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(2) & - ERALOFIREE
AN OE FAATZ BB K QN Al AH O R RIS B 2 B 21TV SRR 2 ffr 3 5720 Hida #
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0. #2%¥IZRE9 HIEH

1. BS54
(1) #4&
T A/RY BT 1080mg

(2) *4

EMPAVELI for Subcutaneous Injection 1080mg

() BIFDHR

Empathy, Empower

2. —fk4
(1) 04 (apfaik)
N7 vHZa7T L (JAN)

(2) *8 (%K)

Pegcetacoplan (JAN)

@) AT L

-coplan

3. BEXRIFTER

R & —C A o/\\
ﬁm
Ac-lle-Cys-Val-Trp-GIn-Asp-Trp-Gly-Ala-His-Arg-Cys-Thr-NH

n 135K 800~1100 TH %,

=N
N
b

FARUSFE

717 Ci70H248N50047S4 (C2H40) 1
T #9 43,500 (7 F RS - 3872.35)

tl\

tl\



2 (a%iE) XIEKRE

b4

NI H ST NI PEGIERTTF K (1 #943,500) TH Y, ik C3 AT D 2 RKROR—DEHR~ATF R
N CRIBYUS VT IR eT I HEENLTRIZFLUZ Y a—L (TR £39,600) ORMEEIEILEIRE
BLTWE, XIF RHSFX IS WMOT I ) BEENLR 5, (LFAIZLLTO®@Y Th 5,

0,0-EA[(S2S2-v 7 a{N-TEF-L-£ VA I -L-v AT A Z)bL-NY )L l-AF )V L- R U F 7 ¢ )VL-7
IWH I =)L T ANV TF - N Y T N7 g )T Y )L L-T T =) L-k AF U IL-L-T IV F =)L L AT A =)L
L-ALFZA22-2-T I T FH )T hFU]TEFALY ST I RDNB I AR= AR =2F Lo 7Y
a—)b

BER%A. A&, Bs.

APL-2

CEES

oufi



. B ICET SEHE

1. YELEFHEE

(1) 5p& - K
AU % i OB AR SIS

(2) BfEE
ARG (4.1% /0 € b2 T 10mmolL BRREZIRGL, pHS.0) (SAFHIIET T < 0 ) — U 5%
TR A= AT,

(3) RIEH
25°CICBIT BT v X a7 T o OWIEMIL. FERHEEE 65%LL T T 3% T 0 . FAXHEEE 85% Tl 6%LL T T
H5,

4) Bm (NFER). BB, BER

Bl BRARIESE 56°C, #& TIRE 69°C TH V. @lfif " — 7 iEE X 61.7°C
(5) BRIEEMRBETES

AR

(6) HECHREL
EERRAN

(7 20D ELRMEME
AR

2. AN DERZHTICETSREN

R4 1R PRIFFERE PRAT IR RS
ERTRBR -20+5°C BEBERY =F L8+ 24 5 A HEE
TNANI=ZT AT IR— b

B 54+3° . 6
IR £3°C o () » H Bk

ez E MR OR R, FIKII IR E OB Hiviz,

3. BB DFERHRE. EED

MERSAABRIE - HBOMT, YA PRI u~ 777 41—
BRI W n~ T T 40—



V. &&IIZB8d SHIEH

1.

(1

(2)

)

(4)

®)

(1

(2)

©))

F#z

Fl#z D X Al

HEHAF O T - IR
WHR|DONER R UMK
(0~ PSR TR A 720
HAla— K
AR

R DYE

pH : £ 5.0

RFEE (B RAEBRERICHTH) 81
ZDith

LR

HFI DA

B (EMERD) OEERVHFMA
134 71 (20mL)

BRIy R E ST 1080mg
VILE f— 820mg
o P/ HI3 7.7mg
) LI A NDR/FNEP L7 9.8mg
TS K 3
EREFDRE
A LR

RE
A L7220

NMTBRBROERKRUVEE

A LR

kil

AR

EAT DABEIED & 5 Y

LR




6. HADEBEUTICETIRER

A, WE | AT IE (A R
EHIRERE | 5°C —  |HeTF AT A TERR| 30 3 A FRAE N
XNTH T ANRAL T L+
R 250C m%m1%§ AT G | mmmmomsmmsms b
Iy H

1. FAMERVARBEOREMS
1) #GRIC, ki, BEaPROVPHEFRICTHER L, REPBEOONTEAIIEH LT &,
2) VU UICARIE G, BEHICEAZBGT D &, HHIOFEBAE 2 BN EEZETT 52 &,
(VI 1. WRLDOIE] OEBR)

8. FlILNEEELL (MEILFEMZEIL)
MR L

9. BH™

EERRAN

10. &35 - BF
() EEADLEGESR - AR, NEAERKREES - ARICHT S1FH
A LR

(2) A%
T ANY B 1080mg 20mL [1 234 7L ]

Q) FiREE
A LR

4) BHEDOME
BT F LI rteTHREINTZT T AL TV

1. BlgiRtt S 2 EMEE
LR L

12. ZDfb
LR L



V.

1.

2.

ARICET SIRE

I ESYIES

4. HEEXITHR
ORMEUEMAES OE VRE
OC3 BfE. —RUEKLFEESGHT EIEIBTEIT ABRETE %

FEXIIHRICEET 5FE

5. BBEERIEHRICEET HEE

<%hgeHE>

5.1 ARANZ, MR C3 KU C3b IZHEE L, MR A IHET 5720, BERE, MRKELOA > 7L P
XU & T BREEEME T & 2 BYYE %2 3IE LT < RABFREMENR H D Z L b KBIOF MR OZE
Ao ICERE LT BT, ARG ORIELEEBEICHRT L, EU e REFIEAT LI L, o, A4
PEEICEE LTI, BEERE. MRERER O v 7L o FE b BRIk 2 T 7 F o OEMERE A el L, Kb
FESUTBINEERE S LB 22 5 A%, JRA, AR EBIED D72 &b 2 BERTE TICENL DT 7 F o 2 B
T35z ¢, [1.1, 11.1.1, 11.12, 17.1.1, 17.12 K]

<HEUEREANES OE VRE>

5.2 flitk (C5) BHEANC X 20726 W 217> CTh, +oRENELNVWGEEICEET 52 L,

<GC3BIE. —REREEESARVEHILTEERBRAEE %>

5.3 AANX. ERAORTOBENA RFA L 525E|2, C3 R0y /ar ) LR aOfE RS Iz ES% . C3
BRE S E— R MRS B (R S A FE M R BRI % L iR E W ST BT IO R ERT 5 Z &)

5.4 TR OHEONEREZZM L, BRRBRICHAAN OGN BEOE R REH. B¥ES) 2o
fig U7- B¢, @SEEEZRIRT D2 L, [17.1.2 2]

(fi70)

5.1 AFIO¥PEET —% 2 —F (CCDS) IZHSERE LT,

5.2 EBFSILFEFIHERER (APL2-302 35R) Tix, CSHERICTHL T UV X~ 7L DT1REE %1 CTH Hb fER
10.5g/dL K Cd 5 PNH FBE KR & U TAKOBEIMENFIES NI Z LICESERE LT,

5.3 KHIOBEEREM C3G it —% M IC-MPGN TH 5 Z b, @UNICHEIGERE 2RI+ 5 X ) EEi+ 2
T DIZERE LTz,

5.4 FERARBICHAAN BN BE L RZ ORBREEZ MR L2 LT, AFOMISE 22 BE 2 HUNITRIRT S
VENH DT, FRE LT,

3. RERUVAE

() BERUVREDRES

6. BERUVAE

<HEMEEANES A E VRE>
WE, AT, T xa ST L LT 1 E 1080mg 2 2 Bl F#5-42%, 22k, FoRghBEnEgbhni
WEAIZIE, 18] 1080mg % 3 BIZ 1 OB TR THETZ LN TE D,

<C3BE. —RUERERSHREIEHETEMERBRAEE %>
WE . 18 L EOBEIIT T a7 T L LT 1[E 1080mg & 2 [m% THRE59 5,
WL 12 UL B I8 RO BE T H a7 Tl LTREBEICESW T FRIORTHREEZHE 2 BT
BT 5,

G EER
(ENEEN WIEl& 52 2B HRE & 3 [EH LI &
50kg UL E 1080mg 1080mg 1080mg
35kg LIk 50kg i 648mg 810mg 810mg

10




30kg LA _E 35kg Al 540mg 540mg 648mg

(2) BERUVRAEDOHRTERRE - B
<EEUEREANESOE VRE>
ARIOEG 1LY A OBRPRIT, BARNEREERE 255 L L-E R 55 T AR (APL2-102 #5) K OYMEA
TR E 2 xR & L= BE B 555 1 #3885k (APL-CP0713-1 3BR) . W ONCZ PNH BE AL L L2 1 MRk
[APL-CP0514 7B (=d— b 4)], 4 Ib fH7ABR (APL2-CP-PNH-204 7&B%) . # a FH7kBR (APL2-202 iABR) KO
SUFHEER (APL2-302 3BR) IZ X > CTEfMfIF bz,
APL-CP0514 ik (24— b 4), APL2-CP-PNH-204 35 K OY APL2-202 3Bk D RFET — & 76| 270mg/H O H & T
OARFIEMRBEHIZ L0, < OBHE G0 #ilF 22 f) TMEFEE T A —F IZHEEOIZERO S DEHENRD B
LT ENFBENT, PEHOBE (30 FIF 6 ) Tix., AFOREHEAME 5 HHE ﬁﬁ%‘xﬁm BOS % MeFFT %
7212 360mg/ H D RN LECTH -7 [6 B 1 BliciE, 360mg/ H 512 MZ T 720mg & 4 HiZ 1 Bl S (7
& 27T 440mg/ HARY) 95 2 L A BN FFRT LTz ],
BEORHORKEAHAZERSE, HEUTREA ESEE7201IC, Lo ohnEEE B2 E) ToREE
Bt L7z, APL2-302 BRD 16 BE TOT— X 25T 10 RBROUEGT — & & AV - FHEMEY e 7 L Tk,
PNH BEIZAH] 1080mg & 2 B THE Lz & & OlEgERIL, 270mg L T*360mg - ZEh 1 B 1 B T# S
L7c L ZICTRINDIBEROPMIT /D Z &L R S 4172, APL2-302 B CTOARK O HIER O HEIL 1080mg
W2 BT o, BREE— SOSHENT T, AFK270mg % 1 B 1 [ OARH] 1080mg 2 2 [B], KERS L L & 0%
FTRIT, Wb PNH B T Hb fEOUE K OHLBENKERE (LDH) fED =y he— LIlERTHDH Z &M
IRENTZ, 7272, 270mg 1 B 1 A GO R I, Hb (815 D B RRUGR O 95%LL E% 5| & = 33, LDH
IR T 2 R REUED 90%LA 45 & FREICET 2 LTRSS —F, 1080mg il 2 [E1# 5-REOIEEE BT &
BIZNENE < . Hb ISk T AR REIGD 99%LL E, LDH EIZ3$ BB ARIGED 95%LL BIZET 5 & THlSh
72

< JH &R >

PNH B2 %t LCid, -~ ORI E SO TR G MM P I HERET DS LB G503 b 5, JAHT 3 35k (APL-
CP0514 7. APL2-CP-PNH-204 35} OY APL2-202 #BR) Tid, S/MAIETH D Z & D3RR 4172 270mg/H %
PNH &7 30 BlIZ B TG Lz, 30 1 6 ] (20%) (. RIIOAF MR 5 WM IR 2R R 2 iR 5
72912 360mg/ A LA L~ HEFHET % 3 L 7=, APL2-302 iRBROIAER T FH i <. BRMICKLE 254 [LDH fi
IAEME EIR (ULN) O 2 B O%E] 12iF, 1080mg 2 3 H Z & ~DOHEBEZROTEY, Zhick-> T, BEEH
KB REARAT C W S 472 360mg/ H B2 T #5-15 & [RIFRE OIRFB BN ER TE 5,
AH&%Z%%@%%TH\w%ﬁﬁﬂlwmg%3Hi&ﬁ&@?é%%&@%%m%%bt(Zmﬁﬁﬁék
B, 13 Bl ERBEGHMT O E), MIIBROBIREA N L BETH L. FHRMICRE L2k
HEIZE SV TRHMIFIEE TH o 72 2 IR 8 BT E T 4 v RO LN Z EITEROSLFERTH D, £, N
X7 4 R BT 8 HilH 4 $1TIiX 30 HUNIZIEM A FEAITIHA Lo 7223, PNH % T LDH fE% = >
fr—LF25Z LIFEAR EREETH L7, LDH HEAIRT S5 Z LITEBKRMIICEROH L Z L ThHhDH, LR
ST, AFK| 1080mg i 2 Bl F &5 TR ZEYIZER TE A2WIGEIE, IEOBREZRMT & B2 7,
AFNO TR GBI CIX, M L7 HE CHERIRFEMEIIHE SR> 7, 1080mg il 2 RO TH 5T, Hb &
& LDH O WTIICK L THIRARBBIGEVERFOND LB X DML, ZOFEMERBRE N TET 5
BRAIC o ik, mENEmOFIE (LDH EDOIS) 12z T, Em&oﬁm o= ha—/L (Hb fED
BOS) L Tl TH 5,

PAE &0 | HEIAEEER TAH] 1080mg 438 2 [Bl4x5- U, ERIRAYIZHIET S 41723556 (LDH fEA% ULN O 2 5805 5)
IEAA] 1080mg & 3 B Z L1545 2 L2 AR Ui, mEANEMOFIE (LDH o) 721 T2<,
Hb fifl, MAIRIMERE KL OV U LB AEO S E TR S5 A SNAIL O HENC b Th -7,

< BAN PNH BE BT D AHI O HER OCHE>

APL2-102 3Bk, APL-CP0713-1 3B K& O APL2-302 SRR DFE R 5, 180mg B % 5 AR & Kl &5 L1546
KON 1080mg Z3l 2 B F#5- LIEHADT v ¥ a7 T v ORERIC, BANEANEANTEROD 5T
EDVIRENTZ, APL2-302 REROAER DS AFI OIS FIZ A RN ER & 2EERTEKROH 22T RN &
PRSI, Fo, APL2-302 HEROMER DD 48 HRFR O Hb L N— R T oA 225 OZ b EIE H AR NFR /4
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& BHEMT B LTS Z EARENT, 48 K5O LDH O, AER & g LT B AR A4 M
TEL, R=2T A VLD EABELRENT ENRENTZ, TRLOERNS, BARNOHRAELUCHEDL £
REMER—E L, AAIE LT 1E 1080mg 2 2 B FHRET5Z L L LT,

PLEORERK N CCDS 12D & | AAORER O, HAE ., fAIZIE, X7 EB& a7 7L LT 1 [E 1080mg
2B THRET D, B, o BERNELN2WEEIZIE, 18] 1080mg % 3 AIZ 1 [BIOME TR T#& 53
HZEWTED, | LRELL,

<C3 BE. —REFRERSATRMEEIEERRAEABTL>

C3G KUt IC-MPGN DR AT T B85 LD A Th 5 1080mg %38 2 Bl T#E1Z, BEW%DH 5 PD Kk

DEC DDA TeH a7 7 OEFRENS L, BRLETRERIFERT L IBR I,

F72. C3G LU RME IC-MPGN O EZE R ERARRER COFEH (12~175%) OBPREZTIIHT G LT A L, iR

AR ICH LT T X 275 1080mg %l 2 [ FHEEG Lz & LAROBZREEZHGL L ZHNE LT

B LT, BESEBREOR TEEL VA VERIRT DO HH LT T RN O R 2 LU FIZENT 5,

- {KH 50 kg L EOHFEIRWERE T B 1080mg &3 2 [E 0BG L2 A i, AEBREICFAREZ ST 5 &
X LRIBROIBBE EE S SE SN,

- IR 35kg LA b S0kg A O H A HIHER IS KT D PIETH & 648mg KOV D% 810mg %1 2 [HDFH LT X v
1L, Week 1, Week2 KT Week 16 (EHIRAR) 12, BABERZE 1T 1080mg A 2 [l# 5972 & & & AR OIRHE &
15 EME SN,

- (KT 30 kg LA | 35 kg RO FEMBLERHE (S5 240 K N2 [B]HIC 540mg, W NS Z DO 648mg % 3 2 [B] D
H LY A 0T, Week 1, Week2 T8 Week 16 (EFIRAE) 12, RAMBRE 1 1080mg &3 2 A1 545 & & L[A
HROBERZ 155 LIBE S,

<HARAND C3 BE, —RMEREE A R R BRI B R BB BT 2 A8 O Ak L OV &>

LR OEE LY A THEM LT APL2-C3G-310 3B (A AAHEERE 3 #la5ie) BT, C3G KUk IC-
MPGN (233 2 HER O R ARee &7 a7 7 A AR Sz,

HARNEAMNEADH T C3G XL — kM IC-MPGN O EBRMEIZIEN D2 <. C3G KUYk IC-MPGN (Z%7 %
BITEDTEPRENAIR & METHEELL TR Y . AMAMEERISEO TR,

MZT, T Z 375 OPEKRRERICEE L7z PNH BE 2515 & LIZBRRBROMBETIZ, HAAN LS
E AN TRYEIE T A —Z IZEROH 572180 T, WRMEERISGEW IR o7, S 512, APL2-C3G-
310 FERD H A NWEERE OB RDMEDORER I, BREEMOFRMEDORE FICES AREHRANTH Y . HARAKOSE
A C3G XIE—WME IC-MPGN 289 5 BE DM TAA A~ —I—DFER LR TH - 72, APL2-C3G-310 #ERIC
SN LT BARAEERE 13072 <. —IRME IC-MPGN 2B 3 2 #REF AN DN D oo, — kRS 5
ZEIFEELVWLOD, TRHOFTRIZESE . BANBE THAEANBEE L RO HE T, FEOA I Z 2T
LRSS, BARABREICHT 2 HEREIIREESZSZOND, ZNHICESE YEAEKOHEEZRE
L7,

RERUVAEICEET 5 IE

1. RERUVHAEICEET 58

<%heEHaE>
1.1 BH5EZ2ENTZHERIE, [OWERRTHLPICAFZKEG L, ZO®RIEH LN CHEDRERICRET
5Tk,

<HEMEBEAES OE VRE>

1.2 ffifk (C5) FHEAID DAFNCE) Y B2 2%, fiitk (C5) PREAIPILIC K 2EMEIZ 572D, AFES
BtAHE 4 WIS (C5) BERZIHTHZ &,

(fi70)

7.1 KAl CCDS IS EFE LT,

7.2 AHlD CCDS ICHKSEFHE LT,

12



5. BRIRALIE

BRRT— 2\ ir—

<HEMEEANES OE VRE>

<FHAGE L >
Phase I AAA ) RO . REREE, AL - B,
s | OB PRETN s | R 553
TR 1T~ [SAEA TR R e ol 20 51 ak—h1: 74 ars
sesarsy | (A—=AKJY A v (100mg/mL) % 0.3mL (G
BT | 7) e 30mg) XiX7TEREZMA
BhLZEED BT #es
Lt AN ak—h2: X xars
K OSEY B RE % v (100mg/mL) % 0.9mL (G
p—— A9 2 Bl 90mg) XIX7 T EAREHER
APL. EQ# :ﬁ:‘é#ﬁ\ Bt T ¥ ‘
CPI014 A PSR ak—h3: T wFarsT
AL, E v (100mg/mL) % 1.8mL (Gt
T $ 5-3R 180mg) X7 7&AR%EHA
e
ak—h4: X7 HaTT
> (150mg/mL) % 1.8mL (7t
270mg) XX 7 TR %EEH
BT #es
TEFRBERE (2~ |FMEA TEFRPLERE reelus 20 i AT HarT L (200mg,
serarzy | (A—=AL7Y AN 600mg., 1500mg }2 1} 2300mg)
Z HiElEEEAR | 7) B NIE 7T AR % B E RN
WG Lz L & R—F 2 E.
B | OREME, AE
APL2-CP- | P} OSSR Eh e
HV-401 | % 3¥flid 25 &
B, RS
b, 77 &A%t
HRL HL[RIIE B
L3R
TRERBSRE (2~ [SMEA TR R o 31 RT¥HaT T (45mg,
resarse | (F—2ALJY g 90mg, 180mg. 360mg. 720mg
ZHEWEE T |7 RELAE'S KON 1440mg) XIT7T&R
EHLZEED Y@e % We| T -
5 1 ﬁéti“f f {7?@
APL. &U‘E[L‘iﬁqjﬁé%
CPOTIA1 whfE %ﬁz{ﬂﬁ#é
B flik, ME(E
%, —HEE
., 7 7EHRxt
HRL B[RS B
B3R
BRI (T SHELA TREEAERE ydhie (40 f ak—h1:_r7wLars
Wik |[FeyarTrs | (F—A KT Ak v 360mg XIXT TR E
APL2-101 | % 3 fEEHOME |7) M Crono Super PID N> 7} X
(G#H, 2 E Neria {EA® v b & W CGHE
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L ONE 1 [E) T
BHLGAD
IpEe, 74
PEROBEN %
P95 28 A
MR, &5
LY A A
B (=2A— b1,
2, KO3 3=
B, 77 R
*RERER, =R

