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V. ®HIZEY¥ HEE

1. #lfg
(1) FRORXAH
HEHHF] (AT 0)

(2) HEIDNERKR UMK
EO~ELOOBE~LAEZ 23 5

(8) #Aa—F
BARRNA

(4) X DM
pH:5.7~6.3
=BIE 1. T~2. 1

(5) Thith
R4 L

2. SHEHI DMK
(1) B%ES GEMRSD) OESERUVHMA
W5e44 T % — YOS F K 345mg
‘ 1 A7V (2.3mL)
BN R e
v} ~7 GEE L) * 345mg
1 XA T7J/L (2.3mL) H
L-E AF T 1. Tmg
) L-& 2AF ¥ UHERIEKFIY) 2. 5m
YA D \ ¢
RY YV )L_— | 80 2.3mg
L-71 U 69mg
L-7 VX = G eE 34mg

* TEF 7T F v A =— A NBAXZ—JIEMEE N CHEES NS,

(2) EfEEFEDRE
BARRNA

(3) &=
BEARRNA

3. BEREOHREURE
R%4 L



4. Hff

5. BAY SHFHEMED & 5 KM
B TR SR AN K OF H RO B A SRR

6. HADEEEHTICHEITEIREM

AR TRAFSRt | PR I RAFIERE i
FEHRIE |5 = 3C |48 % A T ANAL TV | 2ay BB EE- L, B A b
R (T2, ¥ | FIFLAEXNFTELIBO LN
v 7T E) 720
hniEEER | 25 £ 2°C |6 4 A T ANAL T | FEOIRT & ZNICKHIET D5 F U 7
(212, Fx | U7 OB, AR OEEIZ
v TfFE) FETOEBDFRD LT,
wilERER |45 = 3C |3 w A T ANAL T | FEROIMOR T, &EfSY 7> b
(T2, Fx | OBEN R OREEREY O DT 072880
v 7T E) NERO BT,
B TEME | MRFREE 1200klux-hr, | BT AL TV | SHTORER, =7 ~ 73O
R IR ERAM U =k L (Foke, ¥ | THY ., RAETITELT 2 LB R
F— 200 W-h/m? v &) ShTna,
25°C
AEBRIEE MR, pH, BZ XV B il




7. RAERUBREOREN
R PR | BREHIE | RIFERE TER
0.9%% bk |2 -8C | 5C 24 W | s & 7 | 0. 5mg/mL XX 20mg/mL DWF LD
U o LK | 25°C MR EF Ny BEFCTHRLI-= T 7~ 7|
KON6%7 R | =ik 25°C 8 IFF 150mg/mL %, FE#HPHN &L O 525
PSR I X MLl kA e THE L2 TOSMET T mEm
% i % D N SRR K O E LTz,
D22 e — k
SR 1 R
PREF
8. MFILDEASZEILL (MEILENEIL)
M LN
9. BHM%
M LN
10. 5 8%
(1) FELARELRESRS - L. S8 I/EHRLEERS - REICET 51FH
M LN
(2) %
<R — YO A FR R 345mg >
2.3mL X 134T
(3) FlrE=
M LN
(4) BHEROME
s - ke ME
INA T IV 24T 1 HIFA (EH)

= e

vVayva—i 47 kO FluroTec* 7 4 VAT IX—hEN-7 o
a7 F LD T Ae

= F xS

THNI=gL —)L YT FTRE

1. FIZRRESHIBEHE
BAEETEM ] OHZM

[X. 5.
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12. Z0OH

AF L DBEEENERINL-HE
= s Mg
iR\ 7 AU ke =1

RUAL 74 (R 7rbELy, RUTIR, ROKRYAFUAFLUE
AR ZF L)

RIVALT7 4y (RUZFLUGHERY TrELY)

TF L -HiiR Y =LA

Wikt b | AUk =
WY F L gRER Y ke =1
RY) LA
N THEYx

T A4 IVH — RY Z—FT LA LR

ARYTIFR
ARY ARV
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V. ARICEYT SR

1. FEXIEZR

4. FEEXUIZR

FEEASREEN S 2 LV AT v — VIE

(FXE B )

HoFH 1A/ DR Th 572, HoFH IRRICHB T 2 =) 7 ~ 7T OFMEEZ R~ E G, H—

DOERZIVE 3HHEER (R1500-CL-1629) 226& L2 H D Loy, FFIT R1500-CL-1629 @ 24 JHfH

DmpimA&Ua$$% B AHEIMEOTEEREMT LTS, £, T D% 24 B D OLTP
XU ARMEOFRHRMEN RSN TV D, TR A EMT DFEAUE, HoFH B3 2 xt5 & L7z POC 3RO

OL ¥4y CTd % R1500-CL-1331 #kB&, R1500-CL-1629 ikBRD OL #5y. T v F 7 ~ 7IREREO H 5 A

OHFERE LIREREO I WEE 25T OL 3R CTh 2T+ D R1500-CL-1719 3R K OVNEEE %
ﬂ%&k L T L 7= R1500-CL-17100 3B S5 5N TV 5,
(TV.5. (3) HBRSHEZRR] KO TV. 5. (4) 1) A2MERGERER] OESMR)

2. PEEXIIHRICEET HFR
5. ZMRESUIZIRICEE S SR
HMG—CoA 1B JTlESE PLEFEAI CRIFA 50 UT BB ER AR RRGEICARKIE GO ER 2 Fd 25 2 &
(fifea5t)
AFNZX, LDLR FEKAFAIIC LDL-C 2R N St 2841 & U TR S vie, Kt &0 RREIR Mk x5
ifw55ﬁuL@HwH$%%ﬁ%&Lt%fﬁ%(aﬂw9ﬁ%&0@knmoﬁ%) ZBWT,
ARIEDOF N R OV EVEDSHERR S, AP G512 XY LDL-C O BEEMEIC B U -ER LR b
t_eﬁg\xﬁi\5@ML@H&H%%@@%_kwfﬁtﬁ@mﬁ_&ék%ﬁfﬁéo5%%
T XAXIREE 15kg A O BE IXERHEBRIHAAN TRV, ZORICEBLIZET Y 7 &V
2 b= 3 VORERN G ARENL 5 AT X 15kg REOBF BT 15mg/kg D 4 BT 1 [A1E
AR EE G- FE R OV & T 5 bl EOBE L IZIZFEROANMER L2 R~ T B2 bivd, KA
X, AXFUEONREAR T L THIREAR 4572 HoFH A ICB W T, BFEOIFER FRE L OfFH T
ﬁ%éhé%@&%zé 7235, HoFH FF I IBEAF O NEER TIRIE 2 BEH A S DOETH 222 R/
BONRNZ ERZNT e, RFIEGIZHIT L TRAY F U UAOIRER TR OG- XX LDL 7 7
= LV ADRTEA VAL T LHMBEITRNEZZ N5,

3. HERUHE

(1) HERUHAZED#EHR

6. HEERUHE

W, T r~7 (B ffaz) & LT 15mg/kg &2 4 I 1 [\, 60 43Pl b TS+
%

(2) HERUHAZEDHRTEEE - IR0

A K OV AEHOFHAR A 2%t 5 & U 72 BB AHRRER  (R1500-CL-162958%, R1500-CL-17193%5R) 2331}

Lt <7 OREROCHET, & 1FERE (R1500-HV-1214708%, R1500-CL-13213 %k, R1500-

CL-1642505k) K OVF MMARFER  (R1500-CL-1331586k, R1500-CL-16437k, R1500-HTG-1522305k) 7>
-12 -



LELNTEETOT —H(ZHADX | 16mg/kgD AR EIFRIRN P G E Uiz, F7o. /hEHoFHES
Zxtgr e U725 1 b/IAHABR (R1500-CL-17100588%) <Tid, EReof 1M, H A T, KA
B OVEFHFHIEH x5 & LTI OS2 7 — 2 IS & AAELOHEICIREL
72

(TV. 5. (3) MERCERRER] OHSH)

ZOBICE LT-ET Vo7&V ab—a VORERND 5 AR XL 15kg KD BEFIZBWT
t, 15mg/kg @ 4382 1 IR 5O L L O ET 5 L Lo BHE S IRIERBEO G IME R O 2
ERTEBZONDZ NG, EH% 6 » AL E S RO BEICBITOIAROHELOHRE LT
BThdEHW I,

(TVI. 3. (1) 3) N—=F ¥ /R RO ABFIZI T 5 RERM PK/PD f#HT CEMEhiES I = L—
T a )| DHEEBH)

4. HERUVHEICEET R

7. FBEROHERICEETZEER

HMG-CoA i LR I ERNE I L 21BN E S 2 WA 2R E . tholF R TRIEL T 2 &,
(fiFzs)

BARRBRICB W T, A FURMABRE TR, T 7~ 7 REHIKR TAY F UREICA B RN
Ronieinoiz, MOIFER FFRERITES & E 5 TRV HFH BETH, =7~ 7 OREILF
EThoT,
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5. ERERRLIE
(1) BRT—51Ryr—
R4 Phase REBRT VA PSES E2EB Bk
THEHEREES | TA—T7 APEEOT G EF KUY U LDL-
R1500-HV-12147 I b, 77 vARK | C LAEZ2ET DR 83 f H [\ 5 024k o
(5L W HEIR G- | Zv— 7 B TG 73 450mg/dL LA EOREA 76 | ROV
i 7 —7"C 1 TG 53 1000mg/dL #BDREA 9 Hi
“HEBREES Be R 5 K OV IR
R1500-CL-1321% I b, 77 Rx | PEEDO 16 EHEZNIDL-C FHZ24 56 | NESICX D5 KE o
(HE4+) W B G AE | BEA 52 B B G 2 e F O
T DR
R1500-CL-1642° | CEEM RS | LA 96 ] i;ﬁgg%'ﬁiﬂg o
(#F44) b, 7 7R (B AR EARN—1) o e
OB
— | — 10)
Rl(?ﬁ?g& 1331 0| BBE JEERR | AR HoPH SR 9 4 HoE ©
_HEKR S
R1E00-CL-1643" b, 77 Rxt | AOEERES = L AT 0 — L iIERE
G I WOHERE GE | ZA—7A (T#E) - 163 4 Bk ©
ERikmmZ | Zv—7 B (FRARNEES) 106 4
i)
R1500-HTG-1522'% 1 CEEMREES | BMERROY 27 2 HT DA - o
(HEsh) 6. 7Rl | BEOH MY 2 YUY RmfESS 51 4 ”
_HEKREES
R1500-CL-1629" o | 167 7 AR A RO 12 5L EO R HoPH iR P ©
(B3] (GEERIEEN | 656 (AAA 10 f) &
MaEie)
HilE, JEER
SNR—RA: b
L ) iy
R1§Qo CL-17100° LiEN Eﬂi\ AL S~ 11 2% /MR HoFH ek S A - EEREE
(Hgsh) Ib/ 5. EEM . ) . .
.- s o | S A6 R— kB AEME
[/S— |k C #E1T SN— B | . . ©
] il WL owEE ek | kB : 14 N—hC: HME
o t sS—kC (A+B) : 20 (BRI B )
/N— K C:/3— |k
ARV — RBD
R1500-CL-1719° S qpe BN 12 5% B EO T4 HoFH B3 116 fl | BRI &M &K O
(LR | #8, #ER (BAA 11 ) il ©

© :

MR O : ZEER

- 14 -




(2) ERPREFEIEEAER

1) #ANGPTL3 REICx T 2EAZRE L-ENEMEER a7 —42) W

Wl ANGPTLS AMEEIZREBICR VT, e 7 ~ 7 13l ANGPTLS & 2URICHE AR E T 5720,
ANGPTL3 [EEIZ ANGPTL3-= B 7 ~ 7 AR E LTHEERT 5, ZOBEAEROEENS ALY b
AT, ¥ ANGPTL3 (7B ANGPTL3 M2 ON ANGPTL3-= &' 7 =~ 7 HHAE) BEN LF-4 5729, # ANGPTL3
BEZT )7 ~7 O ANGPTL3 1T+ B ERA ORI L Lz,

fEEERR A Z 515 & U255 1 AH3RBR (R1500-CL-1642 5Bk, 96 #l) KON 12 mLA 0> HoFH FR3g & %5 &
L 7= B MARFER (R1500-CL-1629 3AER. 65 i) (235U T, #2 ANGPTL3 I 5 ¢ RRR 72 25 b A 374 L 7=,
NR— 2T A O ANGPTL3 JEEE 1%, fEEER A L HoFH RE TLLFD LB THY (). HoFH H#E T
ANGPTL3 [T EAF AN RN T & DR S 7=, AFH 15mg/kg & 4 T 1 BIFRIRNEE G- L7- & & # ANGPTL3
BEZLLTOEBY THoT,
BEMARUVHFH BFICHFTEHR—RX 54 > O# ANGPTL3 BE (R1500-CL-1642 388k, R1500-CL-1629 &
B

fRERE Al A\ HoFH &
(N=96) (N=64)

& ANGPTL3 J1% (mg/L) 0. 0937=+0. 0228 0. 101=£0. 0420
P AR 2
@A A B U HoFH & (& 1+ 5% ANGPTL3 REDH#FS (R1500-CL-1642 FXE&. R1500-CL-1629 BLER)

(mg/L)
0.8+ R
® {ZFEAA
0.7 A HOFHEER#
T EHEREERE

0.6

0.5+

0.4+

0.3

HSANGPTLIRE

0.2

0.1+

OO T T I T I T T
0 2 4 6 8 10 12 14 16 18 20 22 24(E)
G 1A

fZEEREA 181818181717 1616 16 16
HoFHiE# 4343 40 4443 43 4 44 44 43 43 44 44 44

2) TG Icx 9 DIERAZRE LI-ENEMRR CBNT—4) @
T <=70%, ANGPTL3 ZPHET S5 Z L2k v LPL iEMEZEE S8, 16 MK T+ 2720, T6 fED
N—=R T A b ORI 2B A ) P~ — T — & LTz,
TR 2 x5 & L7235 T AHERER (R1500-CL-1642 3RER) M O 12 5%LL B HoFH BB & x5 & L1
FRABR (R1500-CL-1629 #ABR) 123U\ T, AH| 15mg/kg % 4 I 1 BIFRNE G- L7z & & D, TG fEDf%
ReH IR LA R LTc, N—RA T A4 b F % 8 B RE TO T6 OZEFRITWVT I H-40%% R
ST G, ZEF =T DO T6IIRT DIERN RS-,
K5 0 B TAHRUER (R1500-CL-1642 3RABR) 123317 Dl A 18 #i, RO IIAEAER (R1500-CL-1629 3ER) (Zd1F

% 12 LA _E D HoFH 4 44 {5
ik L AFK| 15mg/kg & 4 BT 1 BIFARNEE S L= & & O, 16 HORE 2225k % 3 L 7=,

- 15 -



3) fEEMHRER CBnT—42) ¥

AR OVEAE HoPH BB (12 melh b)) Zxtg b L7-ERRILRS MRS (R1500-CL-1719 3ER) 125
W, AHI 15mg/kg % 4 FIC | ARG L7 & & RBRIGE T CIEAoH—= )7 ~ 7 Hilk
D 1T% (2/116 ) 1ZFBL LTz, E7o. PRIFURBEMEDN 3. 4% (4/116 i) ([T LT (F—X
v hATZH 202244 A 25 H),

/N2 HoFH f838 (5 kbl b 11 kLA T) Zxige e UL72ish e 1 b/IMAHER (R1500-CL-17100 #ER) 1Z
BT, AFK 15mg/kg & 4 IZ 1 BIFARNE G L- & &, RABRIGE FCIEOMom— et 7~ 75
B3 5.0% (1/20 61) WCHBLLZ (F—# By NAT7H 202246 H 2 H),

B, INHDOBEICBWT, iz 7 v THUR AT RGUERDL . AR OZaME, AR STim
HIREIZRIETH ORI A LN o T,

(3) AERIGEFRRER

N M OV AE HoFH (B (12 sl b)) & ktge s L7 B IMARRER (R1500-CL-1629 7k, R1500-CL-1719
HE) IcB TS ~T7 OMEEROHEIT, 5B 1R (R1500-HV-1214 5, R1500-CL-1321 #&
BR. R1500-CL-1642 3BR) K& O T AHRRBR (R1500-CL-1331 7Bk, R1500-CL-1643 3R, R1500-HTG-1522
HE) NOBONIEETOTFT —H|ZHESE | 16mg/kg D 4 IZ 1 BIFRNEGICHRE LT-, £7-. /b
U2 HoFH H# & %4 & L7245 1T b/IAHFRER (R1500-CL-17100 3AKR) Ti&., Lo 1T, FH I
R T, BRAKOFR HoFH BBEZ xR & LIZBIHRBRN OGN T —Z IS %, RHELKUH
WICRIE LT,

- 16 -



(4) HREERYEHER
1) BhAEREIEHER

OEERF*RFEMEHB (R1500-CL-1629 HER) ©
A : HoFHl 123810 2 AFIOHME R OL A % 7 7 R & il L TR 2.

