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B&EE REE (HEBGL) =

ABI Ankle-brachial index & BEE b b

aBMD A real bone mineral density T FE B

ALT Alanine transaminase TI=VT I NTUART 2T

ANOVA Analysis of variance ST

AST Aspartate aminotransferase TANRTGEURT I F T A7 2T —8

AUC ﬁ:f:je under the plasma concentration versus time L T - o TR

AUCo-1 ﬁ:f:je ?Eiﬁrotﬁ)elgliiﬁfs concentration versus time 0 BER A B 12 SR 2 00 5o i -] 60 F e

AUCons Area under the plasn}a F:qncentration versus time | 0 REf 2> & MERRICIRFRA & T 0D 47 Hh i - e R b A T i
curve extrapolated to infinity b

ot | e o e et e G | 5 i Ko R
quantifiable concentration B

BID Twice daily 1A 21MH

BMI Body mass index RHEFEE

cfPWV Corrected carotid-femoral pulse wave velocity i 1F S R - A T 2 UG P JUR R A o

CI Confidence interval 1R X ]

CL/F Apparent total body clearance Rgoeg s V77 A

Cmax Peak plasma concentration o e 1fn B R

CMH Cochran-Mantel-Haenszel Cochran-Mantel-Haenszel

CT Computerized tomography oV Vo — X WEREE

CTCAE Common Terminology Criteria for Adverse Events | A& 54 3i@HGEREYE

cv Coefficient of variation EHhREK

CYP Cytochrome P450 v 7 v L P450

DMSO dimethylsulfoxide CAF VAR F Y R

DXA Dual energy X-ray absorptiometry T RV —X BRI E 1

ECG Electrocardiogram IINGEARY

eGFR Estimated glomerular filtration rate HEGR BRI &

EMA European Medicines Agency RPN 3R ST

FDA Food and Drug Administration B EEMR

FMD Flow-mediated vasodilation P RARAF M M8 R S

GDP Gross domestic product [E N A P

GLP Good Laboratory Practice B BB T L

GMR Geometric mean ratio Bl fE L

HDJ-2 Heat shock protein 40 t—hiavr7aTrA40

HDPE high density polyethylene BEER) =T L

hERG human ether-a-go-go related gene b MRS U U AT v RVIBIR T

HGPS Hutchinson-Gilford Progeria Syndrome Ny F U e XN TF— KT aT s U TR

HPMC Hydroxypropyl methylcellulose E Rexi 7oL AFlLierio—2 (EIK)

HR Hazard Ratio AP — R

ICs0 Half maximal inhibitory concentration 50% PH 3=

INR International normalized ratio ES[ S 2R =

IQR Interquartile range DU 53 {37 i BF

ITT Intent-to-Treat Intent-to-Treat

LMNA Lamin A ZIVA

LNF Lonafarnib ar7y="7

LSM Least Square Mean e/ IREEME
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HAE

MAA Marketing Authorization Application 7= 3K i R 8 KGR B

MATE Multidrug and toxin extrusion ZH - TIEALE WP

MC Methylcellulose AFNEAT—Z (W)
MedDRA Medical Dictionary for Regulatory Activities (IR HE I EE

MTD Maximum tolerated dose B K

N/A Not applicable AP

NOS Not otherwise specified SEI NN

oCT Organic cation transporter FWAOT A N T AR—F—
OR 0Odds Ratio 7w Xt

PBL Peripheral blood leukocyte EREIINENIIRES

P-gp Permeability-glycoprotein BIRPERE & R

PK Pharmacokinetics SYE)HE

PL Progeroid laminopathies TuvzuAf RT3 RF—
pQCT Peripheral quantitative computerized tomography | AR E EEA) = o — X BrEfREE
PRF Progeria Research Foundation A=RVEN Ry i)

PT Prothrombin Time A =30 =0V Vg L |

PWV Pulse wave velocity JURIRE A 475 2ok

QD Quaque die 1H1FE

QTc Corrected QT fH1E QT fkz

QTcF Corrected QT interval by Fridericia formula Fridericia #iZ L 2 #fi1F QT &
RMP Risk Management Plan I U R T B A

RR Relative Risk RS

SD Standard deviation A 72

SE Standard error FEHERR 7

tie Half-life AP

TEAE Treatment emergent adverse event TRBRER G RICRBL LA EHR
tmax Time to peak plasma concentration T v LA HA R ) S R ]

TRAE Treatment related adverse event TRERIE L B DO & 5 TEAE

V/F volume of distribution ST DA

ZMPSTE24 | Zinc metallopeptidase STE24 Migh A ¥ o X7 F &% —+ STE24
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XU T g (A T T =) (BUF, AED X, vV s I otk (Bl REALT ) 12X
RSN 7 7 VRV T VA7 = 7 —EREARITH 5,
Ny FI e XN T 4 — KT uYe ) TIEGERE (Hutchinson-Gilford Progeria Syndrome, EL T HGPS)
EQX7Tmvr /i ehorayzaA K- 73 /3F— (Progeroid Laminopathies, LA~ PL) (X, \W§i
b A i B s B LR B TH D, HGPS 1X, LMNA &1 (BLF, LMNA) OSERIZEY, 7705y
MMESNTEERT LT I AR ENTICEIRICER T2 2 LR EEL LTS D, HUE) HGPS T
X, 7 7 RV ACEML OB ERT D 50 D7 X E KRB LI RE R T LT I AREASH, ZHUIA X
o7 a7 77—t (ZMPSTE24) ([Z X282 iz, 77V Rx I fbENTERTLIIV A (Fry
=V Y) BB ESNTITEEICERT 52, Znn, WK HGPS OJRRLEEZEZ LN TWD, /=, LMNAD
BRENIZL Y 7 7 VR CENL OB AT 2 & e 35 T 2 VKRB, H50E 90 o T 2/ FRRIEO
BT VI ADPEASN, WTRL 7 7 AR VIUEENTEERT LI IV A (Tavx ) VERZ RS
) BEBICERET L MM TEY, ) HGPS OFKNEEZEZ LN TWDS 2, Frty v/ r~att
@ PL X LMNA X° ZMPSTE24 &+ (LLF, ZMPSTE24) OZERIZXY, 7uv=) v L3 s 7 713
VIARER T LT I A DFEREY, HDHWVILZMPSTE24 THIW &SN e WeEE7T VI I A DT 7 VR ALRE
MOFERIDRK EEZ BN TWD
HGPS OREEZEIT 2,000 TAIZ 1 A&y, 2R TH 140 flOBENFFESN TS 6, HGPS LV b F
W77 ety Z RO PLAIT A CK 50 Fl DB BRE STV 9,
HGPS 5 W37 mt v v V7 ARMED PL Tldk, 7 7 AR Z o207 ay ) oo 0nE7Tey
VRS R ENEIRICER c EES NS Z LK RROBERABIEISN, BT VT BERIND 7,
HGPS E& DOMifld 2WVIE 7 vt v 7 A2t PL BEOMIIC, KRIOES ThoduF 7 7 V=7 %1F
AEED & T VTS HRRAANET 5 2 E0VRENE 79, £72, HGPS OET /L~ 7 AZE T,
IR 2 e R LT 9,
HGPS BEF KO T nt v v VAL MD PLEFE X% L Lica 7 7 L =7 0 2 S0 ER 3238535k (07-01-0007
AR KL N 09-06-0298 #lR) MNFEMSAL, ZDHH, »rF T =T FHAEE S HGPS 8% 62 il & & R
KNUBnaryba—AF—2EO~y T THEET, Ao, ZetEi R Sz 510,
2018 4-|Z Eiger BioPharmaceuticals, Inc. (UL F. Eiger f1) 1dKE A V7 41X v BgdE & D AFRICEET 5
R 7 V=T OHERIEFEY T, AR A S RNRIEREA I L 72 EERT T8 ER 2 SRR ORS R A4 SLIKE FDA 12
HGPS KO a3 v 7 AR4o PL OVRFSE & U CHRIEIRE&RE 2 HEE L, 2020 4F 11 AITKRBE G772, Kk
T, 2021 4 12 AIC(AE, 2022 4 7 AIZERMNGEA, 2022 4F 8 HICHE TRRE N, 2B, (AETIE—HH
AR (ATU) Lo TW2D,
AIZBNTE, 7o Y= 2RAEHE CLF, 7Y = A) 232022 4 5 A1 Eiger #7225 A ARICE T 5 HGPS
KT at sy S REED PLIGHEEE L CORIR &K OWRTEOMHER] 2 Btft L 7=,
AFNL, TERLEOLIENEDESWARAGEHR « @IS/ =E] (2021 4 8 H) ICTEBREE LMW EED
otz H (EEERSIV-113) & &h, 2023 45 3 H &V HFH ER R E 2% =,
7 Y= AL, Eiger #EAVKE K OBRMEASIZHEE L7/ Ny 7 — V&AL LT, 20283 45 AIZ [hyTF oy
VXN T4 — R TuV Y TREEREN T e U IR T e aa A K T2 8F— ] 2k
HRLELTI T 408 7L 50mg KON F 2T 400 7V T5mg ORGERFEARHGEZITV. 2024 4F 1
A& Z TS LT,
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(D) Vx> v aid, BRRBIERE*OIZODOT7 7 VANV T AT 27 —FBHERTHD,
ERDT 7RIV ET AT 2T —PEBIRIGICIHE L., ICs01% 1.9 nmol/L Th-7-, (in vitro)
k AFNOEBENT-REITZEIZ., Ny Fr Ve - FAT5— R Fud= TEBEHL NS v I REMED
TaYzud K53 RF—] Thh,
@ Ny Fryr - FLT7H—R - Tad= ) TIERE (HGPS) kU7 otky /Ao rayn A K-
7/ 8F— (PL) ORKEREEN LT HHD TOIREEKTH 5.
1) HGPS BEX X7 rtEy A2k PL BEOMIICEW T, 7 7 /LRI bY X7 BRI E
FBESNDZEITEIVELLIET VT RNE., VF T 4 IZHEERENICHR Lz, (in vitro)
2) HGPS EICHB W T, Y%7 0 ® 115mg/m? 1 B 2 [FE#EGIE, Mgt 7o =) VigEs 4 7 Hi%iC
48% Y 7= (p<0.0001, % H LD p fE. Student ¢-test) ., F7=. TD#%. 150mg/m2 1 H 2 [A]#& 5
%K 2 AEREkRE L. 2 O FE 5 [BIOHE R SR RI1E 50% 70> 5 62% D&iFH T - 72 (W94 p<0.0001,
4 H o pfill, Student ¢-test) . (MEFMF I FAEG AR FER 07-01-0007 #B% [ProLonl1] )
(3) HGPS & DAEMFMIM 2 ER Lz, (Bl akR— MEFRR) OGMEAT—%)
VXU 4 BRI TR A L HGPS 1%, e o= ) 7iEE (PRF) o X~ r=as i
o— Ll L, 2.773 SFOAEFHIFIIER (p<0.0001, 4 H E® p . &5 Logrank fE) 233D LT
(20196 A1 AV Yy hATT—4) |
(4) ERZRNWEH E LC, EED TH, FHERE. QT MRBERNRD biviz, EREWEMRIX. AR, &
M L CED, BEE. ET TANTXURT I T AT 2 7B, REBOKTT T =0T 2
JRT AT 2T —BHINTHo7z, (IVI. 8. BIER) DOHESM)

& O RFFHIRFIE

(1) 50mg # 7L, Fv v 7By TLNF) BHIFES L, 77 BAVRIKIC 150 BEIFENZHA X 45
DHEOARBHOH S 72N Th b, Tomg B 7L, v v FZEW [LNF) BEIF S, B 7 BAVAK
W2 [75) BEIFSNT-Y A X 135 OWREREHOE D 7L TH D,

2) V¥ 4 7N 50mg KON 7T5mg 1%, BAOBGEHO 2 53BOMEMEDOE T F Ul 2L Th b,

CBEEFAICEAL TRAMT N SR

RMP A (I'1.6.RMP OE | DIEBR)
BIND Y 27 FMETEE & UCTERR STV D&M il

ol AAEE T A R T4 > il

PRI oo B B @

AFNE., HGPS X LMNA R 0% ZMPSTE24 X B\ L 5 7 atv v v 7 REtEd PL 2 & S5 RhHE U
ZhR L LT 2028 4 3 A 27 HIZHDVERAERLOBE (BEEE : RHHEK) F562F5H) #%ifTW\b,
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VXY 408 7L 50mg
VXY 408 T Thmg
2F %
Zokinvy® capsules
(3)BMDHEE
A
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(WA % (&Bi%)

o) 7 y7L=7 (JAN)
2% & (@W4a%)
Lonafarnib (JAN)

lonafarnib (INN)
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Ty IVRINNT U RT =T —PRHEH| : -farnib
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ISem
N

Br
4. " FRRUHNFE
412K 0 CorH31BraCIN4O2
S 638.82
5. {LZ24

(8%iE) XIEEKE

4-(2-{4-[(11R)-3,10-Dibromo-8-chloro-6,11-dihydro-5H-benzo[5,6lcyclohepta[1,2- lpyridin-11-yllpiperidin-1-
yl}-2-oxoethyl)piperidine-1-carboxamide

BR%A. Bla. BS.
LNF
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(158 - 1K

HE~REHEHBORER
(2)afEMY

FEf = F AR D THITIZ K K, A /= A KO H ) —ZERIFIC < KIZIEIE &E A ETET 720,
(3)iE 4

WP 7R,

40°C/TE% XN EE T 1 7 H MIIREE %12 0.1% DWWl Z2 7~
(4)Ftm (NS . HR. BEER
Al - 217°C
(5) BB B AR R E
pKa=2.8
(6)7BL iR
log Ko/w = 4.7
(7)Z DD E 7 RENE
HENEE © [o]20D +58° (MK, Smg/mL, 7 mmr A X H)

2. AT DBERERHTICETH2REN

AR A5 AT IR TRAEHI EEES
EHRTRER |25°C £2°C/ |[BREBERY =F L 8% | 36 1 H (PFEM |36 4 H RS TR L
60%RH £ 5% | —HEIZ L7-&Eft & A%%, R L 48 W H | <HUEN GRB k)
R 40°C +2°C/ 6 71 H Hiksm
75%RH + 5%
Wl |# |50°C BBEERY =F LR 1A BN
R 60°C Vi 3H DL DS RE BT,
60°C/80%RH | [#{4 438 Hiksm
% UV (215 W « hr/m?) ey i A aBeD T,
AR (1.2X106 lux * hr)

HEEHE MR, ER, HEWE, X7 i, K%

3. A D OHERRARE, TEX
TERBRRBRIE « SN AR PV, @ik v~ N7 57 4 —
R S N1 N/ Rl N A



V. RFEICEHY HIEHE

V. 2H|(ZBHd 51EH

1. &l #

(NFIFz D X 7l
il 7 LA

(2)HHF| DI ER KR R
i VX7 4 7N 50mg Vx4 TRV Thmg
MR HERFZBHOM Y 7L HIROARBIHA O S 72 v
i
B 4% 3%
K& & % 14.3mm. &£ 5.3mm E£15.9mm. 5L 5.8mm

@) a— K

V%7 4 57N 50mg : LNF 50
V% 7 &L 75mg : LNF 75
(4)HF DM
MR L
(5)F D ith
Y L7

2. BEIDHRL
MADRS GEMERS) DEERVFHMA
K 7E4 VXY 4 7L 50mg Vx4 SR TEmg
R 1 A7 erdhe)7 7 L=7 50mg 1A 7erthnF 770 =7 75mg
HF WNEW: RE R ARV AF2F L2 (160) | NEW:FAE R RUAF =T L2 (160)
RUVAF 7oLy (30) FVa—, 7 | KA 7oLy (30) 7Va—iu, 7
RAFNABR=ZF P T A ERCBES | m AT A —2F N YDA BK RS
AF, ATFTT VB~ TR 7L AF. AT TV UV~ 2T A
BTSN BTF o T Z L, EREE | AR B TTF U BT Z o, Rk,
.2 (57 S
R EMEZDREE
FPAROSA
3z =

FPARPSA

3. RMTBEMBADHERRURE
AL L7

4. 71 @i
Y L




V. REICEY HIEHE

5. \BAY SR D & 5 KM
RIANTIRAT 2 RIREMED & 2 I 1T Doy DBGE TRAKY (SR, BIAERY) K OMUHA ko i
R TH %,

6. HHDFREFHTICEITIREN
R PRAFSRIE PRAF I ] RIFIZHE S

EWRGRE  |25C/60%RH |36 (HFER:) | | MEEARY =F L 8K K36 4 AR R T2 ME DOE
48 1 A % Eix7e <, B OFEHATH
>7 GRER#kREH)

P IBEERNT 40°C/T5%RH |6 B A RRRER 22 SR E O B8N & K
DEOEMETZD -0, B
NTH-oT-,
SeZEMERER | 120 F lux-hr OAMFDE, ROV~ UL BRE, H#0) A2 EOE TR, K
200W - h/m2 D &5 D2 KOFHENTH - 7=,

WEEH @ MR, ER, HEWE. K%

7. AEERUVBREBEOREN
A= RO

8. fAle DRAZIL (MEILFMELL)
AR L

0. AHtE
H A R 5 — i eRBRIE O AL (Bl 7 > B ik)

10.84% - A%
(EEVPRELGRSE - LK., SNEVFKRLEEE - AXICET 515
1 BG5BT 50meg H AWML 7bmg 7% 30 W 7G4 D AR a5, R RLoFx
¥ SETF ¥ ANVRLUAZ U e TNDEOT, HERHCIEX vy v 7ORBZSRT L2 L,
a %
(V¥ >d4h T+l 50 mg)
30 #1 7 /IR RV [REEAIAD ]
(VFxod4hTEIL 75mg)
30 B 7B VIR bV [FREAIAY ]
QB)FmEE
L
4)BEDOME
ARV (B WREOAR v (HDPE*§!, H¢) 50mL
Frv7 (BB HFEV—ATAF—(AHBRY TelLrdy v
WA vy =2 % — (1g) : HDPE*§l¥% v = A % —
HlRA - > U B
KEBERY =F L

MARRE SN S EME
A RO
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V. AEICET 5EE

V. ‘aRICEI SIHE

1. EEXITHR
NYFUIY - XINITA—F - TOPz Y ZEGERVO IO VRO TOS 04 K- 53/ 8F—

. SEERIEHRICEET HEE

. PRERIMRICEET HEE

17, BRIRERE ) KON 118, FENFEE | DEOWNE Z I L, ERRBRICHZ AN SN2 BFEOE 5 (FRK
JEIR, WG 28R W ONTARAI DA 0 K OV B0 DRk BR S %5 & 0 I BRiR L7z BT i R 28R
T5HZ L, [17.1.1, 18.1 2]

RN -

AFNEI 7 7N F VNV T RT 2T =B HEAZERAE L. 77 3 ivfbEniz7evz ) vbbdrniiva e
Vs o BOpEE, EHERET DO I ETRITIHIEEZOLNDDT, 77 VR IALEMOREA, Eib
DN O CREIELY 23 2WEICIT R 2 MR TE oy,