HR TG

Aak—h2: TS ITT
¥ 1300mg XiE7 T EARE
FreedomEdge & > 7 }& ¥
Precision Flow Rate F = —t
¥ 7%y bEAWTE2ER
TG

ak—h3: T kwHasST
v 2600mg NIXT TR E
FreedomEdge 7~ > 7 }& OV

Precision Flow Rate 7= — Lt

— M4 RO 5% 7y MR RHWTHE L EKZ
FEHRRAR T THH:
7' AR IR ar—h4: XT7eHaTT
E LR > 1080mg % FreedomEdge &
7 J2 O Precision Flow Rate
Fa—vr sty FEHW
Cil 2 [mI T
ar—h5: X7 HaTT
> 1080mg % #E AR T IEA
P AVCHE 2 B TS
ERgREREE A SMEA BRI S A |SERE |16 Y N7 HaS T 270mg
THWREICS | (ma—U—F |THHHRE A (100mg/mL) % &t 2 [A] (1 =
rerarzs |UR) Ak IZo& 1.35mL) MEEBICR T
270mg % Hi[m|fz Mg+ C3 w5
WM | THE LSS
APL2-CP- |D3EWdEhfE,
PV-205 |&ME, ZaeMKk
OMLEH C3 %7
i3 2 IEEM,
IEEZ M,
ITREM R
TEREIRE 1T~ | BARA TR e ol 20 i 40D aR— MI_TEH 2
TeEarg g 7°7  180mg, 360mg. 720mg
% BA[RTEE B T PVl KON 1440mg % HilE 2 T # 5
BHLESBAD IR
TAME, AR
WM | ROSEYEREE
APL2-102 |FHiid 5 —EE
M, MR,
7T R,
B[l -
B (7)o
735
TV RX~TH FHEA Ty Y Xe T | ZAetk SE 12 45 ak—h1:7exars
o Hogm s FE | CRE) oM AR | RN (5% 9 Bl) ¥ 25mg % HA[RIFZ T 5- (Day
APL. 4% PNH &1 9% PNH EBFE | 3WERe D, A2t 28 AOK
CPOS14 TR HaTT HHIME, ~rera s
% BRI IR Smg % 28 A, HA KL THE
THRELESA 5.
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DA,
PR OSSR B e
LT 2IEE
. FFEMES

b, HEHES
SAE MR e

ar—h2: X7 FaATT
v 50mg % HiEIZ N 5- (Day
1) b7a &b 28 B OKEK
W%, Xr/exars v
30mg % 28 HfHl, #H T #&
5

afk—h 3R EaTT
v 180mg % 28 HIE, #HFE
T#H-

aR—h4: RXRTRHaTT
v 270~440mg/ H % R
5. R 2
R7eHaTT UM
Day 252 ~ 626* 12 270 ~
440mg/ H O B # 512 BAT

T/ Y RX=T7 |HEA Ty VAT | LRaetk HE 23 45 afr—h1:XT7eFarsT
K DURIEREDR e | (B, ~ b — | K DI e [N (5% 22 i) v 180mg/ H & J2 T 5-
VW PNH IR |V 7, ==2—Y [VWPNH B#F AR afk—h2: T EaTT
Ty arzs |—FUR, X hiE > 270mg/ A X1% 360mg/ H %
BEWHHET |, KE) B e A
FIbtE |5 LGAED
APL2-CP- |4, A4
PNH-204 |V, oA %)
PR O3B
M 2 IEE
M, SR
AT =D
T/ Y X=T7IT |SEA =7 Y RX=wT\T |tk 4 4] Ty aTT L 270~
L BWBEREN T | (TABY T, | L DIEEREN e | 360mg/ B % & T 5
WPNH B2k |[Bre7df [V PNH B3 A
o resa |EH) B
77 AR
Flatl B THEOZAE
APL2-202 [P, A H
S B ONSEA )
e FHI 3 5 9
B, RS
b, B
5B
Ty Y RX=T% |AARA T ) RX~=T % |HoE 80 1l _7w a7 1080mg #
#HLTH Hb I | WHELTHHb |4t (AAN 10 % |2 [RIE T 455 % B 5B As A
FEAS 10.5g/dL & |FMEA FEEDS 10.5g/dL Eie) L, BERGEII TS
WO PNH BEEZ | (F—A M7 U | RO PNH B8 277 1080mg 3 A Z &
FUHE  (RRIC=7 VR | T, ~F—, TG R RE
APL2-302 |[w 7 LML (W FH, 7T T ) X~ 7 R B0 M
X7k EaTT A KAV, = ®ETRE
CORERDY |27, #E, 2
BEMEDOHSID |~ >, HE,
2o E,  |KE)
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AR, St
e dkFE, HFE
M, FEHR IR
BRI

o5 MAHRBR APL2-302 7R : |APL2-302 7R : [{LAEX /Y [APL2-302 55k : |APL2-302 7R :
(APL2-302 #& AARN T VR T % |TA—=H% (69 7w X a7Z 2 1080mg #H
B KO TR | LD 5L TH Hb (BN 10 % |2 [BIE T4 5% 5B 4s A &
B (APL2-101 # |#FEA TREEA 10.5g/dL o) E L, BERGEAIES T X
BR) 1B a0 | (A=A NZ YU KO PNH B#H 2752 1080mg 3 H Z & %
B NT A= T ~ILF— APL2-101 3Bk : | PG5 (CH &l hE
WK 2_7% | WFH, 77 |APL2-101 3Bk : 40 51 7Y X~ T ERBATOA
QIQTc |¥aT T DR A, R4V, v |[EFRERE w=THRYG
APL-EX20- ZEZ Al D DZNE 1ES NS APL2-101 35 :
CP-004 A wE, RTEH AT T 360mgl H
KE) 1 [\ T 5 X 4 JETH
N7 H a7 T 1300mg
APL2-101 35 : T 2 (B fz R #e - X 4 T
PANESUN RT¥H a7 T 2600mg
(A=A ZV T 1 [\ TG X4 JEH
7) N7 a7 T 1080mg
I 2 [\ &5 X 4 JEH
EFEBERE . B AR e . B | R (239 41
HREREEL AT (LD HREmEEZ 43 |HERET | (AAAN26Fl%
LH5RE . PNH |FMEA ZPk5rE . PNH |7V i)
RAER] |BFICB T 5 BHE
HEE |V ex 2T T
APL-EX20-| i e — B 7 -
CP-002 |u 77 A L&H
BT B0
e L
DPAFE
_r7kEarTT |AAA PNH &% Hb LY |115 41
FHEM | C X DiEHEE | KO LDH Ol | (HARA 10 %
BREE R — |17 PNH B |SHEA BRI |ET)
Bt [IZB1F 5 Hb LY ST T IV —
APL-EX20-|LDH DUz & —
CP-003 | JiET VDB
i

¥ IRBREMREEY 6 EGT R, BAIROEL5iEE 1 B 1 REERDO ORGSR TE2AVS 1A 1 EREICE 0z
72o 270mg 4259 288, RAIDOREIZ LY | BUE L, &K 280mg £ TORENA[ETH T,

1) AFOAKRE N AER ORI, FIEERMA~EZ v BV REIC LT @, AR, X7t x2ars0 e LTl
[l 1080mg %3 2 Bz F #5925, 728, To2ENE LR WIEEIZIE. 18] 1080mg % 3 AIZ 1 [BEOME TR T4
THIENTED, ] Thd,

<C3BIE. —RMEEBESHRERIHEWERKET X >

<RHE R >
Phase AARA RBR O AERHK, AL - HE,
B O FERA S Bt s
Bk ID ok SREN s Hir B B 5%
BIA  |C3G XUE—w&ME |[BEAA C3G x—wtE | FohE 124 31 A M OMAE 50kg LA EDF
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APL2-C3G-|IC-MPGN #H9 [K O} IC-MPGN % H 7 |41 (AARN3BI% |FEHOERE - X7ty 2
310 B | B2HBEHEICTE |SEAN (TLE |BlE X)) 7F > 1080mg % 2 Al
arg ok |vTFr A=A TRs
Hlltxo®l |FZ207, A—
k. ZetE (AN T L 8 35kg BL | 50kg AR D
B9 5 2 ¥— 7TV FEMOWBRE « YElz~
. “HEH®R, |V, BFE T I X a7 648mg, &
mEHB, 77 |z, 77V D% 810mg % I 2 817 T
AR % HEEABR A, FAY A 5
AT T A HF
VT, AT {KE 30kg LA L 35kg A D
2. R=F FAEM OYERE - HIEK O 2
R, EgE, AR FRIC_TeFarT
S AL A, 540mg. F D% 648mg % i
e[, k) 2 [BIRZ T L
BBEZICER  SAEA BERICEE A 13 fi N7 H a7 T 1080mg
I LEZC3G N | CkE, £7> |[H% LK C3G X |[Zatk Z 2 B TG
1E— &M IC- 27T A |IF—RMEEIC-
MPGN 2 H¥% | AL, 4% |MPGN ZHT 5
BEICAATEY | VT, AL R, |HBF
HIH o
APLY-CIG. arZoEERE | A—A N 7’
3 Lt Exnfzh |EE, 7ArE8r
204 R . N
P, BEMEF |Fr. TTY
i 5 Shigk, |V, A—AKT
HEMR, BIER (V7))
b, Fhigef REE
B
(2) ERPREEIEFER

1) EERS5EER

VI 1. (2) BRERFABRCHEIA=IDERE)

2) ENFHHER
(V.5 (4 1) AMEHRGERAR OHESN

Q) AERIHRRER

- B 14

DIEZ M

R NN

FHER (APL-CP0514 FKER) # (GBS T—4)

f T ) A= I L IBETEMNEES RPN BRE T ¥ ar T o2 BRI R ORIER T
B LI 2oRet, AFMEROEYEREZFMT 2,
ﬁ% R BIMH. FEMR. AimE, FEEERL, HER ORE WG #5305
THA
POE3 T ) A= 7K BB TR MM E S L7200 PNH B 9 il (JE~ 12 fi)
- 18 L I
e « {RTE 55kg H
— T VA TR3 AU EEREILTVWD
c AY Y —= JHHZ Hb Y 10g/dL R IEA 7 Y —=2 7R 12 » A LINICEm %52 ) 7=
e
F7 B BRI
Brov AL A
AR 15 ag— bk 1 Tl Day 1 I F 7T 25mg NEEIR TGS, 28 HELLEOKRER, ~
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JeHarT 0 5mg 328 A1 A 1 EIETHRE I,

aR— b 2 TiX Day 1 17X a7 Z 2 50mg BHEIEZ RG34, 28 AMU EOKRER, ~
75 arT 2 30mg A28 HIE 1 H 1 B TG STz,
aR—F3TER_T®X 27T 180mg 7328 AfM 1 A 1 BZ F#H5 S 7.

IAR— M4 TERTEZ 2T T 270mg DERET29 HE T H 1 EKLTHREGE NS Z L& L. Day
28 DABE, T RERRIRBE SN & I, IRBRIKIEE & o LAREG T R5EE
360mg/ H £ CHEmATAE L L7c, TRBRENFIRES 6 RUGT %, AR ORE HiEL 1 H 1 EES
NHBAECEERTERAGS 1B 1 EEEICO D ERZ T, 270mg 2 & 53 585, RAIOREIC X
D, HE L, &K 280mg F TOEENRARETH T,

< TN H >
BRI S T CRBLL A EES

e
FTATEE <HMEFAMEE >
* LDHEDN—R T A b OEE
AN R EUEOR—RAT A UL O E
*Hb fED =R F A b D2 L&
&
<RAEMEFREE >
WAL 5B S QBRI O BITER 1T 62.5% (5/8 ) (278D B, £ OWNFRITIESERALiE
f. HEREMOER, 792073 IR T = 5 — BN 25.0% (2 ). JEERRPLEE, g
55 TESHEACRLEE, TESERIE, TESREALE O R, TEMEEE )y h e AR T T AT R AE
Bl TARIXUBT I NI A7 27—, fHRE, WEE, HEUR, SERBE, T
B, ACRHI, # 95 EEREX 12.5% (1) Thoiz.
ERRAEFGIL2H] (Bl - FEWE(E M - R - PIIRIARE - BuliE, 7 Z7=v73/ k
FGUAT 2T —FBWEM « TANRGXUET I N7V A7 =7 —8EIN), BEHILCEST2F
EFGIL 1B (RE - 9 20) BOLIL,
AR D AR $ 5 H1 f ONB B AN B W TR IR D S v o Tz,
JEE <H PR A >

1) LDHfEDRX—RA T A b DL E
ak— k41280 T, LDH EDOR—R2 T A 925 OB EOEHEIL, 4 HT-72.7U/L. 13
HT-973U/L, 49 #T-53U/L Th -7,

2) NI EMEOR—=AT A b DR
IAF—h4IZBNT, AT B EMEDR—=R T A b OBLEOEHEIL, 4 BT
0.310g/L, 13 3T 0.193g/L. 49 i T-0.043g/L TH 7=,

3) Hb [EDOR—2F A b DR
aR— R 4IZBWTC, HbEOR—AT A VInEOELEDEXHEIE, 4T 2.72¢/dL, 13
T 2.98¢/dL, 49 T 3.45g/dL TH -7z,

1) AFIOKB SN MELOHRT, EIEREA~E 7 7 BV RIEICK LT TEHE, BRAIZE, <72 ar770e LTl
1080mg Z i 2 B T4 59 %, 7ok, +aRRN G LN220gaIZiE, 18] 1080mg % 3 HIZ 1 Ok TR T# 5
THIENTED, ] ThD,

- B5VE b FBELER (APL2-CP-PNH-204 3%8%) 2 (GBS T—4)

- T ) XTI X DIRERED PNH BEIC_T v X ar T o E2RERTHRS L EE0L%e
P, AR, THOE MR OB 2 30§ 5,

Y . .

A% . F b, FEEMR, KEMERS. A 7y MR

THA
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ISES

PNH &2l - 18 kLl Lo 22 )

E7
BRR LY

- 18 L I
« /K 40kg A
* BMI 38.0kg/m? LA T
« A7 Y —=>ZJW® LDH {75 ULN O 2 {5 L
B ORI AE RV —=0 TR112 5 AUNIZZ T TV
&

72
PO} ALTE

s ) X2 T K DIRERE
g

RER 75

aR—h 1 TERTEZ 27T 180mg/H, a8h— k2 TiX270mg/ B GRFN RIS X ERM
(MBS AT K 360me/ H £ THET) Al THRE ST,

ak— k1 OEFEIT, 78X 37T 180mg/H ANk 28 ARG Shiz, ak— k2 oEE
13, EEROMGERBRICEITT 254 U3/ S— b 2C BT 254, IEEROMKERRE~DHEA
NHNTAREL 2B F T, T Z a7 T 270mg/ H VK 364 HEIER G- SNz, aak— k2 T,
BN RICES T HRMICKNIERIGAIT, Vv ¥ a7 T OfBE KK 360mg/H £ CTH & A HE
& U7e, AEWET, B EI IR EME VRIS IC L v AR S, EeE iz, <7k
ZaZ 7%, HES LR 2 BEOR—F ZAF NS, IXHEOK FEAIC LY &5 &,

FEAIE

<H PR E >

(EZFHHEE)

* LDHEDN—R T A b OELE

N R EUEOR—RAT A UL OV E
CHb [EOR—RA T A NS OBV E:

<ZEMFHLEE >
IR T TRELL A ERS
L

RS

<EHPERHME A >

(FZFMEE)

1) LDH [ED_—Z T A 6 DZE L&
aR— R 2128V T, LDHEDN—R T A 5 b OEALEDFHEIL, Day29 T
-2188.3U/L. Day 85 TT-2094.0U/L, Day 365 T-2105.2U/L ThH o7z,

2) N R aEMEDR—RT A NS DR
aR—h2IZBNT, N B EEDOR—=RAT A b O EOEYEX, Day 29 T
0.435g/L, Day 85 T 0.094g/L, Day 365 T 0.066g/L T& ~>7z,

3) Hb EDN—RF A v hb DL b
ak— bk 22BN T, Hb EDN—R T A 2D OELEDFEE)EIL, Day 29 T 2.77g/dL,
Day 85 T 3.45g/dL, Day 365 T 3.68g/dL T -7z,

<ZARMEFHEEE >

RIERIZ 45.5% (10/22 ) (238D B LTz, FEBUHE D 5%LL B Toh o 7RI RS EBALRLEE
182% (4 ), BEREBIREE, (KH Y v AMAES 9.1% QH#) Thoi-,

EENEEHELIT 6 41 OREBUE - S, EHH Ay, ENEN - 2B, BEERE. i
s - Vi« FBUEMERBAT 7 a B U R, BEEESR - IR - W) . BEPIRICE ST FE
FHL T 26 (EEETEY . WEYE) R bk,
AFRBRIZIWTIEE A 1 I (BAERBRMEAM) BB,

1) AFIOAEKRE N AER ORI, FIEERA~EZ v BV REC LT BEE, AR, X7t 2ars0 LTl
[l 1080mg %3 2 B F #5925, 728, TR E bR WIEEIZIE. 1[5 1080mg % 3 AIZ 1 [EOME TR T4
THIENTED, | Thd,
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- fBYVeE Ta #EEKBR (APL2-202 :KER) 2 (BSNT—4)

HE

T YR TR BIBREBED 7\ PNH BEICA~AT v X2 a7 T 0 2RERTHRE L EEDYE
P PR, AR OSSRy EEE & S 5,

B
T

Hlafd, FEEM, BAER(L, SAEWHE G-

SES

PNH & 2 &7~ 18 5Ll oo 4 4

E7
BRR LY

- 18 k2L |
c A7V —= 7112 5 AUNIZERI A ST b
« 27 Y —= 2 ZEEO /MRS 30000/mm? 82> ERHE L 500/mm3 i3
« A7 Y —=>ZJW® LDH {75 ULN O 2 {5k
el

72
PO ALTE

c T Y X2 TN & BIEHEIE
« FEEIPE O B R Y iE
- BRI O A KB SE
- BB AR
- T OFAR B M
« 27 Y —=> JWZ Fridericia fiIE X% W T THITE L72 QT MEOEE (B 450ms
it Lotk 470ms B & EH)
mE

RER 715

R7wH a7 T 270mg/B (Day 29 LAKE, fc K 360mg/H £C) 728 Day 1~364 (25 PG5 Stz

AT F

<HMFHIEE >
(FEFHEEE)
cLDHEDOX—RAF A Vb OB E
AT RO EMEDOR—=AT A b DB E
*Hb fEDN—R2F 1 b D2 b

<ZAPETFAEE >
RBE S T ORI LA E RO R
e

RS

<H PR E >

(EZFHlEE)

1) LDHEDOR—A T A b O LR
LDH D R—Z T A 715 DAL EOEHEIL, Day 29 T-2373.5U/L, Day 85 T
-2303.8U/L, Day 365 T-2322.8U/L Th -7z,

