #C, 2 20% LW UTIFIFEE LWREEICHET S
(£ 128,

A R IF I 1Z D70 03 B Mgt K O X 13 T HID TEG X 147655

HlHFE R O AT IEE IR LA EM KO UL FHO TR EBET 52 LN TE 5 (44HS
),
HIEBEED CYP3A M ZFEFED FH DR B B 12575 A (4.5 HEHE)

BEORT T N=T7D1 AOFRGELZ 0%HEL, BELZ1HOKREELZ 2% 0T 5, H#&kEGE
%, 25mg BAZTYIY B /B0 ECT 5, 5 GEIE, 25mg 2 1 H 2[A], 50mg & 1 H 2 [FIX|i% 75
mg%1H2EONTNNTHD, 1 HOBEEGEZ50mg (25mg 2 1 H 2[8]) ([Z&E LZEFICIE, E
LWERERIZT D0, vt 77 =750mg h 7 ELONEHE AL VY 2—Z 10mL ZiREA
T2, 10mLIESROFE mL) OAZERT L (6.6 HSH), HEED CYP3ABHLEHRZ O L.
FRRHED 50%D e+ 7 7 V=7 TIRFEEZ 2T T D EFITIE, QTecE=X U v 7/ nffERans, &
Fix, HEEDO CYPIA HEIROF NG 14 BRI, RREMICESHEDOR 7 7 =7 D5
ZHHATOLERD D,

G0 CYP3A JHZFEZ D LTI Y, FERI 2B U TS EEIZN T2 HEHRET (4.5 HEMR)

BEOF 7y =701 HOREEL 50%HEL, BEL- 1 BoR5EL 25575, 4&KE&
%, 25mg AL CTYIY BF /U0 CT 5, #E5EIE, 25mg & 1 H 2[E], 50mg & 1 H 2 [F1 X% 75
mg% 1H2EOWNTFNNTHD, 1 HOELGEE50mg (25mg 2 1 H 2 [\) (CEE LZEBEICE, E
LWEHRIZT DD, vt 77 0=750mg 1 7ELVONEMEA LDV 2—A10mL ZiRE
T2, 10mLIBEKROF¥&E (5mL) OAZEIRT S (6.6 HEM), 530 CYP3A FREMZHFH L Tk

0. FR RO T DI TR ED 50% D 7 7 V=T CIHREEZIT TS BREICIE, QTet=
2V PHERIND, BT BHEOTERRER T CYP3A [HERO F11E/ G 14 AR, K
KIS HEOR T 7 7 V=T OR5 % HET 2 ULERH 5,

CYP3A44 (23517 SBEHIDMERE T £ 2T 5 7 S B2 125195 JH e

BEORT 77y V=T D1 HOFKSEE S50%HEL, WE L1 BOREEE 25075, F&k5E
1L, 25mg BALCEI0 B 910 T 5, ML - &I, 26mg & 1 H 2\, 50mg %= 1 H 2 [ )%
75mg & 1 H2EOWTNNTHD, 1 HOFK G A 50mg (25mg 2 1 H 2 [A]) (2 L7z B3 121,
ELWERGEIZTH7DII, v 77 0=750mg 7 ELVONEYEAL VY 2—A210mL ZiE
B9 %5, 10mLIEGHEO-5 (GmL) OALZEIRT 5 (6.6 HBM), QTcE=% VU /RIS,

NFLHGHLGE D Jo DI 3 570" F A DIEFE 115 5 8 b 35 BT 5 S a7
AT LAOHHEEIIEARTHD UI3HEL A5 HESBMR), ABHILEDT-DIZI XY T AOIERA
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BHGEMLEETLHEE T, IF4Y T 2EB50 4 BREOEE#% 2 BAfliZe > 7 7 v =7 % Hik+
50

B R OB & DI DI L (EH

TL—TFTN—Y 75 _Y— Fruaike U TFLrry QIR A424) (Frerdv—<1L
— N%) Z2E50RML IV 2 — AL ORITET S GSHSM), v 77 v =T0%2 N b0RMX
IR 2 SR UIEE & BT 5 &, v 7 7 L= 7B U 72 BIVE R 2SB89 % mTREMEAS
Hb,

KRl e 4E

HFHEREN &5 9 5 %

R TS B O RFHSREREE (224 Child-Pugh 3 C2 7 A AXIEB) AT HBETIX, A&
PFEIIRECTH D, vt 7 7 V=T I XEHEOIFHAERE (Child-Pugh 533H T2 72 C) #HT HHBHFIC
IS THDH (43H, 44 HKEDN5.2 HEH),

Bl & o 9 387

)7 7 V=TI OWTBEERERERT 2R E LERBRIIERS A TWRy, 7 F 77 =7 K
R HM2L IZRFICBR - & Lot S e 2o, BiRERR A 0BT 2 HERE I AZE T
H5H (A4HKB2 HEM),

PIEEE]

MEZ, A BER 12 » ALl Eo/NE SRR TH 5,

B 12w AREO/NRIZEB T e 7 7 V=T OZAMER OEIMEITML S TW e, 7 —X 135
LTy BLEBHR),

&5 51

nF 7y V=TI AATH D, BTV EEDE ERAAT, BT BRI TIEWNT 20, &
HErRFEE LHIERT S,

BTN EZDEERAPIAL T ENTERWVWEFIZONWTE, DTBVONEMEA L YV a—A
EIRAT D HEE 6.6 HITTRT,

4.3 £

b AT

EEMER LIXT7 7 ARV N T AT 2T =87 T AOMOWE, X% 6.1 I RTIRMAIOWS
AT 2 I EUE,

587772 CYP3A BHESK L O (45 HEH),

RE T A, T INANRREF L g NRRAEF U U NAL T 7Y EIZ CYP3AS 12 X - TG
SNDLHEAOOHE (425, 44T K45 HS),

HEONFHRERETE (Child-Pugh 773 CT2 7 A C) #H T 5% (B52HEHSR),
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4.4 KER) 785 R OME A EoEE

2 - BHAAEE O 4 i

ZWith, BEHIZrF 7 7 V=TI DR ERIET RETh D, MKRT —Z 1T, 10 Ll L TIERE A
WMLl For V- XFANT74— R Fadc ) TiEFERE (HGPS) OEFICEWTTFHlahse >
7 V=T IRBOEFRIIRIE, ZE 0 BV TRME L7 BH L L TRV LA RS TW D
(5.LHEZM),

El A TR T2 07 7 V=T IRFEOBRMIL. RREE O Hor A IZRIER (Er, Bt T
E) LONRTUAERMDMERD D,

TH bR R EIE & O AR

BB (B~ 730 sifdfE, K00 v AMAE, K7 hY o AME) A#GshiTtnd 4.8 HS
FR) . LSRR OBIWER O EIERE %2, FRIREBLAN D 4 » AMIERMEICE=4 V7T RETH D,
THALARR ORWERANREL L7 35E812i3, BEOKE, tr ) —HEEKMRREOEHNE=4Y
VUBREEL 2D, —EORERITTIE, R TR XY MIRERD AL D ATREER S Y | DY
AT ETEEE IR OGS L 0 IBRT D MERD D,

THIZREBL CTIEEROn T I F2HE SR TS BEIX. 03T 3 NIREOBNNICBIE % BIfE
FliZoWCTE=X I 7 %479 A5 THSMH),

HERHOE O DIZI X Y T LAOEROB S LB LT 5B

BF 7y N=TEIXY T AOMIE. BEOEE K ORERIEH O U 27 BEL R 51D ERTH D
(43THFE A5 THBI), SFHIEDOFEED —BRE LTI XY T LENEETHBE T, RO

AT LEDO 14 BRING 2 A% ET, e 77 V=T OFGEE2FIETRETH D,

HTRERE L &

TARGEUET I ) NIV AT 27 —BXIEIT7=7 3/ b7 A7 27 —87 EOREESE LA
DHEISNTND A8HSM), TS OMEL OEREZ, —B L TiHMid 203 H 5, T
REZAE 1Al SUATHERERR T DFT 7 2 il OfE R O FE B U < IZBALERICE T 5,

Bt

nF 77 A=T7F Ty MZBEWT, BRIEEREE L IRBAEEOZ L Z MO Batta b Foi&E
CNFEFRFEOMATFIREFTHEEZ Lz B3HSH), BB ToOMELROERE, —H L T
M2 0ERH D, BHEEAE 1A, SUXBHEREFRE IR 558 7o A PRtk O FBUREAS L <1
BALREICE T 5,

A 7

277 =T70F, PZB T MHE S FRREOMEPIRE SR T, SRR ORISR T DK
Tapl&EEZ Lz GI3ESM), REMRHEZ4E LA, BXOVEEPICH e flRmEENEE L &
T ZEMT 5,

FR A R ONRJE O CYP3A #5383 FH
FRAS RS R ONRJE O CYP3A BB AT A L uF 7 7 L =T OEZMENMET T 5 AJREMED 8 5 D T,
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DERITEET 5= TH D (A5HSM),

AR D CYP3A BLER O GEH
07y =7 L REED CYP3A BLEROGEHILRET 2 R&ETH D, R HIHHATHEAIE. o
FT7 I N=TOfELY S0%HEL, QTc E=4 U U 7R RIS G22HEKN45THSR),

59\ CYP3A 3RO FH
59N CYP3A FEH L (T2 L a7 7 L =T OFGMENME T4 2 /[(EVEN & D 72Dl 5 & TH
Lo RUEETHERTARASIE. e F 77 L =7 OREREIIAETCHS (45 HBR),

CYP3A4 |[ZEB W CTHEAI OBERERE 2 2 9 2 iR
CYP3A4 |2 B W CHSBERE E LTI N 5 5 = L Wb o TV A HEERE L. FE RO 50% CIaE 4+ Blts3
5, QTCE=Z UV I NRNLETHD A2HEKLNA5HEBR),

ZOMDOTF a0y = v A PIERERE

LMNA X% ZMPSTE24 LIS DB InFDERICERNT 57 mn Y= m A FEGRRE, KOT7r Y=l RS
VRVBEOEBEBEELRNT I ) ARNTF—DIRREIZ, v 7y V=T IFANTIERNWEE I NS,
;7 =T E, U VPR ERE, TV — AEERE, v ALY R o MO Y UREGERE, a7 A VIE
R, ABMERLEE, B R ZHEBERE REEL OB EIREESTVE S Wolo T r Y e m
A FIEGEREOIRRIZITAN TRV EEZ biLD,

BEFN OAEH %43 2 B InAl
Zokinvy O F MU v AEHEIZHESHTZY Lmmol (23mg) KT, TROLIFEMIZ [ MY U A
Al Tho,

4.5 DR & O AELER K OO RE DM AEH

J ) 72 CYP3A [H 3K

TR 7R AR \ZHB W T, v 7 7 V=T %50 J)72 CYPIAHLEK D7 haf Yy — L T 5 &
rha =)L (200mg & 5 E#S) 1Zn 7 7r=7 (50mg A& E) O Crx % 270%, AUC %
A25%HE N ST, Tk -, BWERREOY A7 REEL NS5, LNn-T, vt 7y
N=T L )i72 CYP3A BEHEKOHIZEE =R TH D 43 THSM),

FAEEE D CYP3A PHEESE
A D CYP3A PHERK & OF EAERREIIE ST\, vt 7 7 =7 L 20 CYP3A [
EMOOEHITRET A RETHD B2HEKL VN LA4TESR),

FFE D HMG-CoA 5 Jrfi 3 P F 5K

A AERFRBRIEFEM S TV, HMG-CoA BT RILEK TH LT M ARRZF o a2 ZF
KOY o S22 F AT, Wb CYPSA TR 2 EKF LTV D, v 7 7 /L="713587772 in vivo
CYP3A K PRI ERTH Y . 7 MR AZF o uRREZF U T R A ZF 2 LT 5
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L INODAZTF U OMEPREZEMISELEEZOND, £ ORMR, MUHRIPEZ 5T I 4
NF=DVZAINERT D, LicidoT, B 77 V=T LT MARRZF o a N AL F ROV
YRAZF U EOMIIERTH L A3THSM),

NEAEN

RN E ICa T 7 7 V=T B I XY T AEFARICERET L, uth Ty =T ORERS
(100mg Z 1 H 2[\l, #ifHe5 HRE) X, I¥Y 724 3mg ZHEREOHEG) D Cnx % 180%, AUC %

6390 M S W7, ZOFAEEMT LY . MEDEHI LORERIMEH DY 273 EA$5, Lo

T, B T77 0= XY T LOMITEESTHD (423, A3HK 44 HSR),

58 7) 72 CYP3A #hiE 3R

TR R AMERE BT, V77 600mg & 1 H 1[E8 HMHES Li-%ilcut 7 7/L=750
mg ZHEREOEE (U R Ee/r 100 mg HERRO&RG- L0MH) 77568, V77 v ErOAOYE L
B LT, B 7 7/L=7 D Crax 1% 92%7870 L. AUC I 98%i/) L7=, 587172 CYP3A FHiE IR & Of ] L
THEIIn T 7y V=T WA THD Z L 2R T AT — 2 IIHE LN TR, LEER->T, B
7y =7 Ll J)7e CYPIA FHFEILOFHITEES HR&ETH Y, REEREZRITRETHD (441
ZH),

HAEE O CYP3A #5iE K

HEERED CYP3A F5E3E & O AAERBREBRITEM S LT, HEED CYPIA FHEE L H L7em
F7 N =T OEIEERTENET —ZIIHF LN TR, LERS T, v 7 7= L
® CYP3A FFEFHDOHHNTET 5 & TH Y, URRIFRELRT & TH D (44HSH),

59\ CYP3A 7%

55\ CYP3A #5838 & AR AAEHRBRIZFEM STV, 550 CYP3AFER L L Chbn )7 7
NETPENTHDZ EanmTHAIET — 23 BGE5N TRy, LERST, ufF 77 =75
CYP3A FFEIEOPFITRET 5 & TH Y, REREZHRTNETH D G2HLV44HSR), 55
VY CYP3A FHEIE L O HNRRT 2GR WAL, v 7 7 V=T OBEOHEEHMFTT 5, BEDHE
B 150 mg/m2, 1 H 2 A HGICEREHBSN TORWEAIE, PESNTWAHEED X A IV 7 &
2,

277 N=T ORBUTEEE RIFTRIHBEORFEDY 2 —A

TVU—TTN—> 7T XY— HFradte I 74 LrrY BIFREA2A) (FLrrv~v—~L
— RE) 3. CYP3A R4 ET S, nf 77 =7FE5H T, —NL5OEMEELEL LY 2—A
OERULEET 5 Z & (42 THEBR),

53\ CYP3A PR3

55\ CYP3A BHAESR & oA AAEHRBRIZFEM STy, HEREOLETRNWEEZSNDM8, 59
VN CYP3A FHESROOFHIC X 0 Rt 22 BN eh 5 S 8lE, v 7 7 v =7 O &0 50% &,

FOQTcE=4# VU RHlEsns (42 HKU6.6 HEBH),
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BT R

TR AR F ICn T 7 7 V=T a XTI REFARICREGT L L, uth 7y =T ORERYS
(100mg # 1 H 2[0l, #ife 5 HE) 1Eu~X7 I K (2mg % B #5) @ Crax & 214%, AUC %
209% IS 72, vXTI ROMERIF LA Img @1 I bnyy B4ESH), aXT7I RE21H
1mg B2 THREGT L6, TRORFEICKLERERZHLWRD G, HEERAIHET 5,

CYP2C19 J&E

TR AR (2 e )7 7 V=T % CYP2C19 WEH DA AT Z > — )V L FAIRRCE G T 5 &, vt 7y
N=T ORERE (75mg & 1 H 2[[, #kE5 Al (34 A 77— (40mg ZHEREAO#&KE) O
Crmax & 28%., AUC % 60%H I W72, CYP2C19 E DEHK ML ZFHEH L TWDHEEIT, ZOWRMIZEZ
DEFDLEWERIZOWTE=X U 7 L, LEIZS U CHEEZRET 5,

MATE1 }% () MATE2-K

Invitro 7 — X285 &, v 7 7 V=T IIRICER O & 5 iR KEH R E T MATEL/MATE2-K @
FHEHKTH D | BIRIICEWRO S M AEEMEZ S & TR’ d 5, Bk A CHANICEZEO
% MATELMATE2-K DFE L L THREINTNDDIE, A MHRALI VDA THD, A hALIven
F 7N =T OIS D LERD D, A PRI URKERESIT. Effilin ST r=T L0
FHERCOWTHEEAERICE=Z ) T H0ERH 5,

P-piE & X7 B DRE

R AR (C T 7 V=T % PREX VR ERED T =% Y 7 =)V v LRI ST S
L. T 7y =TORERS (100mg 2 1 H 2\, #@iES5 HE) X, 7=F%F Y7 =5 (180 mg
ZHEEOBE) D Crax & 21%, AUC % 24%380IN S W72, H/NROREZE(L CEE T EMEE T
FMENTEBT L RN D 2 5E. v F 77T B PREL N EOREE (YVaxy . XA b
7 V%) CARFCERGTHERIC, AR SNIIRMCEICE> CRE-AZE=4 U 7 L, P& N7
BEREOREEWET D,

OCT1 D AE
Invitro Bk 5, v 7 7 V=T I3ERICEKRO H 5 2HRETOCTLERTH S Z LR E
TWb, oL, BRMERIZEELCIIAATH D,

e mplid R
INETICR T 7 7 =7 LR OBHEEEO O H O BEAER 250 L 7238k 1372, AR ATRE 72 otk
1%, Zokinvy O# G R O 515072 < &b L RBIIA R BHEE A L i 57220 (4.6

Za

NV SFil

FEAEFHFRERIZRA D B 2 R FE STV D,

102



4.6 ZhREE. AR L OMREL

SEHR FTRE 722 20t 5 1 R O ME D SBEAT:

WEURATRE 72 ol Zokinvy DG H R DR G% D 72 < &b VIBRNIA RN 2tk 2 L i
2B, AdEREE AT 5 LM S— M —Z R0 B MEIE, Zokinvy OF G K Ok 57 50 70 <
&b 3w AL, ARalTEZ M L2 udZe e,

AT aA RBRAEIKICKT 5 Zokinvy OREITRFI ST, BHEICEHERAT e A RE2EHT5
BAIE, NY TIEZBMN LR T UL S0,

AR

Hhi~ona+ 7 7 L= OMERICET 52T =2 I, BN TW5b, @iad Auni-ikir i, 4
HEME R G TW5 (5B.3THSM), IR R OSMETE 2 L TR WEEE AT RE 2 ctklcid, m
FT7 =T OFGIFHELE S L7,

B3

nF 7 7= 0t FOHITFITHRE SN D02 E D IEIATH S, BT, Hit~orF 7
7N=T ORI RIS TV D GEMIX 53 HEM) , HAR FIRITKT 5 U A7 ITEETE R0,
HIEA~DORH L LE~DIBREDOENZENOREEEBE L5 2T, BALEFILT 20T F 77
=T OG- Z W LT DA I LR T UL 7R,

b FOZIRREICHT DR 7 7y V=T OB T 57 — X de, BB T, n T =T
12 X0 HER OMED AFEE OB ORI F8 bz (5.3THSM), nt 77 =70t hDOZIREE
ICRIETETERE R L, BN TR Th 5,

4.7 R K O O FHRE 1123 2 2

1) 7 b= T3, EERE )OO RIS O TR EE RET, v T s =T OFERZIC
WIIWELDHZ LD (ABHBM),

4.8 EIEH

BT a7 7 A4 VOB

O EMEICALNDENERIZ, lEE (86%)., Tl (718%), 7ANTIXFUET I /) TV AT =T —
PHMN (64%), 7F =0T I T A7 =5 —EHM (50%)., BAEE (41%). Ll (38%). I8
i (35%) . JEF7 (29%) . KEWD (27%). R (18%) KO EXGEEY: (11%) ThHho, 1ZLAED
BIVERIZIAIREAMA% 4 ERILIPNICHEL L, L TN E S 2B I N THEEICHE D LT,
KOEERBWERIX. 779=073 ) b7V A7 27 —BHIN 3.6%), 7T ANRTX T I/ b7
27 =T —EHI (3.6%). MMM (3.2%). HE (1.6%) KOWK (1.6%) Tho.