FHER Zhaak R, “EHER, BIEAL, 77 BRI, WATHER iR
THA Y
®R BN B OVE A HoFH /23 (12 sl k) 65 5] (H AN 10 il & & de)
C BB LR RS FEUEC FE S\ T HoFH & 2 S -3
BRI
] LOLR R ST3EAS T ITHERERUZR BN 1 DL 2 DLl EfER SN TV D
B34S
APOBBART- XX PCSK9 BB TR EHA ML R X ITEE~T n A RIEER N R I TV D
T i ﬁfzuffu%ﬁéﬁs'ﬁ%ﬁs%# TR bLER DT (Bl : LDLR/PCSK9 %) \TERDBH HHEE, KO
N . LOLRAPL 85 T- DR T A RIEE RO H 5 BE LK & L,
EREE E PRI -
RAIBHEC TC 78 500mg/dL #  (12. 93mmol/L #8) 7>2 TG A% 300mg/dL Ajifi (3. 39mmol /L Aiiii)
ilse)
MEL D TC A 250mg/dL (6. 47Tmmol/L) HTH B, XL 10 T 72 5 il B2 B (o ff X 13 25 fa bl
BRDOLNTND
18 LA EDORRA B Lo (BN O —EOE T, 12 Ll EOFEB LB s Liz)
CLDL T 2 L RAEEREBIRR S L TORERTRENRA Y U —= 7 aio+4 BRIz
LELTWRNWE
CMIERRE UL Y RE R EE RITT I ERMLNTWD, BRI EE 2R N /IR B o
vhe— L REDOH
4 CAY V==V JRI2 ﬁﬂum:ﬁ:jiﬁ?ﬁibﬂ\m\%
Bl 2L - IEVEAAGET 3 » A LANITHEIRG L 2 S =&
- A7 V==V T3 p AURNIZEEZRODMAEA N b (OFEZE, ABRIZE - e REEMROE, 77
FHHRNA ST, BREREEIRS & —_var, ary ha— L REOREIRSE) BRAELEE
- eGFR 7% 30mL/min/1. 73m? A OO Mg REFE 55
-+ ALT 3UE AST A IEHfE LR (ULN) @ 3 {5 % 18 x5 IFirekesE s
- MERYICIEFE 7R IR T RE 72 2 Ve S ORISR R 22 B EC L VR O @ OBHTE 2 W 5 B 00
ARBIL, 24 B O " EHEKRE SR & 24 B OGBSI TR Sz,
BE T, IBEICRMXIIIRAFDER D - 2G5 ZRN T, AR E U TLOIREIR THEIE [(R ¥
F U KRIMARE, =¥F I 7, PCSKI FIEIR {(mhur~7 X7V es~7 (ERNBREEIER)], v
IEER, DL T 7= L R%] 20 LT,
SCHMG—CoA MR TR EANT TAZF ) L LTiRtdiLiz, (BT, AZFV)
<_EERESHRE>
BEE 21 OEIEL T, KKl 15mg/kg & 4 Wi 1B, PR GEE (KARE) . X7 TR % 4 B2 1
|l FIRNEGEE (77 B ARE) ([CEESL L., 165REEE 24 BREEE Uiz, TIER{LIRFIZIX, LDL 7
T2 LV AOER (HY. 72L) kOMER (A, BARUSN) (28> TRk LT,
<FERESHRE>
CEHERKGHFSE TR, TR TOBREFELIEEMRBGHRICEIT L T, JFEMR T TAAI 15mg/ke % 4 1
W2 L[E, 24 EMEARN S L7z,
R1500-CL-1629 :REXDTH 1 >
S
B . 30
| B
[} B
E» ZEERIESHR (2418R8) IFERIGSHAR (24i8R9)
AR | i
(n=65) (Tt~ TJ 15mg/kg&4iB(c1[@)
-EEIHRATASRER : 4361 (BAA6HI) R1500-CL-1719:8%
_.H . - RV RER : 4461 (BAA6H1) - BRI REM : 4461 (BAA6H) (CAB4T7C
ﬂ;:”&(zg: TStAEL (FStkE4iEC1m) (ItF9%7 15mg/kg%AiAIC1E)
BAMS .
[mfm nggﬁ% : %ﬂ;} %Eiﬁ‘;ﬁ - ZRMHRITIRES : 2061 (BAA4H)
®E-10¢ -2 0 24 48 (GB)
R=254> Bt

BY ]
a: 7T ERBED 1HIT, 6 BEIRGRIZE S TARIDRER G SNT/od, BEWET —F ITARIBICE DI,
b: 77 REED 1B, 1 ERGH%ICFREEZ#E L, ARBrE Byhik Lz,
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: ERRILF S AR R Ik GEER  (R1500-CL-1719 3UBR) 1TBAT L2 WEFIZIE, 1BBRIE DA 5-1% 24 B D
BRI A 3R T T,

d : HoFH D& {5+ AHIE S LB 7 BB | FLAEIEHOIREIR FHIEN A 7 V) — = JRNCEE L TRV ERE | LDL
T 72 LV ADRER Y/ XIIAr P 2a—NAT7 V== FEida & 8 BMZE L TWRWEEICH

F7=,
T BT <AXMHEFFEM@EIER >
EE ~~X74/b6&@2%¥£®umcmﬁm$“Hﬁ&%&m%%E)
s L% 54% 24 WEE SO LDL-ClE—_X—Z2F A > D LDL-C ) /_X—ZF A > ® LDL-C ] X100 & EFE LT,
<ﬁm1ﬂmﬁﬁ>
R—=ZF A b5 24 8% D Apo B DZE{EE . non—HDL-C DZE(LHR K N TC DEE{LR,
¥ 5 24 %12 LDL-C 28 30% LA HIKR T L7z & D EIE K OV LDL-C 28 50% UL FAE T L7- g o4,
NR—=R T A B FKE 24 %D LDL-C OB &, %5 24 BHEICKEO LDL 7 7 = L ¥ Ak
ELEIR HLUED i 7 L7 HE OEIS . LDL-C fEAS 100mg/dL (2. 59mmol/L) Ao #E DEL . BU O LDL 7
SHEE B 7 o b AR YE © A LT R OFIA,
b : LDL-C il 300mg/dL (7. 77mmol/L) LA ETHivX, ML+ L EE Lz CRKEREHS (2014) 2],
¢ DB RBO—IR T D7 DI IEEN VBT, LDL-C [ 160mg/dL (4. 2mmol/L) #, OB O Z R F6j
D= DITIBFE NV FE T LDL-C fi 120mg/dL (3. Immol/L) 8 TH AL, FEUEZ /-9 & EF L7z [German Apheresis
Working Group (2010) ZZM],
ZTOMOE | <AMMHEITMEIEE >
REMAER | N—AT A U nbEE 24 BH%ED T6C DAL KN Lp (a) DR 4
REMEm | FEFES %
EH
<AXMHEFFEM@EIER >
HWMERRAT R RE L, EBAEAL S, IBBREO®K 5% 1 B L=l (ITT4EE) LT, #
51% 24 WOA RN R E CORGHMP L OB GRZITIUE LT X TORE/ T A — 2 HE 5D
7= (ITT estimand),
FEEFEME A (X, MRM 2 W TR#FT L. & G8E, ERIR 7 (LDL 7 7 = L 3 A O S fii J OVHiueR) | RF A
(5% 2, 4, 8, 12, 16, 20, 24 ), IpFE-Re R AMER. JERIR TR SR ZZ BAEH % B E 25,
NR—=AZA D LDL-C i, X—RA T A AME-FE SRR AERZIEE L Uiz, KEMEE MMRM (2L - T
e Uiz, 2B, FAHE SN 7 7 v—T i & U<, Filnfg (12 mLL L 65 AR, 65 mll k).
ﬁ%(%ﬁ\ﬁﬁ%HﬁH@%E?%ﬁﬂ[ﬁIMRﬂﬁEE¥K£Hé*ﬁ?47/*ﬁ?47@%
(., V)] DL T 7oL A0FEK (HY ., 72 L) BN LT,
”&&mﬁﬁi E#SA T & PRI DEKEZEEL [T6 LD Lp () ISNDOIEE /X T A—2] 1%, =
@A %%ﬁ@ﬁkﬂ D MMRM % FHVTHRENT L7z, AEZEEIE. Z2EMARAETRAEZSE L, & 552 E

R, R—=2 5 MEERER L L@ P25 4 v 7 AlRET &2 VTN LTz, JEESS A
r#&%ﬁéﬂé@ﬁ B [T6 RO Lp(a) ] 1, ZEMAANETRANEEZE L, 58, EYKT%
EEDR, N—ATA MEEHERL Lz "X MNalREeET VaE RO TR LT,
ARRERTIE, FEIMIE A & O A BIKEHEIE B 2RO 1 FOMREE 0. 05 ([ZHIET 5720, fik
O FAMTE H ONEFF I ié?%@ﬁ%%mbko%ﬁﬁ@ﬁﬁ\%ﬁTéﬁﬁ#ﬁ@ BHKHE 0. 05 THE
MLAE ThH- 5S8R ERUCER LT-, FOMOBIREHIEB IZoW T, 48 Lo p HET
WHE R TR LR,
<ZEMHEEE >
MR REM T, \BIEAL S, BREO®REEZ 1 B EZ =284 SAF) & Lz, Zatt
F—2 %, FRRANCER Lz, AEHESHA I MedDRA version 22.0 Ta—5 1 7 L1z,
a: LOLRWEIGTAC, REEEWEIE = Rl 2T T4 ZERLOE L, 7 L—b 7 b A/ K%, o=KL ED
B0 W LOLR SSRGS ES LB TREND LD L EFE L,
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R

<#BzFEHEER D) >
RN (N=65) OVHERNT 41. 7 5% (FaPH - 12~75 %) T. 65 mll 113 12.3% B ) TH-o7-,
PERNZ B PEDS 46. 2%, ZMEDS 53.8% ., AFRIZA AN 73.8%, 7T AN 16.4%., BEAXIIT 7V %
T AU AD 3. 1%, FOMDANFEITHER LA 7. 7% Th o 1=, FHREIL 72. Tkg T, 5 BMI 1%
25. 6kg/m* TH > 7=,
R—25 A O LDL-C EXHEIE 255. Img/dL (6. 6mmol/L) Th o7, HEEEFEE L COISEIK TRIE
IE. AXF L8 93.8%. PCSK9 FHEIEN 76.9%., =FF I TN T75.4%, uIXE RN 21.5%THY .
IDL 77 = LY RAEZT TV HBHEIT 33.8% CTh o 1=,
<EEFEEE >
NR—=2F A b 24 W% D LDL-C OZEALER « MaFE AT i 5
N—=RF A b 24 WkO LDL-C OZbFE (LS EHMHE) X, ARFIFE47. 1%, 77X REE 1.9%
T, LS B ORERIZE (95%CT) 1, —49.0% (-65.0, —33.1) Th-oT-, AFMETIL. T BREEL
Pl U OIS A B 72 LDL-C DK F2RFES 7z (p<0. 0001, MMRM),

LDL—C fi&
AHIEE (N=43) 77 AREE (N=22)

259.5+172.40 (N=43) 246.5%153.71 (N=22)

N—RT A U

CEME AR MR Z) . mg/dL
B 24 1%

CEE AR R ) . mg/dL
NR—R T A LG 24 KD
LS B bR
p fE <0. 00017
a: BeHRE, BRI, WA, RS EsZBER, BRI SR EER 2 B E 2R, ~—A2F A > @ LDL-C
. "= T A ME-FE RS BAE R &2 L8 5 & U 72 MMRM

122.6£79. 65 (N=43) 227.9%150.95 (N=21)

-47.1% +1.9%

LDL-C DELERDH#H

(%) LSTISELZES: @ FSERE e SR
284

TR SEPIE S S S

HE U AUN—2,

42+

56

T T T T T T T T
N—Z5A 2 4 8 12 16 20 24 (B)
B FAf
Iowmg 22 19 20 21 20 20 20 2
FHIBE 43 38 43 42 42 40 43 43

R—RSAUh 55 24 8%D LDL-C DELE Y TJIL— T >

EEER<GTIIN-T> LDL-COZE(LE (LSTFH3ME) . % | STEIHBEDEFRIZE=L95%CI
N FHEIEE N | FStil
2z 43 -47.1 22 1.9 —a—
T
1258k E65mA 35 -51.4 22 2.2 -
65 E 8 -28.9 0
2]
Fit 19 -48.5 11 -6.0 —a—
it 24 -46.0 1 10.1 i
HoFHDEEFERER
AT AT ZATATRERGY | 5 -36.9 7 11.9
FHT+ T2 AT TRERGL (38 -48.5 15 -2.6 —a—
LDL7 L2 AMERE
&Y 14 -46.5 8 8.3
23] 29 -47.3 14 7.9 —a— ;
-100 -BIO -E:D -L{D -2IO CI) 2I0 4IO
“— —>
AAEHEL TEREET

10fFiEOERFETLTVEL.
MMRM (51, BRIK -, 77— W, 168-RR MR EER. BRIK R BER, 77—~
W SRR EAEA, B GRE- T I — TR EAER, B5 -7 S — TR R R B E R, N—A T A
V@D LDL-CAE, N—R T A AR A ERZ AR E L)
a : LOLRBARTUE LOLRAPL IR T, REGAKK L3 Ry AT T4 AEALOZEL, 7 L—AT 7 b, A KRK,
OV —BERLEDEENGH Y | W LOLR RISLEAG T PERE R BICE D Z ENTHREINDI LD L EFR LT,

-19 -




<EHEIRFFHEIER >

NR—=RA T A NS 24 8% D Apo B, non-HDL-C LT TC DZEALR, #4524 2 LDL-C 725 30% LA
FEXIT50% 0L HIE T LIZHBEDOEIE ., RX—R2 T A b E 24 1% 0O LDL-C O b8 K& UK E D
LDL 7 7 = L v Ak REIEA 72 L7 BFE OEIEIL, UToERY ThoT,

BB/ A—2 D% (ITT estimand)

NR—RF A b EEY 24 4
DOEALE (LS FHIHE) TT R L D i
AAIRE 75 & REE LS I (95%CT) PR
(N=43) (N=22)
Apo B DZE(LFE, % -41. 4 -4.5 6.9 <0.0001°
(-48. 6~-25. 2)
non-HDL-C DZL#E ., % -49. 7 2.0 6 4.785i7738. 5) <0.0001°
TC DZALER, % -47.4 1.0 (-58. 743743& D <0.0001°
e 5 24 W%
AFHIHE 7T REE 7> Xt (95%CI) p fE
(N=43) (N=22)
LDL=C %3 30% 24 B4R N b
U s s A 9% 83.7 18.2 25.2 (5.7~110.5) <0. 0001
LDL-C %3 50% LA FAE T
Ui g oEA. % 55.8 4.5 24.2 (3.0~195.6) =0.0028 °
R—2F A U NSEE 24 %
OBk (LS F¥)HE) 7T R L DFE i
RAIRE 75 AR LS SEHIfE (95%CT) PR
(N=43) (N=22)
LDL-C Dt S, -132.1 .
mg/dL _(mmol/L) ~134.7 (=3.49) -2.6 (-0.07) (-175. 3~-88. 9) <0. 0001
5 24 H%
AFHIRE 75 RRE Z v Xt (95%CT) p il
(N=43) (N=22)
KEDLDL T 7 = L
A AP FEHE 2 72 L 7.0 22.7 0.1 (0.0~1.3) =0.0845 "
T-EBEOEE . %

a: HEHE BRI, WER, RN EAEH ., BRI TR BAEH &2 FERR, N—A T A Ml ~—
AT A AME- R EAEH &2 A& L L7z MMRM

b: BHBEZEEDR, X—ATA MlEEERL LB AT ¢ v 7 EIFET IV

¢ : LDL-C i 300mg/dL (7. 77mmol/L) LA LT, FEUEZmI-T & EFR LI,

<BEM>

[ZEETHE5HM]

BEEEHN 1L R LB, AHIBET 44 6t 29 6] (65.9%). 77 B REET 21 #ilt 17 4
(81.0%) Th o7 (SAF), e HEHEG (GBI 5%LL ) &, RABETIX, EWEEESR 741 (15.9%) .

ATV PRERB 5 F (11.4%), 847 4 61 (9.1%). 2IF 3 6 (6.8%) THY, 7T vFREET

%, RWREESS, SRS 6 5 (23.8%). R, IREREEGE. AST N, FAJRE 261 (9.5%) Thoto,

EELDAEFRNRILZBE T, AFEEC26] (4.5%) THO ., REMKRDE, AZRERNE 14
(2.3%) IZBO LN, ZNHOFEREGL, WL LIRS EINAA & OBENRH 5 &MWL

FHEEERCTII oz, AR CIIAEFRZICLVRBREORG P HICEST-BE RO THITN

ot

[GEE&EEHRM]

FEEGN DL FRE U RF T, SEER T 64 Fd 47 F (73.4%) Th-o7- (SAF), TG EE

B OCGEBIE 5%LLE) 1%, EWHEASK, TR 6 Bl (9.4%) Tholo, EERAEFERNRILIEE

X761 (10.9%) THhH, PlE, REEPOIE, 5 o MPELAE, EEIRESR, SihirEka, B

B EAIRILEE, A O OIRLE G OHE S KRBIIRZE & 1] (1.6%) IZRD B,

INLOFEEREZLT, WL IRRILY ERAAK & QBN H 2 &Pl LI AEERCTIERhoT,

KRR TITAEEFRICE VIBREOR G R IEICE S T2 EBF * KO LEHNIW 2o T,

a: 1 FIDMEED 7 OIRBRIR OB G LI E 57278, AR T, HEXRRIGR T CRUELEGEER L LRI
Mmoo,
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@isME 1 b/ MAE/NRERER (R1500-CL-17100 :2ER) (@S T—%) ©
FHY : /N HPH BT 5 £ F 7 ~ 7 ORMBIE (= kA, AR OZAENE (=1 B) ZFFliT 5.