2) N R TaEMEOR—=RAT A D DOELE
N NTREEON—RT A 6 OEEDEEEIL, Day 29 T 0.43g/L, Day 85 T
0.00g/L, Day 365 T 0.08g/L Toh -7z,

3) Hb EDOX—R T A v inb DL i
Hb fEDR—RF A H b DOEALED FHIfEIL. Day 29 T 2.58g/dL, Day 85 T 4.31g/dL, Day
365 T 5.27g/dL Th -7z,

<ZEMEFHEE E >
RITERIE 50.0% (2/4 1) (238D Hiv, £ OWFUTIERTBALZE G, EFHAALEE, EAALE 9 5
& TESHRACIERR. O FE W, RIBER 25.0% (1f) THo7,
HELAFERI 1A WrEEd Booihi,

ARBRICB VT, EPICESTAEFR, HTITEDOONRP T,

1) AFIOKR SN MELOHRT, EIEREA~E 7 v BV RIEICK LT TEE, BRAIZE, <72 ar77e LTl
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5] 1080mg % 2 BIZ F#5-3 5, 7236, +aREMEONRWIEEIZIE. 18 1080mg % 3 HIZ 1 EOMKE TR F# 5
THIENTED, | Thd,

(4) HREEAYEABR
1) AR

<FEEMREANES DO E URE>
- EIFS£F 5 MAEER (PEGASUS 5XER/APL2-302 E&) %

- T V) A~ 7REET Hb fEA 10.5g/dL Kiifi TH 5 PNH BEIZK LT, XU Fard v a&EL
72 L EOFMER L LML, =7 ) X~ Tk & it 5,
ﬁ% R A, MIER L, ZhiskILE. IEEMR. FEFA IR bR
THA
BRE7a—F A A M —%HWT PNH &2Hraii 18 il LB LT, A7) —=273%
PIES Bidli 3 w AMichbiz 2 —EAEO= 7 Y X~ 7IREICH i 57 Hb E23 10.5g/dL K Th - 7=
B 80 5l (HAN 10 #il&5ie)
- 18 k2L |
CERE T m—Y A A NYU—T PNH OFHZK O e E
I VAT EREFRTHY, 27V A~TOHBIIAI ) —= T KRR 3 » AU E—F
« A7 Y —=> 7D Hb fE 10.5g/dL A
< A7 Y —= 2 ZEEOMARMEREAS 1.0 X ULN #8
i « A7 Y —= U TRED I/ MRELDS 50000/mm?
— « A7V —= 2 IO GFHERIDS 500/mm’
HEBREND IF D) VAR —=THBEWVIFEND DA ERE ., Day | B5HT2 4£2L
Wi, IREEHERE Y 7 F o BEERE AR, C, WAL YREOBAEIT 7 F | WA
VINTUFEbRT  FUOBRENG S, I X a7 T o oRER 14 HURNIZT 2
FUPEEZTHZLIZABELTNS
« BMI 2% 35.0kg/m? it
ok
*Day-28 (W& a7 T opEs) B 1 EBLAIPIC, IEEMEME R EL L TRy
c AY Y —= TR 4AABLNICEL, ¥R, B X 22 B, XEx ) 2nRF o BR5 2%
Fie AENREZE L TV ABEITERE )
Brov AL « SR R R AR IE
B BER A IE
&
KRB GHMIE, SAKREGWE (4380 : 4 B@~Day | (EBRIERGA1) ], BIEALE GBI
(16 JE[# : Day 1~16 1) K UIEEHRFGHM 32 HMH) & L,
H ARG RN, AR ANRTOHELOHREOE 7 ) X TR EICMZ, T2 a7 T
> 1080mg A3 2 [B1 [ R TG-Sz,
AEVEZALE G I I, WBRE RS X a T T VEMER G (XS a T T k) i
VU X= 7T HMBEERE (=7 U X~ 7)) OWTIOOFEHIEIESIZ 1:1 TEIV A7, 7ok, JE
BIIEAEZACIZIZEL T O JERIR 7% v,
BTk (ODay -28 Hii 12 % A LA OREFR M ERE M EE GRIFAR M Bk m H67 4 R 7e )« 4 BIRG/4
[BI2L
QA2 Y —=r ZH i/ MEE : 100000/mm? iti/100000/mm? LL_E
C EEREEWIE T, EEAEREHB ORI a7 T VRS a T T vk LT
BEL (X7t Z a7 T ki) . BER bR GO 7 ) A~ TREI e 2 a7 T Uk
W0 B2 (20 VA~ T RTe L a7 T 08, B, 27 VA~ T |74 arT 8t
TiE. 4 BEOIEEREAZSHHE (17~20 B) (Zx=7 VXA~ T ROXT ¥ 277 %00
Lizfgic, 74 a7 T U BEMBES O Bz,
. <H PR E >
e L)
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- AR G O 16 WD Hb JEDON—A T A > b OZALE (MREERETHE)

(EE B/ BV RATG TR H )

- B EREE A - EVEA LR S IMNICEN 2 LB E LR d o RS oFl&

- BAEDAER G O 16 B R OB MEILDN—2F A b O L&

- MR L AR SR O 16 RO LDH EDN— AT A Vb DAk

- VR 2 L% 53R 0> 16 #8250 Functional Assessment of Chronic Illness Therapy-Fatigue (FACIT-
Fatigue) A7 DRX—AT A nbOELE

(Z Ot O RIKFFHAGE H )

- @A U722V IREE T Hb [EOYGEEIE « EAEA R 5 HIM O 16 W HIC Hb EAN—2F A
VG 1g/dL B RIGE U gER s OFE

- @i A U722V vIREE T Hb [EOIEFLEIG « SIER IR S HIM O 16 MR SIC Hb fH2NEEHEH
[R (LLN) #8 & 72 - -4 o

- g 2 U7V RAE T OMAR L EREL O IEHALEIS - IEIERALE GBI 0 16 IR A HE TR L ER S AS
ULN i & 72 o 7= 5 o El4

- AR AL S HA P L S 7 R E AR M ERE M HLAL (Day 1~16 & N 4~16 #)

- MR B LB IR O 16 BRFSOMBEE Y VEUVEDOR—R T A Vb DA LE

ARVEB I S YR O 16 BE S ONT 7B EUEOSR—R T A b O LR

ARVEZL R S IR O 16 BRSNS OEMRT 1 7 A7 — Vil (LASA) A3 7 OR—RF A 2h
b DA

- MEVE L% 5 00 16 #HIRF A D European Organisation for Research and Treatment of Cancer
(EORTC) OAIHDE (QOL) EMZE (30XHH) 2L 5 Core30 E¥E (QLQ-C30) A a7 M
— AT U NEDEE

+ 17~48 D Hb [ EDX—R2 T A b DAL B

< 17~48 WOMRIMERIL D R—2 T A b DOELE

+ 17~48 D LDH [EDX—Z T A b DZL &

« 17~48 D FACIT-Fatigue A 217 D_X— AT A L )b DL E

< 17~48 WD LASA ZA AT DN—RA T A b DL LR

- IEE W 5 IR AR i X AU 72 R AR d BRI BT (17~48 3 K O 20~48 i)

« 17~48 D QLQ-C30 A AT DN—RZ T A b DI E

bl |
bl |

<ZEMFHEEE >
VRIS T ORI LA ERFRORHE S
A

<FESFEFAMEE >
ARVEZAL IR S AR O 16 K S0 PNH 4 A 7 T+ AR MERE S OR—2 T A inb OZE{L&E
- EAEAALR G I O 16 WIEES O C3 47 Y = AL PNH # A 7 N+IFMEREIE D_R—A T A
Mo DR
e

< SEAEhRERAMIE B >
 XRTvH AT T o OEYERE

< FEEFLAME B OfFAT >

FEFHE H 1L, Intent-to-treat (ITT) EH (EIEA(L SN TR TOWRE 2 FLER) 2RI
HEVEA LI GBI D 16 BRSO Hb [EDON—Z T A b Db E LTz, WG LR
B3Rl & 52 0 2 A SUEERER IR & 7R o oA, BN T SUTERBR T IEREE T o> Hb i
RENTRI G & LT, EERHMIE B OfATIE, 16 BFEICB T A7 e a7 U Ry ) Xw
TDOHbEDR—RAT A inbOEbEEZRD, FFIEZ KENEIC L 5RBEET /L (MMRM)
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ZAWTIE L7z, F72, Wl 95%EHXMH (CD RO p EaHEM L, FEFEEH O R~
DERIMAZ K 5B A BT 570, FIERIEOT X TOEEZT — 222 b4 L. MMRM % A
T R=2AT A JERIRT #5 kBER OG- & RBE O Z BN T Lo 7 — 2 it L
7o EEEHMGTE B o6 L C Ll TH B0 S 7o IRBE D 7 — 21255 < /X ¥ — A58 o OF Tipping
Point 255 < 78D 2 FEEH DR /34T % i L 7=,

< EFE R ERGEMGTE B OfisT >

EE R BIREEGIE B O, FESTEREIC TS TN Lz, PEERBE FIEICHE W EE A2 B
FHLTE B OMEEIT o7z, FEUNHER INRWEER D2 h, TOROTXTORELE
LNz & e Uiz, T TOREREVEHMEEE TIHLMER R SN, whif mes 4, e
ZALEEHIR O 16 BE R OMIRMERIE D N—2 T 4 D OE{LE, LDH fEDOX—RA T A i
5 OEALRE KL O FACIT-Fatigue A 27 DX—A T A U1 EOELEOF B E T Lz, BIEAL
MO 16 BRER OMIRMES, LDH & & O FACIT-Fatigue 2 27 DX— 2 7 A )b DZEAL
BT, FFMEEOR—RA T A o EHERLE L, ITTEMEOSE ITT (mITT) £H ATT £H O
26, BAERLER S HIEORIERLHE 4 BOKRPELAEIIRBRIEO BME 5.4 1 BILLESZ T 723
TOWBE 2E0EN) x5 s L2 LUSME, EERHME B OfEdT & [F CJikEd v R
U7z, Haf[mlsEE] S8 DWW TR SRR R L, J8{k Cochran-Mantel-Haenszel O x 2 #E & FV T
P SR 2 0 L, BEARBIRITAGE B OISO EREM T, Wi B S TR S
D 95%CI O FRRENIELME~— 0 D20% 5 D KE WA, HEIRIMERE CIXBERI 22D 95%CT O
ERRENFELEY— D 10X 10%L £ D /hE WA LDH E TIEHER 2200 95%CI 0> _EIREANIE
Lk — D 20U/ & Y /NS WA FACIT-Fatigue A =1 7 CIEBERI 220D 95%CT O F [RAE A IS,
=T D3 LY REWGELE LT,

<Z DM OENRFHIIE B OfiFHT >

OO EIRFEMTE B Of#HT T, ITT £/ % AV T 48 IR E CORME /R NS—RA T A L
SOEEE, WEALE LML ORISR O K Kb Z L IS RERICER Lz, 16 BF
TOREACE S MBI T 2 MEE ik, EEFGEE K O EE 2 FRGFEE & RS,
IMIZ L 27— % OF B0 2 L,

MEEE U LVEVE, ~NT M7 e B, LASA 227 FONQLQ-C30 AT D=2 T A N D
ZABIE, FEEFAGIE H M OV 3 72 BV EFARIE H OfEHT & [ IZ MMRM % F\VCRFAR L 7=, B
& L7RVVRAETO Hb O FEEIA . #iif 2 L 722V RAE T Hb 0 1E#LEIA K& O % L7
IRAE T OMIRMEREL D E 5L EIE I DWW TIE, 81K Cochran-Mantel-Haenszel @ x 2 #i i€ % AV CTHE
MZE R N 95%CT Z#H i LT,

17~48 O IEE MBS HIRNIC T 5 FHIE H T, Bl X 55 — % O HU) 0 13 FE w9, ITT
M Z AV T 48 WS E TORERBER BR—2F 1 b0 EE, EAEARGHIM L OYE
BRI RO &Skl & IC R GRS B LT,

ST I N—TNTE LT, BARAERICKT 5 FEFFMEE . EERRIKGEMIEE X O oo
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YIE) (37 % 27T U8E-1476U/L, =7 ) X~ 7 #-10.12U/L, BERIZE13-4.63U/L (95%CT :
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16 HIF R OE{LE (g/dL) 2.39+1.054 -0.60
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-61.10+14.354 -6.00

P fE£SD

(ZE1GH)

5) EVEZALPR GBI 0O 16 5D FACIT-Fatigue 2 217 DR—Z T A b O E

AARNERIZBIT 2 B AL 5 M 16 KR D FACIT-Fatigue A 77 DX—R T A
ORI X 27T U560, =7 U X< TE0.00 ThHotz,

ITT 4
_XT7eEaTT Rt T X~ TR
(n=5) (n=5)
P g 37.20+£8.408 38.00+£12.268
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|16 I R DT L B |

5.60£5.550

0.00

P fE£SD

6) MAEZILH MO 16 HEESOMBEE Y VEAMEDOR—RF A4 b DOELE
HARNEMICH T D BIELLEEHM D 16 BESDOMBE Y LE L MEOR—ZF 4 N0
LRI ' X 27T UHE-6.59umol/L, =7 U A< 7 #E-1.90umol/L TH - 7=,

ITT ££H
7w aST R 7 U X< i
(n=5) (n=5)
=27 A > (umol/L) 25.69+5.980 25.36+14.937
16 IR OBLE
-6.59+20.357 -1.90
(umol/L)
SEYfELSD

7) EAELALE SO 16 BIFEDONT N7 a B EOR—RAT A b O LR
HANERNIZ 3T 2 EIEA (RSO 16 AEEDOAT 7B ELAfEDR—AF L U hED
BALRIIAT v & 27T U #E-0.040g/dL, =7 U X~ T7H#E 0.400g/dL TH -7,

ITT 4£[]
/A =i S <3 7 U X< i
(n=5) (n=5)
R—2F A (g/dL) 0.156+0.1590 0.154+0.1655
0.400

16 EEFROE(bf (g/dL)

-0.040+0.1918

P fE£SD

8) 17~48 D Hb fHDX—A T A b DI E
AARANEMICIIT D 48 HIFFAD Hb EHOR—RA T A b OEALEIIR T X 27T ik
BE1.81gidL, =7 U X~T /7 eHarT U 324gdl THoTz,

ITT 4

T a7 T kiR

T JRX<T/

(n=5) 7L a7T 8 (n=5)
R—2F A (g/dL) 7.81+0.644 7.70+0.788
48 s RO k& (g/dL) 1.81+1.033 3.24+2.549

P fE£SD

9) 17~48 HOMEARIMERI D X— 2T A b OB
HARANEMIZEBIT 2 48 B S OMRIMERIEL D RXR—2 T A b DB RIT T X a T T
HEHERE-89.00X 10%L, =7 ) X~ T |/_T7 ¥ H a7 T #E-114.00X 10°/L ThH o7z,

ITT 4

T a7 T kiR
(n=35)

T JRX<T/

RTRFEaTT R (n=5)

R—=RF A (x10%L)

155.00+£31.024

184.00+39.115

48 ARF SO &
(X10°L)

-89.00+23.292

-114.00+42.190

P fE£SD

10) 17~48 WD LDHEDR—R2 T A LD Db E
HARANERMIZCI T S 48 BRSO LDH fEDR—RF A Vb OELREIZTRT v 2 a7 T ik
WRE-53.90U/L, =27 U X~/ Z a5 EE-337.00UL ThHo7-,

ITT

T a7 T kiR

Ty JRX<T/

34



(n=5) X7 v L a7T 8 (n=5)

NR—2F 1 (UL) 234.50+57.118 479.40+627.489
48 WSRO L& (U/L) -53.90+12.896 -337.00+£645.759
S ESD

11) 17~48 i FACIT-Fatigue 2 I 7 D_— R T A LB DZE L
(ZE R
AANEMICBIT 5 48 #Ef 20D FACIT-Fatigue A 27 D_—RZ T A Vv DL EIZ7 &
A a7 T URkERE3.60, =7 U XTI L aTT U R 640 THoT,

ITT 4
7w s a7 T kR ) X</
(n=5) RTvHaTT o (n=5)
NR—2F A 37.20+8.408 38.00+12.268
WS O & 3.60£10.359 6.40+8.081

P fE£SD

<ZAEMEFHEE >

ARG O ) X~ T +_7 4 a7 7 BT DEWERIL. v ¥ a7 T Mg
YEF DS 80 f5ilHR 46 5] (57.5%) . =2 U X~ 7 BAEREIEH D 80 il 4 il (5.0%) 123D HALTz,
X7 a7 T OBEEENER (R 5%ELE) 1XESEALRIEE 25 6] (31.3%) ., JEHHNLE
D PR, TESTEACEIRE 10 61 (12.5%) . JEFHEBALSOE 8 1 (10.0%) . VESEBALAEARS 5 451
(6.3%) ., Hols, FEFEBAILR., BHREE 46 (5.0%). =7V X< 7 BRIVER XA mEREE,
HRERDE, EREEE, T =0T 2 NI AT = T —VEIN, /R . PR, BE
i, MEIRFEEA 1 6] (1.3%) Thoto, EERREMIIN7vZ a7 BT 1 6] (BuiiE)
WO, BHEHILICESTRWERITRD bnienoTz,

e LB S MM ORWERIZ B4 272 Rt 41 B 16 I (39.0%), =7 U X~ 7 HE 39 4
H 781 (17.9%) ([ZRBD BAz, EREWEH (WTNDrOBETEER SR E) IXrkvsar7
VRECTESTEALATEE 6 51 (14.6%) . TEGHIALSE 4 B (9.8%) . TEGHALEERE . AL IENR %
3B (7.3%), =7 URX~T7HCIRM 3B (7.7%), ., SHHEE 26 5.1%) Tholz, HE
REWERNEIAR 722 a7 VBT 16 (BURRE) @B b, &EPIRICESZRIERIEAY
XTI URET IR (FE) B L,

FERBEGHE ORI 4 a7 T Uikl += 7 )V A~ T /_7 w4 a7 7 URORIERE 77 61
W34 5] (44.2%) ICROBITZ, ERBIWER GEBLE 5%LL 1) ITESEALELEE 9 6] (11.7%) .
SHENIRERS 5 B (6.5%) . FESHINLZ 5 PR, SR A 4 6 (5.2%) Tholz, EEARRIERIL 4 6
(W& e, ARTEMERG MAE | WEERRZE . IEmtEE ) 88 bz, #5 P IIcE > = IERI
361 (BB, WL, Wit m) e b,

AARNER (BT 7 N —TfRHT)

AARNEMIZBT 2EABRSHM O YV AT+ 7w a7 UHOBIWERIZ, <7 t4 =2
77 BEREEA A 10 FlF 9 B (90.0%) (ZRRD B, =7 U X~ 7 REEEIERIIRS e n
Sle, XX 2T T U EEENEROWNRRIZESEALEE 9 6] (90.0%) . JEFEBALRERS . FEHE
NERERRAS 5 B (50.0%) . JEHFENALE 5 3RS 3 B (30.0%) . VRSO, fHKR > C3 BN 2 4
(20.0%) . HEFE FEHEALAHIOL, TR, SAKLEE, BRI O FERE. B, . RFEMmE 1 51
(10.0%) Tholz, EELREWEHLOESGFILIZE > 7ZRHERITEEO bl oTz,

AARNERIC T D HEIE bR G OBIERII X7t 2 a7 T VRS it 4 fl, =2 ) X~7
FES BT 1 BB AL (LLTRNE) . 2 OWNFRIZTESELALEE 4 B, 0 6, ESHBALIEAR 4 61,
0 Bil, VESFRALEERS 3 1, 0 . TESTEROLEE 1 B, 0 i, I8 0 i, 1 Bl CThH o7z, EELREIE
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AR OG- FIEICE > ZRWER TR Shishnotz,

BARANEMIZBT 2IERBEEHBOT X a7 VikEglt+ =7 V XA~ T /X7 2ars v
BEORWERIL 10 B 7 61 (70.0%) (238D AL, EOWNFUTIESEBACAERE S 6] (50.0%) .
{LALBE 4 51 (40.0%) . VEREAENE . EHALZ O B 2 6] (20.0%) . TEGTEBALIENR, EHES
AL, #EEUEE, T, BN, WEBEEERRE . ®IMES 16 (10.0%) Tholz, EERRIERK
O EFIRICE > ZRIERITER O e o T,