BIEA &R
A BR CREL U -RIER 2 38 B DR R OFEARGERNC 2 3 1R d, BEHEE I T L ) IcesE
T % FEWICEMEE (110 LA E) . @HEE (/100 PLE~1/10 AKm) . {RAEEE (1/1,000 LA _E~1/100 &
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i) . FAu (1/10,000 LA _E~1/1,000 &) . FEFICE (1/10,000 Kii) . SUIARH (AFA[ERT —#

MBHEETE 2V, BEBEZ 70— L, SBEIRGE Z & IZHEBUEE O\ OJIEL

7~

& 3: BIfEA

-
—

AITER 2R L

SERIRTE

HE B

|

20 | 3%
| 7
oz | It
|

e

SRS E

BR

B
A7
e

TEL 55 ) PR 055
Jifi &

Rl sl

MiRFs LY R EE

~NEZ TR

A i BRE s

(PSRN S i Co

FBRIR
R

Jii A
N/ SV AVIN | Kiid
(27BN Ik
K7 V7 2 U fE
K7~V U AISE

EPRSEVA)

I K. 1.
SRR
FFEIMED

RSN EIPSEO) 3]

T

P

S I

WEE 11 RN SRR
P

Mgk -
A
GATTIN
R
fi ik

B3
NP
(ER I NI=

HR

T EBIHALE i

i

JIT HELE S 7R A

%

E

TARTGRET I T
A7 =7 —BHIN
TI=VT )R TUAT
Z —P N

1, B R P

7 v 7=
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B2F§ 3 & OB T Lk bR %
Z O PEIE
PG LI
B 35 1 7R
B S s K OV AL 758 ¥4 TR
& GE:ig
VU f e
—f - EFEELIORES | RS FER
GLVARR/N = JiapEd
LRESS
EE . Park JOEE B CEZR S
IiE

@ RN R O EEER S 5,

FrE OENWER O

THE#F DEITEH

RIS S - RIER I LA R EIER (&-[85.7%]. T#i[77.8%], HE.1:[38.1%]) TH -7,
TR R L 72RO D EBE D 2 B, 2961 (53.7%) (27 L— R 1OWEE: (rAZnEEE L
WA L EFR) MRS, 25 (46.3%) (27 L— K 2 OUEM: (4 TOBIRNMEIK, EF8m AN
VL EFR) DNRO LN, BRICEE L ZELPRELZBEED S B, 234 (95.8%) (27 L— K1
DEL (BEIEBEOE A LD WERBEIR & ER) BBHE L, 16 (4.2%) 17— R20HEL (BHE
IRREWD . BIKUIRBARR Z DRV RO & EFR) 5B L7z, ProLonl TiX, TAMHH
WG 4 5 A 19 61 (67.9%) 23EH-A, 10 ] (35.7%) NHELZFB L, 1BFK TREETIC, 4
Bl (14.3%) OBREDHIHEESCHE KD ELE L Lz (A4THSBR), 461082 LN, F2
IR L XFIEN-Th > 72,

TG BEE U7 TRIZ 3B L7 B O R (59 94%) 13RI EEO THRICTH-72, 38 fi
(77.6%) N7 L—F1 (RN—2T7 A LI LT1HBHZY 4 FREBEOYER OB & EF) . 8 f
(16.3%) N7 L—K2 (R—=RTA L LWL TLHBY 4~6 BIOPHELOEMAH 5, FEMH
HATREMEDOHIIR & ) OIRRICEE L FRZ®E Lz, 361 (6.1%) N7 L—R3 (R—RFA
EW LI 1 BHH0 7RI EOPHEROHM, ABERNSE RX—AF A Ll LT ALk
MEOEEHM, HEAEOELT 7 TIEHORIR & EF) O FHiZ#HE L7z, ProLonl TiX, 1A
BRI E 4 5 A 23 6 (82.1%) 728 FHIZRIL LT, 1R TRFE TIZ 341 (10.7%) T FHIDFED 5
iz, 126 (42.9%) 7’5 I RO 25T,

BIEE
ERERY (B~73xy v AME, K0 ) v amiE, £ 80U v AiE) 246 (6.3%) (2R 5

oo B~ R AMEEFRBLIZ 26095, 26 (100%) X7 L— R 1DOFE~ 7 37 AME
(GEYEME BR[ULNT#8~3.0 mg/dL, ULN #~123mmol/L & &) ThoT-, KA U 7 AIMIE A3
Liz2Blo5 6, 16 (50%) (27 L— R1OEH Y » AMmfE GEREME TERILLN] A ~3.0 mmol/L &
EFR) DO b, 161 (50%) 127 L— R3DOEA Y U AMSE (3.0mmol/L A ~2.5 mmol/L & &
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F, ABEDHEIG) ARO LN, KT MY U AMAEEREBL Lz 10> 5, 14] (100%) [/ L—K1
OARF B U T AiffiE (LLN AJi#~130 mmol/L) 2358 Hav7z, WKL 3 # (4.8%) ITRBD LT, ik
KEFBLEZ3FED) B, 161 (333%) (27— R 1OBK (WELE SHDREOMIEOHMN, KD
MR, FRIET ORI L ER) RO LI, 26 (66.7%) (27 L— K2 OBk (FRIRPATIR D MLEE &
EF) DO BT,

FINTR T G

ProLonl ®EF 14 5] (BE D 50.0%) T7 7=27 I/ F 7 A7 =7 —BOENBRRDO N, T
T=VT R NTURT 2T —BHIINARD LN HERE DS B, 1141 (78.6%) (27 L— K 1 O
(R=2F A UNEFEOHAIL, ULN XV & TULN O 30 £ T, R—=2 7 A U BNEFEOHAIL,
N—=2F 4D 15~30fFLER) BROHIL, 1] (71%) IZ7L— 2 DM (X—RF A U NIE
HOLEEIL, ULIN D 305 LV ®ETS0GET, X=X 7 A U PERE THIUIN—RT A ED 3.0
FRVEETS0EETLER) BROBIL, 261 (143%) ([Z7L— R3O (R—=XF 1 ik
HOLEIL, ULIN D505 XLV EET20.0%E T, X—=AT7 A4 UBRRFEOLGAEIT, X—AT7 A D50
LV EET0M/BETEER) Vb,

ProLonl ®EFE 18 il (64.3%) TT ANRTXUBT I /) NI U AT7 =7 —EOMINRO bz, 20
2B 174 (94.4%) (27 L— R 1O (R—2 T A AMEDIER OSEIE, ULN LY &fE T ULN ©
30f3F T, N—RFA UNBEFEOBEIT, XN—Z2TF 14D 15~30FLER) NEOLN, 14
(5.6%) (27 L— K3 DM (R—RA T A AENEF OBE1E, ULN @ 5.0 fi5 X 0 EE T 20.0 5%
T, N=ATA VPREOLET, X=ATA MED S0 LV RET 200 FETLER) Pl b
niz,

b 5 RWEH O

IR OERBBICEDNIRER 2HETH 2 EREETHD, JUTED, ERHOSNERT v b
S U RIING U ADRGI T =2 ) IR REE 72 D, EIFREREEIL, Bbid H 5 HEITEH
. TR VICRE I TOW D EOWREREZ N L THET DL L I9RKROBND,

49 BERS

SRR ER G OLAT. BRI KLETHIUL., BRE R % [R5 720 O/ A 2 VYA
VORERE=Z ) T EOXFIREREITORE ThH D, BERGEiET57-00on )77
V=T DAL,

5 FEESERYERME
5.1 JEJ1FRIRENE

WL v —7 1 T OO R OREHARA e OFLE K OREHRA] ATC =2— k!
A16AX20

TRy

aF 77 =T1E, T AR IR, FRC X o THBOBREICB T AR Ty v
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BOTay=l) ARy R EOEBERY SELRBEMIETH D, TORE, Miaoeett s E
HIMSREDSHER SN D, RIVEDEERNOHIIICKIT 57 ny= ) e 7my= ) VRS DT BHDOE
IR, RIE &bzl &R 29,

B R A 2 B V22 At

nF 7 7 =T OEERIAG R V2P, 2 SO 1 FEERSR (ProLonl 348k & OF ProLon2 #&BR) T
Al STV D, WEBRIE, Bfiiax. HEER. BT, BERERIICHERS S 7z HGPS X3~
R T AREOT R zm A R T I NRNTF—BEERNRIC, v F T 7 =T ORI X0
EMEEFHE L7z, 2D OREBRE OFAFRIT IS AGE TRT 21TV, » 7 7 v=T7 25 &z
HGPS i & v 7 7 V=7 K 5.0 HGPS BH O AT O 7 % 34fi L7z, ProLonl X% ProLon2 @
WO B F 7 7L =7 EERERIFICIE SN T 1L 2 KON 3 AERFIC AT 2 2 0E L. 2021 48 A
1 HRER ORI etk OBHFHE & LN D) 2 AV,

ProLonl (214 28 Bl BE 3G E a7 (B HGPS f 26 7, FE B HGPS J&E 14, Y mv=
VKRS N EDEREENE D T n G LMNA BIn A AT 57V znA R 7 F—0DR
F 16, BEIT24~30 5 AlchbloTuF 77 =T O 54%5%1F7-, BFlInr 77 1=7 115
mg/m? % 1 H 2 Bl CIeR L2 Blan L7, 4 » HRIOWRHE%L, ABMENFRO bV B 13X 150 mg/m? 2 1 H
2 ENCHENMHE STz, TREEZ T2 2810 5 6, HGPS M4 27 5 (Zztk 16 5, Hi: 11 41)) %4
fraHl x5 & Uiz, 27 BlOIGHRBRMGRF O Fln B 7.5 5% (JEPH : 3~16 %) Th o7z, #ERBIIA
e, 2 TOBEMN 18 ok Th - 7=,

ProLon2 |21 35 B3 &gk S 7z (LAY HGPS 5 34 5, JE g HGPS [ 1 471), 13 12~36
» ARICOleoCu 77y V=T 05 %% 5=, a7 7/1=7150mgim? % 1 H 2 [BIOIREE 2T
7o R %E 32T T2 35 BB N AR ORT R & 7o o 7o, TRIRBILARE O 51X 6.0 % (FEPH : 2~
175%) CTholz, BB, 2 TOREN 18K TH -7,

ProLonl & ProLon2 @ 63 %l 5 &, 15l (24%) Mo O &R 2 LEE Lz, 161 (2%) &
Hadub L, 1161 (17%) 2#&G529krL. 341 (5%) 23EE L7z, 10 # (63 f5il7 10 #i, 16%) T
X, BSNHREIEL, v 7 7 L =T OO — R EIER TH 2 ML E R E & BE L iz,
%A E SEAEFRMATIX, vF 7 7 V=T BMERIEZ 5 1) 72 HGPS B35 62 5l (ProLonl 3Bk DARIE
AR 27 1]} OY ProLon2 FRBR O ARV 35 #) ORETHRT—X L JIORAREaR— DO~ F
SHTZRIBFEBREOT — X |[ZHESW T Tz,

07 7 V=TI X DR & T T2 HGPS B3 O -7, BEFHE ORI D 3 4/ 0.44~
047 FFIEE L7 (FNEIIEEBEEOERIC OV T L e o A LT L7=58). LavL,
BONTET = NARHETH LD, Tt 24 » A LEL b Rednd 5,

KB OBHFHAR S (202148 A 1 H) T, vr 7 7 L=71C X 51h¥E %%\ 7= HGPS B3 O L)%
M AIFIER LT, 7— Y FOFRPBRON TSI LA2ZETDH L, ZHUT 26 FLE<
RLAREMED D D, BB OIBMFAAMIB O RIL, #ERE N BINO BIEMICERR) BFEE= T
b, EHEICHRTRETH D,

HEAFFRAT DEFI B R 4 TR T,
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R~y FUYy  RAT3— K TaV=) TREHEEOEFRTOEN (7 )77 V=78
Bag— b LAEERED R — )

RMST DEFZE* (95% CI) NHPF— REE* (95% CI)
3 B 0.466 (0.204, 0.728) P1+P2 0.28 (0.107, 0.756) P1+P2
0.414 (0.042, 0.785) P1 0.15 (0.017, 1.263) P1
0.172 (-0.101, 0.445) P2 0.71 (0.199, 2.556) P2
% OB A 4.338 (2.551, 6.126) P1+P2 0.28 (0.154, 0.521) P1+P2
(2021 8 H 1 H)
2 BB A 0.237 (0.074, 0.401) P1+P2 0.29 (0.097, 0.838) P1+P2
1 BB A 0.094 (0.034, 0.154) P1+P2 0.20 (0.054, 0.732) P1+P2

CI={5#HX[#, P1=ProLonl, P2=ProLon2, RMST=5% N ¥ A7

ProLonl {Z 27 f31. ProLon2 |Z 35 fFlINE D HiLT-,

MEEM L, F O~ v F o 7KDL vt 77 V=T BEOKBHEICH LT, HUMHER] [FCKEET
BAEZ I~ FEETRIBROBE LRI LT, BRI D@ CThH T BEN LR E TR

HET, v 77 V=T R EBEEEGNICY v F ST, ~ v T ST ORBEEBE ORI

RO Z, 0 7 7 V=T REBEOFRICEE Lz, v~ v F ST ICEBW T, RIpEES

D7 Fu—T v TR e S 7 s =T REBELID bREPoTGAE. 207 ru—7 v 7 HHITe

FTIIN=TREREOT ru—7 v T ORI TH HYIo 72, RMST OENGFGHT K U~ — RE.D Cox
i~ — RIEDFIE, MR R OREEA BRI R -, InEB ek O Flina L& & LT,

AREIEST TFIS 2RI B W TERIN TS, ZHuE, ZORBRENTHDH-DIC, KE

AT 222 REREED ZENTE RN 2 L2 BT 5, BONERSTIX, HESLND

AREMED B DT RIEHAE L Ea— L, BEIZS L TARSMPC 2 EHdT 5,

5.2 HWBhRE 2RI FFIE

i

WA AT A F VT IFFHES A TR, B 7 7 b= 7 A TINS5, Bl
IR EERIERFHE] (tna) TRENEL 2~4 K] T o 7o, fEFHER A2 7 7L=7 (100mg % 1 H 2
[, 5 A ZMEHGT 5 &, i 4 e (2~5 REE OFIPH) CTHEE o B — 2 JRE 964 ng/mL
DR BT,

TR E 2 xR & LC, BALFOL 7 AR E L Crt 77 =7 75mg Z# HEEO&#EE Lz L &
DUgFEELY, ALy Va—R (WTEVORNEMEA L PV 2 —ADRAICET 2R3 6.6 HA
SO &) [RELTIEr T 77 V=T B TR VNEY 75 mg Z BERR OG- LTz & & OR@FE R Lt
L7, BT BEVONEMEA L PV a—ALRA LSS, BUH O 7EAHE LTS L
X LWL T, B )7 7 =T D Crax 13 9% L, AUC 1T 8% L7=,

B F Icr 7 7 =7 100mg # HEREOE T 5 L, Bl EoTr T 7 7 =7 ORI
T L. Mo bl L= BOMSIIRE O, T XA T8 U T 41F, Cmax & AUC IZEESWTENE
A8%E TT% Th 7o, BEERRANERE o T 77 V=T 2 RBE L EHICNERE T L. A4
TRATEV T4 ICHEREBTROONT, gRE ML NS < Ro7 () 16%) .

TREEMER 121 D BRIMREL L. AUCTau/AUCo12 28 4.46, Cmax 2% 3.36 EHEE S LD,

TEARPNZE BN, Cmax 1% 20.79%, AUCtau (X 21.13%CTH 0 . EIARMIZEEN L, Cmax 1% 36.92%, AUCrau
50.75% Cd 5,
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it

0.5~40.0pg/mL DIEEHFP T, 1F 7 7/L=7® invitro MHEF o7 BEHEE1L 9% ETHh -7, 1L
N AE X 0.992~1.56 TH - 7=,

77 L= T IR 7R B R A S, RERE R AR A xS L LT 7 7 L =7 75 mg
AEERE LRkl n )77 =7 75mg % 1 H 2[R 5 HEEG Lzl a2 tbigd 5 &, 5 HiElom
T N=T RKERGHZIIa T T 7 V=T O RN OSHEFED 60% (ZALEIL 242 L & 97.4L) A
THZEERLTWD,

3>

AR NS

07y V=T 3 E S LRI E NS, v F T s A=T0%, e T A Y o7 LiciEd
STRED 50~57%% L7z, % L35 2 SOREW O MR HEHREEIGRIL HM17 (15.1%) &
HM21 (13.9%) TH 5, L7=h-7T, MIEFHIEED 79~86% N FIL S Hu7z, — 22 AREHR IS 1R
b, BikFE, KOG 25070 ZA0MEETHoT, 1FEAEDORHIL, vl 77 L=TD
R P ERY D) T REBORBIEZ IR L Tu e,

HM21 |33 BEE A BT 2R Cch 5, v 77/ =7100mg % 1 H 2[5 HERE OG- T 5 &
HM21 (349 4 (FiPH : 3~6) KfE#&IC ' — 27 MAEH IR A 94.8 ng/mL (Zi# L, AUCrau I3 864 ng-h/mL T
o, P77 N=775mg % 1 H2E5 HEEA#KEGT S L. HM21 1389 3 (§EPH : 3~5) FFf#T%
2B — 7 mAEFR 82.1 ng/mL 1232 L, AUCqau I 767 ng-h/mL Th > 7z,

In vitro fU#EER 2> 5. CYP3A4 KON CYP3AS (X EICu T 7 7 L =7 OBLARHNICES L TBY, v
F7 7 v=7 X invivo TREZMED CYP3A4 FE TH 5 Z L IVRENT-,

JREOMEFRC, 21 FEHORBDFEDT b, FE Sz, FHED 5% E B 1 2RI LIS
TWRWREWIT Do 72,

LI TpE N
Invitro 7 — X |ZHSL ., v T s =T EPPEX LN EDOIETH Y . BCRP, OCT1, OATP1B1
KON OATP1B3 DO IEE Cld 2 WAl REMED VY,

ERS

MR E xR e Licn 7 7 V=T Z AL Lic & &0 YC RN, 3R OHRIEER ) & | 3K
HRDOBSHEEIZTEIE 2N U TRt S D Z E AL T e o 70, B 5 24 BRI £ TORETRED )
PREPEM R, T 61%, R T 1% AR CTh ot (AT ARBRTORBIEITH 62% Th -
7).

07 7 V= 7 IER R R B B A R T, R AR xR e L Cr T 7L =7 75mg
FHERE LB n 77 v=775mg & 1 H 2[R 5 AfES Li-idBre b+ s e, nthry
N=T% 5 AR EHRGRICe T 77 V=T Dr VT 7 AN 5% L (i 48.2 Lh Y
12.1L/h), tip 13 60%EEIN L7z (Zi 24 3.5 RE L TN 5.6 FFfH]) Z L Z/RL TV 5,

Rl 72 AR
HFHEEN 2
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nF 7y V=7 T RERE 2/ T 2 BE 2 x5 & Lo BT I S Cnpuy, B R O

DIFREREE 2 A9 o BrE et 7 7 Lb=750mg (U ~7 /L 100 mg O HEFE O #5 & OFEH)

FHERROLL Lol &, BRI (EFIFEE) kL CRIREDn 7 7 L= TIRFER G

DHNTZ, ZHDORERN S BESUIPEFEOERE A7 288 TIIHEMRE O LT R0

ZENTRREND 2B, HEOITEREREEL AT 2 EBEITX, THO U 271X RERE

EWVIH e FOMER TSNS, v T 77 V=T 13 Ths GATEKNA8HEHSR), v )
Ty =7 (ROBEE L HM2LY) TR CARICRE# S D, 20, FEEDK Fidn 77 v
=T ~OEFTOHENINC 27223 5 FIREME B (HM2L 1233 2 23 AH]) (44 HBH),

2

BF 7 7 =7 CTIIEMEEEREZ AR L LERBRIIER S L TRy B4THSBR), vt 77
=T ROHM2L (X, JRPICEREMICOAPRIE S D, LR - T, BiEEER e 7 7 =7 kN
HM21 ~DORRFEIC R L KT T L 1EE 2 bivley,

ek

SR I 7 7 L=7 100 mg Z el O G Lz & S OFEYEET — 213, vt 7 7 L =7
i (AUCoint) (ZBMEHERE &bl U Tl TRV L2 RIB LTS (44%m0),, PERIDS
Crnax (2 T T 2T AUCo.ins & FLER L T/INE o 72 (26%),

F i

SR I 7 7 L=7 100 mg Z el O h Lz & S oFEYEET — 213, vt 7 7 L=7
FE (AUCoinp) 1L 18~45 ik OFAFEYERE L 0 & iR Ty (65 ik L L O #BR#E T 59%E 1)
Zr %ﬂt\‘ LTV \éo Eﬁ%f)) Crax Glﬁﬂi‘f%ﬁ%@i AUCq.inf L Hﬁ@‘ L/T/J‘ é noTz (27%)0

5.3 MR L ENT — ¥

07 7 V=T IEENE Y hO QT T QTe MIfRIZH A AZ KIF =T, Lo LER (BECG) 1[4k
BOLNRNST, B F 77 V=T1%, B FTROOLNDIREE L FFOWHTERERET, 7> oL
B D QT MBI N O M CTHEL KIF LT,

P E AW RE 1 ERORBR CIX, BEMESE NOAEL) 1IN TX 2o 72, 7 v B RO L2
W23 AR O AERRER DG EERBRICBWL T, 7y b T30 mgkg/B LA, L TIE 10

mg/kg/ H UL EOABE TR FBENRO ONZN, Zbide NEE TRO LN DIREE LD HIKVIRE
BICHY Lz, BT E LT, 7y MRV TIREREIH . FEFEEE N o3 skEE, 7o b

TIHBIROZ (BRENE O b, fRALEOEESE) . YL CTIE TR OB R O (LR 5
Niz, HviEHWE 3 5 AREERERTlX. 60 mgke/ H &5 L7 D8OV I8\ T Ll iz
L DBMEGIHENRD Hiv, Ziuxte b (150 mgm?, 1 H2[) &REZSEORFERICMHY Lz, i
7= m BT, 40 mg/kg/ B UL L O 55 TR 208 0O BAIIREESE O IR R.2358 0 Hivlz, 3
# HHEIOBHRA TIX, 60 mg/kg/ H 51 TORFT RGO KIE /2 2472 £ 15 mg/kg/ AL LD E
FE TR OZALAFR Hiv, REHIOBE K OO EZ R L, v) 7 7 V=7 DiR%E
D NOAEL 1% 20 mg/kg/H & 2 B, Ziude b (150 mg/m?, 1 H 2[B) THED LN HMEFEE L [H
LOBRBEICHYT D,
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M7~ MzaF 77 v =7% 30 mgkg/ HUL EOHETHRE Lz & A, BERATROEREZIIEREN
WL, EERIEEDED L-, £7-. ZOME LV TREMW ORERD K ORI O E R 7338
w%ntol@%&omﬁwlﬂﬁéN@mL@mmy@ak%z%m HEEVRTE BT 150 mg/m? %
1 H2E#EEG Lot MIBIT2BEE LD bIEro T,

%7/k&0%w1$h“£ﬁ# 8 BTz, 90mgkg/ AL EE#G L-1ET » b CIIRHR &L O R
FREEOME, MRRIE. TR OZE K ORI OB AR Hiv, i LIckIEHETH
% 10 mg/kg/ A 2 F 5 L2 fED LTI R EEOREN RO bz, T D2+ % NOAEL X
IIRRE L2 S &I, 150mg/m2 % 1 H2 G L7zt F TROLNDBHER LV IR REEICH
B 2D,