HER
THA Y

%ﬁﬁ%&jﬂ?ﬁ\ 3 — |k, ﬁﬁ\ ékg*ﬁﬁ%ﬁ

R

/N HoFH B (5 kLA B 11 5REATF) 20 43
R—hrA:6%], »S—FB:14%], »S—FKC: 20

EER

TR X ERR A FLHE I FE-S U T HoPH & 2 S iz
5Pl 12 AR O/ NS &

EANZT) 8-S

‘LDL 77 = LU R EF T HEEREER E L CORER TREN A7 ) —= v 7 RiOo-+4oy e iz b= b
ZELTWARWNE

CITENEE UL ) WY T I B RIET Z EBNMBN TS, RANCEE NS IR RN o
v hue— L REOHF

s R—R T A RT3 H A UNICHERG &2 s =&

c AT V==V FH 3 AUNICEEZROME A X2 b (LHEZE, REKEBIRS 7 —X g
v, Ay ha— L REOAREIRS) BRAE LR

- ALT 3L AST 28 ULN O 3 5% 48 2. % ATk RERS &

MRV IE R AR IR FTRE 7R 2ot B QMR R 72 B C. MR O EWBHTIEZ WV 2 B RR R WE

HERA A

AT, AFNHEEIE G5 ORYERE & FHl+ 55— b A, 24 BEOIEEREBELEHE 2HT 53— b
B, 73— N A KUVS— | B Ok 53R T 48 MO ERFE G EZHE T2/ 3—hC D3 /=T
RS Tz, BETEMREE L ChoRER TRE (A4 F U RKiitH&E, =857, PCSK9 [
EI (A n <737y Ve rs~7 (ERKRZELR) )}, eI N, DL 7Y 7= Lo 2%] 20fH
L7,

<= FA>

IEEM T CTAAl 15mg/kg # HEIFIRNE G- Lz (RAIED ., /S— M ADETHR, BFII - CIB
1TLUCkee i 523 B RINFTRE & L7z,

<X— |} B>

FEEWR T TAA 15mg/kg & 42 1 [7], 24 WERFRIRNE G- L7z (RAIRE) ., ~S— b B DFETH%., BE
38— b CITBBAT L CHkiidR 5 2 32 1 D 08I FTRE & L7z,

<NR—FC>

NR—F A FIN—=FBETH. AS— MIBAT LToEBEIC, HEEHR T TAA 15mg/ke % 4 1T 1 [E],
48 AFFFIRNE 5 L7z (RFIRE)

R1500-CL-17100 RE&E DT H 1 >
<J)X—PA>

=)
£ NG TR\ N]

ISR S AR -

Y B (16i6R)

(8:8R) [

[2:t

AFIEE i ver 2o
Nl (TUFIRT 15mg/kg#1[E])
BN, B IHRIAISE : 61
<)\—hc>
|R-10° -2 0 16 (&)
2545 BRI SHART (481ER) EHEAEAR (241879
<){—bkB> FHEIEE
(ItF%T 15ma/kgr4iEIc1m)
% BRSPS : 2001
27
as 0¢ 48 72 68
, 83
L B SFETRIESHIR (24iERI)
$§ug¥ J{—hClAgiTe
— : . N
(IEF9YT 15mg/kgZ4iBIC1E])
I BRI : 1451
BE-10° -2 0 24 (@)
AR5 At
By

a: 3= b CIZBIT LR WEBE X, IRREORKKEG% 8 M (S—FA) XX 208H (X— 1 B) OBHHEA
W 2572 (BRI Ik U721 24 38R,

b : HoFH OBA T LA ED LT/ B R OIBEE THREN A7 U —= JRICLZE L TV W EF, LDL
T 7z bV ADBRER Y/ XIIAT TV a— VPR Y —= ZRiA7R< &b 8 BRZE L TR WEFIZER T
7

¢ X— b COBFIL, 73— FA T/~ b BOLEERBIT Lz, 73— b COYIEBREIL, 7$— h A XIZ/X—1 B
DOEHHETRERBEE RIA CTH AR S LTz,
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FEFEMIE
=]

<ABHHFFMEE >/\—+B

R 5 U BEEE 24 %D LDL-C OZALEE * (RREFHEATEE)

<EVBEETHMEEB >/\— A

ARFHE] B 5-1% O ENEE N T A —

a: [ (5% 24 S D LDL-CE—_X—RZF A D LDL-C ) /_—AF A > ® LDL-C ] X100 &iEF LT,

BRI
i

<BMMHEFFMEE >/S—FB

NR—=RF A NS EG 24 %D Apo B DZEALER, non-HDL-C DZE(LER K N TC DE(LR,

B b 24 W LDL-C 28 50% L FIE T L7 B EFEDOEIE . RN—R T4 Vb5 24 % 0 LDL-C Offast
LR O Lp(a) DA L 2%

<REMFFMEE >/S—FA-/A—FB

FEHEL %

B E

< R R >

BRI S TS — 2y b A7 H (OS—FA:2021 42 11 H, »S—kB: 202241 A 31 H,

N— 1 C:20224F-6 H2 H) ETORMBERELMET D,

<BMMHEFFMEE >/\—FB

BHMEFRAT R GERL, IRRIEO®R G52 1 B B2 7-28% (ITTHMH) & LT, 5% 24 B0H

ZHHEREAT IR AL E COZRGHAM R OB ZICIUEE L2 T R TOIRE T A —F e &niz (ITT

estimand),

NEE /XT A —& O R OHE B3 Fealb I BN Uiz, FEFEMER X, PM &2 HWCTREST L, B

SR R OB H# O RBIEIC X, B2 D58 2w A Uiz, #5300 5 o KGRI 3 o 1 2l

et QEBREOELEFIERE) OXRPUEIZR—R T A AMEIZESWTHTE Lz, 2B, FRHEIL

=% T I N—FRET e LT, AERE (5 AR LA L 10 AR, 10 sRLA L 12 B . MR (B, &

1), HoFH OB T AR Y A 7 [ LOLR RISTEAG T U LOLRAPI RINCEIB I8 UT A A H T 4 7/ %

T4 7R (HY, 7eL)]. LILT 7 =L ADEN (Y, 7Z2L) BN L7z,

BIREHIE A X, EESAEZRT e TREND8AEH [Lp(a) UADIRE/RT A —&] KO fa%

Hud, EEFHMEEE L [F—O PWM 2 AW THIT L7z, FEERSA 2777 & PRI D EREA
[Lp(a)] X, ZEARANETRKANEZZBE L, X—RAT7A VEx kLR E Lz "R NElRET VA&

FHTTHERT L 7=,

<EWEREFFMEE > (N—FA)

BN REMRAT I R EAIT, IBREOR G 22T, v F I~ T EEOTF—208 1 L S Lh-4H

FL Lz, =7 ~TREROEYENEE ST A — X Xk ER LT,

<LTE&MFMER >

LRMEMNT R RENNL, RO E % | B L2 7=28E (SAF) & L7z, 28ty —4#iF, i

WA BRI LT-, AEFLL 1T MedDRA version 24.0 Ta—F 4 7 LT,

a : LDLR s+ X% LDLRAPI WG 2H T D, REGRIE 2 Ko, AT T4 AEMEDZE L, 7 L—A3 7 b, A
SRKDERETERZ LT,
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R

<BEEHEE>

AR (N=20) OFHHERIT 9.0 3% EPH : 5~11 %) T. PERNTBMD 40%., Lotk 60% T
oo, NEIZAADT0%, 7T AN 10%, BAXIIT 7V AZRT AV IAND 5%, ZOMO Nl
M 15% T o7, VFHREIT 37. 9kg (FiPH : 20~69kg) T. ¥ BMI 1% 18. 8kg/m>* THh -7,

R— 25 A @ LDL-C EHIEIE 301. 9mg/dL (7. 8mmol/L) T. HEEEHEE L L COIEEE FIEEIZA X F
YIN90%, TEFITANB%, 2IZE RN 0% THY ., IDL 77 = LI R &% TWEREIT60%
ThoT-,

<FXEFMEE>HEMME: /X—FB

R—=RF A LG 24 %0 LDL-C DAL« BREERIAENTRE 5

NR—R T4 b EE 24 HhO LDL-C O bR [FHME (95%C1) ] 1L, AHIRE-48.3% (-68.8,
27.8) THoi~,

AFIEE (N=14)
263. 7+90. 97

NR— 25 A WO LDL-C

CEME AR ZE) . mg/dL

NR—=Z2 T A b5 24 8 D LDL-
C DI bR (EHfE)

(95%C1)

-48.3% (10.4)
(-68.8~-27.8)

LDL-C DZEALEDHEFE (ITT estimand)
@) TiEHEESE e 4Fl /i—BE
0_
64
=124
-18-
24
30
,36_
-42
48
54
60
T T T T T T T T T
X212 4 8 12 16 20 24 GA)
o 1 i
A& /X—MBE 1413 14 13 14 14 13 13 14

HERWOUTIVAUN—2,

R—R5A U 5H%E 24 BHOD LDL-C OFELFELYSTJIL—THHF>

BEEE<HITIIL—-T> N LDL-COZEALE, % THHEL95%CI
Sk 14| -483(68.8,-27.8) ?
14£51

St 6 -31.4(-75.6, 12.9)

it 8 -61.0(-71.3, -50.8)
S

5atll L 10mFE 7 -65.7(-72.3, -59.2)

1081 258568 7 -30.9(-68.1, 6.3)
LDL? 7IL Y R DENE

& 7 -47.9(-72.3, -23.4)

=L 7 -48.8(-83.7, -13.9)
g DELCTFERE

FATAT /AT TRER S | 3 -67.7(-80.5, -54.9)

INFAT /S RATFATRERIEL | 11 -43(-68.2, -17.8) —.

T T T T

100 80 60 40 20 O 20 40 60
106IFmOIES FETRLTULEL.,
PMM
a1 LDLR 15T X% LOLRAP] &G TFI2BI1T 5. R a R, 2754 ZEMEOEN, 7L—uai 7 b, A
SRROERLER LT,

<BIREHMHIEB >HME : /S— B
NR=RA T A U HEG 24 #H D Apo B, non-HDL-C, TC B LW Lp(a) DZEALKIL, UUTDOLEEY TH-
7= (ITT estimand),

(N=14)
Apo B® non-HDL-C® TC® Lp(a)®
NR— 2 F A LYE 168. 2mg/dL 282. 2mg/dL 315. 5mg/dL 158. 6nmol/L
NR—=Z2F7 A NHD
Z%{IL%Z;ZYJ{E -41. 3% -48.9% -49. 1% -37.3%
-58.9, —23.8 -68.1, —29.7 -64.9, -33.2 -42.2, -32.3
(95%CI) ( ) ( ) ( ) ( )

aiPMWM b: R—RAT A AMEEEEEGILLRLE Lo "R MallFeT L
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« LDL-C A¥50% LI EIEF L=E&EDE|E (ITT estimand)

5 24 %2 LDL-C 28 50% LA HIR T L2 BE DOEIS (95%CT) 1, AHFI#E78.6% (49.2, 95.3) T
Hotl,

- LDL-C #xtZEibE (ITT estimand)

NR—=RF A U BEE 24 B D LDL-C Ot ZBAb B ML, AFIRE-131. 9mg/dL (-3. 416mmol/L)
ThoT,

<EEFEEE > EMBRE : S— kA
/IR HoFH (% 6 Bl . AH| 15mg/ke % HIFFHIRINIE 5 L 7= & & OMiEH = ©F 7 ~ T IEOHB L O
HMBIE ST A— 2 ZUTFOLBY Thol,

(mg /L) FELEERE - AR

350

3004

250
m
B

% 2004
&
3
Z

3 150+
=
B

100+

50

o

T T T T T T T T T T T T
0 2 4 6 8 10 12 (&)
bl
B 65 5 6 [ 6 &

/N HoFH BB & (2 A 15mg/kg ZEREIFFIRAIRS L1- & EDENBE/NS A -4 (EYBEBITARE
)

AHIEE (N=6)
Cuax (mg/L) 238+90. 8
AUCas: (mg-day/L) 45761568

PEE R S
Coax  BREMLPYPREE, AUC o B2 0 M2 D E S FTREZR R FE DV H & A 7o B IRef) 3 C oD o 48 o g — R ] st
FifiFE

<REH>

IN—RA

F—H Ty FAT7ARE (202142 4 11 B) £ TIo, AEFES) U ERH L-H8BE (SAF) 1%,
AHKI#ET 6 Bl 5 1 (83.3%) Thotz, EhAHFEFRG 2 HILLEICHEB) X, eI DRZ, %
Wk, CPENREENE. 7LLX—MEERE 2 6] (33.3%) Thotz, A—FAICBWT, EELAFEHS
DB LT BE, AEFRICLVIBBREOERGHIIZE > BB R OSETHNL R D> 7,

IS— B ENR—FCOHEER®
F—2 Ay NATHRSE O—1FB:202241 A31H, X—hC:202246 A2H) FTlc, HESFR
M 1 RLL FISEL U723 (SAF) 13, DFEEERT 20 fild 19 f5] (95.0%) Th-o7-, FREEFRESL (4
BILL FIT3EEL) X, COVID-19 15 5] (75.0%) . FEEN5 5] (25.0%) . BEJm. MMEIESENRE A 4 45 (20.0%)
ThH-o7T,
EHERHEEFESNERELUZEET LH (5.0%) THY., /LR 161 (5.0%) ICBD BN, ZD
BEEZERIT., RPN EINAF L OBENDH D LR LA ESERTIER o7, S—h B &/8—
k COPFEERICBWT, BEHSIZLVIEREORERILIZE > 7-BEROFECHITN o T2,
a: /83— b B ES— |k COPFAT—Z OREITBRIICHRE L, 2S— kA2 H8— b CITBTLEAEICOWTIE
SR—= b CBIMEDT — % DI, 73— b BinbsSi— |k CITBIT L2 BFITONTIE A=k B RLUVS— b C BN
DTF—EEEDT,

-24 -




2) REMHER

EFRF R AR AMEHHB (R1500-CL-1719 FER) °
F : HoFH 25123513 % AAIOD R % 2 R O % 345 5 .

SHER Zlnax LR, BB, FEERBER
THA Y
e mA&U'$%m%%(mﬁuk)Hﬁm(ﬁ$knﬁ%ah)
FER C BB TR X IXE R IEYEIZIE-S UV T HoFH L 2 S e
HiE - 12 UL EORA R OEFEDO B &
DL 77 = LU ARG E L CORER TRENX—R T A VAiO+5 7 g bz v %
FELTWARNE
CMIERRE ULV R E R B E RIFT I ENMLN TV, BRIICEE RN WIREEN 2
v hue— L AREDOHF
F ks AU —=V T3 » HUPWICHERE & e s -
HiEE - R—ZF A UFT 3 » AURICEEROME A X b (DAGEEIE, ABRICE - - R EMOE, i)
RoSA RS2, REMEBIRA > & —_ v ay, ary ha— L REORERE) REAELEE
- eGFR 7% 30mL/min/1. 73m? Aii D RS b Rk
-AMXiMﬂﬁMﬂwsﬁ%ﬁzéﬁ% BREE
RPN IEFE 2R AR AT RE 72 2ot B OWEIIZIE R 72 o C | M%®mwﬁﬂ%%%wé%mw&w%
Kﬁ%i TRTOBEICIEEHR T CAAI 15mg/kg & 4 Wi 1 [0, EIRNFL L7z (RFIRE) , AF|D
%f%%®¢¢%w%$#éif\&@%ﬁﬁbko%%m%@%ﬁ&ur@w%EﬁT%%[X&
FURKMAR, =BFI7, PCSKI ER (e r/~7 37 Ve s ~7 (ARREEER)}, 73
AR, LDLT7 7= L R%] 20FH LT=,
AFIFE T, ARBRIGHREE L OARK O [[EFRIE R AR (R1500-CL-1629 #5) i/
% AEFBR (R1500-CL-1331 #ER) ] MOHBATLIZBEREG TN TE Y . ZNENHTIR B 51 R Ok
BERELE L=,
R1500-CL-1719 SREEDTH 1 >
w83
?;g IEERIGSHARe BHEERARS (24:8R8)
ARG E
AEIBE (T£F¥T 15mg/kgz4iEc1[a)
B BEMHEATERES : 1166) (HEA11H))
RIS 58
B BRI RER : 466] (HARA261)
wﬁ@;&;ﬁg&ﬁﬁh&%@ : 7061 (BAA9FI)
BmE-120 -2 0 [¢2))
R=254>
a: LR DT % % CHRG 2kt LT,
AENOEERBFE N T I SN D, ARBROBFEFEMCIBNTHRID Y 227 « RRT ¢ MAIFE L 20 & fHlE
S5, FERHIEOHIEY I L0 AFID KR SN D, FEHEHEEIZ I\ CHEIGE O 7KGRZ RO R EN 72 S
nizizdARBRAT LIS %,
b : HoFH O&AG T ALHE R LB 72 B3 | FEBERIROIREIR FRIENRA 7 ) —= JRHICLE LTV RWEE LDL 7
T2 LVADRERDS UIAr P a—ANR Y ) == Fiid i &b 8L E L TV ARWBFICRIT -
FESH <LTE&MFMER >
EH HERSR %
<BMMHEFM@EEES >
2R LDL-C DN—R T A /> b ORI R ZAL R K OHERS AL &, Apo B D=2 T A »p b OfERF 7028
EEH (LR L OMaRI 2 b &, non-HDL-C D _—RF A »H b ORRFER 72 28 (b3 % OHExt 2L &, TC D~—2R
T A D DR 2 AR K ORI ZE b B, TC D_— R T A L) B ORI 72 bR K OSasct 254 b,
B
< Wl R AT >
BB DT —2 By A7 H (2022454 A 256 A) ECOBRMERAMET D,
<BHMHEFMES >
RS E HIWERAT R RERNT, 1RBREOR 5.4 1 BILL EZ 7= 283% (SAF) & L7,

BT A — % OIALR K UM AL BTN R Lz, REMEIZMTE LR -T2, 7ok, S0
HESNTEV T VA —TT L LT, LDL-C DR_X—R 5 A b ORI R ZALIRIZ SN T, E )=
(12 %0 | 18 sy, 18 mll 1) RINTHEAT L7-,

FEMTICAE T 5 _R— 2 T A MEIE, BFEEERE T, RRBRICB W CEBRIED PRI 55T K% 25
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LT & T LT, ki 5 TlE. R1500-CL-1629 3B &84T L7 B3 1L, R1500-CL-1629 #Ek
O "HEBRKESGHFICBW TRBEEO YRR SN R BICHE DM & EF L, R1500-CL-1331 7Bk
MEBAT LT BE L, ARBRICB W TIHRBRIEO IR 5-aNc kB IcEbn-lmE & LT,
<LTE&MEEE >

LAV R G, IBBRIEOEZEE 1 L B2 =283 (SAF) & Lz, ©etts—2Ii%,
BICEER LT, BEHFES4 1T MedDRA version 22.0 Ta—F 4 7 L=,

=10

|

tak

aul

HR

<BEEE>

AFIEE (N=116) O ENT 38. 8wk (FaPH : 12~75 %) T. 18 mELL EMN 87.9% TH o7z, MHHNL

BHEM 50.9%., MED 49. 1%, AFRIZA AN 69.0%. 7T VT AN 10.3%., BAXIZT 7V HRT A

U D 3.4%, OO NFEUTEHER LD 17.3% Th-o 7=, FHEEIL 73. 1kg T. ¥ BMI 1%

25. Tkg/m* ThH o7,

HoFH D& fm F 254 A 7%, 36 5l (31.0%) 25 LOLRELFAZ XL,/ XOVHIZEEL 2 19 5] (16.4%) 73

IHT AT IHT 4 TRER 2/ LTV,

R—2 54 D LDL-C EEIEIL 261. Omg/dL (6. 8mmol/L) Th o7, EHEIEEL L COISEIK TiEE

X, AZF N 02.2%, =FBF I 72 80.2%. PCSKO FHEIEN 62.1%., I X E RN 19.0%ThHY .