<FEIFFMEE >

1) MEVELALER S O 16 BIFSO PNH # A 7 T+IIRMEREI S D_—R2 T A4 b DO L E
HEVE LA P 5B 00 16 38 A0 PNH Z A 7 THITRIMEREI S DO_N— 2T A 9 b DZEAL &I
R H AT TR 27.653%, 7 ) A< THE9.703% TH o1z,

(%)

PD&H
F9{ELSD

»
o

]
Q
L

ISR S UAUIN—>
SIpMBEIHE+=JAITZT
o

J

—9.703

+14.5582

NRITEFITFVE IZUXTEE
(n=41) (n=39)
AR5 66.8 72.9

I
o
<

-40

2) MEAELAVE S O 16 BEFSD C3 47 Y = AL PNH # A 7 I+ R MERE & D_— 2 T A
B DELE
VR b 5 IR O 16 KR 0D C3 47V = AL PNH # o 7 T+IIAR M EREI & D_R— 2 T A
Y OEACEIIR T X 2T T URE-17.944%, =7 Y R~ THE-3.156% TH o 1=,

RITEFIATSUE IVVARTE
(n=41) (n=39)

o &
'

PO
FfELSD

A,
o
1

-3.156
+10.4845

|
)
o

=0

IR U AUIN— >
. OIPEHESHE+ENARIZORV] KUNWO
A
o

i
>
i
a
W

17.7 19.8

<KW E RN IE H >
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25)
o

TV A=T (BETHEHZ) OFENA+S7 PNH EE 80 il (HAAN 10 flz&Te) 1227
X275 1080mg A 2 MIKER TG LI &0~T w4 a7 I DliETR T 7 EE

LFDOLBY THY ., WIEHRG DK 4~6 BRRICERRBIZE L, 48 H £ THEFF S hiz

TR aT T R Ty R~ TR
~ -3 (Day -21) 272265 (39 i) *2 | 26772 (38 fii) *2
AR 2 (Day -14) 436186 (41 Bl) *2 | 430+96 (39 f5il) *2
1A (Day1) *! 594106 (41 %) *2 | 588111 (37 ) *2
238 (Day 14) 666118 (41 f) )
418 (Day28) 676115 (40 ) 8
HEVE 2 b 5 6 # (Day 42) 6771132 (39 1) 3
8 # (Day 56) 692106 (37 #1l) 43
1238 (Day 84) 708124 (38 441) 3
16 # (Day 112) 714109 (36 fi) 3
- 24 J (Day 168) 667173 (37 ) 668141 (38 fiil) *4
RN 48 i (Day 336) 6601193 (22 f4l) 627+178 (18 fi) **

FHEESD (150 — Y ET

X1 EAER LRSI OTR BRI Bl

X2 T aTT ROy Y A~ T a2
3 Y AT ERE

X4 RTvHaTT RS

<C3 BE. —RMEFEE SR EMEIBTEERIRIABE K>
- B EEmAASER (VALIANT 548&/APL2-C3G-310 5XE&) 272

HE

C3G XIE—M: IC-MPGN 2T HHBEFICKH LTI X a7 T 02 2 BRTHRELEZEED
Bt Je OV At 2 3R 5,

T

A, EWAEA L, ZHiRRILE, —EEMR. 77 & A R

ISES

C3G XIT—W& % IC-MPGN &2l Sz 18 bl b KGR S =36 1%, K 30kg UL LD H W

C3G XiT—ME IC-MPGN DIRIFE L ¥ A &kt L WA EBE 124 5] (HARN 3 fl& &)

(12~17 7%) OEEFLMAANZ A LT D] OFLT, HHMEEREOZ T 22H L, o

F
BRI TE

AEEA 18 FRLAE (). U 30kg LA ED 12~17 5% (HEHHOBE)
+ C3G XiI—¥M: IC-MPGN &2l (BB OF KA Mbe)
LT OIEBMEBRBOHBEO S b, 1 DL EERD S -
AL XITHFEFHOBEICBNT, X—A 7 VOBAR (A7 Y —=v 7 HIFHPICE R, X
IEIEVEL LRl 28 B LANIC I M) CT7e< & 2+ D C3c P2 5
s N—=2AT A OB ERE I TWRWHFFEHOEEIL, UTD 1 U EOHEEAZRD S
- A7 Y —=r 7R O R RIENE C5b-9 (sC5b-9) JEEENIEYEME LR (ULN) %28 x
%
- A7 V== MR O MmiET C3 AN KYEM PR (LLN) % FE5
- AT U —= 7 R AT E I 73 TR R St R B S P g B R IR A e 55 0D IR 0D SR B
T CESEREE &7 0 5 ELL EOFRMER R O/ IR MERF#E % £ 5 iR IZ & - TREH
SN RO RILIEDFET D
- AT V== T D 6 H HLANICFREGRR A T S 7R R SUIBE RIS C3 Bk
K+ (C3NeF) MFET S
AN IR — AT A B AERE FER LI EFHOBE BN T, N2 T 4 UEAR TN
SRERRTEAL, SULMVERRAME DY 50%LL T
c ATV == FRHTIE LT 24 BRAE R D Z /37 R (WPCR) 8 1g/BUL L, 7oA 7Y —=
V7 HIRIHICIE LT R — IR OBRED 5 b A7 < &% 2 [B153 uPCR1000mg/g LA F
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« Bl AIE CKD-EPI @7 L7 F =3, HFWIL Bedside Schwartz D0 HHH L 7= HEFRERIATE

i##: (eGFR) 7% 30mL/min/1.73m? LA L

* LFIZRT C3G/ — M IC-MPGN {RE D 72O DZE L2 LV A U EfkEE L T\ 5

VR Y EOFIENIC S E | BMIEALRTOD R &b R2BROT v UFT v RS
(ACE) FRFEHI, 7o VFT v v o BRaEA (ARB), RO/ XUTF RY UL - 7 ra—
ZIEGREAR 2 (SGLT-2) PLEHFNC & DIRMNEER Ol ST\ b

EEREETOD < &b 12 BRICFZ )7 R (WPCR) 1T A 5 2 2 ATRENED & 2 il D FEA
[l : 2T A K, Sa37=/—BEE7=F/L (MMF), KO/ i C3G Xix—w%t IC-
MPGN VB D T2 DIZEFE N2 T TV AMOFF A S 7= Z Ml Al O ENLEL TH5

« C3G XIiT—¥%M IC-MPGN JRIRD 7= DI L K=Y (o eHEaLFaxTa A R)
R LTWAEE, BEALAIOD72< &b 12X 20mg/H UL L R=Y P4 D
aLFazrTof FOREOHE) 2827, »OHER—ETHD

* IR RIBAE O Al A U/ NRIZ B35 Advisory Committee on Immunization Practices D HELEFTH|Z

PE> TMARERE, BIFEAE (AL C. W, YRUBHE) MUOANET 4 NLA - TN FHb

BNCKIT 20 7 F Lo BEE ST WD, —EOT 7 FUoEEL, BIEALHiOL L H 14 B

FCWBAT A &, VI F UL, V7 F VRIS L CHILAR T —THDH I &AL

T 2 XENFET DHEBEERVTHELTD

7R
BRAMELE

AT E AT T DIRBEIEN B D

ATV == JRIO 8 HWEXIEA 7 Y —=r I RICEREOUEE KT BT U ANFH
AHER T — X Do TV D, BHREBOWEIL eGFR B 30% 21 5EXILX /37 R
(WPCR) 8 50% %2 Wb L EFRT D

JRERY EATOHIBNC KD & | o ESURIREE (B« BYYE, B, Mo — o h o~
ra7 ) U iE, £FET Y T~ h—F 2E0 5P R B 1SHEHUABDEER RS, X
WEERAINE) (iR T D kD C3G,IC-MPGN #H T 5%

CHBEL LITBREICE MUEREY A LA, BAIYE LI C RAFRDEEOZB 2% -, X
EAZ U —=2 TR T OMFEREBETIN DD U A NV ADEYRBO b

c AV ) == VIEORED 100kg B2 TND

- BEEAR BRBOBEREEN D 5

cRXT R aTT ORI ERTO 14 A LWNICEE ORRYYE (] FUESE OFIRNIE 52 02
LT5) Bdbb

« A7 Y — = TREOGFHEREHEAY 1000cells/ul A

ALOIEBREORBRICBIM LB, IEA 7 UV —=2 7 He10 30 BLINS L < IR O &
KBGO O 5 FLNOWTNNEWT T, tMOTREREE, EERESR UIER T~
BN D

c A7) == THIBENC Y YR v~ T, RY AT XIS v F 2T T LS OBEAZE TR
SRERME OB ARIE L . 34T D3RO 0 5 5 LINTEM Lz

AR I7 15

E=0

KRR OB GHAR 1T, EAEACIGHIR Q6 HE) ROFESHBEGIMN 26 #R) & Lz,

< 26 EM DO MAELFR G WML, WREE 7B ZaF T U BT T T EREOWNTRAMNT] ]
TEERITEN AT 72, MANFHICEBEAFOFELERE (ACE FEEH|. ARB, SGLT-2 PREHI% DX
FRIER AT a4 R, MMF EOGEMGIFRE) 2% TOIEREICI L, X7y arT
v (AR B OMAE 50kg DA RO A HIHBRE 13 1080mg, NEE 50kg A D 7 A ERE 1%
REIGUT-HE) 37T R%28 2 BETHRELE,

- Bk 26 WRIOIEE R GHFIIL, TRTOFERF IR T vX a7 T 028G LT,

- FORBERRIC 3 A RO RIS —JROBIEZ I L, 25 BICIZBMNO 3 Ao RE— R &R
WmL7=,

- MRS AL B SRR O R AR BERE (26 ) ICE AR E M L7s, IRABRE IIIEERE SR
BATT 2720, BEROEZMHE L Uiz, 18 AR OWERE 118 AR O FMITLETITA L,
24 WD 26 WETIZBEMRUSOTRTOFMENTE T L TWILUTIEERFE G HMICBITT 5
ZErERE LT

NI ZaTT o OFGE LV RA
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i WIEH 5 2 [ H DR MeRsRe -
(&) (&) (&)

A ORERE | RE 50kg LL LD 1080mg 1080mg 1080mg 3 2 [&]
HEH OBEERE (20mL) (20mL) (20mL)
IR 35kg LL_E 50kg Al D 648mg 810mg 810mg i 2 [A]
HEH OPEERE (12mL) (15mL) (15mL)
IRHE 30kg LL_E 35kg AKiifi D 540mg 540mg 648mg i 2 [
HEW OREERE (10mL) (10mL) (12mL)

BRIEEE

<HRMERHRE A >
(T ZERFAMIE H )
« N2 T A L LTz 26 IR uPCR D28l (REERIAFATIH E )

(ARG H )

26 B

- N A REMIE B O A [RN—R T A 2 Ll LT eGFR NLENITHE (=R T (v
NHDIETA 15%LI) L, 52 uPCR 78 50%LL B ] Ziilii- L= 0B &

* UPCR BR—2 T A 5 50%LL g U= s oFl &

+ C3G histologic index A2 =1 7 DIFBENER I 7 DR—RF A LS DOEALR: (BN REZR
BERE)

cBEBRTN—=AT A 05 C3c YeIBENAD LI RE OFIG (B AR T nTRe 22 45k
#)

+ eGFR DX—ZXF A UMb DZ L E

(Z Dt OFEIKEHGE R )

26 B S

- uPCR 2% 1g/ H A & Bk L 7= Sl oA

- MIEHR TV T I ARENIEFRL LTEBRE OFlE (R—2A T4 L OMmiER T VT I RER
LLN % F[al % #kB5R+#)

- My C3IREED LLN 2B A 7B 0BG (N—R T 4 oM C3 IRE LLN & a2
)

+ Functional Assessment of Chronic Illness Therapy-Fatigue (FACIT-Fatigue) A 37 DX—R 7 A
NHDOEALE

R BICBIET AT OE (KDQOL) A7 DN—2F A b DB bk

¥ 1 uPCR (3 24 B 50D 24 BRI R X 5 3l

(BRRAYFALE H )
26 A
s B R RBIEFIE (WPCR 28 0.2g/g i) L7-#ERE OBIS

52 EEER (EEFENSE H & OEIREHEE B 2 SRR SE H & LT 52 RS TRl %)
« R—R 5 A L L7Z uPCR DO RIHZEHaL
+ eGFR D_— R T A U inb DO L

A

< AR >
BRI 5T CRBL LI E R R ORI & R O
By

<SR >
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26 38 e % 52 B
- MiEF C3 RE
- MHET sC5b-9 JEEEDR—Z T A b DI B

A

<HW RN E E >
R R ME e 2 a7 T R

<SP >
- FuEm s (ADA) OB
[(RY=FLr7ya—l (PEG) RUNTEH 7T DT F KIS 2 k]

A EREAT
BT (FEFHMIEE . FRBIREHMIE R . & OO RIREEGE B X OCRRFHMIEE) 13+
|Z Intent-to-treat (ITT) £EF®% AV C, MIEBFI 0 (M) S - B SRR EES & F20i L=, 8BRS0
FHEE OMWESPIRIUC 2020 B3, EEA L SN Te T X TOWRE OFMFTRER 7 — & & A 2 MEAE
MIZE Oz, ZHUZid, IEBREO G2 BN 1L U7 & AR OGN 2 Mkt L 7= #E o7
—EBNEENT, TN TORGFFHIRE % MAAIA B AKYEE 5% TEM L, 95%EHEXMH (CD ZmRL
7

FERL LR W R Y | AER OF ZhIEFHGIE B DT Tik, BAEALE 0 AT AW T o B
K72 HWTHRE L,

- B IR B LB RO A ARE TR L7k

c NR=2 T A O G DWERE & X— AT A OEARP IR

¥ MEAL SN2 T R COWRE % & TN

< E TR H OfRHT >

NIV R a5 ORES R T % F 3 estimand (3. BN, BRAEHETER LB EEF &
KR FEFMEE & LT 2458, 25 R ON26 B S OWEMNE Y ZHNTR—2 T4 v &k
iz U7z 26 #IF SO uPCR (FEIFH— R S L 72 MK) O bz ik-Suv-, LI
IXTRBREN R E CER L ORISR U <IIRGATBEOMEH. B REEE &) OBA.

XITIEBRIEOF G LN E Fi, FRFERAS~OIMLA T TV —I1TH > TR LT, EEFEAME
BT RBIE R PRI TGRS 5720, ZERMAANEEZ AW KEREIC L DIRAIRET IV

(MMRM) TiEHT Uiz, ZOET MR, B5HE, KB, EEEBORE (C3G., —RHEIC-

MPGN), X—2F A »OREMFIFRIOER (HV ., 7 L), BIIKTROSKE & 8580 B {E
KT AEED T TV =2, 25 RNCRN— 2T 1 OREZLEH L7~ uPCR OB [E 2L &
NEENT-,

< FE 7 RIKEATE H O fRHT >

FEFMEE . F A RIREHNIE B K O O o IR EHIE H O M TR 708 1 FEo R 2 #ifi]

T 2720, FEIEFEORBRA N7 7V —2 AW, Licho> T, BAOEIRGHEE H Ot i #1)

HEMIE, FEFEE A O BT CREFMFRAE EENRO DNZHEORFM Lz, %Y OF

VEHTEB R CRBRA 70— 2M5F LT, UTONE/FE Lz,

« 26 WS OB A AN E B ORI A 7 U R O VBB IR R SRR LT, B
BRERSIERE LTR—2F A4 D eGFR, ~X— AT A L ORI 7= uPCR, HEFEZEHED
R OVEAR TR L e PR T ¢ v 7 BT L CRNT LT,

* 26 JEIF O uPCR (3 AEFDOHFE—IR) BN_—RA T A 25 50%LL Bl L7-iE Bk O
BB IR G REBNR Uiz, BEREZMSI SR E L TN—RA T A OXEZE S L7z uPCR, FEREE
BOFERORBNRFCTHE L-a AT ¢ v 7 EIFEFT A THE LT,

< B AR ASREAN AT AE AR R 12D\ T, C3G histologic index A 2 7 DIFEMEAR 27 D_R—RF 1
25 26 R E TOECEITHREREL B ERR L L TN—2F 1 ®D C3Ghistologic index A =1
T OIEEIWER 27 FpER B ORI L OVE B 7 TR L7230 #dT (ANOVA) £ 7 /L Cfif
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Hr L7z,

B ERDS R FTRE 2R BB I SV BRI TR— R T A D 26 HIF N E TIZ C3c Yt iz
DD LT RS S M OB BT B REBNR LT G RE 2 M A E L TR—R2F 1 D C3c
Yutt, SR BOMBEL BN CTHE LI V2T ¢ v 7 EIFE TV TR LTz,

+ 26 FWFALD eGFR DRX—A T A L inh OE b EITHEGRE, Kb, R EOMEE, BRIR T &
OB & 5 HOMABERIZH T 2EED T T U =%, e bNI_R—RA T A D eGFR DI
foe i A B & & T MMRM CRENT L 7=,

<O OFEIIREAMTE H OffAT >

24 AR D uPCR 28 1g/ A AR 2 R LIRS 0BG, 26 B A OIMIEH C3 JREN LLN %8
RIRE OB SIL, BERELMNIERE LTR—R T A Ml R B OREE L Vg T T
FTHELEn P27 4y ZERET Va2 W T L, 26 B S OMIET T /L7 I RENIES
(b L7 #BrE OFIA . 26 R H.0 FACIT-Fatigue A X7 D_N— R T A )b DI E, 26 B
D KDQOL R a7 DR—RF A Uinh O bEIL, BEGHEBREDRE LTRX—RT 1 fE,
AR R O FESE K OB BIIK - CRA%E L 7= ANOVA 7 /L% W CTHET LT,

<RFRAFEAMTE B OfRAT >

ITT £/ % F T, 26 BRERO & 2 X7 [RISIER AL U725 OFIG1X, Fisher O IEFEMERINE %
HAWTHNT LTz, X—AT A > &l L7z uPCR ORMEERIE L Y eGFR DX—A T A b D
BACEIZ DN T 52 MRS E TOFMBATEE R TR TOFT — & 2fifhr Lz, FRIFZICITIRBREmKE
EETER LIPS U < IEFiam oA, BRARERE (BT OB, SUTTRBRIED R
HBHIEREG ENT, BAELIZHAET D2 RMERHRIRAEARA N F77Y—& LT MMRM #0152
L CHHELBEOT — 2 ORBMEZMTE LTz, MRAIZRFHEEH IOV T, R—=AF 1 b D
ZAGIZ BT 2 B3 2 MMRM 2 W TRET L7, ZOET IR, &ERE. kBT, EaER
RO (C3G, — &M% IC-MPGN), X—RX A » OuEMEFRIOER (HY ., 72 L uPCR O
BroAcif), BRI TR ONRE: & BSOS T 2EED T Y —BhF, 75O
fHEE OR—2 T A v OEGEETELERENEGENZ, XA T7A P EOELRIZ OV TR/
FVPBMEESE KN 95%CI 2 5RER] (7 & a7 T Uik OV &% 275 L GIERE)
K OSKBERNIR U, BEREROZER N 95%CI % p i & LIkl R Lz, A7 TV LT —X
Z TR TE B 1E ITT £/ 2 V¢, 52 R E CTOFM A fER T X COT—# T 52 HRFR
DOWERE OFIGZER Ui, FHFEROIEREIFHEAZOFMEE ORIEIL ) U VAR H—
LRI LT,

<Y 77 N— TR >
FEMNTOERO—BWEZFHMET 2720, ANOFEFHFNRER N —R T 1 O F BT
YT TN — TN A FE T, FEFMEE IS OWTY T I —T [ L —7 (1258 17
RELAT, 18 5kLh )| AR B ORI (C3G. —WIE IC-MPGN) . BBME (BB L, BEM
HY), N—=2RF 403 HEFORHE RO uPCR (3000mg/g A5, 3000mg/g LA L), ~_—=A
Z A4 > ® eGFR (60mL/min/1.73m2 i, 60mL/min/1.73m2 LA k), ~_—2F A > OS5 IHAl o
A (v, L), MR (&t B . AR (BA. BALSL . BRI CRE, KELSL) .
N—=2F 4O C3|RE (IR, IEF)] BN L7,