0TS 7y =71k, HEEESTRO bRy I W T, BIRIERD H LHIRER TRAEM
Zor Uiz, et L7z A EO 10 mg/kg/ H THRIEO BB 2 F L OB RO AERNEEIN L
TEY, ZOHEF150mgm2 % 1 H2[E#HS5 L2t hCTROOLNDBEE LV LKWV IRERICH Y S
%, 40 mg/kg/ H UL EOEGRETREMW) mIENRO Hiv, 120 mg/kg/ H & 5-HETIERE, ROZEMA, KE
A E RGBSR O KOG RARE O 70 & OREM att k ORI R BN O bit, 2
LOMEITE FTROONIEIFHERL YV bEWVIRRERICHYT 5 (150mgm?> %2 1 H2EERELL &
DOt FTOBRBEDOZNZEIVE 2 ELN2515), 7 FEHWHAERI L OHAEZOFRAEICET 5
BicHW T, B 77 V=713 F1 KO R2 RICEWER & KIE S 2inoTz, AT DT v MR A
L2 A, vt 77 =7 1380 PICHEE S du, 12 FRf% O /g IR E L O3 1.5 Th
277,

WBAET D & MEZ AW IRISREFERBR L O b RIS Y > Bk A O 72 e R B akBR 7 & o
invitro RERDOFER NS, v 7 7 A= T ICBInEEOBREITERD DR o T2, Invivo = 7 A /MG
AERIZBWT, vt 7 7 =T ERER O~ 7 A 2B W TEREI 50 OV 60 mg/kg/H  (FERENEES)
ECHllEEEE RS RhoTz, LnL, ZROHDOHELVVVIZHEENEROH 5 HEL Y B,
07 7 V=T OB AFEMEIIRE S TR,

6. HAIIZEH I S
6.1. AMHYn—=E

N TN NEY

RE R

Ao~ —
JRANNAB—=RAF N 7 A
auA MREAKS YA

AT TV~ T X T A

N NI

¥7 5> (E171)

3 9 a AV

wagbek (E172)
ReEmbek (E172) (75mg 71 7LD 7r)
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e~"U U LiF (E322)

=R IV
=TI

BERfe#k (E172)
JavrrrYa—
TUE=T K

VN S RDRVN

6.2. BEEER

ML,

6.3. AxhEAR
34F

6.4. REICET IFHINTIE

TEDNRNy I —=VIRET 5D, BRE<Td, R vz Lonn D, AANTHRRIZ IR P8 St
L LR,

6.5. BHFOUERUVARY

HDPE /R bV, ¥ = A X —R OO TNV AoT2gHl, A v F 7 ar— L EkONRY e L
X v o SfPE, A AR = R EA30HAD,

6.6. BEERVZOMOEKWNZET H5HEEE
RAEH OB S SUTFETERRIT, 45 E OB Z U - TG %,

BTN ZDFEFRPIATZ LN TERVWEE
BTN EEDEERBIATZ ERTERWGE, BB VEBRT CH T BVONEW EF LTy
2—AELRAELTH LV,

FE1 : FEAETIMEX Dy FE2HNT, AL PV 2 —25mL T 10mL 23 &35, L0
Va—Z2F5mL T 10mL D EL L THREZIENTX S,

FE2 : FE1 TEHELEF LDV a—REFR 2 v FITELS,

FE3 : ALV a—ANRAST= N T D ETH vV RFT 5, B e rolimagifs s AEL
FECIEIXATES, 7B E2EHMRL - T XHET,
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FNE 4 BT BELVONEDEAF L PV a—ADAST=H v FICHERET,

FES BRI AT = WO T BVONEME AL VY a— A+ RIRET 5, 1 72N
ORI D561, FNE 7 1c#Ede, 2 W7 vVIRHT 25461, FIE6 12T,

FE6:2 7 EARATHESIT. 2BBDOH FENAMIZHOWNWTFIE 1~5 20kt &T%. FIE
7. 8. 9ZiETe,

FIE 7 : LK 10 SUNICEARE TCARF L L HICRAT 5, IRFZEICEA L 10 5 LNICIRA
TAHZ L, BRAEWTIHAMRMOL L5 L,

FES : AL VYV a—ADFEIZHWEATIME Iy T E2P N, ALV Va—RAERAELTEDS
T @H7Z0 5mL DKEAND,

FlEO : FE 8 THEL-/KE, Zokinvy AL VP a—ADRAIHERA LI v FITHELS, oy
ZFRDICIE L COKRENERE %, KEEKT,

(A % 0.30~0.38 m2 DA Zokinvy M U550 CYP3A PHESK A H L T Y Fiti2 miEnald b
NDHBE. UF CYP3A4 ZHIBEEER 2 CH Y 1 H & S0mg DL Fo HEEs B4 % B3

(KM 030~038m? DAZE TIX1 HEZLZ 75mg/H (375mg, 1 H2[E]) 45, Zokinvy K TOFT
CYP3A PHFESEZ M LT 0 R 722 BIVE M 235588 B 5 B L CYP3A4 ZRIBSREAR 2RE O —T
TiX, 1 HESOmg/H 25mg, 1 H2R) #EF 52 R3bbH, ZDX I YA, Zokinvy 75 mg XiE
50mg B 7N EEYIRHARIC/RDLIICAHL YV a— A 10mL EIRATHLENRDH D, 10mL A
ROy DB 2R L, 25mg XL 37.5mg DHELE TS,

FE 1 BFBRAFIMNE Dy TEHANTCA L PV 2—2 10mL Z A5,

FIE2 : FE1 CHE LA L PV 2 — R FRAHDOBER T~ FI21ELS,

FIE 3 HYEAOFRIIGC T, AL PV a—AN AT h v 7O T Zokinvy 75 mg X% 50 mg
DI TN EARFFT D, BBV E B E NZ LB TS A TR, 178V a2 lo
THl =S,

FlEg4: BT BLVONEME AL PV a—AD A0y T EERT,

FES R AT = BT OTBIVONEME AL VY 2 — R T3IBET 5,

FE6 : IRAE LTIy T EF LIV a— AL DRAHK SmL Z2IER AT INEX I v FITBT,

FNE 7 LK 10 SLINICIEAIR SmL 2 8F L & HICIRAT 5, ARFAZ SRS L 10 25 LANICAR
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M52 L, BABKITIHARRROZ LT L,

FhE 8 : IBREDOIRMNAEH LT A VAT E T » 7K 5mL 2 A D,

FNEY : A VATE A v T Z2EFNICE L TR NS RETR, Keit,

7. BLERGZERA

EigerBio Europe Ltd.
1 Castlewood Avenue

Rathmines, D06 H685. Ireland

8. HERTAREES

Zokinvy 50 mg /~— K 7L
EU/1/22/1660/001
Zokinvy 75 mg /~— K h 7L
EU/1/22/1660/002

9. #MMEAEH AZEEHA
MIEZEGE A

10. AXENDHETH

ARENCEET M RIT, BINEFKLTO Y = 7% A | http://www.ema.europa.cu CRIE AJFETH
é (e}
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A Ny FHEHE R ERET 5 80EXE

i T E 2 S - 2 6 DAL FR K ONFTLE !
ABF Pharmaceutical Services GmbH

Brunner Strafle 63/18-19

A-1230 Vienna

Austria

B. Htks R OMERIZBE 92 Stk SRR
HIRAT S AT R G (AT T BRSRRPEREEE, 4.2 THZ Y

C. BUEIRTARDZ DDA K OEH:

o EHRZREMEHHRE (PSUR)
ARANCEIT % PSUR OF-HEM T, F54 2001/83/EC D5 107¢ 545 7 HICHE SN B A U 2 b
(EURD U A ) EOZD#HROBRMEREKT DT = 7K — 2 )V TAE SN BHHFRICTEE S Twn
Al
ERTEES (MAH) 13X, BUERTEARRHE 6 » A ANIZARHF O fAID PSUR Z#H#EHT 5,

D. EFEMOERENOADRERICET 5 FM4UIHIR
s EERVRX7EHEFHE (RMP)
MAH /&, SENGEAREE Y 2 —/b 1.8.2 (TR L7 S4L72 RMP IZFER STV 2 B R EIE AL %
EPEREAIEE K O A, WK SN Z D% D RMP i & F 67 5,

LUFO%6 . RMP 2 58 LIgH T 2 BN & 5,
o HINERSITOEEND - 55,
o EIHMVARIVEEHUVAT LEETR LIZE2TOGE, X274y N VA7 Ta7y
ANZERBREB 2 b1 6T RO & D BT R IEWM A2 Lo R, ITEEL (B
FEA L MR ANER UL Y A7 B/MUTEER D) ~ A VA h—AZBIZE LR R E LT
B L%E,

E. BISEIRBLICIIT 2 REIRFBAR DO, KBRICEM T D 2 L AT biviz BARROEM
ZAUIBIANEDRIUC BT 2GR TH D . BT (EC) No726/2004 DO 14 555 S HIZKE S LD TH D
72, MAH (ZED T2 HIFPNIZLLU T O E A2 T 2,
EES R
AT L 222 MERBR (PASS) 1 Ny F Y v o X | AERIE 2R ERHE & & BT 5,
w7¢~%-7n9:97f@ﬁ&@fuﬁyy7$
eEo7Teyzaf R I RXF—HBFIZBTD
Zokinvy DZAME, A 2K OBEREIZ BIE L 72 quality
oflife ZHICHLNZT D72, MAHIZL Y A Y
(DWW TR & ok — NRBROERE RN
Do
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A. TUVRIR
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AFICTER T DFH
S5 (ZOKINVY 50 mg)

1. EIE DL FR

Zokinvy 50 mg /~— K71 7 &1
ntf7yv="7

2. ABESCBET 5D

| B FEMIaF 77 =7 50mg & &,

3. Wn—%

4. FEKROREZE

N— N 7% 30 @

5. HBEFERUERGER

fE RN SCEE BHAL TZ S0,
B O TORM

6. EELEZ/NEROFOENPRNEZAHRE LRITER LRV E W D KR EE

BFIEOHRFOBMNRNE ZAIRE LTI ZEN,

7. Z OFER Y (WMWERES)

FA) 2 O AN 72N TL T &0,

8.  (EAHIR

ok A PR

9.  KeRIRRERM

TEDNRy =PI AN TIRE LTSN, XRZPi<7ed, R DSz Lonnh &
PO TS 23, AANTREIZRIREORE M2 LB E LEE A,

10.  REMAOEREMLITIYEERMICHRT SBEFEY DL IZET SRR EEREE
Y5558

11. REIRFEEE DA KR OFT7EH

EigerBio Europe Ltd.
1 Castlewood Avenue

Rathmines, D06 H685, Ireland
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12. HERAEE

EU/1/22/1660/001

13. vy &S

Lot

14.  BH&ICEET 5 RV

15. FEHLOER

16. JSFER

Zokinvy 50 mg

17.  BEE#NES -2 R \—=a—F

A OfBIE T EETe 2 ot/ x—a— R

18. EHOWHIES - AMAHT —F

PC
SN
NN
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—REEER MV OFEHEE (ZOKINVY 50 mg)

1. EIE DL FR

Zokinvy 50 mg /~— K71 7 &1
ntf7yv="7

2. ABESCBET 5D

| B FEMIaF 77 =7 50mg & &,

3. Wn—%

4. FEKROREZE

N— N 7% 30 @

5. HBEFERUERGER

fE RN SCEE BHAL TZ S0,
B O TORM

6. EELEZ/NEROFOENPRNEZAHRE LRITER LRV E W D KR EE

BFIEOHRFOBMNRNE ZAIRE LTI ZEN,

7. Z OFER Y (WMWERES)

FA) 2 O AN 72N TL T &0,

8.  (EAHIR

ok A PR

9.  KeRIRRERM

TEDNRy =PI ANTIRE LTSN, XRZPi<ed, R DSz Lonnh &
PO TS 23V, AANTRRIZRIREORE M2 LB E LEE A,

10.  REMAOEREMLITIYEERMICHRT SBEFEY DL IZET SRR EEREE
Y5558

11. REIRFEEE DA KR OFT7EH

12. HBIERAEE

EU/1/22/1660/001
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13. vy &S

Lot

14.  BH&ICEET 5 RV

15. FHLOEER

16. SFER

17.  BEE#NES -2 kKo \—a—F

18. EHOBRIBES - AMFHT —F
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AFICTER T DFH
S5 (ZOKINVY 75 mg)

1. EIE DL FR

Zokinvy 75 mg /~— RN 7 &)V
ntf7yv="7

2. ABESCBET 5D

| B TR aF 77 V=T 15 mg & &,

3. Wn—%

4. FEKROREZE

N— N 7% 30 @

5. HBEFERUERGER

fE RN SCEE BHAL TZ S0,
B O TORM

6. EELEZ/NEROFOENPRNEZAHRE LRITER LRV E W D KR EE

BFIEOHRFOBMNRNE ZAIRE LTI ZEN,

7. Z OFER Y (WMWERES)

FA) 2 O AN 72N TL T &0,

8.  (EAHIR

ok A PR

9.  KeRIRRERM

TEDNRy =PI AN TIRE LTSN, XRZPi<7ed, R DSz Lonnh &
PO TS 23, AANTREIZRIREORE M2 LB E LEE A,

10.  REMAOEREMLITIYEERMICHRT SBEFEY DL IZET SRR EEREE
Y5558

11. REIRFEEE DA KR OFT7EH

EigerBio Europe Ltd.
1 Castlewood Avenue

Rathmines, D06 H685, Ireland

123




12. HERAEE

EU/1/22/1660/002

13. vy &S

Lot

14.  BH&ICEET 5 RV

15. FEHLOER

16. JSFER

Zokinvy 75 mg

17.  BEE#NES -2 R \—=a—F

A OfBIE T EETe 2 ot/ x—a— R

18. EHOWHIES - AMAHT —F

PC
SN
NN
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—REEER MV OFEHEE (ZOKINVY 75 mg)

1. EIE DL FR

Zokinvy 75 mg /~— RN 7 &)V
ntf7yv="7

2. ABESCBET 5D

| B TR aF 77 V=T 15 mg & &,

3. Wn—%

4. FEKROREZE

N— N 7% 30 @

5. HBEFERUERGER

fE RN SCEE BHAL TZ S0,
B O TORM

6. EELEZ/NEROFOENPRNEZAHRE LRITER LRV E W D KR EE

BFIEOHRFOBMNRNE ZAIRE LTI ZEN,

7. Z DSR2 E (WMERER)

FA) 2 O AN 72N TL T &0,

8.  (EAHIR

ok A PR

9.  KeRIRRERM

TEDNRy =PI ANTIRE LTSN, XRZPi<ed, R DSz Lonnh &
PO TS 23V, AANTRRIZRIREORE M2 LB E LEE A,

10.  REMAOEREMLITIYEERMICHRT SBEFEY DL IZET SRR EEREE
Y5558

11. REIRFEEE DA KR OFT7EH

12. BRGARES

EU/1/22/1660/002
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13. vy &S

Lot

14.  BH&ICEET 5 RV

15. FHLOEER

16. SFER

17.  BEE#NES -2 kKo \—a—F

18. EHOBRIBES - AMFHT —F
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B. #IXE
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ASGE - AT ER

Zokinvy 50 mg 5 &V

Zokinvy 75 mg 7 &)V
n;7 =7

AKENTBMOFE=HV T OMGBRERDET, =XV 7L, #7222 MG 2 0k 2R
ETHZENTEET, BWEARREL LG ITHRE L Wi T Ly BV W2 LET, BIEH
DOHEFEZHONTE, 4THRESH LT ZEN,

ZOEA LB DRI E o TEERFRBIBH INTWET, B CE2EL2 IS BRERAICR-T
"o, BADORAZRBL T ZIN,

o BTEHWHAWEESZENTEDL LY. ZORMICEFFIRUNIEE LTI ZESWN

o AUNLI AR ENHDHEEIX, ERL, R E 2ITEEMICBH A IEE N,

o ZOIIHRITFIAT SN b D TT, O NTESRNTL ZEW, JWRDIERD H T &
AL TH-oTH, FELo TDO NZEZ KFTTRREEERH Y 77,

o RIERNRO LNI-HAIT, E, SEFINE 72 13F#MIC TR E SV, 2O eEICRE S
TV ThH, AEHOATEEMERH DIER B H Y 9, 4 HZBHAL TEI N,

ZDEFMNLEONE

Zokinvy OMBEEL & 4l ] H /Y

Zokinvy & IR FHRTIZH - T2 & 722 &
Zokinvy DR H ik

EZHNDEIEH

Zokinvy DLREE 5%

N =V DN K OE OO

o 0 M w b P

1. Zokinvy DFE L HEHEH
Zokinvy & X
Zokinvy (21, ARG E L TR T 77y =7 RNEENET,

Zokinvy OfE A B Y

ZORIE, UTORMDREREET D, A% 12 5 AL EOBEOERIHEN I ET,
s NYFUVL XN TF—F TV TREGR

s TmivirAeMoTaYoad R TI3F—

INHDORBIL, FEDH NI Ba T DI DICMERBIFORLIZ Lo THIEREZINET,
INODZ NI EOEFRIL, Mgz ZE LRBAHER T2 2 enTEEID, 2R LZER
FiE, TPz rERF T ) RS NI LN DR ER S N EOEMEGIE I L
£, INOOFERL L NTEIL, OB MRS 25 S E I LET,
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Zokinvy DYEF
FERT7a ) v FRiZ7ale ) VA VRV EOER AR S L Z LIk o TERLE T,

2.

Zokinvy O RFRNZH > TWEEE NI &

UTIZ&ET 5% 81, Zokinvy ZIRALRWNWTZEWN

He
%

EEOMER EOEE

07y =7 £ OROMOKES (6 EICEEHE) (IS LTT LAX—2RH 554

587172 CYP3A PHEIK E L CTHI BN D EANZHEH L TV 2856 RN O Zokinvy O 53 fif 2 800
F VL ORWERZ5I & RN H V £ 3, [ZOfOIEA| L Zokinvy ] & BHiA < 723 W0),
XY T LEMEHL TV DSE

T RANRREF L G ARRZF L VU NRABZF U HFH L TV DA

HEOIHEREEEN S 556

Zokinvy Z IR 3 D AN ER, FEHIAE 72I3FERICFHER L T 7230,
UUFICEZET 2561, BEHICEMICZHRS 720,

FEE 10 AR Z TWDHIBE, IBIROMEIL., Zokinvy DR % Bils LI-E#IC L > TR L HA
B ET,

Frltr 72t £ 7213 M, B L ORMICH 2 BFBHR F 723K E D 235 2856 (4 HBH),
1B T T 2 FoMAABG LS E, Zokinvy & 12T X NIIMHEMERT -0, EMN#ES
HA L AL, ZOEROFEREZERTLILERSH D £,

FizZ 5 TENS GG, FHRHCHEA SN ZEDZWEAITHD I XY T A%, Zokinvy
EOFHTE SR A, 20X RGA, HYOEMPERETIHARH Y £7,

MR TRl B D IR O L7 DR b -5E, Zokinvy ZRA L TSR, ERISHE
RREBIZELET,

R E ORER DGR LG, Zokinvy ZIRA LTV AL, ERIDEHREZBIEE L £ 7,

BT R RBO b6, Zokinvy Z IR L TW DRI, ERINSH 707 DR ) & IROfE
EEBIZELET,

HEEFE £ 72 1350 EE O CYP3A B8R A IRA L TV A5G, 2D OO RIET T 7Z& W (F
RO [ZDOfoOFEAIL Zokinvy] ZZHR),

D CYP3A (HERZRMA L T 225G, b OFAOHHITET T 7Zaw (Fieo %
DDA & Zokinvy| ZZHR),

CYP3A4 |[ZBEMOBBE R 22 M AT D555,

LMNA #7213 ZMPSTE24 LIS OB FOEEIZ L D57 nyza A NEEFTHH, 7rdzl v
FZT e e ) RRE R B EMNEN DA E R RV EOEREG R SRV E, 20
KXo AT DT aY oA NEEBREC Zokinvy (ZAZITRWEE 2 B TWET, Zokinvy 28
BMERRET S Z LN SR T oY s a A MEREROFIE LTI, 7T —ERERE, 7
Jo— BEERE, 1 R AV R o N A Y R, a7 A R, BRMEEIE, R aF AT AR
77— R OEAN L JLRMGEBNRTE 2 ER D 0 £,
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MR
Bt 12 ARM AR L LRI IS Tz, Ak 12 5 ARMBO/NRICITH S LT
<TEEW,

E DDA & Zokinvy

DA ZHEH LD, FEEHAT 2 AN S 2561, EfE 72 IXEAIRCHER L T Ean

FHNZ E > TiE, OFHT 5 & Zokinvy EFHAMEMZE Z 3 mHEMEA H Y £3°, LLFOFKANZX Zokinvy &