IDLT 7= L3 A& T TV 13 38. 8% ThH -7,

a : LOLR (G T XU LDLRAPL SBAETAZE BN H VD . LDLR IEMED 15% LA T & EFR LT,

b 1 LDLR Y& 15T X% LOLRAPI SEAG T I2HT 5. REEIEa R, 2P T4 AEMOE, 7L—hd 7 b, A
SRRDER L EFH LIz,

<BIREFMEIEE > H i

Beh 24 BZIZBWT, X=X 54 U H O LDL-C OZbHE CEXE) (X, AFIFE-43.64%, ~X—RX F
A B O LDL-C Ot 28 b g (CEXIE) 13ARAI#E-132. Omg/dL TH o7,

LDL-C DR—R S A U DRBFHIHELERVMHRELE (SAF)

A HrEle A Ao e -
(N=116) (N=46) (N=170)
N N N
NR—Z2F A D LDL-C{HE. 115 261. 0% 45 269. 4=+ 70 255. 6
mg/dL 160. 05 121. 75 181. 09
5. 24 W% @ LDL-C fi, 86 127. 5=+ a1 131.8=*= 55 125. 0%
mg/dL 75. 38 57.09 84. 36
NR—2F7 4 b6 ¥E 24 36 -43. 64+ 31 -47. 85+ 55 -41. 27+
WD LDL-C DR % 37. 606 23.609 43. 595
NR—=2 T A UInHEE 24
-132.0% -148. 1% -122.9=+
\Fgl/\' 0) . (\ JA‘ /73‘\‘
o> LDL-C DRERZAL | 86 124. 37 31 102. 97 55 135. 00
&, mg/dL
SEYAAE - R HE R
LDL-C D ZEALZEDHEFS (SAF)
(%) - FHTIESE -+ BERSE k- AR
4007 e+ imesns
3504
_ 3004
T
z 250+
7 200 ',i" N
;2( 150 ' /
& 100- A A
= / ™
i
=

-100-— T T T T T T T T T T T T T T T T T T T T T T T
N 81216 M4 323640 48 She064 T2 80 B4BE 96 10410812 120 128132136 144 152156760 168 176180184 ()
=L

Bl A
FARRSEE 45 4242 3 3340 ¥ O FNF 4 P/PF w13 12 996 5 2
ARS8 70 656565 55 565055 58 405763 5 G151 47 4 363429 2 14110 9 36
ZARIEE 115 10907107 66 869795 95 8699100 92 909084 63 534642 M4 2316 4 56

4

4 1212
4 4 1171
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* Apo B, non-HDL-C, TC RU TG DR—R S5 A U5 DRBEFHLEILERVIENEILE (SAF)
R—=RZF A U BEH 24 %D Apo B, non-HDL-C, TC N TG DEALF KONt B{LEIX, LTFD &
B ThHoT,
AFRE FrEl 54 Hrpei 55
(N=116) (N=46) (N=170)
N N N
Apo B
R—2F A O Apo BE. 172. 6+ 179. 8=+ 168. 0=+
mg/dL 115 83. 65 15 65. 82 70 93. 50
NR—2 5L b EE 24 26 -36. 98+ - -41.19+ - -34.60=*
WD, % 27.574 20. 408 30. 814
NR—2 5L b EE 24 26 -70. 5=+ a1 -82.5+ o -63. 7+
T 1% Ot 2L B, mg/dL 61.96 56. 02 64. 57
non—-HDL-C
R—Z 5 A ® non-HDL- L5 282. 5+ 45 290. 6+ 70 277.2+
CfE. mg/dL 162. 07 121. 34 184. 23
NR—2F5 1 b EE 24 26 -46. 14+ - -49. 56+ - -44. 21+
W% DENE, % 29.117 19. 318 33.416
NR—2 5 b EE 24 26 -143.9+ 2 -159. 7+ o -135.0+
W% ORIV R mg/dL 125. 03 100. 07 137.18
TC
R—25 4D TC ffi. 325. 0+ 332.8+ 320. 1+
mg/dL 115 158. 38 15 116. 66 70 180. 83
NR—2F5 A b EE 24 86 -44. 17+ - -47.54+ - -42.27+
W% DEE, % 24. 224 18.992 26. 704
NR—2F5 1 b EE 24 26 -157. 4+ 21 -174. 0% - -148.0=*
T 1% Offaxt 2 b &, mg/dL 125. 93 102.91 137.21
TG
R—25 4D 16 ff. 113. 3+ 107. 6=+ 117. 0=+
mg/dL 14 93. 30 15 81.85 69 100. 47
NR—2 5L b EEE 24 " -46.93+ 20 -46. 13+ 54 -47.38=*
WD, % 24. 582 22. 549 25. 837
NR—2F5 1 b EE 24 84 -68. 1=+ 20 -62. 1+ 54 -71.4+
1% DRt 28 b & mg/dL 97.29 90. 85 101. 37
SERIE R =
<ZLeHE>
F—X Ty FAT AREE (2022454 A 25 A) £ TS, AEFSN 1L EREER LUZEBEIE, KRBT
116 59 92 1] (79.3%) . HrBiF 5-HE T 46 5l 32 5] (69.6%) . Mk 5-#E T 70 519 60 5] (85.7%)
Toh-o7= (SAF),
FARERSR GEEER 10%LE) 1T, AFEECIE, EmgAZ% 23 61 (19.8%). 9 19 1] (16.4%) .
ATV PRRIRE 16 B (13.8%), vt U V2, WA 13641 (11.2%), Bl 34
A 12 65 (10.3%) Tholz, EERAHEFSNRE LIZBF L, AARET 24 1 (20.7%) THY .
FREERAGEFS QAILLEITRB) (X, OE, RELEPLIE, RENRPEE, mEEIRER, FE
K26 (1.7%) Thoto, EERAEFEFGIL, WIN LIRS EMA AL L OBENH 5 &HH L
FAERG TR -T2, AEFRIZLVIBREOR SR ILICE - -BEIL. AFIBET3H (2.6%)
ThHO ., RN 261 (1.7%). 3R 16 (0.9%) IZRBO LI, ZNbLOFEFZIL. WIThbis
BRAA Y R RS AK] & OB & B &I L7 B HEEFG Tl o7z, SETHIE, AFIFET 2 61 (1. 7%)
THY, LFREZE, DMEIEAE 16 (0.9%) ICBRO BN, ZNHOFEERERIT, W bIGEERHEY
EAAHK & OBSER & 5 Lol Lo E R G Tl oz,

(5) B% - FEBIHR
DR L
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(6) BRHIEHA
1) ERAKERE (—RERRERAE. FECARERAE. ERARELEERE) . RERTERT -4
—RHE. BEERTRERABROAE

O— M fE ARiERAE
MR L (T E)

2) RBEMHE LTREFEONEREEE L 1B - RROBE
AR L

(7) Zott
LR L
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VI. FEEEICET HHE
1. XBZFNICEEH SELEMRITELEHE
A% L7

2. EEBEEH

(1) YERERML - fER%E Y

AFNL, ANGPTL3 IZHEEAICHE S L CHET 2 BB Ttz e hE/ 7 e —F bk Th 5,
ANGPTL3 (X FEITHFIBIZ BT 27 v VAR F Uk Z RV ET7 7 IV —D 1 DThHY | LPL
LONEL #MET D Z LIk RERFOFESICEE 2 &E L2 -9, b hExgd LB
FRFFEIZF\ N T ANGPTLS [ CHERETE LTI R D & D 1E, 2 6 OB RN Ipunag & bl L C LDL-
C. HDL-C LN TG OfEMEL | HEWREED U 27 BMEM -T2, AANZ L 2 ANGPTL3 ORI
LDL-C, HDL-C TR TGC DIEDAR FIZ2723 0 . 20 Z & ITMERETE LA ANGPTL3 Db R TH LI
HIRERBIUZ L T D, AFIX, LDL D B TR TH S VDL O 7t v 7 kO
V77 A% T2 EI2LY, LDLR OFME LR LDL-C [EXZ KT 5, KANZLD
ANGPTL3 DL, LPLIEMEZ B S H 2 LI2 k0 T6 4., £/, ELIEMHARESEL 2 &
IZ&L 0 HDL-ClEE ZNERTFSE 5,

IEFIRITDERKESE (1 A—DH)

[ Teroes e )

]
A%
o ) s %
VLDLLAF VR VLDL
‘ﬁgﬁw
S VLDLL AF Y DR ERBE. LDLZEAEN SR E
“ © ZZ5NTVBIUFSVR
L ]
LDLZSEE® |-,

.
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(2) EMERMTTHHBRBAE
1) ANGPTL3 & #E&ETME (/n vitro) ™
His6, Hisl0 XiZmmH % 72 H T 5t b, $, T7v MR~ T AHEKD ANGPTL3 % > /37 'E | W
\ZmFe ¥ 72875t B RO FHEKD ANGPTLS ¥ L7 EaHWT, = ~7 L ofiats
P L7z, YU~ 7 & A& ANGPTLS & /37 B & O HrfREfE e 450 0. 26~1. 28nM TH - 7=,
IEF IR TEREMGPTILI ANV BEDEEM (/in vitro)

ANGPTL3 % /828 SRR ES (D) ANGPTL3 % /37 SRR ES ()
hANGPTL3 (S17-K170)-His6 1.28 X 10° mANGPTL3 (S17-D240) -Hi s6 4.35 X 10710
hANGPTL3 (S17-P220) -His6 4.42 X 10710 mANGPTL3 (S17-T455) -His6 3.44 X 10790
hANGPTL3 (S17-E460)-His10 9.15 X 107 hANGPTL3 (S17-K170)-mFc 4.86 X 1071
MFANGPTL3 (S17-K170) —mmH 2.61 X 1071 rbANGPTL3 (S17-Q170) —mFc 3.65 X 1071
rANGPTL3 (S17-D240) —mmH 3.85 X 107

hANGPTL3 : & b ANGPTL3, MFANGPTL3 : Y-/ (7 =27 A /L) ANGPTL3, rANGPTL3 : & +» b ANGPTL3, mANGPTL3 : = ©7 & ANGPTL3, rbANGPTL3 :
7% ANGPTL3, His6 : ~FH b AF T Hisl0: THEAF T2 mll : mye-myec—~FH b AF P mfc: T AFey RAA

K5« J5ik c His6, His10, mmH O mFc # 7 &AHF TER L7zt b, Y, O9X, v b RO~ AHFKO ANGPTLS & > 37 T
KT HTEF 7~ T OREEMEEZMNE Lz, 25°C. pH7.4 DT T, 0.39~2nM DIEED T EF /<7 2 EAL, Z0D%, 7
— XL Uz, &FEANGPTL3 & X7 BT D B F 7 <~ 7 Of &4, Riki 77 X g (SPR) -Biacore™ 7 v A Z T
FHE L7, BB EANT A=, AT UAR—RY I T =g A T 1 EAEETATIRE L,

2) ANGPTL3 tEA1E®D LPL ;EMEPREFIZT 248 (/in vitro) '

b, V. UBX Ty FEO~ T AHEED ANGPTLS & > /37 B % iV T, ANGPTL3 23445 LPL
IEHEEICR T2 =7 <~ 7 OER 27l L7, &FE ANGPTL3 & > /37 B IX LPL G #FHE L, =
v 7 ~ 7% ANGPTLS /- PE> LPL IGVERL S 2 W L 7=, LPL {EMEFREICH 2= 7~ 7D 1Cs
1% 5. 4~105. 5nM Th -7,

ZFEMGPTL3 # /Y EIZk B LPLEERERVIEF Y TDER (in vitro)

. ANGPTL3 0 ANGPTL3 % » /<7 B D TEFI~TD
AREPILE 27 ALY BCsy (nl) W () 1C ()
hANGPTL3 (S17-K170)-His6 484. 8 200 5.4
hANGPTL3 (S17-E460)-His10 34.2 80 6.4
MfANGPTL3 (S17-K170) —mmH 208. 1 784 20.7
rANGPTL3 (S17-D240) —mmH 344. 0 304 9.8
mANGPTL3 (S17-T455)-His6 32.3 500 105. 5
hANGPTL3 (S17-K170)-mFc 77.6 200 67.6
rbANGPTL3 (S17-Q170) —mFc 17.9 200 19.3

ECs : LPL {& M % fe RIEME L~ D 50% & T & E 5 72 DI B 72 ANGPTLS Z 737 B DIRFE, 1Cs @ —TEIREED ANGPTLS & /37 8
DIFLE T C LPL JEME % f KIEM: L L D 50%IC 8118 S 1 5 7= DI LB 72 B iR o 2 B

hANGPTL3: & R ANGPTL3, MFANGPTL3 : # /L (51 =% A /L) ANGPTL3, rANGPTL3: 5 » k ANGPTL3., mANGPTL3 : = 7 & ANGPTL3, rbANGPTLS :
79 ANGPTL3, His6 : ~FH b RAF T Hisl0: T AL ZAF P mHl : mye-myc—~F Pt AF T mFe: vV AFey RAA
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I EF+4 < T ANGPTL3 44 LPL jEMBEICx S 4R (/in vitro)

hANGPTL3(517-K170)-His6

@ hANGPTL3(517-K170)-His6
OIEFrI%T
X hlgG4T+O—IUiiH

[e]

hANGPTL3(517-E460)-His10

@® hANGPTL3(S17-E460)-His10
OIEFov7
X hlgG4 I +O— Uit

5000 50001
2 o] [
s Q
4000+ R 4000+
F
R U
u
30004 3000
2000 +———rm——rrrr——rrr 2000 T ™
-1 -10 - -8 7 -6 -1 -10 -9 -8 7 -6 -5
HUEZIFANGPTLS Log,, (M) HFXIFANGPTL3 Log,,(M)
MFANGPTL3(517-K170)-mmH rANGPTL3(517-D240)-mmH
® MIANGPTL3(517-K170)-mmH @ (ANGPTL3(517-D240)-mmH
oTL+I%7 OTEFIv7
£000- X hlgG4d>hO—ILFF 5000- X hlgG4a>~O— Uit
o . [ ]
[]
4000+ 40004
R R
F F
u u
3000 30004
2000 T ‘. T 2000 T T ™
-1 -10 -9 -8 -7 -6 -5 -1 -10 9 -8 -7 -6 -5
A IFANGPTL3 Log,, (M) HiiFIFANGPTL3 Log, (M)
mMANGPTL3(517-T455)-His6
® MANGPTL3(S17-T455)-Hisé
QIr+I~v
hlgG43>bO—Ib
5000- X hlgG4 J>bO—) bt
§ L ]
4000+
R
F
U
3000+
¢
2000 T
- -10 -9 -8 7 -6 -5
MAFEZISANGPTL3 Log,,(M)
hANGPTL3(517-K170)-mFc rbANGPTL3(517-Q170)-mFc
@ hANGPTL3(517-K170)-mFc @ (bANGPTL3(517-Q170)-mFc
oIErIvT OIEFIvF
50004 50004
40004 4000
3
R 3000+ R 3000
F F
U 20001 U 2000+
1000+ 1000
0 v T T T T T

PAERIGANGPTL3 Log, , (V)

REU : AH% O B
S+ FE (R

42 11 10 9 B8 7 6 5 -4

13 12 11 10 9 -8 7 -6 -5 -4

AN IFANGPTLS Log, , (M

*pGe « J7iE C ANGPTL3 2 /X7 I K D LPL IO EAFMT 257 4 Tk, B b, P, T MR~ 7 AHHD ANGPTL3 #
VNI E (mfe # 7 %AT 5D ANGPTLS &7 /37 B aBR<) OBBEMARIKIZ, —ERED Y > LPL (20nM) & LPL Offiiisi THH b b
Apo CIT (0.23uM) ZRALELOERIMLZ, nfc ¥ 72835 N RO XHED ANGPTLS & > /37 BOHAIT, BEFEAIRIE
I ERED Y LPL (24U/nl) ZEMLI,
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PURIZ X %5 ANGPTL3 A PED LPL {GME L E I T 2 1ER 25T 57 v &4 Tix, =+ 27 ~7 Xt highd 2> ks a—/LHURDELRE
FPRHRIS . — EWRIE OFHE ANGPTL3 & > XV E (mFe &% 7' %3 % ANGPTL3 & > /37 E %Br<) (80~784nM) Z ¥R L7, mFc ¥ 7%
F% ANGPTL3 Z v /R 7 B DOBEIE. T BT 7~ 7 OB MR IRIGIZ LPL 2RI L, & S I —E R D4Ff ANGPTL3 & > 77 2 (200nM)
RN 7,