<A DIRT >
LAMEDIRNTIR, ZEVEMNT I RIEM 26 G I U 7o, ZatEMT s RAERNIT, BS54
IR EE & 1 R B G SN T7e T N TogHE 2 LB & Lz,

<IN P OfRHT >
WNF DT, REMMTRIGER D S5 b7 v 2 a7 &b L, JHl rlse 7Rk 5% 0 PD
WEMEZEDR LB 1T 2T X TOWIRE 2 & LEF 2 RITHEM L7,
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< ENAE DFFHT >

EOENREDIENT L, ZEMITRER D 5> bRT v Z a7 T v afh L, FHliTRER 5% D
HEEHE (ER&FRRMONEMEEL) 207t 1 >PATLINTOEBREzE T
M & BRI TR LT,

<BRMHEFHEE >

(FEEFHNEE)

1) =T A&l LT 26 RES O uPCR OB (RFEAIARHT RS F)

NR—R T A LR L7z 26 #FE S D uPCR OXERA L O ST FHIME (95%CD 1%, 27 &4
a7 Z R 0.328 (0.252,0.428), 77 BAREE1.029 (0914,1.159) THY, XT7vXarT Rt
TIE7 T B REEC T uPCR OB EBILICHEENRO b, X Fa T B OS5
TARBESH T A S REES N, TR R LR L= v ¥ a7 T D uPCR O
KA R (95%CD 1% 68.1% (57.3,762) Thotz, N—AT A 1 Ll L7z uPCR OxEZE
WHLOHBIILTO LB Thol,

EEFERE
(BRI HBO26388 )
uPCR#ENEEDE (95%CI)
68.1% (57.3, 76.2)
p<0.0007%
2.0 200)=

51
I

°
TR SN o
ANV AUIN—2

T 910 ue Ok 5
At CEIENT U AUIN—2

055 @5
RICIITSIE
(n=63)
0.0 - 0.0 T T T T T Tl
RIIAT50H TStk RS 4 2] 12 16 20 242526 ()
(n=63) (n=61)
EF ARSI
[TT&E #ATHIE MMRM*2 ITTHE SATFIE (95%CD

X1 WA EAKE 0=0.05
X2 B GRE, kPR, EMERBORE, X— R T A L ORIEIHIF O, JERIIK TR O & B G REOM AAME
HICRHT2EEAT TV =2, R RNCR—RA T A OXHER L= uPCR OEFETLERE G0
o7 — X BT LT,

Y7 TN =T RN IR =R — AT A & Ll UT- 26 W H.0D uPCR D%t (77—
THERT)

7 N —T RN IR TR — AT A L Ll LTz 26 #EES O uPCR D528 bt o 2 354

(95%CD 1%, 12 %L 17 LLTF ik 0.26 (0.16,0.42), 18 #% L £ T 0.38 (0.27,0.53) Th
ST, FEMERBOFERNCHTZR—A T A Ll LTz 26 HRFA O uPCR OXHEA Hak D%
fERBE (95%CI) 1. C3G TiE 0.34 (0.25,0.46) . —k P IC-MPGN T% 0.27 (0.11,0.62) T
HoTr, BBENZATZR—AT A L HE L7 26 #RFA0 uPCR O xELZA b 0 5% (0] -
PIE (95%CI) 1, BB LT 0.33 (0.24,0.44) . EBHEH Y T3 0.35 (0.14,0.87) Th-
77
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RIEPITFU8 JuiE MEIELIE(95%CI)

AR

£ 63 61 —@— 0.32(0.24, 0.43)
F@HII—T

12l BT TERELTF 28 27 —e— 0.26(0.16, 0.42)

18/l L 35 34 —e— 0.38(0.27, 0.53)
RO

C3G 51 45 o 0.34(0.25, 0.46)

—RIEIC-MPGN 12 16 — 0.27(0.11,0.62)
B HEE

BEEL 58 57 —e— 0.33(0.24, 0.44)

EiiEsY 5 4 e 0.35(0.14, 0.87)
R—R51 N 30EGDRME—RDUPCR

3,000mg/ gk 39 45 —a— 0.35(0.25, 0.49)

3,000mg/gilt 24 16 —e— 0.28(0.16, 0.48)
R—254DeGFR

60mL/min/1.73m2ki 21 20 —e— 0.30(0.17, 0.52)

60mL/min/1.73m2iLE 42 41 —e— 0.34(0.24, 0.49)
R—Z 51 ORI FIFDHER

&Y 48 42 —e— 0.30(0.21,0.42)

2L 15 19 —— 0.36(0.20, 0.63)
{31

it 37 33 —e— 0.29(0.20, 0.42)

EilEd 26 28 —e— 0.41(0.28, 0.62)
AiE

AaA 45 46 —e— 0.29(0.20, 0.42)

BALLS 18 15 —e— 0.43(0.29, 0.63)
IR

HKE 18 13 —— 0.35(0.19, 0.62)

KELLS 45 48 —e—i 0.32(0.23, 0.45)
R—ZAS1UDCIEE

& 41 49 —e— 0.24(0.17, 0.34)

% 22 12 —e— 0.60(0.40, 0.92)

0_(‘36 o.lwz o,‘zg o.‘so 1.00 2,‘00
RIEYIATSVENRIF TIERENRT
ITT&E

(EZRFIRETHGEE)
1) 26 B RO BN A FHGE B ORI A T2 L 7o BrE oFIE
26 IR CHEIBAE A THNIE B OAIE 2057 LIRS OBIA 1L, ~r ey ar T gt
4921%., 77 BERRE328% THY , 7T BRHLHB L T4 a7 U HTHREICE WD
ERIRENT,

ITTHR
(%) OURT+ v 2 ERETIL2
100 4

80 1

p<0.0001*

60

o 49.21%

207

OpaE Sk
FHC Tt EERHEAR A O DB 40 A SR

NIEYITSUH Fme¥
(n=63) n=61)

X1 RXR—RT A LR LT eGFR BLEXILEE (R—A T4 P OO TN 15%LA) L, 52 uPCR 23
50% LA b
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X2 BB EMNIE S E L TR—RAT A4 D eGFR, X—RA T A OXEAEH L7z uPCR, JEFERE ORI K
OERIR T CHRIE LT — & i L=,
%3 WA B K 0=0.05

2) 26 HEER D uPCR B3_—RA T A b 50%LL B L= oBlS
26 KT uPCR BR—R T A 0 50%LL B LI- g oFI&1L, ~r7vxarTd
B 6032%., IR 402%THY ., FITERBELHKL T2 ar5  HTEBICES
WZ EWNTRENTE,

ITTEH
(%) OJZT 4w FEIREFILH
100

O p<0.0001%

60 A

OpRE S st
ACSEER S e UAUN—2 2100

40 4

20 4

RGEIITSIE TFItRE
(n=63) (n=61)

1B HREAMNI AR E L CR—R T A v O% B2 U7- uPCR, AR B ORI N OV BN 7 T Li=7
— X RN LT,
X2 WA E K 0=0.05

3) 26 M0 C3G histologic index A 2 7 DIFEIWEA 37 D=2 F A b DE(LED
26 KD C3G histologic index A 27 DIEBIER 27X D= T 1 9B DAL TR D Fe/y
TREHIE (95%CD X, XT X a7 T URE-3.482 (4.721,-2.244) . 7T = AREE-2.480 (-3.775,
-1.186) THY . HEFHICHERZTEO b Rno7 (p=0.2753),

Tl [

(FHE+SD) 6.90+4.211 8.03£4.350
NRITEZITIEH ToRE
(n=35) n=34)
o -
3
# G
"L
A
Elis
b6
RL 21
| ©
29
Ze -3.482
i 31 (95%CI:
N -4.721, -2.244)
5d
5
2 -4
L] p=0.2753"
7
D
_l-_) J

ITTEM B _FFHE ANOVAETIL*

%1 : C3G histologic index A =17 DIEEMER 2 71X, BAMDSTHAL 7T BE 22 9BRE & %1422, Bomback & D 3CHK
(2018) " ITHEVVERAIE L 7=, AFEA R 47— /L TlE C3G OIFEWEICBI4 % 7 HE CRERCRIE OMEIE Y
B, SRERESE OB, IEMERITEME O TRE. HmEREAY, R, 7 4 7Y A REIE, ROMBEDO R
SE) ZAEE 0~3 MTHHMi L. a7 BEWVIFEREEENEV I L 2R GEo~21 &),
32 B EREAE TR & L TR—2F 4 > ® C3G histologic index A =1 7 DIFEE A 27 FEEER RO &
VBRI 7 Cili#E L= 7 — & Zfifhr L7,
%3 WA EAKYE 0=0.05
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) FANIHUE L TCWEEIEFEDORBEA N 77 U—IZfE, T TREEKT L,

4) 26 W HOBAMTN—2 T A U HvD C3c Y iR E N L= ErE 0ElS
26 WG ROBERTR—=RT A 235 C3c YemiRE N LT BRE OIS, </t H

aF T URETA29% . T B REE11.76% Th o 7=,

—_— B ERCICRBMMIE (1EH) 2>
(%) OYAT v ZEBET I
5100 -
3
%
< p<0.0001%
/I\ 80 -
A
-
7Y
gh
a5
E
N g‘:% 40
% C3cREMEDTE
E 5, REEARETOCICREHTIU—20 (21
%'Ji‘ RUBMBESD). 1.2, ARVEYEL (C3cRE
s DR TSR KISRBRU SIS HRIREN TN
# TUALREE) &L,
= 0-
ROEFITSUB IStk
(n=35) (n=34)

X1 : C3¢c Y IRE DWINFTN—AT A Ll LT C3c Yetah 73V —03b 7 & b 2 BBy (] 0 X
— AT A OFERN 3 T 26 WIRFROFERN 1 T 0) LER LI

X2 B HREAMSIERE LTR—RAT A D C3c Yufa, HMREORIE L OEHIN 7 THE LT — % & fif
L7z,

%3:4H Eopfi

26 A EOBAMTOR—=RF A )b O C3c YetaihE 21l

ITT £
C3c Yutaii s
26 i R—RF A
0 1 2 3
0 0 0 7 (20.0) 18 (51.4)
R wH A 1 0 0 1 (2.9) 1 (29
7R 2 0 0 0 1 (29
(n=35) 3 0 0 0 5 (14.3)
el 0 0 0 2 (5.7)
0 0 0 1 (2.9) 2 (5.9)
o 1 0 0 0 1 (29)
7T v R
(n=34) 2 0 0 3 (8.8) 4 (11.8)
3 0 0 1 (2.9) 17 (50.0)
R 0 0 0 5 (14.7)
B (%)

5) 26 HEFED eGFR D_— R T A b DLV
26 JHIER D eGFR DRX—2F A b O bE (/N 3 FHMHE) 13, X7 kv& a7 4t
-1.497mL/min/1.73m?, 7 7 &R EE-7.808mL/min/1.73m? Toh>7-, eGFR OX—ZA T A 1B D
FEEOWRIILLTO LB Tholz,
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FELEIRFMEER

(miEA IS R D268 5) (mL/min/1.73m2)
p=0.0333# 507
($E$ggé)785134ﬂz 87.2+37.15 g
2l 255
KOESITISIE TSERE F "”9:'7”“
(mL/min/1.73m2) (n=63) (n=61) g{)
-
~
Tz 2
i 25 2 A
S 7 Ei
j’.‘ﬁ :( (n=61)
7250 2 501 : : e
5G 2]
DF = l J. I
ZR-75 £ 751
o & J
»
-10.0- =100 T T T T T T T
R=2S51Y 4 E 12 16 20 24 26(E)
RAEA{ LIRS HAR
[TTEd S|N"FRFEIHE MMRM*2 ITTSEH ShTREHELSE MMRM*2
1:4HEDpfHE

2 B HRE, SkbE, JEEEREB ORI, BN TR OSERE & B G REOM BRI T2EEN T TY —2hE, 72
HNIAR—RA T A D eGFR DG FE E I A E DT — # Zfifhr Lz,

(& DAl @I H )
1) 24 FRF A0 uPCR A3 1g/ H AT & 2k L 7= g Bg oFI&
24 JRE AT uPCR A3 1g/ H R & 2k L 7o B O FIG 1L, X7 e4 277 U8 3651%, 77
TR 1148% TH -T2,

2) 26 W EDOMIER T LT I VIEENEL LT ErE 0E&

NR—=ZAT7 A L OMEFTNT I AREMN LLN & FTRIDHHRED 5 5, R CHE 7L
T I UBENERL L EBREOEISIL, X2 a T R 7. 78%\ 7T RRE 435% T
Hol,

3) 26 BB R OIMKEF C3 IBEN LLN &8 2 72 5RE OEl4
NR—=Z2 T A > OMEF C3 BEN LLN % FEILHEHRED 9 B, 26 BERS TGS C3 BEN
LLN @Bz I=WBrE OZ G, 7 X2 a7 U 89024%, 77 2HREE6.12% TH -7z,

4) 26 LH%% .0 FACIT-Fatigue 2 37 DX— 2 5 A 75 DE{L &
B 0D FACIT-Fatigue A 27 D_—ZF A B OECEDO /N T FHEIL, <7k H
a7 T 80929, 7T EREE0367 Thoiz,

5) 26 HIFED KDQOL A a7 DA_—Z T A )b Db
26 HIF O KDQOL A a7 D_R—AF A »inb OELEOR/N T FHEIZ, X7 a”
SURE0.757. ST EREE-0587 ThoT,

(PRI E )
1) 268D & Ry RISEFEAL LR o& &
26 BB RO X X7 RPIEFEAL (WPCR 28 0.2g/g i) L7o#BRE OEIAIX, Ty arsT
CEE17.46%, TR 0% TH T,

2) N—R2F A &l U= 52 @R A 0D uPCR D5t 3 28kt
NR—R T A LR LTz 52 HFE A D uPCR DXL O T SEEIE (95%CD) 1%, X7 &
a7 T UHEGRE-67.2% (-75.8,-55.4) . X7 v X a7 T L PEEE-51.3% (-62.1,-37.5) Th-ol,

3) 52 WHF D eGFR D_X— 2T A Vb DI L E
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52 WD eGFR DR_R—RZ T A b DL EO R/ T EHHE (95%CI) 1L, <7k &a”
Z Ak E-3.651mL/min/1.73m? (-8.927, 1.625), <X/ % % a7 F L YPERE-4.720mL/min/1.73m?
(-9.134, -0.305) T -o7=,

H A L[

1) N—RAT AL il L7z 26 RS D uPCR DL
HARNERE 3 BlOR—RF A Lk L7z 26 B S (24 1, 25 38 R O 26 BRSO ¥%00
HEH) O uPCR ORI, N7 v F 275 R 1 Hl73-24.886%. 7T BREE2 HITIE 1 41
2 13.132%., b9 1 H143-32.848% CTh o7,

2) 26 WO ENEAE G FHANIE B DR IENE 2 72 L 7o o Fl G
AARNBERE 3 Bli3, Wb 26 BRI EIRE S RHEE B O EE - S eho T,

3) 26 HWHF D uPCR 23— R T A D 50% LA BB L= o &4
AARAGEERE 3 FillE. W e 26 S D uPCR 23— T A 736 50%LL B Lo
77

4) 26 #EEA D C3G histologic index A 2 7 DIFEHPER I T DR—R T A b OELE
AARNBEERE 3 FlXOT IS B AR Z e L7220 7272, 26 A D C3G histologic index
Z a7 OIFEMER 2 7IEEME L2 hv o 72,

5) 26 AR EOBARTR—2 T A 26 C3c Yt E N L ErE 0ElE
H AR AWRERE 3 Bl b B A2 i L7y o 72728, 26 #IRF .0 C3c YetaiiifE DR
VIR L 22 o 72,

6) 26 B E D eGFR D_— R T A )b DIV &
HANBEERE 3 HlO_R—R T A o & Lk LTz 26 WS D eGFR OB L RIL, <7k & a7F
VRIS 22mL/min/1.73m2, 7T B AREE 2 FITTIE 1 FIA3-3mL/min/1.73m2, b 9 1 FIn
-27mL/min/1.73m> T&H > 7=,

<ZERMFHMEEE >

IR 2 LB S ORWERIZ B2 27 8 63 il 27 il (42.9%). 77 & AH#E 61 filH 26
Bl (42.6%) (RO BT, EREIEH WIFNrORETIBILLE) 1378 a7 T U RETH
BAB (63%). HEHEMLE O FER, R 36 (4.8%). 77 B REECIESHRAILTRE 5 1
(8.2%) . VESTAAENR 4 B (6.6%) . EAEBIIER, FHA 36 4.9%) Thoiz, EELR
ERIER7 82 a7 VT 1 BEY B bhd, 5T -RIERIE~/ 52~
TUBET LB (EAALER) 3B bz, IR - RWERIZGER® bitieh o7z,

HERBEEFRORERII & a7 7 AfkfilE+ 7 v & 277 A GPEEERA T 118 il 29
Bl (24.6%) C@RO BT, FRBIWER QEILLE) IXEAIBAIENR 4 61 (3.4%) . VESHEHALAE
M. FEABBALZ D FERE. T, & D FEIES 3 1 (2.5%) . TESTEMLALEE, TESHEALE © Rk, B
D& 261 (1.7%) Tholo, EEAREWEMZ 1B ERRAZHERRERR) RO b, HEHIE
B TREWERIZSE, RSN S 1 BIIRO bz, FEEICE - EWERIZRO 5
Nipnoiz,

HANSEH

AARNBERE 3 FlICF 1T 2 BIER R GHIMOBIERIEI 72 &2 a7 Z VBT 1 GEEL, Eul,
FRE) . 77T B ARBET 1B ZREERMLETR) R biiz, EEREWEMIZ 75 a7 T VT
Lo GEEY B bivlc, G PIRICESTCRIWEM., SETICE S TZRIEMITRRD biviah o7z,
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<FET R A >

1) 2688 K& OS2 R SO MIEPCIREDR—A T A b DELE
MiEH C3 WEDN—RAT A D OELEIE, 26 B A TET X a7 T kit
308.7mg/dL, X7 &% 277 YR TIE 1.lmg/dL, 52 #ESTIXEN T 288.5mg/dL,
304.6mg/dL TH Y, ZLEOHRIITRO LB Thoiz,

Mg+ C3 A (mg/dL) R—2F A 26 A 5 52 JE RS
NI v X aT T Ak 61.8+46.64 370.7+£120.37 349.2+124.16
T B as T R 56.6+35.49 57.9+36.73 358.8109.57

SEHIE+SD

(mg/dL) NIESITSUEEE
3004
’I\" NRIEHIDTUH
< RTEYITSIER
Edi
g? 200+
gg 100
o] a
9
g
TR
0- ! { { e T T T T T
R=2AZ1 4 8 12 6 20 24 26 28 32 36 42 48 52 (@)
HRCEDBEY
ARTEYITSUMGEE 62 59 58 58 58 61 59 54 58 55 55 57 58 60
RILOITS AR 61 59 56 57 56 52 55 57 54 54 57 53 55 52
RERILRSHAR IFERS R

PD&E THfE+SE

2) 2618 M OS2 Ff O M HsCIb-9IBFEDR—R T A NG OB E
MFEH sC5b-9 WEDN—RT A b DRI, 26 BRATIIRI®X 277 fkeht
-612.3ng/mL, X7 ¥ a7 T YRR CIE-8.4ng/mL, 52 MEFS TILE N H-597.6ng/mL,
-635.4ng/mL TH Y | BILEOHRIITRO LB THo7,

M sC5b-9 J £ (ng/mL) NR—=AF A 26 TAHE A 52 FEE
T X a7 T Ak 868.5673.79 | 290.2+248.96 | 297.0%=317.60
T B as T R 811.3+547.02 759.9+522.40 | 272.9+277.87