PR LN TL E &N,

o BRJ)72 CYP3A FHEIRTH 53K (KN D Zokinvy D43z L, L0 £ < ORIER 25 &
FTHAREMES D D 9, 2D X O REAIEZFH L TV HEAIE, AT E 2 IZEMICHER LTS
W)

o HHIVETITHLEE D CYP3A BHEIE (KN Zokinvy Oz Mk L, L0 %< ORIEH %5 &k
CTHREMRH Y £3, 2O LX) RIEFIEMLEH LTV DIGEIE. BRI E X EMICHER LT
VN), FIWEIIFEED CYP3A HEIEAZARH LTV 5. ERD Zokinvy O H &% —REHYIT K
BT52:08H0ET,

o XYV T A (KERIMEOIREIRBILEICHERN LE T, FINESZT 5 TENH D%5E X, Zokinvy
ZHEALTWD Z L ZEMIEATEI WD)

o T RANRREFL BANAREZFUERITIUNRZEFY (P al ATa— L2 E TS50
WAL E9)

o GRSy, FEEEEFETZIIFIV CYP3A FFEIK (ZALDIXIERND Zokinvy Do A RE S H, O %
KTFESELFREERH Y ET, ZOX I RIEHEMEH L TWDEGEETT, SERIANE 72 IXEMICHEZR L
TLZEW)

o BT IR (THIOWEFEITHERALET), exXFIFOHEIT1I H 1 mg ZEBX IR EHA, 2
AT O/NIEE T I RERE LT 7EE0n,

o A NMBAIL (2 BUBERIF OIRHEE)

o CYP2C19 OHE L2 H3EH| (Z D & 9 73 AN A LTV 235613, FAIRNE 721 XERNTAHZE L T
<7TZEWY), CYP2C19 DIEZ IR T 2 EN b 5561, HYERMA CYP2C19 OIEE D H &%
L, AERZ L VREBICERTO2LERHLGERH Y £,

e U NVa—rRAU—bERITEY N a = XU — hEEAT HRH D H ONF DGR
M EI)

o PHEFUNRIBEOEEERLHER (ZO XD BRIEREMEH L TWDEE T, SEAIR E 72 1XEARICHE
RLTLIZEW), PHEX X7 EOIEZ R LT ide b2 ngaix, MY EMS P-FEY v
RIBOIEEOHELZRE L, BIEAZ X VREICERT ILERSLLERH Y 7,

*  OCTI DEEE LR DFEH (ZD XD RFEHNZEH L TV DG, FAIRTNE 72 IXEAICHEZE L T<
7ZE)

o RROMHTHK

Zokinvy L fREY)
Zokinvy &, JL—7TI7nN—>r T3 XRY— HruFliFkte T4 oY (FLrrve—<l—

NEE) Z2 @ Lo Rdh £ 72 I3BOEE & —FEIZIRM L7 TS 728 0, 2 b O R 25 e B 5 -CHCEH T Zokinvy
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DRWEHZEINSE 5 TRetEnd v £77,

TR, B3, BIUZREN

IR E 7213, EEEE L QO D ATREER H 2 HASCHETEN S 581X, ZOHKERAT
2 AN E RN E 72 X IEAIRR AR LT <72 a0,

Zokinvy 1%, R L TW D LMEa G & Loz 34 L CTWEE A,

FERRHIE, Zokinvy DIRABHER S TV ER A,

PN PTRE 72 2ol Zokinvy ORI L OERZICIRA L T 607 < &b 1 ISR 272 T vE A4l
A L7220 0iE7e 0 8 A, (EEREZR M X — N —%2FF 2B ML, Zokinvy DARMH I L OEZICIR
AL Thod &b 3 5 Al AR7RHEEZEH Ll %A, RS2 EAT e A R
AT 25E1E, N TRHIEAZBMTHEA L TS0,

Zokinvy DNRFFLICEAT L, RILHOILITICHEEE KIETAREERH 20 E 2 b > Tkt A, &
LAEFLSNLEAIE. £, RILE1T Zokinvy ORI Z 1k L723A ORI S E RO H 5 Y 27
IZDOWTEREFHR L T TZEW,

Z OFERPNBIEE T T LM OZ RN EE KT E D iE, FEbI o TWER A,

H B HEER IS K O D5 A
Zokinvy 7% H B HUEHRHE /)M R ERE 1 IC KAE 98T D902 T T, Zokinvy ORI KV | JRI7 A4
CorEElER®H D £,

Zokinvy DF NI U AEH
ZOEDOF MY T AEAEIIRA1ESHZD Immol 23mg) KiETHY., FEIFhI a7 — Gk
EH) LT,

3. Zokinvy DRF 5

WP EERRE 7T FRAIT OFERICHE S TZOIREZRA L T IV, b bRWGAIE, ERlE 7213384

A AERR LT 72 &0,

o Zokinvy (X 1~2 Z 7BV 1 H 21, £ 12 Refikg (&4 70) TRFEHRA LE T, Zokinvy O
AEIE. &RICOFREERICESHWTROBNET,

*  Zokinvy DU EZEMARE L ET, BORHEL RO, RR2EARON T
NERALTWEELSEANDH Y £, Zokinvy IC L D6 E 4 » AT 1214, ERIZHE 21
RTHENRH Y £T,

o HHERHATEZH FEALOE, FEMBEREN T ELOEGEREELZV TR TEN TSN, AT
DHTENDEZZD, T O DOERAERM, FEHANEZITFEMIENTE Lo TSN,

o ATEBME, B%. FORKTIRATLIZEN, BH%IZ Zokinvy ZRAT % 2 & T, BIVEM 28
TELHAEEMENDH D 77,

Zokinvy D TNV EHRIAL Z LR TERVEE
e Zokinvy W FENEEIMAT Z LN TERWEEIL, L FDRIZNES T 7 BIVONEY =4 L

YYVa—RERETIES N,
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Zokinvy b AV PV 2 —AFEEDLIOITHLERD D

e ARAZEITH L Zokinvy ZIRE T 2 &,

o RAICHMERED Zokinvy 1 7B AERY HL T 7S W, B 7RV ETERREL2mICES 7,
s FLryVVa—AOKREMHLET, MOEE Zokinvy ITIEE THEH LT 7230,

e SmLBIXOIOmML O AEY RONIFGERLR T v

o Zokinvy I BNV EIREGDOE DT OOER T v

e RBEBDLELTOOERL v

. \

Zokinvy & ALV Va— X LIREEDLESHE

AT o7 1:

o IHEBMHENTERANT, AL VTV a— S mL %7213 10 mL
A% S5mL £7201X10mL Z#3tE L7, ot a— FTANTIES

s FLry¥Va2—AF5mLTH, 10mL TH a
MENERA,

AT 97 2 H5/
BB h y S ICAT A1 TEE LA LYY
2 AERETET, Y‘-‘-‘-:Z-‘-'-7

AT w73

o B el
. T ooV a—ANRN ATy T ET /\/
Zokinvy O % 7 L% b ﬁ ) Q
. B TFRAREIE L AE LB CHE DA ) ate

TLIZENY, /Cﬁ\

o BT EBEAEZHMNIRU - THELET,
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AT w7 4
HTENVORNEYETRXRTAH L VTV a2—AD
AaTl=h vy I ANET,

AT w5

s WRBRRATS—VTHTENVOARMEA L
VTV a—RAE XIRBEET,

s 1 ATENDOHRATIHEIE. AT T
ICHEARE T,

o 2ATENERATIHEIX. AT VT 61T
AL FE T,

AT 97 6:

s 2ATENERATILEIE. 2 DHONT
T ONWTAT v I~ 2 VIELET,

s 2 O0HOATENEREEKIX 2 AL
BELIDODHy FIZELDHTH, 22000 v
TICANTEFFIZLTONENERA,

o RE¥Kbob, AT v 77, 8, 9ITHEARE
R

AT 9T

Zokinvy DIRGHR A 2ERMA L £ 7,

s RBREBIRALTIEZEZN

s RBAKEE-~THHH 10 ZLNICIRA LT
IEEW,

BEEICRAEEZMEY . 10 LINICIRALTL

IV, BAWKIX, RAT 2 & &ICRATH5720

EREGDOE T EE N,

10 LARICARA LT
{7EEWN,

AT 78

FLo PV a—ADFRICAWE D v T ETEND,
FLo TV a—RAERE ATV EICOE,
S5mL OKEANET,
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AT w79

e  Zokinvy LA LTV a—R (a) BIEEAD
Blh o FCRF v 78T L AERE | @)
£,

o By TICANTKEFNREGDE (b).
ZDKRERHET,

ﬂ%ﬁmbwﬁm#ﬁﬁféﬁﬁéﬁfcwwu%i@%%TéL;@15@&5§&ﬂmmuTkﬁ

BIOVERHLBESA

Zokinvy AL VPV a—ABBREDHNT. [Zokinvy AL PV a2 — AR BELOICHKER LD
o TR R =L AR

AREAEDS 0.30 m?>~0.38m?> DIGE | Zokinvy DFRLEHEIZ 1 B 75mg (37.5mg % 1 A 2 BEREZICARA)
T9., 1 EIORMAZIETSmg # 7BV EHWVTREL, ALYy Ya—210ml EREGDEET, B
B 10mL D5 ERALET,

53V CYP3A PHEH L Zokinvy ZHF L THY . FmHIREWERAARO b TW\b, FiT CYP3A4 %
RIAHREREE 2 - L TV 2 BE S AL, HYERD Zokinvy @ 1 A=Y ORFAEZE 50%RET 5 =
LBHVET, 1EORMASZHLARLET, BELZ1 BH72Y ORMAED 50mg 25mg % 1 H
2[E) OHFAIE. S0mg H FELOREYME AL PV 2—R 10mL LIBEET, BAHK 10 mL D44y
ZRAL T ZEW, #@E, 55V CYP3A FAEETOBREKR T LTHDL 14 B, £3dbR-0RIE
FADHS L7, HYEMARARZUATOAEE CHEEL 3, HYEM L BENRETRRD
v ET,

ATy 1

MRS y TRV, AL VVa—2% FLrIVa—x

10mL FEFET, - 10 mL #ART<
ZEW,
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AT w72
BEHOWERLE D FITAT S 1 THELE
FLoPVa—RAEREXET,

AT w7 3
»  [ERIOFERIZES U T, Zokinvy 75mg F 721
S0mg W 7eNEA LIV a—LD Ao

Ty 70 ETELET

s ATENEBIELAZLETHERA LA
TLIEEW,

s HTENEBMNINRL-oTELET,

AT o7 4

s HWTENOABZMETRXTALI YV a—
ADASTT v TIZANET,

AT w5

o HEBRAS—UTHTELOREL ALV
VVa—A L<IBEET,

AT 7 6:

F LYY a—R L Zokinvy DIRAHK SmL %
RBRERy T oERL2HED Yy TITBLE
£

\ — SmL £FTA
\L} — T:T {7Ea
AT 9T T:
Zokinvy &AL PV 2 — ADRAW SmL Z iR
HALET, 10 53 BAPSICARAI L T
Trawn,

s BRRIIRALTIEZEZN

s RAEZEIESTHHH 10 SUANICARA L
TLEEVY,

fIRA Z &R AHEZIEY . 10 7 UNICARA L T

&V, BEWEIZ, RAT L EITRATS

ST ZREEGDETIES N,
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AT T8
FLoYVa—RL Zokinvy DRRAIZHWEZ D
v 72, SmL DAKEZANET,

i‘ Bri—y SmL ¥ TAR
LT s,

AT 979
By THOKEZFHNIZIRYE, TOKEHRAET,

10 mL

( S5mL )
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Zokinvy ZiRA L TV A RIZAKEZ ORI &

Zokinvy ZfIRH L TWAHMIZ, KOS E D& KyaLZ<BHATIIESY, ZHUT Ly, TH
F 7 ITE L B D R OISO ATREME D B U £ 7,

1 HIZEEeLTED B 5K DEIZOWTIE, ERicBI:RL EE0,

WO BEDOKGEMIIEBITELL Y, EFOLIBRMALOERIZ LN TE D00, ERIAHH L
EJr RN

TL—TTN— 75 _R)— HFraIb U TFL Y (FAXAL) 2 ELBMERRTZ
Va—RAEEATED LN TSN,

VEEZ®BX 5 Zokinvy ZREA L7546
VERBABZ LTV EZRALTLEST5HE81T, RAZ T L, B 8K 280,

Zokinvy DR Z SN T=5GE

Zokinvy Ok Z i, IRORMFERM £ T 8 KA EH DL EIT. BEN/enz TE LTRSS, &
BITIRA L TL7Z S0, IROIRM T E £ TORFEDS 8 REfEIAmM D% aid, B ol3kRmEd, kiZy
ESILTWD IR DS Zokinvy DRRFHZFBI L T 72 &0,

Zokinvy DRRAZ FIET 5545
ERRZAHRRE T2 2 & 722 <, Zokinvy DR Z F I L7an T 72 &0,
Zokinvy O FHIZ DUV TIZ TR 722 53 B D 35-A1E, B, AR, F72I35E#EMcBI:REE0n,

4. EZbOhBHEIEA
o B L L FRIC, ZORFRWEH 25 SE IR H Y £T28, $XTOANZED LI 7%
BITEHDRED 6N DT TIEH D £ A,

HEERBWEA, UTIKERYT25461E, ELICEMICTER 23V,

o RAKBOR. RERED E BRI SRR D ERGEOIE & KL EIEE 72T TRIZED b 5t
HFE X FRIFIEFICES AONAHDOT (10 AT 1 ALLE), XPEREEZ VLB L 3 5 EMRE R
O MDAREMR BV 97, ERIEAE, BB LUMABEZEZEL T, ZROLOFMEEDOH S
BIEREZ A TES LI LET,

FREOEBZREWEM RO DI HEIE, EBIZEMIC ZHERE < 2S00,

FEFIZZL ALNBEIER (10 A1 AZ#BZ25)
o IMIEHE COMEEE EF. IFE~D A b L AEIRT,

.
. ()
. (R

o RISRPEERRGYE S O o b AGE G,
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o MEHMEICID~EZ 0B D
o MIEMAIC & 2 EREEERA

Z HONBRIER (RAK10 A1 A)

o TN K OWU ISR 2 & T iR 0D YR A

o FEEL

o MEMAEICLDTNITL BVTL TATIV, JLTF=UREDEKT
o MIEMEICEL D~ XU ARED LS

. K
. B
S

© TOHFEE (BEDOPDH)
o JEEM (B )

o W

o EK

o A (BOFY)
o SHm

o NAMET

o O OUREE

o HEENIE (1)

o NEFIFHT DR % £ O R O fE - (B A PRI
o ik

« ArTNTUH

o MEMAIC K2 MmERE (AMEREZR L) DR

s FROVUE VK

o FEMEDE

o KIBORIEL. RIEXITEE (KIBKR)

o HEARR (EHRAmE, NRE, WMEREIIITAZELL2E03HD)
o HHIEOKE (HH)

o KW, ENGEZIIACM o i

o JRJEHIMRE

o REOBRTH (FRILHE)

o
.
s HOFYT
BIfER OBE

BIVEF2NGR O BT 8A 1%, ER, 3RAIAN £ 72 13F #AIC SRS 72 &0V, ZoRMSCEICEEHR ST
WRWEIERORREMNH 2 b Db EENE T, £/, M VICGEE#H I N TOAEBIHRE S AT L%
LT, BMERHZE#ERET A b TEET, BEHZMET D22 LI, ZOHEOLEMEIZOWNT
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KOS OFERE[/L ZENTEET,

5. Zokinvy D{RE H¥E

O, BFIEOFORBNRNE ZAITHEE LT &N,

SR KOV bV TEXP) DORZICFEE S AL TW D HHIRRLIEIIEH Lan T2 & W, fEHIHIIRIE
ETOHDHARZELET,

DRy =PI ANVTHRE LT ES N, XL, RV DSTEEZ LoD LD TIEE
VN, ORI 2R E R R A LT L LTV ER A,

Z OIEPEROFIEFEEMFAN & UTHE LN TLIZE W, R L7 7o e AIDOBEFEFIEIZ DN
TiE, FEAIMICHERE L TIZE0, ZNHOXMRIZE Y, BEREICR LB ONET,

6. Ry Tr—TVDONERITEDOMDOER

Zokinvy D&H Sy

- ARRIER T T =T TT,
Zokinvy /N— R BZ 7B/ 50mg: 1 B 7 EAHICeF 7 7=750mg 2 &H
Zokinvy /N— R 7B/ T5mg : | BT BAHIZO T 7 7 =7 T5mg 540

- ZOMOTIFLLTO LY TT,
HTRNVAEY : 7oA BN An—2F b wn QI [Zokinvy 137 MU 7 A&254] BH),
TTV VB~ IRV T A, Ary~— KERCT U RV U, aaAf REK
e )L
Zokinvy /N— R 7/ 50mg : BT F o, ZbF ¥, HREBEB L OO0EDY LY F U
Zokinvy N— R4 7L 15mg: BT F v, ZkTF 4 v sk, REmgbgks L0 EbY
LVoFv
FOlilA >3 : =T v 7, Bk

Zokinvy DABEB IOy r—TONE

Zokinvy 50mg /~— R 72 Uik, BA 227 T [LNF) KO 150) &Rtd Sz g R an n— K
T IVHITT,

Zokinvy 75 mg /~— R 7Lk, A 27 T TLNF) KO [75) LRt S R@ER et Lo of
D/N— RT3 7L TT,

R IRy 710 30 BT /ADAN— RO TR EGERINBA> TOET, AT LRI A>T
BO., BTN ASTZR BIVITPNIRERN AN > TWOET,

BUERRTERE
EigerBio Europe Ltd.

1 Castlewood Avenue

Rathmines, D06 H685, Ireland

g

139



Patheon, part of Thermo Fisher Scientific Inc.
2100 Syntex Court

Mississauga, Ontario

L5N 7K9

Canada

KA XLEORMKBETIEI XX FE YY A

AAENT THISMAZRRDL) 1B W TERR STV ET,

CORBIIFDEBRTH L0, ZOHANCET LR EREBEDL LN TERNST- LB L
TWET,

RN EEFE ST 1 4 Z OFEANCE T 28 - A FEAE L, LEIS U TZORMCEZ TR LET,

Z DO FEHIR

Z OIEANZRET 2 5EMI 72 i w3, BN EIESL T O 7 = 7 %1 b (http://www.ema.europa.eu) TR TX £,
FOREB LOFDREDOIGRICET MO T =27 I A F~DV 7 HH 0 £,

OB EIZ BNEERTOT =7 %A F22D EUEEA DT X TOFHETHETEET,
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£ 1V

RRINEE RS T SR U7 BISMRG 2 RUL T TORGERFEARB O 512 B8 D KGR

141



AT B9 B BRMN EIR RT3 U 77l

o B RRIL T T ORIEIRTEAR

CHMP RAHFEIZOWTHET LR, VAT EXXT 4y bONTUABRRIFTHY | AHESELE
AT S NI 7RI T T ORIERGEARE O 52T 2 & o Rfg 2RI L7z,
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1.7 [RIFERZh L — &R Confidential nr7y=7
T oY AR

1. RERMR—EX

a7y =7 CEUTAEE L ORFEEEEH G T e E LT, T ARV N T A
7 =7 —PIHEFTH D ABT-100 (CAS BEE = : 450839-40-4) J O tipifarnib (CAS BHFkF 5 -
192185-72-1) DZFEF HNH N, ZHHITBEMITEHRIEE LTl Tk, EHEMLELTO
KRIFE LN TV, LN -> T, 2D OEEWIIAN O RFERZh S IEREY L2V,



N 77 L=JI<ET 2 EH

F18 (EVa—)L 1) BREEFITHERED
AIXEICET H1FHICET S2EH
1.8 RAXE (%)

BITDRHXEESHRT D,

7oz AKkASH



1.8 WAE (R)

Confidential oF7r="7
7Y = AR A4

B R
Lo A BT SEEE (B2) et 3
2. ZHRE. BHWEUIMERE () HOFDORRERRIL ..oooeeeeeeeeeeeeeeeeee e 13
2.1, FHEESUTINIE (Z2) oo 13
2.2, BHBESUTZNTEDFRTEARIL ..ot 13
3. HEROHEER O DFETEARIL ...co.ooeeeeeeeeeeeeeeee et 15
300 FTEFLOVHE () et 15
32, FEROFHEDBETEARIL ...ooooeieeeeeeeeeeeee et 15
4, EHEOEE () KOZDBETEARIL ..ot 16
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1.8 IRACE (%)

Confidential atf 7=

7Y = AR

2024 - X H1ERR (B8 hR) H AR Y o JHE
B AR AR 873999

BT & RRE T C, SEIRIRT
BExhEAR 3 7

T7ILARUINS R T S5—HEEEH
O+ 27)L=J 8|

Y+51®h )L 50mg

1 7L 50mg [ 7 &L Thmg

AR
TR

Y+>4®h ) 75mg

IR, AL T7 S H
1) VERE — EE R O ML IO 52

Zokinvy® capsules

2. BR(ROBEICFHELENIE)

2.1 AHIO R VB BUE DR OS2 B

2.2 5\ CYP3A FHEA| (AT FY —n RY=FY —)L,
HHaFy = URFEAGHERA, 72 FRE
. FNTFEN 2H )= VI AT T LTV
N LIKRF, AT AL NEARA TV An~ A
VEERA, BVF =T U RLLE L T LR B
G BE[10.1, 16.7.1 2]

2.3 WO &G H OB =DV BT, X7
VORI, FAT LR 2L S T
BB AN T =AY AT EE LT FEY
VAT NN RN LAV N T T A T
VUSRI, AT TV SR T2 AR
KBV D IRIEY /S I (N2 SERYED il
ELe) OB AT NF =T TaF el v
FURERRE, T =D S A RA AR X
N BZZTTAN(TRINT) 75V T T 7 4 VIR KT
Wy, BIFERAVABRIE, V777 F o T4 RS U
—aX PN UAT T TR, TVEIR IARwEY
VYT I, TR REF Ay KT A

4. THEEX IR
INYFUY XN TH—R-Tast ) 7EGRERVTOEL:
SARe&H0TOCIa(R-53//8F—

5 SEEXIIHHRICEET HEE
17, BRARRRE) R OM18. SENHEIR DO NELFFIL | I
RERER A ANDIT- B O & (BRER ., Bl T4 R
) W NEARKI O F 21 O ORI RS2 101
HFL7- ECL s BE AR5 L, [17.1.1, 18.1 & HE]

6. FARUVAE
WE., 7= U TCHEHE 115 mg/m? (KR EE) %
1 B 2[E #YORFHUIREZICRAKEGL. 4 DA%
WZHERF i 150 mg/m* (KRR EAE) & 1 H 2 [8], 88 ofdid
MITRERICROEE T2, 2B, BEOREIDSC CGEE
WET D,

7. BERVAEICEET HEE
71 TREBEBIEGEBROEGHEEREL, 53528,
BR A & (R mAE 4729 115 mg/m?)

Fl R AEF (1001, 16.7.2 BR] . T P50 5 5.0
- B [ ke . AERmME |1 BRikEE . o . .
24 BERRE LI EDHLEHE T, e TFrafkh () (mg) VAU H TRV EK
P EE19.2.1, 9.3.1, 10.2 ] 50mg | 75mg | 50mg | 75mg
0.30~0.38 75 1 1Y
3. fARC- TR 0.39~0.48 100 1 1
31 AR 0.49~0.59 125 1 1
i) VX 4 ST R 50mg VXTI 4 BT IV Thmg 0.6~0.7 150 1 1
HHES |1 7ol Trr=7|1 AT AR FTIA=T 0.71~0.81 175 2 1
50mg 75mg 0.82~0.92 200 2 2
WAl |NEW :Re Ry RUA V| NED RE Ry R4 F 0.93~1 225 1 1 2
TFL U (160)RIAXT F|=F L (160) RIAFL T 1)75mg B 7w D¥-EERA TS
BEL L (30) ZVa— L, za|aeLy (30) ZUa—L ra HEFFH B (KR mFE 4729 150 mg/m?)
ATV AD—AF I I G| ATV AT—ZFRT I Ek ) L LR EEN0) 550
TRILT AR, AT TV | TR AT, AT TR e R I P 7R
TALY L E AN () (mg) 50mg | 75mg | 50mg | T75mg
BTN RTTF o BT X | BT e BTTF | BT X 0.30~0.37 100 1 1
3.2 HAE DI 0.46~0.54 150 1 1
W54 [V T4 7L 50mg VX477V T5mg 0.55~0.62 175 9 1
PR WEREHOWMA T vV |[EREREHOMA 7 /v 0.63~0.7 200 9 9
g LNFD 0.71~0.79 225 1 1 2
0.8~0.87 250 1 1 1 1
PN L 3% 0.88~0.95 275 2 1 1
EAE 95 mm, £ £ 14 mm |[EA 5 mm, £& £ 15.5 mm 0.96~1 200 5 5




1.8 IRACE (%)
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7.2 BIGEEORBAIMNZ D70 RE|OZEERFCOE S35k
FHZE, BRRRBRICRE W TR 5. TIXEREE O E BkEE
DREBENENELRBERDRDEN TN, [8.2, 11.1.1 &
il

1.3 BRASNIGATX, REIORAETORFRA 8 FEMLL E
ThiUL, TELE T RESBRELEBITUIRERICRATS
Z&, WEIORAETORERD 8 FEFREOH G L. AR
NI IERAE T, IO TEREFIC 1 BISER~- T2
k.

