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BMI body-mass index AT 4~ AFEHK
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CCDS Company Core Data Sheet EPET —Z— b
CDR complementarity determining region TR MR
CD4 cluster of differentiation 4 (AERSEIZHW S DMk E S 70 1 -2)
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CIC circulating immune complexes TEER R IE AR
Comax maximum concentration T e I, HR R
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CL clearance JIVT TR
CP classical complement pathway y SRR B
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C1sC1INH |complex of Cls with C1 inhibitor Cls & C1 A4 v e EXZ—DHEANK
C3 complement component 3 WG 3 RSy
C3a anaphylatoxin generated by the cleavage of C3 C3DGRIZLVELET 74T F¥v v
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C4 complement component 4 RS 4 5oy
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PK pharmacokinetic ) E)HE
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7B, KRB IR SUIZIRIT THRMEERIE] Th D,
5. RRBEHRUVRAE - FHLOHIBREIAE
(1) ABEH
211 EIEG D A7 EREEZRED b, WMUICERET 2 2 &,
21.2 ENTORBIEFIABD TRONTNDE Z s, BUERGESR ., —EHOEFIHRD
T DREBEIND ETOMIL, DIEFIZ S RIHERSEHAEE T 52 L2k b KA
FEHABREOYREREHIET D L L biC, AFOREMEROFENECET 27— % B
WAL, AR O EMFE I ERFEAHE D 2 L,
21.3 AR OB EN, FEIREEFIEODBW, 1BFITHEE L, AAIDO Y 27 FZONWTH A+
BT DEAM - EEEAO S & T, BIRKRERYEDZ M, 1REITHE L7 ER & o
WMol EToRITOND LD, MERTICHT > THERIEFEZHR LD Z &,

(2) R - EALOFIREE
AT O TR B PR BE K OV EE BT AA O IEAE S BE 3 2 WART O 1 A it 2470 > s 1=
EHERT D7, il A L T\ D,



I. BZEICEY SIHHE

6. RMPOME
RO EIT. MNTITEIEN  EE T E R AR O E I L S R R — U TR LT
él/\o

EEm) RV EEAEE RWP) OHE

1.1 REHBRHEER

(EEGRESALYRY] (EEGBAEMNIYRY] (EELGTRIEHR]
AL BRI R GIE P

R YYE (BB 2 bR <)
2T T~ h—T A
B 72 Infusion reaction

1.2 HaEICBY S 1RETER

%t L

| ERISES  ERREROHOEN | ERIZESC YR Y BMEQEDDER

2 ERBESHERHBORE 4 YR Y BINEREOBE

BEOEERLTL EEREY BRD A BMEED

B i - AR AR S| | e
DS - i - SIS < depopat| | RO I RTIREA FiE SO
R OE) hoE

EMOEERE L EERED BN Y R 5 BIMEED

- s LT L

- RN R R B (25 £ TORE A
- I RTRRR (BIVVO09-03 348) R 12 < el o C) DI, e

- BT B R (BIVV009-04 5HR) CEREETEM (BHERTM =Y A RIS

3 AT SIE - BROHEORE X5 I i B I BRI S A,
7L BEL RN — 1) Offk, HE




I. &I HIEE

1. BR5E4
(1) #n4
TV A EATEEE 1.1g

(2) *4
ENJAYMO for I.V. infusion

(3) BMDHE
FMUEEEFIE (cold agglutinin disease : CAD) EEIANIV AELLZANELZ B TE D L O FHE
WAIAD, Enjoy more 2l =+, ENJAYMO & L 7=,

2. —fi&4
(1) % (§%E)
AF LY ~T (BETMIRZ)  (JAN)

(2) *4 (Mm%
Sutimlimab (Genetical Recombination) (JAN)
sutimlimab (INN)

3) RTL
f g (immunomodulating) : -li-
£/ 7 v —F PR (monoclonal antibodies) : -mab

3. BEAXIETHER
A2F LV =TE, 2HO~NT O LA ~—nb7e0) TRFNNESE (H8#H) KOS (L) 7»5
725, HEIT 445 8, LEIZ 216 HOT 2 VBB R 5D,

AFLYTTDEXR

C1s binding
site(Paratope)
Q¥

Fab

Fc

L#H (K (X288 (V) ROVEREER (CL) 757573, HE (BKRE) 1IrEEE (Va) & 3 2DE
WA, (CH1, CH2 XU CH3) 226705, b USEEINOEHN T A VT ¢ RiEEIxhiAfiE &k z Z e+ 5,
FRMHMEDEEE (CDR, Vi« VaE NORMRERS) 1 TMEE 1y s U7 a v iR—x o b (Cls) (X4 2R EMEE R
ETH, AF LY T OBNMMEMZIE., Foy SARB~DREEEZBOLT -2, b P2 E/THEY - (Ser.
S) mb7m Uy (Pro. P) ~&ER, oA (Leu, L) MBI A% vfg (Glu, E) ~OEREEZET,

i4i



I. &I HIEE

AFLYITDT I/ BEINRVSRILT 4 FEEE -

H#H EVQLVESGGG ~ LVKPGGSLRL ~ SCAASGFTES — NYAMSWVRQA  PGKGLEWVAT
L

1
ISSGGSHTYY  LDSVKGRFTI ~ SRDNSKNTLY ~ LQMNSLRAED  TALYYCARLF
TGYAMDYWGQ ~ GTLVTVSSAS ~ TKGPSVFPLA ~ PCSRSTSEST  AALGCLVKDY

I

FPEPVTVSWN  SGALTSGVHT ~ FPAVLQSSGL ~ YSLSSVVTVP  SSSLGTKTYT

éNVDHKPSNT KVDKRVESKY  GPPCPPCPAP  EFEGGPSVFL ~ FPPKPKDTLM
ISRTPEVTCV ~ VVDVSQEDPE ~ VQFNWYVDGV ~ EVHNAKTKPR  EEQFNSTYRV
VSVLTVLHQD ~ WLNGKEYKCK ~ VSNKGLPSSI ~ EKTISKAKGQ  PREPQVYTLP
PSQEEMTENQ ~ VSLTCLVKGF ~ YPSDIAVEWE  SNGQPENNYK — TTPPVLDSDG

SFFLYSRLTV ~ DKSRWQEGNV ~ FSCSVMHEAL ~ HNHYTQKSLS ~ LSLGK

L§#H QIVLTQSPAT  LSLSPGERAT  MSCTASSSVS — SSYLHWYQQK  PGKAPKLWIY
L

1
STSNLASGVP  SRFSGSGSGT  DYTLTISSLQ ~ PEDFATYYCH — QYYRLPPITF

GQGTKLEIKR ~ TVAAPSVFIF  PPSDEQLKSG ~ TASVVCLLNN  FYPREAKVQW
KVDNALQSGN  SQESVTEQDS ~ KDSTYSLSST ~ LTLSKADYEK — HKVYACEVTH

QGLSSPVTKS ~ FNRGEC

L8 Q1 : #Bad e # 04 3 B HEH K445 - S 7 a2 7 HEH N295 « BEGHAE G
L C216-HEH C132, HEH C224-HEH €224, HEH C227-HEH €227 : A7 4 FiES

AFLYITDEGHEHEOHEERIE

Fuc(a 1-6)
(B1-4)61cNAc (B 1-2)Man (ar1-6)~ |
Galoz < Man (B 1-4)GIcNAc (B 1-4) GlcNAc
‘\_(ﬁ 1-4)G1cNAc (8 1-2) Man (o 1-3)

4. P FRRUDFE
AZF LY <7 53 F CeaseHo912N170002016846, 77 F 5 £ 145,000Da (# /37 B &y, 4 A48H)
H #H : 70130 C21m1H3345N5730672817. 70 & K9 48,778Da
L& : 5573 Croa7H1615N2770336S6 . 71 #J 23,6565Da



I. &I HIEE

5. tZ4& (%X XIEEXE

AYE  AF LY ~7E, Bla Lz bte Mk Cls (Cls) £/ 7 v—F Ak THY | H I
~ 7 AP0 Cls PUROAMMEREE, & 7 L—AU—Z 8Kkt b 1gG4 DEFIENS 72
D, LT~ AP Cls FLRO A EH L O b k BHHOEF NS 7%, H#HD 226 & 233
HHOT I JEBERIKITIZNZEN Pro & GlulCEBLENTWD, AFLV~STIL, Frv A=
— ANDLAZ =PRI X0 EAEND, AF LU STIE, 445 MO T I BREEND
L HE (v48) 2ARKKO216 HOT X RS2 5 L (k) 2 KA THR S
HES X7 E (Gr & K 145,000) TH D,

6. [BEF4. A&, KBS, BB5ES
B4+ H1 Cls VH4, Vk 2. TNT009, BIVV009



IM.

BN AICET HIEE

1. HELEFHEE

(M

(2)

3)

4

(5)

(6)

)

SR - 1EIK
IEA~BEREADOEA~ DT LA E 2T D,

AR
R L

T
R L

B (R . RA. BER
R L

BAR R ARBE
AR L

SEREH
R L

T DD EGTRIEE
V. 1. #E (4) WAIOME] OHEZMR

2. BMASOERFHBTIZETSREN

V. 6. "AOKFESLMTICBIT 2L EMN] OHESMR

3. AT DHERHEBE. TE

(1) weRdalBRik
D) K7 a~ 777 4 —
2) Beh A YoEE (ELISA)

(2) EEIE
1) S5 PTG OE BE 7 v



V. REICET HEE

1. Fifz
(1) FRZDRH
TS AI

(2) HEIDNERR VR
IEA~BEREADOEA~ ORI E 2T 5,

@) #ala—Fk
LA

4) EFIoOWIE
pH : 5.8~6.4
RBIEH K 1.0

(6) Tt
LR

2. HEIDHERK
(1) BHES GEERSD) OESRUHFMA
BOES GEERS) OESERUHEMHE

iionea TV A E R EELLg
D% 1A T (22mL) TS5 E

Hihksy | AFLV~T (B z) 1100mg

VU= AKFFT NI 7L - —KFnp 24.93mg

Uoig—KFEFT NI oL - LKy 10.60mg
Ibail

b o all NURVAVN 180.00mg

AU Y L_— 180 4.4mg

AHNTBAR FRIZ BT LD F v f =— AL 25 =PI 2 v TiliE S D,

(2) EREEORE
AR L

Q) #&
LA

3. RMIBBEDHBRUVEE
AR



V. REICET HEE

4. A
R

5. BEAT SEREMED & 5 MW
B TR R, F 4T R

6. REDERIUTICEITIRENM
IONA EAEHE L e DEBERTFICETRRER.

R PRAFSRM: | PRATEAR RIFIERE a5
EHRA AR 5+3C 24 145 A HIFEN
- 25+£2°C/ . AR DB R
MR 60+5uRrH | 12 H) Lt
A H 5 A NA T )L

FaHREE 120 /7 lux + h
DAk R OV T S8 A1 IS
T RLFX—200W -
h/m2 Pl k=

K OSALT F v 3 Lfe

ez EMERER FCARZETH T,

RH : FHXHE

7. AEERVBARHEEDOREN
VII. 11. @A FoEE)] OESMR

8. &L DEEEEIL (MEILFHMEL)
AR L

9. A

4L

10. &Bas - 8%
(1) FENDELRDR - 8. NEMERLES - SEICET 51K
BEARRNA

(2) B%
TV A EEREE 1.1g 22mL [1 34 7 L]

Q) FHEBE=E
M LN

(4) BHROME
— R BT AN TV RO T L T Ak

TR ARG



V. REICET HEE

1. BRSNS EME

Y LR

12. £

Y LR



V. BREIZCEHJT HIEH
1. MEEXRITHE
4. MEEXITHE
EANRERIE
2. MEERILEICEET ZFE

AFNE, AR AIRE T 2720, BEREZITIC O & T 2R BB IZ K 2 IEGYE
MBIE LT K RDWREMEDN B D Z LD, ARHN DO RN R O 2 2+ [T BRfiRE L 72 T,
AFE ORI EEICHE L, @R GEEITHENT2 2 &, o, AFREITEE L TL,
SRR AAFEGRRLEOD 70 < &b 2 BT E TICRERAR 3 X O RERE ICk3 25T 7 F o 282
4oz L, [1.1, 1.2, 9.1.1, 9.1.2, 11.1.1, 11.1.2 &}]

(fiFw3t)

AR, dTHATHIARRRR (CP) | & 2 &K, L7 F Uk 3 SOIEMHLRED 5> b, Wi

OREEEMA LS TH, C3b (MRS 3 sl DRI X 0 AE T 2l Gt~ Y =) &

WX DFT Y =AM, MRS 5 plisr (CB) LARE DR IR OIEMEAKIZ K - T U7l

HEAK (membrane-attack complex : MAC) & K DIREEAIC L 0 | IRESAEMOHERRIC @< vV,

PR RABIE Tl BRI T O R ER A 70 & DN 2 A3 DI IC L D JEGUEICRB LT\ &

P SN TWD Y, KA, WIS Ly s 7 a2 R—% 0 b (Cls) ITREAICHEE L,

CP ZHET D720, ARG EOBERRE ., MRIRE, A > 7 v 2 W O BN RO #

IZR D2 GRGYE A RIE LT K RODEBERNY A7 0355 Z L EEWET 729012

FRE LTc, Fiz, FHI, ARG OD72< &b 2 HFRTE CITRERAR FE &K O R ERE 23535

VI FrEEETLIL,

VII. 1. #HERNEEZFoE . VI 2. Z2ENALZF0MHE | OESR




V.

BEICEAYT SIEH

3. RERUHAE

() AERUVAEDMREDR

6. RERUVHAE
WH, RANZIEAF LY <7 (BisF#fz) & LT, 1E6.5g XidT7.5g & MifiFHEd S, )
Al G%F, 1ERICERSE L, DR2BHOME TRE T 5,

(fifah)
SELE R OB AT, TV 11, @ FodE] oHEBR

(2) RZERUVAEDHRERE - R (BRARUHBEAT—E)

ARFNOFER O REIZ, 2 >OREFEDERE (B4 PK) fi#hT 2 TNTH-CSC-103 35 & O°
POHO755 #&Bh, [EER3L R MAHER BIVV009-03 #8% (Cardinal Study) 34 | W ONCHESME
[ FH3BR BIVV009-01 38k Part B O #fighr (F—# > b4 7R 1201947 A 11 A) ©
FERICHESE REL,

1) RHEM PKfi##r 2 (TNTH-CSC-103 3t5k)
FHAEM] PK fi##T 2 TNTH-CSC-103 3B, #5455 1 fH3E BIVV009-01 75k Part A® Part
B7” /Part C8 & BIVV009-02 ik 9 o 97 il (fHEWERE 66 H], iiRBIEE B HEE 31
) OF —& & HNTEE LT,
DOBIVV009-01 i 68 12351 5 JHEO KRG
b hIEH5ER T & 5 BIVV009-01 #6k Part AS O#H A& (0.3mg/kg) X, ¥/L&HW
7= 28 HEI{E# G FMERER 10 oMEER (100mg/kg/#H) (2B D ATF LY~ TIRERD
1/300 IZHHYS T DRI B & 70 D K 91BN L7z, KiV VT, in vitro TR HHAUHHIARE (CP)
FHENE O bNTREZ BRIV | 22 oFRFREL EOREZEHMMER TEOHEL LT, &K
100mg/kg (BIVV009-01 55k Part A® ) X% 60mg/kg ## 1 [ (BIVV009-01 #Ek Part B” )
BRRE L. EEEWBRE 2 5 RIS L2, ZOfE, CPiEMA 0% F S5 A F LY <7
TR (90%FHLEE [1Ce0]) T 54 20pg/mL THO AF LU ~ 7 Oy EhEE/HK /1% (PK/PD)
BN CTh o7 2 &, F£72, 100pg/mL A O TR EMESE Y B #E (TMDD) 1 X
HESLMWBRWERBRO NI D, MERBEEREEE 2R L LTz Lk oA
(BIVV009-01 78 Part C¥ ) Tix, #5ME%E U T CP EAZHMERT 572 9IC 60mg/kg
1 El G A2 IR LT,
BRI PK/PD @it AF LU 7REN 100u g/mL 282 5E, —HLTCP
R T DEERAITIRRERDZENTIBINT, BT, ATFLY T NIRE 20~
100ug/mL OFFH CTIEMIEELZ R LTIZZ &, Fiz, % (PD) OMIGMERZIETH-T-Z &
N, AF LY~ T7REDN 100pg/mL 22 5 X O 2 L2 BIEE LT,

X FIGEEESE, AEMEEREE, 1RNA SRt i i OV Rt O FUA B EOS 2 B e



SRICEHT HIER

@BIVV009-03 ik 3.4 @ LN OVHEORE

KEDOBET I NT T OMRBREE R T — & =2 Bl S 7= BN EEERIE (CAD) H3E 631 4

(RHEE : SFfE (YR ZE] 77.0 [19.7] kg, "fi (i) 74.8 [40.6~163.3) kg) & %5
2, BIAHREBR C PR INDERESMAZ2 AT, FFECHETEHE., BEHEOMARDLE, &
@%E%%%E@Vinv—yay%imbtﬁﬁ‘ﬁ&f@$%T$*@EE%%X@$*
DOEREFEHETIX, BHBERIERE CTEINIEESMEERICHFITHIETE RN &
DRI T,