) fE+SD

(ng/mL) i
i Bl o3
A I ;
! x TSt
57T -200
1c
Z5
7%‘[9 ~400+
% ;?% RIESATSUNER
g% -600
= o, =
RIEFIATSVH ROESITSBER
—-800 T T T T T T T T T T T T T T
R=21 4 8 12 16 20 24 26 28 52 36 a2 48 52 (A
SRR OB E
RIEFATSUMER 56 52 50 45 49 52 49 49 49
RIAEFITISIGEE 57 50 50 44 43 43 47 48 45
RIS HRE e RIS
PDSRR F9E=SE

<SEWEhREREmIE H >

C3G T —w Pk IC-MPGN B3 (AAANERE 3 fl2&T) ICERKOEREICS AR 28 2
FRER TG L2 E0~TvFa7I  OMiETF T 7RERUTOLREY THY, <7k
a7 U RERE% (T RHETEIA T aTT o~08BA%) 4 HEND 8B OMIC
EFIRBICEE LT, £, EFIREBOMER 74 a7 7 VREE, 52 B £ TR Sz 2,
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W 2 EAE R TR RO MIEH b T 7 IRE (pg/mL)

RTwHaST R 75w AR
438 730187 (61) <LLOQ
8 M 766+178 (61) <LLOQ
1238 756+177 (61) <LLOQ
_HEBRM 16 3 7161224 (61) <LLOQ
2038 734+202 (60) <LLOQ
24 38 728+233 (61) <LLOQ
26 728221 (59) <LLOQ
28 i 710225 (60) 313262 (56)
32 i 700260 (60) 670202 (57)
- 36?% 7274222 (59) 684+267 (57) @
42 18 706+289 (60) 679271 (54) @
48 18 7211243 (60) 672260 (56)
52 i 6771303 (60) 706272 (55) @

THIELSD (Bik) . <LLOQ : & TR (10ug/mL) Al

a) XU HaTT RS

) AROREROCHRIZ, <7 eFa 7T LT C3 BT — RIS A R TUIRE R SR R RS 2%
BT 18 L CIE 1 [E] 1080mg %, 12 mkLA b 18 s CII KRSV CHRE LU Fo# 5%
W2 FETHRETHD,
« AT 30kg LA_E 35kg A : WIE K% N2 [ B 1% 540mg., 3 [@] B LA IX 648mg
« (K 35kg LA - 50kg A : #IElI% 648mg, 2 [E] H LAKEIT 810mg
- K 50kg LA L= : 1080mg

< SSE A >

1) ADADZR IR (PEGH T X a7 T DOR_RTF RITHT 5 HiK)
RIVFaTTUNFEESNBEE RIEF 124 5, AAAN3IBIZET) OO b, Fiis s
a5 T F FHUEDIEEIRIL 293% (36/123 #4]) . HT PEG Pk D REILRIT 26.8% (33/123
Bl) Thot-, RRBEIOHF AT a 75 o ~FF FRfbiukiL, Hirvg2ars5 02
TF MR ERR LERED S B, 6.5% (8/124 #i) IZRO SN, TRk E &GN D
ADA OFBUT, U4 a7 T o oRyme, K%, Ao 0 ROLe Tarr A
WCHLNREELERIFERNEEZ BN,

- 5V MAREAER (NOBLE #BR/APL2-C3G-204 FAER) **

BB IR L7z C3G XTI —&ME IC-MPGN 2 A4 5 BE 2RI~ s arT5 0

i IPE R OV VAR 5,
ﬁ% . A E . MAEAL, ZMiskILE. FEEM. bRl IREER
THA
POE3 A% IR B L7z C3G XE— R IC-MPGN 2 H 9 5 A B 13 i
- 18 L I
AT ) == TREOB AR CEBAEZ IR BRI L C3G XL —%kM IC-MPGN & 2B &,
BERTLRL EL 2+ D C3c YetrifE &R d
Fie * CKD-EP1 ® 7 L7 F =& AV CTHEI L #HRRERKIEAE (eGFR) A% 15mL/min/1.73m?2 2L
BePRILAE s
c A7 Y == TREOB AR BRERATE (L SO ORRHEL S 50%LLTF
AEAERALRETOD 7 < L b 2 EICBEERE, MRERKE L ONET A VR A T2 P b M
IR DMBERD I F LT VDL XTI T ERERH D
« R0 Y — =2 ZEEOF R ERAESE Y 1000cells/pL A
P/ R TeZaTT o ORGRENG D
B4 FEUE c AP Y — = TGO B AN TR Z B3 5 BRI S OREILA B 5

s b MUEAETA VA, BRI C TR, BERRERGYE, BV (—EDRMF2FRL)
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DEEEIED & 5
S MLOFRESUTIRAE (] Y, B, W n— M~ n7 ) i, RS, X
VESEAIME) (TR T DRI T D EERBEREE R TS

WeBRE % Group 1 GEMMIM O s2 B Z@ L CT_7 ¥ a7 v &#E) XL Group2 GEMIH
DEAD 12 BRI Z a7 T 0 egkbEET, 20%RTvF a7 T 2 E) 1231 TH
DT T, RTEH 27T 1 1080mg & 2 [ TG Uiz, #BREII~7 4 27 Z oy
B SRR ENEEREE O R & » 7 OffiBho b L BCE L, £ 0% OREERE & 155k I E %

BERED R Z v 7 OB T CHOK G Akl Lic, £/, #HBREF IR L RBEOMICH BE TR

L aF T UoEACES Lo, REEAT U 2 —UEEID 1T 517z Group I b L3 RI—& L

Too ARFBRIILLT O 27 W K QR Bk 0 2 S o B TR L 7=,

AT aT T OEREIZL YRR T 0y DAME B & TR Y BRI HIWT S 7o g 1R
NS RBAT LT RRBRORGEBOIRER L LT a7 7 U RHIREN THETAFATREIZZR
LETHREEMT D2 & & Lic, BITT 2561, FHEMM (52 8H) ok TH#ESITBITIoZE L
L, 7xua—7 vy 7HM Q#EM) OETIEAREL L,

27

27 V== 78 &K 8EM, A7V —=0 T OB ERRE Ehi LT,

AR FEAGHART - 52 3@, 2 DO (LI & ORI Cigak S, 1 B OREERFICHEERE %
Group 1 X% Group 2 DWW AUNTIAEZIZE 0 117 7=,
- PRI (1~1238)
- Group | (X7 BZ a7 TR BK9BIEEIELICE 1T, RBREFEZEL TS
a 75 EFE U, 12 WA A 950 LT,
- Group?2 (EEYEIRIERE) : R 3 BIZBIEBICHIV AT, _RoeXa ST 2G5 LighoTz,
12 BRI A & St L7z,
- FELCEARE] (13~52 )
- Groupl (X7 a7 T UMkGER) T Xas T R MkE L TG L, 52 BRICAERE
Fhiti L7,
- Group2 (WX a7 L HEREE) - 12 BEEOB AEMBIC 7Y a ST U RS L, 528
IRpLZ AR R & S0t L 72,
cTxu—7 v 7HRE 8
<BRMHEFHEE >
(FEFHMEH)
12 S D P
CBERTR—RAT A M5 C3o PeaBRER D (NR—RX T A L EHIRL T C3c Jetah 7Y —
WO &b 2 BRI L ER) LI ERE OFIE
(FIRETAGEE H )
12 3 &% O 52 KA
- eGFR WEEX TS E (R—AF A b DE TN 25% LN E EFR) LEEREOR S
CMIEH 7 V7 F = CRENLEEXIRE (N AT A L LTINS LT 25% L T o1
FTATEE meEE) LEoss

* eGFR X OMiEH 7 LT F = REDR—Z T A »inb DL EK OZELFR

52 JRF LD Ix
CHERTR—=AT A 9 b C3c Qe DB LI HBRE OFI S

(BRRAIFHITEE )
12 38 % OY 52 3l FE AR
c BRI R (WPCR) BR—A T A 0D 50%LL I U7 giBag oEIE [~X—AF A > @ uPCR
DSIEMERE HFR (ULN) %48 % 5 4]
« BT RNEEIRREREM [F 2 37 ROIEREL (uPCR 28 200mg/g ARji) & EF] Lk
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Bt OFEIG (R—AF A @D uPCR 75 ULN %48 2 % #B)

<EAEMEFHEE E >
S IRBRIEER G T ORI L A EFRORIBIE L CRIHEIE

<FES)FEMEE >

12 38 F OF 52 5 B A

c MIER CIWEDR—AT A b OB E

- MAERATENE C5b-9 (sC5b-9) IREEDN—R T A Vinb D2 ki

ne

ne

A

<APPERFARIE H >
(T2 )

1) 12 S OB AR TRN—RZ T A 7S C3cULIRIE DR LT iiraE oEl &

12 JE B A OB AR T C3¢ YetaiE N B H LT BRE OEIAIX, X7 v 7 27 F VRN 5/10 5

(50.0%) . HEAEVRIEREDN 13 I TH - 7=,

X N—ATA R LT C3e Pela a7 Y =37 < &b 2 BB D

2R E OB AR TONR—Z T A 95 DCIcY@IREZ Y (6 2 AIfET)

ITT £
C3c Yefa i
12 18 R—=RAF A
0 1 2 3
1/10 1 3/10 31
0 0% 0% (10.0%) (30.0%)
1/10 4
RI7vHaTT R : 0% 0% 0% (10.0%)
(h=10) 3/10 fi
2 0 f1 0 13 0 1) (30.0%)
2/10
3 0 1 0 1 0 31 (20.0%)
0 0 1 0 1 0 31 0 31
FEYEVRIR T 1 0 1 0 1 0 31 1/3 4l
(n=3) 2 0 131 0 13 0 151 0 151
3 0 i 0 i 1/3 41 1/3 4
(ARG B )

1) 123BFF R OeGFRANZE E XXk L 7= 0 E &

123 B LD eGFRNZ E I LK ES L7 BrE OFIEIL, X7 ¥ a7 T U BENS/104]

(80.0%) . HEHEIRIETEN33BITH -7z,
% 0 R—=2F A UNEDIRTH325%LLH

2) 12RO MIER Y LT F = U RENLZE T E L i oFlE
12 BRSCHERZ VT F =V BENLEIWE L-EBRE L, T2 a7 T R

8/10 f5i] (80.0%) . AUEVRIFIEN 3/3 il TH o 7=,
X =R T A Vb Pl U CHEIN R U T 25% L0 R o880

3) 12FFRDOeGFRE NILIFEF 7 LT F= U REDONR—R T A UIn D OB b L OB LR
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12 AN D eGFR O _X—Z2 7 4 UL OEALBOEHEEXRT X a7 T VRN
1.9mL/min/1.73m?2, HEYERIEREH-6.0mL/min/1.73m? TH Y | ZLROFEHEIX, vy ar
T URED 6.1%., FEHEIRIEREN-11.6% CTH o7z, 12 WEEROMER 7 L7 F =V BEDR—2R
TA VDL DOELROEHEIE, X7 F a7 T BN 0.0Img/dL, FEHEIREREES 0.1mg/dL T
HY ., BAEROFEHEIT, T X a7 T RN 2.9%, HEUERIREEN 8.5% Th o 72,

4) S2EEE R OBEAR TR—R T A b CIcYLAIRE N L= s 0ElE
52 BRRDOBE AR TR—RA T A 93D C3c YetasBENH™ LB 0FI&IXLL T o L $
D Thol,
ITT 4£[]
RIwHEaATT _TRHaTT otk
(n=13)
(h=10) (h=3)
N— 2 5/10 51 (50.0%) 713 i (53.8%)
A2 | HY (95%CI : 2/3 {4l (95%CI :
NEY) 18.7, 81.3) 25.1,80.8)
C3c 7L 4/10 5 (40.0%) 0 4/13 511 (30.8%) *2
Re YL/
TR D : 1/10 51 (10.0%) 1/3 1) 2/13 Bl (15.4%)
. el
W
1 C3c YPBE DR IE, R—RAT A U LRI L T C3c et h 7 TV =27 &6 2 BEE ORI & E
FLlz, R=AFA UIF, X AT T UEENERIRO YRR, N X a7 5 R
REEVELLATT, KPORWEEOREM & E5% Lz, PRI OB IR D C3c Yefaii)
iR L B LT,
€2 1 52 JHIE S OBER T C3c Yel@BR BN L7ain- T2 8E O 5 B, 2 BIOIRBRIE OB 5857513 80%
Kiicdh 7=,
(PRABAIFHAGEE E )
1) 12888 L OUPCRBN— A T A L )35 50% LA B U7 0Bl 4
24 IR T uPCR D3 N— AT A 6 50% LA R U7-ikBRE OFIS1E, 12 @R TlE
T ZaTT RN 3/10 B (30.0%) . AEUEIRIEEEN 0 B Th o 7o, FEIE IR (3 BIDIE
ZE) T uPCR 2% 50% LA LD U7 B oFIE 1%, 12 BIES TII_7 v ¥ a7 J VR 510
Bl (50.0%) . FEAETRIRFED 0 I Ch o7z,
2) 12RO Y R JRPEERITFE S L T8 OFlA

3)

24 BRIE R TH 7 NGRS R LI RE OSB8I, 12 B R i esar

T URED 2/10 5] (20.0%) . FEHEIRIEREDS 0 Bl TH o 7=, BRI —RIRK (3 B FHE) T

VXY RPERSER TR LT 9BRE OFIA L, 12 BRFETIZ_T 82 277 VR 2/10 Hi
(20.0%) . FEHETRHERED 0 I TH - 7=,

X 0 XU RY JROEFEAL (WPCR 23 200mg/g Ali)

123FE SLOUPCRDN— AT A U 9B DAL R K OV LR

RTHaT T U D 24 BEEER (8 #1) @ uPCR OEMEIL, N—AT A Tk
1741.5mg/g, 12 IR TIX 1283.4mg/g ThH o7z, FHIE —RIRIE 3 BIOFHIHE) (9 ) @
uPCR DEEIEIL, _—R T A > TlE 1506.7mg/lg, 12 W TIE 1048.7mg/g T - 1=, HEAEE
R 1T 5 24 WFRAEIR (2 1) @ uPCR OFRIEIZ, ~X—R T A > Tl 1318.5mg/g. 12 #
RF AR TIE 1057.5mg/g Th o7z, R —RBAE G EOFEE) G 4Fl) © uPCR OFHfEIT,
N—2 5 A TlE 2314.8mg/g, 12 ;S TIE 2412.9mg/g ThH - 7=,

< PRI E >
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HB ORIERIZ, _7 v 2 a7 Z BT 10 FT 3 61 (30.0%) 12780 bil, FEAEIRHEECIT
3FIT OB TH T, X7 H AT T URCET D RIEROWNFIIAF R ERBAME, TR, EAEL
5. EATNLIENR, A > 7z o, QPEBES, REEDA 18] (10.0%) Tholze, ~7t
2 a7 T RS RT 2 BELEWERIZAMEEE, M PHEREAES 1 FlICRO bz, &5k
WCESRIEMIT 14 (RERD) Bobhi, HTICE->EWERITEED bivieh o7z,

LR ORHWER X, R~ v & a7 7 AfkfilE+ <7t & a7 7 AR T 13 Fit 4 4
(30.8%) RO BTz, ERRIEA QHILLE) ITEMEEEE, TH 2461 (154%) ThoT,
EEEEMAITAMEBRE, PEEBE, ML, THE 1 IR b, B5PIRICE - 2RIE
M. BEICESTEWERITRD b hotz,

<IEIPFRAGTEE >

D 12 KR OS2 BESOMET CIREDSN—RT A D DE{LE

NI R AT T G O X a T YRR AIETR C3 IREDSN—RT A
NODOELZEDOHBIITRO LB Thol,

MigEH C3 & (mg/dL)

N—=RAT A

12 BN

52 3R

N7 EaTT okGRE

60.80+35.172

297.20+88.949

283.00+145.525

RIS AT T AR

100.33+48.222

94.67+38.553

271.67£112.518

S £SD

{mgydL)
400

X ol AROEHITSUR

2 -- =

S5 RIEY AT MG

I

¢ 2007 !

73 i

58 z

DE 1004 |

fo i KRSEFITSYE

5 fREEATREY |

0+ Ll o -
ijZ : 4 8 2 14 6 20 24 30 36 12 43 52 ()

Sample Size 31>
RIESITSOMEE 10 9 10 9 0 9 9 8 9 7 9 9 9 9
RIEFISSAEE 3 2 3 2 & 2 3 3 2 3 3 3 3 3

— LLEHR FELEEREAR

PD&E PiaflE+SE

2) 12 @K O 52 @B S O fAET sC5b-9 JREEDR— R T A v DV
NIV R aTT AMERER ORI F a7 T PRI BT A gD sC5b-9 IBEDN—RF
AL OEEOHBIITHO LEY THhoTz,

M4 sC5b-9 J & (ng/mL) NR—=AF A 12 JH B 52 JEE
NI H aT T kR 651.4+1024.7 121.7+82.9 154.4+98.7
7wy a7sT YRR 145.3+413 228.7+162.5 140.7+130.9

SEHIE+SD
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(ng/mL) :
Esamn i RIS IATS U
g ] — o ———— —c
2% d
38 ARIESITSGRR
f\g 000 S oL
2 RIE9ITIUE 5
%2
¥i= —1,500
P E
g0
-2.0004
 xaz2 4 5 2 14 16 20 24 30 36 42 43 52 ()
Sample Size ST
RICITTI MR 0 9 10 9 0 8 9 9 9 6 8 8 9 3
RTESIISAEE 3 2 3 2 3 3 3 3 3 3 3 3 o) 3
— LEEHR FELEEREAR
PD&£M FiIfE+SE

2) REMHER
(V.5 (4 1) ARG OHSR

(b) EBF - REERIGRER
MU ER R L

(6) ameIfEm

1) EARERE (—REAKERE. FECABERE. FARBLRAR) . HERTRT —I~N—XAE. #iE
RFETREERABROAE
<HEEMREANET OEVRIE>
FrE R CRIEMR AT 7 e BV RIERE X R & Lo 2fFaE)
ARG SN FEVEERI AT 7 v BV RIERE 285 & LT, HEHAEEBTICET AR O L2 R OARME
(BT D AR T D,

<C3BIE. —RMEEBESHERITEMWERRET K>

FRE P A (C3 BHE, — IRIPESRE A R TUIREE A FEME R BR IR R B H 2 x5 & LT 2Bl A

KB DG S 7e C3 BIE, —IRMEREE A RV TRV R ERIAE R EH xR L LT, EHERERTICRBIT DA
FOLEMER CEDMCET 2R EINET D,

2) ABEHELTERTFENABXIEEMR LI-AE - HBROME
M5 ABEHGRURE - FALOFIRER] OHEM

(7) Z it
gk L
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VI. E3hEFER(ICER 9 SIEH

1. EERZHCEAEHHLEVMRITLEYME

LR

2. EIEYER

(1) YEFERLL - 1ERHES
NIV LT T 0%, MR C3 X NI EROZFDIENEALT Z 7 Ak C3b ICEmBMETHET 2 kickn, C3
DBZL L WIRIEMALD TR 7 = 7 #—DERK 2 /T 5,

<HEMEEANES OE URE>

PNH T, mEMNAMIT C3b 47 Y = A X VRS E 2, MENIRIIL D MAC | MESN D,
NIV H ST %, MRS A — F BT C3b KT MAC JER O T IC/ERT 5 Z &k Mﬁﬁxﬁx/f K%
ML BHE L, ZOR, MEIMNEL L G EMNELE 5| &L THFEERIET2 ¥, ey arsoh
D OREFFIX PNH BBEIZB W T, il Z2 I Lo ER 2 Ffiiciidb s ¢ 5 ¢35 2 65,

TR L2 F R EoER
< Tml——( 3 Q
| enomion
MASPT e300 §

Clr  MBL/Z+3U/

Clg

Cls Jdl-2F | MASP-2
l o Factor B
+ + C3(H0)FB
cs B epc2 ik %
Factor D #
et * Conmmn
C38 C38
(C4bC2b) Q ‘ (C3bBb)

csa—" 2] | mestam

c3 ~ T: x PFI1SRFI PNHAFMERICS TS
=

C3b C3ba 7wzt
#iF(C3) EEA AFY—Y ————p
ARk o jm o i
B /L S F R % 288
ColRR% csszaﬁsm