74 BB ETHD 115 mg/m? 12k D ABMENTRO ST
B2, 150 mg/m? I B3 DL, 72, 150 mg/m? [THE B4 13
M =0 A LA B K SR B 5 O BIVE F O3 8L T
BL. BEITSUT 115 mg/m? ~DIFEAZEETLHL,

8. EELRERMIEE

8.1 AANL. BARTEDAHIE BOTEHE 4370wk - B A FF
DERTIOE LT, AF O 5758 5] & B SHDIE B D Fx (2%
H95ZE,

8.2 THI, Bl IEMEDHBEENHHONLIENHLHD T,
W R RGBT 528, [7.2, 11.1.1 ]

8.3 AST, ALT EHREDFSRERENRHLONDIZENHDID T,
EHRNC TR REM A 21TH 28, [11.1.2 B ]

8.4 HHEMFEI NHODONAILNHDD T, TR I ML A
(M BERELFLE . A M ER D %) 21TH2 L,

85 B ENHOLDLONDZLENHLD T, EMIZ B BEEE
RAZITHIZE, [15.2.1 ]

8.6 HANEK FTEDIREENRHLDLNDIENHDHD T, EHIT
IR A 217528, [15.2.2 B HR]

8.7 QT MMIEENHLLNAZENRH DD T, AR H-BAtAET
KO 53 @ L ERR A K OV ERERE (VD A,
TR, TN NE) BTV BRE OWREE 5 ICE]
BIHl, T, MWBEIDSUTEMREM EEZITHIZE, [9.1.1,
10.2. 11.1.3, 17.3.1 ]

9. BEDEREZEITIEEBICHTIEE

9.1 GHE-BEREOHIESE

9.1.1 QT ERERZRCLOTLVEE (KX QT ERAEEE.

SoMmELAL, RIRERER, EHY D LME, BT R

) LMYECIEDIL S ) LEDHSEESE)
DBRE=F—%{THREBEE+2IATOZ8, QT MR E
ERITRENRHD, 8.7, 10.2, 11.1.3, 17.3.1 ]

9.2 BHEEEETESE

921 BHAEEEOHIEET. ALEFUERETDES
WHLRWZE, e F oD EEN FFT28FN0H
%, [2.4,10.2 BH]

9.3 FFiREIEERE

9.3.1 FFHEEEZEDHSIEET. ALEFUERSTDES
BHLR2WZE, e F U OM PR EN ERITHBENRH
%, [2.4,10.2 BH]

932 FFHEEEZENHIEE QILEFUEREDDEEER
AEN O 5O R HEALE ML, & 53 255100%, Tk
e, DEME=Z—HEOBRFEOREEZ H/ITBELR RO
4zl ¥ WEIDSUCHR S BERE o2 @k
WEEATHZE, REDOIMAFREN L7 TR0 1HD,

94 KiEREEH T 5E

9.4.1 IEIRTDATREME DB D MR, AFIHE G- M O i %
% 1 IR GEAT 9500 B0 & OSE Y 7e BT k12
WCHBET 528, [9.5 2]

a; 7y =7

9.4.2 BIEITIT, AFIE G & Ok 5 LRIV
U7k (M=) WGB3 A BB OV TR 5
Z&, BET Y R AW IREE R OVE R £ COHIHIIRTS A 2B
THRERIZBWT, 90 mg/kg/ H (FRIRKR TR K5 &
150 mg/m? > 1 H 2 [ 5-FEOK) 1.9 (FOBRE BITHY) %
PG UI=BRIT 2SR ARG, AR VAR A 25 o L Bl RE I
ORI I T RERRBOOLIL TN,

9.4.3 AEFHFTRB/F MO BT IR 5T 2N ERH LG AT
Rk EEEZETHIL, Ty e AWK E #5350
AR IZEBVT 90 mg/kg/ B (BER COR A S & 150 mg/m?
® 1 B 2 BEFEGREOK 1.9 fEOIRE BITHY) 285 5 U
W2 RO LV E W R B G- 3 EERER 2T 10 mg/kg/
H (BER CoR R 58 150 mg/m> 0 1 H 2 [ GO
0.6 fEOIRFTEEICHY) 2G5 LB, BREESRDLN
TV,

9.5 1%
0T AR L TOB AT REME D H A M IR G- Lo E
NLEFELW, T2 30 mg/kg/ B (FEIE TO R K% 5 &
150 mg/m?® 1 H 2 [A[REFFOK) 1.1 fEOBgEERIZHEY) &
RO LS A IR REERMEL, I 10 mg/kg/ H
(Ba RO R 58 150 mg/m>® 1 H 2 [# 504 0.3
fEOMREFERITY) 2/ 0 B L5810 B a T U3 A B
NRDHHLN TS, [9.4.1 B ]

9.6 1ZELIR
R EOFREMER OB IAREORSIELZEL . ZHLOM
e X TH IEERET T A28, Ty THI T ~OBITARES
N5, b COIHBITICET AT — X K ORI
DOWRA~OEBIIEET DT —HII720,

9.7 /©NR
At 12 A REONREIREUTG INE R L2 AT
FEL U7 BRARARBR X SEHEL TR0,

10. HHE{ERA

ARHIL CYP3A N P-gp DFEE THY, CYP3A [ZXHFLTHRV
FEVEMZ2 A%, $7-. CYP2C19, P-gp X TXMATEL 1%L
THEEHZA T, hOIEAE O BEAE-IZ T~ TOIKHA
EOAE DRI DOV TIRFIESN TODDIT TRV | il
FNZLAIRIE PN T ARRN E DA LTZD , RFNZ L AR T
W7D FEAZ P T 2561213, HRICEELCTEE
12592528, [16.4, 16.5, 16.7.1, 16.7.2 4]

101 rAZESBEALGLNIE)
SRN4 ERAEAR - FE i 7k | B - fEBRIA T
U CYP3A FHEA] | ARKI 0 BIEH A3 5R|CYP3A 2 3R < PHAE
ANTaF YV — v TEHRZENRHD, THZEICRY AR
(AR =) DR AF I,
Ry=aFy —v A FE D ifn, R A
(FA7=2K) B LA T26%
Rz —nu N9 s,
7 740)
IV AU AT UG
el

(72U vk, 277V
AR IY T T
F=27)
ke LG A Al
(=BT, R"Fmby
R, ILET)
T AP LRR R

(LATHY)
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SR BRI - P E T | BT - faBRIA T SR BRAER - FEE T A | B - fEBRIA T
ELFen =8)— ANRTIVUERRE [BEORIRS DS
JATIN) (@F72) NBZEnDD,
(FVTRE TV A [2.3 2]
BFA—7) RENFIAFRIUL[R R 25720 [
BAT U FLFE NS IR PE DB LY LR (RS B SL L R
Ny BIKFI F LI (/D 2 RERVE U | B0 5 B 0D 8 B 73
L 7v77) P ERE ) ORI B RN D5,
ALy NE AT LA )
(FrRAT, S (71725
—F, FLvarys [2.3 /]
2) ATNF =T AT NF =T O
tVF=7 ALTER) REED 5L, AITEA
(CHTAT) [2.3 B8] DI TSI
TUURLLEL T s,
IR A=Y b o A O i
F==r%) (mF>) W EFICEY (ER
[2.2,16.7.1 &[] NTVR VIR BRI HBENDD
IF T 1t FEE 0D S R0 BT 1) | A HE D CYPBA (5 (T —4) 2o
(RARA b, Taga, [HERITREARG|T 5 15 A Ik [2.3 1]
HTLvY) b, NN ETA TEL= VLA T e = e DR
[2.3, 16.7.2 2] RBDBES D] # EHIRT DRENDD
TR ARREF I |2 S O A O i | BETED DD, (ITuays LB,
TLRFEREA RE LRI, B 22)
VM= Th—By|fHRlffEE & T4 /3 [2.3 BHE]
M BT Tl F— % EE R AIE ZRLFH ARV F O i
SURABF MEEZTBENLD (ALY BT B ERICEY fEA
(YA 32) Do [2.3 2] BH LIRS DI5Z
[2.3 ] e 5,
XUV RBEAKRIY |2 e DA 0 i BHETT 4N “ e DA O i h
NV VR E LA ICXY, QT (FRILH) BREE FRSELBE
i JE R AR DRSS RNT F 74 VIR | D5,
(RXFYa—)L) BENDRDD, AKFNY
(2.3 ZH] [2.3 B#]
FHTL AL FHT R DL RIFERAVAMEE  [AIFER AV VRIS
(ZVV%) B EFHCED, /i (DI RHEYR) PR A< A
[2.3 2] BEER I AF 23 HE 5 [2.3 21E] SELBZINRDHD,
TOBENSDD, V77T Ty V77T FL D
TV E AR IZ AL (RaTF4v) B RSk, ER%E
(t77) FE ERICKD, Mgy [2.3 B WIS 5B Z N
[2.3 B VY IMED ERETHR 7.
TABEND DD, TRV I TAFL DAL
TSN - (2 A5 O R O 1 o (FLrFAT) BEAELL LREED
WARI T A AT 0| RE LRI, [2.3 2] BENRHD,
EATFEY e 55 O B R B UoR—m Ry YR — R | A CYP3A BN
V73 MBRRTDELN U7 FLR) FEE 1R, Hi|P-ep FLE(ERICE
AF NV TAAN =L | DD, [2.3 ] BEEEI TR, Y, U —mFth R
AW MO fEBRIERE RS (D2 T T 2R
(s M) HELNNDD, FHozenELs
[2.3 2] n5,
P77 4 RIT T AR A 7T R Yo7 7 oot | 43R0 CYP3A KUY
(NLUFY) ELERICEY, BED (75 58R) JfE% ERE®BBEN|P-gp FLEIERICE
[2.3 2] SO PP P 5 [2.3 B B, D AL I TRDIY
BRI DIBENRDHD, TILAMEF 5
T EVIRRE ThELVY R O TEDEZHND,
(Z=RAIR) MR B 5L &l
[2.3 B ] YE OB R4

LBLND DD,




1.8 WfH3GE ()
Confidential atf 7=
T Y AR S
A4 EROIEAR - P T | B - fEBRIA T HHA RPN - 58 5 TR | - fERRIA T
TrVEIR AEEOM AP PREE|Z & D K F D PR A
(7T—V—%) DU ERZN 885 |CYP3A FHEIEAIC KesxtL
I BENDDD, £, Z|&0 . AR TAIY LA
(T h—1) NHOHR O M REESh D, F2, F AL aY LA
[2.3 2] FERS ERU, BIVER DS ARSED CYP3A 2%t FIAF =T
HEBLLT< b B2+ 2 EEMICL Y F =7 K

nnds,

0. b A D
REZIRE %,

102 HHRAZFE (BRICEETSHIE)

JEHI4 % FRIRREIR - $i i 515 | BT - fERRIN 1
HIEEED CYPSAFLER [ AKO M h EEMN Ll h b o 3 H
YRR AT AT HEZNNHHD|CYPIA HEEMIC
2% T, FRICARFH B 5B | L0 . RO
Tay — IR KON 8 0 R | BEL 7 S a0 2% wT REE S
[16.7.1 1] IZRIEHOFRBLUZE | HD,
HIbZL,

T —T TN —VEH

AR i T EE A3 L

CYP3A %#FAETD

TvnF =T IR
FGRF =T VR
KFn

RILTIIT

A= TF =T AV
A=F =TV AR
RAF =T KFW)

HNTEXT )L
IV F =T

Tl AA
AVA=WS $7 N5t 0)

NP F =7 thHERE
NEYVF =TV R
TRITF=T
=nF =7 R K
iz

i HATHBZNNHAD|ZEIZLOARIED
T, AHI B G OB AR ESND,
BUIkETHZ L,

CYP3A #5355 AL (AR E | Z S D FK Al o
il DU AERA DT 95 |CYP3A #FE/EMIC
Tx=hAr BENLRHDLD T, (LD, KEDORHA
T )NVES—)L |CYP3A #HEAEM D7 ({RESID AT HEME DS
T ELLY WER~DRBEEZ | DD,

NS A R N
LT 4=
BAIATVA XYY (St.
John’s Wort, Bk
g— X -U—NGH
B
[16.7.1 Z]
Rz K AR FE O 1. H R E D3R AR e L oKk i

DU AR5
BENWRDD, i,
Ry s Ko i
IR AL, BITE
FARFEBILRL <D
BENDBHD,

CYP3A FHEEMIC
E0 . RO R
Sy A WS S WD
bbb, o, RED
CYP3A FHEMEAIC
BUNE N T i
P oA B EE
b,

oA =4
TTLEH R

P AT T— )LF TR
[i7ei)

S AN NEREH
TINTTIT A

A =/4=0
MVTFa B AR
FXT T F =R
TT T YR
Pz ) AR

TIVINT YR
TR E Bk T
Pt

FN T WEHA
=TV
e =g
NFUIR IR

B B AT v ARA|
7FY=K
AN
TR AL
AF LT L R=Ynra

A AR R R A
AN =V
e SVl
iy
A% aR R K
¥

Gy i
AR
Ky KAAKFIY)

DO HEF O i
REZ LS IR
B O HKH O FIE - A
HEILSLI<edkE
N D,

AHD CYP3A (2%}
THMEFFEMICE
D, ZNHDFEH D
RV ES LD,

AR Lol
NaRYR—)L
TIET T — v
JTF T T VR
=y

IO HEH O
REZ LRSI Zh
BYOF - Iok(Eyi Kosa
MY DBEND DD,

PUREIE HE
INT 7Y AT L
TERY A
DVEGIN
SRR — )L
EU AT NI AR BRSO FEHF O (i
R I A R LRI, i
U IIRTF URRERIE (1% % O IE & 5 iR
VLT IAF U | TABENNRHD,
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A4 % RERIEIR - $5 18 715 | B - fElRIN - A4 % RPN - 58 5 TR | - fERRIA T
NI TI AR TR R 7 T2 2D I QT MIFIEREZEZTZ|QT MIBERARIT | QT HIFREER
B OB S M RS NS BN EPNHLNTCODIA | I EALS DB 2| IR 3 2 Bl 1E A
B Y BRI | BHBD T, NI T (3T BB BEO|ZHTHD,
UNEE G L) OMEFFIR |7 AR T DL LD AP R K2 EEICBIET
S, ArE Rt Afic, BEORELE [8.7.9.1.1, 11.1.3 #|5Z¢&,
9] EIBEEL, BIERO s

REBUAITHEET
5L,

1. ElfEA

PDE5 BH5E 7 NG o IEA O i WORERNHLONDZENHHD T, BEE+ 31TV,
VAT F TN T EE FREELEE HENBEDOONTIG AT 55 H 1L T 57 L U 2R AL E %
[i7ein) NnH5, 1T52¢&,

BHFT 4V (F T4 1.1 EXGREIER
7. VTYR) 11.1.1 EEDOTH (4.8%)
aLeF LB oD 1 R BHEO THICEOBAKIERZ R TBEZNNHDLD T, FikE
[2.4,9.2.1,9.3.1 B8] | EFI2X0, {EH A DGR B EATHE BT, RANOW R IR IEE B [ET 2
mENBEBENND Z&, (7.2, 8.2 1]
%, 11.1.2 FFH%REESE (3.2%)
AV )T T SRR AR TN A Y /7 0 o DIEPEA| ARIED CYP3A FHE [8.3 ZHH]
:r@ B LR % LRI, ()5 11.1.3 QT BRI & SEETHA)
BIEEBENRDB L OEER Y [8.7,9.1.1,10.2, 17.3.1 ]
B, DWEAD TS 11.2 ZOiDEER
naEEZ D, 20%L4 1 5~ 20% A 5%A i

CYP2C19 D HE L7252 6 0 K| o i [ A3 CYP2C19 B JEGIE AGE R JEGL, A BB, A

JEH BEN ERTBE|EMEMAICEIY, 2h YIS, Bl
FAT T — v N5, B O FRA O AR 3 N e =N Rt
DY TN FHE SN D FTREMEDS B, OIPEiRE
FGIIT T — LA B, Rt BARIE Bk i~ R A

[16.7.2 2] EARH YD A IIE . K

P-gp DIELIRDHEH] |25 D FHF 0 1 o | AHE P-gp ZPHSE TVT IV ME, TR
vaAFxv WEN EAT28F|95Z8I2LD, P-gp 7 A fUE
T2X T F nndHsd, EALEZRLOH IR AN I, BRI D F U,
FEHNT TTH LT il o i 2% B E & E SR L D DRy, B
— R AZ AV R NDHAREMED DD, "

e IR 2 DA S, WEREETE . SR

[16.5, 16.7.2 ZH] 1 JPEnREE R

P-gp B ARIEO M APEEDS L2 SDIRAI P- LRSS MR, T, AL, R (S KB A WAL R
HNARE— )L AT HEZENNHHD|ep ZETDHEIC O MR B, BE, FHELE
TIALa <, BIfEA ORBIC|LY, Pgp 2N HHIf,

[16.5 & ] HEETHIE, A i 1% 703 BEL F FIB | FHEENE . G

ShoAtERd SR RE SRR
2o e # % 55 ¥ Jr8 W R
AR Bl VE FH 25 88 98 S 5| AR3EDS MATEL % ShkEE |y FEEN Ty . FEge
[16.5 2] BENWRHH-O, B|FETHIEITED, A BRI |7 ARG R I R R R R D . o~
Fr OB E BB MR A I D HE R TIIRTRT EBREVREA, MY
2L, RHERAORBIC|ESN A FTHEMN =5 — BRI, LTI =i [
TREESEIL. B2 REWL . 7T Wb, A Bk

EAAN A~ ZINORIMER 2| ARFED CYP3A KLY =TTV

[16.4, 16.5, 16.7.2 & |[HMEN BTN NS |P-gp ZILETHZE 2T =5 — P HY

i HOT, BBENGUTICEY, B2FIF D m

RARFIRORBEEM| VT T ABE T Zoft T
BT DL, RADOPHTLZENB LN INGF U FNT p— R T VTR R O a7 R4
AIcky, v<s380n|3, DT AT zaAR TG NTF —DBEF ARG L LTz 2 38k (07-01-0007

Crax XL OV AUC D3ZEH
A 314 5 KT 3.99
FHICHEIN L 7= & DA
BHD,

B o> 495 & (ProLonl) & T8 09-06-0298 7 Bk o> — ¥ o> # BR &
(ProLon2) ) @ 63 Bldfs Rz IS,
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15. ZDHDFE . . BT TR I
152 JEBRFRIRERIZH DEH PHESES | g/ | Com | AUG G AUG
1521 Fyha e 170 A MBCHRE 851280 B AR B BRLA 2 ;lif’(gili 2) ug33 9? 1 55(62 5) 8M3gl (851;5)
2B T, 180 mg/kg/ B O 5 (IR To g K#% 5 & a0 T emy | amy | ase) | am)
150 mg/m*® 1 H 2 [AE5REOK 10.4 {FOMREEE &I Y) BeGBta | |0 [2.51(53.3) [14.83(66.7)[ 2.61(37.0) [22.11(63.1)
T B OBE I A N O B RS 12N 2T Ly 8 J1 H ¢ (7 1) (3 i) (9 1) (4 1)
LB BT HFT L (R L vy st i) avagen. (BOIIED 50 | — | M s
bz, [8.5 Z]