RERUVRAE

(MARZERUVAEDESR
Wi, v 7y =78 LTRRGME 116mg/m? (FREAE) 2 1 0 2 [\, 15 ORFEPUIRERISHED
G L. 4 7 ARICHER & 160mg/m? (AR 2 1 H 2\ 815 ORFEPUIRER ISR AREGT 5,
B, BEOWREICIE U CEERET D,

QAERUVAZDHRTERE - 1R
HGPS kX7 vt oo 7 Retkd PL & %45 L L7 07-01-0007 :Bk Tl 8 & 4 512 115mg/m?2 7 HBRMA L |
4 1 A#%I21E 150mg/m2 [ZH R 5 5 ik TReT Sz, £72. 09-06-0298 #5 Tl 150mg/m?2 % Bi4A
B Ihi, 1 AEGEOFIET 26mg BALTUI Y EiF7=,
115mg/m2 ® 1 H 2 [810 BibA B ld, ARHKI O/ NS B % 5h 5 & U725 ARG PR AR ER O HELEH &1
WTWWD 1, BN A P RICTIEN S 417z 4 SO T HHRER (C97-258, 197-211, C97-262, P02366) TliL., H
il REEPEL 180mg/m2 LA EOM & THRA L, KKMfE (MTD) 1% 115mg/m2 TH Y, AEFGIIHEEA
THI, OB RIEN T2 D Thofz, BRI SUIEREYED PR AR R IEE O /N EBF COH 1 FHERR R
GM%M)T@\Mﬂ)ﬁlwmwMT%é&éhko R COERGEYE R ORI TlL, BEERE
VIS FE 3 FRAR IS 72 0 | Crmax O EIEERFR]I 4 FFHZ TH Y . T0mg/m2 7> 5 150mg/m2 ~DOHINNZ L 5
;-@{Z‘Kféﬁﬂz%aﬁa DOEEMN I BTz, Fi-. AEHIRIEMEICIE. 200mg/m2 TOMZE, M/ INIBAE & OVE BE
HINEENTEY, RANEBEEEREEFICE T 2EmAEOARRT —& L —F L T\,
N0z EEEEZ, HGPS KO ety v 7 ARetto PL BE x4l UK T LRt H &%
S, HEICOWTIE, BBEEDREO DI, BFEPH L WVITRER & S, AAIEES 0 84 il ThD
ﬁéﬁ&df%ﬁ@f%é%&&@%;kLTFDA&UEMA;@% L& N7, 3HIOHARNBEIZENT
., FEROAEROHET 99%LL EORIEREZ TR L, AARANCBONTHMEELZRDZZ L1, HNICE
J O AEGRREEO T EMELOHRELE L,
HESEPE G- B OHRREIP & D R EEIL, RN ARFH L OARLHEMEOF RLICHESE 0.30~1m2 & L7z,
PR OIERIKEN S B i, BWHCH DM EBET 5 & (REHRN 0.30m2 % FE 2 BFITHEH IS
AREMEITIR VW E B X BN D, £2, Im2 22 5 BE~OMHEHFTREMIC >V Tt AFIOBRFERBRO 71t



V. ARICEd SER

VRO PLEE 4 6 1 HIAERRIC Im2 2@ 2 TRV (19 ko, 09-06-0298 785k 3 A0 # 5-% D
Ak G- B AR R O R R EFEIL 1.06m2) | AFHIZHB N TH 7 7Aoo PL EEIZHE N T 1m?
A HABEMETIEETCE 2V bOD MO THiEEx N, b L Im2 22 2 BEIHEMTLEA5121E.
BE R A BREE & [FIEE, 11hmg/m? & 5\ MT 150mg/m2 DBt > TR EBAIRETH L TELX AW ES

A%

4. RERUVAEICEET 58

7. RZERUVAEICEET 5IE

71 FTREZBIIRGERORGHIELZREL, 5T L,
PAG T (AR EFE72 Y 115mg/m?)

IRFR I FE 1 Ais b & %50 5 5 BEEED B 'K
(m2) (mg) 50mg 75mg 50mg 75mg

0.30~0.38 75 1V 1v
0.39~0.48 100 1
0.49~0.59 125

0.6~0.7 150
0.71~0.81 175 2
0.82~0.92 200 2 2

0.93~1 225 1 1 2

1) 75mg B S E L O¥EEZRAT 5
HEFFH & (RRmAEY 72D 150mg/m?2)

IR THIFE 1 Ais b & 50 5 BEEED B TN
(m2) (mg) 50mg 75mg 50mg 75mg
0.30~0.37 100 1 1
0.38~0.45 125 1 1
0.46~0.54 150
0.55~0.62 175 2
0.63~0.7 200 2 2
0.71~0.79 225 1 1 2
0.8~0.87 250 1 1 1
0.88~0.95 275 2 1
0.96~1 300 2

7.2 BEREORBLZMA 5720, KAIOZEERCTORGITRET 2 2 &, BRRBICHE W TZIERHE S CITE
O BIGEEORBEIG A E < ROEABED B TWD, [8.2, 11.1.1 ]

7.3 BRABENTZHEIL, REIORA £ TORN 8 LI ETHIUE, TEHREITRIBEFL L HITUIRE
BRI 2 2 &0 WREIDOARM £ TORFMAS 8 Rt D& S 1L, BABENTZ2IERAE T, RORHTE
RrfC 1A 2R+ 2 2 &,

7.4 BAMEHETH D 115mg/m? ([T 2 AAMENBD SN -5HA1C, 150mg/m2 ([THETH 2 &, £/,
150mg/m?2 (ZH &%, MM FHINS £ 2 BK SUIREBADEORER ORBUTERE L, LEITSLT
115mg/m2 ~DWEEZET HZ &,

gt

7.1 FANIAREREEICESEMEELRET 2720, FERKREHEIG U2 1 APAEZHRE Lz, kb, AFOMNE

1% 25mg HNL TR E L 7=,
7.2 BRIRABRIZISWN T, KA % Z2 R b9 2 & B O B R EORBEI G E < 22 2@ 23580 it T 5,




V. aRICEdSER

7.3 AR OEGEH 51T 12 FREIHBEIAEZE L, IRHZENTHIEREYVH - YD 1 H 2 [BO#K 5287 X &
Thd,

7.4 HEFFHE O 150mg/m2 £ G-RFICIRMO MR Z D IR L, MRESBD T 5800 H 5, DK TR E R
R LT-GEE, BtEHEO 115mg/m2 ~D & Z Rt 25 2 &,

<EGERRERD LA E > 10

HGPS kU7 at v v 7 RetEo PLEEFICBIT 5T 7 7 )L =7 ORFERNA ME R L 22 DONT, 220

FHAERERD 4 DD/ — FTHEAM L 7=,

AN O MAERER (07-01-0007 3Bk, ProLonl) (¥, HGPS XiZ7nt >/ Ratho PL x4 L Lz

FEMR, BB THY ., 2FML EICbl-v a7y V=T %85 L, KRBRZZET LIcRE%2, 2 08

D TAHRER (09-06-0298 7R, 3 HIOF TG ~OMA NI E & Lz, 3AIGHIKRGHER (n) 77

N=T | TIRALF R L R UBg) id, ProLonl 75 OWFBRETE N OHHRMBRE E Sk STz,

INHOWERE E F LT 09-06-0298 REROH 1 B L LT,

SHIWFME L TIX, v 7 7 V=T HAIR L LR TR T v hOWINERD bpno oz, RBRT VA

VEERL, TINREZFUORYY L Ra et L Tr T 7 V=T BEAITTOR G 2k LTz, B,

09-06-0298 #BR O LA £ G I TH B O RIGEMLERE 2R — N bAANT, T b OFHORIBFHEERE 25

2%t (ProLon2) & L7- (FKZ&MH) .

07y V=T AR - HGPS O/NEEE O CRIKT & OREMELZFHIT 272D, 07-01-0007 5k
(ProLonl) & U 09-06-0298 kR (HLAI# 5 D% 2 #f ; ProLon2) O#ERE T —# & W THIEE 2R — MEAF

B (surv-analysis) %% L7-, ARBROHMWIX, )7 7 V=7 HAE 5 %2517 72 HGPS OH#ERE 7> H UL

LT E AT — X BB ANEIRT 52 & Th ol

HGPS AU AL VIR LEDPLEZXNERE LE-OF 7 7L TOBERKRRRICH T IHEBRBEORN

07-01-0007z%% (S5 T48515%) 09-06-02985:45 (S I4E50)
&1 ®E)
5B 00745878) 24~3048 1R5EIA009435238) 6018 tr5pa 2478 36H8

——————————————————) eees—t—)>

BRgS (OF77IL=7) 3FIBEARE (QFIFIL=T . TINZAEF VL FOVE) HERE (OFI7IL=T)

18 QRIS BB (RAMEHR SR

B 2941
% 5:2864 ProLon1h'55| EiESm BRNE S D X Tk
ETFBSRIRITNR 1276 266 184
( 7’EH1~>>9'7FQECD)
PLEE IRV
FREHAN 3 HER S (CHDE TS
216 186
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RS AN
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Z;mlmmm ;%&Uﬁ$m)@%wﬁﬁqzw ﬁfﬁﬁkf§%¢;§y7mx MRS 2E | O
T PK [DDI (% 1|fdHegkirg 36 i %ig*%%f%;‘&%;ﬁ%; D; 5 B (GF 18
; EIG-LNF-017 [#f) KOEHED | B 1E : 1861, |5, . e | G Z 3 (A | O
e B T 2B Mokt ash) | oo e BEORRE | s
o : Batd % s
148 Hfagk, 1 v—27xT A, 3y )
o EIG-LNF-019 |BFE 0% RERERE 15 u;wf—/*‘—: AN A AT | TH ] GREFsHRED O
A )T R B
148 Bk, 1 v—27xT A, 6 7
: EIG-LNF-020 | &% RGBS 18 1 | = A A — 3— X SA A7 X | 1H (REt6 B | O
Hih AAN
40T 45
RS & X% & L7- PR & O B4 TR
Z;jﬁ P00260 AME fE R 9 1) ii;‘gﬁ HRERL, WIEE T AME |y ®
B o PK RORFD| (A7~ TED7( (BA) RB: RFOWEERTT 558 % |
Hih pm N
HBH 2 X% L L PR RO B
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R AiE NB E CTHER)
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TSI 21 B | B KA EHEDS D B
B THEED)
B | poooos o AR 7 M | e ORO R T 5 R B, 6|28 HF A 7 A% 2]
S 19 il YEZAL., 2-way 7 1 A A— —a B | 5]
MIPEBER & Bt % PK U
EH 7R TRERE © 11
i
14 PK BRERFHERERSEE © | IR HR . JEIEME S (L, SRR, |
sk |BIGLNF-003 | ropesereaey | g AATRET R MBS ©
A A B
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V. AEICET 3EE

&
I;_ff HBES HBROEN | W% BT 5 H
éj\
SMRMEELR % a3 5 PK iRBR
I FEEM, Bzt HEHR G 2-way | ...
sl | 00393 PK (DDI) BRI 16 01 | s m ey oty | EEEGE2E O
%1 e, HfEsk, HJEF, 7o
sl | EIGTLNF-007 | PK (DDI) fFepsE 18 4l | 7 S <—DDI 25 WEgE-4 2E | O
%1 FEEMR, Bk, 2 ¥, HER,
" EIG-LNF-008 |PK (DDI) TR R 36 15 #5320 DDI 35 5 H @
% 14 e, BhEsk, 2 #, HEF,
" EIG-LNF-009 |PK (DDI) R 36 S0 DDI X5 5 H O
%14 ek, Bk, 2 8, H—EF,
A EIG-LNF-015 |PK (DDI) R R E 15 51 DDI 345 5 HH O
14 e, BhEsk, 2 #, HEF,
" EIG-LNF-016 |PK (DDI) TR R 36 15 #5320 DDI 345 5 H & @
o PK [DDI (%51 R o 5y = b
:%Hfﬁ EIG-LNF-017 |BE) & Orf o INAFT_A TV T 4 (BA) Rk AFEORBLRHT IR & o
HhESH - ZH
AR (E 28 ]
% 14 PO0042 PK EOBHED | IRAFTAT7YT 1 (BA) RER: BREOFELRGTTTHRER % o
st W i
B T WiRR, 2 M, 1 v —2 = 23| 1Y 100 [
N EIG-LNF-021 |PK TR R 23 15 B ETIH - 6 B O
B K Oz AR BR
07-01-0007 HGPS & U7 m
B |2, BEMEROED | B I REMD | |, o N e o
Hihh ?’%Lonl) b PL % 28 ] (H FEEM, BB, HEER &5 30 7 H ©
AN 1H1)
09-06-0298 HGPS ¥k ‘7 1
Ny TEERPE | B TREED| . R o
1R b PL i 47 i (R FEEM. BB, HHEEERR & 60 4 H ©
3 FIPEA S AN 2 )
09.060298 HGPS 1 7 =
P o N N A 7S SN DA
g | BM | EERROHRNES LTI e e, wmstn |REsenA |O
s | SUDARS A2 i)
Ak 5
09-06-0298
=R HGPS kO 7 1
i GEWER OB | v I REekD | |, e o
*Yﬁfﬁ%&%ﬁ% l\é L /%\% 35 'fﬁ‘lj (El }Fg*ﬁ\ %‘Ei\ $ﬁiﬂu}uﬁ% WE 36 jJﬂ @
~DHEHIZE AN 1)
(ProLon2)
B DORER DT — 2 fRHT
P HGPS #£% 62 #5l |HGPS & 2B 5urF 771
:;L 5 H;ft%’ﬁ B (AAAN 2 61) =7 B OOA RN, BARRIE D | S ET @)
i RGBT 814 | An— b DRIBWEBE L DL
Z DAt DR
1 “HEER, BEAL, TTERK
o EIG-LNF-010 | QTc iliakBa | (EBEpRbRA 32 5] | OVFEE MR, WA TRERT e, &k | 10 HRE O
JE QTc 3FAf7tER
T “HEER, BEAL, T ERK
o EIG-LNF-022 | QTc iliakBa | (EBERERA 64 ] | OVFEI MR, WATRERT LR, &ks |10 HRE O
JE QTc FFAfm7tER
@ ‘Mﬂﬂié%ﬂr O : 2E&F

= D, A3, PRt DDI= WA A (EH, DLT = HEHIR#EE, HGPS= Ny Fry v - £ 74
~I\ r v Y TiERERE, MTD = &Kiitse, PK= 3Ep#iie, PL= Yoy xzuaAf K- 73 ) /3F—



V. AEICET 3EE

(2)ER PR R BR
<QT/QTc §HfiitER (EIG-LNF-022 FER) 2> (SMMEAT—%)
H W | v 7 7 v =7 AR N 5RO QTIQTe IR %32 R & dk i 4 5.

KR T A v | 7T R RIEEAC EERIA TR, KREX 7o o 2GR E L
7282 W7 o x4 — —ER

xt 5| FEEERL A 64 11

Vi B 6aplz, 5518 : 3261, 5 2A 8 : 16 B, 25 2B £ : 16 BlCHI 0 (7=, B 18D
BERFEIZIX, v 77 v=7200mg % 1 HENSH 9 HHAIZX 1 H 2[FEE, 10 HEH
WZIXHEERE L, F2EOMREICIE. 778K (P77 =TIl yFIHTN)
EOOEXF T 7aX%H 0 400mg XIZ7 78R (FEFv7nxHhr oty F S8
72) R A MBI g A A — IR TES Lz, DERIIN—XF7 1> (-1 HH) .
1HH, 100 HEEW11 HHIZ, ZNF4 9 A, 10 B, KOV 9 R alE L7z,

EXST7O0FGTCO0FSERNBR) OFI77LZTOTSER EFITIOFTIVOT5ER

g L
18 O#77L=7200mg%1~9E Bid1 B2EH%5. 100 B R EERS [
ﬁf&?ﬂ#ﬂ&)b%mgﬂaﬁ) f#97n¢ﬂ9>®75tﬁgjaa)
B2AB | m¥TrL=T0TSER |
R LL] TSI 400mg (1188
%283 [ororn=70750x |
Heo—1—e— } } I i } } I H——eo—1—e—
4 0 1 2 3 4 5 6 7 8 9 10 M\

o LERAE

FHIAHIEE | QTcF D _R—2 5 A vt OZ{bE (AQTcF)
AT ST REM | « BEMWMNT e F T =T EX TR U N T T ROBE AL L
b 1A, EE#ZIDR EY 1RO Z 2T 722 TOMERE,

- QT/QTc fifhir « ZAEMEMHT R RER D 5 6| N—2 T A LRy S O 511 ] v O JU E fiE
By, wHEHOLR LD 1RATHZR AQTCF [HNFD b I HRE,

<DEEBRE>

07 7 L=7 200mg &K 5K & 7T B REERFD QTcF B D _—A T A L inh DEALEDED R/ T
Yl (A AQTcF) L. Zd 90%CI &Ko7z,

n)r7y=71HR0H 1EHEGRTIELGH% 0.5 KR KEE 20, 5.9[-1.13, 12.98] TH Y, 90%CI
@D _EMRIX 10ms & kAl 7=,

a7y V=T KEEGRCII R G% 10 B B 48 BRERICHR K & 72 0 | 18.8[10.94, 26.70] TH b | 90%CI D
EBRIE 10ms % k[l - 7=,

TX L7 xR GHETIL, A AQTCF & Z? 90%CI 1%, #5-% 3 BRI KM 14.1[11.35, 16.94] & 7
V. 90%CI O FIR2S bms Z BRIV | U 2479 5 &l S vz,

<REeH>

AEFRIOREGER FE 1R - nFT770v=7 B2 X7 r) LEEHY LH I
AEFRGOFBEGIT. H 1T 96.9% (31/32 i) K1r96.9% (31/32 i) . 25 2A BET 68.8% (11/16 f4i)
J Y 56.3% (9/16 #il) . 55 2B #ET 50.0% (8/16 #i) K1 31.3% (5/16 f5l) TH o7z,
FECROEERAFEFZIRO DN holz, FHEPIRICEST-AFEFRGT, F LT 16 (EH) 2358
b, R 77 V=TG5 LEEH D LS,
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QRAERGIFERAER
MR L
(4)RREERYERBR
1) BIERITEER
a) RBIERVEESS
D55 T HEEEERRER (07-01-0007 5XE&. ProLon1) 10.13)
@07-01-0007 BRI E

H 1| <EEHHM>

« HGPS B2&5 KO 7 ut sy v FAR4eto PL BE TORAO T 7 7 L =7 DIRED)

B (BERE OKREINROR—2 T A VBN DEE) 23T 5,
<ﬂﬁﬁm>

« HGPS BE KO T uk v v I AReMo PL B TouF+ 7 7 L =7 OAMH KL

B OL V2R 5,

°#@ém&m HXHERFRORILE THT 572012, 1GEEE=4—7 5 X
EEFT D70 k@ioﬁ%fﬁ%\%ﬁ&ﬁ#z%#%@%ﬁéo

-IKWS%%?@D%77w:7@£%@%<?m e A T S

o KRRy EfmE (PBL) W HDJ-2 7 7 LR UALBREMER 2 lE T 5,

s PBLMWOHEEL/ZZ XV BEFOT LTIV A RRATIVA, Tudzlui
EL RIS AR T v v~ — I — OB BEIET S,

s LT UME, v a—2FHE, BEBES XTI X e R B O RE
CHERE. HERE. RO, BEREBELRECOKREEN, hu =Stz xr¥—
HEIC X D%, H X BWRIEEFAWZEE (DXA A% ¥ ) 1T K DI
Mr. R OVDiRERE D& Z8L %2 51t 5,