(C4bC2b3b) (C3bBb3b)
L._| s,/ ] | migpyiEm

a
C5a soo | PammmEmCHE
7
= ¥ Froiee | RS
cs5 @ —

Risitano AM, et al. : Front Immunol. 2019;10:1157, Dobo J, et al. : Int J Mol Sci. 2024;25:1566 X ¥ {Efk
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<C3 BE. —RUEFRHEESHRRIRMEIBIEERKABTL>

C3G KOk IC-MPGN Tk, FifEFAH O R LB AR X0 RERIKIC C3 REMMBILE L. MR L
TH X7 ROBHE O SUTREREERR DK T4 25 39, X7 vy a7 0L, fifk C3 ¥ v 0 B RO D%
WAL7Z 7 A b Cb ICEBFIMETREGT S L2k, C3ORAEEMKEM LD T 7 = 7 ¥ — DAk %l
i+ 59, XTI aTT L, C3KROC OWMFEIEN E§5 35 Z LT, TXTOMBIEMERE (i
B, L7 FURBEOE R 2HETL, S50, X8 ¥ a7 T 0% C3 i KON C5 BRifuliEsk Doy
THDH C3b ZHET S Z & TCSERMBFEELIHE L, C5b LN C5a DEKEZN <, ZNHOEREFICIY, 27
B X AT T U NE C3 GIRFEEM DRI~ DILEZBE, RIEZME LBEOLED ZWY SELLELLND,

Comnn ) (omonn)
I I

BEF

n
C3minmSR CIGmER

#fk (C3) AEA
NIEHIT3Y

.
-

* @

Kavanagh D, et al. : Kidney Int Rep. 2025;11:17 X ¥ {ERK
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(2) B=RMF1THHEBRAAE

1) C3 RV C3b [TxT BEEESEHMME (/n vitro)
R7EH AT T O C3 KROC3b T DR ABMMEIIEREERME ITC) IZL VR L, /v ¥ a7 T
VEBHITLIZE N C3 XU NITE FC3b XU R EHRICT v UN—ITHEA L, AT U AV E—IERIC
PR AT (Kp) 2R LR, X7/ vFa7FF 00 C3 KO C3b IS 5B ZEN 156,
21.3nmol/L Th o7z, £72, X7 Har T L C3 KUC3b & OMOEALFERERMITZNEI 0.517, 0.518 T
HY, ZHFTEFa T T IR TFIRBUICBOD 20T EXTFRRAL LTI B TBEETEDLZ L%
RLTWAD,

Ko lER U AL F ERIE

C3 C3b
Kp (nmol/L) fEA b EmiE Kp (nmol/L) R (s
RTvRasST 15.6 0.517 21.3 0.518

2) #WRRREEME (/n vitro) *P
RTEZ AT T D in vitro EPIEVEITRERFE B 0IEWAETE (ELISA) 1ZH-5< Wieslab 7 v &A1 K D FEf L
Too Flix DRBEDORTVEZaT T EHLN LA Fa— b Lzt MMLEEZ S AR OEMELYE % [H
ELl~A 2707 2 VRICIEIML, MAC EOXRA T h—7Th 5 C5b-9 DRI & 0 MRIEMAL 2R L L
THEE LTofER, RS a7 F 0 invitro TOMEIEME [50%30FEE (ECso) ] 1 0.05695umol/L, 7% =
7T D CIITHKT BIEAFHEEZH > TV B IE PEG (b7 F RELSI (APL-1) Ti 0.1648umol/L T -7z,

E FIEICE TS APL-1 RURT 23 TS5 0 OMKBEEESE

(%)

100 A

os AR gRze i) APL-1 0.1648umol/L

ARIEHIT32 | 0.05695umol/L

80 A

60 A

HbE

40 4

2015

1 1ID (wmol/L)

Q) 1ERFRIERR - Friuhef]
[V.5. (4 1) AZNMREEAER) OH

R
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VI. ZEYEhREICRHd HIEH

1.

() BREAEDGIHRE

(2)
D)

I AR BE D #ERS

MU ER R L

PRAASER CHER SN -MARE

BARNBEW®ERSE - B E [ BRER (APL2-102 HER)
AANEERA 16 Flic<7 & a7 T 180~1440mg ¥ Z H[A L THG LIz & & O Ml g E OHER KOSy

BT A=ZFLUTOLEBEY ThoT,

BEAANCEFTEIRTEE23T500MEPREHRE (BREKS, BEXAN)

(rg/mL)
1,000 4

100 o

MR BEiE

-
- oy
-y
-
-
-~
-~
-~y
-
-y
-
-,_.-
-y
-~
-y
-
-~
&=
-~
-
-
-
-
-
-
-
-
-
-
-
-
-~
-,

EERFE 51g/mL

FhoE

— RGEHTTFS521,440mg (n=4)

=== RIEHATSUT20mg (n=4)
RGBS TFS52360mg (n=4)
ARItE537F52180mg (n=4)

0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816 864 912 960 1,0081,056 (hr)

HE DR RN

BRAEANCETERT L2 T500ENBE/NS A —4 (HEKRE, HEAN)

_ XreLaTT o OHE
INT A—H

180mg (n=4) 360mg (n=4) 720mg (n=4) 1440mg (n=4)
Cpax (Hg/mL) 40 (11.6) 63 (26.5) 146 (6.4) 242 (25.6)
to. (hr) 144 [120-168] 192 [120-241] 132 [120-168] 156 [72-168]
AUC, (pg * hr/mL) 18380 (8.9) 31980 (11.7) 67150 (11.1) 113700 (20.9)
t,, (hr) 240.9 [211-268] 246 [233-257] 226 [90-287] 211 [197-244]
CL/F (mL/hr) 9.8 (9.5) 11.3 (12.8) 10.7 (11.4) 12.7 (23.0)
Vz/F (L) 3.38 (15.1) 3.98 (16.0) 2.94 (33.2) 3.93 (19.3)

SATPIE (%CV) TP JefiE [HiPH]

Conax BB MIET FIELE b © eI SERIEEREI] AUCi0r - RFIH] O 20 & MERRAER S TOREE-WEMHI AR THEASE 1 0 SRR

Bl CL/F: B2NT D27 VT 5 A VF : RN ODIRER %CV : %ZEihia%k

) AFOREROCHEIL, ~7e& a7 7L UTEIEEREA~E 7 v BV RIEOBFITIL 1R 1080mg %, C3 BEXIT—
UMES P 18 A PRI A M 1 BRI 2% 0 BRI 18 #& LA BT 1 8] 1080mg 2, 12 RLA | 18 il ClI A EIZEE S

TRUE LT g 5 i 2 [ TG Tb B,
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2) HEANEBRWERE BNE THERER (APL-CP0713-1 :ER) 3
SE AR 24 FIIZBWT, X7 8 X a7 7 IR TR %, B EFMRERM AT X0, tmax O 5 S0H
1L 108~144 I5f#] (4.5~6.0 H) TH Y. BEEEIIHELFIRIZEMN L,

BEBRAIZEFTE2RTEE2 TS50 0mMERREERE (BEERE, MEAT—%)

(wg/mL)
1000 thaafs
=0= NKJEH#37521,440mg (n=4)
=0= XFEHFITFS52720mg (n=4)
=0= KRG tHIT52360mg (n=4)
=0= RGELHI7F32180mg (n=4)
100 4 Rt 7T3290mg (n=4)

NG t53F3245mg (n=4)

MR BEiE

0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816 864 912 960 1,0081,056 (hr)
HE DRI TR

BERAEANCETERT 23 T5 0 0ENBE/NS A —4 (HEKRE, HEAT—5)

_TwRraTT o OME
INTA—H 45mg 90mg 180mg 360mg 720mg 1440mg
(n=4) (n=4) (n=4) (n=4) (n=4) (n=4)
5.8 24.0 31.0 72.0 139 249
Cinax (ng/mL)
(34.1) (36.4) (9.3) (26.3) (11.6) (19.6)
R 144 108 144 108 132 108
I
e [72-168] [96-168] [96-408] [96-144] [96-144] [72-144]
2611 8096 13520 28930 59040 97320
AUC; (ug * hr/mL)
(28.8) (18.2) (7.4) (18.3) (12.4) (12.6)
194 223 211 203 235 209
ty, (hr)
(17.9) (18.3) (20.4) (10.1) (6.3) (4.4)
CLF (mL/h) 17.2 11.1 13.3 12.4 122 14.8
m T
(28.8) (18.2) (7.4) (18.3) (12.4) (12.6)
VaF (L) 4.8 3.5 4.04 3.64 4.13 445
Z
(28.2) (14.4) (13.5) (25.6) (17.2) (9.3)

EMPTIE (%CV) TP Rfi [FEPH ]
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3) SEANEEHERE  BIE 1858k (APL-CP1014 FKE&) 0
SME SRR E 16 BT ¥ a7 T 30~270mg ™ % | A 1 BE TG LEEEDOT X a7 T v OEYyH)
BT A—2 I T D LB Tholz,

BERANIZEFTERT 2T 0DEDHE/NS A -4 (RERE. HNEAT—5)

T B
1 HH 28 H H
INTGA—H X7y ar7T oOME
30mg 90mg 180mg 270mg 30mg 90mg 180mg 270mg
(n=4) (n=4) (n=4) (n=4) (n=4) (n=4) (n=4) (n=4)
C (ugmL) 1.7 3.5 6.9 17 77 256 470 646
(104) (69) (25) (37) (7.1) (19) (13) (31)
o () 24 24 24 24 3 24 14 8
e (24,24) | (24,24) | (24,24) | (24,24) (1,8) (2,24) (2,24) (1,24)
AUC 0 18 36 73 189 1654 5741 10170 13020
(ug * hr/mL) (119) (73) (24) (57) (8.5) (18) (9.4) (13.4)
198 2379 2119 204
t, (hr) - - - -
(13) (10) (16) (12)
CL/F (mL/hr) — — — — 8 o 8 21
(8.5) (18) (9.4) (13)
AL (%CV) —: BT

a) HRAE (R/ME, R AE)

b) 3 #i

) AFOREROCHREIL, ~7e4 a7 7 b UTRIEERBIA~E 7 v BV RAEDBHFITIE 1 [5] 1080mg %, C3 BHEX I —Kk M
S A TR BT R BRAKRE 28 O BB ICIT 18 sk LA ECId 1 [\ 1080mg %, 12 5LA E 18 fRii CIXREICTE W CRRE L
G EEE 2 K THE THD,

Q) hEE
DRI L

4) BE - ffRAEOFE
gk L

(1) FEH73A
gk L

(2) WALREFEH
WA DRH L

Q) HEREEEH
LR L

@ 2075 2R
VL1 (2) BREHBRCHERSNOHRE OHBH

() A MEIR
<BARARRERE. HEARERHRE>
(VI 1. 2) BRERABRCRRSNMFPRE OHESH

<EEMRENEITOEVRE> GEAT—2Z2ET)
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(6)

(1

(2)

REEF BN REMEAT DR, PNH BFHICBIT 57 7 27T O MAETRROFEE AMEERE %) 1354 3.9L
(35%) Th-o7 4,

<C3 BE. —RMAEESHREBEHEBIERKEBA> WMEAT—228D)
FHE SR BN REMAT DFE B, C3G UL — M IC-MPGN OBEICBIT 57 v % a7 5 o OHTARBOEHE (2
BRE%) 13, 12 800 L 18 A T 4.46L (41.7%) . 18 WLl ET434L (31.5%) Th 7=,

ZDih
MU ER L

B&EH (REaL—23Y) &

R A&

<HEMEEANES OE VRE>

BTHGRD b T oy bar =R Ay b 2FT5RIGERE, HIRNEGEOR.L= 78— b A 2 h~DEE
Beh RO —RIERIBRREEZ LS 1 23— M 2 v b OREFEYTEET v

<C3EBE. —RMEAREESABEHIEEERBRET >
e TGO —RIEIGERE, FIRNZ SOOI 8~ h A2 hA~OEBERE L —RIERBEEZFED 1 2>
NR—=RMAV FETIL

NT A= EHER

<HEUERMAES OE VRE>

PNH BE CTIINAABICEROH 520870, BF 7 VT T2 A (CL) BDRE Wb, BFEHREIC LTS
X a7 OREEMET T LTSN, XR—=ATA L OEREIEIT®F 27T 0O CL KODHAROR
BB ThH T, B, M, 77 AN, RIE(ARN)  XR—=RAF D7 V7 F=27 0772 (CrCl).,
NR—ZATGALVDREINLE Y R=ATA DT VT I TARTXUBT I ) hT A7 27—8 (AST) &
KT F=0TI b0 27x25—F (ALT) OR—R T A U, =7 ) <=7 0% G, TN HE DA
(ADA) &, X7 X a7 T v OEYBHE T A —F I3 LRFITICA BB RS b o T,

<C3 BE. —RUEFRHEESHRRIRMEIBTEERRABTL>

&7 — 2 OfRFT & Flin, MR C3G OB, —¥%kiE IC-MPGN O K, MiE+ AST, MiEH ALT, fiFH 7
NT I R=ZAF A 2D eGFR L —AT A D uPCR (IT v H 27T v OBRFERICHENICEE 8%
FIEERWE sz, N (T U7 AN) 084 a7 T o O L OEMBIENMEZ 3T 57200145
T BT RIS Do T,

IR 4R

AHNE 45~1440mg ™ % f TG4, NI RHIEER ML E A0, tmax O YKL 108~ 144 FE[H] (4.5~6.0

H) THOH, BERIHELRAGIZEMLEZ D, GFEAT—%)

PNH BHIZAA 1080mg i 2 [l 5 L= & & MEH7 4% a7 T U REEvEEG» S/ 4~6 BREZICE

FARRBIZE L, XX a7 T U OIREREEIL 48 W B £ THER S 4172 2,

H) AFNORELR ORI, ~7e2 a7 b UTREER-IA~E 7 v BV RIEDBEITIL 1 [E] 1080mg %, C3 BHE XL —%
MG A AR B R ER A 2 0 BB (I 18 7% UL LTI 1 [|] 1080mg %, 12 7% LA b 18 kit CIRAERICE SV TR
LR A 2 HE THRETH S,
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(1)

(2)

©))

(4)

®)

(6)

(1

(2)

©)

(4)

5%

1fn 7% — b B8 P& 8 4
LR L

1% — Rs 2 R P @i i
LR L

<H%>

TR OMEME D =27 A P A ORERRY TiRAE (GD) 20~50] »HLITRTH (GD140) £ TR7/ ¥ 27T
D 28mgkg/H XL 5% 7 F A hr—2% 1 H1EIRZTHRE (6559120 B) L7z, FEMWOMIEREHL, GD140
® 3 WAL BRI O MEFREHT GD141 O EUIHKZICENENERI LT, IWEHFH~<r & a7 7 REIL, B
IR 5B ORBE TEBBURERAFETH - 72, GDI4] IR S NIRRT, 2.50ug/mL
(1.02~3.93pg/mL) TH Y., FEWIEE LT 22 a7 0%, BROBE CTHRBICBITT A Z LiREanT:
(BB D 4 Crnax (1770pug/mL) O 1% 1,

FiA~D®BITH

REEERR L

<BE>

T OPEFERIHART R CHAR ORARBRCTHA®R B (PPD) 7 KW 14 OREMWOAEAATUIRD B LT3R B
Lz, BEMOMETR~ s a7 T CREE, BEFICHED Lizb oo, 7 RO 28mg/ke/ HEED PPD14 KT8 28
ECERABETh T, HBYOANFTI/ vy a7 TV REZ, WTNORATLERAMETHY, PPDT KV
14 CREETH o7, PPDI4 @ 7 KON 28mg/kg/ B BED /2 UTA DO IR DRI L 72 Hith o722 a7 5 g
BEIE, EAE 19.9~712ng/mL } Y 53.4~499ng/mL T -7z, PPD14 DI X iFA7 D FLIRT O FL/ i H e 2 b
. 1%REChHoTZ &b, XU EHar T O HRINIIERWC LAV E N, o, AR TOMmE P
N7 H a7 T UREIX LLOQ K TH -7z,

BRA~DBITIE

WA DRH L

T DDA DT
DRI L
MiFEOFEER
DRI L

R

B ER L B UM SR R
X7 La7T7 OGN, TORY =F L 7Y a—u (PEG) b7 F ME&EIZ L BILREZ I LT T
RFRT 2 BRI END LEZHND 40,

KB5S 28%x CYP%H) OHFE. F5F
LR L

MEEENROARERVEDEE

LR L
HEPOEROERR KEN L, FELE
LR L

Bt

<EEMRENEITOEVRE> GNEAT—2Z2ET)
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10.

M

(2)

11.

FHEMEY BN REFRHNT OFE R, PNH BEICAFZ KER THEG L& &, CL OHEEEME (%CV) 13 0.015L/1FH
(28%) . THEOHENERH (1n) OTFRIEIL 8.0 ATH-7= Y, 7=, =7 A P& T U A s sk 5
DOFERS | FEHATF NER OB O EEREITRFHEECH 5 Z LR S iz 2,

<C3 BE. —RMEGEESAHRURHIEEELRKABLR>S GMEAT—2Z2E8T)

RHEM Y BHREMNT OFE R, C3G T — KM IC-MPGN BE1CAR 2 KER TG Lz & &, 12 L L 18 s
TBIT D CL OHEEFAME (ZERE%) 13 0.0112L/K5 (75.1%) . 1EE ORI (1) O FREIZ 105 HTH Y |
18 B LA ETIEZNZH 0.01220L/F5RH] (43.1%), 10.1 A TH -7 30,

S URKR—2—IZBET B 1ER

RIvE AT T 03, M LTZEE (0.6~6mg/mL) Tt MFHIFED CYPIA2, 2B6 KU 3A4 (2% LT &1/
BERTIRST., 260 CYP EE THLEMONRMEFET 2 AEEMINZ L 2R LT, £, <k 2
7T 0%, MR LZERE (0.01~6mg/mL) Tt hMFIZ v Y —AD CYPIA2, 2B6, 2C8, 2C9, 2C19, 2D6 KX
3A4/S TEPEIZSRE U CEEE SUIMBHETEN 2 EIIR Z e ho 7o 2 e, Zhvb D CYP E Th 5 Y o3
ZIET D ATREMEIXIRVN E B2 B ¥,

R7eHaT T 0%k, BETUBE (006 LU 0.6mg/mL) THEET =42 T AR—%— (OAT) 1. OAT3.
EHOF A v T AR—=4— (OCT) 2. AT =F kR Y ~7F K (OATP) 1B1, OATPIB3, P H# o /3
78 (P-gp) KROFLAAIMNES > 2327 (BCRP) DI TIXAWZ & Ba L723EE (0.6 2O 6mg/mL) T OATI,
OCT2, OATP1BI, OATPIB3 }¢TXBCRP Z[HE L2 W2 L B3FER SNz ¥,

EEFIL DIREE
AR L

BRENDERERTOBE

BREEEERE WMEAT—4R)

HEOBAERERHE 8 # (CrCl 28 30mL//y#ii) (A 270mg ™ 2 ¥R TH#E Lic L &0_r/erarsT

O Cmax } Y AUCo-ine 16 FRHEERZ (CrClL 728 60mL/0 2L B5E) LERFERETH 72 9, 2B, BTz 0ELT5K

R BBF T AT X ar T AERICBET 5T —Z 13720,

H) AFNORELR ORI, ~7e2 a7 b UTREER-IA~E 7 v BV RIEDBEITIL 1 [E] 1080mg %, C3 BHE XL —%
PGP A R B R ERIA T 2 0 BB (I 18 7% UL LTI 1 [|] 1080mg %, 12 ik LA b 18 kit CIRAERICE SV TR
E LIS EEHE 2 BE TR TH D,

FFiaefE = 85
P RER ERF IR T 2724 a7 v OIEMERICET 2MFHIIT > TRy, U7X a7 idFIci
(LR 2N L CHET D Z D, SRR ENRS 2 a5 DO CLICHEBELRNWEEZ NS,