7. BEM PK f#hr 2 TNTH-CSC-103 B & H\C. A& 75kg AR OHERE 21T 6.5g.,
{KE 75kg UL EOWERE 21X 7.5g OEAHAEEZEE LG EOMTEELZY I 2L —v 3y
Lick &, AF LY <=7 RE 100pg/mL Al & 72 59538 OFIE 1T 6.2% A5 (90%(5 #E X
2.0~12.0%) . 20ug/mL AKiifi & 72 D HEERF OFIE 1T 4% AT (90%FHHXH : 0.0~8.0%) &
TREINZZ &5, BIVV009-03 5k 34 ¢k, REREINCHELOCHEZHEL, KEDO
T N A TSRS < BRI E A EIEIC LD (KE Thkg R OWBRE 121X 6.5g, KE
75kg LA EOWERE 1L 7.5g DHETHR T2 L L, KEOY v A 7E (T5kg) 11X
EHEHEFRIERFE CTIRIN A RESA (KE : PRAE 74.8kg) IZHESWTHRE LT, 55
B, Ao 2 BT 1 EMERCTRE L. DIRIE 2 @8I 1@1&5#5 WA MR G
FHEERWD Z & &L, ZOEREROEN MRk 55 EE AW GE EnEERIERE
@%9%?%5%@%LLTE@F77%E@1%w@L%%ﬁﬁb\+ﬁﬁﬁéﬁ%%%
LR S, T A7 ZANV—VENDO U AT Z/MRIZHZ 5 2 ENAEETH D & THIS L,
Z 2T, EEOEIMED & DR IEFER SRR RS 24 HlA x5 L L7z BIVV009-03 #5k
Part A34 TiL, (KH 75kg KD BFITITAK % 6.5, KE T5kg LA EOBHEITIL 7.5¢ %,
BOO 2@ (0OBH, 7HH) 3 1EHRS L, 20%I% 2 H#EZ L1 25 BE TR Lk
R, ZOTHE—FLT, 26 HEOBEHF MmN ZF LY v 7IRE 100pg/mL A &
2o - BEIL 2 41 (8.3%) TH V| 20ug/mL il & 72 > - BE XN T O TH W R0 o7,
F£7-. BIVV009-03 ;&R Part A34 Tix, AFIOEME, BEMEKLOBEMENHERSH, &5
(2. FIBEHERIERE 4 B2 %5 L L7z BIVV009-01 iAER Part EY o FREfiElT (5F—% 0 >
FA7H 20197 H 11 H) OFEENG S, KAl 5.5~T7.5g ZKEHREG LIzL &, &HID 3
W T DONA F~—T— RV AER O KERSE (LDH) E] 13— 7 A
YINBIEA L, NES R EUREITHINGT S Z RO b,
2) RHEM PK fi#4T 2 (POHO755 3#)

RHER PK fight 2 POHO755 #&Bk1%, RHEM PK fi#ht 2 TNTH-CSC-103 #&5# (2 BIVV009-03 7
%2?&0anmm05ﬁﬁﬂw%wmd;w4%ﬂ%%%%%96m(9%H$AW%%GOWL

®H$AL Té%%&@%g@&ﬁ

RHEM PK fi#ghr 2 POHO755 i8R Cix, BiE (AARN) 1 ZFRas — kX s OSHERE
(Vo) ROFEMIEIEIOEE (Vmax) (SRS D25 RE L S, BT E (i PR — R dhi T i
E (AUC) MO #EE (Cmax) | 7)§571~l)\%§§ﬁ%‘ CHANE PSR, —RICE ) Za—
FAHURDO I EHREIT IR ME & ORI RN X D588 % 20T 2 AlRetEid b 2 n 2 Lo | R
RzHeEd 52 &il%f%otoit Hik%l B osAMELOZEME (V. 5.
(5) B - RIERIRABR | OESM) 1%, RBREMEM & ik L CTHENICERDO H 51E T
FHOENIRMNoT-Z G, RIEICE 5ﬁH§§EEﬁ5iKEk L7,



V. JAEICEHT 5IER

U b Z &t EREEREREICB T 2AFOHEL ORI, TEE, RAIEATLY
~7 (EfzT##az) LT, MngXi7@%E%ﬁE¢é WIE %, 1 BRI
H L, L 2 B OBRTHRET 5, | ERE LT,

NSRRI, MM, IR DA M T e OB RS O iR B RS 2 S e

BIVV009-03 iBROFEAMIZ, V. 5. (4) HIEAVRER) OESM
RHEM] PK gt OFEMIEL,  TVIL 3. RHMEH] (Rv=L—v a3 v) fi#fr) 0
KiEH G EERBR oML, X, 2. (2) REEBRGEHEERR] OHEBR
) AHFNOAGR I N ZhEE ST zh &%

T EHEFRE

1) AFIOARENT-HELOCHERT
WBE. RAIZIEAF LY ~T (i) & LT, 1E 6.5g Xk 7.5g Z SilEEd 2, #EEE#IT

LRRICERG L, L% 2 BE R T&RG9 5,

4. RERVRAEICEAEYT HFE
1. RZERUVAZICEET HFE
1.1 KFI O EHEIX, KE 75kg K DO%A 1 6.5g, KE T5kg LA EOEAX 7.5 # BT
5Tk,
1.2 EOHEGMRE B2 2561, WTiERiRY R L, ZO®%IIHAELOCHEOERE
Wbg 2 BE5F 45 2 &, G500 OB 17 B 2B 2 25805, AR O M E DK T
VT VA7 ANV—EMEETBEARH Y HIREGICHEC T HEROHEORG A 7Y
J*‘}I/’C(ﬁ%%ﬁgﬁj‘é N
(fi#sn)
1.1 AFIOFRGEOREICHT-Y B2 LT HREL L LI,

(V. 3. (20 MK OHEORERE - RIL] OEBR

1.2 HEMOCHETCTEDTIZAT Y a— LV THRETE P o GAORGA Y 2 —1 e LTEE
L7, BRRERT — & L0, AKEIX, 2k 3kyshie/ 37 (PK/PD) BfRA4 R L, dil
AR AR (CP) TG TERRE OFFHGREIZ, AT AV ~ 7 O iR E & EHEICEE L T\ 5,
T oA 7 ZN—EEI % B L CRIER AL RS T-DIE, AFLY T DO NI TREY
100 pg/mL Z# 2 2RISR 75 2 <‘:7JM&E’CE%6<‘:§MTW 5o TOZ b, Feik
G006 17 BEZ B2 125813 RGN D OB G A7 ¥ 2 — VIZih» T G0N HESE S D,



V.

BEICEAYT SIEH

5. ERPRRLIE

(1) BERT—21\yor—

< FEAME BE >
HRE 5 AR D Phase PSS o
S TR IR R A CEIRT B - 205y A AR B HE FBRER)
BIVV009-01 Part A | 1 4 : T HEAME AR A (48) A F10.3~100mg/kg oD i #4 B [\
F—A YT Bk, T2 MMb. B | ST EREE (12) PEERER O e, AR, K
S, 7T AR AR WIBhRE e VIR O RN

H a5

AFIEE (36)

0.3mg/kg (3) . 1mg/kg (3) .
3mg/kg (6) . 10mg/kg (6) .
30mg/kg (6) . 60mg/kg (6) .
100mg/kg (6)

BIVV009-01 Part B
FT—ARNUT

FHIAE

Bk, 74 b, &
B, 77 A% R ER
4H M5

fREESNE AR S (16)

7T e REE (4)

AHFIFE (12)

30mg/kg (6) . 60mg/kg (6)

AH#130, 60mg/kgz i 11T Y K
E R RO alE BAEME.
S EhRE & OS5 O R

BIVV009-05 Part A
BIVV009-05 Part B
K=

R

Bz, 7% 21t (Part
A) /EERERIE (Part B) |
FEE MR, R AR AR G5 8R
Part A : Hi[al#& 5

Part B : 22H &5

it 0 AR ANBBRE (30/30)
Part A (18/18)

30mg/kg (6/6) . 60mg/kg (6/6) |
100mg/kg (6/6)

Part B (12/12) *1:
6.5g (9/9) . 7.5g (3/3)

AFI30~100mg/kg? B [F] i
R (Part A) K OAHI6.5 1%
7.5g & FAE AR EHE (1. 8, 22H
H) W (Part B) o#@hfe, 3
F1%, et AEMEOFEAM

BIVV009-03 Part A
(Cardinal Study)
A A} ONEALT o [EH2

A
EREL IR, Sk, FEEMR.

T DB ML D 3 2 Hr g M T2
BHEFERE (24/3) *1:
6.5g (17/3) . 7.5g (7/0)

AFH6.5X1%7.5g20H H. THH,
ZDOH2EM I &I KA AR

(21, 35, 49, 63, 77, 91, 105,
119, 133, 147, 161, 175HH)

251 ] % 5 . .
RO F M, 2tk OBEMED
FFA
BIVV009-03 Part B|#1I4H : Part A 2527 L7 FEMEESRIE | AK16.5 X 1X7.5g% 200 Z & 12X

(Cardinal Study)
(FEhE )
A AR} OB T 5 [E*2

E[ZENENE Y TENES=1 &
125 A MG

B (22/3)
6.5g (16/3) . 7.5g (6/0)

B RRFHER O R Z 2, AR
P K O R D Ffgett: O 3

X1 : (FETE (FE 75kg RiHO%HE : 6.5g, KE T5kg UL LOHE : 7.5g)

#2: KEH, A=A T U7

KA, T30 A A2V T, vy =—KOEEE




V. JAEICEd9 HIEH
<BEBEE >

RERE A B D Phase FIE e

Sl sk HEBRT YA v CEVHT L - A0 Bh (AREHD)
BIVV009-01 Part C | %5 I #H : RS BB (34) ARHN10mg/kgZ B 0] 556 53 %
A=A RNUT Hiffizk, EEMHM. HEEO| EHEERIERE (10) (2 A HI60meg/kg % 3 18141 F )

P $e 5 aiR

AIEMFE RIS B (10)

AR ER D22, AR,
SEMBNHE S O T ) DA

B, AR, A&

AFAEE (18)

4 RS- R = WP G 7Y (1K o <

# (4)

A 1R D PR BEE B HE

i EE (10)
BIVV009-01 Part E|#% 144 : WEIZAFHY T REE | AHF5.56~7.5g%0, 1l HKUNZ
(St ) R, Sk, Bk | RGRERERE (@) K DM = L AR S R
F—ZA KN T e 555 DLEeME, BN OS2 OR
BIVV009-02 EIH RS E AR S (24) AHNT5mglkg% KAE S HEE (1,
K= Bk, 74 b, “HE| 7T EREE (6) 8. 22, 36HH) FroZzet, A

BE, S ENRE J OE ) 2 OFFAfh

51 [ % 5-
¥ (KECRERIML
<HE>
RERE #ER D Phase PO -
S Hi Hb ik BTV A (BB B B A B Brs GRERHT)
BIVV009-04 Part A|#TIHA : EL 3T 0D i 1. B 0D 72 WVRRFE R SR Y | ANKI6.5 31X 7.5g%0R B, THH,

(Cadenza Study)
(%t )

EERE, 72 a1k, 7
Z A, EE AR
261 i $¢ 5

B FIERE (276 [20194E7H
11HE A, HEE40f1] )X

Z OB = & 12 S A
WO HE, SRR OB RED
#E

BIVV009-04 Part B
(Cadenza Study)
(FEhE )

HIMAE -

EEHLFE, FFER. B,
R Wik G-k

127 A s

[HLIT D L JBE 0D 72 U N T M SR
BEERAERE (B 1Z40M1) *

AF6.5X1%7.5g% 2 = & 1T
AR O B2 2, B
P N OV B 0 B fee itk oD 24

X o RETEINE

1E) AR OAGE S N I-BhhE

ESIR =

(ESE SR

E) AFNOFR SN AELOHER
WBE., MAZEFATF LY ~T (EafEz) & LT, 118 6.5g XX 7.5g & miiiiEd 5, PIREEZIL. 1EEIC
®h5 L, U2 @EOME TR T 5,
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(2)

PR R SRR

1) PEMERER

ORFEEBXAABBREZNRE LEREREFORKRE (BIVO009-05 5% Part B) '™

R A AR NBRE 2t & LT, ARAIOR M, BEM, EWEIHE K OS5 2 513 5 Hi
. EERE, FEER. RKAEERG, B AHRERZ M Lo, R B AR AGEERE 12 B & (R E
TERME (RE 75kg Kiifi Thkg LA E) L. 1, 8 X122 H HIZAHI 6.5g (A Thkg A :
9 %) Xix7.5g (IRE 75kg LA L : 34) % A8 s EE L7z,

AH 6.6g XUF 7.5g S AR FHE T, IRBRIEATEMIC X 0 HEE & fl S U723 BRI T CREL
LIcRERS, BERAESFSR, ECH, HBRIEHE T TR LEZAEFRICL BREOR S
FUEDWE IR o7, WESN-AEHERIT 4 6] 5 1F (6.5g HETIT T A LA EATERK
Yy 2 5, B EKOTRAE 16, 7.5g &5 TG COR ML AR 14]) Thoiznd,
TBBRIE L BRI & 5 LI SN T FFRIT e oTo, Fio, MR, A%, ke
FAE, DB, S A AP A R OEERREICB W T, BRICERO ® 5 % — 2 IE
TR Lo T,

HEHTREIZOWTIE, VL 1. (2) BRIRARBR THERR Sz iR | DHS R

) AANOARS I HIELOHET
WH . EANIFATF LY =7 (Bia R z) & LT, 1H 6.5g Xk 7.5g & sl fHEd 2, M G#%13,
1W®RICERE L, Uitk 2 HEORRE TR S92,

2) ENFHERE (DEMAREREERVEERDFICRIETEZE)
OFAEERE*BEERNR L L-ENFHIRET (BIVWO009-01 HEk Part C) (SMEAT—%) 31

FEMEEFIE (CAD) B3 10 fla E ik B B 2 xR L LT, Aflozetk, &
BNE, SEYENRE K O 72 3 2 Bak . JEEM. HEIRORER G, & 1 R % L
L7,
AR TIE, W REHIC, BAKELE L UTKAH 10mgkg & 1 FEEDNT CHRIELRFEFHER.
60mg/kg Z i 1 [Al, &4 [A], SESRHE L,
FEMBEFIERE CIL, MR AT LY v 7IRED 100ug/mL Z# 2 5 &, i AT AR
(CP) JEMEIZIZIFFZERICES Nz (KHE LX) o Y CP IEH R OEMIRSE 1 /sy s &
TariR—xr bk (Cls) AL, REBRHIM A48 L CRE S 4, FREEM X 60mg/kg 1 1 [0
B G% 3 AMIC Do > THEFF S RIETX) , Mg Cls &K 1 piisy (C1) A
e v —OEAR [CLsC1INH] REIL, HIRHEGHZIIET Lc% b2 DR TIERF L. &
G4 4 HMIC_— 2T A EIZEE Uiz, E7o, fiRE 4 5y (C4) S IFHEERPH (0.15
~0.45g/L) XV {&Kno72 (0.15g/L &) 73, 60mg/kg # 1 [BIOFEE G EZ O L5 Uik
B, 60mglkg O iR 5% 4 RN GAMEICEE L (RETR) , HESUIRKER 5%
Bl ENTMARE 1k q 7 2R —xr b (Clg) BEL, MiEHFARAF LY~ TR,
FETIEHRO o7,

X FEMEHESE, AEMEETREE, 1ENA O MR R K OB Al O BT BRGSO A B e



BEICEAYT SIEH

MFEPRF LY T TREE CPEHEDRER
(R EF)

110

CPiE%

A BRECRFIEEMEE (h=4)
O HFRERNEE RIS (n=10)

O KfaMEEEAE (n=10)

A BESRHERE (n=10)

T )
3000 4000 5000

MR F LU TR (ug/mL)

Cls RERU 4 REICRIFTIHE

HCls

(pg/ml) RFLUTTHRS
10mg/kg
680mgrkg

LA AR |

UAvATF IR

T T T T T T
0 7 14 21 28 35

¥BSRBEROME (B)

HC4
(mg/dl) ZFAUTTHRS
10mg/kg DAwa P I hEIRE
60mgrkg — >
I ] -

\ T T T T T T
0 7 14 21 28 35 42 49

B SHmERORE (8)

O EABERETE (N=10) DhRE, 25-75/ \— 29l

) ARIOAKGE ST RE XTI IE

) AANOARS I HIER ORI

WH L EANIFATFT LY =7 (Bia - z) & LT, 1H 6.5g Xk 7.5g & sl it 2, HIEERG#%13,
LRRICERG L, Uitk 2 BE ORI TR GT 5,
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CPiE4

3)

QOBHMEESBREREREFRNR E L-E NIRRT (BIVW009-035XE% Part A:Cardinal Study)

(BARARUNEAT—4R) ¥

LT OWGIILIE D & 5 FE 5 PEFRIG BEESRIE (CAD) B 24 BlA &R L LT, AFIOHE
MR OB Z T 5 ERS LR, Shis, IEER. B S MHRER % i L 7=,

ARFBR I, BT GRECERERAT 6 1 H LIN) Oiifi i JEE D & 2 Fegs 22 v B FRE B & x5,

Kﬁ65gMM§%kyﬁ%ﬂﬁm) X 7.5g (UKE 75kg DL L 741 Z#IEKO1 #HE,

ZALIRERT 2 0 Z &2 25 B, K60 oo CATEERE LT,

LR (R (CP) TEME ﬂ)]lﬁli&ffuﬁ TIRF Lo, MHALE 4 sy (C4) BBEEIL. AA

BehaifE (CE¥IME) 1% 0.04g/L &Ko 7223, ARAIRNEIEE G- EEICHIRE 1y s 7 2 R

—3 2 b (Cls) 1&MENPHE S/ 2 & THRMERFEN (0.156~0.45g/L) (ZHIE L7z, CP &M

JOR C4 I KITTAKNOEEL, Wb EGHIMEZE U TR S hi,

CP /ETE&U?‘M lhTzr_' &(g: '?/s
BMAFLUTT6.5g ((FE75kg+iE) &8 (n=17) WAF LU T7.5g (FE75kgld b) & (n=7)