AT A 2 | HEER, BEEO M EMERR

*f £ | HGPS 27§l (AANEE 1flaeaie) KOTnt i w7 Refto PLEE 141

+ | s BRFIZHE T3 ABMGTICG608CG ERAFTLH LRS- BE

M| o R IR A TN, LMNA T OB RE AT S - L MRS T at
VIR ANED PL BE (UILBEEIL. BSR4 A 5 &1 AT
CK A AT 1L EY R IRBREN L REDT- DR T BB RS b B

e
R TEROBRET— 4 (10 AL EORET 5 5L E) ARITE . BT — A
T ARt

v % | B E 115mg/m2 T F 7y v=7%%&5L (1 B 26, 7 78L) | B5HG% 4
B ABRRICEABMEZ R LT BRE 12T 150meg/m?2 ~DOMELZ R Lz, 7' &2
IADTRWHEERE 1T, w7ﬁw@$§%0RAmm@SFXiomum@>F%L&
Hualgel Lz, 7 7 v=71CBET 2 ERAFENRI L 2> 2548, WBRE
3K 80 B A & TGkt &Ltozﬁﬁmﬁmﬁﬁ<wrﬁoﬁﬂ)%7ﬁ
BBRE IR T & LT,

k5RT

aFr77IL=7

115 mg/m? 1H2EL 4HARICE B RLIEEIZ 150 mg/m? 1H2EICHES

185 BtA 4hE 24~305 18




V. AEICET 5EE

FE M EOH | AYMEEHEER
<FEFMEE >
« R— R T A EEOERREINRIZ R D 50% L0 EHIIN O #E AL
<BIREFMIEHE >
1. Sk = — DAL
2. HIE L7 SHEhR- REREIR R A7 EHE  (cfPWV) OZE(b&
3. DXA AFX ¥ N X2 HEEEE (aBMD) OZE(LE
4. KHEEBOTEEMN CT (pQCT) IZX D KEE /T A —XDOEE
5. HREOER
6. A¥FEE (BMI) OZ L&
7. DXA A% v T Lk DI D2
8. B Bt (ABI) ©ZA4k
9. WEAKAAMEIMEJLER S (FMD) OZA4k
ZEMEMmIER
R LB OB DA EFER, FIRNFTA, LEX. BRREME, NS 2P A
fig Hr B M| A3
BN PERRAT 41T Intent-to-Treat (ITT) £ (nF 77 A =7% 1 R E#5 X
e R=Z T A L% DOEIEERNEGEONT-ETOWRE) & L,
<FEFFMEE>
AN 50%LL BN L 745k OElS % . Clopper-Pearson 5% fvTxf
Wi B IEfE 72 —HARRE O] 90%FHEXHE (CT) KON 95%CI & & HIZHiH Lz, 72,
FERERN BN T TH D & W) IRESGLD F T, EREN BB TH oA & msh L
fEam o B RE («=0.05) Z1T-7-,
<BIREFMEE >
KRR E B ORRERE 72 2 bz DWW T, flal i rt & HH L7z, Wilcoxon 7§ 511/
PMEEZHANT R—=2AT A U HREGE T E TOR/EBRE OB bfER I BhR %
g U7z, Wilcoxon AN FIMRE Z VT, N—RA T A » RO G TREO 445 7245 5%
%‘iﬁ?ﬁ#éiﬁﬁs%@ﬁ (AL K OVRK) &SRB L OO A BEMEEZRE LT,
et
RN SRERIZe T 7 7 V=7 % 1 U EHEEIN RN—RA T 4 L OEEET
—EANHLHETOWBRE L L,
AEREGT NARERSHICREBL L -AEF% (TEAE) | ZfifHr L=,
TEAE 1% WEEBRE OB 55 b & 5% 30 A ENICHEL L 7o A FF 5 IR ERED
Bk XE AR TR E CIOIERBELEMBNIERIE L OEELH Y LHE L -2 ToOF
S LEHELT,
Limitation!® | « {GEBROY T YA XN E L Eo, BEOFEMSSTROMFEDOT=D, +407%
MEBEZITH ZEDREETH 5,
c VEBTH B, EMICORE2BEEBT 202 L, 1BBROEEFLIEE OR
TE IR DEST OFFAM A3 L,
s 0 F T =T OFEMEIL. FIZHLDbINTWD KR EOSER & BEIZHEIE S
DEMEOW LRI T 2 LB N H B,
- QAR DI TIX. BB R AFIA R~ DB R LT T X 220,




V. AEICET 5EE

@07-01-0007 SHERBEE R

(ITT/REMEBTHRER)

5 g HAE HGPS | JEHEE HGPS Z;';E;)’Pf ~
(N=26) (N=1) (N=1) (N=28)
gﬁggéfﬁ n 26 1 1 28
E¥)fE (SD) 7.0 (3.16) 6.0 (N/A) 12.0 (N/A) 7.1 (3.19)
HRfE 7.5 6.0 12.0 7.5
/M, ROKE 3,16 6,6 12, 12 3,16
R— 25 A HEOEREE
2-11 7% n (%) 25 (96.2) 1 (100) 0 26 (92.9)
12-<18 % n (%) 1(3.8) 0 1 (100) 2 (7.1)
PR
Bk n (%) 11 (42.3) 0 0 11 (39.3)
otk n (%) 15 (57.7) 1 (100) 1 (100) 17 (60.7)
i
PN n (%) 8 (30.8) 0 0 8 (28.6)
bk n (%) 11 (42.3) 0 0 11 (39.3)
% Otk n (%) 7 (26.9) 1 (100) 1 (100) 9(32.1)
HEF (2P n 26 1 1 28
EH)fE (SD) 3.42 (1.566) 3.00 (N/A) 9.00 (N/A) 3.61 (1.843)
R iE 3.00 3.00 9.00 3.00
5/ME, HRKRE 1.0, 7.0 3.0, 3.0 9.0, 9.0 1.0, 9.0
wE (kg n 26 1 1 28
FHIfE (SD) 10.488 (2.6965) 8.760 (N/A) 21.500 (N/A) 10.820 (3.3497)
R 9.660 8.760 21.500 9.660
/M, ROKE 6.55, 17.60 8.76, 8.76 21.50, 21.50 6.55, 21.50
HE (cm) n 26 1 1 28
EH)fE (SD) 94.963 (11.6313) | 93.100 (N/A) 132.530 (N/A) | 96.238 (13.2657)
L fiE 93.850 93.100 132.530 93.850
e/ IME, feKIE 76.70, 122.00 93.10, 93.10 132.53, 132.53 76.70, 132.53
BMI (kg/m2)c n 26 1 1 28
FHIfE (SD) 11.502 (1.1267) 10.107 (N/A) 12.241 (N/A) 11.479 (1.1256)
i 11.814 10.107 12.241 11.814
/M, ROKE 9.33, 13.47 10.11, 10.11 12.24, 12.24 9.33, 13.47
HEDZ-Aa7d n 26 1 1 28
EH)fE (SD) -5.456 (1.3331) -5.840 (N/A) -3.240 (N/A) -5.391 (1.3522)
i -5.410 -5.840 -3.240 -5.410
e/ IME, fRKIE -7.85, -3.45 -5.84, -5.84 -3.24, -3.24 -7.35, -3.24
KEDZ- 227 d n 26 1 1 28
FHIfE (SD) -10.041 (5.7241) | -11.510 (N/A) -5.170 (N/A) -9.920 (5.5930)
i -8.745 -11.510 -5.170 -8.745
f/IME, BRI -33.48, -5.29 -11.51, -11.51 -5.17, -5.17 -33.48, -5.17

BMI = body mass index; DXA = dual energy X-ray absorptiometry; HGPS = Hutchinson-Gilford Progeria Syndrome; PL =
progeroid laminopathies; SD = standard deviation

a: TOMMIBIIZT 7V A, TOTROTT T AV AOENREEND,
b:DXA AFx ¥ LD

¢ : BMI = fk#&(kg) /

H R (m)?

d : 2000 CDC Growth Charts % FV 745l K& OWER CHATE L7 B EI IS <,

N/A= §Zdi7 L

TYTIIEAARANHGPS & 1 IR E EN 5,




V. ARICEd SER

@iy E T HEEEREKER (09-06-0298 5HER) 1019
@09-06-0298 HERILE

H i}

<FEB®H>

- HGPS BE KO T ko v V24 to PL BEF ICkHT A0 e 7 7 L =7 DR
ThE (B WEERE OFERAERIMNBEOR— 2T 4 Vb OB E) #iMiiT 5,

<BElxB#I>

VL RRUEE, SIRRETF . nF Ty V=TSR (1R 3 AR S
®» HGPS & KO F vt oo V' Retko PL BEIZBIT Atk O %224
P& M 5,

s BTy =T HAREERE (5 1 BERAI G 5 & O 2 #F [ProLon2] ) @ HGPS
BEROTavs v I Reto PL BEHIZBIT 5 AVER K OS> 224 % 271
T 5,

PRI VWEECHEEREZRORIE THT A0, IBREE=X—9 5 IE
BT D7D ED X5 REEKRRER, BRRENSLEZRFT 5,

- HGPS BE R T ut L v 7V AeMo PL BETouF 7 7 L =7 OEWE)E (PK)
i+ s GE 1R .

s PBLOOHBEELIE X AR EHROT LI I VA AT IVA 7ry=e ) HP1
alf . WIS AR T v vy v~ — D —DOB{LBEHET D,

LT UMl v a— 2R HE, BEES X BRATRICK DB, B OME &
FrE. AR, HERE, o RYE ., BREEREOKELRL, vl =St o xF¥
— I L A%, CEH X BRINEE W EE (DXA 2% v 2) 128 SRS
Hr. R OVDRERE D4 280 %2 5EAt 4 5,

RRT A

e, HE

xf ES

HGPS kX7 ut s v 7 Retko PL B

<HE18# QHHAKRSE >

07-01-0007 Bk T 24ELL EfkRE L C 7 7 L =7 Z EAIB G S iz 26 6] K Ok
IR D 72 OWHTRF AR 21 BIOF 47 B AN B (HAN HGPS 2% 2 il %
aie) o 5 40~52 1 ARFICEHE L72fE R, v 7 7L =T HAIER 5 L T 3 Flff
HAREDER DT 4y MIRD SN ol 7T NRAZF 2L Ra Vg
D5 ZFIE L=,

<E1# (OF 77/ JHEABGERS >

TINRAEF LV Rr e 3 FIUFHEG EFIEE. B 1 HOwBRE 36 4
(07-01-0007 7B M S kR L7 26 Bl 18 i, FWIEIEED 72 W FHHRIZ 3 Bl # 5
iz 21 B 18 fil) Rut 7y v= T EARGE G ICEA AR S (HARAN
HGPS % 2 &= 5&1e) |

<HE2# (ProLon2: OF 77 )IL=JEAIKE) >

HWNRIEREO /W2 S5 fllc et 7 7 =7 FEKE S L= (HA AN HGPS % 1 4%
&)

- BEFHRZE G 70 A BETFICAEREZAET LI EDNHB I EE XX
ZMPSTE24 DR %[ 5 BFH
- BRI REIEDRKMIEEZ R4 5 2 & 25T — 20 Il LB
< VM LT ORI, @UIRIERER L REDOT-OR A N MT BEEENI NS
% HRE

> ZH1RE  JRERBAAARE, BEGBAGATZ 6. 12, 18, 40~52, 60 TN 96 4 H K

> I 2 BE : JRBREALAIE, BEGBHAATE 24~36 7 A IF
AP




V. aRICEdSER

<HE18 3 ﬁuﬁﬂﬂkf}) >
- Bt 77 0=7:150mg/m2, 1 H 2 R THGEZHHEL, £ 12 BEHRETRFEL &
bR OES uto FHEIX 150, 115, 90 X 70mg/m2 & L., &5 2iRER#E LB
HOBHDH 7 L—F 3 XL 4 OEKRLEFEEZR L, BEPR SUIHEREN T LR
WVBRBRE 1T 1 BB R L 7=,

« TINRETF L ARE 10kg K OB 1L Smg/H . 10kg 88O #ERE 1L 10mg/H %
o5 L,

LR Ul R—AT A UFFZ 0.0125mg/kg, 5B 6, 12, 18 7 AKE, #&
L& THEIZ 0.06mglkg T, 30 23 CATMERE LT,

a#r77i=7
150, 115. 90. X(F70mg/m? 1H2EHEES

TINREFY
#E<10kg:5mg/H. FE=10kg:10mg/H

T T

JyiroyvE  viurkove  JLFOvEs ‘fl/hn/& Vi rOvEE

0 0125mg/kg 0 05mg/kg 0.05mg/kg 0 05mg/kg 0.05mg/kg
' 1l

?x%ﬁﬁ#“ 6735 1253)@ 187Jﬁ 40'\-&.327‘35

<E1E (OF 77 JEF#GERS) >
07 7 )L=7% 150mg/m2, 1 H 2 [H# 05 U, BB S & 2 /R LT,

B8 GRIHR) S BAREICELT

O+I77lL=7
150 mg/m? 1 B2l S

®’5RE 36HR

<HE 28 (ProLon2 : OF 7 7/IL=JHAIERS) >
v 77 =7% 150mg/m2, 1 A 2 [EIFE O 5 L, (BB P I S5 &2 HER Lo,

or77I=7
150 mg/m? 1 H2E#® 5

15 50 (57 3678

AF Al H A

AMUMHETEER

<FEEEB >

c R—2 T A UEEOERRERINRIZRT 5 50%LL_ BB #E %
<BIXRFHEEE >

1. k= =2 —D 21k

FHIE U 7o SHENR- K EREVIR IR ARG R (cfPWV) D2 ki
DXA A¥ ¥ N XD HEETHEE (aBMD) OZ{bE
KiEEOEREN CT (pQCT) 2L KME/NT A —XDE&E
FREOEE

it % (BMI) OZ{r&

DXA 2% 27 1 A 02

SEBAEn Epif)E e (ABD) 24k

9. WEKAFMEIMEJLER S (FMD) OZA4k

10.LEX T — 2 D21k

11 BRI e R i & S miR T — % O b
TEMEHIER

R B R LA EESL (TEAE) | BRERBAME, A 2P A2, LEX

® N0 ok WD

we BT R

aE
BN G ITT £H (n )77 A0=7% 1 B ERE SR, X=X T A~
BOAIEERPEONT-ETOHRE) L Lk,




V. AEICET 5EE

<FEFH@ER >

ERMAEIGINRD 50% LA ¥ L 7= #8k#E OF|5 % . Clopper-Pearson %% M Txf
&% IEHE 72 " IERE O 90%CI Y 95%CIL & & HICH M Uiz, F£7-, RN
%L T THD &) RO T T ERRD 4% TH > 1256 2 pkth L im0 %
A HRE (a=0.05) Z{T->7,

<BIXREFHEIEE >

BRI IE H ORRRE 72 2 Ic DT, Flib#tit &2 B L7z, Wilcoxon 5 5{JIE
MRREZERAWTN—=Z2 T A VLG T R TORERE OL(LREEILRE
bl U7z, Wilcoxon AR FIRRE 2 VT, N—=2 T A v RO G4 TR D443 724505
BT D8 TR (AR K OVRR) & XHIEE & OZDORGEHIEEEEZRE L,

Z&H

RN RIRER T T 7 7 V=7 % 1 B EEG S, R—A T A V% OLEMET
— A NHDLETOWHRE L LT,

AHEFEGT NERIERGPICRBL L AEHS (TEAE) | Zf#fr L7-, TEAE X 5
BRI ORI G0 b Fe ke 5% 30 HNITHBL L 72 A EF G IIREHIE 0B k) XX
B TR E TR E R ERMDAIRERIE L OB EH Y LHE L -2 TOFER] LERL
770

Limitation!®

s BT NAN=TICXK LT A —T ORFE EBEIREEZ T T BE DD 7 D AR
ThHY ., RERETRV,

© SRICHEM S AR GREBR (01-07-0007 3ABR) &%, Bi% WIRHRIC R A 50 T,
I EERLETH D,

s nF T N=T TITRALZF L L RaBRO 3 FIN ., FEANAT S D O/EH
ZRIELTEONIRATH D,




V. AEICET 3EE

@09-06-0298 SABREEET R
<HF 15 QHHHARE) BEER (ITT/ XE2UHRTNREHR >

5 B #EIB0 HGPS | 3ESEIH HGPS i;%;;{ &5
(N=38) (N=5) (N=4) (N=47)
N—2F A UEEOER (%) n 38 5 4 47
FHIfE (SD) 7.4 (4.19) 6.0 (3.67) 5.5 (5.80) 7.1 (4.23)
i 6.5 6.0 3.5 6.0
/M, ROKE 2,18 2,11 1, 14 1,18
NR— 2 F A RO MEE
1-11 &% n (%) 33 (86.8) 5 (100) 3 (75.0) 41(87.2)
12-<18 5% n (%) 4 (10.5) 0 1 (25.0) 5 (10.6)
PER
B n (%) 16 (42.1) 1 (20.0) 3 (75.0) 20 (42.6)
ek n (%) 22 (57.9) 4 (80.0) 1 (25.0) 27 (57.4)
i
PN n (%) 10 (26.3) 1 (20.0) 0 11 (23.4)
EIS n (%) 12 (31.6) 2 (40.0) 3 (75.0) 17 (36.2)
Z O I 2 n (%) 16 (42.1) 2 (40.0) 1(25.0) 19 (40.4)
HEFR (2P n 1 1 0 2
EH)fE (SD) 2.0 (N/A) 2.0 (N/A) 2.0 (0.00)
R 2 2 2
/M, ROKE 2, 2 2,2 2,2
RE (kg)e n 37 5 4 46
FHIfE (SD) 10.8 (2.73) 8.6 (2.13) 12.3 (7.24) 10.7 (3.25)
R RE 10.1 9.2 9.7 10.1
e/ ME, FRKIE 7,21 6,11 7,23 6, 23
HFE (cm) n 36 4 4 44
E¥)fE (SD) 95.7 (13.59) 86.0 (12.52) 96.0 (30.13) 94.8 (15.25)
R fiE 91.9 90.8 88.1 91.9
/M, ROKE 76, 130 68, 95 69, 139 68, 139
BMI (kg/m2) ¢ n 36 4 4 44
FHIfE (SD) 11.74 (1.457) | 11.97(1.097) | 12.79 (1.145) | 11.86 (1.413)
R RE 11.53 12.14 12.45 11.68
e/ IME, e KIE 9.7, 16.2 10.5, 13.1 11.9, 14.4 9.7, 16.2
HEDZ-Aa7y e n 36 4 4 44
EH)fE (SD) -5.17 (1.737) | -4.86(2.396) | -3.25(0.674) | -4.96 (1.788)
R fE -5.34 -5.22 -3.18 -5.05
/M, ROKE -9.0, -1.6 -7.4,-1.6 -4.0, -2.6 -9.0, -1.6
RED Z-Aa7T e n 37 5 4 46
FHIfE (SD) -9.79 (7.186) | -10.37 (5.585) | -5.75(1.958) | -9.50 (6.763)
R RE -8.64 -10.30 -5.37 -8.39
e/ IME, e KIE -45.0, -3.1 -18.5, -3.1 -8.2, -4.1 -45.0, -3.1