WEn G, U oR—BERIFES T » A (CONFLUOLIP™ Continuous Fluorometric Lipase Test) & FVWNTEEM L 7=, &#61X. FlexStation
3 Microplate Reader &V T, 342/400nm (Ehi/FY6) CTHIE L7z, +XTHOTF—H L, GraphPad Prism ¥ 7 b7 =7 & HWVTC,
V7 A RERRABRIGHBENS 4 8T A—=2 P AT 1 v 7 X T Lz,

3) ANGPTL3 #4145 EL EHEREIZ T B4R (/n vitro)

E kY, Ty RO~ AH KD ANGPTL3 & FHV T, ANGPTL3 234 % EL & MR EIC KT 5 =
v 7~ 7 OVER Z 3 U7~ &5 ANGPTL3 # /37 BT EL {EMEATHE L, = v F 27 = 7% ANGPTL3
A PED BL fEMERREE 2 B8 U 7=, EL IR E R 2 = B 7 <~ 7 D ICs 1% 30. 15~95. 76nM TH -
7=,

&8 ANGPTL3 % L /Y B & B ELERBEERVCIEF ST IDER (in vitro)

ANGPTL3 # /X2 H ANGPTL3 @ ECso (nM) TSI =T D 1C (nM)
hANGPTL3 (S17-E460)-His10 62.99 95. 76
MFANGPTL3 (S17-K170) —mmH 135.2 30. 15
rANGPTL3 (S17-D240) ~mmH 66. 37 61.06
mANGPTL3 (S17-T455) -His6 22.06 83. 55

ECso : EL §E M % e KIGEME L UL D 50% (MK T S E 5 72 DIT B ANGPTLS & /3 7 B OEEE . 1Cs : — D ANGPTLS # v /78
DIFLE F T EL &M% R RIEME L UL 0 50% I B8R S 5 72 D 12 B A ik oy g

hANGPTL3 : & k ANGPTL3, MFANGPTLS : ¥/ (1 =% A /L) ANGPTL3, rANGPTL3 : 5 » b ANGPTL3, mANGPTL3 : = 7 Z ANGPTL3, His10 :
FHEAF Y ml : mye-mye—~FH B AF T Hish : ~NF P AF I

T EFY <7 TDANGPTLS N4 EL SEMHBE (T 24ER (/n vitro)

hANGPTL3(517-E460)-His10 MfANGPTL3(517-K170)-mmH
@®hANGPTL3(517-E460)His10 @ MFANGFTL3(S17-K170)-mmH
OTEFI37 [k prier
XhlgG4JhO—ILE XhlgG4dhO—)LHifE
25001 PLE 15004 PLE RERE
2000
1000+ .
r 15004 R .
F F
U 10004 U ]
500+ L
500+
0+ 0+
12 11 10 9 8 7 -6 5 -4 Mmn -0 - -8 7 -6 -5 -4
AERIFANGPTL3 Log, (M) EZIFANGPTL3 Log,, (M)
rANGPTL3(S17-D240)-mmH mMANGPTL3(S17-T455)-His6
@ (ANGPTL3(517-D240)-mmH @ MANGPTL3 (517-T455)-Hish
oTEFIvT oTErIvT
XhlgG4D>hO—/) L X hlgG4DhO— )Ltk
2500+ TR 1500+ TrfE s
2000
. Lp 1000
g 15007 R
F F
U 10004 U
500
500+
0+ 0+
14 1312 11 10 9 -8 7 6 -5 -4 1Mn -0 - -8 7 w6 -5 -4
FERISANGPTL3 Log, (M) ERIFANGPTL3 Log, , (M)

RFU : A58 6 BT

*FGe - i ANGPTLS & VX7 I K % ELIEMILEZFMET 57 v &4 Tidk, & b, $b, T v MR~ T AHROD ANGPTLS & > /%X
7B DEEEAIRIE (200nM) 12, FE#E N EL (200nM) & EnzChek® s AR Y 28— Al i B AN L=, HiRIZ L % ANGPTLS BEAr
D BL EMERRLEC T D ER Z 3927 v A Tk, =27 <=7 Xt hlghd =2 > b v — LHik D BepEZIRIE & . — T EE (200nM)
DOFFE ANGPTLS % U8V B a7 LA v F a~X— ML, B N EL (200nM) ZIRIIL, X OICHIEEZRM L, Wb, VS
—PRAERINET v A 2 OTEIE L7z, H0¢I%. Spectra Max M5 Microplate Reader % JHVNT. 460/515/495nm (Jihie/ 3¢/ 7
FAT7) CHIE LT,
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4) VIDLEULDL DY VTSV RIZRIFTHE (X9X) ®

Apo E = AZHWT, =<7 RIHE» SMEERF O VLDL XN LDL O 7 VT Z o A KIFET
WERTM L7, VLDLOZ VT 7 AZBWC, TEF I ~T 05X, 74 VXA Tar ta—
IZHRT, ZUT T ARENREDL Z LIRS NT-, — . LDL D7 VT 7 A ZB W T, =8
F I =T ORBIRD LN hoT, =S 7~ 7O LDL-C K FIEMAIX. LDL B D EFficd 5 VLDL
DITVTIZUANPNMELIZZLIZLA2HDTHDZ EIVRBINT,

IEFIITDVDL RVULDL DY TS VRIZRIFTHE (¥RTIRX)

VLDL LDL
1(2%) 07 (VI FIvbO—) 1(;/‘8_ O 7AYIA I O—)
* BIEFIvYT BIEFHIvYT
o folaod OBEHRERE \ TIOEHFRERE
w100 *:p<0.05.**:p<0.001 ¥ 100
h . (vs. PAVI4FAVRO—IL) i
_ T (5N
3 80 \ 27TEEBANOVA = 80
> —
L
8 9 o
T T
S S 401
g g
Y Sy
g g 2041
0 r T T ) 0 T T T :
0 30 60 90 120 (%3) 0 30 60 90 120 (%)
iSIE] B

X - ik ApoE " R —= R (24~29 JL/FE) 2, = F U <7 (10mg/kg) XIET A YV Z A7 (1g64?) =2 ko — L (10mg/kg)
ZE1E Gr2@E) FT#HRSEG L, 2505 AICEEEND VDL KOVLDL 24 L, PH]-2 L A7 Y vz —F )L (CE) THE#k
L7=. #IZ, [PH]-CE VLDL XiZ LDL %, RALED ApoE’ L v h~7 % (10 #l/8) 1CiRM&ES- L, fE5$ 250 VLDL & LDL
OWHKHEEZE=F Y 7 LT, miEH o PH]-CE VLDL & OV LDL Z&7r3R1%, #5- 30 % o i PH]-hhire & (W) % 100%
LT, BAEZEH LE, VARZ 7 OMdE, BRICH LT e v b LBEMRICHERMEEEZ Y T TR Lz, T—%
1% Sidak DZELERIZ X 5 2 JTECE ANOVA Z W TR L 72,

5) BIRPBEICRITTEE (YTHX) ®

Ldlr”" =D AR Lipg”™ Ldlr" <D A% HA\WT, LDLR IE(FE F T B 7 <~ 7 DM MEBR T O TG,
TC, LDL-C XN U REIZH T2 EL OFBLF L7z, “8F 7 ~TOREIEIT A VY Z A4 T2k
72—/ UZHRT, Ldlr" = 7 ATIHERF O TG, TC, LDL-C KON VREMEOK TR &z, —
Ji. Lipg”” Ldlr" =7 ATIZ=EF 27 ~7 D TC, LDL-C KOV BTk 2 N8B FIEH IR
SR oTz, ZOFERENS, TEF I T DLDLR MLMN LT, a L AT a—1E ) VIREKT
YERIZ. ANGPTL3 B MED EL [HEZ W5 Z LI K20 THD Z EAVREB Sz,

TG TC LDL-C UVEEE
(mg/dL) (mg/dL) (mg/dL) (mg/dL)
2004 3004 804 5004
skkskok
skoksksk T
T -
150 T T ok o 60 o 400
2004 * B etk
O 1004 2 B 407 &
Hr ﬁéﬁ b & 200-
100 g Fg
- - IZ
50 20 100
0 0- — 0- o4
RN—R54> 7HB N—2R54/4> 7HB N—2R5/4> 7HH N—R54> 7HE
W Ldlr+IgG4ra>hO—)b W Ldr+IEFIRT

O Lipg” Ldlr+gG4ra>bO—)b O Lipg” Ldlr+IEF IR T

*p<0.05, **p<0.01, **p<0.001, ***p<0.0001
5t - vk Ldlr T~ A X% Lipg”” Ldlr"~ 7 % (n=14~18 JL/Bf) 1T, =t F 27 ~7 (10mg/kg) XITT A VY Z A 7 (1g64*) =
v hr—/L (10mg/kg) ZHA[AIE TEE L7z, #5 7 BAICERM L, ADVIA Chemistry XPT MifbZ/drikiE 2 v C, ifig 16, TC
FOVLDL-C ZIELZ, VUVIREIRY VIRE C 2 v A v ¥ —87 veA 2V THIE Lz, T — X I3 EHME SRR A TE L,
Sidak DL LRI X % 2 JLELE ANOVA Z FVCTHEHT L 7=,
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6) ADCC.~CDC ;&M (/n vitro) "

b AR AR O HepG2 AR & Hep3B Ml 2 T, in vitro BV _—2 7 v A Z1T\, AR
PEE N ANGPTL3 OAF(E F XUFIEFAE T T, =BT 7 ~ 7 DMERHIAL D ADCC KON CDC Z BEAN3- 25 Al BE
PEEFHE L7z, =& 27~ 713 8pM 2> 5 500nM DI FEIZ IS T, ADCC K TN CDC DWNF AL & A L 727

277,

(3) {ERISIES - R
BAE R L
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VI. EWEEICEET A

1. MAREOHRS
(1) AELEDTOSEE
LR L

(2) BRRABRCHRIN-IIFEE
1) BEEkE

O HoFH BFIZH (T 5MmPRE (NEAT—F 22T HBREAXMEIEREN) ¥

i HoFH ¥ (18 kLA k) A& Lo RHEHIEMEREMEAT IZ I T A 16mg/ke & 4 B2 1 BIFHIRAY
b L7z & EITHEE SN D REETRIE R O BRI G- OFFIR & 72 S W) RlR 5RO MBI X T A — 21X,
RANBEZETUTO LB Thoiz,

B A HoFH B&(CAH| 15mg/kg = BEIFIKNIIRS L1 & EDENHE/NS A -4 (BEARMEER
#1)

IEMBNRE T A —H wEg s (HE#E) (N=84)
Crin (mg/L) 95.4+31. 1
Crax (mg/L) 453+96. 7
Cave (mg/L) 184+43. 3
AUC;. (mg + day/L) 51651212
SEE AR 2=

Cain @ SRAKM AFHEE, Coox : BRI AFIRIE, Cuve : PIIMAREE, AUC, ¢ Fe5-[HINR Z & oD i v FE - e f] R T i A
(REEMH S B REARAT Ofdi STikiE, TVIL 3. (1) A7k DEBR)

BE HoFH BFICH TP RE GAEAT—2 2S5O BEKREAEDEIEREN)

B HoFH fB3E (12~17 %) % & O REEM SR BIREMEATIC I\ T, AR 15mg/kg % 4 812 1 [BIFFIRAN
Bl U7 & EICHERE SHL D WREE TR K OV B G- DR 1E & 70 2 Wl[al &% G- RO SEMENRE X T A — 2 1%,
HHEEETUTOLEEY ThoT,

E4E HoFH BF(ZAH| 15mg/kg #HEFIRNIRE L-& EDEYEFE/NS A —4 (BEAEYERERE
1)

IEMBNRE T A —H WEEE (HERE) (N=3)
Crin (mg/L) 76.4+21.5
Crax  (mg/L) 4544182
Cave (mg/L) 167 +46. 4
AUCiau (mg + day/L) 466441299
SEME AR 2=

Cain @ SRAKM AFHEE, Coos : BRI AFIRIE, Cuve : PIIMAREE, AUC, : e 5-[HIHR Z & oD i v FE - e f] AR T i A

@/NR HoFH & ICH T2 MbiRE NEAT—2 220 BEARYEBIREREN) ©

/I8 HoFH FB3E (5~115%) % & Lo RHE BB REMATIC BT AAl 15mg/kg % 4 IZ 1 [EIF AR 1
B U7z & EITHEE S DR EARIE [ OV [RI R 5-OFHE & 72 D A)Rl# 5RO SR EYRE R T A —H 1T, /)
BEBEETLUTOLEY THol,

INR HoFH SBEIZAHK| 15mg/kg ZHEFIRNIRS L& EDEMEFRE/NS A—4 (BEFEYEREMR

#1)

BN X T A — X wE S (EEES) (N=20)
Cuin (mg/L) 54.8+19. 8
Crax (mg/L) 270+49. 9
Cave (mg/L) 110£25.9
AUC.w (mg + day/L) 3092 +725
SEME R =

Cuin @ FRAKMLPHPE, oo FEMLPHREE, Cove : FIIMAPRREE, AUC,, » B IR Z & oD ifn v B2 - ] i T oo i
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2) RiE®RE

O A HoFH B&ICH 1T 5MFRE NEAT—F 22 BEEAEDBERER

BN K OVEAE HoFH 83 (12 5% |) 23 o RHEMSEM B REARITIZ 3 T A5 15mg/kg & 4 IHIZ 1
BIFFAIRNEE G L7z & & 4 [BOFRGHIITEFREBICEEL, FHT2 Thotz, B, HESH
LEFEIRREICBIT 2B IE T A —2 1T, RABETUTOLEEY Tholz,

FX A HoFH B&(ZAHK| 15mg/kg & 45812 1 BIREHIRNRES LIz EOEEREICE T2 EMEIFE/N

S A —5 (BEARMEEREN)

IR ERE X T A —H FEHIRIE (N=84)
Cuin (mg/L) 266+120
Crax (mg/L) 718+183
Cave (mg/L) 401139
AUCiay (mg - day/L) 1122243887
i+ A VE(R A2

Cuin © FRAKMLPHEE, Coax : FREMLPHIE, Cove : FIIMAPRREE, AUC,, » B[R 2 & oD ifn v B2 -y ] s T oo i

BHHE HoFH BFICHTAMPBE NEAT—2 2SO BSREAEMEIERT) ©
B HoPH (B (12~171%) % & e REEFZEYENREMENTIC VT, A 15mg/kg & 4 BT 1 [BIFHARN
B Uiz & X THEE SN D EFIREICBIT DY FRE T A —HX L, FEEFTUTOLEY THo
7=
FE HoFH BEFIZKH| 15mg/kg & 4 BIZ 1 BIREFHIRARE LI-LEZDOEEKREIZH T 5EMEIREN

S5 A—45 (BEMEYBERR

IEMBNRE T A —H EFIRE (N=3)
Crin (mg/L) 182+81.5
Crax  (mg/L) 635179
Cave (mg/L) 308+86. 8
AUCy,, (mg -+ day/L) 8611+2431
SEE AR 2=

Cain @ SRAKM AFHEE, Coox : BRI AFIRIE, Cuve : PIIMAREE, AUC, ¢ Fe5-[HINR Z & oD i v FE - e f] R T i A

QMR HoFH & ICH T2 MbiRE NEAT—2 220 BEAXRYEBIREREN) ©

/N8 HoFH FB3E (5~115%) % & Lo RHE BB REMATIC BT AA 15mg/kg % 4 HIZ 1 [EIFARN 1
H L7 EICTHEE SN EEIREBICBIT 2B T 2 —2 1%, /NNREBETUTOLEBY Thotz,
/N HoFH B&EIZAHK| 15mg/kg & 4581 1 BIREHIRNES LIz EOEEKREBIZE (T2 EYEREN

S XA =5 (BEARMEEREN)

FRYENRE X T X —H EHIRIE (N=20)
Cuin (mg/L) 174+74.1
Crax (mg/L) 444+111
Cave (mg/L) 257+86. 4
AUC.ay (mg -+ day/L) 718742419
i AR A2

Cuin @ FRAKMLPHPE, oo FEMLPHREE, Cove : FIIMAPRREE, AUC,, » B IR Z & oD ifn v B2 - ] i T oo i

@HAARUVBAORBERAICH T 205BE NEAT—2 &L, R1500-CL-1642 :RER) »©
LDL-C &fE (100mg/dL LL_I= 160mg/dL Afiii) TV, 7> T6 & (150mg/dL LA_E 500mg/dL Aifi) X
I TG EETIEZR VY, BARAKL O H NOREFERA 18 il 2kt & U=/ e T AR (R1500-CL-1642
HEBR) ICBWTIEWENRE T A — & Z 5l L7z, AHAl 15mg/kg & 4 W12 1 18] (B2 [A]) RS- L
T ZOMFEHRRTE T 7 v T REOHRIX, UTO LB Tholz, HIEIE G D Chax KON AUC
DAL (90%CT) 1%, Z#F4 0.806 (0. 736~0.883) K Tr0.839 (0.758~0.928) Tdh 7=,
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BARARUVBEADBEAANICEH 15mg/kg = 4 B2 1 BIREFHIRNIZS L= & EORMEEE/NS A —
4 (R1500-CL-1642 3{B&)