(%) (g/L)
25.0 : - 0.35
RCAEE el ?’ e
- - 0.30
20.0 . -
T L feCARE - 0.25
15.01 L] - 0.20 _r"l’f
&
10.04 A ro1s &
CP3E: i o010
5.0 :
0.05
O O ! T T T T T T T T T T T T T T T T O OO
0 3 6 9 12 15 18 21 24 0O 3 6 9 12 15 18 21 24
% SHEAR (8) R SHAR GE)
AERICERRAER
ZUER R L



V. JAEICEHT 5IER

(4) REERIEAER
1) BEREER

D ERH£FRFEMAKER (BIVV009-035KE& Part A: Cardinal Study) (HARARUSNEAT—4) 49
18/ UL Lo GRBREGRAT6 » A LAWN) OBl IE D & 2 K thsim ki e (CAD) 424
Bl (HARNBESBIZETe) Zkt5 L U ARKI260 £ 50 I 5 Mk 2 55 L 7=,
=[G
FEHRY
BT O M2 A3 D EMEERIEBFT I, KAl ZRET L5 LICL0, ~ETa R
FEAN2g/dL BL BN 13 12g/dL BL IS E TN L, SRR TPICEm O L BEWER R R BN E
IMERFET D,

RIVK H )
<FE#HEOBEH>
- FHEE FE B ORI/ M2 BT D ER IR A X2 b R ORI R IE T AF D
TER & 73 2,
- EBREERIERE OEIEOE (QOL) I KIFTAKIOIEM 25 i+ %,
<Z2MHOEHN>
- FIREEFRIE B & X RITARF O 2IRN 2tk & AR Z T 5,
<$ZFRMEW>
CEREEFIEOBEDOAIHE GETF T/ —¥, LA J —JEBRE, ~F 7 1 B UR, ik
FERRIE) \THRT D ARKIOIEH 254 %,

- FIREERIE BT ISR DRE DR BRERE A F~— B — T3t 2 AFIOVER Z25Hl3 5.,
- KEIO I ENRE (PK) #3345,
HERTH A 2 HEERE (BARZE08E) | sk, M. HEE, FIHRER
X BT OWME 2 T 5 R IR R R E BT 240 (A RN B3I % &)
FERELE .
1. A7V —= 7 RZIRE39kg L ED 18R D B 4«
2. LN ORMEIZ K0 Fp RN BEERIEDMEZM 22T T\ 5

- P I

JRFEPHE R 7 — 2 AGBR S

- BERGERE 7 — b AR T C3d #FGME. IgG 281+LLF

- FINEEERM A 4CT64ELL

- B A 7R MR B 20
3. REREERAT6 » H LLNIC1EILL ot E 4249 %
4. ~EZ B EURE10.0g/dL LT

(D0 FEEIZONT]

PRI KRB AN OBEFEE N 22 WG B I ITRIER A, FiRERE R O 7 v U b B
T AU s F oA NEE L (KIEICRB W T, A > 7 v U3 b BSR4 5 e

éhfwév&%/@ﬁmﬁﬁi&mﬁ%f%é;tﬁE\77%/®§@%T%tbk)o

F BRIV .

1. BYYE, U U~ TR ESUTIEEIME MR IR e 3 5 m e FE

2. MOEKFAEBROIGFIEOEE. (08 H LART TIX S 3LIB R O = 0 545 OB IX30 H
MOV DRI OB L)
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3. HEREELEIS» AUND Y V% o~ 7 OHAEE . I ONCREBRERGER6 s HLUND U V¥
T ORIRE (RUALDAF U TAE TR A TAF =T TR &
DHEH)

RERAE -

GHEMOBLEMM (R UV —=7) th, BESNTBFIC, ARHZ 250 M A FE L, 26
HHECTHBELE,

TEINTZHEG LM L7 (BGWRA 8 E 72 IRTEIO# 522517 H @ f&E L 72)
B, BMOARE S 21T 72,

1B O 5757 1%

AHKN6.5g (KET5kg Aiifi D EE) Nix7.5g (KET5kg LA EOEE) 208 H, 7THHEKOF
D% 2 = L1225, #1604y (£543) M CHRafliE Lz,

i 1.

BRI, [~F7 10 © U RENIg/AL R CTREIERRABND ] T I~E7 Y

VIR FE DN T/ LA CTHRFITEIRD 2 L7200 | OWT o FRUEICHE Y 3 5 B3 (2 2
Fehi L7,

OF AR IR 3K .

O RFRABR DTGB, U Y % o~ T OHAFRIEROORE (R L LDATF o TS
TEU A TNF =T MR &L o) | WO HE K OHIREE (BRI &
DA EERORRICLE L HWr ST HE 3R <)

DF AT AL

) 2R F U RO/ EarFazTFalf R (FL F=Y o #E T10mg/HLLF) @
1H1E#EE GBE3Y HEOHAENLZE L TWAES) . B4 I Bia, EREOEEY 7Y
A (BEARAMOMENZE L TWDHE) « BEWINO Y A7 QR RFTRE, BE
@éﬁr(ﬁr U A VA ERIERY e ) ISRT D TIRIE (FRBREATEE RO HIWHC RS

<) ICEMERFICHT D RNVE VBT (R ) —=2 7 D3% HRiTE TOHENE
Ebfwé%é)

AHEEE -

<B#HMHE>

FEFMEE EEFMIER)
VARV E—EE (LLTFOTRCOEEICAE L T-EBEOEE)
- JRIEEE D 5 261 O Tl IC X IR 720
- JRIRBIE M 5 263 o R IR BR FE i 1 E THLE L 72 LIS O IS EREE FRIE IS 6 D 1R
ZZ T T
- JRIEEETIRE AT (23, 25 % U263 O FHIE) 121 D~ v B RENER{L (12g/dL
PLE) | XiFR—AF 1 v (QREREOYIEE 5 HR % ICHE LfE) 25 02 bER
2g/dL LL_L 140

BIREHEIEE :

S AARERHImER R (23, 25 U261 DOEEIfE) 1ICBIT 5 E Y L EMEDN—2T A (IR
BRI O P E B GRS R B ICHIE LToE) 225 OB LEOVEEE (P N— VEREE RS
zZFR <)
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< JRIERHMIRE A (23, 25 ) U261 D F-HJfE) 1231F % Functional Assessment of Chronic
Illness Therapy [FACIT] -Fatigue A2 72X »> Caffli L7= QOL O X—ZXZ A1 > (IR
BRIED WA BRI R ICHE LI-fE) 226 OZ L&D FEXIE

TRREEHM R A (23, 25K UR261E O EBIE) (128 1T D ALK ERESE (LDH) fED~— 2
FA v (RBREOYEHEGANI&EZICHE L) 2D OB & fE

- TRBREE A 5.4 51 [ LARE o> iigy . [R1 45 S ONigi i, LA 5 (5~261E D ft])

RIS (23, 25K U261 D FEHE) IZHB T H~NET R EVREOR—2T7 14 (R
BRI ORI GAN R ZICHE LI2HE) D OZ L& FHHE

<zZ&MHE>

HEER BERENRT A=, 25T ) T~ b—F X (SLE) /S3AHER, A XL
A, LEM (ECG) 7—%., HFEZEm A, BYYE (HAEE Grade 3LL L : HTEMED
RN 52303 | If e FEAR SE

¥ HEHERGILEMFERYE (CTCAE) v4.03

<EHEHRE>
R AF LY = TRE, K@Ehg (PK) <7 A —% (RHEH PK T 2600 L THH)

<EHE>

FEAREDFAFHEEE [ A ARE (CP) I&ME] | BRI RIE [ iEa A4m
(CH50) . iRz 4y (C4) | MiRELk Dy q 7 a2 FRm—x b (Clg) . filkHFE1
Koy s 7 ariR—x2k (Cls) |

TRETAEAT

<BHINREH>

BT ED) BEINETRTOREL L,

ZANVERNTIE, AKIZUELLE (RRTARL L) Bh S B 2 2R rERT R EH I
BT HENE L7z,

<A#MHEOEEFMEE >

FAS D& BEZ VAN Z— (FEIEA OEHEZ Iz L) T/ VAR F— (F
BEHIIE H ORI Z W - I o 72) I FE L, Clopper-Pearson 1512 X % EfE7295%(5
X oL AR A —EISEERH LR,

TR 7 & 2818 O KBERTNIARER~DS M Z HIE LT BE L) VAR — L BRip LTz,
L AR Z =T D M R EEEE ORI IR TR REREAR R A (230 25 K% UN2618 0 SR FeiiF)
DRBPL TWRNANE T 1 B REDNYL 2 Uiz, 3O KT X TTRH & 725728
FIL ) VAR HZ—E LT LT,

30%LL T D L AR Z—BIGIZERKRINTEZRN e &Il Lo 7o, FEEFHIIE H Ok
FHEL, Clopper-Pearson VEIZ K25 U AR X —EIE DIS%(E X D TIRA30% % # 2
LT &L L, T7bb, ZORBIABEKELE%E LIZWIRE T, EO VAR F—
FEN0%E AL L LA%ELD,

FEFHIEB O EHF

Composite Estimand (2825 &, VAR X —FEEONT N0 ENHT- SR BEIL
Y LVARH— LRI LTz, Completer Estimand M O) Per-protocol Estimand (233 %
R Sy & T LTz,
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FEMEEDOY TV IL— T
Y (6BREATE . 65mELL E) | MERI, N—2F 1 o OfkE (75kg K. 75kg L E) | &
B GRAT12 4 A LIN OB EI%k (2BILLF, 3~4[F], 4[#8) | X—RX T DO~T/ b
VB (8.5g/dL K. 8.5g/dL LA E) | ED Y Y X~ T TR EERE (. &)
BNCEM LTz, 25 DM TEHIRMDO I T TV —Nb 55A1E. Dz idiE+ 5701
Ny NATEERTDHZ LN TET,

<AMEORIXRFTMEIER >

TXTOENEDRREGHEE B 1X, X—Z T A VREOREEZ LE T, KBt [E5E R,
MR NFR 22 O 47 iU 20 i & Toeplitz % {5E L 72 mixed model for repeated measures
EF VA TN L7-, 7712 Hypothetical Estimand &% U De-facto Estimand (= 4
DWTCHEM L7z, BMOKE ST LT, ZERAAEZH N TITo 7,

HERRIE -

< REMH>

24D BFE (AARNBEZ 3G ZETe) NEERS T (FAS : 2441, 24T SI L : 24
) . AFIFEEHIRT (Pof) 1326148, BEEE (i) 1314.00ETH - 7,

FAS 6.5g #f (n=17) 7.5g #f (n=7) ait (n=24)
Fim (k) r i (EPHE) 72.0 (55~85) 70.0 (63~77) 71.5 (55~85)
PERII n (%) | 2otk Btk 11 (64.7) /6 (35.3) 4,3 15 (62.5) 9 (37.5)
ANfEn (%) {77 ANSAANS|8 176 2 (11.8) 3 (12.5) /3 (125) /
016
WL 12 (70.6) 18 (75.0)

HEROALE LR ARk T U7 | 12 (706) 2 (11.8) 510 17 (70.8) 3 (12.5)
n (%) * (AARET) Z0lh /3 (17.6) /0 /3 (125) /1 (4.2)
wE (kg) HofiE (SEPH) 61.0 (40~172) 82.5 (76~112) 66.5 (40~112)
BMI (kg/m?) | Tl (iFH) 22.860 (17.31~25.96) |28.890 (23.46~33.06) |23.685 (17.31~33.06)

% T.hg BEIZIOBRIG TH D720, #Hil3k (n) OB5THE

FEIM R FRIESE IR -

NR—=2 5 A TR SN Grade™ 2L, FORIMIERIL, 9D Grade 22374 (29.2%) .
Grade 3723141 (4.2%) . Bi )1 Grade 273561 (20.8%) . EJivd Grade 273441 (16.7%) .
Grade 323161 (4.2%) K OEMED Grade 223361 (12.5%) Td -7z, Grade 2L LD ffgfE
A ONZHEHEE 5 B 5 DI AT RTOARIENFRO DN BE I\ oo, Fiz, 2O
FEREEEFIE ISR AR BRI, BT T — 036 (12.5%) . LA J —HEMEREN
1] (4.2%) . ~E 72 ERBH] (20.8%) . K OVH HAEIG I E A & 7o T EBRAHER 2
201 (8.3%) ThH -7,

¥ HEFRILEMFESE (CTCAE) v4.03

iy 1. FE

A7V —=7Hi6H AMOEmEE [FFRfE (FH) 1 132.0 (1~19) TH Y iz 7=
A 1~2[0113 156 (62.5%) . 3~4[EX56] (20.8%) . 5EILL X464 (16.7%) TH -7,
Ay Y —=FHi6H H B OgMmEAL [l (#PH) ] 1X3.0 (1~38) Tho7-,

i R A A1
R=RATANIBTD~ETa EVRE (g/dl)  (FRE [#PH]  DRYERPH) | LLTE)
1£8.65 [4.9~11.1] Uik AE¥EMAHEH) . RE U L EE® (mg/dL)  (umol/L) 1£2.7
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[0.9~6.6] [0.3~1.2) 45.85[16.1~112.4] (5.1~20.5) . LDH f# (U/L) (%325 [160
~1,040] [120~246) . "7 FrmrEUH (g/L) 1%£0.2 [0.2~1.6] [0.4~2.4]) (/=72
L. 0.2g/L KimDOHA1$0.2g/L & L) | WONTHER IR fLEREL (X 109/L) 1%115.7 [27.7
~301.0] UmixAEEEAZEEM) Th ol %«A{%;%ir%ﬁﬁ“é BEEMTTHIND X
I, R=ATA BT HREV L EE, LDH E& O RMEK I TEHETHY . ~
/R EURERONT N a U fEHIMMETH - T,
¥ REVLEER pmol/LE%E b & 12 mg/dL fEIZ# R L7-

RITERIE -

8 ESFERNCHIER 2 = TWEBEIX156] (62.6%) THH ., UV x v~ 7 X124
(50.0%) . VX ~T KON/ iFIA T NNF =731 (4.2%) . aLrFazxrToAf RiE
106 (41.7%) . OFH L A 03661 (25.0%) . & OO(LFEEIE56] (20.8%) . MHE
RHHEIEIT 1B (4.2%) ThoT-, BIHERE LT, S Was Mg il &2 52 1) 72 B 1%
W2 o T,

<BHHEDIEER>

FEFFMER -
VAR E—BIE (EATHEEE - LT OT X TOEEICEE LZEEOEHE)
FAS 2441 (HARNBEEIFZEGT) OO BISHOBRENLUFTOTXTOREMECAE L,
VAR X —EEGDISWNEFHAR M 1O FIRN30%% LA~ 7= (L AR Z—EIA [95%(8
FEX ] 1 54.2% [32.8~74.4%] ) ,

FEFHHERER (FEAFTMER) ITEFENLEEDOKR (FAS)

N s _ g M (n=24)
FEFEEE (EAFREE) (28 i (%) [95% (=K ]
1RSI 7> 5 26318 O ] Tl Iz X 2 IR A 720 70.8 [48.9, 87.4]
(1741)
ZA%5L75 5261 O I IR E g E & CTHRE L2 LSt o % 91.7 [73.0, 99.0]
WEEEE FRIE X3 DIRE 252 1 T (224))
/A%Mﬂﬁﬂ# RR2IZB AT r BV RENER(L (12g/dL 37.5 [18.8, 59.4]
_££4:L;§z%ﬁz__________________________________________________EQﬁﬂz _________
. IREEHRE R BT D R— R T A VD OB L 62.5 [40.6, 81.2]
75>2g/dL DL AN 2 2R, (1541)

%1 : Clopper-Pearson {£(Z & % 1EfifE 72 95% 15 JE X [H]
#2123, 25K U263 O fE
%3 IRBRE DY) B 5-RN BB THIE L7 |

B, i 2 1L EZ T - BEII6H TH o=, 0 BefliE. AFOEERIRENS1TH 2
B2 Eenbolz (KRBROBFEEINT-HEMEBIZOHEBE., THH., KOZFD#%2HEE =
L) o BAHUBNIAFI OGS 2 1L Lz, Bz oW Tl TR EfE S,

BIREFMEIER :

TR 22 B AR E Y L E U, LDH R OINEZ 0 BV BEDR— R T A L #3
DD DZEAL RO SEEIER, W QNS AKI & 5-BlhA 7> 5 53 1% £ ¢ oo i 2145 & OVHAL B % &F
fliL7z, £7=. 2BEWRE LT, IREHIRE 2281 5 FACIT-Fatigue A 27 OX— A
T A D OB RO I M L7z,
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BIREHEIEE O#ER (FAS)

BIRGHmE B 24EF (n=24)
TRIEFEMEE 2T BT AR E Y L E EHSDOR—R T A V350 —2.0
240 (mg/dL) / (umol/L) *4 (n=14%6) [—2-5;;;1 /
[—42.52~-33.84]
TRIFGHIRE 22351 5 LDH HOR—2 F A LS b 02 bR (UML) *4 —126.95
(n=17) [-218.47~-35.42]
AHIEE A% 5 LA Ot [F1% (5~263E DfH) 0.9[H]
TRRFTM R 2B AT O BV BEDNR—Z T A 3150 2.60
A& (g/dL) *4 (n=17) [0.74~4.46]
(2B EH) 1BFHGR U225 1) 5 FACIT-Fatigue A2 7 0 10.85
R— 2T A L DELE (KA v h) 0 (n=17) [8.00~13.70]

%2123, 25K V261 D ¥ A

%3 RO YA G- R 2 U E L 7 il

¥4 /N REHE [95%(5HEXE] (MMRM)

X5 1’*"*‘1: UL E AMEI pmol/L fE% H & 18 mg/dL fEIC#a 5 L7

6 24, N— R T 1 v R OVERETHER L (23, 25 TN263) O B FIE [P _—VIE
BFERERE TRV EDRMEB CTE e o 72301, Wil % Sk L7zs6l, &5 ik L7261 (9 H1filix
i 2 SEhE) A BR< ]

B U LB S

G
rVrv

TN
TNEN
e
\_.