15.2.2 Y&z 13 B RAER &S & & 512K DR M
BICBWT, 15mg/ke/ AOH G (R CTORKEELEE
150 mg/m?* > 1 H 2 [EREFFOK) 0.9 fEDOIREEEIHY) T
ML ZE (L3, 60 mg/keg/ H D5 (FR K TOR ARG
150 mg/m? > 1 H 2 [ G-REOK) 7.1 {5 OIREE FIFHY) T
PSR R 55 55 20N 7RI X 2 M ML 98 B 2 X IR s oD K i
TR TSRO B, F-, YLE V- 52 B R AR 0
HHEMERBRICIBWV T, 40 mg/ke/ B D& 5 (BRR TR K
5.8 150 mg/m? @ 1 H 2 [ 5 KDHK) 3.5 {5 DOUg#E = I
M) TR SR S ORI e 00 e ISR A o B e 38 5
NROOIT, [8.6 &[]

16. EWENEE

16.1 MAEE

16.1.1 BEERA
fREEERR N 24 BICAIE 75 mg ZZ2 IR HAAIRE M 5 L O 1
H 2 [\ 6 HERERARGELZEEOEYEIRE FA—F
OV AE  AER R B — R HERS 2 DL IR, 6 H SRR
& ERHZEBTD AUC OBEEITHK 4 THo= Y GEAT
—4),

sppmns | 71| Coe AuC? e t V/E | CL/F
! | #| (pg/mL) | (ug-h/mL) | (h) (h) (L) (L/h)
BE-BRAG 9| 027 1.91 5.00 3.46 196 39.2
1HH (43.2) (54.7)" |[2.18, 24]| (31.3)" | (38.6)" | (54.7)"
e h-Bite g | 0-96 7.65 4.00 4.96 70.2 9.81
9 HH (44.1) | (52.5)9 | [2,5.02] | (30.1)° | (36.9)¢ | (52.5)°

SIS CRATT CV) | o (37 A (ARG A ]

a) BRI - - AUCo 1o (2 15 SE PR IRE Y S C oD i 47 o e B — I st g T A
SAE B AUCo-10 (5 0~12 WFRI R T o0 M e B — IRER R T i)

b) 22 4l ¢) 19 1

16.1.2 NYFUY-FNITA—R-TAS TIEREEE
N F UV RN T — R T a Y TIEERE R T ARIE Y
IEARIEOIRENL 115 mg/m* (KK imfE) 2 1 H 2 [, 4 A%
WHEFF & 150 mg/m* ((FR Mm% 1 A 2 [FRFLELIIK
R OB LI EOIRMBNE T A—FELITITRT 2 (4
EAT—4),

R f SN (B Mo CVo) (B . 2 BISL FIEERIE. — 3% 4750
16.2 TRIR
1621 BEDFE
TR 15 BIICAH 75 mg ZHilal 5. Uiz & | Z2fgrEg 5
WX BB G- OAIED Couw S VAUC OB D L
(Bt /M) &2 0 IOMEHE X ML, e BEEBRETIX
0.471[0.416, 0.534] )2 18 0.737[0.666, 0.815], 1EAENH R HEHX
BT 0.784[0.663, 0.926] F T 0.833[0.704, 0.986]1 CTdh 7=
VHEAT—H),
Fi2 R NNCAAN DI T RN 75 mg Z RS- L
-l R &L E T LIz EOARKOEY B ~D
BEIMUIZR RA LU TIORT Y9 GFEAT —4),
BTHRR0| 5 R A B i S A B L5535 0 B 0

S BIE <5 A— DL
A o =

AUCq-ins
e 0.914 0.921
AVeVa—=2 B 774 1.078] [0.788, 1.077] ®
o 1.159 1.182
TyTNY=A NS 10 906 1.348] | [0.992, 1.407] ¥
0.893 0.934

RLIATT 1681 1 763 1.045] [0.795, 1.097]

1.040 1.120

ER/UIAN 16 il

[0.948, 1.142] [0.997, 1.259]
. 1116 1.165
A== L MB g 9e8 19617 [0.993, 1.366]
- T 0.977 1.166
BT B 10,76, 1.220) | [0.906, 1.499] ¥
1.066 1.090

Cream of Wheat | 14 5]

a) 14 i, b) 13 fil

16.3 9%
AFDOEMIES L T FESRIT 99%LL ETH -7 © (in vitro) o

16.4 3
AIRIFEI CYP3A (2L TIREENS (in vitro)”, BERERLA
12 MC B U7 AR 3K 104 mg ZH R OB G- L&, M
Wi, ERRHEIIER LA (HMLT) & O K b4 (HM21)
THY, TNEH 15.1~16.8%, 2.7~13.9%ThH-7= ¥ GLE A
F—4),
F7-. AT CYP2C19, CYP3A4 |2 U CRRE/EMZ R L=
LG, IS DEEFRICID TSI D 3R o ifn. g A L
WL B 2 DAREM N B D (in vitro) , [10., 10.2, 16.7.1,
16.7.2 ]

16.5 HEi
TR R ANT MC HEFR L 7o ARSE 104 mg ZHEIFR OG- LIzE X,
Be 5 240 BefTE ECTOREE 5 G REICK 2 BFE R Tk
REPEH 2R K OVFR FE3E v ik e Bt 38 (GR35 (CV%)) 1, %
FLEIL 0.705 (28) %} TN 61.6 (19)% Th 7= ¥ GrEANTF—4),
ARIKNT P-gp OFEETHD ¥ (in vitro) , Fi-. AKIEIT P-gp.
OCT1 K OYMATEL IZx L CREBMERZRLIZZEDD, Zhb
DIF VAR —H—Z XV lE X DO FEA| O i HF R FE I8
W52 HAlRetEn g5 O (in vitro), [10., 10.2, 16.7.2 &
]

[0.954, 1.192] [0.960, 1.237]
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166 HEDNDEREZHEITHESE

16.6.1 BiaeEEESE
B HERE T OFLE O R DB (HEE R ER IR A1 & (eGFR)
DOREAENZIFE SN THHA) IZIBITHAIE 50 mg LUV E /L
ZEMARE OB LI ORYENRE L | BREAEN IEH e 95
# (eGFR 90 mL/min/1.73 m® LA_L) S LB BT L 7=/ R A DL
R 2 ek AEMEE LR O T — 23 GO TR,

Crax AUCy¢
B pkEE AT EIE DL | Gl EE Ot
[90%(ZHE X BT | [90%1E 4 X ]

A5 FE (30~59 mL/min/1.73 m?
LAF) /IEH

~ H 2
B (15 ﬁ%ﬁ“}gjﬁfh’“/l'mm 1.26[0.68, 2.31] | 1.81[0.72, 4.56]

U2 A CE INCE A )N A CRE))

16.6.2 FFigaElEERE
B RERE = DOFLE O B2 15k (Child—pugh scores (2353
W) IR DA 50 mg L OVNE /LA HERR O # 5
L&D ydhfes , JTHERENSIE 7 2otk B & ELB R L7
FEREUTIORT P, ok, RIEFIMEE 5O T — 213155
FUTUNRUY,

0.87[0.64, 1.18] | 1.35[0.85, 2.14]

Cmax AUCim'
firikhe SO L | (IO L
[90%(FHH X | [90%(F #H <[]

< (Child— KBTS
HE 2 (Child—pugh Y8772 A) | 8970 66, 1.447 | 0.890.62, 1.26]

JIEH
AL 1d— LNK =
L'Jj“k’r;@hﬂd/%{i?mﬁ”w) 1.05[0.88, 1.26] | 1.130.96, 1.33]

PSR A B (L1 50 | R (9 1) | RS (7 1)
16.7 E¥MHEEER
16.7.1 FBEEAOF D7 LT DEYEEICRIZTHE
RIRLYT 7o, Tatb ) — LI rhar ) — vz
ARG LI EORIEOIRYBIME ~ DA ML=/ K%
PUTFIC R M UE AT —4), [2.2, 10., 10.1, 10.2,
16.4 2]

ST PO H [90% (X ]
(3 PRI /A3 B A 5 75
Crnax AUC
U773 1600 mg qd|50 mg HEE] | 0.08[0.06, 0.11] | 0.02[0.01, 0.03]
=z —/L 1200 mg qd| 50 mg B[R] | 3.7003.04, 4.49] | 5.25[4.18, 6.57]
73— 1200 mg qd| 75 mg bid |0.91[0.79, 1.05] | 0.87[0.73, 1.02]
) KIRDAAAT _ATEVT MR L, R AR 7B (31T B 7R 2

FVE, ROARENFEIZ CYP3AL TREESNAZ LMD, AEO L IRE %

BINSHE, — BB OB G BEA R T 57201V M e L a3 L,

16.7.2 OF 7L =_Th AEOEMHEICRIFTZE

ARIEOEFREIZIBNT, BANRZF L EHNRET L 7
NRGIR IFZVGA, TR T O INIA AT T — V%
PFRE 5 LIl OO3EY) O IRY B g~ D B A F1AM
LIzfE a2 LI FIORT 2199 (AE AT —4), [2.3, 10., 10.1,
10.2, 16.4, 16.5 2P ]

HFH#ED

PRI e | AROME
T

LT I 0D L [90%(E HE X [ ]
D | | ARSEDR IRy / BB L7 2 3551 B
pomse | PR beom i
Con AUC
B ANR2ZEF |10 mg BIA] |50 mg bid ”[0.99[0.79, 1.23][0.88[0.75, 1.02]
E 2L F | 2 mg HiAl |50 mg bid?|1.09[0.86, 1.37](1.08[0.91, 1.28]
1AFIN 2 mg HiA | 100 mg bid [3.14[2.80, 3.53] [3.99[3.45, 4.61]
SN 3 mg Hi[A | 100 mg bid [2.80[2.40, 3.28] |7.39[6.28, 8.70]
T =%V 7 =5V |180 mg BilF| 100 mg bid|1.21[0.96, 1.54]|1.24[1.05, 1.47]
FAFZ—/ |40 mg BE[A] | 75 mg bid |1.28[1.01, 1.61]{1.60[1.32, 1.94]

*) RIEDNAFT RAZEVT 4RO, A EETFRZREEEICBT DR
BNE, R OARIEN I CYP3AY THREFEINDZ NS, KDL IgiE L
HNEH, — B H-0 O G BA T 572DV M e VA R LT,

aFr 7=
7Y = AR

17. BEERAIE
171 BEHERVREMHIZET S5
17.1.1 5 5 T AAEER

NYF U TN T F—R T a2 TREGERE R O ak s
TREEO TV 20 (R T ) F —BE D 2B L9452
SO T FHEERZER (07-01-0007 2E& & OV 09-06-0298
BR) MEEf ST, AR, FEREOBRRIKES L,
DD LMNA BI5 T X% ZMPSTE24 & in T DERAF 52
EBHERENT-BHLENTZ, ZHBDRER DS H A S )N H
BHEN-BEIL, 07-01-0007 BHEROLHERZE (ProLonl)?
KR 09-06-0298 3R D —EROWEERE (ProLon2) 2 Th-o7-,
ProLonl TlE, A% 115 mg/m*% 1 A 2 [Ef 0 & G06B55
L. 5B 4 77 A2 150 mg/m* D 1 A 2 B[RS,
Be 5 AR X 24~30 # A THY, ProLon2 TiE, AHK
150 mg/m*% 1 H 2 [IfR A& G-L3i, &5 HMIX 12~36 4
HC&H-7-, Prolonl & Prol.on2 O#%ERE 258 7= 63 fHld
I, Tael S AR OTa e AR T ) NF—FBEE
< 62 Bl N T XN T — R a =) TR R
F(BARNBE 20 2ETe) BigEarR—ReL, 7oV T HF
ZE N THEBR T 0D 2 ) TR BB GRS AT LD E S
T AR SR B 0 B 125 U ORI & ok e (R Hidsk) Cia
AR —he~wy T U VLT RIGREEZ T B~y T 7 avh
n—/L LT, AEERRIAT 21T o 7o, TR A — N CIRIE R
BRI EN A . RIGRERI T~y F L 77 Lo - 1R IR
OIEFEBRIAERR & — BT A BB sa ARl & L, 3 4RI
RTHTEIE L F BT OFE R IRFEaR— e FEE v T
v arha—Ld Kaplan-Meier EfFHERIZK O LB THY
MRS BB DL (p=0.0002, P OV K e
(B fEfER) TREBMELIZERIa s T 780E . A K ERA
5%) o 3 AFRFALTH BN LU A AF IR R (5 — HE HERA
FE) L, BEaAR—RT 2.82840.0845 4, FE vy F LTy
fa—/LC 2.340%0.1368 H-CTh-o7z, Fio. BB ST
FIOI0 L LT 5 AR 77 R [ 2B = AR HE A7) 13, 1R =R
—RT 8.097+0.5670 4, FHE~vvFrrariag—LT
5.324+0.6008 4E T -7 2,

104 == Y
H—hﬁ —+
-
(7
0.84 i TR S
e
————
% 0.6 Ei
il
&
+ 044
0.2
0.0
wint| 62 58 56 35 45 12 4
At HEEE 62 52 45 44 41 36 30
T T T T T T T
0.0 0.5 1.0 15 20 25 3.0
IRFIE] (46)
| KR — — — RiEHF |

3 AFIFFTEID @ Kaplan-Meier A= 77 M (= EARHTIEHT)
728, 07-01-0007 785k K O 09-06-0298 7B 123\ TITAER]
REINRE M AIEN -5 B LS, FE /KRN
5 P AR HE(R 72) OfERIT, 07-01-0007 FRERCIE~—
ATALRFZ0.401 20.440 kg/ 4, FRERKE T IRF120.403+0.416
kg/4ETHY 2| 09-06-0298 #b# (Prolon2 D &) THEN—AF
AVIRFIZ 0.6760.705 kg/4F-, BRERIE T REIZ 0.372+£0.228
kg/HETH o712 2,

ProLonl K " ProLon2 (2R THEIMERAREEIEIL 96.8%
(61/63 #I) THY, EARFEIMERIZ, W& 85.7%(54/63 #),
1 77.8%(49/63 #) . BARIGE 41.3%(26/63 f1]) . His 38.1%
(24/63 f51]) | J 55 28.6%(18/63 i) , TA/NTX T I/ hT
A7 27— L HINN 28.6% (18/63 #1]) | (AW 27%(17/63 1)
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M9 23.8%(15/63 fi]) . 7o =TI/ hTF A7 =7 —EHIN
22.2%(14/63 fii) Th-7- 2, [5.5: 8]
VE) B EBAEHZICT LTI A OF o ZITIE B RO S
N AFNOF GBI EEZ N TP 2afR T 8F —#BE 1
Flagie

17.3 Z D

17.3.1 QT/QTc it ER
Bk A (64 1) ICAKI 200 mg & 1 A 2[5 9 A EKEHRS
L. 546 10 H B OFIZAHA] 200 mg 2 H[al#& G- L&
AFH 200 mg ¥ 5B L 7T RE G LD QTeF HIfgD~— A
FTALPODEALBEDZED /s T EEIE (A AQTCF) Dk
1%, 18.8 ms (90%(ZHE X :10.94, 26.70) Th-7- 2 (4LH
ANF—#),[8.7,.9.1.1, 11.1.3 B ]

18. EHMEE

18.1 YEFMF
Ny F U FNT =R T a Y ) TIEFERE R O e
TAREMEOT BT 20 AR T RF =TT LMNA B R
N ZMPSTE24 25 BIRRL T 7 VR AL LT L5
INCAEPEING S A e NZ - NIV SF N Ly
HIRHBTHY, 77NV RN T AT 27— PIERITHHA
L, SV NI T VRS L R D FEE Z
T 5, 728, LMNA BIETOEROLGEII~T A,
ZMPSTEZ24 SBI5 T OE RO IR UIEE~T
EAS M TH L ENHESIL TS, [5.5 ]

18.2 FIB{ER

1821 J7ILAV NSV RT7zS5—ERERR
KIEDT 7NV RV INVNTL AT 257 —F D 50%FH 2 ) B 1
1.9 nmol/L Th-7= 29,

18.2.2 #%J L IR RN
7y %EBL Hela filllia Oy F oy X7 p—R
T ) TSR R HH SR R R AR A SR I BT RS
(0.5, 1.0 1% 2.0 umol/L) ? 48 HERG DML LY | JEEEKAE
BNZRET VT DIER A IHI SN 2,

1823 £ FHMOIER
INTF UV RN T R a2 U TIEEREDE T L~ A
(Lmna®oc/co06 —v7 2) |2 T, BEALERES FLle L | ARSI
GRECI GBI OER 3RO bz 29,

1824 7O I EERT
AEEHME G L ToyTF o TN T3 —R -7l TIE
BEREREFICB A AMET ey =) 1%, ProLonl Tl
115 mg/m*% 1 B 2 [0, 4 ARG LEER, X—ATA1Zk
LT 48K T L., £ D% 150 mg/m*%& 1 H 2 [ENIH &L T
HUERER, XR—=2F7 42 L T 50~62%{K FL7=,
ProLon2 Tl 150 mg/m?*% 1 H 2 [B#&5-L7-fE R, X—2F7 1
UNTHBL T 36.7%K FL7= 27,

19. BB S BT HEIELFEHNMR
— R4 TR a7 7L =7 (Lonafarnib)
. % 4 : 4-(2-{4-[(11R)-3,10-Dibromo-8-chloro—6,11-
dihydro—-5/-benzo[5,6]cycloheptal1,2—A]pyridin—11-
yllpiperidin—1-yl}-2-oxoethyl)piperidine-1-carboxamide
531 3: CyrHaBryCIN, O,
5y 55:638.82
R eV =T I A E~RE A BOH KT, Bifg=T
JUATHBRD TIRIFIZLL , AY )=V g R ) — WKL,
KITIZIZEA EERIT 720,

11

aFr 7=
7Y = AR

[#]
o /ﬁ“N/IL NH;

20. Bk EDEFE
BHEMR L, ME BT CEIRTRGE T8, BREDTZ0,
AL Dy T a0 D TRE 528,

21. RABEMH

211 EIERFYRAZEHFEAERED B, @UICEMmT D2,

21.2 ENTOIBEBIEGI A5 TIROILTNDIEND, B
Fetk . FEA I T O 2 5E 5% 5 G R R A
FHETHZECEY ., AF| O HBE O FAEREEET
BT, AFNOZ R OB T 5T — 2% 512X
2 AN N [ 3 N SU S AR A R A D o

22. @&
VXTI 4T 7 L 50mg
1 ARV 30 7L
VXT 4T 7RI Thmg
1ARMVH 30 B 7BV

23. FEXHK
1) fEP & B - G R SR HE SR BR (EIG-LNF-021) (KFRAEA A -
20XX. XX XX, HFEEEHMEE 2.7.2, 2.7.6)

2) tENE R HES 5 ARG PR 3R ProLonl GRER4EH H -
20XX. XX XX, HFEEEMIEEE 2.7.6)

3) tE N R} G PR SRR BR (EIG-LNF-017) UKER4EH H
20XX. XX XX, FEEEBHMIEEE 2.7.1, 2.7.2, 2.7.6)

4) AL PN RE - g R SR B Uk (EIG-LNF-019) UKER4EH H -

20XX. XX XX, HFEEBHMEE 2.7.1, 2.7.6)
5) # PN & B i PR ER (EIG-LNF-020) (KR4 H H -
20XX. XX XX, FFEEEHMERE 2.7.1, 2.7.6)

6) fE N E B in vitro BB (SN98139) (/AFREH A -
20XX. XX XX, HFHEEHMEE 2.6.4))

7) AN E B in viero 3R (15EIGEPL) (7R84 A H -
20XX. XX XX, HFHEEHMEE 2.6.4))

8) 4L PN & B B R 3K 5B (P00260) (KGR H B ¢
20XX.XX. XX, FEEERHMETE 2.7.2, 2.7.6)

9) LN & B} :in vitro B (14EIGEP1) (7K A H :
20XX. XX XX, HFHEEHMEE 2.6.4))

10) #E N & £l in vitro 3Bk (CYP1838R2) (7K FB4F H H :
20XX. XX XX, HFHEEHMEE 2.6.4))

1) #EN & £l in vitro 38R (CYP1838R1) (7K F84F H H :
20XX. XX XX, HFEEEHMEE 2.6.4))

12) #PNE ) R SR BEEER (EIG-LNF-006) (ZKF84F A H -
20XX.XX. XX, FEEERHMSE 2.7.2, 2.7.6)

13) £ k- R SR BEEER (EIG-LNF-003) UKFE4FA H -
20XX.XX. XX, HFEERHEE 2.7.2, 2.7.6)

14) £ Bk R SR BEERER (EIG-LNF-007) UKFB4FA H -
20XX.XX. XX, HFEERHEE 2.7.2, 2.7.6)

15) #hPE B i PR SEEREER (P00393)

16) £ ) R SR BEERBR (EIG-LNF-008) KFE4F A H :
20XX.XX. XX, HIGEERHEE 2.7.2, 2.7.6)
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20XX. XX XX, HFEEEMEEE 2.7.2, 2.7.6)

18) +E PN ) : R PR S A B (EIG-LNF-015) UKFR4EH A -
20XX.XX. XX, HFEERHMEE 2.7.2, 2.7.6)

19) #H P& B R SEBEE R (EIG-LNF-016) GKFE4EA B -
20XX.XX. XX, HFEERHMEE 2.7.2, 2.7.6)

20) F N RE: WES S A R PR 3SR ProLon2 GREB4E A H :
20XX.XX. XX, HFEEEMEE 2.7.6)