(mg/L)
1000+ W HAEA(N=9)

+ B A (N=9)
FSEHRAERE

o 100+

B

A

s

E

F 104

7

4

2

;Fé

152 1 _

0.1+

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

T T
14 28 42 56 70 84 98 112 126 140 154 168 182 196 210 224(H)
EASLEE

ARRERTIE, —FAGA OB G EN T2 7ed, KB OFRHANOIEFIFICOZBRE L, —HdZ LT,

(3) HhEiE
LR L

(4) RS - StAXORE
1) REOEE
M E R L

2) HRAEOEE

MU ER L

<HBE W SKHNIET ) 7 a—FNAPURTH D720 CYP BERIC L » TRETEN D Z Lid/e <, CYP
ST R T o AR—Z — L OMEERITRWEEZ BN, 2. ERAEFICESE, A b

T A OPFEZFEI LT CYP ORBLCIEME 22 bS5 2 &b PREN o T2, ABNTFERIE

Moz R L, BBIEME Fe 81K (FcRn) EAMHAEAER T 25, —%AIZ HoFH B3 2% L C, FcRn

ZPRET D 202 OIEMNEYE D DA B A RAF T 3RK) 22 2T 2 LidhneE B bh

7o

2. EMEERP/NS A -4

(1) fE&rAE
(TVIL 3. (1) fRtT k) OHESH)

(2) RILEEES
R L

(3) HEEEER
BB L
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(4) VU752 R
(IVIL 3. (2) /"T A —ZZBERN ] DESM)

(56) HHEHE
(TVIL 3. (2) /~T A—=HZEBERN | DEZM)

(6) ZOHt
LR L

3. B&EH (REaL—Y3y) @&

(1) BWAE

1) BRABEICH T2 BEFEYENEMENT

o5 1 FHFER (R1500-HV-1214 3B& ., R1500-CL-1321 #BR, R1500-CL-1642 RER) (2S00 L 7= fEEER A 183
B, WOUZH MAHFER (R1500-CL-1331 #kBR) M OV IIAHAER (R1500-CL-1629 Bk, R1500-CL-1719
HER) TABNEEEG STz 12 BLL o HoFH 3 95 Bl B b -# b T — & Z2 iV CREE ISR Y)
BREET VAL LIz, BARET LV E LT, IO IR OFERIENE DO ISR AT 5 |
FRx7p 2= 3— b X2 NEWBREE T VA RN UTo, REESEDENREAZATIZ, NONMEM®Z T
FOCE-T 72 X 1% IMPMAP 12 T & L7,

2) NREFICETZBEFAEYMBIEREN Y

BEAF DN K O O RHEM Y e T L & AV ¢, FBIAHRBR (R1500-CL-17100 RER) TAAKI%
hH En7- 5 Pl b 11 UL @ HoFH g 20 FillZ 31T 2 3pEhielc W\ T, SRR A% Pl
BRI 21TV, BEFOET LV CT/RNET — % Z@UNC TRITE 202 HE Lz, /IR HoFH 38 % x5
& U7 RHERISE B AT 12 . NONMEM® % FHWVC . FERIBIR A2V EET U o 7 Calfli L 7=,

3) N=F ¥ )JLUNERUBRABEIZH 1+ S5 PK/PD fiEth CEYEIRES SaL—3Y) %
FIRORER O RAZE BB LTZ8 DDET MK S HEYBHREL I = L —1 3 &2 550 L2 fERITLL
ToOLBY Thole, THIENI-ZE T I~ TIgEEPRMERONLDL-CZbHE T I 2 b—ra UHRE
I, EOIMFRENE & FEH - RERCHOR K L7, 5 RO RBEITAH 15mg/kg & 4 HIZ 1
B P 5 U 7B OB RN 5 kLl EOBE ORE EZ B 2 5 fietE3k< . 5 RO BHICHE L
B IZWRER B OBLE O H T2 R ZEMEORENTEO LD AREMEIH RV B 2 bz,
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R=ZFA UMD IDL-CELFEL I 2 L—2 a3 VhRE (FERRUMNFEERRR)

61 ALl 25K 2% E bR Sl E12@EFwE 12RL L 18R 18mLL Lt
%) (N=1,000) (N=1,000) (N=1,000) (N=1,000) (N=1,000)

HEHROTZLAUN=—,
¢
S

-100

T T T T T T T
0 8 162432400 8 162432400 8 162432400 8 16 24 32400 8 16 24 32 40(H)

ER SRE™
TEPK  r=mm PK1 =—PK2 —PK3 PK4 PK5 PK6  -=-PK7 —PK8

M5 N—=F v L/ NR RO A 5,000 ] [N=1,000 I 2l — g ifEfif L7z 5 S>OERER (6 » AULE 2
AR, 2 DL B b AR, bkl b 12 sEARIE. 12 bl B 18 iR, 18 7k LL 1) ]

Fik s 7 <= T OMENREIZ OV TR HoFH B3 (5 ki) ICAMFT 2T N_—R BN 21T 572, ET VI
HAK VI ab—varaFEL, FAA—F v VEENAH 15mg/ke FHARNERS-% 4 812 1 18], #e 10 [321F
7oL RE LT, 818 Y OFGE PK TSN\ TSRO IR G4 RISk 9 5 LDL-C Z b I 2 b—3 g VR
8% 5 L 7=,

PK & T /VITEE L EEE T D720, LT O 8 SOAEFIHDFHlIC IS\ Cllfs SH 7z,
Conventional fixed allometric exponents %R L 7= (Anderson and Holford, 2008),

PK1 0 veight.cL & O veight, 0 1 0. 750 0 weignt vg & O weignt, yplT 1 & L7,

- @%%“wo)/\"? A= AL TR E E L Tneuy,

b FEBRERENZ IS8T D mAbs @ allometric scaling D 7= OITERE L7=RID

fixed allometrlc exponents Z{E L7- (Deng et al., 2011),

P 0 veignt, oL & O weight 0 1 0. 85, 0 weight vg& 0 weignt, ypld 1 & L7,

ZOETNO/NRT A= TIEREAEZEE L T,

INREBEEICBITA1RERZ %7 (nAbs & 1) OREGEREDZDIZIRE LZ, st water fraction
- OARBERIFMELZAICEES S B fixed allometric exponents ZRTE L7’L Malik, 2021),

6 weight, CL k 6 weight, Q Li 0. 75\ 0 weight,VCk 6 weight,Vpbj: 0.8 k L/f:o

ZDET VDT A —ZLTIIREAEEE L T,

PK1 EF /LIZHERL L TWA S CL & U CAEERFEAY 72 allometric exponents Z{# ] L 72 (Mahmood, 2020),
PK4 %3 ALE 2 BRI OBETIT 1.0, 25 L5 BARMOBRETIZO0.9, 5 BULOBRFETIO0.75 &
L7,

TUEF 7 <=7 PKET/LD allometric exponent #EEEIZILSNT N5,
ZOETINONRT A= TIERAEEE LT,

PKIET A THEA LD EERED allometric scaling % EJifi L7-75. Robbie & 25E% L7~ maturation
PK6 function ZEATHZ LICX V. CL BERFHNCENT H 2 & 2 E Lz, 30 % E TIZ CL 23 99% i 4
5 ETFHIL, BEAGD half-life & 62.3 % H & L7= (Robbie et al., 2012),

PK7 PK6 & [EEECdh o 7223, 5k E TIT CL EVEN 99% 2T 5 & Lfﬁk%’% half-life Z7% /€ L7=,

PK8 PK6 & REECH 57228, 2 B E TIT CL ERBEN 99% 12T 5 & LTk hal f-life Z5%E L7z,

0 veight,ce O weightver O weight,an O weighevp 1 TAVEAL CL, Voo Qo Vel 2AKEDLED allometric scaling FEEDHE
ENE

CL:#IEZ VT T A Ve Hilha /3= R AV NOGAERE. Q: /7 VT T A Vo K=z 78— kX b4y
T FH

PK5

(2) NS A— 9%@%!””
% AN M OVEAE HoFH FBEF 1235 1) 2 RESER S BN REMRAT OFE S, REE DY 74. 1kg @ HoFH B IZBIT 57
U7 Z 2 A% 95. OmL/day & HEE ST, #EE S D EFIREDOSABRMIIN 4. 7L TH Y . AFNTE
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(& RIZOAT D 2 ENRENT, IREIFRIEZ VT 7 0 A L HERBICT e R, X—2F
A 2@ ANGPTL3 K OME B DIRAEIL Voo IZKTT HIEETH L Z ERP LN/ o720, 2 DI
BOZBIIPLNTEY, WFhbT S/~ 7 OBRBEICHIRNEROH DL KT 2 L3k
WeFBENT, AT, Fis, AZF L ILL 7 7 = L 2O bR I L CTEEIIRITS
oz,

4. IR
(1) RAAFRASEYF 4 GHEAT—2) D
LR L

<HBE>

TR B I CAFN 2 TG LT XA FT AT T 41X 11 % EHEESNT,

5. 9

(1) IMi&— KA@M

HEER R L

<HBEZD >

— BT TR FIZIAYE T F &Y 400~600Da A TRTF UL, IM~DEEIZRE SN D Z &

Iz
N, S TER 150kDa TH D B F7 <7 1%, MEMBEIRT 2 @i 5 aRetE il E & 2 Sz,

(2) mhik—kEREM BB

A E R L

<BE O > Mg — REREMEENE (79 F)

IR - BRAFREAERBRIC I T SRR N 7 538 (20 B1/8F) (2, =2~ 7 (1, 5, 10, 30mg/ke) %,
A BRI TH DR 7~19 HHIZ 3 A Z &I T&RE G5 R L, TK 23l L7z, £ DR,
10 Je O 30mg/kg FEGREOIRIFOME T =€) 7 < 7 IRENREW) O iEH R E IC R LTk
Zenn, BEWDDRRFA~BATT S RIS R SV, 2B, VY RIT Ing/kg B EG LI & D
MR EIL. B D THEE SN DMRER D 2. 0X10° Ay L7z,

a : HoPHl A IZ= &) 7 ~ 7 15mg/kg & 4 I 1L IEl (16 ) FRAIEL: L7z & & OHE RS fit

(3) FA~DBITHE

ZMER R L

<z 31-33) >

AF O FAITTA~OBATHE, REILRERA~DZE R O DWW~ DFBZ OV TII AR TH 5705,
b b IgG T FICHrE SN D Z MBI TN D % Lo T, RFIDSHITFITBATT 5 AlhE
PEIZdH DD, ART —Z BT, I oHuERIFE AN & OFLIE OFE BRI I FFER 7 & TIIAT
L2RNWZ PRI SN TV D,

(4) BER~NDFITH

PNy A

<HEW >

AHFNEFREDT 7 7 o —F VFURICBE T 2 kT — X IS X, IMEHiRT o= v 7 <~ 7B E K
VW (MAEFEEE D 1000 430 1K) & FRENT,

(5) ZOMLOBBADBTHE
LR L

(6) MEFBAEAE
DR L
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6. 3

(1) RBERI R AR BEHRE *

KRNOERK S THDHIZEF 7~ (BlaFHiaz) 1340 ETh b, FrEoERERITE
fE LTV, KFNTTF v A =— AN A2 Z —Ii5 a2 VW CibE L7z B MEHT ANGPTLS &/ 7 1
—FAPURTH Y, B FE/ 7 u—TF)b 1g64 PUik L LT, WNRME Tg6 &[RRI, BALRKEZ LT
INETe T F REOT R VBRI nbD EEZbND, £z, KFNTE/ 7 a—F bk THb7=
., FhZa A P450 (CYP) 1T X R E =T 20,

(2) RBIZEASTIBE CIP%) OHFHE. F5%
DR L

(3) MEBEHROERRVZOHAE
DR L

(4) REMOFEOERRUEIRLL, FHELE
DR L

7. *;Filﬂ' 36)

AFNIHARIE e OFERIEARRIE ORI L 0 PS5, AFIOPET, miRE T, FITHIEOIEEF
P& R AR 2 LT T DAL, IR CIEIERRIE o ot ANGPTLS A=/ 2 /- L CiThiL HHE
MREZATH D, HRNHINIAF O MG HIREITEKT L, —E TRV,

AN OV AR HoFH f8 3 (12 mebA |) 2 & e REE 3B REARITIZ 35U T HoFH B IZAH 15mg/kg
Z A 1 [EISEFIRNEE S LTz & & EFIRIE CORIKIE G40 B AR OB EE D TR (78ng/mL)
KWIAK T 92 £ TOFEHHMIL, 21 BHE L HEE ST,

(RHEF BN RERRAT OMEAT 51X, TVIL 3. (1) M7 5L OHESB)

8. FSURAKR—E—IZETH1ER
AKENTE ) 7 a—F VPR TH D720, YT o AR—2— L OMAEERIZTFREIN 2o T2,

0. BHEIC&IREE
LR L

10. BEDEREZHEITHESE

(1) BHEEES

HoFH B&FICH T2 M iEE (REKRS. FEAT—2 %5, R1500-CL-1629 5£5&. R1500-CL-1719 &
Eﬁ) 37

EHRERR E N = v 7 ~ 7 O ENREIC KIF T B A T 5 72 O DR ARFER X505 L TV 720,
i A M OVE4E HoFH JRE (12 mkbA ) Zfge & U7z [EER LRSS MARRER (R1500-CL-1629 785k, R1500-
CL-1719 #RBR) Tid, BEOBZFMAEREE (90 >GFR=60mL/min) X I F %8 O B mEREE (60 >
GFR=30mL/min) Z AT 2 BENE FNTWI7o D, BHEREEEN O MEHR= v 7~ 7REIZ O
THET L7z, HoFH A ITAH 15mg/kg % 4 I 1 BIKEFIRNEES- L & &0, 24 B O EF RIS
BT HIMIET T 7REIZLTD LB Thotz, £7-. FHEMEEMENEEMTIC ISV TEHEMIC
HEE LT EHIRAE TD Craxs Coroun MOV AUCL 1, BIREBERE AR & B REN ER 2B TR CTH

ST,
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BAEREE D &5 HoFH BEITAH 15mg/kg & 4 B 1 BIREFMIRANIRS LI-& EDEERECE T
SZMFFHMIEF V< TEE (R1500-CL-1629 FXER. R1500-CL-1719 FXBR)

1B UER i R M B R A R e

IEENRE X T X —H (GFR=90mL/min) (90 >GFR=60mL/min) (60 >GFR=30mL/min)
(N=45) (N=13) (N=2)
MiHPeoeF 7 <~ 7HE (ng/L) 242+105 254+151 210+48. 8

P fiE = RE R

Cmax : %%Iﬁlqu)i%g\ Ctrough : Lﬁlﬂﬁqﬂ }\ :j 7‘7)}%&1‘:‘ AUCtau : }‘Qﬁ‘ﬁﬂﬁ% :\& @mq:?}%g_ﬂ?%ﬁﬁﬁ@%ﬁTﬁ*E

(2) MR

INR HoFH & ICH ITA2MFEE (REKRS. HMEAT—2 250, BEAEMEREREN) ¥

/I3 HoFH f83 (5~117%) ORHEMIEMBIREMATIC IV T, KAl 15mg/kg & 4 W1 1 [BIFRIRN 5
L7z & EOEFIREBICBIT 2D T A= ILUTDLEB0 THhotz,
INR HoFH BBE 12 AHK| 15mg/kg & 481 1 BIREFIRANRE LIz L EOEEREICH T HEYMENREN
S A—4 (BEMEYENREAENT)

KW BRE ST A — 4

Cuin (mg/L)

Cuax (mg/L)

Covg (mg/L)

AUCrny (mg + day/L)

EHIREE (N=20)

17474, 1

444+111

257186. 4

718742419

P fiE = RE R

Cmin : %1&@1:'3:@%&\ Cmax :
(RHEMZR BN REARAT O FRAT 7151, TVIL 3.