TV LB UAE (EYERIPH © 0.83~1.2mg/dL) (., JRFEREm R A 21238\ T 1381 (54.2%)
B L GEUEREPH EIRLLT Z22K) RNA LT, =R T A 3 OVE T I 5042
IZBIT 2R E U LE MEOFEEME (n=14%6) T2 Z13.2 mg/dL (55.26umol/L)

(FLYERADH EFRD2.76%) K& 10.9mg/dL (15.48umol/L) ([70.8f%) ToHh -~ 7z, BRI
R 22 BT R E VNV E MEOR—R T A S3h b 08 (/) ZFFHHE [95%
EHEXM]) 1%, -2.0mg/dL[-2.5~-1.4mg/dL] (-38.18pumol/L[-42.52~-33.84pmol/L])
Toh-o7= (MMRM) .

BREYILE VEDHT

(mg/dL) (umol/L)
607 B
3.04 504
ﬁ’éﬁ
2.54
7] 404
L 204
E 30+ ;
154 EEE0E EPRI1.2mg/dL (20.5umol/L)]
B
204
1.0
— 10— T T T T T T T T T T T U
0 1 3 5 7 9 11 13 15 17 19 21 23 25 26

BSER G8)
(M 21720 19 19 19 17 20 19 19 19 19 18 18 1817

t 1 246Ih, DIAR— VERBEBRE THEWI ENHER TERN I3 FZERRL

¥2 23, 25 V268 O E

3 RO YA G- R 2 U E L 7 il

¥5  ME UV E UEIE pmol/L % b & 1C mg/dL fEICHLE L7z

6 24t N— 2T A v R OEFEIMR R (23, 25 ON261) DN BT FIE [P —ViE
BEREERAE TRWZ L NHEERTE Ao 723061, i & 3266 L 72561, #5F 1k L7226 (5 L1l
fig i & 9Eh) & pR< )




V. JAEICEHT 5IER

- LDH &
LDH fii (FEYEHIPH : 120~246U/L) D_X— R T A L3 ORI R 54210 3 1) 5 1y
il (m=17%7) 1%, £ ZE1424.06U/L (GEHEFPH FRO1.7f%) X 1V801.91U/L ([F1.2(%)
T o T, IR A2 81 5 LDH LD R— 2 T oA LH 88 02 b (/) 3
Il [95%[EHEIX ] ) 1%, —126.95U/L [-218.47~-35.42U/L] THh»7= (MMRM) ,
F 72, REREA R 50% 2 CLDH E 23 JEERPH EBR D 156500 F 0 B35 131461 (58.3%) TH

ST,
LDH {E D #E#5
(U/L)
500
TR
450
o 4004 T
I
9 b )/(
350 )\
3004 -
T T T T T T T T T T T T T T T
0 1 3 5 7 9 11 13 15 17 19 21 23 2526
B SHEA GA)
(M 2423 22 21 2 200 23 21 21 22 19 20 19 21 20

#2123, 25N UN26HH O X

X3 {EBRE O Y B SR R ICHE L7 |

¥T 245, R— 2T A U R ONEREEEIER S > LDH 235 & v 7= 6% (il 4 56 L 7= 541, &5
IE L7226 (5 H16TE M & F26E) &< ]

- Wi ([EEO% OV )
5~ 26 OWIM O gmEHEIE 0.9 B (FAAE : 0 B, &P : 0~13 [F]) THho
Too 23 £ 6 AN 1 [ELL B A 5200 72, i e 5O OV il 2 52 1 72 SR B o sl
MEtEN D, IS0 6 Week 5 F TOHI LT Week 5205 Week 26 % T HfH]
¥ . [A1H & i A 52 7o SR AL BRI ERAT 6 AR ONA 7 Y — = Z IR ICH
NRTHFIZHD L TWD I ERHALNI ST,

CNET B B PRIE

NR=2 T A VSR ORI 2B T D ~E 7 a B R (EUEREP - fEsk L YE %
) OFHE (n=17%8) 1T+ Fh8.45g/dL K 1111.63g/dL Tdh o7z, TRIFEATAMAR L %2
ICBIT AT OBV REDR—Z T A 305D (B/h B VHE [95%EHEX
M1 ) 1%, 2.6g/dL [0.74~4.46g/dL] Tdh->7- (MMRM) , £7-. 1AL S22k
JHENETuEVREON—RAT A FMhE0E bR CEE) 231, 2% U8g/dL LA 1
MU-BEITZR 1861 (75.0%) . 1561 (62.5%) K O8HI (33.83%) T -7,
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SRICEHT HIER

ANESTOEVEEDH#

(g/dL)
12

RO
2

FEHRAERE

T T T
0 1 3 5 7 9 11 1315 17 19 21 23 2526
RS0 (8)
(m 2424 23 23 22 21 23 21 22 22 22 21 21 2120

¥2 1 23, 25K UN261H O FHfE
3 IRBRIE O YR B G- Fe (M L 7 fE
¥8 24, R—2 T A VR OVEREEHIRE R O~TE J a B R EE S D LT Bl [ & SE6E L 725
B, FhHwIE Le26 (5 BT % i) Z<]

« FACIT-Fatigue A 27 (ZZ{FH)

W 595 A I 5 72 I VW 72 FACIT-Fatigue 2 = 79D X — 2 5 o L3 K ONEHE A 5
RN BT B EEME (n=17%10) |3, T ZEN31.2478 4 > b L N44.265K1 > h TH o T=,
TG WEETAM My 50422 35 1F % FACIT-Fatigue 2 27 D_X— 2 5 A VS5 08 (b (/b

T E [95% (5 4H X [H]]) 1%, 10.8578 1 > k [8.00~13.707R 1 > h ] T&H - 7= (MMRM).,

FACIT-Fatigue X 3 7 Di#5

45.04
42.5;
40.0:
37.5—_

35.04

FACIT-FatigueX17

32.54

HOEHFERE

30.04

T T T
0 1 3 5 7 9 1 13 15 17 19 21 23 25 26
= 5HARE (GB)
(M) 22'23 22 21 21 20 23 22 22 21 22 22 21 2218

T 24600, IR SRIEEIOFACIT-Fatigue R D 7 HES NI B

¥2 123, 25K U261 O FHIfE

#3 RO Y G R ICHIE L7 i

X9 Al AE SRR E R T 5 BB O Y &

10 : 24t . _R—R T o L OVEE I A > FACIT-Fatigue % =t 7 055 S 7= % [ & S5
LU7ebfl, #h5-Fik Lz26 (9 H1F)3smn 2 =) 2 Bk<]
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BEICEAYT SIEH

- MARZERRSE (BEEHR)

N—=2F A4 TlE, 33.3% (8/24f1) (1L LD MARZERMSAE O PFFE SUIBER H Y | &
b L BONTHRIIMERIE TH 72 [20.8% (5/24%1) 1 , AFKBERHIR] oh 1L ag 2E
RIEIIRO Lo Tz,

<HZEHDOHER>

ZRVEREM 6 522460 . RITERNIZOMI (87.56%) ICFR® AL, £ DOWFIZ, HEAILLES Kk
261, F7 7 —8 . MEEER, AL L, R MR, AR e B Bk,
SR, ALBE K ONE I EA 1] T > 72,

HEERLAFTEGILTH (29.2%) (Z16fF (RuBEG2M:, mERAE, &L, ~N—F V=
R, BRI, BIEE. WmEE ., HBH L, . B~ =7 7 RO EREMEAK
Qo VUV ERBEMERUE ., RAE, AR, SHEEERS L) B o, WTTU B IR
L DORIEERZ L &Il <z,

HEETE A B (2 K 2 BB R RGMEIX, B~ v =7 Btk o L o B EREMERULE X OV R
T EREMEAIEY: (Lichtenstein V£ K 2 FI# O B MEME) 161 (KRR L) ThHho
7o

FETIELE (e, RERBAMRZR L) @O bz,
BHFILIZE > oA EFRIT2FITHE S, FH &L O 1E (KRR L) |
BRI B L2 ) o~ FHZ R 10 (RAEBHRR L) Thotz,

YRR OFEMIT, TVIL 1. (2) HKRER THERR S o] OESM
FHFOFMI, TV, 5. (2) 2) EIFPMBRET OESMR

Q@ EFREFRIFEMAEER (BIVV009-045KE% Part A : Cadenza Study) *%

185k LA D [0 0 i L JEE 0 72 (i 25 TR [ 138 ML 23 LRI BA R T, 23260 A LA IS Hhi i %
1T o TRV RPN BEERE (CAD) B xR & LI ARHI261H [H# 5 O BAER L
—HE MR A S L7,
=00
TEH
AT OWIME DS 72 WERR M CAD BFICHR L CARAIZ #5521tk v, 1.5g/dL DL E
D~EZ 1k (Hgh) O EFBG L, I TIEi o LEEIER 722 < 220 E 9 D Hl
Wi,

IR HHY
- gt CAD B O M LE MBI 2 iR A R b R OB AR M E - A
DA Z 7 T %

- CAD OFFEDHHHE (T 7/ —E8, LA/ —EGR., ~F 27 n B VR, ARZERIE)
(ZRT AR OVER 27l %,

- FpEtE CAD BEOAEDHE (QOL) (IZ X T AFI O 27+ 2,

- FpgtE CAD B3 2 R GUTARA O RRR 222 e & DA Z TG 2,

PRERRIHAY

- FFEME CAD BHITB W T, FrE OREBIE A A~ — T —125 3 2 AH O 2 R 2 5
T2,

- KA S iE 2 FEn S 5.

* ARAN DS R 2 RIS D,




V. JAEICEHT 5IER

HERTHA L FEEE (AAZE04rE) | Shs. “HER, 77 A5, B
FHEBR

SR« EITOWIMLE 2 A L 72 R P BEAE FRE B K9 40151

F PRI YE

1. A7V —=V JRpREIIkg L ECI8mELL LD A S i

2. LUFOREAEIC L0 FpMERGERERIEOMEZ M 2% 1T T\ EE
- BRI

c BERREMEEG 0 7Y R (DAT) Bk

- BRFEAPE DAT <L C3d 2k LRk

- FEINEHER M 4°CTo4fELL

- IgG DAT 7% 1+LAF., KO

B A 7 BT FR Y 2

3. ~NEZ B E VL. 0g/dLLLTF

4. BUIVEAMENER R EERAAZ B TV D (AR — VEEREE 25 T)

(V7T 4mIz o]

PR ERRTSAE AN O BEFEIE 3 72 WIS G I IR 1 . IR EREE e O o 7 b= bR
XTHT I F oA NEE L (KFRICBWTI, A v 7 b o PEDVRIC T HHESE &
NTCNDT 7 F o OBICFERIISHAM CHDZ ENnD, VI F U ORfMeEREL L) |

ERBRANILYE -

I RYME, U o~ FHERE F 2 IS o Mk 280 B R BT
i

2. A7V —=V7Hi 6 BALUNOEMBEELZ/ZIZAZ Y —=v7q] 12 B AUND 2
[a] LA - oD digy ifn, R

3. BEkAT 1 W ALNOERKRICEET 20 52O GE GEEMED C BUFK, Ak
72 L)

i

=

R D InEEE R

HERAE -

AT ORI RN 22y CERERRTO 1 M o2y 1 FLLF T, 262 6 4 A LN %
ITo TV stk CAD BEK 40 A28 8k3 5, AR X, BEaio 6 B A
PLEizH=0 Rt CAgD 2Tk v, Z oMMIcimmEN eWEE &35, i
BT 101 CTEER SN, B0 B, 7T H, Z0O%%E 25 ET 14 HE (BB 21,
35, 49, 63, 77. 91, 105, 119, 133, 147, 161, 175 H) (Z. BIVV009 F7-1x7Z
EREK 60 ST TEIRN OIV) #5735, 1 Baxiks LRz (B5HR%
WE, FlITRIEIOR GG 17 HEBRE L72) #ERE BE I, KREIOTE R
IZ P ESKPE CIEMOARE G 2175, & 182 H (8 26 ) (21X PartA OIREK T
e (EOT) KPR PESND,

1R O 5 5 1

BEREIT, RS TIEEICRE > T 60 23701 TEIRNZR 595, Dl FLp R &
Do HHEIRF L. IBRIKEH OKGREZ/HE T, 2 KENTTRETHZENTE S,

i IflL.

TR, [~E 7 1 B REN9g/dL AKili TREIIERNA BN D] X [~ET =
E IR E N Tg/ALART CREITERA A SN0 | OWT O FEHEIZ Y T 5 B i
1. % S0 L 7=,

OF AR 3K .

PBRE X MO S OIRBRIEEE 525 0 B> 30 HFEE 72134 IR O ) o
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BEICEAYT SIEH

5 1% (W BVIE O oWIfE) UWNICZIT 5 Z L AR, £ ABRYESRICh-
DL DIRERIEE AW~ MERT D Z &, VYT U~ T HMBELEEZIXY V¥
U TOERRE (B XA LDARTF . TAETE Y A TVF =T i
) (X ABHITEIE SN D, WERE T PartA BRI, BEEE O T £ T, AE 5%
D= IR EATER S £ 72 3O ERIC L 0 A Sz b LM, Wande D005
SEFE - IRIE/AF B L2,

A FE TS

TV 2 RZF R WVERITT L R=Y VB 10 mg/HULFOaLrTFa Z7rA R
OPFRFEGIE, #wE 3 W AMZERGZ% T TV LHEIZRYFTESND, £z, Bl2,
B BE O HBOOFAIE, BE 4 BRZEHETEGEZ T TVAEAIZRY TS
W5, RN DERMED e WRPTRIEITFF AT SV D, F 72, BUWEER O O R R (55
. VA NVANE ERGBERGYIE 72 &) OIRIFEO T2 OIS IIL, 1R ELEERI O YW ¢
T SND, WHEHBRE OFRNLECHEZRHWBHEIX, A2V —=27h/1 3 ZALLEIZ
DIEVRELEIRREZT TCWAEA, s,

FHMMmIER -
<EBHHE>
FEFHBEER

VARV A—EE (LLTFOTRCOEEICAE L T-EBEDOEEL)

- ANEZ B EUEMEEIR S TR—R T A > (RBREO YA G- RICR & ICHE L
7o ~E/uT7 Y UEEEREIND) 5 1.5g/dL BLEER L (55 23, 25, 26
HOWVHEE ERIND,

-5 WHE 26 i (EOT) ORIIEM & 321 7o 7=

- BB FEM G EE TR S b OIS O CAgD G E % 5 H6% 26 @ (EOT)
OMZZ T o7

RIRAIRHGIE E

RS C. Hgb OR—X T A4 U inb OBLOFEEIME (5 23, 25, 26 #EFSTO

FEfiE)

JRERHIRE A T, BEU AL EVEONR—RA T A U BEE (VR — VIR & B

49
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DAATIZE > T L7z QOL D_X—2 T A b DZEAbD ) E

C VRIRFEN I T, HLEEL K FEEEFEM (LDH) OX— AT A b DAL O T E

« EOT BT, BUE S NTIEMEMER O R AR

< ZEeE >

- ARBRIEE FCHRE L AE (TEAE) K OVEEZ: AE (SAE) O34

AR EM OIS T H =R T A b OB E

* SLE RN NIZEBTHRX—=A T4 b DOELE

CRNA BN A BT DER—=ZAT A D DELE

cLER (ECG) T—XIZBITARX—RAT7 A b OELE

- SRR R AR T AL

- MYE P REEREAN A A~ — T —

%5 26 D EOT F CTOWMORMRE N (FikD TERBEURKE, LDH/EY v e E5

KO F723nT M orm B ARTIZES Hgb fED 2 g/dL UL EOREZRAKT)

- HEIEE 7 L— R 3 Uk (BMUAEMEOBIRNE G- 063E) O ERYYE

o I AR FERRIE




V. JAEICEHT 5IER

- BETOEFZZ T I95BRE Tix, BICHENE 24 FFRIDNIZHEB L7 AE O
479

R L TR WEBRIE DB G 2 52 1T 7o g8 Tl BICEGH%ONA Z v 1 o RO
5% 24 WERILINIZREL LT AE O MRl 21T 9

<FET)FHYFEmE H >

- Wieslab #1:-CP (ffi{&1& AL RE ]I E)