21) ¥L NG B WS A A7 IR ARAT GRFRAE A H 1 20XX.XX.XX,
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22) tHNE B 2R G AT GRFRAE A H 1 20XX XX.XX,
FEE MR 2.7.4)

23) #EPNE R} B PR SR ER R (EIG-LNF-022) (ZKFR4H H :
20XX. XX XX, HEEEEMEEE 2.7.2, 2.7.6)
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25) Capell BC, et al.: Proc Natl Acad Sci USA. 2005; 102:
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24, XHEERERVHEWEHLE T

TV AR AR
T108-0014 HIEHIEXZMTH 13%& 3 &
TEL: 03-5730-2481

25. RIEHRTLDEFE
26. BLEIREEESE
26.1 BEIRSET (EA)

7oV AR
T108-0014 HAREEXZIT H 13%& 3 &
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1.8 WwfHE ()
Confidential oF7r=7
7Y AR
2. #hEE. HMEXIIMERE () RUZDRTEIRER

21. MEXIFHR (F)

N T U e XN T =R T v ) TIEFERR O ae s IR a Y a A K.
73N —

2.2, MRERIIHRDKRERM

TLIIVABTTNARVIVET AT 27 —BILE D CREEN T 7 VRS i, fEmic
ZMPSTE24 (A X a7 a7 7 —EO—F) \2X 0 7 7 L2 AL DU S UV L 727 2 > A
MEEAZIND, LMNA BIRTIZHERIZE D . 7 7 VR RS OBIWHINL 2 K8 L7124
BTVIIVADBEESN, 77 VR L LTEERT VT I ARERT H 2 & TREERN
HITT %, 7o, LMNA EGTIFXIER TY ZMPSTE24 5 T ICA RN B 5 &, ZMPSTE24 DiEE
WETTHZLETTLITIIVADT 7 ARIIALE S OBIMNAE LS, 77 L RmI kL7 L
TIv A NEHEL, RBIERDEIT T2, Ny TV Ly e XA T ok — R I r Y U TR
(HGPS) XA D LMNA RN EOFRAEWIRTHY , Irner v I Rekoryayznf K7
I/ 3F— (PL) TIIRTE EBEVPRERIELEZE 2N TWD, »F 7 7 V=T X7 7 LRIV
N7V AT7 27 —EBHEBETHY, 77 VRN ENTZERTLIIVAHDLIWVIETIVAD
PEAEZAETHZ LT, ZNOHEBICRIDTLHEBEZ6ND,
20 &) 475 HGPS KO PLATH 1S 5 AFI O BRI AN D 41, 07-01-0007 5k K O 09-06-
0298 FBER N FEMi S 7=, 07-01-0007 #XBR (ProLonl) TIIARIBEBRE 28 flZtRicn )7 7=
7B 5 GRS AU, RWOCL 09-06-0298 FER D Groupl TIE 3 FIPFH (w77 =7+ 1
Ra g+ T 3 AR F ) TOFMMER S vz, xH5ERE X ProLonl OB 28 il 26 #i & #Hr
HBEREE 21 BIOG 47 B 7e s, 3 Al G CIIif SRR G o N2 >0 T, HE
R 5 CHE AR T S A7z, 09-06-0298 75 D B #5013 3 FIOFH 52 Bl vh BB 512 81T L7z
36 Bl & RIGHEEFE OBEEE (Group2 : ProLon2) 35 6725, 2 DOREKRERIZIWN T,
H1R HGPS 78 74 #], FEd 878 HGPS 728 6 f5], PL 2% 4 BlO#EE 84 BRI RIS L7272, b
DRBREZED I B RIGHEIREED B ARHKI N B FE 5 X 4172 ProLonl } Y ProLon2 O iy R & 2 VN EFE
wTHUR HGPS B 62 il & 7'm 2 = U THFZEM ] (PRF) 2VEHMERF L CWo e X R Y L= b
72—/ & OAEFIIRIIEIC LY . KA X2 FEREAPBOLEN RIS (F2.2-1),

#2.2-1 AFEERIMENT (2021 £ 8 A 1 AHEER) @ MR L KEETOER] Log-rank BRE (AHKE
B ovs. KGR [F0 72504 T]: CITT1_2)

RT A=K weat AABEEHE (n=62) K HHE (n=82)
JERt e 72 7 BE | plE BGHEEIREGEE | <0001

(1] (1)

R N 62 62

FIHE10 4 n (%) 38 (61.3) 25(40.3)
IEFTHEI f (FEL) n (%) 24 (38.7) 37 (59.7)
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aF7y=7

R AEAEHAR (RMST) WL AEAFHAR (SE) 9.647 (0.6795) 5.320 (0.6234)
A SRR E D p <.0001
RMST D7 (95% CI) 4.327 (2.5196, 6.1342)
TR (2]
1 4 HeEMER (SE) 0.952 (0.0273) 0.805 (0.0505)
34 HeEMER (SE) 0.903 (0.0375) 0.642 (0.0632)
5 4% HeEMER (SE) 0.838 (0.0469) 0.496 (0.0692)
7 A HEEME#R (SE) 0.714 (0.0622) 0.363 (0.0780)
9 4 HeEME#R (SE) 0.535 (0.0833) 0.156 (0.0757)

ERD 12021 FF 8 H 1 HRF R TR H D WITAEFDHER SN TIREHZFTHEIY A & Lz, [1] MElE Kz k-
@Rk L7z, [2] Kaplan-Meier HEEH, FEAERAZEI Greenwood DARIZ SN THEAE I,

&

BRI TORKNOK G EIZBIT D EHRIEFRIL, WThoBE LS 8%l ETH -7, EEFEM
THH OKREIT O BRE B CTHEIMER TH o 7=, FEREREINERD 50%LL EOBNZ#ER L
2B 2 222 10077,

#2222 R—RT7 A VEEOEREERMEBIZHE L 50%2L EOMDOEIE

o g | P s 0 | osvidmm
BoR LT

ProLon 1 28 11 393 21.5-59.4

3 Al 40 12 30.0 16.6-46.5

3 FIGER A & B 5 23 6 26.1 10.2-48.4

ProLon 2 22 8 36.4 17.2-59.3

TERD R SUIAFIB G AT OF AR EIINZAG S i A

Fo. WMESNZRERIZ, BERBDITRL, KFTHMONT-FLH HVIIHFHEIC L 5 EK
LEZIONDFELTHoT,

Tty IAREMED PL OFIERIT HGPS LV TH Y . AFOHKRABRICE N TH Y
VT AREMED PL BB X 4 Bl & D7 dro 72, 4 Bl processing proficient & 172 1 & Fr< 3 #iT
FIARFNZ G LT 10 L EARE L, ZOMODMERD AE XA L T2 (20194 12 HD
T —%), HGPS & 7 ut s 7V AReMED PL 1T, ZREEFITRR DN, fied THELL 723 Ek
ETHhY ., FORBLELLTWS, B 77 L= OBEKRBRICBNT, Yot 7 Rett
® PL TOARANBE-DRZENET 07 7 A4 WX HGPS & K& RETIRL, vy 7 Rett
® PL BEIZBIT DARFDOHNEE & HFREEN T LRt B 5 & L, FDA LT EMA (251
AFNIHIRREDIR I & L TR I 17,

F£72. 07-01-0007 5B} 8 09-06-0298 FRERIZF VT, EINFEAED H AN HGPS B 3 il 0V bk &
NAKNZ X DI TCOBRNER NPT S, BERS vz HARANIX, ProLonl T 1 i,
09-06-0298 7Bk Groupl T 2 #l (5 5 1 HiliL ProLonl 75 DF1T), ProLon2 T 1 #] TH -7z,
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1.8 IRfI3E (%)
Confidential aF7y=7
7Y ARt
IS 3BOEREBR COBEHIM AR 22-3 12”77, £/, ProLonl IZBWCik, v 77 r="7

DIPBRE b RES S 1 BIO BANICE T 2 EYBRE IS ERE DX & RE BT RN T,

£ 223 3BIOERADOHETHOEENRE LKER

BBE | g0 i AR i
07-01-0007 7% ProLon1—09-06-0298 7 2 = A (s
B3 AP -7 7L =7 HA| &0 (ora Mk
il j = —Everolimus iR Z NI FE T o] ¢ R U A L A EYLE T
Lotk KDL, PI OHWT
ntf 7y =LK
PRI AT ER))
- i 09060298 5 3 APFA—= T~ 7 ol i FDEC (%
T |= 7w DA GerRsm)
e [09-06-0298 FBR ST 7L =T EUM
#- I EJ; (ProLon2) —Everolimus g (BAEDOZ 2. G %Tit*%l #H)
B i

*

' B8 TN Ed G
HiHL : 07-01-0007 #XB& CSR Listing 16.2.4.1, 09-06-0298 55% CSR Listing 16.2.4.1, ZE{FIRPLIT Eiger #HICHER L 72
H

|

o

AARNBEDIMLOBE L IZZEEO AR Vet YoicsEpiErsranzéE 2. IR
I o\ C AR LR I - O
BEaiR,

PLEX D HGPS KO kv v VRO PLIZEIT 5 KB O MNMER LB HER S L
BT L, ARBIOIRESUIZNE (B) 2 [IhyTFo Yy X743 — K- Fuv=l TIEFERL
Wty oA ethkorayonaf N 73 7 3F—] ERELE,

3. RZERURAERUEDRERM
3.1. RERUVHAE ()

W, oF 7y =7t UCHBHE 115 mgm? (KEmE) %21 H 26, Y 0oRFEP T
BEBICROBESE L, 4 5 A%BICHERH R 150 mg/m? (KEEHE) 21 H 26, §lyoRgEP Y
IIEBEZICEOREGT 5, ok, BEOWRREIOLNC CHEERET 5,

32. RERUVAEDRERR

HGPS }x (NPL # %52 & L72 07-01-0007 5BR Tl #1412 115 mg/m? M HBMA L, 4 & A %I
1% 150 mg/m? |[ZHE B3 2 B 5 5 1E TRt S v, £72. 09-06-0298 35k Tl 150 mg/m? % BHAGH &
EEe, 1 ARG EOFEIL 25 mg AL TUIY BT 7,

115mg/m?>® 1 H 2 BIOBRAEHEIX, AFIO /N MR B 23t 4 & U725 2 MHERIRSBR O HELE
MEIZFESNTN D (Kieran et al., 2007) . RN & RFGUTFE i S 17z 4 DD 1 FHaRER (C97-258,
197-211, C97-262, P02366) i, FH&HIIRFENEIL 180 mg/m? LA L & CTHA L, e Kifif & (MTD)
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1.8 WfH3E (R) .
nlF7y=7
TV AR
X 115mg/m?> TH Y, AHEFGIIHER, TH, KOMBEEDER DO Tholz, BRMEIIES
PED AR R IEE O/ NBEE O 1 FHERRFER (P02201) TiX, MTD 1L 115 mgm*> TH 5 &
Sz, [FFRBRCO MG IEDBREOBRF TIE, A% EG TIERIGEE SERIZZ2 Y . Cmax O
BIEERF 1 4 B TH D . 70mg/m? 2> 5 150mg/m? ~D AN X 2 H EARTFH) 2258 E O HE N 78 7
iz, £, HERIREEICIE, 200 mg/m? TORIZ, i/ MRIBZE & OVEBEINHI 3 S £ T8
0. BNEMEE RS ICB T 2RmHEOARAT —& & —FK L T,
INHLDOZ & aHE X, HGPS KON PL BE 2 xt5 & L2iARRER o Lit & RE S, ik
2OV TIE, BIBEEORBOTDIC, BEFH L WVITRIER L S, AAIEREG O 84 HlTO%R
EMERFCHLHR T D HELOHESE LTEDA LOVEMA KV AR I, 3 #loBARANEEIZ
BWTH, AEROHELOHET 9%, EORRFERZR L, HARANZBWTHMMEE LR O &
Mo, ENIZEBIT AEBHAFEOTEMAELOCHEE LT,
HELER G- B O RE & T 2 RERmAEIL, FONARFEE AT EMEOZRIZESE 0.30~1
m? & L7z, REBOIERIKEN RN, BRI DKM ZEET 5 &, (KRR 0.30 m? & F[a
LEFIHEHESNH ARV E B X b D, £, 1 m* 2l 2 BF~OMHTREMEIZ S
T, AAIOHKRRBRO PL B 4 GIh 1 FIRAERIC | m? 22 TR0 (ff iktt. 09-06-0298
AR 3 A OF 3 5-1% O HAIRKGE R 5-BRAARE RO R I 1.06 m?) . AFRIZHB W TH PLAEEICE
WTIm? A2 LRI GETERVLODO, MO THEEZEZObND, L Im ZBx 5E8H
WA 25 A IR, FRRRBRER & FIEE. 115 mg/m? & 2 )N 150 mg/m? O A &EICE > TR 5 &%
RETDHZIETELIZBRNEEZD,

Confidential

4. FRLEDIRE () RUZORERML

lEH EoEE ()

2. M5 ROBEICIIHRG LW &)

2.1 AHRNIOEOTKE UisBUE OB ERE D & 2 B

22 VN CYP3A BHLEA] (f T =)y —n R =
TV, RatFy—i U b FeEa R
A, 7EFFTEARBE, ¥V en = ) —
AT, RAT T LT e T AKF
W, a2z y NMERWAL 2T A~ AT
VERBIK, vV F=T, =¥ hLLEL T
~VIg) EFEGHoBE (101, 16.7.1 /]

2.3 WOIEKNZBGHF OB F = Uil /Kfy,
NN DNVRRROKT) F S v ey 2L b

AEARML

2.1 FEpik O — I & UCRE L
776

2.2 ARENL CYPIA IZ L s,
717 CYP3A PHEZEIZ L 0 AF| o1+
BEMKEL EH L, BIEHO U 27
DR EDAREMERH D Z LN ERIE L
77

2.3 A& CYP3A [HERITH Y |
CYP3A O &I D4 By W55 D1
IMZ XV, CYP3A OEKEREIC X

S, AL I ABRAATREE - K T A A
VTN T TV AT TA RN
~ VLA VB, NIT YT A THELVY VR
W, ANT TV UEWR, "R N T 7 A [FHFX

HEWERH Y A NEEDBENNH D
ZEMDLRERELT,

2.4 AFD CYPIATHET 2 Lick v =
e F U OREN EF L, BT
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aF7y=7

A EoEE ()

AEARAL

IXEERIEDIE Y LS (Y v SERIME Y
PNEERET) OMEEIEH) ., A o F=T, 7
alrow U ATV RUERE, TEL=U e
EHEBA ARLVXH N XX TT 4 (T RV
VH) . VT T o WIREREOK ), I X E R
AVNVERIE. V7 7 T7F o 743 v UR—
BXFN VAT TT R ToNE IR, AR
VB IFVTA T MR REF N TT
LA EARA, o2 EZF L (101, 16.7.2
Z ]

2.4 BFERESUIATHERERS E O H D BE T, a e T
ZEEHROERE [92.1, 93.1, 102 ]

EREEEE BT LY are T
DIRENLY ERTLHZ NG, 2L
EF AR DEIEERITER O Y 2 7 73
T 28EZNNHAHTZORE LT,

5. eI R BEE T D R

7. BRRRRE ] MY T18. SRhkEl | DIEDONAE %
R U BEARBBR LA AN & VT2 B Oy 5 (BRER
FEMR, 8 T-28 555 W QNS ARHI DA R K OV ek
OS2 00 TR L7z B, IS ERE A%
RIpz &, [17.1.1, 18.1 ]

AENETZ 7 NIRRT AT 2T —F
HEZEME L, 77 vk
A =RV BV VY b = IV = -5
NIBEOERBEREST 22 L TEDTS
EBZOLNDDT, 77 LRI ALEY
DERELSN O FF CHREIEZ 2T HkE
WIS REMBETERVWEEIREL
77

7. MER OH RIS 5 R

7.1 THRESEZBICERGRER OB G HIEZREL, #5
T52 &,

PG E (RFREFE L7720V 115 mg/m?)

. . o B E-0 L FHD
MH@EE 1 Bk & BTN BTk
(m?) (mg)
50mg 75mg 50mg 75mg
0.30~0.38 75 1Y v
0.39~0.48 100 1 1
0.49~0.59 125 1 1
0.6~0.7 150 1 1
0.71~0.81 175 2 1
0.82~0.92 200 2
0.93~1 225 1 1
1) 75mg B 7w O BE R AT 5
MEFF & (AREFAEYS 72V 150 mg/m?)
n o x50 B 50
%2%;@% 1 A& BT BT
(mn) (me) 50mg 75mg 50mg 75mg
0.30~0.37 100 1 1
0.38~0.45 125 1 1
0.46~0.54 150 1 1

7.1 AENIEEmRHEICE S HELRE
T 570, FEEEHEIISCE 1 B
BERELRE, b, #itfoHEIZ
25mg B CTREE LT,

7.2 BEIRRERIZ B\ T AR & 22 @R 5
T 5 L HEDHGEEOBIEIEG G
72 BMEHMPRD LN Z LD BERE
L7,

7.3 AREIOE G % 12 R MR 2 F
L HZENTHIERBEY -4 D
1 A2 BEoOREAZBETTXETHLZ
& DB K E K ORI EA OFLEIC 2 D
WERIE LT,

7.4 HERFEO 150mg/m? & 5-HE 2, MEHE<e
TR AR D IR AR &N DT D%
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7Y AR AL

A EoEE ()

AEARAL

0.55~0.62 175 2 1
0.63~0.7 200 2 2
0.71~0.79 225 1 1 2
0.8~0.87 250 1 1 1 1
0.88~0.95 275 2 1 1
0.96~1 300 2 2

72 BIGEEORBEEZMZ D720, RKAIOZEERETO
G35 2 L, BRIRERIRIC W TR G-
TIXEE O B GEEORBIEIG 235 < 72 D Hm 23
ROLNTND, [82, 11.1.1 2]

7.3 A ENTHEEIL, RIEIOIRM £ TORHIAS 8
Bl ETHIUL, TELRETRSAFL L BHICX
IBREZICIRAT S Z L. REIOARA E TORERH]
28 8 REEIARM DAL, B BN T3 3R
T RORATERFMIC 1B ERATS 2 &,

7.4 BHEFHETH D 115 mg/m? [ZhT 2 ARMENTRD
LN EIT, 150 mg/m? IZH&ET 52 &, Fi,
150 mg/m* |ZH§ Ef% 1, MEIHESe FANS K D Bk i
WHERADFEORIEHORIUCTER L, HEIZET
T 1S5S mg/m*> ~DOHELEETHZ L,

DY PRSI EEAD Z Rk LT
ek, HEz B ED 115mg/m? ~
BET L2 EOmFINRROLNDZ L
MBHERE LT,

8. HERIEANEE

8.1 AFNL, BEASPEDHIRE DB A3 70 ik -
R A FFOERIO b & T, AREIOE G235 Y) & ]
SNDIEFMORIEGT D L,

8.2 T, Ml RHFOBGEE O LDONLD Z &
NHLHDOT, KEREEFEFERERBIET L2 L, [72,
11.1.1 Z/#]

8.3 AST. ALT LA ENH L OIS Z &
N2 DT, BRI EZ1T S 2 &, [11.1.2
Z ]

84 BHEMH N HOLONDZ LR HDHDT, EHIHIIT
Mmigds (MEREEE, A MmER IS 2179 2 &,
8.5 BHEEENH LONDL Z ENRH LT, EHIH
ICEEERELITY 2 &, [152.1 2]

8.6 HNIKTHDIREENHLLNDLZ LN HDHD
T, EHAICIRBIRAEZ1T O 2 &, [1522 2]
8.7QT MIMER NS LoD Z &3 d DD T, AFIK
H-BAbART K& O G- H I3 E W 89120 X R A J OV iR

8.1 KFIDIERHA I =X LNT 7 V3
NEFZo 2727 —EBHFEEHTHD
ZEMDL T 7 RV IMEEER D EFEL
S ORESF CREREZ BT DR BICIER)
A TERVWEEZLRE L,

8.2 & G-BALAMIHNC T, Bl Mark7p &
OIHLEIEIR 2 ke L CHRBLT 2 8 H
MWEIPoTe Z b FRCE G BAG)
D 4 H AL, W kERROEER O
FIEEZTERCBIET O2MNERH D
7o ORRIE L T2,

8.3 ARFINPEH ST BHE DK 30%IZF
EF & LT AST KO ALT OGN A
LN Z EMLERE L,

8.4 AAIDEIWEMR & LT, U Bk, ~
T u ey O MERER DD 8 2 5
N EMBRE LT,
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A EoEE ()

AEARAL

gt (WY UL TRV T L ANVTTLE) &
TV, BEORBE+DICBIET 62 &, £o, MWHE
i U CEMBEMIEZITS 2 &, [9.1.1, 10.2, 11.1.3,
17.3.1 /]

85 7 v MIBWT, b M&EL FIFED
YNGR T & CIRRAEICA L & BEEE
BHEEK T AN EBREL
72

8.6 V/LIZHB VT, b hE L [FIRRE DK
Wi B TR AT O AR IR AR A
TRALNTZZ ENBREE LT,

8.7 AN T DRET M OVAH 0 B IR AR
IZBWT QT MERLRALNT-Z &
MBHERE LT,

9. FFEDH RAEATHBELICHT 2R

9.1 AOHE - BEERESE D & 5 B

9.1.1 QT MIBRIEER 2 = Lod Wil (UERM: QT ik
RIEMGERE, 5 o MM OAR2, RIREAREENR, K0 U v
LISE, K~ 73 7 AMGERCE A VS T A LED &
% BEE)
DERE=Z =527 I EBEEZ 0512479 2 &,
QT MRREEA K ZTBEthnd 5, [8.7, 102,
11.1.3, 17.3.1 ]