BMI = body mass index; DXA = dual energy X-ray absorptiometry; SD = standard deviation
D EOMMIBIZIET 7V N, TOTROTT T AV IOEPEEND, TYVTITIEAARN HGPS B 2 BN EEN 5,
:DXA RAF ¥ &Y

© ZERERF IR

Z o e T

1A= 7L

: BMI ={AHi(kg) / & F(m)?
: 2000 CDC Growth Charts & H\ M7= 4E#h & ORI CTRAEE L -2 REIC S <,




V. AEICET 5EE

<E18 (OF 77 )= JHEARGRS) BEER (T REMBTREH) >

5 HAE HGPS | JESEIH HGPS Z;';E;)’Pf a5
(N=30) (N=3) (N=3) (N=36)
N—2F A UEEOER (%) n 30 3 3 36
FHIfE (SD) 11.3 (3.64) 6.7 (4.51) 11.3 (6.81) 10.9 (4.06)
R 10.5 7.0 9.0 10.0
Joe/ M, I KA 4,18 2,11 6, 19 2,19
NR— 2 F A RO MEE
1-11 &% n (%) 16 (53.3) 3 (100) 2 (66.7) 21 (58.3)
12-<18 %% n (%) 13 (43.3) 0 0 13 (36.1)
PR
B n (%) 10 (33.3) 1 (33.3) 2 (66.7) 13 (36.1)
ek n (%) 20 (66.7) 2 (66.7) 1(33.3) 23 (63.9)
g
RN n (%) 9 (30.0) 1 (33.3) 0 10 (27.8)
bk n (%) 7(23.3) 2 (66.7) 2 (66.7) 11 (30.6)
% Dfth Hulgk 2 n (%) 14 (46.7) 0 1 (33.3) 15 (41.7)
HEFR 2P n 1 1 0 2
FHIfE (SD) 2.0 (N/A) 2.0 (N/A) 2.0 (0.00)
R 2.0 2.0 2.0
/Ml RAE 2,2 2,2 2,2
RE (kg)e n 29 2 3 34
FH)fE (SD) 13.0 (2.19) 10.5 (5.70) 20.0 (7.70) 13.5 (3.65)
R 12.8 10.5 17.0 13.0
eIV, I KA 10, 19 7,15 14, 29 7,29
HE (cm) n 28 2 3 33
) (SD) 106.5 (8.52) 96.9 (22.98) 121.4 (18.81) | 107.3 (11.23)
R RE 105.6 96.9 119.7 105.7
S/ ME, I KIE 94, 130 81, 113 104, 141 81, 141
BMI (kg/m2) ¢ n 28 2 3 33
FH)fE (SD) 11.40 (0.970) | 10.70 (0.977) | 13.24(1.299) | 11.52(1.123)
R fE 11.18 10.70 13.34 11.34
e/ IV, I KA 9.9, 13.7 10.0, 11.4 11.9, 14.5 9.9, 14.5
HBEDZ-Aa7T e n 28 2 3 33
i (SD) -6.31 (1.271) | -7.40(3.226) | -2.82(0.526) | -6.06 (1.691)
HHRE -6.27 -7.40 -2.61 -6.23
S/ ME, I KIE -8.8, -3.6 -9.7,-5.1 -3.4,-2.4 -9.7,-2.4
RED Z-Aa7T e n 29 2 3 34
FH)fE (SD) -13.90 (9.042) | -13.82(7.977) | -5.28 (2.177) | -13.13(8.817)
R -10.15 -13.82 -4.84 -9.96
e/ IMiE, I KA -41.2, -4.9 -19.5, -8.2 -7.6, -3.4 -41.2,-3.4

BMI = body mass index; DXA = dual energy X-ray absorptiometry; SD = standard deviation

a: ZTOMMIKIZIZT 7V D, TOVTRETTUT AV AOENREGEND, TUVTIZIEZEARAN HGPS B#F 2 fIRE EN 5,

b:DXA AF v LD

¢ : ZEfEHATE

d : BMI ={AH(kg) / &F(m)?
e : 2000 CDC Growth Charts % H\ 7= 50 & OME R CHEE L 7= S H

N/A= 827 L

M EE-S <,




V. AEICET 3EE

<E 28 (ProLon2: OF 77 )L=JEAIKRE) E&5E=

(ITT/ REHBETHRER) >

Jato oy

BRI HGPS | JEELRIE) HGPS &5t
3 (N=34) (N=1) Té(f:g PLl (=35
NR—2 7 A EEOFER (5%) n 34 1 0 35
FHIfE (SD) 6.1 (3.92) 7.0 (N/A) 6.1 (3.86)
A 5.5 7 6
Joe/ M, I KA 2,17 7,7 2,17
NR— 2 F A RO MEE
1-11 7% n (%) 30 (88.2) 1 (100) 0 31 (88.6)
12-<18 %% n (%) 4(11.8) 0 0 4(11.4)
PR
B n (%) 21 (61.8) 1 (100) 0 22 (62.9)
ek n (%) 13 (38.2) 0 0 13 (37.1)
g
RN n (%) 4(11.8) 0 0 4(11.4)
bk n (%) 5 (14.7) 1 (100) 0 6(17.1)
% Dfth Hulgk 2 n (%) 25 (73.5) 0 0 25 (71.4)
HEFR 2P n 31 1 0 32
FHIfE (SD) 3.5 (1.96) 2.0 (N/A) 3.5 (1.95)
A 3.0 2.0 3.0
I/ ME, FRfE 1,9 2,2 1,9
RE (kg)e n 33 1 0 34
e (SD) 10.8 (3.01) 7.8 (N/A) 10.7 (3.00)
L 10.3 7.8 10.3
[ SUNABTFN: 7, 22 8,8 7, 22
HE (cm) n 34 1 0 35
FHIfE (SD) 92.4 (14.28) 87.8 (N/A) 92.3 (14.09)
A 93.0 87.8 92.4
S/ ME, I KIE 65, 133 88, 88 65, 133
BMI (kg/m2) ¢ n 33 1 0 34
EHfE (SD) 12.80 (2.426) 10.11 (N/A) 12.72 (2.433)
R 12.53 10.11 12.51
IS UNAETFN: 9.2,23.8 10.1, 10.1 9.2,23.8
HBEDZ-Aa7T e n 34 1 0 35
FHIfE (SD) -4.91 (2.341) -8.33 (N/A) -5.01 (2.378)
A -4.48 -8.33 -4.48
S/ ME, I KIE -13.7,-1.6 -8.3, -8.3 -13.7,-1.6
RED Z-Aa7T e n 33 1 0 34
e (SD) -8.38 (7.311) | -21.11 (N/A) -8.76 (7.523)
L -7.39 -21.11 -7.62
Joe/ M, I KA -46.2, -1.7 -21.1,-21.1 -46.2, -1.7

BMI = body mass index; DXA = dual energy X-ray absorptiometry; SD = standard deviation

a: ZTOMMIKIZIZT 7V h, TOVTROTT T AV AOENGEND, TV TIZIZHEARAN HGPS B# 1 fIE £ b,

b:DXA AF v LD

¢ : ZEfEHATE

d : BMI ={AH(kg) / &F(m)?

e : 2000 CDC Growth Charts % AV 724} ORI CRR%E L 7= 2 IREICHE S <,

N/A= 827 L




V. ARICEd SER

QBRI R—

h A AEEER 017

OHTE I R— FEFHREE

H 28]

HGPS BFCTonrF 7 7 V=7 HAIE G LR T RIKT & OREMEE T 5,

<FEZEH®H>

ProLonl & ProLon2 O#ERFELMHZHFEMT L, =7 7L =7 HAl# L L HGPS /&

FHOAEFHIMIER & OB 2 3l 5,

<BIXxBE®>

+ ProLonl & ProLon2 O#ERFER 2 FA T L, vt 7 7 V=7 HAIR . & 2R
W RN T & OB 25T 5.,

+ ProLonl & ProLon2 O#ERE LM Z AT L. vt 7 7 V=7 HAIRE & BF —
REfH CR%E L 7= 23EKISE C OFEX U 2 7 i & o B 2 54 5.,

BT A

)7y V=T HARRGEE (BRak— ) L BERRET — X 2 H T DRI ORIGERE
Frh~yF o7 SEBR CGRIBE A — ) 1220 T, E/AFICHEHT ST —
B Heth SR E TR LTz,

HGPS ##

<AEakt—F>

07-01-0007 38 (N=27 [ProLonl] (HAAN=1Z%ip) ) & 09-06-0298 iR 1
F 7 = T AL 2B (N=35 [ProLon2] (HAAN=1%%51) ) OWERET
—X

<FKBEIAKR—F>

Fu Y ) 7HEME (PRF) OEE 702 ) 7REBRES 2T L% AW, ik
WRIED 2\ 196 Bz RigEaRs— e Lz, BREINZRER TP = 2 — A HF, —
WRABRT — 2 _R—=2 7 B2 HWT, dREE CRET 57— X 2 5E LTz, /RO
ANEEHE T, BRREEFIE 23 e E L 7= HGPS FHA & | AEE4F R U1 L7 F i B
THERE L, BT —2 & LRI, Kb (EErg) | 2R, Efn 5 (ANFrfE
A T EAIEE L, HAEFIT 1976~2015 4 & LT~ AAFERRIMRATIC U D ARIGHE
a7 — MISEPERED 720 173 Blaxtgel Lz, BIZ, ZOxENLIgHEas— b
LA (1991 4ELLE o Hi 4 [ProLonl. ProLon2 O#ER# O & i HAE4E & —3])
ICHAE U7 81 fflZ[FE L. ProLonl. ProLon2 ®~ v F o 7 a ha—L& LT,

AF Al IH A

BT EIEER
<FEFHHEEE >
cF—AHy AT H*ETORE £ TORM (A1EHI)
<BIXRFHEEE >
T =2 Ny NATAFETORIET R
cF—A By NFTHYETCORE M TR LT OMITY 2 Y

kT—H Ay bATH

201946 H 1 B : fbratmiE o 3o < figpricfi A

20214 8 H 1 A : BYNHEAETO MAA % OFEDOIEFE CTIBI S - f e 1FH
<FEHBWT—2EY >
CITT1_2: i 28— MiX ProLonl & ProLon2 #fif& Lt 7 v =7 %& 5 Sh-
ATHOHGPS BE L L, R — MIPRF OEE 0¥ = ) 7REREY 2T A
W= SN a 7 V=T RIGE 173 BloF oG AR HAE (1991 4FE LI
HA) LSRRI A AN B - 7= HGPS B35 81 #il& L7z, CITT1_2
I% ProLonl & ProLon2 OOFAT — # 1ZB3 2 EEMATIZH =,

=
-+
=
T
+
i

Atk

<EEEH>

B ar— <y F o7 IEREEaAR— O Kaplan-Meier A fFREE R (17
= MENTICEERFE R EER) X, BEESR (27 7 v =7 5 BlAN
DOFEND 3 HFHZRET) RN L 9B%EEXM (95%CD #H ML, =4k — Mk
I, PER & KEe (EMEk) CTREHIE L7 Logrank fiE % HU /-,

IO DOHTTO~ v F o 77 OBBFIL GRG0 v T 7 7 L =7 & 5B MERE D
R S BIE L, FEMOREBIER CUXERM) (a7 7 =7 R 5 BME O
WD 3AEBET) THRT L, ZOrCld, £ TORKIC X DT 2 REBIHAL




V. AEICET 3EE

tﬁﬂfﬂ%@éﬁ&%%wto

Hiz, ads— MDD PRI & KB (EE#IER) Tk L7z Cox Y

— RFETAVEHWEZ, 2 5®ﬁ¢$ﬁf@v v F 2 T RXT QBB X Log-rank fE R

LRIEEE L, Wads— boOEFEHBONY— Kb s 95%CI ZFEH L7,

<TREED H B /N4 7 R ER/ME>

BRI Z KT (Fricil = A — ME o gz FAET) "JREMED B B 3o

TAEL LT TFERE L,

a) 2 OOMEKERAB (07-01-0007 7B K& Y 09-06-0298 #ER) Tix, RA b ~DEH
M7 T CkBE) ZHRE L2, B ahR— MIRIBE R — b (EFEFP UK
U L7RIBHEF) L0 LEEEREBEEFMOFREENRD D,

b) MiZHEE DR 5 EREEIIZEE (25 H[E) TH DA, 2 DOREKRBRICH A
NoNT-WERE GRFEar—b) 1, LV EERERKEZHETIEICEET S,
EOTD, R AR — B EFARREITICAERRICH D LB BND,

c) B =A— bk (07-01-0007 3Bk ProLonl X T} 09-06-0298 Bk ProLon2) & RiG¥E
a7k — MEOMANEEOHE (fl : ZROGEL L) 2L, THEHSDASAL T X
DAL DAREMENRH D,

iR — hONRAL T AE, UTFTO XY ick/IME LT,

s Wk — METERALLMANLE T BEROFH] OALTH-oT-, BFEaR—FD
100%., RipFEaAR— FD 43.7% TEROIREDHER S TWI272d, AP T
O LIRS R RO BITERE OEFRITEEL KF S RN ER RS (72
B, miar— MNEHOMANEEDOHENRER A T AE L 0T 2 &30

- R, NFE, MERIZe & N OREEHERHEICBIfR 7 < . HGPS 1344795 2,000 J5
AT 1 ANOEIETRIET D728, BFEaR— ML T ARA U 5 o[RS T
K,

- R TEENPHER SN TS HGPS /NEEEIY 125 4 (2019 4 8 A HFE, PRF)
THY, ZD 55 50%872 ProLonl & ProLon2 IZ&F 5, BIEMHRTHHL T
méHm%$%@amﬁﬁm%77w%7ﬁﬁmaim5t@\ﬁ%:$%%ﬁ%

AP R D EE FERPH & o3 AT REME S B,

'@A®¢ﬁﬁﬁ@@@n/274/7L®h%ﬁ%%ﬂf—bﬁﬂ47ﬂ%&ﬁé
WL S YEHFE IR A # U7, PREF IS HMRICE DA ETOER (R
kP NRIRBES DO HLERBERFORITRACCIE I E 72 &) AL, AR o /hEE
P& It L CaTORMERE L BERM U, YISl AN b BE ORE
RMEAFIC L, AAORFHTERICHEET S AREM D H 531 7 228 Lz,
2, PRF [ Z@R Fld. 7SAR— MG, /1T FlidZe &, RS i~oa Y27 ¢
v 7 EOEEZ RE/NRICI A T,

« ProLonl & ProLon2 DO#LA AFURRIZIX, EFE0 R S vz HGPS /NEBREFE 2B
SINT HENE 2 b=, ProLonl & ProLon2 TIXEEIC Fﬁbéﬁ%%%ﬁ%%
ELRMMoTolz, RO REREE 23 /NEBENSINAEThH-7=, Lz
Mo T, LVEERFAREED S DIEE 2R — MIBEET 5 R A1 T 2 2 /Mb
L7,

c BINT DS E 5 2 5z HGPS /MNEHEE D 9 B EMOE L S CHREEEIREDE(L
WX VBIMEFEHE LD 2 BlOBTH -7, TORER., IRE/REER 2R
BRI R — MCEENTTREEN A, IS, ERTE o7z 2 BlEF3ME
fEFTICH W~y F 7 ar ha—u (RAOREBEIR -~y F T« 7—
V) BRI LT,

c EROBNREFOTFHRER THD Z LiXmb T3, ProLonl & ProLon2 Tidil
HANINC B % RAETEREIR 2 3% Lo 72, HGPS OFEXFHMN 14.5 % THh
5HZ L mEET DL, ProLonl X ProLon2 (LA A 5 AL 7= W BRI XAR ML #DE 238
IR, a7 v =T BB ORI BT 5 8 T AD AREM: & f/ME LTz,

< EetRlT, R, MERIL OKEE (EEMER) R EEERRE S CREN ST TD
Eolz, RIGEG % T o2 DTERIRL . BEAI K ORI OEIERINA T A % FITHR/N
b L7z,




V. AEICET 5EE

OHEIR— FEFRAREBEELESR CIMTTI_ 2 RUS VA LRABITYFUIEH)

= - “ NN
mEIA— k| RARIK— b &t i
(N=62) (N=81) (N=143) (N=62)
TRIEBRAARF D ER (%)
EH)fE (SD) 7.03 (3.587) N/A 7.03 (3.587) 7.03 (3.587)
R 6.69 N/A 6.69 6.69
Joe/ M, I KA 2.1,17.5 N/A 2.1,17.5 2.1,17.5
IHBBR OER (GFR)
FHIfE (SD) 11.70 (5.008) 10.49 (4.544) 11.02 (4.772) 10.96 (4.474)
o RE 11.14 10.66 10.66 10.81
S/ ME, I KIE 2.5,21.8 2.6, 20.0 2.5,21.8 2.9, 20.0
PERIL. n (%)
Bk 33 (53.2) 42 (51.9) 75 (52.4) 33 (53.2)
otk 29 (46.8) 39 (48.1) 68 (47.6) 29 (46.8)
1991 FLFEOFHEE, n (%)
No 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Yes 62 (100.0) 81 (100.0) 143 (100.0) 62 (100.0)
K. n (%)
T7UH 2(3.2) 2(2.5) 4(2.8) 1(1.6)
TIT 16 (25.8) 31 (38.3) 47 (32.9) 20 (32.3)
=270V 7 1(1.6) 0 (0.0) 1(0.7) 0 (0.0)
g—nmyN 12 (19.4) 16 (19.8) 28 (19.6) 14 (22.6)
IS 20 (32.3) 12 (14.8) 32 (22.4) 12 (19.4)
K 11 (17.7) 20 (24.7) 31 (21.7) 15 (24.2)
BER D5 1AL, n (%)
No 0 (0.0) 34 (42.0) 34 (23.8) 28 (45.2)
Yes 62 (100.0) 47 (58.0) 109 (76.2) 34 (54.8)
ZEE n (%)
HR 60 (96.8) 38 (46.9) 98 (68.5) 27 (43.5)
FEHARY 2(3.2) 9(11.1) 11 (7.7) 7 (11.3)
T 0 (0.0) 34 (42.0) 34 (23.8) 28 (45.2)

SD = standard deviation

a: BBl E 0 )7 7 v =7 R G RMR OFE CRIEICIE O &, MRl & KB (REdl) Ty TFrr sl (ERE~ vy TF 7R,

b: 7 VTICIZHANHGPS B3 2 fl3 & En D,

N/A= %47 L

b) Azt

DEFM (BEIHR— FEFRER) 7O GHEAT—5)

@5 RBIDMAER

ProLonl #7A AL ® 27 5l & ProLon2 #7A AL ® 35 5, &EF 62 f5lo> HGPS BE %% & LT-.