- CH50

- ¥ C4

+ Clq

+ Cls

HRETARAT -
IR EREN DD LEBEZONIEEFEMHEE ICB W T, AKAREE 77 B AREEOR T
50% DUER D A& T Dt J12385% L0 & 72 % K 5 4060 B (4720
) ZRE LT, TXTOEDERNLE2MEOMNTIE, Full Analysis Set (FAS) &KW
safety analysis set Z# HHWVCEM L7z, MEME S, AAITT TR 2D & H1HE
BHINTTXRTCOBEALINT-BE L Lz, EEFEHNEB OEEZRTT 5700,
NR—=2F 4 ?O Hb i (FRAGAKmM vs FRAELL ) KOk (7 7/ ofh, d2k,
BRIN) % @RI 1 & L7z Cochran-Mantel-Haenszel f EIZ 5D\ T 7 — L S 7= iifll p
fl<0.05 TR RN fiHT L 7=,
FHRERATFGIE B2 OW T, 5 1 FEOMFAHERZ 5% CHIE 2 72 Dic, HFIEE
HAWTHIEZEH L=, MEIL, AFIEEX 7 Z ZAREED hypothetical estimand % FH
TLAT DA THEM L7z, IRRRHERF AICH T D Hb ORX—2 T A b DE{LED -
Y., W, 1P ERE S IC 1 D FACIT-Fatigue A 27 D_X—RA T A b OE{LE
DOEE Z A=, B RRFHEE B I HS>WCid, AFIZ LRI B G EN=dT_XToRA
FIZOWTEM L7z, AAIZ1IEL EFE L, #HlrTae e 38 Fr)ale 23 1oLl Ed - 7
TRTOBEFICONWT, EIFAIRRNT 2 Fhn LT, MEHENTIZIZ, SAS®/N— 3 9.4
PLE (SAS Institute Inc.. Cary. NC) % Hu 7=

<HREMHA>
2B AFIRE (n=22) F7137 7 BAREE (n=20) IZEERBICEID T o, £,
COVID-19D /35 2w Z iR 7= 1E OIRFRGHM %2 K U= B 1L, AFIRETIXL
4 (4.5%) . 77 BAREETIEH24 (10%) ThoT, X—RAT A VEEFONOFHFHEBLIO
PEBEFIEIL CAD BN & —F L Cniz, 13 A EDBRE TN (n=33, 78.6%) T.
TP RE (FEPH) 1366.0 (46-88) k72~ 72,

AHKIRE (n=22) 77 REE (n=20)

M n (%) BEkR6 5 A NC NC

G AT 14 R 3 (13.6) 0 (0)
AEHE GRESEM) | W T o3A| 16 (72.7) 15 (75.0)
n (%) e s 12 (54.5) 9 (45.0)

I e A =t A3 12 (54.5) 12 (60.0)
SedF 7 ) —F n (%) 9 (40.9) 4 (20.0)
LA ) —JERRE n (%) 5 (22.7) 3 (15.0)
H i A TR 12 K A & 7o R BR e E IR n (%) 3 (13.6) 0 (0)
CAD & Bf%9 2 ABilE n GEE24ER]) (%) 2 (9.1) 3 (15.0)
1L E o AR JERERE n GRETER) (%) 0 (0) 0 (0)




V.

aEICEH I SIHE

~NEZRrEYV SEEIE (R 7E) 9.2 (1.1) 9.3 (1.0)
EE (g/dL) HhoufiE (D) 9.3 (6.5-11.1) 9.3 (7.7-11.7)
Breyrefu EEIME (BEERZ2) 41 (27) 36 (12)
(2 mol/L) W (FEPE) 35 (19-145) 34 (17-59)
LDHfE (U/L) SEEE (BEER 22) 422 (195) 381 (243)
HhoufiE (D) 359 (215-893) 294 (169-1,239)
HAFRMEREL (X 109/L) | FHME  (BE YR ) 159 (70) 145 (46)
HRJLfiE (D) 176 (4-274) 151 (65-245)
NT R w e s E | CESE EEERE) 0.2 (0.0) 0.2 (0.0
(g/L) HhJfiE (D) 0.2 (0.2-0.2) 0.2 (0.2-0.3)
IgM (g/L) TEEIE (R (R 22) 5.7 (7.8 2.7 (2.0)
HhoufiE (EEPE) 2.9 (0.5-33.0) 1.9 (0.4-8.7)
FEMEHEFRM, 4C FR i (REEH) 2,560 (40- 1,280 (40-
2,621,440) 1,310,720)
FACIT-Fatigue I (EEE(R 22) 31.7 (12.8) 33.0 (10.9)
HhoufiE (EEPE) 32.6 (9.0-51.0) 35.4 (14.0-51.0)
<ENHEDOFER>
FEFFMIER -

c LARE—EIG

AKEBICBWNTOL AR Z—EE

(3/20f5) TV, AAREDHEHFAIIC

X, AFIBEDT2.7% (16/2261) . 77 B 5RETIX15%
BlZEWEEER L,

100%
T00% 4
OR. 15.9
(95% CI,2.9,58.0;: P0.001)
80%
7] ?2-7% ------------
60% 4
40%
208 4
D%‘ . .- e - . s s - -+ - S . - s+ o+ - EEE s s e
n=16 n=3 n=16 n=3 n=18 n=16 n=1% n=20
TEFHER ~ESOEBEL EITET READBELT
[ﬁé‘"ﬂﬁ:ﬁ_ﬁ) (e Z S A S b;‘ﬁ‘?fcgjé
15gdLL E ES)
W= B s

T 5~26 DM, 7ot MBI D, MiliI 7 m CRENLTOEHREOWFANTHY T 2 BEFICENM
L7 ; 9g/dL K TREITIERN A DS, UTIEROF BT 030 6T 7g/dL K, il o BERFER O IRBRIE,
Uk v~ 7 OBRBFEEL OO ARIEIEOFAES R & Uiz, §: IRPRAHERES (23, 25, 2618 O FHfH)
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BEICEAYT SIEH

BIREHEER -

s NES PR

R—=R2 T A VIR E TONE T v B O BRI R, ARIEBEM=19) L 7
T AREMNO=19) TEhZFN2.66g/dL (95% CI: 2.09 ~3.22) . 0.09g/dL (95%CI : -0.50~
0.68) THY , AL 7T B ARBEO~E V1 B OV F132.56g/dL (p<0.001, 95%CI :
1.75~3.38) Th o7, ZORRENG | RABETITT 78R L LK L TAE S o B0
KT 2/ BRI DPRBO iz,

} » BIVV009 _
12 B . .

3
E *
g 11 1
=
= -
B
= 10
. Placebo

— - T - &

- L]

- . | .

94 _
o1 3 5 T 9 11 13 15 17 19 21 23 25 26
Visit (Week)
Flacebo 20 13 19 19 19 19 18 19 19 19 19 19 20 19 19
BIWVWOODS 22 22 21 22 19 20 17 19 17 18 19 19 18 19 1%
B e

AFIFEO=17) & 7 7 B AR HEO=18)DX— R T £ » O FEEILE I Z1134.253 1 mol/L (1.67
f% ULN) B X 185.778 p mol/L (1.75f% ULN) Toh VY, _X—2 T A )b DL B DO
SEEIEENFE R - 22,129 (SD 10.468) 1 mol/L B X TN - 1.829 (SD 13.894) 1 mol/LL T
HoT,

- LDH

AFIFEM=19) & 77 B R EEM=20)DX— R T A > OFHEILE N Z11420.368U/L (1.71%
ULN) £ X1'880.800U/L (1.5f% ULN) TH V., =2 T A )b O EOFHEE LI
X2 £1150.833U/L (SD 160.84) O L UN7.6 (SD 212.690) U/L DM~ L
776

+ FACIT-Fatigue

AHFIEE(=19)TIEL1M B £ TIT FACIT-Fatigue 2 2 7 2357381 » Mk L, BRRAYICEEN
Hol=DITk L, T BARBEN=19) TIIEILE R E R,




SRICEHT HIER

KANFEL T T ERBEOR—ZAT 4 00 OB EOFEFLHMEIXZNZE110.88 1 > K
(95% CI: 7.45~14.22) BLOU1.9K A >k (95% CIL: —1.65~5.46) TH V. AHIREE 7
TR AREEDO LS A 2 7 #1E, 8.9 1 >k (95% CI: 4.0,13.85; P<, 001) THh -7,

_ BIVVOD9
45 —_
- * - 1 i
@ - —
L a0 -
[=))
= -
$ I
E , _ T [ i Placebo
v
= -
T3 —_ . |
=
] o
- T T :
0o 1 3 5 7 9 11 13 15 17 19 21 23 25 26
Visit (Week)
Placebo 20 139 19 18 18 19 19 18 19 19 19 19 20 19 19
BiYVODD 22 22 22 22 19 19 19 18 17 19 19 18 19 19 19

AN /A s B
AEFEL 7T VRBEON—RA T A OFEMEIZZE N E10.200g/L 35 L 1V0.207g/L TH Y |
TRPETAN S O SEH N . AKIRET0.32g/L. 77 AR TO0.05g/L Th o7z, AHKIEE
D1261(63.2%) 3 L T 7 v REED3H1(15.0%) 257 ~ 7' v B AEDIEF AL &2 3R L=,

- FRPAHR BT

NR—2 T A ROV (SE) ARG T, RAIRE T22.4%4.2), 77 EREET
32.8%(6.9) Th > 7=, 1HHOARFHEOYEIE G4, o BAYHH AR I OTE M D F 15 (SE) A3
2.3%(0.60)IZAK T L7y, 77 B AR ClrIl A RIS OIS VED EENI R — R T A - &1F
EF L TH -7 (35.6%[5.8]),

_~ CH50

NR—=2 T A UREDO¥Y) (SE) CH50fE X, AAHET27.0 (3.3) UmL, 77 &R T20.8
(20) U/mL Th o7z, AFOPEIEG%, 8L ONRFEHM T 28 CC IR MET, Kﬁ
FED CH50D FEMEIZRFUELL T CTo o 7o, AFNFED CHE0ILE RIRALL T T o 72 A3,

T RO (SE) 1X15.6 (4.3) ~23.5 (5) U/mL O#iHTH -7,

- ¥ C4

AFBEC BT 2 HERTOFY) (SE) # CAREIL N—AT7 A K, LEH., 260 H 22
1 C0.06g/L (0.01) | 0.24g/L (0.01) . FX000.31g/L (0.02) TH o7z, ZHIZxLTT
TR REEDYY) (SE) # CAfEIX, XR—RA T A Vb 26E £ T
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BRI, T~E7 e BV RBENI/ALAM CREIERNAONS ] X [~E/mr Y
RN T/ dLAT CREFITERD A DN OWT O FUEICEE Y T 5 BF 12l %2
ki L7z,

PrAZEIRSE .

PEBRE T, MOMOEOIRBIER G2 0 HAld 30 HME 2134 %IERIE O LM o
5 1 (W EWVIED OWIR) UWNICZIT 5 Z L 2R, AR RRBIMSKIChZY
M OEERIEZ V=B ~DOBINERET D5 2L, VYR~ 7HMEEEZIZY Y o~
TOREE (B XUFLATF TAVE TR A TAF =T TR ENES) X
DIREITEEIE &N D, HBRE 1T PartA B, BHGREDE T £ T, AE 1BREO7ZOITIR
BT AT R T & 7 1T DO BE RIS K 0 A St b OLISMTIL, W DAL T IR E 7 IR/
BHIHHEH L7220,

DERETAIE -

TV A REF RN ERITT LV F=Y VHE 10 mg/HULFoaLrFa A7aA K
DOHFRIFE G, BE 3 WAMBZERGZZ T TV LIHEICRVFIIND, £/, B12,
WL OGO R E 4 BRZEHE TR EZZ T TV LEAICRYFTIN
Do WD fERIED IR WRPFTRIEITFFT SN D, Eo. BOWEROGFFEMERE (8
. U A AME ESGEIRGIE R L) OIRFEO T2 OIETHRIE . 1R EATEE A Ol T
FFRI &N D, HERRE O RNVE UK E AW RETEIL, A2 )V —= 7R 3 BALLEIC
DI ZE LI EZ T T D56, fFrl&ns,




V.

BEICEAYT SIEH

FHEEE

BEhMEFHIEE

PLTF OB BIRENE N T A — 2 523l 3 5

cANETrEY

(U LE

- QOLi i (FACIT-Fatigue. EQ-5D-5L., SF-12. PGIS. PGIC)
- LDH

- BRI 0D BN

PR VAN N7 = Vg

- EOT Wi T O EFRE IO KF]H A5
cBETOER 22T 45 E 2 58402, MIRILD 4 [ H OFERZICATE TOEHIZHT 5

i /& B 2 AP 9%

<>

cHBIBE T THEA L AE (TEAE) KUVEEZ: AE (SAE) OFs4E#

BRI ORHBIC BT D=2 T A b O LR

« SLE RNRILICBITHRN—RAT A b DB R

N BZNY A BT HRXI=ATA b DOEE

- DEN (ECG) T—X B D X—AT A »inb O E

- S IRAIRA T R

- (M IE R B RN A A — T —

- 5% 26 WD EOT £ TORMOBAMMRE %O TEKRBELFEE, LDH/E Y Ly 5

KO £I123nT 7 a B AXTICHED Hgb fEO 2 g/dL UL EORERE  F)

CHEIEE S U— R 3 DLk (FUEWHEOFIRNER G P LEE) ORRGYE
- AR ZERESE
- AETOER 22T 7o BRE Tl BICENER 24 RHEUNICEI L. AE O eMEREHf

179

s TR L TOIRWIGBRCE O G- %2 52 1T Tl Tl RIS GR O AL P A R UE

% 24 FFRILINICHEBL L 72 AE ORI 21T 5

<FEFFEHFHEEE >

- Wieslab #:-CP (A& AL B REHIE)
+ CH50

- #C4

- Clq

- Cls

WCEHRRAT -

BRRIIEZRDH D LB Z OGN EFEIEB IZBWT, KAIREE 77 B ARBEOM T50%
DUFERD AL D HFHAIR M T17385% L 1 & 72 % X5 KI40B1 D 38 (K HE2061) %
B LT, T XTOFIEK OZEMEOENTIEL, Full Analysis Set (FAS) & U'safety analysis
setZ FHWTCHENE L7z, WEME S, AFIUI T TR 207 EH1EEES ST XTO
EZ b ST BE & L A TEEMEEE OELZ BT 5720, X— 27 A »OHbfE (F
PR vs HIAELLE) R OMUE (7 27 /2o, bk, M) Z JgRllE -+ & L7z Cochran-
Mantel-Haenszel# 2 FEDVW T 7 — L S 37 Wil pfiE<0.05 T & Bl fifgEdT L 7=,




V.

BEICEAYT SIEH

FEZ2RRBFENIE B2 DWW T, 5 1 FEOmRAHER 2 5% Hili 3 % 7212, PAFIEZ v
THIEZ I LT-, BEIL. RARER 7 & R EEDOhypothetical estimand % AV CTLL FDJE
FrC3ENE LTz, 1R SICIT 2HbDR—2 T A V)b OELEOEHE, kIZ, 1h#E
PR 31T D FACIT-Fatigue 2 2 7 D_X— 2 T A x5 DAL ED S E 2 v 7=, 36
TR B IOV TIE, AR Z RIS B SN R TOBFIT OV TEM LT,
ANz 1EILL G- U, G-l rTRE 722 1 FR0 B A3 1 DU B d o 72T R TO B IOV T, 3K
TIFRIFRAT 2 F2hi U 7=, SEEHIENTIZ 13X, SAS®/N— 3 2-9.4L) E (SAS Institute Inc., Cary,
NC) #Hwiz

AR

<xZEF>

Part A7 5 33901 (ex-AAIRELINI, ex-T7 T B REE200D) A AN BNTZ, TD 9 H32
B (ex-AAIFE166], ex-7 7 BAREE166]) MNRERK T £ CTHFELEE L, 76 (ex-AHIBE
3, ex-7" 7 BARREAB]) HPart BOEHF CTRERAZF L LT, £ORNFRITAEDMED KD
T2 D230 (ex-RFNFELH, ex-7 7 B ARHE24]) | AHFFRDOIZON 1] (ex-7 7 BAREE) |
FIEMEI OO N26] (ex-AHIFELH], ex-7 7 BAREELHF) | TOMOBHEN1IH] (ex-A
HIBE) ThHoT-,

< HZh D REH >
(B RAZH 202049 H29H )

cANEZ R EVREOE

ex-7 7B RBTHEINT-~E by ORI EIL, PartADBIAREICAHK % & 5
L-BECBEINTHMNEL IZERETHY  ex- 77 ERHEO~NE T 2 B OFYHE
X, ex- RFIBECHBIEINTMEIZZEL, Jy M7 HETHES S RBEEOMEMNHER I
7=

NEJTOEVREDHER

— Placebo
14 I B'C;’V“’Q
Part A Part B =Tt
134

”‘Hﬁ%&

it
. zﬁﬁﬂﬁﬁ{

13 T Eﬂﬁﬂ Tl A L
SEd i ]
T T T T T T T T T T T T T T T T T T T T
0 5 Mm 17 23 29 35 4 47 53 52 65 71 77 8 8993 99 105 11
Visit (Week)
Hacebo 20 19 19 19 20 18 16 15 14 15 13 10 9 T 6

5 2
BIWVVO09 17 17 15 16 16 15 13 13 10 10 11 8 a8 7 5 4 3 2
Total 37 36 34 35 36 33 20 285 24 25 24 18 17 14 11 9 5 3 2 2

Mean Hemoglobin (g/dL)

NOTE: Data cutoff date for BIVV009-04 is 29 September 2020. Abbreviation: SE = standard error. Only data based on n >=2 are
presented at each visit.