9.2 BHEREMEE B

9.2.1 BHREREOHHBEHE T, LT b H
DB
BELARWZ L, e F o omPEENERTS
BENADRH D, [24, 102 ZH]

9.3 JITHEREMEE B

9.3.1 IFEREFREEFE D H HEH T, areFrzfiKbh
DBHE
BELARWZ L, e FromfEENERTS
BENWDRHD, [24, 102 ZH]

932 IFEREREEFE D H L EE (areFraikbho
BEER)

AR OEH-O AT ZHE W L, #5325
(X, IR D BT =X —HOBF OREL 31
B L e ET52 L, 0 LEITE L TRY
BAPFAET D CMURNEEITO 2 &, RO
HIRED EAT2BEN1H 5,

9.4 AFHEEA AT HH

9.1.1 RAIFEEIZEY QT MROIEER L7
JEFINRTRD Sz Z & vh . QT ML
BRI LT WERICEET HBIC
T OEXE =X — PREORES T
NEBRTL BN ELEEZREL
77

9.2.1 AHKI7 CYP3A #PLET S Z & KD
R RERRERE CIX IV areTF o
WREEDS AL, BEEZR I AEMITHR
ERIFT L ERER I TBEnN
HDHTOFRE LT,

9.3.1 AHI7S CYP3A Z#ALET S Z & KN
e ZERE ClT L areF oo
REEDS B L. HEEZR T AEMITAR
ERIET IO ERERTBEAN
HDHT-OFTE LTz,

9.3.2 AANIFEITFIETRA SN D720,
BV PREDRFHRT 28200 H
D, NFZoAT7IF—ED LR EAED
LT\ % BH CIIFgRe R 2 i s
ToOBENRHDHTD, FEEMEE L
TRE LT,

9.4.1 MEZ v MIZBWT, B MHED 1.2
5 DO HRY) 5 T5 B CAETRRE I FEE 23580
LT E LT,

942 T v MZBWT, B MHED 15
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7Y AR AL

A EoEE ()

AEARAL

9.4.1 AEHRT 2 FIRENED & 2 Zethiid, AFIE G K
OB 5% 1 BRIV TREES 2 M M K OV
G BEHTIRIC DWW TR 5 2 &, [9.5 2]
9.42 BYEITIEL, KA G L OGS G5% 1 EEIC
BWTARYTE(ay R—=2) 2 VDT 2 03
PEICOWTRET 22 &, BT v FE W= GhE
K OEIRE COYWIRRE AT 23 RICHB VT,
90 mg/kg/H (FEK CORKREE & 150 mg/m? © 1 H
2 A GHRFOK) 1.9 (5 ORER EITHY) k5 L7z
(L S IR BARAE, A AR VAR AR % o A FiRk e K OV
HIFE A RIETHENBO LTV D,

9.43 EHEATRE /R T O BE G T HHLENH 5
AR T 2B A ZBET L2 L, Ty b &
AW SE G5 2ERRBR 128\ T 90 mg/kg/ B (FRR
TORAFEGE 150 mg/m?> D 1 B 2 [ 5D 1.9
EOBRFERITHY) 285 LIS, KOV L a2 v
7o E B G MERBRIC B W T 10 mgkg/ B (K TO
BARFGE 150 mg/m?> D 1 B 2 [F5H0K 0.6 1%
OB RITHY) 285 LB BREENRED 5
TN 5,

9.5 It

HE0R SUFEERE L C W D ATREME O & 5 eIz i 5 L
IRNZENEE LY, T MIZ30mgkg/H (FRKT
D K% H-8 150 mg/m> D 1 B 2 [A% G50 1.1 1%
OUEGEREICHY) R0 &kE5 LG IR IREER
EA, 7HFIZ 10mgkg/ H (BRE TORAKKEGE
150 mg/m? @ 1 H 2 [B1# 5-KFDHK) 0.3 5 O IR FE &I
W) EROEE LIGE BB XUIERNR
LbNTWD, [94.1ZH]

9.6 #=FL.hw

16 EOFRMER O RAREOREMEELZE L, #
oM TP Ik 28+ 5 2 &, 7 hTHIT
~OBITRHE SN TS, B N TOIHLHBITICHE
TL57 =2 KOt b ORI ORA~DEEIZET S
T —HIX7R,

9.7 /N4

12 WAREO/NRE kG L LT AR OV 42

¥ O FE ) Fe FR B CHIHAE T B ] O
BEEDRBDOONEZENLREL
72

943 7 v P ROV IV E AW K E B
ARERICRBWT, BRHEENRD T
ZEMBRIE LT,

9.5 BEWMMOITIET v MW T, t
& & IFIEFE CEYREE & TR - R
REMERFRD B, & E AU O IR
UHFITTIEE bRV ARW IR
TERAITEM NERRSA LN Z L
HRRE LT,

9.6 RN ORI T » & HW 3BT,
AFNT R 2@ L, It omwm s
NHZEBRINTNDHTEDREL
72

9.7 A% 12 » ARGO/NRE SR E LT
BERARBR TN L TR W E bk
E LT,
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aF7y=7

A FoEE

(%)

AEARAL

PEZFRIE & U7 BRI 2 L CTuZany,

10. fHAEA/EH

AT CYP3A KN P-gp DIE TH Y, CYP3A (Zxt
L CIRWHEME AT %5, £72. CYP2C19, P-gp &
U"MATEL (Z%f L CHEEMZ AT 2, thoFEHl & o
FIAAERIZ T R TOIEF & OMAEDOEIZ OV TR
MENTWD DT TiElani=d, AN X 2 7EEH I
BT IR RN 2O L7z 0 | RANC L HIEFRHRICHT-IC

hOFEH 2 0T D5 A2, &L

=
\—JEE:E'\

L CEE|C

BhETAHZ L, [164, 165, 16.7.1, 16.7.2 ]

10.1 OFfZE=

(PFHLZRNnZ &)

il

BRI AR - B 7 1

T - fEBRIA 7

U CYP3A PR

AT —v
(AR =)

RYzar>'—

(AT =R)

RNYpar—i
IH741)

7Y AT AL EA

U
(ZFV R, ZTVA,
RV 7 T_XFa
7)

UhFE L&A RFH|
(/—b7 . Futy
R, ILh7)

TP VR R
(LATEY)

) FE N =H)—)L

R
(FVoRY TP AH
FA—7)

RAT 7L e v

DAN LY
(L7 T7)

ab TRy N AT R
(FoRAY, vV —
#,TLTVarysR)

VF=7
(CHT47T)

TV RLLE L T

IR
Sa—n)

[2.2,16.7.1 ZM]

AF D BRI 731G 58
THELNDHD,

CYP3A Z5@<PHE
FTAHZ LTI AR
OB LEFES AL,
A HK 0D I, Hf s A
F L EATIEE
nNHdH5,

XY T A
(RAIHL, TaTh, 2
7L wH)

S5 0D L0 P 4
WA BERA
R

AHD CYP3A 1Tkt
T HEEFEMICE
VNNV IOF S50}

[2.3.16.7.2 Z]

REAEESNS T

FEMG IR, BIRRBE N I 21—
a VRN OFE RIS W TERE LT,
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fEH EoEE () X EARHL
TRIRREF U T |26 O EE| O i | GEMERH S,
LK) & A B Y S AN 34

(VEr— Th—Fv
b AT 2Ewh)

W RME 2 & Te3 A%
F—HOHEZREIE

KRBTz A2 oAV T BE L
ToFEY

SRR TF HzERZTBENNH
(UAR/RR) Do
[2.3 &)
o UURRER KT |2 D o 3K o
NTYVIERRERTY) IR E EHICEY ., QT
(RXFYa—1) ERAEHRHERT D
[2.3 2] BEnndHs,
FhI Ll FHT LD (L
(V%) JE EFICXY, MR
[2.3 /] EAE IR 23 4 58
THBENRHD,
=L 7LV DI R
(877) EEFIZEY, miED
[2.3 2] U MED L FA2FER
THBENRHD,
TV I A R - | 2 D o F A o ifn

MEE RHIC K0, WA
1 S o0 7 BIE

ZI7ry) HAMRRBLT DBZN
AF NI AN =LA RS,
RN
(L E M)
[2.3 ]
NN K7 YT A0 L
(VA ELFICEY wmED
[2.3 2] BRSO I W T R 708 9
Bl 5801355,
TrELVY IR TV EERE D
(=RLIX) MR EN EHL, A&l
[2.3 2] TEF D FE B 503
HBEEND®HD,
AT TR 8 DRNRAN D &
(=77) NHZERHS,
[2.3 ]
NRANT T I AFFIE N RNAE NI T 7 AD (i
HEIRPMEDIBMEY LS A RS ES-L IS
355 (ZND S 2 SERIED o< | B AR T 0D 58 3R )5 1
A& Te) O FHEMH) | T bkEn03Hb,
(RERIVLIAH)
[2.3 ]
AT NF=F AT NF =T OIfF
ALTNED) WEEA EF-L BI1ER
[2.3 &#] DRGNP T D F
D5,
A= d)Ng 2D O Ao i
(mFt) R FRICKY, EH
NTUR R REYE R T DRTNNRD
(FY—4) %
[2.3 &)

TN =D E A A
Inzuays vYLs

TENL=UECDER
ZHE 2B ENDD
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4
[2.3 2]
OIZE R AT VIR AR ATV O
(P 7 AHEYR) IR EE LS ER-
[2.3 ZR] SELHBENRHD,
VIrTF V777 F i
a7 T4v) B ERICKY 1EAE
[2.3 2] W T o8N H
2
T4V I T4 SO I
LT 47) ErEILL LREED
[2.3 B/ ] BENDHD,
DI AS=E = AN YR =m0 @ | AFKD CYP3A LN
A7 HFLILE) HIRE ERACERY, Bi|P-gp BREIERICE
[2.3 2] EERE VR AR, |0, U —mF oy
MO fERIERE KT | DI )T T AR
LBEEND®D, TITHIENEZD
nd,
VAT 7T VAT T IO M| AREED CYP3A K
(7T L/3R) Ex EREELEEN|P-gp IEMEMICE
[2.3 1] Bdb, 0, AT TROIY
TIABKRT T
ZENRZZLND,
VEALZ.NN AR D i PR EE S| 2 B o B F o
(7—V—%4) DU RT3 |CYP3A FHEMEMIC
HNR<EE BENRDHS, o, 2| LD, RIEORFH A
(FZ71Lh—) NHOEAO M FERESND, £,
[2.3 &#] FEA EF L, RITEFA | AZKD CYP3A (2%t
FHRLLILRDBX|THMEMEAICL
nnHs, D, ZhbDEHK O
REES S,
102 PEAER (BFHICEET S Z &)
A4 % RERIEIR - $5 18 715 | B - fERRIN T
R D CYP3A PHEA] | Ao FRER B2 v o K& o
TYREVAL F45BENRHHD|CYPSA FLEEMIC
~_Z3L T, FRICAREI B G- BR| L0 RIEOIH
TS — L L IRE KON 0 i B IR | BEL S S a0 2 Wl REMEAS
[16.7.1 ] IXEIMER OB BUTIE 5D,
BiazL,
T —=F TN —YEH B\ RO PR ER E|CYP3A ZFLETS
i ATHBEENRHLDO|ZEIZLDARIEDOK
T, AHI TGP OB MBESNS,
ULk sz,
CYP3A Al ARHED i R AN 2 B o 3K A o
Vo7 ey DU VEADES T 5|CYP3A FHE/ERIC
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BEIWRSHDD T,
CYP3A FBE{EH D2
WIREI~DRFEE
A RN

L0 AHEO R
TRAES LD ATHEPEDS
b,

Rz K

R FE D 1 R R 3R
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12, BRE DR EE R
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FHHU IR T
BHZE,

PDE5 BH Al b DA O i H
UNTFIANT TR REE EREEABE
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BHEFT 4 (P IT
7 TUR)
=y A LeF oD I
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W OMm b RES EERICEY, AV T
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7Y AR AL
fEH EoEE () X EARHL
DTEAL BLF SIS FTAEHEAS

ST — LV
[16.7.2 &[]

b,

P-gp OILE L7 BIKAI |2 b O KA O (i | ARZEH P-gp #PHE
vax v WEN LA T2B%|95Z8I2LD, P-gp
TxXVTF Vv nndas, ENL-Ihb0H

HEHNTo2THT— il > W 126 23 B E X

NAZ v 2L AR i e NDATREER N DD,

[16.5, 16.7.2 &[]

P-gp PHEHI AFED M P2 B2 DO IRK R P-
BN e—)b ATHBENBHHD|gp ZHETLHILIC
TIA L A T, BIER O BLIZ|EY, P-gp LT

[16.5 z: ] EETLHIL, AL D ik AP E

SND W Re kN &
2

DT, MBEITETT
2T IRO & &
g HE, KAIOPE
Ky, v RIIFD
Crax XV AUC 321
A 314 F5 KT 3.99
BTz D E
N5,

ARRAI Rl 7 F A3 8 38 S 5 | AR3E28 MATEL Z B

[16.5 ZH] BENRHD-O B|ETDHIELITED, A
FHOWREEEREIZE|MRAVIOPEH RN
2L, BEAORBUC|HES A FTREMESS
+EE T, HD,

FIR 1 ~ZIRORIMER 2 AR CYP3A KO

[16.4. 16.5, 16.7.2 ZR] |¥s SN DL 1035 |P-gp ZHFT DL

WX, mZIFD
IVT TV ANET
THIEREZLN
N

QT [HFER 2 s 2

QT [HFAEs 2 =3

HIZ QT MIRRIE R

MBHEBILTODIRA] MITEASE LB Z|ICEE T 5 RI1E A
AIT T NRHL7H ., BEO|\EHT D20,
AR REEZEEICHERT
[8.7.9.1.1, 11.1.3 ] |5z L,
11. EIEA N F U XL T F—ReTFa Tl

WORIER D HbI 5 Z LB HsDT, BEET
INTATUN, BT S A IR S A R

D7 EEY I ANE AT Z &,

11.1 ERZ2EIEH

11.1.1 EEDOTH (4.8%)

HEDO THIZK Y BKERZRTBENARH LD
T, fRZEOMY) R AEZITH & & b, AFl DR E

IR A EETHZ &, [72, 82 ]
11.1.2 fFHeEREE (3.2%)

(8.3 &M
11.1.3 QT [HFRIEE

(BEEEARBA)

[8.7. 9.1.1, 10.2. 17.3.1 /]

THEERELE N za A K- 53 78
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RAITEEDWTRRIE LT,
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1.9 —ARAIAFRICHR D 3CE Confidential nF 7=
T oY AR A

1. INN

a7 7 /L=71%, WHO Drug Information, Vol.16, No.3, 2002, Recommended INN: List 48 {ZLL D
N SIURZET RV Wiy

Recommended INN : lonafarnib

G BRI D LB

2. JAN

SRS 6 A 6 HAFERAIET 0606 55 3 5 [EELO—RILFNIZONWT ITLD, LTtk
DI INTWND,

Bk 304-8-B2
JAN: (HAK%) a7y r="7
(5544) Lonafarnib

07 7 V=7 O— 4 D B S 7172 WHO Drug Information, Vol.16, No.3, 2002,
Recommended INN: List 48D 7% S 4y & Bk, SFsHFE6 Heo H A [EIE O—RIL4FRIZ DN
T) OEH S ERIK2 & L TIRMT 5,



[ 1

WHO Drug Information, Vol. 16, No. 3, 2002 Recommended INN: List 48
licofelonum
licofelone [6-(4-chlorophenyl)-2,2-dimethyl-7-phenyl-2,3-dihydro-1H-pyrrolizin-

licofélone

licofelona

lonafarnibum
lonafarnib

lonafarnib

lonafarnib

5-yl]acetic acid

acide [6-(4-chlorophényl)-2,2-diméthyl-7-phényl-2,3-dihydro-1H-pyrrolizin-
5-yllacétique

acido [6-(p-clorofenil)-7-fenil-2,2-dimetil-2,3-dihidro-1H-pirrolizin-5-ilJacético

C,,H,,CINO,
HC CO,H
HsC N
Q@

(+)-4-[2-[4-[(11R)-3,10-dibromo-8-chloro-6,11-dihydro-
5H-benzo[5,6]cyclohepta[l,2-b]pyridin-11-yl]piperidin-1-yl]-
2-oxoethyl]piperidine-1-carboxamide

(+)-4-[2-[4-[(11R)-3,10-dibromo-8-chloro-6,11-dihydro-
5H-benzo[5,6]cyclohepta[l,2-b]pyridin-11-yl]pipéridin-1-yl]-
2-oxoéthyl]pipéridine-1-carboxamide

(+)-4-[2-[4-[(11R)-3,10-dibromo-8-cloro-6,11-dihidro-
5H-benzo[5,6]ciclohepta[1,2-b]piridin-11-il]piperidin-1-il]-2-oxoetil]piperidina-
1-carboxamida

C27H318r2C|N 4O2
X
o N NH
“ w 2
Br N

H

N

4 \
=

Br

253



9K/ B T 0606 4 3 5
M5 6 A6 M

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N El ) S )

[ 3K D — R FRIZ DWW T

FRLIC OV TR, TEHES O — AL RO BRI SWT (K 18 423 A 31 H 3
BFEGF 0331001 SEAFGBEEERE L FREM) FCIVRVFE>TNDHLIAT
T Ak, BAEICET D EELDO—RAFR (LLT TJAN] &Wv9,) IZ2W T, 8T
TAZRIRD LBV ED =D T, WTHO L, BE TREAMREEIAmT LA L HEE
AV E T

(M)

[AARERL LT — X X—Z | https://jpdb. nihs. go. jp/jan/Default. aspx
BUIRDIERD 5 B, JAN UAOEFOFEHRIL, YiLkT —F X—ZADERTHILT D
L TWVETL)




Bk 304-8-B2
JAN (AA4) uat771=7
JAN (3% 44) : Lonafarnib

’ /ﬁ\/,i\)hl NH2
N

C27Hngr2CIN402

4-(2-{4-[(11R)-3,10- 7 1 E-8-7 1 1-6,11-V b R -5H- YV [5,6]% 7 B~F H#[1,2-b]E° Y ¥ 1 -11-1 /L]
B Pyl A2-FH T F N EARY DA ARF ST IR

4-(2-{4-[(11R)-3,10-Dibromo-8-chloro-6,11-dihydro-5H-benzo[5,6]cyclohepta[1,2-b]pyridin-11-yl]piperidin-1-
yI}-2-oxoethyl)piperidine-1-carboxamide

X JAN DIAAOIEHRIZ, 2% L L THERLE L,



AF27)L=TJICET H&EH

F£1E8 (FEVa—I)L 1) BEEEFTHERED
AMIXEIZET SEHRICET 25
110 B - BIEZDEEEEEHDE LD

T oo ARA



1.10 Fd - BRSO fE EREE R Confidential nr7y="7

DEE D 7Y AREAH
Bx
== R B B e e YN e . 5 ST 3



110 73 - BRSO EHEEG R

DELD

nFr 7=
7Y AREAH

Confidential

1. BF - BEFOHEEEEEHDOTLD

BE - BEFOREEEEHMOELD

b%4 - B4 4-2-{4-[(11R)-3,10- 7 B E-8-7 m 1-6,11-V & Ka-5H-_ >V [56]> 7 1
AT H[12-b]E Y P -11-A NV ERY P oal-A N2-FF Y = F ) et
DUAIINAXTT IR GlAaF Ty r=7) ROEORE

Y kD & B Y

it -

EIES

NYFUV U e XAT G R TV ) TIRERR YT n v R e
Moradaaf K 53 ) 8F—

ik - HE WE., v 7ryA=7L L CRMAE 115 mgm? (KFEE) %2 1 H 2E,
1A OBFEPUIBEHICREAKRG L, 4 7 HBICHERAE 150mg/m? (K
FmfE) 1 H 26, SYOREFUIRERICBRORET S, ok, A&
FHOWHREIZIG U Tl ERET 5,

BISRE DT

TR K OER | K v 7y =7

Wiy - 4y

B
VXU TEALE Omg (1 ATEARIZE T T 7 =T 50mg B F)
XTG4 T ENVT Emg (I AT RAPIZO T T V=T T5mg 5A)

Ei

AEEE

EURZ/E GRS REIE D ELIE 7

eyl
(mg/kg)

~ A i3 Ly
i3 & 0
Vi3 fEE
i3 fENE

1500-2000
1000-1500
200-400
200-400

2000 % 5 &
1000-2000
400-600
200-400

7w b Y2 o
i3 & 0
Jii3 JE e
i JE e

HE A B T

YR B
1y 51 mﬁfi)
P 5 ge

BN I)

MR ¢ <30 mg/kg/H

180 mg/kg/ B (Hff 2 FIFEL) : fBEFREOWA | &
Ao HIE, AFEE, g, mEvEIREE Bk,
BEFRLOEFREESE . TR SRy R oBghn, /N
PR FRESE . RIEROJED . MCH, MCV KO0
MCHC O/, 7'v ka2 e R & ONEELHR 5
ha Y ART T AT R O, mET Y RED
KT, BEAORE HEEEORD . MRk O
B LB OZEM . K LD ZEE K ORAL

>90 mg/kg/F : (KEA FKEOEM, /i
W, ~~ 7 Uy b ~EZ B E O,

0, 30, 90,
180




110 73 - BRSO EHEEG R

DELD

Confidential oF 7=

7Y AREAH

ALT, ALP . O GGT @ bF-| Mg & v 737 JEE DR
T, FUZU®Y FEBECKT. RHYU P&
KT, RIZZEEOIKT., FEEOHM, HMfr &k O
N FE W D /NEEHL AR R K OV b
B REO MR AL T R OB, U B D
U U SERE AR T, RO BIBE, 1R OZ%
b, FEIRAIRIRIE, R RO I8 K O 7-5%
&, BRI D22 b, BIRO RAE OFLVE LA K&
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