ProLonl {ZHA A B AV 27 il 25 B3 7 7 L = 7 HAIRE G 252 T « ke L. 3 FIOFH#& 512 18
BBRBATL, 2055 16 il 3 AIPFHELGZ5ET - ki L7z, £72. ProLon2 |ZflA AL bz 35
Blp 23 Bl a7 7 7 V=T BRI G EZSE T ke L. 1Bk R CTh o7z, B TOIREF TOREH
IEDOPRHMIE, BT 6 6 (7.5%) . TREREALEAIOHIEr 2 1 (2.5%) . RiEH DKW 3 B (3.8%) . #
B oW 141 (1.83%) Th-o7o,

@ L= FHARMMEITIER
<2 EFHMBRT>
FEMEHTIZ BN T, B GHERE IIRIGR T IR & i U ORI A (8 FRER T HEIY) X 0.488
FEIER L7z (13 2.828 4E%F 2.340 47, p=0.0002, 4 H £ p fE. JEH Logrank 7€) .
LT, 2019 4 6 A ORABHGRERICT — X 24T B0 & LIoGA, B ERET I oRIB R & il L
TVEHAGFHIM ORI 2.773 £ TH -~ 7= () 8.097 4%} 5.324 4=, p<0.0001, 4 H Lo p fiE. &5
Log-rank &) ,



V. aRICEdSER

SR LITERER LTy F S E T RKAEMG & LB L 1z Kaplan-Meier 4 7785 B #R
GEBRTITHYY) -FEMFTER (N=143)

Match:Random Untreated[1]
With Number of Subjects at Risk and 95% Hall-Wellner Bands

1.0
2 081 T
E -ll-__-l-__++_h_l_|_|__
@ —_t
a 0.61
2
o
T 04
>
—
S
(]
0.29 | 47783509 (BRILog-ranki)
O+ 77)L=7%:2.828(0.0845) F
FoREEE: 2.340(0.1368) F
0.0- T3 (SE)
Lonafarnib 62 58 56 55 45 12 4
Untreated 62 52 45 bl 41 36 30
0.0 0.5 1.0 1.5 2.0 2.5 3.0
Time (Years)
Lonafarnib -——- Untreated
N = #eBrE

(1] $ 5P 2 3% 5-BRAAIRFAEIR OO & ONEICE | R RIBIERIRE LRI R KT~ v F &7, 2

THERr~F U TETH D,

E A HOEVDOU A7 OHLHREZXKO TFTEIRT, 95% Hall-Wellner XX, +07%81 <> MR

HAIGEICORFHEAT H LN TE D,
S U LIZERER E Ty F ISR AEG &L L 1z Kaplan-Meier 4 7785 R B #R

(RRERBRICITHYUY (0196 A1BAY b4 D) ( 2RTCEER) -TEMTER (N=143)

Match:Random Untreated[1]
With Number of Subjects at Risk and 95% Hall-Wellner Bands

1.0 1
2> 0.8
;;
a 0.61
2
o o
— i D
2 0.4 L
>
—_
>
wn
0.29 | 47783509 (BRILog-ranki)
O+ 77)L=7%:8.097(0.5670) &F
e 5.3240.6008) | o Al
0.0- T3 (SE)
Lonafarnib 62 47 25 22 15 9 0
Untreated 62 41 26 15 10 4 1 1 0
0 2 4 6 8 10 12 14 16
Time (Years)
Lonafarnib -——- Untreated
N = #eBrE %

(1] #5908 2 3% 5-BRAAIRFAEIR OO @ ONEICE A BRI RIBIEIRE LRI R KT~ v F &7, 2

THERr~w v F U TETH D,

E:EHOEVOU A7 0L LHRE KO TEIRT, 95% Hall-Wellner XX, +07%81 <> MR

HOIGEIZORHETHENTE D,
Be5REORALBEGRAE A 28R4 % S AIBHABS T AR S IcE TN s At &2 &Te)



V. aRICEidSER

(:EMmiE#R] ®
<EHEFHRMMEN 2021E8A1BT—421T5H4Y) >
2021 4 8 A 1 HZRIKBMFAERICT — X 25 B0 & Lo Ga ., FGBRE 1T RIBHT R & el L
VAT 4.327 FHEE L7 () 9.647 4Fx%f 5.320 4F, p<0.0001, 4 H _E® p {8, @5l Log-rank
BE) o« v 77 =T7E - BIEHIM ORIV, AFEHIHOSEN R Sz,
g & Rl (RfEtug) CTERIE L7z Cox el — RETFT LV Z Wil ok — K~ (24F#) Oigo
FER. ~NY— R (HR) 130.28 (95%CI : 0.154, 0.521) Toh -7, 728, RREMGERZ 10 LT
IZBRET 5 & HR I 0.17 (95%CI : 0.076, 0.365) T -7z,

Kaplan-Meier £ fFE5fEIREER (2021 £8 A 1 HEF )
GCAEaR—bvsKAFEIKR—F [SUFLBEIYHT] : CITT1_2)

Match:Original Random Untreated[1]1 Age:All Ages

With Number of Subjects at Risk and 95% Hall-Wellner Bands

1.0
= 0.8
;;
a 0.61
e
a
D 0.4
s
| S
3
9D 0.2 -
: 45 (BR Log-rank #&7€) [N
OF77IL=78 . 9.647(0.6795) & l
FARERE 5.320(0.6234)F b ——————————————e +
0.0 FE5(SE)
Lonafarnib 62 57 54 35 15 14 12 9 0
Untreated 62 4Lt 29 14 5 1 1 1 0
0 2 4 6 8 10 12 14 16
Time (Years)
Lonafarnib -——- Untreated
(1] #5485 2 B 5-BRAERFEE O mOIEICIE | ERICRIGEERE LR OKETY vy F S8, Zhp
FER~ T TETHD,

E A HOEVOU A7 0L LWHREZXKO TEIRT, 95% Hall-Wellner XX, +0781 <> MR
HOBERICOBFRTH LN TE D, 202148 H 1 HOLEFIRT GETTHHDHVNE 202148 H 1 A=
TCAEDPHEGR SN D BAE) 123Dz, BRI, ~ v T3 257 OIBEFITHHE 0 84 Tk
LAICIIRIGFREE LFEEHHM T BEY & L, B0 ETOMOETE2E DT,

<EFEHEDONY— K>
Cox [HINY— RET LEANWT, &K~ v F o TIEICOWTE GRS & RIBESTROA IR HR %
it L=, Wi~y F U Z3EEIU T LB Th D,
(1] BeHHBRE % 5B A IREF s D & VRIS~ I IS RIBRHBRE L MR KRR T~ v F 3
oo TUDFEER~YyF U TETHD,
(2] #5-9EBRE & 5 5-BRAA R O @ OIS G~ EZR IS RIR R & MR R OSREERNCBLUE L 72
FEhONN—E o F AN 2 ODGEEITRbEWVEREZIERN) Ty FIE, 2Oy FUTIET
X RIBHRERE 2 A2 2RI 11T 72,
(3] #5-#kBRE 2 Fe b BRAARE A OO m B~ EF S BAL 50 /X —& v & A L ORIGHERE &t
MEOKET~ v FIHT,
(4] BHHERE % 5B ARl O @ VI~ IHE I F 3 AF I B U0 ORIBFEERE L~



V. AEICET 5EE

Y F I RO TRTRHERD R S @ ORIBEERE &~ v T 387,

[6] MIZ 3 DOMS LT~y T 7 EER L, FER~ v F o 7 EE W TRESIT 21T 572,

6] FEip~ > F o 7 EEZHVDENT, RIFEERE 81 Hilt 6 il 2 KL LA LI, b0k
BET—XiE, RIEOMBEIZEL Y FDAIZLD2EEEZZITHZ ENTE R0,

(7] #5485 % B G- Bl Aa e O S ORI~ B IS ARIR RS & MR R VRO 7 1 % o C
vy F I,

[8] ProLonl, ProLon2 KU* 3 AIfFM G- ITT £ LA K#KE 2R — MBI 5 2RIBHFER

(N=255) IZ2W\WTCiE, ~ v F 7 &itbleh ol 3AIPFHES ORIGFERE 18 il & 55

Hiza iz,

BEMHTT — X bl - BE . T8~ v F o ZEN Tl AFSR o HR 13 0.17(95%CI:0.060,
0.478) Th o7z, WTNDO~ v F U ZIKIZEBNTH HR 1T 66%LL FIKF L7 Z Eimr Sz, FEYER
(HR=1.0) OLMNIAIET S HR ORMEEM TRIND LI, v v F U 7IEChrb LT, kbt
FLL =y F U7k (4D &, RipEFRETKRLTr T 7 7 V=T R THEFRT 1 v b
BELT,
IHHOFTRIT, BKBEREAR S (201946 A 1 H) THHYY & LTT—H &2 LI-HAICD
HESh, £8e~yF o 7T, HR 1T 0.23 (95%CI @ 0.118, 0.451) Tdh 7=, Cox bl N
— RETNZ AW AEFHROBITICED X2 R HEEZHCTH, HRIZARS EE 51% KT L= &
WREI, AEBIRERATHBEY & LTT — 2 2T LI2GE, ~ v T 7B b b T4
DM CRERHFRIA BMEZ R LT,

AFHABOHR RV 95%CI DT+ LR TOy b GERRATITLYIY) ~FTEBIIFRER (N=143)

Hazard Ratio

Match Method Hazard Ratio (95% CI)
Random Untreated[1] —— 0.17(0.060,0.478)
Fixed 50 Percentile Match [2] — 0.21(0.070,0.597)
Fixed 75 Percentile Match[2] ——— 0.25(0.082,0.738)
Fixed 100 Percentile Match [2] —-—— 0.29(0.094,0.909)
Random Within Upper 50th Percentile in Untreated [3] —_— 0.29(0.095,0.918)
Least Favorable Match [4] 0.35(0.105,1.175)
Random Untreated Additional #1 [5] —-— 0.16(0.057,0.438)
Random Untreated Additional #2 [5] —-— 0.16(0.059, 0.449)
Random Untreated Additional #3[5] —— 0.21(0.074,0.619)
Random Untreated for Auditable Patients [6] — 0.18(0.063,0.495)
Random Untreated by Child Mortality Rate [7] —— 0.19(0.068,0.538)
Random Untreated by Life Expectancy (7] —— 0.24(0.088,0.659)
Random Untreated by Current Health Expenditure per Capita[7] —— 0.22(0.078,0.598)
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] —— 0.21(0.074,0.573)
Random Untreated (ModelAdjusted by Age at Treatment Start*)[1] -— 0.07(0.012,0.449)
0.0 0.5 1.0 1.5 2.0 2.5

Lonafarnib better Untreated better

CI= {ZHIX[. GDP= EWN#EE, N= #RE

I~ F~yFr7iEErd, 1] BEER~YF U TETH D,

% Z 0 Cox N — RET/FMER R OKE:, 7 e %o it Sz, RET/I2iE, AT & L THRSRE,
A E & U CTRG BRI O, R O 51 & B GBI OFMOZ BEAERNE £ D, G- BRMGFERIC
B —FREEEEH LT,



V. ARICEd SER

EHFHBEOHR RV 95%CI D7+ LR RFAY b+

(REHFAER (2019F 6 A1 BIHTBEYY., £RTEER) ) -TERTHRER (N=143)

Match Method Hazard Ratio
Random Untreated[1] ——
Fixed 50 Percentile Match[2] ——
Fixed 75 Percentile Match[2] ——
Fixed 100 Percentile Match [2] ——
Random Within Upper 50th Percentile in Untreated [3] ——
Least Favorable Match [4] e —
Random Untreated Additional #1 [5] ——
Random Untreated Additional #2 [5] B —
Random Untreated Additional #3[5] —
Random Untreated for Auditable Patients [6] ——
Random Untreated by Child Mortality Rate [7] ——
Random Untreated by Life Expectancy [7] —
Random Untreated by Current Health Expenditure per Capita[7] ——
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] ——
No Match Triple Therapy Subjects as Treated Subjects [8] —_—

0.0 0.5 1.0 1.5 2.0 2.5

Lonafarnib better Untreated better

CI = ZHEKXMH. GDP= EWNHKREFE, N= g
[1]~[8] iZ~vTF o rEEnrdt, (1] REFELR~F L TETHD,

I G ORKOBHA A 28T 25 (3 AP KRG UIHAMKG R G-I G T Atz &)

<ERTEHERUVEIFETOMEX) R >
Cochran-Mantel-Haenszel (CMH) #i/E
e L7,

Hazard Ratio
(95%Cl)
0.23(0.118,0.451)
0.28(0.152,0.519)
0.23(0.117,0.466)
0.21(0.105,0.431)
0.21(0.104,0.426)
0.36(0.189,0.700)
0.24(0.124,0.446)
0.25(0.130,0.470)
0.25(0.124,0.490)
0.29(0.155,0.551)
0.31(0.165,0.588)
0.32(0.169,0.597)
0.30(0.164,0.556)
0.37(0.198,0.675)
0.49(0.308,0.779)

ZEML T, vy Fr 7EZ EIOEIHEYF T O CRE

BAERF R CTT —# I bl o 125G . EMRIT O A HR OHEEM & FIERIZ, SECROA v X (OR)
O EHEEMITEEEERR (OR=1.0) OLEMNIALE LTz, FER~ v F o 7L T, ORI 0.16 (95%CI :
0.056, 0.464) ThH 7=,

F72. CMH REIC L D EET —FXONTICED K H e~ v F o 7EEZHANTEH, OR IFE TN 48%
PHETF LIEZ E &R LT,

ARk, SEROMxY A2 (RR) OHEEMEITn T 7 7 V=T %2R DR L0, 2 TO~ v T
Y EIZOWTHEAER (RR=1.0) OLEMANIALE Lz, T8~ > F o 7L Tk, RR 1% 0.24 (95%CI :
0.090, 0.635) T ~>7=,

RTEEODORKEUVB%UCIND I+ LA IOy b BEBATHHYY) - TEZTHRER (N=143)

Match Method Odds Ratio Odde Ratio
Random Untreated[1] —-— 0.16(0.056,0.464)
Fixed 50 Percentile Match [2] = 0.20(0.066,0.584)
Fixed 75 Percentile Match [2] —_— 0.26(0.089,0.763)

Fixed 100 Percentile Match [2] 0.33(0.107,1.028

Random Within Upper 50th Percentile in Untreated [3] — 0.34(0.110,1.042)
Least Favorable Match [4] 0.52(0.158,1.682)
Random Untreated Additional #1 [5] - 0.14(0.045,0.414)
Random Untreated Additional #2 [5] T 0.15(0.050,0.448)
Random Untreated Additional #3 (5] — 0.18(0.059,0.559)
Random Untreated for Auditable Patients [6] —— 0.18(0.059,0.522)
Random Untreated by Child Mortality Rate [7] —— 0.17(0.055,0.500)
Random Untreated by Life Expectancy [7] == 0.21(0.071,0.625)
Random Untreated by Current Health Expenditure per Capital[7] —.— 0.22(0.079,0.599
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] —— 0.21(0.072,0.603)
0.0 0.5 1.0 1.5 2.0 2.5

Lonafarnib better Untreated better

CI = ZHEKXH. GDP= EWNHKREFE, N= g
(1~[7] E~vTF o rEERt, 1] REER~F o 7ETH D,



V. AEICET 5EE

EE-BETHREBELEEECERORR RV IS%CI DI+ LA RTOY +
GERATHLHYY) - FEMAIRRER (N=143)

Match Method Relative Risk
Random Untreated[1] ——
Fixed 50 Percentile Match [2] S e
Fixed 75 Percentile Match[2] —_— -
Fixed 100 Percentile Match[2] -
Random Within Upper 50th Percentile in Untreated [3] =
Least Favorable Match [4]
Random Untreated Additional #1 [5] —
Random Untreated Additional #2 [5] e
Random Untreated Additional #3 [5] e
Random Untreated for Auditable Patients [6] e —
Random Untreated by Child Mortality Rate [7] —
Random Untreated by Life Expectancy [7] =T
Random Untreated by Current Health Expenditure per Capital[7] —_—
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] P o
0.0 0.5 1.0 1.5 2.0 2.5
Lonafarnib better Untreated better

CI= {FHIX[H, GDP= [ENHRAERE, N= #REHK
[~ [7] I~y Frrikzrd, [l REBR~y T 7ETHS,

Relative Risk
(95% CI)
0.2410.090,0.635)
0.30(0.112,0.822)
0.38(0.135,1.042)
0.48(0.167,1.380)
0.48(0.167,1.380)
0.700.223,2.212)
0.23(0.086,0.597)
0.24(0.089,0.626)
0.28(0.104,0.758)
0.26(0.098,0.703)
0.25(0.094,0.669)
0.24(0.090,0.630)
0.28(0.104,0.756)
0.28(0.104,0.755)

ACIBIR AR (201942 6 H 1 ) THHEIY & LTTF — & 2t L7236 LT3 OR X' RR 13,
777 =7 3aR— MK L TR AL T ABRINTEDED, B2TO~ v F 7RI L THRE

%E’jﬁ iz)‘mu&b %ﬂf_o

CMH 1 E % W THENT L7255, ET- 20 OR O SHEEEIZ. 2 Th~ v F o VIETEER (OR=1.0)

DOEMNNLE LTz, T~y T ZEIINTE D ORIX0.18 (95%CI : 0.079, 0.426)

T, WIno~<

Yy FUTETORIBE AR — M LN TREI R — P TRIZRFGERPBEO b, ZADORRIT, +

BRHT ORER & —E L7z,

B — B CIfIE L7230 RR O AHEEEIL, 2 TO~ v F o Z1ETHEUER RR=1.0) OEMNATE LT,
FHE e~y F o ENNCE D RRIZ 0.44 (95%CI : 0.256, 0.740) T, WD~ v F L 7VETH, K

B AR — b S HATHR 28— F TRZRR DR b,

RTEEDORRUIBNCI DI+ LA +TOyY b

(HMEHFER (201966 A1RH) ITT68Y., £RTEER) -FTEZERTARER (N=143)

Match Method 0dds Ratio
Random Untreated[1] —-—
Fixed 50 Percentile Match [2] =
Fixed 75 Percentile Match [2] -
Fixed 100 Percentile Match [2] = =
Random Within Upper 50th Percentile in Untreated [3] —-—
Least Favorable Match [4] —
Random Untreated Additional #1 [5] —-—
Random Untreated Additional #2 [5] e
Random Untreated Additional #3 [5] —-—
Random Untreated for Auditable Patients [6] =
Random Untreated by Child Mortality Rate 7] -
Random Untreated by Life Expectancy[7] e
Random Untreated by Current Health Expenditure per Capita[7] —-—
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] e
0.0 0.5 1.0 1.5 2.0 2.5
Lonafarnib better Untreated better

Cl= {F#EXR], GDP= EWNKREE., N= ghrE
(~[7] E~vTF o 7EErd, 1] REER~yF U TETHD,
o BEREORKBIAE R 238725 A& T AR S IcEEn s Bt 5T |

0dds Ratio
(95%CI)
0.18(0.079,0.426)
0.15(0.066,0.362)
0.15(0.063,0.347)
0.13(0.056,0.318)
0.13(0.053,0.307)
0.23(0.101,0.533)
0.13(0.056,0.319)
0.16(0.069,0.378)
0.19(0.084,0.439)
0.16(0.071,0.379)
0.15(0.061,0.365)
0.23(0.102,0.512)
0.15(0.065,0.368)
0.20(0.091,0.442)
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BE-FETHABLELECEORRRU B%CI DT+ LR TAY b

(RICEMFAER (2019456 A 1H) ICITHUIY ., 2RTEERE) -FERFINREH
Match Method Relative Risk
Random Untreated[1] —
Fixed 50 Percentile Match [2] R DETEE
Fixed 75 Percentile Match[2] ——
Fixed 100 Percentile Match[2] e
Random Within Upper 50th Percentile in Untreated [3] —
Least Favorable Match [4] ——
Random Untreated Additional #1 [5] —
Random Untreated Additional #2 [5] S
Random Untreated Additional #3 [5] ————e
Random Untreated for Auditable Patients [6] e
Random Untreated by Child Mortality Rate [7] ——
Random Untreated by Life Expectancy [7] =T
Random Untreated by Current Health Expenditure per Capital[7] ——
Random Untreated by Current Health Expenditure as a Percentage of GDP[7] S
0.0 0.5 1.0 1.5 2.0 2.5
Lonafarnib better Untreated better

CI= {Z#EXH. GDP = [EWN#HRAME, N= glirak
(1~[7] E~ v F o 7Eard, 1l BEER~ v F U TETH D,

I BEHORIBYRAE A 22145 @ AIPFHRGSUTHATKHR G E Eh o B 28T .