PGM=DEVOPS/BIVV009/BIVV009_04/INTERIM_B_2020/REPORT/PGM/fl_mean_hgh_byvisit sas
OUT=REPORT/OUTPUT/fl_mean hgb_byvisit_irtf (01DEC2020 19:15)




V.

BEICEAYT SIEH

- U LE AMEOEL

ex- 7 T BREEOE Y L E VOFEBE T EIL., PartAD BRI ARF 2 &5 L= BE CTHis
SNHETEEELE LT\, 2THRIZBW TS, ex- 7 7B R Lex-AFFEOE Y L
OVEPE T EITER L TEBY ., v b4 7 B £ CRERICHR Sz,

EVILE EDHTE

Part B

= SEEfE AR AE RS

Mean Bilirubin (umol/L)

Hacebo 18 15 17 16 18 17 14 12
BIVVOD9 15 15 14 15 15 14 11 10 8 9 9 T 7 6 4
Total 33 30 31 31 33 31 25 2 21

NOTE: Data cutoff date for BIVV009-04 Part B is 29 September 2020 Laboratory results reported as <x are considered as x for

this summary. Abbreviation: SE = standard error. Only data based on n ==2 are presented at each wvisit.

PGM=DEVOPS/BIVV009/BIVV009 04/INTERIM B 2020/REPORT/PGM/f3 mean bili byvisit excl gilb.sas

OUT=REPORT/OUTPUT/{3_mean_bik_byvisit_excl_gilb_i.rtf (01DEC2020 19:15)

+ FACIT- Fatigue® A2y

ex-7 7 BARFED FACIT- Fatigue A 27 O F-¥fi 1T Week 39F TIZ EH L. ex-AAIRE
TIL A a7 1 3MER Shv, PartADORK TIF & [AERTodh -7z, FACIT- Fatigue 2 =27 D
SR AR CHELLL TR Y . PartBOsk Y O#if & i@ L CTHERF S 7z,




V. JAEICEHT 5IER

FACIT- Fatigue R a7 Dif#

Placeho

BIVVO0D
=0 Part A Part B —F Tota
§ o _/¥ i \
= g [~ ™
b -
i B k
2 L
20 B
M AR AERA
T T T T T T T T T T _I_
o s " 7 pe. o = 51 B3 75 87 99 11
Visit (Week)
FAacsbo 20 18 10 19 19 14 13 11 7 5
BIVVDDS 17 17T 17 18 17 12 10 10 7 5 2
Total 37 35 36 35 £ 26 23 21 14 10 3 2

NOTE: Data cutoff date for BIVWOI0S-04 is 29 September 2020. Abbreviation: SE = standard error. Only data based on o ==2 are
presented ar each wisit.

PGM=DEVOPSBIVVHBIVVIS 04 TNTERDM B 220FEPORTPGMT_mean facit byvisit.zas
OUT=REPORT/OUTPUT/Z_mean_facit_byvisit i (01DEC2020 19:15)

- LDHOZ AL,

ex-AFIFED LDH OFEMMEIZR—A T A Ll L TR NBO b ivizdlex-7 7 &R
FETIE, BEALEDOHERRIZEBWTELITED b7,

- Wi (150

PartBClL, TADBEDRIKIEIO®EIM 25 )72 (1AYM72 0 O [EE O #iH#I£1.0~27.0
m) . 09 H241%, PartA Tl 4579, PartB Tl 257 7-8E&E Th -7z,

<EEVEDOFER >

(i)

Part BIZBAT L 72396112\ T, 36 5l (92.3%) THFF 395 > TEAE 2N#iESh
oo b EMEE (>10% 0 BE) 1THE SNZTEAEIX, &5 (1261[30.8%]) . & (11
Bi[28.2%]) . BA&IE (861[20.5%]) . TH. @ iEX CEHEK (76 [9%]) | HEIJAE,
SRR M OB (6M11[4%])) . O F v, MERINEE, #5E, ~E 7w B URE, ELEKDER
ERY (511[8%]) . 77 7 —B ., ik, BER., RIREROBRZ A M (461[3%])
ThHoT,

7H (17.9%) THE 1O EEZRTEAES S S L7, &ilEO 123 EBRE(LEMIC X
0DARKEBE S & Al S i,

HCIZE > TEAERS M (iR LECE) i Sv7eh . IRBRE(EEAIC &0 KK & B
B A D i R gV sl

AR 2K (Part AR O'Part B) O#AMATRE R & LT, BBREMEEMIZ XV KAl L DK
BEERH 5 & W SN7ZTEAEIL., 224 (52.4%) OBRF TR O LN, ex-AAIRE
(PartAD & CTRER A2 H 1k L 72 g 3 #ilZ 5 de) TlE54.5% (12/2241) 12 KR BF%
DI HTEAENR D b, ERESLIT, F7/ —BEROEME (%34 [13.6%] ) THh
72, ex-7 7B AREE (22 PartBIZBIT L7) TiX, 50.0% (10/20%1) (2K EBEHRD
HHTEAENR D b, L5438 (3 4 [15.0%] ) Th-oiz,

Part BTIH 236 A O SEA R 5203 1[E1 DL R FEH S v, 43.56% D B3 T24REH LI IZ A
R Eb1EOAFERS (GF24tt) NRE LS, Rz LZBF TV RhoTz,
TR ET bbb, AN ERBE K CTHRI N TEIREN DT D2 L ~DOZRMED
BRIIRE SN o T,




SRICEHT HIER

(5) FBE - WERIFER

U EER L

<HE>

DOEMEL R MEER (BIVV009-03

ARUHEAT—%5)

=] ] 4,15,16)

&% PartA.~PartA+B (53
(PartA+B (53 :@RE) (LA FEfRHT

JEfE)

AFRERIZIE, 3B HARNELEEFRIE (CAD) BENE EN TV,

: CardinalStudy)
—R2Ay A T7H20205%1 8 16

(BA

HANEHE (n=3)

’ ‘@}FE%) Tg?)of:o

Elln MR 55 ik M | T0 5k ME | T8k, FE
IR 75kg Al | 7hkg AN | Thkg A
A G- 6.5g 6.5g 6.5g
AAiR G- 169.0g 169.0g 110.5g
AT 5 01 [ 50.57 #[H | 50.43 M | 31.29 #H
PartA | T EFFEER (HETHHEE)
VAR E— (LLFOTXTOIEE~DEE) =3p9 R =3p9
# %ﬁu%fé& L1 BERK BERK =304
fri S | FEMEHERIE TR D BLUESNER A L FERL EEAL BERK
g; %ﬁ ~w e [ER Q2gdLpk) | wgey | mmed | g |
i E BER2 (o) | R T L8 s 2gldL PR - - .
= BN
PartA | BIREHMEEE (LB RERMFHEIEE (TE)
BE Y LB 245 NR—=2F A DL | —1.0/—-163| —08/—13.1| —0.6,—10.2
FHIE (mg/dL) ~ (umol/L) | 1.5,26.0 | 1.3,/21.7 | 0.9,16.0
LDH fi*2 A S O P NNOY Y| s 91 417 —64
FEE (U/L) 253 577 240
A2 i R—R2F A N OB & 2.47 —0.07 2.77
FEE (g/dL) 11.47 11.03 8.97
(ZE1EH) NR—=Z T A )5 DAL & —1 0.3 4.3
FACIT-Fatigue A = 7726 | SZJIfl (71 > K) 41 47.3 50.3
PartA+B (53 Jf) | HRMFFEIER (PR : 77— 20 > b A 7]
FEAHEE S (PartA @ 0 H B HifE) 78.14 ¥ 79.14 ¥ 59.29 i
BE U LB A5 R—=RA T4 BN OE{LE | —09/-152 | —1.3/-221| —0.7/-11.5
FEHE (mg/dL)  (umol/L) | 1.6°27.1 | 0.7/12.7 0.9714.7
LDH & A S O P NNGY Y (A s 50 69 233
FEE (U/L) 212 229 537
~NET BB R R—=R T A 0 O b E 3.6 0.90 2.7
J2ll (g/dL) 12.6 12.0 8.9
(BB 1EH) R—=R T A 00O b E —2 1 2
FACIT-Fatigue 2227 | SEHIfli (FA > h) 40%7 48%7 48%1
PartA+B (53 H[#]) | REMFFHHIEE (PN - 77— X v M A 7 HEAE)
RITEA 2 B 4 FEORIERNGRO Hiv, ZOWNRITY A LAY (Gradel THE
(A e - ﬁéi%%fgjﬁﬁ . Grade3 THEHE) . MMEMIEM LK (Grade2 TIHEE) | f)E L5 (Gradel

X1 1R 5 D 26 DM
X9 VBRI S (23, 25 KX 26 ¥ 0 SEHE)

X3 {RBREE O W Bl G5l

Itz

=AY

WZHIE L7 il



V. JAEICEHT 5IER

4 DN IR ERE OB FREIIRERD -, DR — VIEBERERE TV 2 L IR
%5 R E U L E UEIE pmol/L % & 12 me/dL EICH#URE L 72

6 : 55k M, T0 R AetEiE, 28 KR O T, 25 KON 26 O EEE

X7 :39WDT —H

BT, TV, 5. (4) MGEERVRER ] DIHZM

(6) JAmAIEH
1) ERAERE (—RERRIERAE. BECAMGEHRE. ERAMRGELRHAR) . HERTR
T—ER—RRE. HERFTRERZBROANE
RIS Y 2 7 LR E (RMP) F(ZHD & | LU T O M OFRER & 550 T8 UL FEM T TH 5,
OFFE R A (ST E)
HAY - R EEE RIE AT D2 AR O EZE T ISR o eelt, AMEICET L H Rz
L, UTOFEEZITET L L2 AN E L TRFRE L FEHT 2,
s A OE R ERR T ISR T 2 R EIRYYE, BB RQRYYE K O O o gI1EH
DIEBLRIL O
s BRI EERIET EERA LN DER
- A
X8 AR B L O D RIn R RIE B
AT EAEFIE006] (L Ve SUER] & L T)
AT YA o BB O PRRBIIIIE, AR TEB 4a 7> & B IE B O BLER B T % T,

@fER e % AR ()

FEit b O A BE K OVEe A % Rl 9 2 [ B 2 R 28 AR AR 4 Ak foe 9~ 5

a) BIVV009-03# : CardinalStudy

H&Y : BIVV009-037k PartA [Z38\T6» H ORI A 5E T L%, PartBIZBATL, 5l
T e & AHN G & ke 3 2 RSN B FIE B 2RI, AFORMIZHOT
Lttt & AR T 5,

b) BIVV009-043l% : CadenzaStudy

HE : BIVV009-045-5% PartA (23 CT6 A DIREHIRI N 52 T L=, PartB Th 2 EHiC
bie DR R OB RO RGN 2 M8 3 2 kBRI BT L. IEBER CARAI DR
52 % 2 R R IR EEFRIERE 2RI, AROREMICO 2280 & 3%
PEZFHET 5.

T. 6. RMP O % | 0OIES R

2) RBEHELTERFTEOHNERXIIERLE-FAE - ABOME
1. 5. (1) KBEEME OEEZROZ &,

(D Z0it
MR L



VI. BEMEE(CEII HIEB

1.

2.
(1) YEFRERfI - V& FRAL R 1712197

EIRH)CEEH HIEEMRITILEMEE
P (IR 5 iy [C5] ) €/ 7 v —F L HiiREA
—fx4 s ) A~ T (B fz) 97 ) A~ (B RE#R)

VLR © B O & B LAY OB E 13, RO LEEBRT 52 &
M

TEHIFBAL
MR 20— RIZB T 5 e MEERE 1§ s Y7 a R R—x k (Cls)

TERBET -

FEMEEERIE (CAD) TIXFEBEER ML X 37 C1 © Clq V7 avR—x v FBfEAET
BRIk WHAMIRRE (CP) OIEMALSBME SN D, T5 & ClgiZiEA LT 5 Cls
Y73 R — R RONEMAL U THIES 4 Bioy (C4) MOMHIASS 2 plisr (C2) ZfRL. Th
5 DOIYREY TR S N T- B35 75 C3 % C3a & C3b (20t 5, C3b B™ikE LA T Y =
b7 AR mER X, EICHIgO 7 v A=z L v B/ S, mENMNEME5 EiE 29, CAD I
BIFHEIMIZZ D C3b #r LIZIEIMNFMNETHDL E VI IMELH D, Fiz, MENRELE
TIEMEAL S AU TIE R S 40 5 MR T4 A5 1K (membrane-attackcomplex : MAC) {2 X - TR
BRI L, MERNBELAELDEEZ LTINS,

AF LY=L, b F CPHENEY T uTr 7 —EThHD Cls ITHEA L, Cls iEMEEINHIJ
52 LIZE T CPIEEAILET 2B Tz MemZE a7V G727 Z 24 (IgG4)
T/ 77—t APRTHY, Clsicdkd C4 DHHZAEST S Z & T, CAD BHIZEBITS CP
o MOk 74 IR 1 il e R

HOFIEED (MBI, BT, 2% OERRHET SEREROERERH T (37C{HE)

FRREHROBIEL FRINEBRERSE v EREREORM

' O e -

EREER OB 2<0 BEREERICHET>/ITCIO FOFRFE TRIIKICRBS L. MEFEEMEE

BEIgM) IFEE (29CHE)  Clq 97 aXl—2 MRS, SPLRARER G ERESICRD LA

- ERYFOFFBTEME Cls 73 R—2»NEHRE /? DERNS N TRIMEREDEELE
: R

AFLUT T OIEREEE

(C1EMNELEETERR
PREe: 1 AFLITT  \pgeassoo—samim
Rl AFAUTFECIENG LRICHET SCIERET BT,

(C3d) gronzmress ..(iﬁ,f:/ﬂ:) CADEEIHIT 5 SAMRHEEEN L SN AT
: o CF st > csa
-
-
C3blz A P = ALE N RIERIE : FHIARRERRETE MAC) 1 c5yppmmemit
(¥BR7ERE)
RO &) AR auYam ENEHEMACEELS
7 R %
7y T MEsEm MEMEM MEBL : mannose-binding lectin

MAC : membrane-attack complex




VI. E3EEBCEYHEE
(2) FhE BB HERAE

AZAFL) =L, v RGEI 0T Y GY T 7T 2a (1gG2a) Hib MEEF 1 ks s 7
ayAR—x> bk (Cls) £/ 70— AHATH S TNTO03 il I T\ 5, BHATH
H~UAE 7 a—F gk TNT003 bk MEE/ 7 a—F PR THLIAT LY v T ~D
BRI L DTEEOR FIEREO LN TE LT, AF ALY ~7 & TNT003 IXFEFRED Cls #&& BN
PR OPL Cls IEEEZB L TNDHZ &b, AF LY =7 O invitro HEEFHMIZ, TNT003 DR
THLNTET—Z bW,

VI 2. (2) 1) b MiERICET DREEGBMMER ORI OES R

1) E MERRICE T 5HEBERMERVEEYE (/nvitro) 2

AF LY ~T KO TNT003 Ot MMEERE 1y s 7 arrR—x2 b (Cls) ~OfEAHIf
V% invitro CRHMEL7=E 2 A, AF LV~ 7 KIONTNT003 @t b Cls (Zx19 B FHifEsEE
% (Kp) (W31 d 1009mol/L L-LThotz, 72, AT LU~ 7 KO TNT003 O iy #if)
AR (CP) IEMEBHEREZ Invitro TRl L7= & Z A, IE® b Mg+ CP {&MEICxT3 5
50%FHERE (ICs0) 1ZENZFN 0.34 K 0.22ug/mL, £ 720 b R ALESR 100% % T
CPiEMEAFAE L7223, MO FETIER b MG O 2 BE (AP) KON L 7 F U %1 (LP)
TEMERLERE A2 L7 & 2 A, AP R ONLP iGMHITIHE Lo 1z,

E FEARRICH (T HEEZMENE (Jnvitro)

EMHEA Cls CP &M K . .
£ — 1% Vsl Naoy
J 7 a—F )Lk Kp (mol/L) ICso CP [ AP i51E LP 751
. 9X10°9 . N
2F YT 9.624% 1010 | 197 IOFmOVL b0 e | gz

(0.34pg/mL)

1.3X 10°mol/L . N
TNT003 5.898 X 10°10 mo 100% | PHEEES | PHEET
(0.22pg/mL)

AP : %5 2 %%, CP : dr g filiAdResg. Cls : i E 1 iy s 7 a v R—x%2 b, ICso : 50%PHLERAEE . Kp:
SEMHREEER, LP . L7 F UK., TNT003 : AF L) 7 OHFETHLHE F Cls ¥ A€/ 7 n—F )L
E7IREN

i AF LU ~T KONTNT003 Ot k Cls ~OFEAHFMEIX. A4 LA Y —FWEEZHOCEHE L7,
Fio, AF LV =T KOUTNT008 O E M ARREIEHERERIZ, E¥ e MLGICATF LAY <=7 KW
TNTO003 &4 % 7o EE TR L, WIESLAB®Y v & A & FVCEEM L 7=,

2) BRXERMYE (invitro) 2

DRAFLNYIITOEXRERIGHE (Cls HEERERU CP MEMEBMICKRIFTESE) (invitro)
R EROCMEZ Tl T 5728, B b, A= APV A X, I=T 4, '747”%\ 7 vk, BN
Ty RO T AZDOWT invitro THIR LT Z A, B RO =7 A FALTIEWT L h .
AF LY ~T D Cls FEA D 50%H2hHEE (ECs0) (X 1010mol/L L~V TH V| 1.34% i
CP M EMIRIM A~ ICs0 fEIX 0.21pg/mL TH o7z, —H. A X, =7 % %X, T b,
FENLEY NEO T AT, AF LV ~T7 O Cls fEARELOUMLIFGH CP A EMEE ] o
FTHODBFED BT,