11. Z0ft
DR L

LT, Covg o THIMAPRREE, AUCL, - e E-FIIE 2 & oD i v -] R T i

- 42 -
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VI. £ (FALOEES) B4 5IEE
1. BERNBEFDER
BEIN TN

2. EEABRLTDER

2. B5 ROBFIZIRELRNWI &)

AHFN DB xF IBBUE O REFIED & 5 B

(fEsL)

TSI Ju—FAHURTH D7D, BN (EERIEREZETe) NRBLT 5 e
WRHD, = FI7~<TW0E, TF74T9F% KR, v Ta—ar V77 gy (FEAGTNE
) PERE) & ST BUEROS RS ST\ D, HEEE AR B SUS OECIE R A B T2 A 1.
TSI TR AR L CEEREEZITV, Bl & JERAERT 5 CRIBZBIERT 5,

TSI T ORERET % — K (CCDS) IZHSx, BEDLEENEZER L TR EREL
7=,

3. MEREIHRICEEET HEE L ETNEA
(V. 2. ZhRESUIBRICBIE T H1EF) 22T 5 2 &,

4. RERUVRAEICEEY 2XB L EDER
V. 4. HEAUCHEICEET 2ER] 220152 &,

5. EELGERNIRE L TDER

8. HEREAMER

Be b g AR B A E IR L. ARENSK T 2 SOSAGE bR WAL 52 P Ik 5
Ze&,

(fign)

PR AR BR TII AR 512 L 0 +43 e A EDER D S ARVER b — EHGED S TN D - D AR

B X0 AEDGED SN2 NGEEIE, BARL G AT N E TR L AROFKE I

M AREE 2 EHENIHRA L, AT 2RISR b N2 WGEIZ3&k G2 IET 5 Ko TR
Wake 9 D MM D D,
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6. RENDERZEITHBREICHT HIE
(1) BBHE - BEREZEDOHIESE
BRE I TR

(2) BHaEERE
RESIN TN

(3) FrRefE=EE
BRE STV

(4) HhEREZEHT 5%

9.4 AFEREEATHE

TR 2 ATREME D & 2 PRI IT, ARFIE G L O 5% 072 < &b 5 » ARIE, @b 72 meat ik
EHWDL L O IHEET 52 L, [9.5, 15.2 B[]

(fiFa)

t b IeG HUARIIIREREM 2 @il T 2 Z EAMBNTWNDETE®, =87 <7 IRMEN LR EFR O
RICBATT D AREM DN B D, =T 7 <~ 7 2 W B R RER CITEED 5 this S =2, A0OHE
FOWE « BRIRERIETERO ST, BEEERMAILIENHE SN, 7 ~ 7 2 idmic&kS L=
Gy BIRICHEEL 22 AEMERH 720, HIROFIEDIBEN Y X7 % RIS 720 RY | kP o
ﬁ%@ﬁﬂ&ﬁ&fﬁﬁ%ﬁofwﬁwﬁ%TE&ﬁ%A®&ﬁi%Héhﬁw

HoFH BEFIC =B F 7 <=7 15 mg/kg & 4 WIZ 1 PIKEERAIRNE G- L7256, PopPK fi#ATHE R CTIEE
WHE ORI G- LT iHf&vf@éﬁ%EﬁE%T@@%TEé%EKﬁTﬁéi?%1%@
s EHEESND,

(5) wE4m

9.5 14

T AR LTV 2 AIBEME D & B Ao MEIC i, 1B oA RN GRRMEE BBl D Ll S 556
WCDOHRBEETHZ L, v EHWARRARERBRICBWTURIEOFERRBDO LN TEY ., #
B O M IEEEE DR ICER L7-EE8 L Z 2 5T\, 2., FEF O 73 TIIARF DK
FRERICRE L TS MENE < . YATR O h~OAEHIEWEEBE 2 b5, b b 16 IThE%E
BETAHZEDAMLNTWS, [9.4, 15.2 =]

(figai)

TSI TR LT — 2 TR ST WA, B RRR CIL., HEFO XMy

TR EHRE7THAAENS 19 BEET) | it%777%35_1E%my@iT@mET&T&
H U7z, RHASEM (REEAIREL., BRI LY/ UL RE) T2 ToMAE T, RIEFTR (#HERE
BOVERZAE) RIS E (1 mg/kg) USDOLETOHETH @%nto¢%%®ﬂﬁﬂﬁ¢ ZHIE
SN EHRERET, b MyeHERHETH D 15 mg/keg MW THIE SN/=EE Falo72, 75
XORETa 77 ATt hEREERD FREIRT) 728, 2O ROERIERIZAN
TH D,

IEfﬁvf%ﬂ%6EHﬂ%l Hif7/F“E£m% 3 HIZ 1A, 100 mg/kg FTOHE
TR &G LSS, IF- %ﬁ%ﬁ:fﬂ RO NIRRT, T b ORI PICHlE Sh iz
L) e B R EE m\t% & HBM&ng THIE &SN E% Flal->7-,
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(6) =3l

9.6 BRI

16 EOFIMER ORI BOFRMEZEBE L, AOME UIFIEEZ BT 52 &, AFloe b
HHHFA~OBITIIAATH D, & b IgGITHNFITBATT D Z DML TWD,

(fiFzs)

TEF w7 R MLHFHFICBITT 256, WIRELEICIT 2 JRmgEE K OFLIRIC I T D IE1ER)
IRBRERRE ORBN EAR LD THHLINIAATH D,

(7) MR

9.7 /INRE%

BrAIR, FLIE, b R S LR 15kg A DS IR 255 & U 72 ERIREBRIT S M L Ty, [16.6. 2
Z ]

(fifea5t)

5 A TR E 15 kg RiMOLIATT EF 7 ~ 7 OEEERBRICH AN TO 2R,

(8) &
BRE STV

7. HEEH
(1) BtRZZ L ZDER
REIN TN

(2) BtAEE L ZTDER
RESIN TN

8. ElEH

11. BIVEH

WORWERNRSH oD Z e BHDHDOT, BEEH0ICITV, BESRO ONHGAICIR S % F
1T 57 EEUIRAELITO Z &,

(1) EXGEMER & EIERK

11.1 ERZEBIEA

11.1.1 Infusion reaction (4.8%)

TF T4 TH— FEAEMNLE D EEKAETe infusion reaction NHHONDZ ERNHHDT, B
HARO LN HEITE, EAREORE, FEOHRUIPIL L, BERLELZITS Z &,
(a5t

CL-1629 kB M Y CL-17100 FBRIZFBW T, infusion reaction |, m v F 27 <7 IV 5EEE 84 H

T4 ] (4.8%) THE STz, 2 FILLE#RE Sz TEAE IX, EAENLZE SR TH 7= (84 Bl 2
Bl (2.4%))
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(2) ZDithDEI1ER

11.2 ZD/oOBIEA

1~10% K BRE AR
RYSRER X O A4 BUE RS EEEDS
PR TR TREIPED E
RER 2, Mgl K OVERR P SR
Bk B, . R
B TS O A Lk I CEiS
— - AHFEER X O G ORE Sf T NT R
(fiFaH)

CL-1629 #BR KON CL-17100 RBERIZEBWNT, mEF 7 ~7 IV &5 ERE 84 #lth 9 (10.7%) I
TRBRFRBIEME TEAE 23388 Hiviz, 2 BILL B3 vz TRAE 1d, HEAEBALE 5 FEE L OV EIHEAEZE (84
il 2 4 (2.4%)) Thoi-,
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BIEARBHE—RF

BRI FRIE MR (R1500-CL-1629 RER) [CEFHREHM] OBRELBENRHLIBEETER

DFRBKR
b~ b I~T
15mg/kg (N=44) 15mg/kg (N=44)
B BIR MR FEARGE FEHERIEL (%) B BIR MR FEARGE FEEGIER (%)
TR L ORI S DA EES 5 (11.4%) B R & O ARk e 1 (2.3%)
—% - REEEL L OGN 3 (6.8%) IR 1 (2.3%)
DARRE
NN Z 9 PRI 2 (4.5%) R g, MERES X OMERR R 2 (4.5%)
FEEN 1 (2.3%) S i 1 (2.3%)
JEYE RS K OVFF A UE 2 (4.5%) &IE DRIE 1 (2.3%)
-nHEE 2 2 (4.5%) A5 B 1 (2.3%)
ENZES 1 (2.3%) JiES] 1 (2.3%)

MedDRA (Version 22.0)

ERR#{RFEIMAFE (R1500-CL-1629 HER) (FEERKSHIM] ORRELEENHIFEERD

BERKR
b I~T b I~T
15mg/kg (N=44) 15mg/kg (N=44)
RERIRDIE HAGE HEEFIE (%) RERIRDIE HAGE FBUEFIE (%)
TR L OBTEN H B H EES 3 (6.8%) B, PR X UOWE A DHE 1 (2.3%)
—fi% « R EEDL OG0 1 (2.3%) AT D KR 1 (2.3%)
DR
i 1 (2.3%) Rtp L OseERE 1 (2.3%)
G RREE 1 (2.3%) 2 BUBE PRI 1 (2.3%)
YR EE 1 (2.3%) B R & O ARk e 1 (2.3%)
A 1 (2.3%)

MedDRA (Version 22.0)

#5158 Ib/MAE/NREER (R1500-CL-17100 SER)
EENHLIFEERDREBRRR

[/S—FB &/X—F COHEER] DAEBREL

eSS I~T
15mg/kg (N=20)

eSS I~T
15mg/kg (N=20)

MedDRA (Version 24.0)

RERIKRDIE HAGE FHHERIE (%) RERIRDIE HAGE FEEHIEMIE (%)
TR L ORI S D HEES 3(15.0%) —i% « 2 EER OS5 1 (5.0%)
DIRHE
H R 1 (5.0%) I 57 1 (5.0%)
&R 1 (5.0%) F2 &8 KO TRk R 1 (5.0%)
EEYIN 1 (5.0%) KI5 1 (5.0%)
B ¢ 1 (5.0%)

#B5E 1b/mAE/N R (R1500-CL-17100 FHER)

BERKR
b~
15mg/kg (N=6)
B BIR G EARGE FEEHIERIE (%)
TREBRIE & OBIHEN S DA ERESR 1 (16.7%)
—i% - REFEER X OB SERL 1 (16.7%)
DIRRE
N M SR H 1 (16.7%)

MedDRA (Version 24.0)
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EFRF R FE MARG#ESER (R1500-CL-1719 BHE) DARBRELEENHIATEROREKR

TEF I~ TR
(N=116) BB 5 kAo -1
(N=46) (N=170)
Zn B BIRHE FEARGE FHUEGIE (%) | BBUEGIE (%) | FEBUEFIER (%)
TR L OBTEN H B H EES 10 (8.6%) 4 (8.7%) 6 (8.6%)
H R 1 (0.9%) 0 1 (1.4%)
AMEN G FRILE 1 (0.9%) 0 1 (1.4%)
—fi% « R EEDL OG0 4 (3.4%) 3 (6.5%) 1 (1.4%)
DIRRE
piiabns 2 (1.7%) 1 (2.2%) 1 (1.4%)
K 1 (0.9%) 1 (2.2%) 0
FENEALALBE 1 (0.9%) 1 (2.2%) 0
JHFRH S R e 1 (0.9%) 0 1 (1.4%)
JFRERE B 1 (0.9%) 0 1 (1.4%)
RYLE R & O BUE 1 (0.9%) 0 1 (1.4%)
RGBT 1 (0.9%) 0 1 (1.4%)
i R AR A 2 (1.7%) 1 (2.2%) 1 (1.4%)
g7 R o B> 1 (0.9%) 1 (2.2%) 0
rT AT I )—F L5 1 (0.9%) 0 1 (1.4%)
B RE K OV ARk & 1 (0.9%) 1 (2.2%) 0
AR 1 (0.9%) 1 (2.2%) 0
TR E 3 (2.6%) 1 (2.2%) 2 (2.9%)
SR 2 (1.7%) 1 (2.2%) 1 (1.4%)
SRR BILRR 1 (0.9%) 0 1 (1.4%)
SERH 1 (0.9%) 1 (2.2%) 0
FRG ¥ X OV T Ak b 2 (1.7%) 2 (4.3%) 0
3B 1 (0.9%) 1 (2.2%) 0
% ) FENE 1 (0.9%) 1 (2.2%) 0
PRI AR 1 (0.9%) 1 (2.2%) 0

MedDRA (Version 22.0)
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9. BRBRERRICRITTZE
BRE I TV

10. BEERE
REIN TN

11. EHLDEE

14. WA EOER

14. 1 FAFRBEOEER

14. 1.1 MEHIEC L O RFIONAL TANDLERZ KXY | AR UL 5% R v Rk
DSy ZWIZEANT D, sl Ny 72BN U, IR O REIREZ 0. 5~20mg/mL
ET D, SNV ZIHEE D LT &y

14. 1.2 FARBITHCONHEH T2 2 &, FRRERTT 2%, Wik 2~8C) RIFTIEFHR)
524 BEELIN, =|IE (k@ 25°C) RTINS 6 BRILINICE S 25 T35 2 &, MRz
Wik (2~8C) RIF LA, iR (B 25C) IR L Cob #5352 b, k% s S«
A AR

14.1.3 RFIDOASA 7T BENEIY TH Y | RIFFIZ B L2V BFFERITEHSOMICHR L, 7%
WITEFREST 52 &,

14. 2 FARERROER

14.2.1 HERICE D REA, NIRRT 287202 E2BRICKVFEEEL, Y, BOUIRNE
PERRL - 3380 LD GBI L2 &,

14.2.2 AFNE, BREDOA T AT 4 NE—ET RA KD 0.2~5 370007 4 VH—%E
DREZAEFERALCRBEHET200L L, IV 7y v a B UIR#FHE TR E L2 &,
14.2.3 AH L MOFEHZIRG LW &, o, RURHET A > &2 A0 T o 3EHA &[RRI &5
L7z &,

(figEn)

14. 1.1 P OLEN L MEEMET — % 2 50 aERBROMSRIX, v 7~ TR L =
DOWEGEEXFTHHLDOTHD,

14. 1.2 AP OLENEMEEET — 2 2 50E e RO RIT, —v 7 ~T7 R E =
OWEGEXRTHHOTHD,

14. 1.3 AANTHEEFH AL TH Y, BHIEANTER A ST,

14.2.1 AANTIBICRZ 2RI EZ EAET, BO~HEEAOBH~ALE LT 2T DK TRITN
X252,

14.2.2 =¥ F 7 ~7 %, HoFH BFIZ 1 BERZ 2010 T IV A& G L7258, T OREITEAK TR
JCE—27IZHZET 5, HoFH [BF& 12 15 mg/kg % IV T QW 5 L725H OEFREEIHEE Cux 12X
89 mg/L. TH b, EHFOLEN EMEEET — % # G5 AMERBROMEIT, v )Fr7~7/E
Wi L 20 VR 52T 550 TH S,

14.2.3 KF EAMFNOEANT A o HCOFASERORREIEIZBE L TiE, FHlR Thit Ty,
ZoEEEEEZEMNLE,
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12. ZOMDEER

(1) ERERERAICED I1EH

15. 1 BRRFERICE S B

12 LA E DO R EHEAERFEM S = L AT o —/UIfE (LLF, THoFH)) BE Z x4 & Uiz EE LR
MAR R GBIV T 1L7% (2/116 B]) (ZAANSK T 2 HUEMTUAR R D bivlz, b5 kbl
11 %L T @ HoFH BB Z Xl 5 & U7z ish e 1 b/ IAHFRBRIZ IV T, 5% (1/20 f) IZARANZ x4 58T
FWHURDFED BTz,

(fiFzs)

TS w7 RS LRBRICEW T, RERICEAE Lz ADA GEaE. (KM AMEEE RS h
Teh, ZNHEETIR, =7 ~T70ReM, AWM, IREISHT 2H 00 REEITRD b h

277,

(2) FFERREABRICE D 1B

15. 2 FEERRRBRICE S BFR

AR FIHIE 7T BE2 D 19 HH £ TAAIZ 1, 5, 10, 30mg/kg ®HE T3 BIZ 1 [AIf F#S-
L7z, T_XTOHETHE - MHIREIRE OB EOREM)EIENTRD v, IR OAEFRK
T - IR IR Do K OMIGHERE O 375 D S T O FT FUIT AR & (Img/kg) ZR< T X TOMETRH
bivle, UV FICAHK Img/kg ZEH LICBBEREOFYIL, b b TORGHIEHAETH 2 AH
16mg/kg Z 4 W 1 BIFEG L72H 0 2.0X10° 5 Th o7z, [BET w7 7 A MidvHFL e hT
KIEICE 72D (FRICEIEMIRIT) 7290, 2 b OR ROBRIBEEMIIAHATHS , [9.4, 9.5
Z ]

(a5t

B0 o QAR NG od B M LTl ARNTER IR EOB SIEDETERMERIEZ el 53581285
TRETHD, ARIEMEGHEG LimT — X IER O TN DA, BRI & 0 AFFEMES /RSN T

W5, b b IgCHURITBEEREM 2@ 2 Z LN TN DS 70D, AFNIRME LB IICBITT S
AREMED N Do AFNDIEIHIZ KT 2513, BIRICHE L RD TR & D,

-50 -



X. JEERFREERICEIY 5IRE

1. FEEHAE
(1) FENFEBHER
[VI. 3B 2HE | OHESMR

(2) REMEESER (Sv bk, HL) ¥

T BT = T OPRARRGR, DR M OPERERRISK T DR T, ARG m R TR L
7o

SD 7w P RON=7 AP, =T 7~ T &K 100mg/kg OETHE 18], 7 v MI5@EM, ¥
S 26 B, BARNSUIR TG LI & 240 idihipsh o sk (o & OVE
) " ROMERERR (155720 OMEREIL OV VAF X A ) —) YZeme )7~ 7B LA
BIExH LR Do T2,

a: 7y PROYILTRAE b /0 TR

(3) EOMOEEHER
BB L

2. BEHABR
(1) BEEKESHEHAR

TETIRTEFE/ 7 u—FARETH Y BRI RIIENTH 5720, HEERG-HMERERIT 5

A PNGAY AN

(2) REF/SHHEHAR

1) REBESHHR Sy b, HL) @

e 5.1
p . BEE MR N
A ﬁﬁgﬁ BIEE | oke/m) | (mg/ke/E) ERPAS
SD Z v bk 1 X RN EES | 0,10,30,100 | 100
(%m%ﬁw?ﬁ, s Iaffv7mﬁﬁbtﬁ%
[RI75 MR- N=5, TK 10 1 TG 0, 100 100 TEFIZZR® bR no T2,
FAMERESBEN=3 X% 9)
SDF v b . 100
\ A 1 #§ .