(N=143)

Relative Risk
(95% CI)
0.4410.256,0.740)
0.40(0.239,0.682)
0.42(0.249,0.708)
0.42(0.252,0.712)
0.42(0.251,0.710)
0.51(0.298,0.884)
0.39(0.229,0.649)
0.42(0.250,0.721)
0.44(0.261,0.753)
0.41(0.241,0.690)
0.43(0.256,0.733)
0.42(0.248,0.710)
0.42(0.250,0.717)
0.42(0.249,0.713)

QFEE®EM, DIME/RS A —4 (07-01-0007 ;HER. 09-06-0298 :XEk) (MEAT—%)

® [FEFHEER] N—RX T4 UEFOEMEEEMIE(THT 5 50% LLEDIFIN* DZERL
<07-01-0007 &>
EIIMOME X 23 50% L0 EHIINT 55, A6 IEOM X228 Lz iX 28 filH 11 51 (39.3% [95%CI :
21.5,59.4] ) TH Y | %% 11 FIOREHIMNBIIFEHFCHEE TH - 72 (p<0.0001, 4 H ED p fiE)
B 1THIO B, 66 (21.4%) IXFMAEEHIMNZEDN 50%LL B L7, REHIN fold change fii (H
FAE) X, 50%LL EOEINZ R L7z 11 ik 1.7 fi5 (FiPH : —17.5~12.2) | 50%LL E#0 L 72208 >

7217 H1TiX 0.6 % (#GPH : —-1.3~1.1) Th-o7T-,
*R— 2T A UBORERNEIL, WE 1ERIC 1 AL EOBET 5 B ERE LR EES ACCER L,
TR AR R O AR EEHD ISR IR B B OB/ 3Rl g O X CHEE L7z,

BEFOH : 0~24 HABER—XS A VROERAFEEMNEOLR (TT)

1.6 1
1.4 °
1.2 1
1.0 1 °

08 ] o]
0.6 ] o [e] A
044 o
0.2 1

-0.4
0.6
08 A
-1.0

FRFEEMOEIRE kg/F)b

T T T T T T T T T T T T T T T T T T T T T T T

-0.4 -0.2 0.0 0.2 0.4 0.6 0.8 1.0
R—RFA VB DERIFEEINE Kkg/5)°

O RNR=RF A VEEORERINRICKH L 50%L o GHMEREEER) (h=11)
A X2 T A R OEERINRIIR LHEINE 50%A0 GERAEHERE) (=17)

a: N—2 T A L OEEBINRIL, BT 1 EUNOT —Z 2 AW TEH L, #RE R RAR/ N BT O/ X
WX THEE LTz, R—RA T A AKERINER (kg/A) 1212 2R L CTHEBRFE LT,

b : [ERRITHEBRE RO RN T REFOMEXIC I VHEE Lz, T— 2 BIEMEOSEIT, BROEEZIZL-T
BIGEHEE Lz, ElR ST, BT ORIOSERED R EHSHRTH D, BINR={HX xX12



AEICEY HTEE

EFESH (0~24 hA) —£6] (284 I2HT D ERMAEBIMED%IEN =50%DEMBERE &

REWHREOLLE (TT)

5 g FEHEAEEMED FEHEAEEMED Prob (XZSuccess
%I =50%3EF FX %N =50% K E Rate) Under Ho
AR N 28 28 <0.0001
n (%) 11 (39.3) 17 (60.7)
95% ClI2 (21.5, 59.4) (40.6, 78.5)
90% CIa (23.8, 56.5) (43.5, 76.2)
NR— 2 F A EEOERMR
FRNE (kg/tF) n 1 17
FHIfE (SD) 0.0567 (0.33958) 0.624 (0.34709)
i 0.0600 0.5880
e/ ME, I KIE -0.552, 0.540 0.144, 1.692
FERE (R BN BN R N 1 17
(kg/4F) ®
FHIfE (SD) 0.6847 (0.32689) 0.221 (0.36826)
i 0.5596 0.3000
S ME, KRIE 0.387, 1.468 -0.780, 0.701
RN fold change fli¢ | n 11 17
EH)fE (SD) 0.05 (8.757) 0.45 (0.615)
HHRE 1.70 0.60
S/ ME, I KIE -17.5,12.2 -1.3, 1.1
(;E;Z T A RO N 11 17
EH)fE (SD) 6.4 (3.32) 7.6 (3.10)
R fiE 6.0 8.0
S/ ME, I KIE 3,12 3,16
PER N 11 17
B n (%) 5 (45.5) 6 (35.3)
Lk n (%) 6 (54.5) 11 (64.7)

a : IEAEZ2 % 2 T8 (Clopper-Pearson) 15 #HE X[

b : [EURR IR R BN AR OB X I K W HEE Lim, T — 2 BIRIEOBAIL, ERoOBEXIC k> TE A%
HeE LT, B, BT ORNORERZORERSBRTH D, HENE=x x12

: Fold Change =IA#H& THR/IN—R T A AFR

<09-06-0298 & >

%18 GHIEAKRS)

AR (40 Bil) Tix, FEREEBINEN 50%LL BN, A0S EOEEICE L0 12 61 (30.0%
[95%CI : 16.6,46.5] ) TH V. Mi% 12 PIOKREHIMNZRIT, FEHFRICAE TH o7 (p<0.0001, %
HEDpfE) ., 70 286105 B, 10 6] (25.0%) IFAERIREEIINERD 50%LL B Lz,

{REEHIIN fold change il (F9LA) 1%, 50% LA E DI 2 2k L 7= 12 51 Ti% 0.55 5 (§uPH:—16.1~13.3)
50%LL FHEIN U722 Ao 72 28 4TI 0.50 fi% (#iPH : —0.6~1.4) Th-o7=,

E18H (OF 77 )L JHEAIMERS)

A (23 ) Tik, FREEERINEER 50%LL B, AD IEOMEIZE(LL7zD1X 6 il (26.1%
[95%CI : 10.2, 48.4] ) ToH V. Mi% 6 FIOKRERIMFEL, M FNHEE TH -7 (p=0.0002, 4
HEDpfE) . 0 17THO S5, 1461 (60.9%) IZEMAKERIMZERI 50%LL D Lz,

{REHIN fold change fifl (FFHLA) 13, 50%LL EO M % 2k L 7= 6 §il Tl 2.45 % (fipH : —4.0~11.3) |
50%LL BRI U7 s 7= 17 BIORE N fold change fif (HF i) <Tix 0.30 £ (#iPH : —0.6~0.7) T
HoT,

£ 28 (Prolon2: OF 7 7L JEHIES)
AR (22 1) TiE, FERAERMZED 50% L EEANT 50, A6 EOH X IZ2(L L7=D1X 8 f4] (36.4%
[95%CI : 17.2, 59.3] ) T&H Y. M 8 PIOKREIENFKIIFFFHICHE TH -7 (p<0.0001, 4 H



V. ARICEd SER

FopfE) o B 14FD 55, 84 (36.4%) IXEMKERINRL 50%LL FA Lz,
REHEN fold change i (FH ) 1%, 50%LL E O Z 2k L7 8 5l CTld 1.05 % (#iPH : —0.56~3.6) .
50%LL B3N L 22y o 77 14 BTIX 0.35 12 (&P : 0.0~1.1) Th o7,

@ [BIXRFHEEH] : DME/NSA—4
<07-01-0007 5tE& & Uf 09-06-0298 & E& >
WHENARE SRR E
07-01-0007 75k M TF 09-06-0298 #klR (55 1 #F : Ak 5- X O3 2 BEProLon2 : A 5.) T,
v 7 7 v =7 BRI TR, SRS O ALRE, SN IRER] OT ARE K ORI IR H iE 0 = o —
JEREFHNCAHEICIER T Lz, P RE 50 /S—& & A Lk, Wilcoxon 74 5 B K 12T
07-01-0007 7B TIE4 p=0.0271, p=0.0367, p=0.0018, 09-06-0298 AR D 1 BEH Ak G TIX
% p=0.0002, p<0.0001, p=0.0057, 09-06-0298 XFERDH 2 #f ProLon2 H.H|# 5 TI1I4 p<0.0001,
p=0.0013, p=0.0016 TH-7= (WFh b4 H ED pfH) |
XFHRAYIZ, 09-06-0298 3Bk C 3 AIOFH & 522 T 125 1 BEO#ERE Tid, Eito 3 >OSENRNIE 4
TIZHBNT, R=RAT A VR L TR GK TIFCAR R EADRD bz (FRfl 50 ~—k ¥
A JVEEHE . Wilcoxon ZF S BN EIZ T, 45 p<0.0001, p<0.0001, p=0.0004., % H Lo pfH) ,

4 ESHED AR- RBRENARFEI ARG AT IBERE (cfPWV)

cfPWV D7 b% . Wilcoxon ZF S NEALIETEIZ THAT L7z, ProLonl TlInF 7 7 V=7 FEK THIZ
cfPWV 3 _—RF A b HFHRAET 15.30%MK T (p=0.0028) . ProLon2 O#ERFE TIL - JAi T 5.60%
KFL (p=0.0171) | MEFA>TTA TV ADEROH HLEN RSN (WTFNLb4E EOpfl) .
27y V=T ARG L3RR Y | 09-06-0298 BERDE 1 BEOWERT (3 DR G ST HE Ak B
) Tlix, ofPWV ICHFHAIICHBERZLITRO b h o7z (P REiz T-1.95%, p=0.9781, K&
0—-6.25%, p=0.2679, %4 H LD pfl) .

07-01-0007 FRERIZH1T50F 7 7 L= Tk 5 & S EEHAR- KEREFIREIRE B EREOSRE (TT £H)

—_
o
|

cfPWV(m/s)
//
uafau| £

—

oO—
104 ©
1 &= -
& —8
5
T 1
Baseline (n=15) Visit End of Therapy (n=14)

ITT = Intent-to-Treat, cfPWV = i ESIIIR- KEREIAIRME IR EHE, n = #BRELK

7 : N=16
BWREDOR—2F 4 (O) ROEELRT (O) @ cfPWV, BEGRIL, &/ EHEERE D fPWV Ok %
Y, DD, ARSHTWDIEFHM (4.8~6.6m/s) ZKFEHADKEGHEE L TRYT, "—2F A
OB DIRTIE fPWV OEERT, AR INIZIEFHEIL 7 8L EO/NRIZ OV TOHRATFRHETH -
Tol2, ZORNIIENR—RA T A VEEOERN TR EOWBRE DT — X OAhr &b, B TIX, s
DR=2T A L HDRHDBERETE 5.



V. AEICET 5EE

09-06-0298 FRERMDEE 2 8.~ ProLon2 (BFI%RE) I2HF50F+77)IL=TJ&EIZLS
HIESEEAR- KRR SIREIR R B REOHRE (TT £H)

20—+
~. 15+
o i
E i
> J
=
z i
© 10+ o
E al
8 :
5_

T T
Baseline (n=10) Visit End of Therapy (n=4}

ITT = Intent-to-Treat, cfPWV = #i1ESHTNIR- KERENIRMI IR AZFEEHE, n = #REK

* : N=11
BB OR—2T 4 > (O) FOEHT (O) O cfPWV, Besiid, &/ NEgigE o fPWV 0%
RY, RO, ARENTWDHIEFHP (4.8~6.6m/s) Z/KEHMOKEH L L TR, =2 T A
BT fPWV O FEE TR, ARSNEZEFHIL 7l EO/NZCONWTORAFAETH-
7212, ZOBRNTIER—R T A VEEOERN Tl EOWRE OF — 4 OB G-, B5&TIT. HRE
DR—=ZA T A B DEHEDOEGRETH 5,

09-06-0298 RERDEE 1 8 B FIHHAIRE) 1B 460 T77L=2THREIZLS
M EHEEAR- KRR EARFEICE EEEREORE (TT £H)

20—
] o
—~ 1564
Ay J
E -
= ] 8
= G‘\
I T —
C 104 66— g
e ——— &
g = ﬂ...
5
T 1
Baseline (n=16) Visit End of Therapy (n=20)

ITT = Intent-to-Treat, cfPWV = #i ESHENIR- REREIRMNRIEASTEEHE, n= HEREEL

7E 1 N=22
BWEREDOR—=2 T4 > (O) ROEEGKT (O) © fPWV, BT, &/ NEWHRE D fPWV D&%
RY, D0, ARINTWDHEFH#I (4.8~6.6m/s) Z/KFEHMOREHE L TORYT, N—ZF A
B OKRTIL fPWV O EZ R T, ARINFZEFFEAT 7 Eo/NIZOWTOAAFRETH-
7ol ZORNTIEAR—RA T A VIEOERN T EOWREOT —Z OHhEE T, BE/KRTIX, i
DNX—=ZAF A L HDEEDOTGRETH D,
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09-06-0298 RERDEE 1 8F (3 Flft Mg HEMKEKRS) (THF50F 77 L=THKEIZLD
i EREAR- RBREN AR R EORE (ITT £H)

—_
w
1

cfPWV (m/s)

(8,

,7
.

T T
Month 60 (Baseline) (n=30) Visit End of Therapy (n=25)

ITT = Intent-to-Treat, cfPWV = #i1ESHTNIR- KERENIRMI IR AZFEEHE, n = #REK

* : N=33
BB OR—2T 4 > (O) FOEHT (O) O cfPWV, Besiid, &/ NEgigE o fPWV 0%
RY, RO, ARENTWDHIEFHP (4.8~6.6m/s) Z/KEHMOKEH L L TR, =2 T A
BT fPWV O FEE TR, ARSNEZEFHIL 7l EO/NZCONWTORAFAETH-
7212, ZOBRNTIER—R T A VEEOERN Tl EOWRE OF — 4 OB G-, B5&TIT. HRE
DR—=ZA T A B DEHEDOEGRETH 5,

2) REMHER

a) 07-01-0007 &% '® (MEAT—4)

OEEERNEN
TEAE } ONABIR & B#ED & % TEAE (TRAE) 134 28 i (100%) IC#HLL7Z, 7L — K 1® TEAE
IFRBET, 71— F 20 TEAE 23 12 ] (42.9%) . 7' L — K 3 LL_L® TEAE 23 16 f5l (57.1%) (2%
B L7z, 7272L. 7L —FK 3 ® TEAE OKH 3%, EETIT W EHE SN, ERLAGEFSRIT 12
Bl (42.9%) [ZHBL L, WM LBEEDOH 2 HERAEFGIL 5 i (17.9%) ITHI LIz, 5HIEIC
£ 572 TEAE ORBUIA LT, 141 (3.6%) DI ICIZE 72 TEAE 258l L7-,
Tuty /A o PLEE (146)) Tk, 7 L— K 3L ED TEAE XUTEERAEFRIIRIL 2
Mmool

O@5EEZ (07-01-0007 :HER)
BERELEEDH D TEAE>

B b BB ISR B L7265 L B# o & 5 TEAE (TRAE) %, T (89.3%) . &M (78.6%) . 7 A
NIRRT I 8T A7 =27 —PHMN(64.83%). 7 FT=0T I/ R T2 A7 = F—LHN(50.0%) .
Bl (42.9%) | €57 (39.3%) . BAEUE (35.7%) . N, (K OMAERD (5% 28.6%) ThH o7,
1GBRHE L B D & 2 TEAE O KE1E. BRANCHGBIA% 4 W ALK N 4~8 7 HIRFIZHBL L, &
RN R < 72 212 LTeNWIREREE L B 0 & 5 TEAE OB FIHULRED LTz,
a7 AR Mo PLEE (1 46) TiE. R, EL 7T =07 X R TR T =T — BN
BEEGR 7 & HGPS #3 L REEOIRBRIE L B D & 5 TEAE 235 Lz, £ TORBRELBEEDH 5
TEAE |38 500061 4 B HLUWNIZRBELLTZN, 77=07 37 b7 VA7 =7 —BEINEES 16~20
I HIZHEHL LTz,



V. BRICET SER

BEBRERESDICEEE (REE10%UL) [CREL-ABRELBEEOHHIEEEZR (TRAE)
07-01-0007 iXE&X (ProLon1) (RE&MERXIRER)

- N 0-<4 4-<8 8-<12 12-<16 16-<20 | 20-E#& 0-Bi%

e hA hA h A h A h A om | e
&8 (N=28) | (N=27)* | (N=27)* | (N=27)° | (N=27¢ | (N=27)* | (N=28)°

g%ﬁgﬁ@m@a TEAE | 153 48 34 21 18 18 292
;‘ﬁ?ﬁgﬁﬁ@ké TEAE | o5 | 27964 | 18660 | 16(9.3) | 13481 | 110D | 14619 | 28100
H Wk

T n(%) | 23(82.1) | 2(7.4) 6 (22.2) 1.7 3(11.D) | 3(11 | 25(89.3)

s n%) | 19679 | 5185 | 4(14.8 1.7 2(7.4) 0 22 (78.6)

L, n (%) | 10(35.7) 2(7.4) 0 0 1.7 0 12 (42.9)

-2 n (%) 6(21.4) 1(3.7) 1(3.7) 1(3.7) 0 0 8(28.6)

5 n(%) | 8(28.6) 13.7) 0 0 0 0 8 (28.6)

g n%) | 1.6 0 13.7) 1.7 13.7) 0 3(10.7)

53 n (%) 1(3.6) 0 0 1(3.7) 1(3.7) 0 3(10.7)
—H% - B REER X OGO RE

95 [nw) | 8@se) | o | 3arn | 1@n | o | 137D | 11393
JRYUIE 3 & OV AR BUE

G R [n) | 2D | 169 [ sy | o [ 16D | o ] 7050
g R AR AT

LN [ neo | 1065 | 6022 | 200 | 4049 | 4049 | 16D | 18643)

L 7T neo | 1065 | 4048 0 167 | 204 | 30LD | 14(0.0)

{RE n(%) | 414.3) 2(7.4) 2(7.4) 0 0 0 8(28.6)

1. P AR R ) n (%) 2(7.1) 1.7 0 0 0 0 3(10.7)

~NEZ O n®%) | 1.6 0 0 1.7 137 0 3(10.7)
B L Ok REE

ARRIBOR n (%) 7 (25.0) 2(7.4) 3(11.1) 0 0 0 10 (35.7)