VI. EHERICEHJT HIEH
AFLYITDEXRERSTE (invitro)
@ Cls ~DfEL 1.34%IfLi7 ' CP /M 7EMEA L
ECso0 (mol/L) ICs0 (ug/mL)
t 9.6X 1010 0.21
H=0 AP 1.6 1010 0.21
S X — ) 72 UK
S=TH — il Ze L
s — Pl 2 L
7 v b 2.2 X109 BRI B TR E (100pg/mL)  CaBsy A3
FJLFE v b — il 7 L
~ A FEAR L —
—JHIERT, CP: AR, Cls : filASE 1y s 7 2R —x> b, ECso: 50% A ZNEE ., ICso:
50%BH 2 B
% 10%IMTE CRER L 72
HE b, W= AP, AR, 3278, UHE Ty b, EAEY RO T RIZONT, Cls (23T
HAF L) T OSBRI EZ 7 L — b= ZADEEEEOEREY (ELISA) 12X Y invitro TH|
EL. 77, MR ER IS S invitro BT v ¥ A TEHME L, FNFNOFMERIERMERIZ BT S
CP AMEMERILIC KT 2 2 F 5 U~ 7 OHHIRE & it L 7=,
QCPANFEMAMIZRIFTEHE (/nvitro)
<£&% : TNT003 (= X % Al >
Eie MIJELEONES D =27 A4 FrimiE % AT, TNT003 @ Cls FHEK Y CP jEH:AE|C
£ 21EM % invitro TRHii L7 & 25, CPAMEMEAIMLIZ XTS5 TNT003 D EILLL T D1 Y
ThV, 80%IMIFIZEIT D ICso fEIXZNZEH 14.7 LN 15.6ug/mL Th -7z,
E FRUHILIZEITZHCPAEMBMICKRIFIINTOOIDEE (/nvitro)
EEE D5 BEEA=74 ¥ILINE
(%) EREN (%) EBH=IIFIL
100 - MiERE 100 = MiERE
1% 1%
20% 20%
=0 40% =0 40%
iom 601 =O= 80% . 60+ =O= 80%
L=} L=}
m m
40 401
20 20
0 T T T T TR T 0 T T T T M
0.0001 0.0071 0.01 0.1 1 10 100 1,000 0.0001 0.001 0.01 0.1 1 10 100 1,000
TNTOO3RE (ug/mL) TNTOO3EE (ug/mL)

MG IR E t b ICs0 (pug/mL) B =27 A% 1Cs0 (ug/mL)
1% 0.38 0.18
5% 1.2 1.3
20% 4.1 5.1
40% 13.0 5.1
80% 14.7 15.6

ICs0 : 50%FLEERE, TNT003 : A F LU <7 DHEHIKTHDLHE b Cls~ T AE /7 0 —F Pk

ik EF e MLEROCES D =27 A Pz AV, CP MEMEMmIZs LT TNT003 2N RIF 4 Es
nvitro &7 v A 12 L W RET LT,



RN EE (T HIEHE

i

3) EABREREBEHRROBALTAWHAR (/nvitro) %
OFRMEKBEAD C3 TS5 A2 MikFE (T =2k) ITRIFTEE (invitro)
<£% : TNTO003 (2 L % i¥4fi >
FEBEHEFIE (CAD) HBFEHEOMBERALZ AT, TNT003 2t bR fLER~D %A EEE R
JEBHE H CPURMEMERIARIL S S RIE T2 % invitro TIHE L7 & 2 A, MAFIETEE F XU
E% e MR CRWERICIES b b fiE @i U2 R ERCid, MR m~O/MIERE 3 ko
(C3) 7T 7 A MRAEMNRD LI o7, FEIHERE FIE M CRUE L7- AR IMER Ti.
EfE G ~OREIZ LV RIMER~D C3 7T 7 A v MLENRD b, BROMRMER
DRE~D C3 7T 7 A2 MEBENBRE SN-OIL, FBHEERIEMRE 40 BMIAD H H 28 ¥
& (70%) Tod v, TNTO03 DEMEEFINAENECS 7 T 7 A v MEEITHT 2 50%FHE R
(ICs0) 1% 5.01.0pg/mL, FHAFAEFFR (CEHE) 1% 10pug/mL 2815 97% ThH - 7=,

£ FRMBRAREREANDEAHRERNEIL 3T 5T A MAEIZRIFT INT003 DFZ& (/nvitro)

MIRFETFTE T ERE ~MFFET
125+
| 0.19% 0.16% = TiE B
] ] T
< M o M 0 100 . .
8 L
A
5 n s
; M M £ 75
: g
1M A TV A ﬂs 504
L
100 102 102 10¢ 105 10¢ 107 100 10F 108 104 105 108 107 %
R 254
ESRERE ERRERENRFET N
IMR\EFET +10mM EDTA 0
0 T T —t
| 68.2% 0.08% 0.01 ! 100
TNTOO3REE (ug/mL)
< SMA 5M -
[¥]
(2]
w
< am 3M4
vl
wy
w
M4 1M
o T e
10" 107 10% 10¢ 105 10¢ 107 100 108 10 10¢ 105 10¢ 107
FL1-A:IFL1-A FL1-A:ZFL1-A
-
C3T75TAUN

(X@Et24DRZ —ERiEE)

A MR T, IER b MR T IR EERIE M FE T T U F 2 — b L7z RMERE EF & R
MEX B L&D C3 7T 7 Ay hkaE X)) 2Ry 77— 4 b A MU —H#AX,

H O TlE i MBS AR (CP) TEMAL ) ONC3 7 7 7' A o b ka5 24014 % EDTA (10mmol/L)
FETCTIER b ME*RE 4 £, C3 77 7 A2 b Ta— b ENFHRMER (C3 7T 7 A >k FRiIER)
D HHrERTRT,

B : T RTOEAEMEFEBE BT LIZTNT003DC3 7 5 7 A o b ILEIHINE R O B ik,
IC50=5.0+1.0ug/mL (n=27) ., 7—% I3, FEFMRBITOVT, 100%IEF & P IfiEFE FTAELK C3
7T 7 A MLFE CHLE,

C3 : #ifk%E 3 ilisy. EDTA : =F L > U7 I U UEEEE, FL1 : #5ERHER 1. FSC : Al #ELYE, TNTO00S :

AF L)< T OHFETHDLHE b Cls ¥ U7 AE /7 a—F/LFiK

Fik B Y FRMER A2 JEREHMERERE MIERE (n=40) FETTA o Fa—F L, EEL L THEAE
EHFE (AN BEETHLRES T Y UM [IgM] ) ZRMERFREICHES SE-%., HiEE
bt MM (25%) *&2WM L7z, MEIMNEMFEIRICBE S35 CP ONMEYN THDH C3 7T T AL D
IRMERFREA~DOUEE 7 a—H A M A MU —THIE L., CPIEMHEEFHME L7,

X CPIEMAL A FEIET D MR MARIR & LTI



VI. EHERICEHJT HIEH
QA TV Z UL FRMEHDEBICRIZTITHE (/nvitro)
<% : TNT003 |Z L % 3 >
TRIMERTR [~ D FEHMEFE BN EMEAIRIEE I L VR SN 52 EEIZ TNT003 23 R IT I 528
DU Invitro TR L7= & 2 A, ZEHEEFREERICER B NLIEICERE L) - 72/l T
1, MR A~D C3 77 7 A MEEBENMEZ L A EALNT, 7 1 77— kkkakk THP-1 Hi
FEIZ K DR ERDBBD LR o T2y, FEINEERBIEZIZ25% 4 & b IiiE* 2 REE
U 7o MR Tl MR DS 20 IS L, flifR A7 Y = AR Ek %= &6 3 2% THP-1 #
R 2540 10 f22# i L7z, £72. TNT003 (100pug/mL) 7F4E F CIEH b b IMTE* IR L 74
FaClE, fiREE K OBEREIIWVITNLER—2F7 4 (EFE MLERL, =F Lo o7 I W
Eefz [EDTA] 10mmol/L) & Tl Sz, —FH., 74 VXA TxBE /7 7 v —F ik
L C3 7T 7 A MEEKLTTEEDWT IV Lo T-,
C3T7ST AV MATYZUibEE FHRMBROBEIZRIZT TNTO03 DEZE (/nvitro)
150 r 150
— AT
C3 757X FRINER FIHEHRAERE
125 4 F125
@]
= 100A T F100 ’ial\AJ,
) o
O XR¥
L 754 75 T
N m]
B 17
< 504 - 50 S%
=
25 4 —|_ T - 25
T
O - T T T T T O
B A Sak G N
ey & @ £ <OV
@ E & }\/5 - =l
??0\(’;§9 g o RGN oV
S 06"& ; g )\JGQ ¥ ¥

FMBEEFIESRE 5] (F2[H, Fn=10) THLNT—¥, ARKUIC3T7 I 7 AL b
WAEDT =233 T CRMEEFVEMIT+26%1EH © Mg OfE THIE,

C3 : A% 3 iksy. EDTA : =F L > U7 2 UEEE. TNTO003 : AF AU ~7OFEMATH B h Cls~ ¥

AE ) 7 a—F gk
(SCHik 24 DX % — Bk 2]

i b MRILERA BREEFIEMIET T/ o F 2 _— kL2, EDTA (10mmol/L) . 7 A Y %A %R
%/ 7 m—F 4k (100pg/ml) Xix TNT003 (100pg/ml) f#(E FCIER b b iE*(cig# L, C3
TITA MNEEET7 O —Y A MA M) —TERLEZ (C37F 7 A2 MIRMER : Aifify - JREME) ., K
2, ARIMER A9t R Tt LTPe L, THP- 18/ L & biZA v FaX— i 57 enr A F L7
NA LR A TFiE (CMFDA) Yttt THP-1 Ml ER Lz (ARR (%) : A6 Bak) |,

X CPIEM L& T 2 MR fAaIR & LT



VI. EEEICEHI HIER

QEBMBRUVTF 745 bFLUEEICRIFTEE (invitro)

<% : TNT003 (2 X % 4t >
FEN AR T AR A S OVIE R b S LT ~ O W R 14 |2 IR BRAE A& IR 7E M IR I BRYA AR 3 35 7%
SN (n=1) & T, ZEMEEE R TEMEA M5 L C TNT003 75 KX T 2% invitro
TRl L7z & 2 A, TNTO003 %, 1EH b MIJE*ICHREE U 7 220 G SR S E AR IER O [E #2172
Rl e s i 2 Y FEE AR A AR L 7
Fo, HHAEHARE (CP) LW ARt D77 47 FF > (C3, filkF 4 ks [C4]
R OIRS 5 plksy [Ch] Ol L W AT % C3a, Cda KON Cha) PEAIC KT B L MGt
L7zt Z A, TNTO003 i% C3a, Cda LU Cha DREA % R EERTFAOICINE] L 7=,

EARERNEMBORVT T 745 FFXF D UEEIZRIFY INTO03 DFZE (/invitro)

L Bl EC4a
1204 O FPAVIALTHE 1204 O PAYVIA TR
—=- TNT003 -~ TNT003
- n - fo)
100 E i é < % 100 o] 3 §
80 § Q 80+
3 3
| |
60 60
=[a) 37
51 ~ ON
0 404 n o 404
& &
20 20
T b 0
0.01 1 100 0.01 1 100
FUAEE (ug/mL) FRE (ug/mL)
HC3a HC5a
1204 O FAVIALTFHER 1204 O PAVILTHE
== TNT003 == TNT003
100 n 1004 ® & .
S ¥¥ o
. 80 % 80+ §
3 3
I I i
oD 607 wn 60
m £ wn s
UN UN E
N0 404 n o 404
204 . 204
- L‘l_.'i
0 T T T T 0 T T T T T T T
0.01 1 100 0.01 1 100
FEE (ug/mL) FRE (ug/mL)
o -iEsee e

C3a:C3DHIRIZEVELATF 7 4T hFxT v, Cha:CA DB I VAL DT F 7 407 v, Cha:
CoDWRIZEVAELATF 74T hx v, TNT003: AF LV ~T7OHHiATHLHE F Cls vV AE/
7 a—F LR

(SCiik 24 DX % —Hh 2]
ik AW b N ARIMER & SRR RAE R MR AR CRUER . BEx 22 0 TNT003 XidfZE s u7 U2 G
BT T 2a (1gG2a) 74 V& A TxBPAREZELIEFR e MIJE“ICBRE L, 351, 2hbo

EBRTHELNTE FEEEIRL, 7747 ¥ (C3a, Cda 1) Cha) s BEEfEARERAE
% (ELISA) THIE L7z,

X CPIEMLZ#H T 2 MR fAaIR & LTl



VI.

EMEEICEHAI HEE

4)

B ®RERE (/nvitro) %2

DRHPARUVEEH 7R b= RHBE~D Clo EEIZRIZTEE (/nvitro)
<£#E  TNT003 | X 2§ >

FHIT% T R b — 2 2l 2 iR 1 oy g 7 a R R—x b (Clg) IRIMOFET
XAFFEAFAE T CHMER M UIIER B MG E & bicA v FaX— K L72%k, 7HR h—T R
M~ Clq ibEZTEETDHZ LIk, TNTO03 DM 1 lky s 7 ar R —xr b
(C1s) IEMEFHFEIZ L D Clq b IC KT T 2% invitro TiHMii L7 & Z A, TNT003 T Cls
EEAPLE L L &, BRHIR OB 7R h— Z#a~D Clq 7 7 7 A > MEHICKETE
BIIRD N o T,

BHERUVERBET R F— XMEA~D Cla iLEIZKIEXT TNTO03 DFE (/nvitro)

WSS, FEPR— e EEROSSHT. @87 Kh—2 e BESE LSS, @57 R h—

(&&= n=6~-7) (1£trd 1= n=4~-5) (1 &&= n=4~-591)L)
FEEIC Q0 FEHC 1 g0 FERCTGF
B *
*
100+ 4,000 600
& %
804 500
P 3000 P
3 3 #4004
R 604 R R
g g 2,000 g 300
H_ 404 H_ H_ BEC gL
=) g Z 200+
U U 1,000+ U
20 1004
1 O_ O,
B® M PA4Y INT & oA P4y INT mE #F P4V TNT #ff 74V TNT
Clg 80 947 003 Clg 80 947 003 BL R 947 003 IEFN 947 003
TGL HE @ TEL WE @ HiE W B e

S AR R A
% : p<0.05, k% : p<0.01 (two-tailedunpairedStudent’sttest)

Clq : MR 1 sy q W7 arR—x > b, TNTO03 : 2 F LU~ 7 OHFUATHLHiE F Cls v 7 AE
7 a—F ik

(Ciik 26 D & —EF ek 2 )

Fik: BT AR b= 2 Q5M4H20 n=6~T7) KOEHT AR b— 2k (15&4H7- 0 n=4~5) %,
B Clq (15ug/mL) WMNSUIFETRMOEMFER M & & bio, T4 VXA TxHRE /) 7 v —F bk
t L < 1L TNT003 DTFEE F XUFIEFIE FCTA v FaX— M L%, Clqiidz 7 —H% A b A R U —
THM LTz, Fio, EFE MLIEUIER E MIEICER Clq (16pg/mL) 23N L7284 7 1
A THRE ) 7 v —F APURIT TNT003 & & HiIZT LA v Fax— LItk BT AR F— R
M (1 E&EH7-0 n=4~5 7z )b) ZRMLTA o FaX—hL, £O%, EHFLT, 7TH F—T R
Mz~ 2t b ClqE/ 7 B —FAHATRELTT7a—H% A b A B —THI LT,
WY SEIOMS. LIZFERTEONZT— % &2 —L L,
B, BHT7TR = 2 MR IE TR 7 v — A %7 R b—3 AL, Ramos fili (R
FEfbE b BHIROER) 1T E R L TR LT,



VI. EMEB(CEHTSEHE

@7 R F— RHA~D C3b LB I RIZFTELE (/nvitro)

<% : TNTO003 |2 X 2 3 >
TNTO003 T Cls #PHHE L7z & & ORI B OB T A F— 2 fflifad~D C3b (HiRE 3 5oy D
IR X VAT DR SMEAT Y =) 77 7 A MEEIZKIETREIZOWT invitro T
R L2 & 2 A, TNTO003 (3B HI 7R b — 2 flia~d C3b L3 & Ml L7-,

TR b= MR~ D C3b SLEICRIFXT TNT003 DFE (invitro)

HEH7RA—2 X8k WEH7R~—2 2408
(1% &1 n=4~6) (1 R=HB=In=8~114a1F)
2001 7004 +ERE M
600
150+ N i
% % 500
B 3 +IIEEE
B ﬁ 400+ _EMChIE
Iy 1004 iy
B 5 3004
3 3
O o0 ¢ 200
100
01— 0
mEaL FEE BFEdit Jm,ﬁm bi11%3 74/’ TNT  $ifE 7-'4) TNT
b hE ER IEFI 947 003 FEFN 947 003
i1 AR AR MR xR
i A YRR

* : p<0.05 (two-tailedunpairedStudent’sttest)