(HiE A5 N=15, ;;ﬁ%x FHIRAIECE | 0. 100 [8.1f5] * | =y~ 7 Bl LA
Eﬁgﬁﬁﬁﬁﬂiig 13| TR 0.10.30.100 | 100 EEER® b et
H=7 AP 1 X Fr RN 5 0,10,30,100 | 100
(2. 6~4.9 %) 5 S TEF I TICEE L AE
(MEREASRE N=6. wﬁ% b A 0, 100 100 TEFIZZR® bR o T,
(195 A e I B N=2)
=AY 1 X RPN B 0, 100 100
@A~4y@ 13 3. IE%}?7K%@Ltﬁ%
(MRS HE N=6. 13 S AT 25 0.10.30.100 | 100 TEFIZZR® bR o T2,
(195 A e I B N=2)

100 BRSO B TRk, Z
H= 4PN - RN 0. 100 N <O PN LEE T, A7
(vt i%gx " (8. 165) * |y o e R e b i
(%ﬁ%ﬁmﬁL, 13 3R ﬁ\ﬁsfﬁ&p&%%éh
[B118 FH MEIERBE N=2) 5 0.10,30.100 100 77 TEF I~ TICEE LA

EERIIERD e no T,

a: b MEERER [HoFH BFIco )7~ 7 1omg/kg & 4 I 118 (GF6[E) ¥URNEES] & Dkl
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2) HEBYEAV-RERSEUHR (Sy b, 9HF) 9

B EHR, . B5 R R e
s 7 e
i e | TR | /D) | (ne/ke/ED ELBPIAS
SD 7 v k B 1 @,, RN S | 100 100 %\Tﬁé%j?mm:: (ﬂﬁ%@fﬁ
(2% 286 N =30 (HiAE% 21~ AN ARAHERE,
e e g N— | 840 F) DD LN, HETIEAR
(BF 10 1)), UV EEl & T,
10 .
: VN /}\fcﬁ< &7{) 56 &‘F&IQ‘_ 0. 30. 100 100 Itj‘777ﬂ:&3@bf:ﬁ
TR ARERERBEN=24) | " pg ERFILR D DL o 1=,
. 5 HIZ1H (B
NZW Wf% o E 21~141 . e .
(HfEREEAS- B N=20., 9 H) e | O 308 1000 | o0 T s~ I L
IR RAERE A B N= | ; 300 TERIZERD bRh- T,
6) A N
223 HH

(3) BEHEHAR

TESTIRTITE/ 7 u—FAHETHY 2 S 7 <7 & DNA R OML oYL RE & OEHAR AR

RME PRI RN,

(4) BRAREHER

N=cX

EH

EFEMERBR T I L T2y,

TEF I TEE ) 7 —FAPURTHY, 2T~ 7 L DNA KOO YL R E L OEHF A

ERIZ TSRS, DSAJRPERBR I EM LTy,

SD T REOH =7 A P& i) 7~ 7 OERGEMERER, I ONZ ANGPTLS BHE OWETE
72 A R ERNIC 9 2 AR SCHRIC IS & . BAJFYEIC DWW CTRFMFZHIRRIL O B2 3T 21T - 7=
LZA, ZEFITEEICLORADOY A7 TN LW EREFEINT,

(5) LMBLEBURR (Sv b, H9H)

KER P—
AR R BT B, BRI (mg/kg/ (“ﬂ - E7R T R
) mg/kg/[a])
M OB TK -
e VN N - Ny N2
e MRS T e n o
p b ) (325 @) R - TEF 7w TR LA
e (S5 TE N= ! 100 ERIZRD SR o7,
AL AR 920 0, 30,
> 24 A L\ .
%Qmié T g |V TR ) 100 i YE R R Y
RO o 3R (7YY . R -
o | N0 L mm~sE o1 A 100 ibj—i—?jkéggbtﬁ%
i 4) ) (317 ). ERIZERD b inoTz,
B R 5
HEDBEMW -
4 | 100mg/ke/[F] K O 300mg/ke/
5 Hic 1 gﬁﬁ?ﬁ' FIOBET, ABES JLA b £
SRR | NI (s*cﬁaﬁﬁ—z}ow HE. %&vfﬁﬁi&:%ﬁiiﬂ L7=AIE
B E 0 e [T 2RHE AT 001000 | e gy | OB S SEBERIROT 0 R
OEEREA | 20) V> 7% 1~26 HH) 300 & - e YRS
T GRCIER 500 [11.4 100mg/kg/ A1 EDRET, L
HiR N % - (] o : lgE RO, fflEo 7Y =
H — A N & /N L ZE
WD LR, HETIEAR
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VW &I X vz, 100mg/kg/
FEECIT D A X T L
FEPEARBRIRE 2. 300mg/ke/
EIFCRT B EEERITA
L S,
100mg/kg/[FI LA EDFED KR
BTN T T2 TR
HaEniz, hd. =it %
R, oL cz=e S
7= 7B L7 BRSO
LN o T,

AP SE oK GHE, IR1T
18 -

METIX, MRATRE = e )2
~ TIERD ST,
MBfFCix, =vror~712H
L RHEORBEIRDE T
N, BETIEI WA Sh
7=
FEMIZ RN EITR D b
2ot

IR SD T »
k
(& N=
22,
TK FHMESREN
:6)

3 HIZ1MH
(FE 6~18 HE) Gf

51[a]) .

BT

0, 5.

10, 30,
100

B
30

A& - JB1F
100 [0.2

fig]

R

100mg/kg/[FIHET, AR
OBEHAFETE N 2 TR 61
72

I - BT
TSI TICEE LR E
YERITRRD bz mo iz,

I8 NZW 7
x
(HEA-HE N=
20)

3 HIZ1H
(TR 7~19 HE) Gf

5 1A,

BT

REY
WesrTx P

IR « B1F -
1 [2.0%x107°
f7] ®

B -

Img/kg/BILL EORFET, =&
Fr =TI L-EE (B
HWIFEL, BELD X

FE. —RIRRE, (REEN, B
fERIZHT D E) HRD L
niz,

IR - BT

Smg/keg/BILA EORET, =t
T = TR LT R E R
. 10mg/kg/[EILL EDORET,
TS~ 7IZBE LT [FIE
118 & AAF BT WA
VIR & 3 IR % IR R D FIE
DOEEMMABFRD LT,
5mg/kg/[EILL EDOFET, =&
T = TR LR O
. B FEEOBL .
10mg/kg/[FILL EORET, =
FU = 7ICBEE L R— A8H
OB, NEVE, OEH,
FFEMBRE, SEHED S D AR5E
e El, BHEOSORES
NRD BT,

e

AR 29 H B REAST,
10mg/kg/[EILL EDRETIL, MR
fro—#ickB\W TS 7~
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T E i, fEP e
7 < 7RI B O M
BELLETHo =,

a: bt METIREER [HFH BFICo )27 <7 15mg/kg 2 4 I 1A (Gl 6 M) FIRNEES] & ok

(6) BFTRIBMERR (S k. YL, 9% P
T T~ T ORFTRARME, KRG BB OShE B 2 A\ - iR BR CREA L 7=,
SD 7w b, =T AP ONIN TH X, =EF 7~ 7 & ElERS L CHIR K OBEMEE TR Lz
&AL FRIRNTEAEBAL & 2 TSI O WTHUCBW TS, =7 ~ 7B Lo A E e i 7
IR T,

(7) TOHOSFESER

1) HBXERCHERE (ex vivo) ®?

E®RE b B=7 AP NLKOSD T > b OMBROHREE T (FEMWHE T 30~34 fHlik) & HW\ T,
TEF I~ T OMAREZRELZE 24, JHli LZWFRoMRICE N TEH, m 7 ~ 7 3 EH
N ORERISNA~FE BT D AlRetE IR S e o 72,
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X. BHENFERICEYSEHEE

1. BRERXS

RUK] . =RV OEMEEIR 345mg AW ERELE G EEIKR
) EE-EMEONGZEICLVERTL L

ARy - =) 7 ~7 (Bla i z)

2. %M
HhHIME - 36 » H

3. aERETOME
Mk (2~8TC) THhF

4. BFHRWLLEDEE

20. BV EDORER
20. 1 W ZE T, 2~8CTIRIFTHZ &,
20. 2 AFEBREMZ I L CRGET D 2 &
20.3 WLIRES LT &,

5. BEMITEH

BEMERGLTA R HY

<THVDOLBY : HY

ZOMOEETNTER : [T X —P I X DIEEEZBG SN DA S F & TFROH~]
[XI. 2. ZOMOBEEE] OHEZHK

6. E—H% - A%E
[Fl—R%sy : B4 L7aw
FIZh#E o 2 X B R A LRk

7. EREREEAB
202142 H 11 A CKHE)

8. RERFTARBFAARVEREEE. FMELNFFEAR. REMBEAB
ROEAR T AFRAEH B - 202441 H 18 H

IR S+ 30600AMX00011000

MG FEYEIEAE A B 2024 4E 4 A 17 H

BRFEBHAEE A B - 2024 4E 4 A 17 H

9. BMEEXIIHREM, AERUVAEREFTEMFOEABRUZTOAE
R4 L

10. BEERE. FERELAREABRUTORAE
PN

11. BEEHM
10 4
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12. HEHRBEIRICEET H1ER

BRI

13. &£#@a—F
AT B I B = 3K HOT (9 #7) Lt~ NEE
754 ST B U a— K By WFR L 2T S
S o — (Y] =2— R) 7 S
TR Y R R 2189404A1020 2189404A1020 199291501 629929101

345mg

14. REBHAHLEDZIEE
M LN
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I. 3k

1. BIAX#E

1) EIZIK%bHJRWK 2 (W) BAFEEE 2V 2T 0 — )VIUEZIRT A RF 4 2 2022 HABhRAE
b4, 2022.

2) BA/NEBES B ABIRECFES (R DEFEERE 2 VAT a— VIERBRATA KT A
2022 HARBHIREE(LF2, 2022

3) HEptEMR ¥ — FREERFEE (REEN) SH iR i

(https://www. nanbyou. or. jp/wp—content/uploads/2025/02/koufu20241. pdf 2025 4E 4 HIERIE) >
551

4) FENEEL : R1500-CL-1629 5Bk [EFEIE RIS MAHFRER OKGRAEH : 2024 4- 1 A 18 H, CTD
2.7.6.2.6) [ZKGREFFIMGE L]

5) fEPNEEL : R1500-CL-1719 3R/ [EBEIL R MARRER RGE4-H 202441 A 18 H, CTD
2.7.6.2.9) [KGRIFREAME £}

6) P& - R1500-CL-17100 3XER /W45 1 b/MIARFER GEFRAEH : 2024 451 H 18 A, CTD
2.7.6.2.10) [FRGRRFREAME L]

7) FEPNEEL : R1I500-HV-1214 7kBR 1AM 1 MHRRBR ORGRAEH 1 2024 451 A 18 H, CTD
2.7.6.2.1) KRR B EE]

8) FHINEEL : R1500-CL-1321 7l MEAL R T #HRAGR GRFRAEH @ 2024 421 H 18 H, CID
2.7.6.2.3) KRS EEE}]

9) tENEEL : R1500-CL-1642 5Bk WA EE 1T HHRER RFE4EH : 2024 4-1 H 18 A, CTD
2.7.6.2.2) [FKGBEFREAMGE L]

10) #ENEEE 1 R1500-CL-1331 3Bk, /A T AHRAER OKFRAEH 202441 H 18 H., CTD
2.7.6.2.8) [7KGREFFEAMGE L]

11) fENEE - R1500-CL-1643 3Bk, HEsh 35 I ARRRER (RFE4EH : 2024451 A 18 H, CTD
2.7.6.2.4) [KRKFRHIGE R}

12) #ENEEE - R1500-HTG-1522 5Bk 56 I ARRRER RFE4EH : 202441 A 18 A, CTD
2.7.6.2.11) [7KkE Hﬂ%%%iém
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8.1 Pregnancy

Risk Summary

Based on data from animal reproduction studies, EVKEEZA may cause fetal harm when administered to
pregnant patients. Available human data are insufficient to evaluate for a drug—associated risk of
major birth defects, miscarriage or adverse maternal or fetal outcomes.

Evinacumab—dgnb is a human IgG4 monoclonal antibody /[see Description (11)], and human IgG is known to
cross the placental barrier; therefore, evinacumab—dgnb has the potential to be transmitted from the

mother to the developing fetus
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Subcutaneous administration of evinacumab—dgnb to pregnant rabbits during the period of organogenesis
resulted in fetal malformations (domed head, hydrocephalus, and flexed limbs) at doses below the
maximum recommended human dose (MRHD). No adverse embryofetal effects were observed with subcutaneous
administration of evinacumab—dgnb to pregnant rats during the period of organogenesis at doses below
the MRHD. Measurable evinacumab—dgnb serum concentrations were observed in fetal rabbit and rat sera
at birth, indicating that evinacumab—dgnb, like other IgG antibodies, crosses the placental barrier
(see Data). Advise pregnant women of the potential risk to a fetus

The estimated background risk of major birth defects and miscarriage for the indicated population are
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively

If a patient becomes pregnant while receiving EVKEEZA, healthcare providers should report EVKEEZA
exposure by calling 1-833-385-3392.

Data

Animal Data

In an embryo—-fetal development study in pregnant rabbits, evinacumab—dgnb was administered
subcutaneously at doses of 1, 5, 10 and 30 mg/kg every 3 days (Q3D) during the period of
organogenesis from gestation day 7 to day 19. Evinacumab—dgnb was teratogenic in rabbits, causing
domed head, dilation of the lateral and third ventricles of the brain, and flexed fore/hind paws at
maternal evinacumab—dgnb exposures below human exposure at the MRHD of 15 mg/kg every 4 weeks, based
on AUC. Other fetal malformations, consisting of irregular and abnormal ossification in the skull,
palate, and metacarpal, and enlarged anterior and/or posterior fontanelles occurred and were
consistent with significant maternal toxicity (including early deaths due to abortion and premature
delivery at all doses, reduction in maternal body weight gains, and reduced maternal food
consumption). Increased incidences of post—implantation losses, resorptions (total, early, and late),
and decreased fetal body weight were also consistent with maternal toxicity. Evinacumab—dgnb was
present in the sera of fetuses born from mothers at 10 and 30 mg/kg/Q3D at levels higher than in
maternal serum.

In an embryo—fetal development study in pregnant rats, evinacumab—dgnb was administered
subcutaneously at doses of 5, 10, 30 and 100 mg/kg/Q3D during the period of organogenesis from
gestation day 6 to day 18. Maternal exposures to evinacumab—dgnb were below the human exposure
measured at the MRHD. Evinacumab-dgnb resulted in unexplained maternal deaths at 100 mg/kg/Q3D.
Evinacumab—dgnb crossed the placenta and was present at ratios (Cretal/Cyaternal) Tranging from 0.42 to
0.65. No adverse effects on embryofetal development were observed at any dose.

In a combined fertility, embryofetal, and pre— and postnatal development study, female rats were
administered evinacumab—dgnb via subcutaneous injection at doses of 30 and 100 mg/kg/Q3D beginning 2
weeks prior to mating and continuing to gestation day 21 or lactation day 21. Mean maternal systemic
exposures were below the human exposure at the MRHD throughout the study. No maternal or
developmental toxicity was observed

8.2 Lactation

Risk Summary

There are no data on the presence of evinacumab—dgnb in human milk or animal milk, the effects on the
breastfed infant, or the effects on milk production. Maternal IgG is known to be present in human
milk. The effects of local gastrointestinal exposure and limited systemic exposure in the breastfed
infant to evinacumab—dgnb are unknown. The developmental and health benefits of breastfeeding should
be considered along with the mother’s clinical need for EVKEEZA and any potential adverse effects on
the breastfed infant from EVKEEZA or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Consider pregnancy testing in patients who may become pregnant prior to starting treatment with
EVKEEZA [see Warnings and Precautions (5.2) and Use in Specific Populations (8.1)]

Contraception

Females

Based on animal studies, EVKEEZA may cause fetal harm when administered to pregnant patients /[see Use
in Specific Populations (8 1)J]. Patients who may become pregnant should use effective contraception
during treatment with EVKEEZA and for at least 5 months following the last dosage of EVKEEZA

(2023 % 3 A)
BRMNRAXEICH 1T 502 - REGROEEREZR T 2EDORBEIUTOEEY THS,

4.6 Fertility, pregnancy and lactation
Women of childbearing potential
Women of childbearing potential should use effective contraception during treatment with evinacumab

and for at least 5 months after the last dose of evinacumab.
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Pregnancy

There is a limited amount of data from the use of evinacumab in pregnant women. Studies in animals
have shown reproductive toxicity (see section 5.3). Human IgG antibodies are known to cross the
placenta barrier; therefore, evinacumab has the potential to be transmitted from the mother to the
developing foetus. Evinacumab may cause foetal harm when administered to a pregnant woman and it is
not recommended during pregnancy and in women of childbearing potential not using effective
contraception unless the expected benefit to the patient outweighs the potential risk to the foetus.
Breast—feeding

It is unknown whether evinacumab is excreted in human milk. Human IgGs are known to be excreted in
breast milk during the first few days after birth, which decrease to low concentrations soon
afterwards; consequently, a risk to the breast—fed infant cannot be excluded during this short
period.

Afterwards, Evkeeza could be used during breast-feeding if clinically needed

Fertility

No human data on the effect of evinacumab on fertility are available. Animal studies do not indicate
harmful effects with respect to male and female fertility (see section 5.3)

(2024 %1 A)
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RERAXECEFLNEOEHEILUTOELSY TH S,

8.4 Pediatric Use

The safety and effectiveness of EVKEEZA as an adjunct to other LDL-C—lowering therapies for the
treatment of HoFH have been established in pediatric patients aged 5 years and older. Use of EVKEEZA
for this indication is supported by evidence from adequate and well-controlled trials in adults with
additional efficacy and safety data in pediatric patients aged 5 years and older [see Adverse
Reactions (6.1) and Clinical Studies (14)]. The safety profile of EVKEEZA in pediatric patients aged
5 to 11 years was similar to the safety profile in adults and pediatric patients aged 12 years and
older, with the additional adverse reaction of fatigue

(2023 % 3 A)
BXM AR XEICHE T HDMEDERIIUTOELSY TH S,

4.2 Posology and method of administration

Paediatric population

No dose adjustment is required for paediatric patients aged 12 to 17 years (see sections 4.8, 5.1 and
5.2). The safety and efficacy of Evkeeza in children aged less than 12 years have not been
established. No data are available

(2024 &1 A)
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