Jii Kk n (%) 0 1(3.7) 1(3.7) 1(3.7) 0 0 3(10.7)
B SRE KOS ARk

I Riali] nC) | o | 16D | o | 168D [ o | 301D | 50179
MR R, FERES X OiErR bR

Bk [n@ [ 186 [ 3t | o [ o | o [ o [ 4343
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k. EMmMECEEIL, HGPS & Of b — IR TH D L A ST 5 19,
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FlcHL ., WT b IR HGPS BE OAIZHEL LT,

RO EIZE 572 TEAE 2 FIIZRBELL, WTINbEETIIRWEHES N,

BERERESERICRIRLEEELEEESR (TEAE) : 07-01-0007 5%E% (ProLon1) (Ze&MEMRER)

S RIK S BT HGPS | EBTIM HGPS ii%%?f Akt

HARFE (N=26) (N=1) (N=1) (N=28)
EE 7y TEAE REM% n 15 3 0 18
572 TEAE S350 n (%) 11 (42.3) 1 (100) 0 12 (42.9)
H ks

H | n(%) | 1(3.8) | 0 | 0 | 1(3.6)
— k- BEEER X O GENLORE

il n (%) 0 1 (100) 0 1(3.6)

FEEN n (%) 1(3.8) 0 0 1(3.6)
BRYREdS S OVE R HUE

Y n (%) 1(3.8) 0 0 1(3.6)

RGE R n (%) 1(3.8) 0 0 1(3.6)
AR R

z;;iziégf%m n (%) 1(3.8) 0 0 1(3.6)

RS X Ry I

z;;;j:%i%{m n (%) 1(3.9) 0 0 1(3.6)
Rtk L OeskmE

Jii Ak n (%) 1(3.8) 0 0 1(3.6)
R RS

i s n (%) 4(15.4) 0 0 4(14.3)

FRAR AR R HH if. n (%) 0 1 (100) 0 1(3.6)

KR = 2 —a /g — n (%) 1(3.8) 0 0 1(3.6)
I

1 | n(%) | 2(7.7) | 1@G00) | 0 | 3107
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Db HEERAERZOERIIHLON 1T, Ty R ReMo PL BE (4 #)) TIIETIER
OLNIEMNo T,



V. AEICET 5EE

F18 (077 )L JHEAMRGRE)
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REAEAN h A hA h A hA h A o o
as (N=35) (N=35)° (N=34) (N=33) (N=33) (N=32) (N=35)°

gﬁfiﬁ%;%%gﬁ%g;&)é n 146 29 9 10 12 20 226
,/ESE%% %%g%g% ® n (%) | 32(91.4) 16 (45.7) 5(14.7) 8(24.2) 8(24.2) 12 (37.5) 33 (94.3)
H IR

M - n (%) | 30(85.7) 11 (31.4) 2(5.9) 5 (15.2) 4(12.1) 3(9.4) 32 (91.4)

T n (%) | 23(65.7) 4(11.4) 1(2.9) 2(6.1) 2(6.1) 1(3.1) 24 (68.6)

ZETN n(%) | 8(22.9) 3(8.6) 0 1(3.0) 2(6.1) 1(3.1) 12 (34.3)

P& n(%) | 6Q17.1) 0 0 0 0 1(3.1) 7 (20.0)

| REE R n (%) 3(8.6) 1(2.9) 0 0 0 1(3.1) 4(11.4)

R n (%) 2 (5.7) 0 1(2.9) 0 0 0 3 (8.6)
—f% - REFEER L O SEAL O

I 57 n %) | 5(14.3) 1(2.9 0 0 1(3.0) 0 7 (20.0)
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B 7 TEAE BEME n 14 2 0 16
HS72 TEAE 35845 n (%) 11 (32.4) 1 (100) 0 12 (34.3)
DR

LA I n (%) 3(8.8) 0 0 3(8.6)

DA n (%) 1(2.9) 0 0 1(2.9)
AR B

L % | n() | 1(2.9) | 0 | 0 | 1(2.9)
H ke

nN%k | n() | 1(2.9) | 0 | 0 | 1(2.9)
—% - RYREER L OGN OREE

T | n(w) | 0 | 1 (100) | 0 | 1(2.9)
YT 3 KON UE

fifi g n (%) 1(2.9) 1 (100) 0 2 (5.7)

RGE R n (%) 1(2.9) 0 0 1(2.9)
R R

FH i B P A2 | n%) | 1(2.9 | 0 | 0 | 1(2.9
i R

b I | n(w) | 2 (5.9) | 0 | 0 | 2 (5.7)
I

1 [ | n() | 1(2.9) | 0 | 0 | 1(2.9)
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50mg+100mg (164 HFH)
75mg+100mg (311 A )
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1) In vitro FAE&

@JF7ILRUIINESVRITIS—EDEEER 20

077V =T e FOT7 7RIV T AT 27— B ERRICIHE L, 50%MEFRE (ICs) I
1.9nmol/L T&h > 7=,

Ty NOWMDTF T =N T T = T AT =T —BIZxt LTI W R ETE M %27~ L7z (ICs0;50umol/L #8) |

@17 L TR 78)

fERERR L. HGPS . RO oty v 7 Retko PL A& (5 1)) X 0 EREER L 7= BHEEmin ok
TV TR A BESGTHE L=, HGPS BER O T v v ZF REetEo PL B H RO MO S et
Tl EERANBROMIL L TR BT L TERBRDOLNATVS (FRA, EBE) . Zhbofiia
.0 F 77 0="7 20umol/LIFE FT5 AL L= L 2 A, BEFHMIBOEE T L 7 K O] 358
ol (FHA, TE)

BEMA. HGPS &, RUTOE L VUL PL BE & Y BREMER L =R D
BILIJIcdd 460+ 7 7IL=T DR

A Healthy HGPS PL

DMSO

Lonafarnib
2.0 umol/L

71

#iffa 42 DMSO (LB XiZwm 77 7/=7 2.0pmol/LA#E T (FE) T5 ARMKELL7-#%, EEL. 17 I A/C

PUKIC TR LT, A7 —/L23— 10pm

RN (2 41) . HGPS (2 #)) RO\T av v/ Reto PL (3 #1) BE L0 EBAER U7 fRME 25
BT, 7 7= 2.0umol/L 1FE F T 5 HMAH L =% D7 L 7 TERR A3 L=, REX
BIzRET &0, HGPS BH 2 flofia. RO av v 7V ARKeo PLEE SHO Y H 2 HloMizicEs
WTC, BT VT ERNERICIH Sz (A4 ZFHBE. Wilson 95%CI)
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BEMA. HGPS &, RUTOE L VI T2MD PL BF & YERIER L 1=
WHEFHROZITL JIEISHT 50+ 77 IL=T DM

B @ p<0.0001 p<0.0001
100 -
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S 80 - — -
s | 1+ T
g 70 p<0.0001
s 601 p<0.0001
® 50 -
o 40 ’—I
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g 20
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Healthy HGPS PL

Z k2 DMSO ( (=) X)) XiZe) 7 74 =7 20umol/L 7FE T (+) ThH HRME L%, 7 L7 0E
RENTMIE T b L, BT VTR RE L,

BRI IV T, L n T 7 7 V=T EO T L TR E i LTe (A e, Wilson 95%CI) . 4 H
LD p<0.05 #FEL L, KPIZEEH LT,

TVIIVARZUNRNTBEDT 7RI EST D C Kt T — 7 XA CTIE CSIM Th b,

Capell 1%, HeLa fifaic, AR T I A-CSIM, 7r Y= U -CSIM, Y= U »-CSIL KU 1
v -SSIM & —HFICE AL, =) 77 /L=7 (0, 0.5, 1.0 Xi% 2.0umol/L) T 48 REffALELE DI
7 VTR A BT L 72,

7uY =V -CSIM Z# A L7z HeLa fild T, v 7 7 V=713 7 L 7R 2 H BRI HEZIC
H L (p<0.001, £ H LD pfE, 227707 —I7—UHE) . 2.0umol/L TOELT L 7 BRI
(B ISEVMETH - 72,

7uYx Y -C8IL X, 77 AR VIMEE D b7 T =TT = b Z T VWEF =T THhY, ZOE
BKIZBWCE, 77N T AT 27 —EREFERTHL R 7 7 V=TI L AT LT KA E
RO b rolc, 7rYx Y -SSIMILTY 7 VARV UMb EZ TRV EF—T7 THY . ZOERKICE
WTITEE 7 V7 R I B AR VETh - 72,
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Wild-type LMNA-CSIM Progerin-CSIM Progerin-CSIL Progerin-SSIM
Construct
PR S I A-CSIM, 7r¥ = v -CSIM, 7r ¥ =Y »-CSIL i 7= > -SSIM % A L7 HeLa
falcm F7 7 =7 (0~2.0umol/L) Z IR L7z & & DT L 7R OEIE (200 AOMINZ h L 3 [FIHEE) .
% :p<0.001, 4 HEDpE, a2/ 7 =I5 —VRE ; =T —N— T EWHEOEYERE L R,
2) Invivo B (¥ R)

OHGPS ETIVIZE T HEFHHOER (¥ X) 9
HGPS OEF /L~ 7 AT 5 LMNA G6096/G609G < 77 2 (LLF GG ~ 7 A) 2, 0 F 7 7 )L =7 % 450mglkg/
AOMETA% 21 B (GG+L (P21) Bf) X1 100 A (GG+L (P100) #f) » B4t 168 B (kHHEEE GG
~ T ADAELFEN 0% E R HNER) ETHROZLLG L (FRA) . BEO= RARA v N ThHAER 168
H X GG ~ U A DALFED 53% (10/19) TH L DIk L, v F 7 7 b =7 F G CTIEAEFERIT 100%

(GG+L (P21) # :6/6, GG+L (P100) #f :4/4) ThV, nf 7y V=T HFEIZ LV AFHH DR
ool (FKB)

IVREGFERDHR
A OP21 OPWD OPMS
Gel-based diet WT or GG
GG+L(P21) R
Gel-based diet+Lonafarnib GG+L(P100) R
B 100
| WT, 66+L(P21), GG+L(P100)
E g5l
2
O
= st
O
2
Z 5¢ GG
=}
wn
0 1 1 1
100 130 160 190
Days

ATV 1 v (GG+L (P21) 4% 21 H» 5 168 HicuF 7 7 /L= (450mg/kg/ H) % #5-. GG+L (P100) :
A 100 D 168 HicuF 7y =7 %#%5)
B: AEFROHRE, WT : BpPER



VI. BEEE(CEY HIER

3) ERREEIEER
@O ) VEEERT®
FE HGPS #Bi#E (n=69, “FXFH 23.3 %) OMAEF 72y = U REOEEEIL, 351pg/mL (FF R :
284) Th-o7- (FKA) ,
HGPS O/NEWEERE (n=74, FHEER 6.5 m%) (2B 5., FEEGET (R—2ATAV) OmiEF7ray
U VRO, 33,261pg/mL (Ui : 33,077) TH V. [F UEEEHOIE HGPS BED 95 %
(p<0.0001, £ B Lo pfl. Student £-test) TH-o7= (FX B) ,

3F HGPS #ERE R UKRABHED HGPS BEICH T MEHTOD ) ViRE

A A
1,000 # a
3 i
E 1 a A
g I F X S A
= 1a A
g {144 A A ,
: 4 N
a A
A A A A A A A
g ] A A A A
t A A A A A
A A A A A
2 “
]00 I T T T T T T T T 1 T T T T T T 1 T T 1 T T 1 1 T T T T T T T T T
0 10 20 30 40 50 60 70
Age (years)

B O O
o) Q
o o 0 o
O o0 @]
BRI B % ¢
. O O o) o o
—
o
£ 10,0004 © o ©
(=] ]
= ] @)
=
]
(=]
2
o
O
£ 1,00044 A
E 14 A
o ] A A
A
et Lo .
B A A A
A
A
100__'_I\\\IIIIIIIIIIII\\I\IIIIIIIIIIII\\\IIIIIIIII
0 2 4 6 8 10 12 14 16 18

Age (years)

fithix e 72—, A I HGPS #B5E (n=69;A) | B: KiGHD HGPS #2E&F (n=74,0) L blz, Al
7~ L7c3E HGPS #8E  5 BoRIEH O HGPS B3 L Al CFEmEANO T —% (A) ZaR LTz,

Gordon LB, Norris W, Hamren S, et al., Plasma Progerin in Patients With Hutchinson-Gilford Progeria
Syndrome: Immunoassay Development and Clinical Evaluation., Circulation. 2023;147(23):1734-1744.
https://www.ahajournals.org/journal/circ

©2023 The Authors. Circulation is published on behalf of the American Heart Association, Inc., by Wolters
Kluwer Health, Inc.
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RMEEICEHT S1EH

7y V=T HKRBROEREOMPER T eV SREAZRE L, N—RAT A UL OK T AT L7
(Student #-test) .

nF 7y =7 ARG S HGPS BEICHE T 2 MiEHh 7 oo = Y REIEL, ProLonl Tl 115mg/m?

Beh 0.3 EITR—A T A U 48%{K F L (p<0.0001, 4 H Lo pfE, n=25) . D% 150mg/m? £ 5 TD

0.6~2.2 FFOVHEK FIE 50~62% (p<0.0001, 4 H E® p fii, n=22-25) ThH-o7= (FXA) .

F 7=, ProLon2 TlZ 150mg/m?2 5T 4K FiX 36.7% T - 7= (p<0.0001, 4 H_ED p fii, n=26) (FX C),

SHIPFHBEIC W THIMET Y e = U VRET 0.5 4FT 41%fK F L (p=0.0018, 4 H L® p fi. n=13) .

1~3.6 DO FEHK F ik 85~47% (p=0.0015~0.0058, 4 H L® p fE, n=12-13) TH-7= (FK B) .

¥ 9.8+0.5 FEDO R 5B 13 BT 2T TiE. 150mg/m?2 5 TO LM O FiX 56~74%
(p<0.0001, 4 H EDpfiE) THY . 0.6 & 9.8 FITHITHIETITITEITEO Lo 7z (FTHD)

BREREBICH T AMERTOS Y ViRE

A s0000]  CNaive B 50,000 O Naive
O Lonafarnib 115 mg/m? M Triple Therapy
45,000 O Lonafarnib 150 mg/m? 45,000 O Lonafarnib 150 mg/m?
40,000 40,000 venaTownel wen Tans | n‘s !
—~ —~ ST
- -
£ 35,000 £ 35,000
g ONST #v T ax Tax T 2 1 2
= 30000 = 30,000
@ Sns™ + 'ns'ns @
& 25,000 & 25,000 .
g 20,000 g
g ;| g 20,000 .
g g :
S 15,000 Q I & 15000 —]
x
10,000 - 10,000
L]
5,000 5,000
0T 0t
Vist 1 2 3 4 5 6 7 Vist 1 2 3 4 5 6 7
Years 0 03 06 10 13 1.6 2.2 Years 0 05 10 15 36 50 77
C r ' ONaive D 50,000 O Naive
50,000 O Lonafarnib ! O Lonafarnib 115mg/m?
150 mg/m? 45,000 O Lonafarnib 150 mg/m?
45,000 ' M Triple Therapy
40,000
40,000 —
x —
£ 35,000
~ 35,000 B
E = 30,000
2 30,000 = x
z & 25,000 .
@ 25,000 a S T 1
) S 20,000 <SS+ | - 'ns'ns' ns' ns
< 20,000 & G
2 S 15,000
15,000
g 10,000
10,000 5000
5,000 0 . .
Visit 1 2 3 4 7 8 9 1[] 11 12 13
0- Years 0 030610131622273237577398
Visit 1 2
Years 0 24

KPEZ e DT a Y U AREOWEE AR LT, K1 TR TS RIBEGITH o 7,

A : ProLonl, v} 77V =7%k5 (n=25) , B:X—RT A5 5[EHKRE T 3HIHEEZ%T
7o (n=18) b, 20% e 7 7 L= T HAIREICY 2 om (6EIH, TEIH, n=10) , C:ProLon2
077y V=7 HARE (n=26) ., D: E#ifkEiks (n=13) .

Ry 7 20 Bl Fumid, TNENE 3, H 10456 (IQR) #FHZRT, Hy 7 ARNOKERE XX, ThE
Pl & SEfE AR, ETOE AT Q1-1.5XIQR KT Q3+1.5XIQR #7~7, 4 H LD p i (3 p<0.05;
%k % p<0.01, % 3 % p<0.001, 3 * * 3%k p<0.0001;ns,p>0.05, Student ¢-test) 1%, KFr = L i, B+ 2 OEIDkK
BE & Dbz,

Gordon LB, Norris W, Hamren S, et al., Plasma Progerin in Patients With Hutchinson-Gilford
Progeria Syndrome: Immunoassay Development and Clinical Evaluation., Circulation.
2023;147(23):1734-1744. https://www.ahajournals.org/journal/circ

©2023 The Authors. Circulation is published on behalf of the American Heart Association, Inc.,
by Wolters Kluwer Health, Inc.
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VI EYEEICEYT HEE

VIl. EYEREICET 5EHE

1. P REOHD
(1)AE LB hiRE
AR L
(QERRFABR CHR SN PRE
1) BEMA (EIG-LNF-021 #&E) 2 (BMEAT—4%)
HEFREH A 23 BN A Tome & ZEIHHC HIELE 18- T2 (4 1 E) ETHRBENE (LT, PK) IR
REERIL, 4 AEAS 9 AHICIE 21 I 7T5mg #2202 1 B 28] 6 AMREROES Lz, Ao
HA[A % 51281 % Cmax 0.27ug/mL 1%, KEH 5T 3.6 5D 0.96pg/mL (281 L7=, AUC (%, H[a#& 5
(AUCoint, 1.91pg-h/mL) 2 5EES (AUCo12, 7.65ug-h/mL) T, 4.0 fOEMAGRD Hiviz,

OF277/)L=JOFYmiEREE- BRI 70774/ (EIG-LNF-021 3XE&)

3 4] R o Day1(Single Dose)
“S, ' T -+ Day9 (Multiple Dose)
i’ 1.2 1 - - - - - | Arithmetic mean * standard deviation |
2 -
% 0.8
S 06
k=l
E 0.4 1
S 021
—
0.0 —0
(ll ' é ‘ ll; ‘ fly ‘ é l 1IO l 1|2 l 1‘1; 1‘6 1‘8 2|0 ' 2|2 ' ZIA
Nominal Time (h)
AF 77 )LV JHEERSERURERSDFHENHE/NS A —4 (EIG-LNF-021 5XE&)
= Cmax AUC a tmax t1/2 V/F CL/F
AT B 2
i Gk (ug/mL) | (ug - h/mL) (h) (h) (L) (L7h)
" 0.27 1.91 5.00 3.46 196 39.2
BSMMLAR | 23 (45.2) (G4Dv | (218,241 | GL3» | (386 (54.7)"
" 0.96 7.65 4.00 4.96 70.2 9.81
Bel3hkh 9 A A 21 (44.1) (52.5)¢ [2, 5.02] (30.7)¢ (36.9)¢ (52.5) ¢

L SEEE (BT CV%) | tmax (X IE [HEFE]