C3b : fAE 3 DS L 0 AL HHlEAEA 7Y = TNT003 : 2AF 41 ~T7OHPUETH DL k
Cls ¥ U AT ) 7 a—F Lk
(3CHk 26 DX % —ERCkZE)

i AR, IER e NS SOIBIEB L IER b NS 2 R 7R b — 2 1% H 720 n=4~6)

LB U F =LK, vUAHE FC3bE/ F a—FFUATHREG L, 7u—H A kX b
— T LTz, 4 [EOMSE L7z EBRTH SN 72 C3b S HOLRE M Z 7 — L Uiz, £z, EMiEs

i, B e NIE IR L IER & NS E T A Y XA TRRTE /) 7 v —F VAT TNT00S &
EBICT VA U Fa_X— L%, BT AR b= 2 ME (14545720 n=8~11 FK) ZiFRmML T
A FaX—hL,CLEAKERTa—Y A F A N =W EfT-72, 8 BEIOMSL L7-ERTELNT
C3b Py iR EE il % 7 — L L7z,

5) h= U A FILIZH 1T BT EHARRERINEIER (/nvivo) 0

=7 AP (MEHES n=5/Ff) ICAF LU ~7 60 it 180mg/kg i 1 [B], 26 ¥ M S 1E sk
RN G- U 72 IR P -2 EsRBR O 38 2T 1288 C L dnvive TOILEH CP IGTEEEA I
BT 5 AF LY ~7? ICefEIZ 22.3ug/mL ThH -7,

(3) fERSBIBNRT - HEEHR
DR L



. EYEREICEY 5IEH

(M a

M REDHR

M 2AF ALY ~7HET, BIVV009-01 6k PartA PartB,/ PartC CiLifLiE+ O bFgEAF AV
~ 7RI A BIVV009-02 7Bk, BIVV009-03 56k & Y BIVV009-05 75k Tl 4t o bz 2 7
LY v TRE R BERA S RE WA (ELISA) 2 W THlE L,

A PR
R L

<BE > FBEMNERYBIE/ER % (BEM PR/PD) fi#ght 28 ¥lc kv | BinEESEIE (CAD) B4
’KﬁG@(¢E7ﬁg$ﬁ@$%)Xi7@(¢%7ﬁguiw$%)%OHE\7HE\H
B 2 312 1 [B] 00 R C A U 7= [EIRS IR 25 TAHEER BIVV009-03 7Bk PartA (HARAK D
%EAT—&>@fwﬁﬁﬁoﬁgziw\kam%yut/ﬁﬁiﬂ%%%%émm+ﬁﬁ
AF L)~ TIBRBEEDEFRETRD DN, ~E7 0 B U REICHT 2 RKNED 50% D25
ZHI-OTIRE (ECso) fEIX 192ug/mL ThHo7z, Zit, 7 LA 7 A—{RI % [B#ET 57
DOAF LY <7 OHERNT Z7PRE (Cumin) 100pg/mL O 2 5 Th -7,

: HEAVSE 1 FRBAER BIVV009-01 35k PartC & CNEBEIR S I3 BIVV009-03 SR O FF M 2 BRI
B 30 B (HANRE 3 0) OF—2 2a L, Ak (~E/ 0 EVBERORE UL EVIE) RU%
AL R RIE T ATHENEDS & 5 SR A BT LT,

HEE N Z7IREOFEMIZ, TV, 3. (2) HIEAOHEOBRTEEME - IRIL] OHESMH
BIVV009-03 #BRoozEfX. V. 5. (4) KEFARER) ©OESMR



VI. EMENREICRET HIEE

(2) BRRGABRCTHRAIN-OPEE
1) BEEAARKAHRE ZXRE LI-HEHREHEE (BIVW009-05 5%5% PartA) 'V
TERE B A AR MBS 18 il A F LU ~7 (KAl 30, 60 % 100mg/kg DHEIZT 4
LZEN T (BB GEE 6 ) | HELREFHE L& 2 A, BEIRAR & CTHME L7zl iR
B — I T EfE (AUCow) KR OMREMTIRE (Cmax) 13 EEARITHMN L 72, AUCo-w
DOIFEIfEIE, 30~60mg/kg TIIHEIZHLB] L THIM L7=23, 60~100mg/kg CiXH LB
B2 DHMER L, 100mg/kg #5%121227 V77 > A (CL) 2MEF L, IR (twe)

IER LT,
BEARAANGERECHS T HHEERFEGHFIROMBRREHRRE
(ug/mL)
2.500 4 =0= 30mg/kg(n=6)
60mg/kg(n=6)
=0O=100mg/kg(n=6)
M 20004 FoE R
"
o
A
F 1,500
Iy
U
:j 1,000 4
Si%
E
500

O_ T T T T T
0 1 2 3 4 7 14

i (H)

BEBAANFREICS T 2EARBRIROEDBE/NNFA—F

o Cmax tmax™ tie AUCo-o CL Vss
B 5
(ug/mL) (h) (h) (pg - h/mL) |  (mL/h) (mL)
30mg/kg 804.13+ .00 84.5+ 93400+ 21.47+ 2287.86+
(n=6) 166 ' 51.7 36425 5.16 795
60mg/kg 1783.47+ 18 74.9+ 212607+ 20.24+ 2258.63+
(n=6) 351 ' 15.8 39051 3.43 301
100mg/kg | 2590.75+ 17 172.5+ | 583164+ 13.27+ 3021.63+
(n=6) 450 ' 52.9 184143 3.06 275

AUCo- : ZERRKIFIH] & THME L7z i i L — Refil iR FEifd, CL: 7 U7 72 A Cmax : Sl PHRE,
tmax B L PR BEBERF], tue ¢ RN, Ve @ EHFIRERIZIS T D001 A

PR fiE R 2
X PRfE
) ARNOAGE SN IER &

WE . RACIIATF LY 7 (BEFHEB2) & LT, 1 6.5g Xk 7.5g & sliET 5, HlERG%
3 1B L, Lk 2 BEORE TRET 5,

2) BREAABABBREZDGR E LI-RERSHER (BIV009-05 FER PartB) '
BERE HARNRRAERE 12 Bl 2 R E TREBIME L, AA 6.6 ((RE Tokg A DHERE : n=9)



VI. EMENREICRET HIEE

XX 7.56g (IKE 75kg UL EOWEERE :n=3) & 1. 8 X122 H HIZKEHHFHE L& Z A,
Be 5% 168 FEf &£ ol PR — R dh# FiEfE (AUCo168n) (23D < HHbIIT 6.5 Bt 5
T 1.64, 7.5g &5 T1.50 TH-o7-,

BEEBAANBEREICS T2 REABFIFOMEPREER (RRIR5R)

(ug/mL) =O= 6.5g(n=9)
10,000 7.5g(n=3)
HHHE
o
5
o
A
?
I 1004
U ]
<
3
=
B
10 E
‘l T T T T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672
HARS (BFRS)
BEBAANBEREICEITARESRBIIFOENEIE/ NS A—4
. Cmax t AUC - h AUC -co CL Vss e .
Bl | BER “ e ° -
(ng/mL) (h) (ng * h/mL) (ug * h/mL) | (mL/h) (mL)
6.5¢g 1HH 2383 137.37 236020 408207 16.23 3137 —
(n=9) | 22 HH 3823 234.80 395455 1146864 6.46 1931 1.64
7.5¢g 1HH 2540 98.68 219509 322679 24.8 3267 —
(n=3) | 22 HH 3378 162.36 333163 693302 11.3 2645 1.50
AUCo-c : MERRARER & CHME L7z iR — R bR T mfE, CL: 7V 7 7 A, Cmax : I IMFIRE,
tuz @ JHRFREH, Ve 1 EFEIREBICI T 040 FH

T

$¢ : AUCo16sn B R L= S
) ABIOAGR I NI HER OHEIT

WE RACIIAT LY 7 (BEFEBZ) & LT, 1 6.5g Xk 7.5g & sliET 5, HERG%
L TEBICREG L, Lk 2 BEORE TRET 5,




bl B | —
VI. EYEIREICREH S HIEH
3) EAREFREEEZ R E LERERESR (ERLRSEMIA) ¥
FRIREFIEBREICATF LY~ T 6.5 g (IKE 75 kg RiEOWHRE) XX 7.5 ¢ ((KHE 75 kg
PLEowksrE) ZoEl, 1 %, LK 2 B OB T 26 EEG#IRNES- L-, 2 SOE L
[F45 MAEFER (BIVV009-03 [CARDINAL] & O} BIVV009-04 [CADENZA] ) IZBIT A EFIRIEDRA
EEEIILLTO®Y ThHhol,
EAREZEREBICRTAREAFEHIBOEEREICH T E2EMEIRE/INNS A —4
e 57 (g) Cmin (pg/mL) AUCss (ug h/mL)
6.5g (n=51) 1397+1721 697449 + 256234
7.5g (n=15) 1107+661 576017 + 253776
Cmin : EHIREICHT 2 b T 7HE (KREHRG-O 1 REHFRS & EH)
AUCss : [EFIRBICE L% O 5/ ot T ik
BIVV009-03 B0 R BMME L. V. 5. (4) HirRER 0HEZBMR
(3) mhEE
MR L
4) BE - ftRAEDTE

AR L

2. RYEERIINT A—F

(1)

(2)

)

(4)

fEimAE (BRARUNBEAT—%)

2 SORHEMERYENRE (RHEM PK) fi#ht TNTH-CSC-103 75 & OV POH0755 Bk 2 Tik, #E
HRERI AT Y R« AT URITRE D TZHE— U F o NEEEE (bbb, S TENE
H@hiE [TMDD] ) (2R < HERIPRANHARI 245 2 23— h A b PK E7 /L2 Mt
L7z,

RHEM PK AT OFEMIIEZ,  TVIL 3. BHER] (RE= L—3a ) fiffr) omEEMR

IR MR35 5 5E 3K
A L

HREE T
B L

SY)T7S5URA (BRARUSEAT—%) ?
FHEM PK fi##r (POHO755 #kBR) [c kb &, AFlDs U T 7 A% 5.65mL/h Th 7=,

R I AR APERE OFT — 213 [VIL 1. (2) 2) R ARARAERE 255 & Lo E R G8R
(BIVV009-05 #&B% PartB) | OIHEZSM



VIL.

EMEREICEAI SEE

(5)

(6)

DHBEE (BRARUNBEAT—4%) ?
FHEM PK fi#Hr (POHO0755 #BR) ([2X 5 &, AANDOEFIREIZEIT 5 0MEFE (Vss) 1359 5.8L
ThHoT,

Rl H AR AR 07 —21% TVIL 1. (2) 2) fadRE H AR AR AMEERE 235 & Ui g & 530k
(BIVV009-05 &% PartB) | OIEESMH

Z D1t

HERFRE AEAT—4%) ?

REM PK fi#tr (TNTH-CSC-103 #kBR) Tix, #BIHKBROALZEE LIZHE. AR OS50
FAR OSBRI 38 0T DV R (tuea. tuzg) (FZF41F400.84 H X1V 20.9 HThH o7z,

T A ARAPERE OT —21%L TVIL 1. (2) 2) FEFEAARANRABERE 234 & LTz iKE B 5l
(BIVV009-05 75k PartB) | DIEZ MR

3. BEMH (REaL—av) @

(1)

AL (BRARUSNBEAT—E) ?

2 SORHEMERYENRE (RHEM PK) fi# TNTH-CSC-103 5% & OV POHO0755 itk % £l L 7=,
ROIORHEM PK fighr TNTH-CSC-103 #RErix, #ESMH 1 A5k BIVV009-01 7%k PartAs
PartB” /PartC8 K O BIVV009-02 #Bx @ o 97 i (ftHewiBRE 66 i, AR K B B 31
Bl) OF—F2EHE L, AT LY ~T (KH) ilﬁ%#if@@(owdmmwg)Xiﬁ
# (30~T75mg/kg [ 1 B 50T 1 MR T 2 B 5%, 28I &I 1 EERS] ) S
WL, WERLE LT, ADFEHERE (Flin, MR, E%/Aﬁ\mﬁ)&@%%ﬁﬁ(@
FEBER S )UTRF) 72 Elz >V T LT,

wORHEN PK it POHO755 #8BR1T, TNTH-CSC-103 7B [EHER LR S MAHRER BIVV009-03
AR 30 ROVESNE T FERABR (fRE A AR AR x4 BIVV009-05 3 1118 2 1% 7 154 1] (fk
FEERE 96 11 [ 5B HANERE 30 Bif] | AHIRRHERENEE 58 i [ 5 HREMEHEFIE (CAD)
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FHESNETOHRTIRR
2022 4 2 4 HITKEICBWTHID TAA [Enjaymo®] 23 /&GRS 41, BRIV T 2022 4
11 AIZ&ARB STV 5,

i KE RN

W4 Enjaymo® Enjaymo®

WK B8 134 7L 21,100 mg/22 mL (50 134 7L 21,100 mg/22 mL (50
mg/mL) mg/mL)

Bree 3z E | ENJAYMO i3, ZEREESIECAD)OKA | Enjaymo 1%, ZEHEAEFECAD) DA E
BT HEMOBEENEXIIR LT 25 | FIZB T DR MAER M O IR % Zh e X 3%
L 2 AL ER CH B, ReT5,

JIERORE | - BEE X @ 2 &R A2 FF oM AW | - FrfiZe i REBIE O B I3t 9 2 &
(encapsulated bacteria) (Z%f L C, {RE D | OHERFIRIIWE->TY 7 F U HET 5,

i &b 2BMANCY 7 FUERT S, cRESN—2OERLGERE 10 2 B, %
cARER—20BRHGEAZE 1B 2 B8, & | % 2#EM I L
DO%IT 2 WK L o {KH 39kg UL I Thkg Aii D BEITIL,
o K 39kg LIk Thkg Aili D BEITIT, 6,500mg & FIRMNIEAT D,

6,500mg % FARMNIEANT 5, o {AE 75kg LI LD HBHEIZIL 7,500me &
o Kk 75kg Ll LD HBEITIT 7,500mg % FRIRMNIEAT 2,

FIRNTEAT 5, RSP IEDS B & SRR Y | 8

1A E L Cileeric i+ %,
(2024 4F 2 H) (20254 4 A)

AN I T DRI R, HEL O &
DI EESIES FEIN R RIE
WH L RANZIEAT LY <7 (BIE 7 Z) & LT, 11 6.5g XX 7.5¢
LM OV & ZAMERET 5, PRI G%IE, 1 EBICRS L, Uik 2 BE MR &
5425,

BB T DERRR IR EHR

(1) it~ D523 2 1F

<BE>

« KE K OBRIN O USET SCECT BT DG ~ORGIZEAT A2NFITLUTO L B) TH D,

KIERASCE (2024 45 2 A BIUE)

8.1 Pregnancy

Risk Summary

There are no available data on ENJAYMO use in pregnant women to evaluate for a drug-
associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
Human immunoglobulin G (IgG) antibodies are known to cross the placental barrier; therefore,
sutimlimab-jome may be transmitted from the mother to the developing fetus. In animal

reproduction studies, intravenous administration of sutimlimab-jome to pregnant monkeys
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during organogenesis at doses 2 to 3 times the maximum recommended human doses did not

result in adverse effects on pregnancy or offspring development (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%-4% and 15%-20%, respectively.

8.2 Lactation

Risk Summary

There are no data on the presence of sutimlimab-jome in human milk, effects on the breastfed
child, 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
child to sutimlimab-jome are unknown. No conclusions can be drawn regarding whether or not
ENJAYMO is safe for use during breastfeeding. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ENJAYMO and
any potential adverse effects on the breastfed child from ENJAYMO or from the underlying

maternal condition.

ERMIRATSCE (2025 4F 4 A HITE)
Pregnancy
There are no available data on sutimlimab from the use in pregnant women. Animal studies
do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see
section 5.3). Human IgG antibodies are known to cross the placental barrier; therefore,
sutimlimab may be transmitted from the mother to the developing foetus. As a precautionary
measure, it is preferable to avoid the use of sutimlimab during pregnancy. Sutimlimab should

be given during pregnancy only if clearly indicated.

Breast-feeding

Human IgGs are known to be excreted in breast milk during the first few days after birth,
which is decreasing to low concentrations soon afterwards; consequently, a risk to the breast-
fed infant cannot be excluded during this short period. It is unknown whether
sutimlimab/metabolites are excreted in human milk. A decision must be made whether to
discontinue breast-feeding or to discontinue/abstain from sutimlimab therapy taking into

account the benefit of breastfeeding for the child and the benefit of therapy for the woman.

AT D 1954w . 19.6 %3] OHEOFLEHITILLTO LB TH D,

9. 54T 4%
I b SOFIESR LTV D AIBEMED & 2 et ICiE, 16E EO R RMEN BN 2 ERl 5 & ] S
NOGEICORFEET DL, 1gG T/ 7 a—F /L HRIIREBEMZ@iad 25 2 Enms
nTwns,
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9. 612 FLIF

TN D,

B EOFRIER ORI RBEOAREZBE L, KAOME UIPIEE2RFT5Z L, K
o IR A~OBITIIMET ST Rns, b b IgG T FICBATT 2 2 L35

() /NRFEA~DOE G T 5
KE R OEM OB LEFICB T D/NEFEA~OELGICHTINFITUTOLEY THD,

H R AERS

KERA SCE Safety and effectiveness in pediatric patients have not been
(2024 £ 2 H) established.

BRI A S0 There is no relevant use of Enjaymo in children < 18 years of age
(2025 %4 H) in the treatment of CAD.

AN RIT 2D 19.7/NRE] OEOTFHIILATOLEEBY THD,
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