VIF : T o5 EME. CLIF : RNToes s )75

a: B[ G : AUCoint (0 BRI S MERRAHFR £ T MGE R E-RER AR T « ERS : AUCo1zn (0 BFRIA
5 12 HER F T oo R - AR T EAE) . b 22610, c: 19 4




anp
o

VIL EHMEEICET HEE

[

2) HGPS &% (07-01-0007 58 (ProLon1) ) ™ (M{EAT—%4)
HGPS BFICn T 77 V=207 BVHDHWITREK S LT 115mg/m? %, 4 7 A#%ICHER H &
150mg/m2 %, 1 A 2[EEFE & HICERAKLG LT E D PR XTI A—=Z %2 LI FITRT,

= h7tIL SBAR

§$ﬁﬁﬁ,§ (mﬁgiZ) Cmax AUCt Cmax AUCt
(ug/mL) (ug * h/mL) (ug/mL) (ug = h/imL)
2.13 (63.2) 33.90 1.35 (66.5) 8.31 (88.5)

Belibilka 4 7 A 115 (5 ) (1 ) (18 f41) (14 )
2.51 (53.3) 14.83 (66.7) 2.61 (37.0) 22.11 (63.1)

Bel5bilka 8 4 I 150 (7 ) (3 ) (9 1) (4 )

1.90, 2.25 18.00

e 55046 17 7 A BF 150 - - (2 1) (1 1)

MEME GRMCV%) (B0 |« 2 GILLT I EBIME, — %472l

AARANOHEYBRET — 213 1 HITHOLNATEY, 115mg/m? KT 150mg/m2 D& (W b REiKR) =
NZIUZBWT Cmax 15 2.46pg/mL £ Y 4.89ug/mL, AUCo-¢ 1% 12.1ug- h/mL & T 26.2ug-h/mL THh > 7=,

() E
MR L
4EBE - HREOFE
1) BEDOFE (BERA)
FERERR A 15 BICAH] Thmg & WA G L7z & & | 2R G209~ 2 Bt e 5 O ARIED Cmax L OV AUC
DEMEEE DL (BEMEER) & 2D 90%CIL L, @mlEAEEFCIX 0.471 [0.416, 0.534] K& 1} 0.737
[0.666, 0.815] . KNG &R T 0.784 [0.663,0.926] K 1% 0.833 [0.704,0.986] TH 7= 29 (4
EANT—%) .
F7o, BRSO 72 VINEY T5mg & RS Ui L & RAMB RS ZHEH L7 & & oA
DI REA~D R A TN L 7245 R 2 LU FIRT 220 GNEAT—X)

AR FR#HBN & SR FREF (S X9 B B O
REBEE S NESE 515K MIFhEEMBNEE/NS A — 2 DL
Crnax AUCo-inf
FLodVa—2 15 0.914 [0.774, 1.078] 0.921 [0.788,1.077] =
T T I— R 15 #l 1.159 [0.996, 1.348] 1.182 [0.992, 1.407] P
L7 T 16 # 0.893 [0.763, 1.045] 0.934 [0.795, 1.097]
a—27L k 16 #il 1.040 [0.948, 1.142] 1.120 [0.997, 1.259]
F—hkI— 14 fi 1.116 [0.988, 1.261] 1.165 [0.993, 1.366]
BTy YA — 14 fi 0.977 [0.776, 1.229] 1.166 [0.906, 1.499] P
Cream of Wheat 14 1.066 [0.954, 1.192] 1.090 [0.960, 1.237]

a: 14l b: 13l



VI EYEEICEYT HEE

2) EYHEER
OHAENOF I 7 LT DENHEBICRIZTTEZE
KLY Ty vy TraFy—LVXEr b a Ty = EHAEREG Lz L & OREO I EE~D 5
Bl L7 R 2 LU N IToRd 282128 (SAE AT —4)

HFEHED L [90%ClI]
idEES HRAEOR=E AKEOHE (G B/ AR RIT 5 R)
Crnax AUC
R S e 600mg QD 50mg Hi[E*) 0.08 [0.06, 0.11] 0.02 [0.01, 0.03]
rhafy—u 200mg QD 50mg Hi[a] 3.70 [3.04, 4.49] 5.25 [4.18, 6.57]
T aF =)L 200mg QD 75mg BID 0.91 [0.79, 1.05] 0.87 [0.73, 1.02]

BID=1H 2[a, QD=1 H 1A
ARBONRAFTT_ATEVT 0 MENZ & ARIEFN RS BT D RARM, &Uzlx;wxf CYP3A4 Tf%

WENDEZ END REOLFBHFEELZNESE, —BH-0 ORBESEEZHETA72DI1I2Y M FEALZGH LT,
OL S I 7N THhHAROEYHEICRIFTEZE
REOEFREBIZBWNT, BARZRZF L EPERZREZFL BRFIF, IXSIFTA ToX /7o)
VURIFAAT TNV EFAKRE L& & D05 QIR O IR BHEE ~D B A Tl L 7= 5% LTI
R 242082 (AAEINT—X)

HAFEHED L [90%ClI]
id=ES HHREOHRE AEOHE (REGHARF/EE L5 EFR BB 5
Crax AUC
0 ANRARF 10mg Hi[A] 50mg BID * 0.99 [0.79, 1.23] 0.88 [0.75, 1.02]
A NARTF 2mg H.[A] 50mg BID * 1.09 [0.86, 1.37] 1.08 [0.91, 1.28]
a7 IR 2mg Hi[a] 100mg BID 3.14 [2.80, 3.53] 3.99 [3.45, 4.61]
IFY TN 3mg H.[A] 100mg BID 2.80 [2.40, 3.28] 7.39 [6.28, 8.70]
T2xF Y T2 FVr 180mg Hi[A| 100mg BID 1.21 [0.96, 1.54] 1.24 [1.05, 1.47]
FAT T — v 40mg H[A] 75mg BID 1.28 [1.01, 1.61] 1.60 [1.32,1.94]
BID=1 H 2[g]

VRIEDASALFT XA Z VT 4 PR & HRIKFEN BB IS8T 5 KRR, &Uﬂgg?kéﬁi‘ﬁjbl CYP3A4 TfX
WINDZEND AEDOESBRERELWENSE, —AHY ORKRERZBET 572012 M afil Lz,

2. EMRERPNT A=A
(@) iwap=S
JvaSe b Ay M
(2) R U FE 7E #K
B L
QY HEKEEEM
Al v 2N
AHrIT7IR
VI 1. (2) BRRHBR THRB I -IEE] OESHK

(QF ik

VI 1. (2) ERRERER CHER SN -MPRE] OHESH
(6)F Dtk

MM ERR L
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[

3. B&H (REaL—Lav) @
(&3 E
ZEER e L
(2T ;A — 2 EHER
ZEER e L

4. | X
nF 7 7=7 (30mgkg) (L, SD 7 v MIHEREAHRGRISESLNICRIN SN (tmax 79 2~4 FifE]) | HETIE
1.09 FFfH K& OMEETIE 1.92 FFEI O tue THEME S 7172 (SN96557 7lliR) 39, MEMET > MIF1T D Cmax XN AUCrast
fEl, HEVES » b SR L TN 3.3 51N 5.6 fimn - T, ZOZET, B TIIZ VT 7 2AEL [
IRA$: S (Bmglkg) % THI 2.66 5] | NN E - Tld L BEZ BN D,

5 9 #

(1)1 % — fix BE P9 @@ i
FEfafs FOREE SD 7 > MorF 7 7 e=7 (0, 30, 60 X% 90mg/kg) & 1 H 2[5 8 A ERE &KL L.,
07y V=T O MBERE A RS T (SN04935 ER) 39, TOFER, o) 7 7 =7 OREEMEIXIK
~EETHY . AUC O,/ MARELIX, FHETH65%TH o7,

(2)Ii% — R BEBAPT @B 1%
A TFOIENE SD 7 v b (n=2~3) (Z[4Cl-rnF 7 7/L=7 (30mg/kg) ® 0.4% (w/v) HPMC Ak % Bl
OG- L, Mk or 7 7 =7 BROMB B RERE 2 JIE L7 hk@EisEate (SN00508 #ER) 3920
T, BROME K O T TREM L Y -T2 b OOBKNERRE SN2 &b, nF 77 1r=7H
R PSR A U CIRIRICBAT LT 2 LRI Sz,
B S OV 2 D i i B OB O JEM ORI . W b s IRIERER 1T L, B 51 48 IFfi
TIE NI 2 0 H FBRASM & 22 o 72 2 & D . W HDRBURRE D BRI ORI 1T\ 2 E VRIS LT,

B)ET~DFBITHE
M T o SD LT » b (M n=3) (Z[“Cl-mF 7 7 V=7 30mg/kg % HiEIfE &5 L, L BITEE FFMm
L 7= (SN00499 #fk) 30, ¢ 5-4% 2~12 KFEIZ 35 1T 2 M A U R B 12t 2 FLit U REIR EE D HhiT 1.23
~1.51 LIFIF—E T, 5% 24 K T 0.353 & 2 D NI N BWHET 5 2 L b At h~DFE M
ThneEEZ 6,

AR~ DIBITHE
M ERR L

(5)Z DDA DT
[UCl-m 7 7 =7 ? 0.4% (wiv) MC ¥R % 4 T @ Long Evans 7 v NI 30mg/kg O & CHRIRE 1§
B, vF 7 7 V=7 ORI 2 RIE Lz (SN96558 i) 37, TR, £ < Ok, #5% 4 K
FCITHREIREICE L, 2 O%RITHE T OB EEIR B IR 2 1K T Lis, BERERIE N R b @ < 7o o 7o MRk
AT, BIE. BN, RE RO T GEEEZRS) | 5% 4 BT &5 RO 5~8% 0TI F/E
L. &Y OMEOT TREED 1% %R 2 EPE EFNLTWTEOIXEEG X OIFFEAKRIEDOH Th -7,

(6)MREEAFESE
AHK 0.5~40.0ug/mL OREEICBIT S FMEY X7 FEGRITZ 99%LL ETH - 7= (in vitro . SN98139 &
) 38)O
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6. X #

(DR BERGL R UK BIHRER
fREFERAIZ[1UC]l-mF 7 7 =7 104mg ZHERRO# G L7z & & o =28 3k (HM17) K&
OWiAFEAE (HM21) THY ., ZILEI 15.1~16.8%., 2.7~13.9% Th >7= (P00260 #Ex) 39 SEANT
—4)

QRHIEET 2BF (CYPEH) OHFE. 5%
In vitro RS FBUREATRER 2 M L7255 . AKX TIC CYPSA 24 L CHEP/CRE S D 2 L AvVRIR &
7z (15EIGEP1 #lR) 40, F7=, AIiX CYP2C19, CYP3A4 IZxf L CIHEMEHEZ R LI E0D, Zh
BOREFIC L0 RBTEN DMOIRF O (L R I Z BB A 5.2 % A REMER B B

BHEEENRDEERVZDEE

AR L
ORBDOFEOERREEL, FELE
AR L
78

R AIZ[4Cl-n )7 7 V=7 104mg % HERE D& G Lz & X, Bh5 240 FRfh £ CORE G HREIZ R
% BRER WO RE Pk =R K MR AR #E P O AR R CEIE (%CV) ) 1X. ZhEi 0.705 (28) %KL * 61.6
(19) % TH-7= (P00260 k) 39 UEAT—%) .

8. FZIUARR—E—IZEET B1EHHR (in vitro)
KIEIE P-gp DIETH S 4D (invitro) . 7. A%EIF P-gp. OCT1 KO MATEL ok L CRREMHI %7 LT
TENL.INHD KT AR—H =T X VLS AMOIEF O M PRI EE 2 D A REMEN B 5 41,4243

(in vitro) .

9. EMFICLDHBRER

U E R L
10HENERERT HESE

1) Bi%gelEEEE (EIG-LNF-006 iXE&) ) (WMEAT—4%)
TR R BRI R (HEREDRERIAIEE & (eGFR) 723 30~59mL/min/1.73m2) 5 {5, LB HEREREE 1L
% (eGFR 28 15~29mL/min/1.73m2) 4 fflic, ©F 7 7 /L =7 50mg & U hF /L 100mg % H[E# 5 L 7=
L EDIEMEREL | v v T SETBHEED EF 295 #E (eGFR 28 90mL/min/1.73m2 PL |, o4 FE R RE R
EYBREREICKRT L C 5 i, EIEEBHRERREWBRE RS LT 4 ) L7, fERELTIORT, ok,
nF 7y V=T BARGREOT — X 35 5TV,
- BYED eGFR (mL/min/1.73m?) =194 X Cr1.094 X Age0.287
-« VD eGFR (mL/min/1.73m?) =194 X Cr1.094 X Age0.287X 0.739

PEEEREESERERVEREBHERREICETS0F 77 /L=TBEED ANOVA BBITHEROERN

#4a] LSM 90%Cl
o HERE 3 IYF S
NI %CV R 6 GMR 1 +m R
(N=5) (N=5)
Ciax (ng/mL) 22.88 445 510 0.8736 0.6442 1.1847
AUCo+ (ng-h/mL) 55.68 12,300 13,600 0.9075 0.4504 1.8286
AUCo-inf (ng-h/mL) 2 28.16 17,600 13,000 1.353 0.8541 2.1419




VIL EHMEEICET HEE

ANOVA = 538547, AUCo-int = 0 K[> & HEFRICHER] E C o0 T vh i B - R AR N infE. AUCo- = RG> & iRk
FE B AT RERFIH) & C oo AR e - R it TR, CT = (RHHIXHA], Cmax = S MAEPRRE, %CV = Z8fE. GMR= %
fAEfEEE, LSM = f/h 3FEHME, N = #REE

a: vy F S REEE 1 61T AUCoint S RITH 7272, N=4,

EEEHREREEERERVEEBHREFRREICS TS0 77 /L=JBREED ANOVA BiTHERDEN

#4aT LSM 90%Cl
o= 4 __ HERETE EE TYFIHET=
NI %CV AR 38 MR +m LR
(N=4) (N=4)
Ciax (ng/mL) 37.79 392 312 1.256 0.684 2.3074
AUCo+ (ng-h/mL) 66.13 12,800 6,900 1.858 0.6818 5.0608
AUCo-nf (ng-h/mL) 60.17 13,400 7,390 1.809 0.7171 4.5613

ANOVA = 5385547, AUCo-int = 0 FEfH 2> & SERRACIERE & T o M v i 2 - e dh AR T iiAE. AUCo = #IEIR 50> 5 Ecfé
T R AT HERE ] E T MR R - AR T RS, CL= EHEX M. Cmax = R MEPREE, %CV = Z81{R%%. GMR= %
(TP, LSM = S/h—J PRI, N= K%

2) FFHREFEE EE (EIG-LNF-003 KE&) 45 (BAEAT—4)

X ORFREERE FE B (Child-Pugh 34" 7 L— K A) 9§, 5% E ORFHERER EY5RE (Child-Pugh 4y
¥E7 L —FKB) 7THlIZ, aF 77 0=750mg &V R E/L 100mg & H[EHE L L- & X 0EYERES . ~
v F ST NHEREAN IEF 22 R (BRI REFE SE R HE e LT 9 Bl T S5 BT e b 5 R e Lo
LCT7Hl) L L, REZLUTIORT, 2B, 017 7 V=7 OEABGROT —Z 355 TR0,
vy, 77 Iy, PT XL INR, JFMERGE, EATEDRIEN G R a7 b3 555

BEFHEREREHRERE LYy FSELERBHEERRSE LK L= ANOVA T EROERN

#&4a] LSM 90%CI
S A — WERA ] LNF 82 INFI v F
NIAE %CV FigiEs | serragm | 00 | fg LR
(N=9) (N=9)
Cmax (ng/mL) 40.30 385.69 433.27 89.02 66.38 143.64
AUCo+t (ng- h/mL) 45.00 11,399.02 12,885.73 88.46 62.13 125.96
AUCo-inf (ng~h/mL) a 45.62 11,832.04 12,117.26 89.02 64.69 122.50

ANOVA = 5855Hr. AUCo-int = 0 FE 2> 5 MR KRR £ oo M b i B - dh R FifE. AUCo = FIEIFR 520 b ik
E B Al e R £ oo M AE R - IR R AR FimAE, Cl= (B, Cmax= MEMIEFIRE, %CV = ZE#REK, LNF= &1
F7 =7 LSM = f/N_FEHE, N= #5REik

a: ~ v F S BYEERE 2 5] T AUCoint TES KA TH o 72728, N=T,

hEEFEERESHRERE & vy FSELEBMAEMRERSE LR L - ANOVA ZTiEROER

#&4a] LSM 90%Cl
o= WERE A LNF i LNF <+
NIAE %CV %é’ééé serzaam | | g R
(N=7) (N=7)
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1 INDICATIONS AND USAGE

ZOKINVY is indicated in patients 12 months of age and older with a body surface area (BSA) of 0.39 m?
and above:
@ To reduce the risk of mortality in Hutchinson-Gilford Progeria Syndrome (HGPS)
@ For the treatment 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

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.

Wik O &E
2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

@ The starting dosage of ZOKINVY for patients with a BSA of 0.39 m2 and above is 115 mg/m? 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? /[see Indications and Usage (1)].

@ After 4 months of treatment, increase the dosage to 150 mg/m?2 twice daily with morning and evening
meals (see Table 2).

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

@ If a dose is missed, take the dose as soon as possible with food, up to 8 hours prior to the next
scheduled dose. If less 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/m?2 twice
daily.




Table 1: Recommended Dosage and Administration for 115 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 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

Table 2 provides the BSA-based dosage recommendations for the dosage of 150 mg/m?2 twice daily.
Table 2: Recommended Dosage 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 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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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.

FER O &
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 doses
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).

Table 1: Recommended starting dose and administration schedule for 115 mg/m2 body surface area-based

dosing
Body surface area | Total daily dose Morning dose Evening dose
(m2) rounded to number of capsule(s) number of capsule(s)
nearest 25 mg lonafarnib lonafarnib lonafarnib lonafarnib
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 m? to 0.38 m?, 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/m? twice daily, the dose should be
increased to the maintenance dose of 150 mg/m? 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/m2 body surface
area-based dosing

Body surface area | Total daily dose Morning dose Evening dose
(m?) rounded to number of capsule(s) number of capsule(s)
nearest 25 mg Lonafarnib Lonafarnib Lonafarnib Lonafarnib
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
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0.8~0.87 250 1 1 1 1
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0.96~1 300 2 2
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5.6 Impaired Fertility

Lonafarnib caused impaired fertility in female rats at 1.2 times the human dose
based on plasma drug exposure /see Nonclinical Toxicology (15.1)].

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)].

5.7 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
Specitic Populations (8.1, 8.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
Based on findings from animal studies, ZOKINVY can cause embryo-fetal 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/m? 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/m? twice daily, and maternal toxicity at 26 times the human exposure at
150 mg/m?2 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/m? twice daily). No effects on embryo-fetal development
in rats were observed at systemic exposures lower than the human AUC at 150
mg/m? 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/m? twice daily, and maternal toxicity (body

weight loss and abortion) at 120 mg/kg/day (26 times the human AUC at 150 mg/m?
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/m?2 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 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)].

KRN D S0
(2023 # 11 H)

4. CLINICAL PARTICULARS
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.
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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.
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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 ZMPSTEZ24 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.

KRN D fF SCE:
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4. CLINICAL PARTICULARS

Special populations

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).
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