Z Dtk
gk L
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VI. ££tt (ERLOIEF) ICEBIHEE

[

-3

ERNBTEFDER

1. &

1.1 AFIHFERREZEEFT 570, HERXE, MRRE., 1 Y ILI VU YESEOXRERAMEICLIERT
BREZRETIENHY . BICHEXREBRLEIRFEELL. RTICELISTAIHD=H. L
TORIZHHERT S &, [6.1, 11.1.1, 11.1.2 58]

1.1.1 ZFOBREICIRL T, HEXEFICLI2BEEONPHIE (R, R, BHEES) IEBELTH
EE+THICTL, HERXEFORPENSTONI-IBEICE, ELIZERL. RHEFOREZFOEN L
BEZET5>2¢&,

1.1.2 BEXE. MARERVS VILIVYEDRICHT IV FUODOEEEERE L. RIEEXXILEME
EARELZEIX, R, FRRSHMICVDIFUO2EET S L. DEICHLT, FHBREPOD I F
VOEMEEEZERTH L,

1.1.3 HEXEERREIBGNECRBE-ELENHIDT, REHITHHICHE TS IERERRUEE
DHET., HBAHAVIHREXBREEOZCH R W EBRNTRECERERLEDERTTRET S L,
1.1.4 HEREEOBREED YR VITOVWTEEFICHRAL., BEEOMHAMEZRHEICEM S, BEEICEH

ETHERDSHER LIIBRICIE., FAREICERTILS5BEITEEEZEAD L,
1.2 BHESICH S BHEEHF DEMOL L T, ARLOARHUABIREZ LES L Sh I BAIZOHR
53328, £, AFREMIBICKLSL, FHIERETASEIEATEILENILEZED, FHOEH
IR UVEKREZEERITORECHIHAL, AEEZH/THLRETDH L,

(figEai)

11 ARANE, K C3ITHEA L CHlitA I 27— REIRIAS BET D Z LTk 0, RIEMEARIANE 7 v E U RIEIC
£ 2 MAENED L &ML 2G5 B b0, ZOEMEFENL, RFFRGE TIIMMREKRE,
MR, RO 7N WEZR EORBEIEERBE IR 2 BARMERSME T L, BERAR BERIE 2R & D%
HEY A7 B mED T LB SN DT 0RRE LTz,

1.2 RFN O OV a2 S A CTREE LTz,

2. ERRABELZDEH

2. BE (ROBEIZIFBRELANI &)

2.1 BEEREEIYEICRE L TV BE DEREEBbEE28EMRH25.] [11.1.2 ]

2.2 WRERE, A > 7Nz VPRHEOFKBIERMEIC LD BEERBYYEICRERL TV BRE ERE2ELSE
LBEENED D] [11.1.1 ]

2.3 RAIOES I3 LimBUE OB EIEO & 5 BE [11.1.3 ]

(figeai)

218&U2.2

AFN G BE TIIHBEEREE Y | RIS & 2 BYGYENE Z D<o 2 b, RELK,
2.3 EHMO—RAVRIER L LTRE LT,

3. MEEXIFHMRICEET HIEE LT DER
(V.2 DEEXEHRICEET 5EE OESHM

4. RERUVH=ICHET S IFEEZOER
(V.4 BRZERUAZICEET SR 0HESHR
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5. BEELGERWIE L ZDER

8. EELEARNIE

<EhEeE>

8.1 AARNOEEGHIAIZH T - T, ERMRICIBNT, LTEMIZE D0, EMOBEEOEEO T TRE 21T
528, AEHEEOHEMICOWTIE, EMAEORYELEEICRTT L., BEHEZEZONTHAREE
ek &2 F2h U7, ARAIFR G & BERME L RUEIC W TERE U O N L, BE U0
REEPHEICRG TEL 2R L LT, EMOEMBEO T TERT L2 &, BRSO
%, BYYELEORAFNC X DRIEH BN DN D560 H &G OGS REE 2RI L 72 B2 FTREMER H 2 54
Wi, BEblicaCH&EE Pk S, ERIOFR N CHEHEICEBET 2R EEURAEETI L, o, K
R G %ICEWER ORBIN DN 256 1T, BERHER ~EKT 2 L O BE TZORER IR EE21T) 2
Lo FEHBEAOERBEEHHEH LWL ) ICBREIZORHEEICEEERE L, T X TORELORER
BEHEINEICEIT D AT 5 L FRFC, EAEAOERIRE L FEET DR RET 52 &,

<HEMEEANES OE VRE>

8.2 Az HIE LB AICEERRLAD bbb BZNRH D, AFOEE %P IE LI-EBEIT L TR, &
8 M, Wil NZAUATET 2 ERARIER OB L 2 EBES BIZ L, LEIDS U CGEEZRAEEITH Z
L,

(fi70)

AHN|D CCDS IZHASEFHRE LTz,

6. BENERZAI HBEICHTLHER

() GHE - BERFOHLEE

9.1 AHHE - BMEEFDHHESE

9.1.1 BERREBRRECREDHHEE
BB BIRYUE IR LT < R 2 BEWD S 2,

9.1.2 BREFEDBEXIBREENRDONDEE
Kl C i (BEISS A, FRERIE, « v 7 U PH%) ICX DEYMEICREB LT b B%
nnb5s,

(FEa)

ARAM GBH TIIHEAMEDN R E D | FRHCRBTEAMFEIC L DBRENE Z DR < RD 2 enb, RELT,

(2) BHEefEERE
RE SN TWHRN

() FirelEEEE
BEIN TR
(4) £hERexHI 5F
9.4 £EREEET HE
PERATRE 72 RIS 1T, AFI G R O 546 T % — EMINTE U e Bt 417 5 L 5835 2 &, [9.5 3]
(fiRz5)
AH|D CCDS IZFEDZFHE LT,
(5) 1FiF
9.5 4Fi3
TEA TIENR L C W B ATREME O b 2 I iT, 15 LA RMENEHRMEE RS &l S 3 5HAIC DR
H4n b, IRED =27 A FOITAH] 28mgkg/H (B R DOEFKIEIZIBIT D Cnax D 2.5 %) X FIRE LT
L&, MEMUIEENEIM LTz, VPV TRE~OBITHRRD LN TWD, [945R]

(i)
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(6)

)

8)

M

(2)

(1

AFHID CCDS ITHESEHE LY,

R1LIE

9.6 =ELIF
BRLOARMER OCRARBOAEMELZE L, RALOMSCSUTT L 2525 2 &, LV THIBATHRE
HHENTWD,

(fiF75)
AFHID CCDS ITHESERELEZ Y,

INR

9.7 INRE
<HEMEEANES B E VRE>
INRAE R G & LT R OV e A FEAE & L 72 BRIRERBRILIEME L T ey,
<C3 BE. —RIMEGEESHRTEHEIETEE RBRIKAE %>
12 BRI O/ Z R L LI AR OVZE 2 A I & U IR BRI S0 L T\ e,

(figeai)
<HERREANEI OEVRE>
AFN O EEARTRER T/ BT 2RI A ATRE R B ITR S TV 2 L BRRE LTz,
<C3BIE. —RMREBESHERIHBIEEARRET K>
C3 FIE ST — IRVESR AL B RV E AR PR BRIR S R BB 25 B & L 7[RI BRI RS AR SR (APL2-C3G-310 &t
B BN T 12 R O/NRIC B DM FTRE R BRI TV RN Z I BEGE LT,

1

= E
BEI N TN
HEEH
HAZZEZTOERH
BRE I LT 20
HAZEELZTOERH
BRE I LT 20
Bl1E A
11. BlEA
WORIWERNRSH LoD Z ENHDHOT, BIEE 2TV, BRENREO ONEEAICEERS 2 PIET 57
LYl 21T Lk,
EXRGEER & WHIER

1.1 EXLEIEA

.11 BEE (BEERH)
JHRERE, A > 7 v P RS ORFER MR X 2 EERRYER S Sbhd Z ERH 5, [1.1, 22,
5.1 2]

11.1.2 BERERERESEAE (FEAR)
BEBA SUIUMIE 2 FE L, REICEMZE LT, OV TILELIBENR D D, AFIOE LI
UCiE, MERYYEOYIAMEE GEEN, Sm. TEHETRNE, &0, RREEOE (b, &8, Bl - g, %
B, mURHMAR) SOBEE +0ICITH 2 &, MIERERYYER DN IGEICIE, BEHICRE L, fiF
HOFGEO@ME R EEITO Z &, [1.1, 2.1, 5.1 ZH]

11.1.3 BEYE (2. 5%)
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TF 747X —SOBEEORBIENRD LoD ZENnH D, [23 5]

(fiRz5)

MA1EKU11.1.2
KA % B 5 UT-ERARRBR IO T, R I & 2 S ZRYYE D@ 1T/ a3, C5 LERI TR
SNIFIEMRBIA~E 7 m BV RFEEFICRBW T, BEERBIRAEELENRBO N oRELHDH Z
Emb, AAIO CCDS I SEFE LT,

11.1.3 AHD CCDS ITEDERIE Lz, 728, RWEHORESEEIT, EREIEMAEMHERER (APL2-302 #ER) @
A8 BRI OB E SR E LI,

(2) ZnthDEI1ER

10.

11.

11.2 ZDoEIER

PRE RIS 5-10% 5% ATt

I TR

— - AHFEER X ONEREBAALEE, FEREALE 5 R, VA (TR . A RERR . TR

F GO KRR EAans VRN . TESHAL AL, SRS
FEEN

Gy R E MREOE™

JEYIE RS K OV A BUE LRGSR, A T

B K OURIKREE Ak EE

W) RLEE, =B, € O FEE

(R

FUEERRI~E 7 v © U RIEERE 255 & L EERILFEFIAAERE (APL2-302 3ER) &N C3 BHE T —kMER
PEE A IR BB R A MR ER IR R B & kb S & U 7 EIRS LR 2B I AHERER  (APL2-C3G-310 #tBR) THRILLIZEIE
FA KON CCDS 1T AW TERE LT,

FRRRERRICRETEE

12. BRRRERBRICRIETZE
BEERA SRSy ) AREERFERT D & AR E ORICTFEERNAE T, BT B EHE RS be v

N7 T AF W (aPTT) MMERT 2B TNDR D5, REERAE SF/UTIET Y DS EH LanZ &,

(fi#E5H)
AFHID CCDS 1T S &/ E LT,

BERE

RESIHTWRN

BALEDIE

14, BRAEDZFE

14.1 EXFARNEFOEE

14.1.1 50T, Bohi . 2RV ERICTHEL, BRENBEOONEZEAIIHEHA LR &,

14.2 EREE5HOEER

14.2.1 FEAEBALIL, PEFES. KBRS, B, EBEEE L, EREE T2 2 &, REPBURRENL., KEICRT O
B LA (. FEAR, RS [IXER LRV &

14.2.2 FEAFBALD 2 % FTOEA X, AT OMIEZ 8cm L EdH 1T D 2 &

14.2.3 30 R TEZHANT, K15~30 57 QEAEALR 2 » FrOBE) XIETHKI 30~60 77 (GEAEALS 1 %
FTOSE) NI TEAT DI L, VU U PDICARE FTE%, BEHICEAZBGT 2 Z &, FKAOFRREA
Gt% 2 RERLINICIR G252 T T 52 &,
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14.3 EHRXAROIEE
14.3.1 BEDNFETRAFT 2H BB T, WEHEAN (2~8°C) THRAFL., SR &8 2 72 W i TR

TOHLIWETLI L,
(fi#aL)
TRERRF DR ISIC FE D ERE LTz,

12. ZDHMDEE

(1) ERREAICED CIEH

15.1 BREREAICE D < 1E#R
FEAFER I~ 7 v B U JRAE B 2 515 & U [EBE LR S MARRRER L O, C3 BE T — R mEEA K
BUREMESEANER BR IR B R B 2 k4 & U EBR LR S WA I\ T ARSI T 2 PR O EAE R IS
I T3, [17.3.1 ]

(fiRz5)

AFID CCDS KN C3 BHE X UT— R MERSE B A R E B I R BRI A B 2 P 8 & L 7= (RIS I ) 5 AR ARBR

(APL2-C3G-310 #BR) OfERICHESXHRE L,

(2) FEERERARICE S KER

15.2 JEBREREABRICE D < 1E3R
T XRON =7 A P& AT KRG HERBRIC W T ARIORER R K &R GO 0.06 £5 & T
1.27 f5DIREE R T, Y ORE « Mo~ v 7 7 —U 0%l RIS & OO R o 225
b, WNTEID JRME LR RBO Dive, ZhbOZRIEEKIL, REAY =F L7 ) a—1
(PEG) OFFICHM LB L B2 DL, HHEMEDH  BREEE TG bneholz, £z, BlROR

59

M AVEIZ OV T, BHRREMRE OBIRIZEED b T, BRRIE R MK OB BRI AN TH S,

(i)
AFHID CCDS I HES & FRIE LTz,
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X. JERRPREBRICRE Y 1R E

M

(2)
D)

2)

)

(1

(2)

FHEEER

Eh IR IR ER
VI, EMERICEHYTHIEE] 0msH

TR

In vitro R& M EEIBAER O

RTEH 37T NI PEGA0 At N RHTEHRRIEEER T U 7 A F 2T % XV E invitro THET 50, BET
WAL TCREMICE NABEMEABIERTE D VU AL 4 F v F#EE T (hERG) A vEr Vv — U REEER
(mRNA) ZFEBLL T\ E MaIREE (HEK) 293 filaz AV CaHili L7z, ZOfE%. 300pumol/L i FEHiFH &
TS a7 KO PEG40 13 b b EETEWERLRIEIETE A VU 7 A A 42 F v RVBRIBIEOWE & D3N
H L7220 XL BEPBO b oTz, FROERIIRI2X a7 Z 0 RO PEGA0 OffiE & b b MLIET /v
TIVDOFETTHRO N, T F a7 T it FAGEEERRIER D U 7 LA A0 F ¥ RV ERE
ERHET, LER-T, b MEEEMERZIEER T U U A1 4 F ¥ 2V (k) BIEOREARY R 7 2 H7 % "HE
PRI & Rt 72,

In vivoR&E M EEIRAER 7

T2 a7T 2 BN PEGA0 D invivo TEFNIEEE F O N =27 A YL & AV CaElE S Tl L=, Yvicsis
HZRTeEATToOUBRHEMONEM (75 H) 2BE 5L, UL a I o RGHETRELIND
A v a7y MIBANEWD, TT ks 0 24— = BRT A EFERN TR o T, BT+ v
a7 v M ZBET S0, ZoRb IO E VT, XR®E (PEG40) kW reXa ST
2 BRI 20 L ORI T 2EA 25 C& 28T A V2FA Lz, ML TR L-~<7®
X a7Z > (140mgkg £T) KU PEG40 (112mgkg) 1XAIE, MitENRE, DEX R OMER T X —Z (25 LT
B RIE X720 T,

Z DD FEIBAER
MU ER e L
H R
HElwE5EM4RER
MEEER L
REHZRSSMHHER © 9
smn | o BE | &5 Bh8 MR e A -
AR TH P
FREE | M (mg/kg/H) n/BE (mg/kg/H)
140mg/kg/ A 23T, Mo &
R_RTwLarg _— I (12~13%) | $EIHNLORNE B IR
V4 N
X | EF | 28 B |7, 28, 140 Jp— 28 TR EEE FE SN, AL M ON M i D ZE B
28 H PEG40 : 112 JEE R OVFRBEREAN, B Mgk | MR 7 PR A A 28
BT HERTR® BT,
A PERBR . n 140mg/kg/ BIZRBWT, 747V ) —4
RJTwEaST
H=rA T - M, OB (K 42%) BRD BT,
. FF | 28 A |7. 28, 140 7
g % 3 DL/ 28mg/kg/ A IZIRW T, Bl S~
PEG40 : 112 .
D FRAEIEVEDGZRD B iz,
6 HfH YA =
T T e HE - e v |ERGRIZRNT, BRI B R
& NN —"
) % 6 PL/RE BN BT,
MR PEG40 : 26
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9 % HH ~regarIe 28mg/kg/ A 23T, BRI RANE L
H=r4 1t - ML .-
KRS ¥ KT |9#H|1, 7, 28 Jp— 7 MERD BTz,
]
FPERABR PEG40 : 26 5 {if& T ADA OFURMLASERE S 4172,

X ARBRIC BT 2 ERMRIIME TE R o7,

Q) EEHEEHER

R RBR o 55 R S i - R
H o i | T - R
M 2 N2 in vitro HIMZRIRE B 33, 100, 333. 1000, 3333, 5000ug/plate o
17 — =35
i | (Ames #0) o (89 FRHHEPHER DAE(E T UBIEAHAET)
S _ 240, 350, 500pg/mL
FERE i A 2 PN in vitro /MR in vitro — o ) ) [fadE
SR (S FRANEHEALADIFE T XUTHAFHE T)
~ 7 A& FNTZ in vivo /MEERER AR | 2 B [500, 1000, 2000mg/kg [E34H

4) NARMHER
RTR L aTT e P RO PUAOERBICE O TOLREHIE,Z RS Z 05, FolHE V=i
Tt SN ho iz,

(5) HBEH A= MEIAER 955359

L Eitaa B ) R B
HERIEH my | ¢ 5-11 MR, n/#E iy
TR (mg/kg/H) (mg/kg/H)
RTRBAT G )
sob | g s/ | as 7 o [N IR - BRI~ DRI b
7> NI SR IRN -
7 6~17 H 5 PC/#E Tehol,
PEG40 : 26.2
IR - BRI AL NI B aATT i )
~ . LRI [N I« BR IRA~DOEEI TR b1
B9 2 Thiiakhy| ¥ | KT 1, 35,7, 28 ) —
6~18 H 6 T/ o,
PEG40 : 26.2
=74 . LRI X7 LasTT I I« BR IRA~DOEEI TR b
iz 20~140 H |28 3 X0E 5 DU/ o,
PR Fe R A BT R TEAR R o .
R 05 H=rA4 [P NS RAT T I ; 28mg/kg/ HIZH\W\ T, IRFE 6
,f ~
. W% 7. 28 19 PC/EE VG, EFE 4 JUSFR® HhTz,
R YA
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e Apellis Pharmaceuticals, Inc.

onga EMPAVELI

I - Btk Injection: 1,080 mg/20 mL (54 mg/mL) in a single-dose vial
PIEERESIES 1 INDICATIONS AND USAGE

1.1 Paroxysmal Nocturnal Hemoglobinuria

EMPAVELI® is indicated for the treatment of adult patients with paroxysmal nocturnal
hemoglobinuria (PNH).

1.2 C3 glomerulopathy or primary immune-complex membranoproliferative
glomerulonephritis

EMPAVELI® is indicated for the treatment of adult and pediatric patients aged 12 years and older
with C3 glomerulopathy (C3G) or primary immune-complex membranoproliferative
glomerulonephritis (IC-MPGN)), to reduce proteinuria.

MEROHE 2 DOSAGE AND ADMINISTRATION

2.1 Recommended Vaccination and Prophylaxis

Vaccinate patients against encapsulated bacteria, including Streptococcus pneumoniae and Neisseria
meningitidis (serogroups A, C, W, Y and B), according to current ACIP recommendations at least 2
weeks prior to initiation of EMPAVELI therapy /see Warnings and Precautions (5.1)].

If urgent EMPAVELLI therapy is indicated in a patient who is not up to date with vaccines for
Streptococcus pneumoniae and Neisseria meningitidis, according to ACIP recommendations,
provide the patient with antibacterial drug prophylaxis and administer these vaccines as soon as
possible.

Healthcare professionals who prescribe EMPAVELI must enroll in the REMS for EMPAVELI [see
Warnings and Precautions (5.2)].

2.2 Recommended Dosage — PNH
The recommended dose of EMPAVELI is 1,080 mg administered subcutaneously twice weekly /see

Dosage and Administration (2.4)].

Dosage for patients switching to EMPAVELI from C5 inhibitors

To reduce the risk of hemolysis with abrupt treatment discontinuation:

* For patients switching from eculizumab, initiate EMPAVELI while continuing eculizumab at its
current dose. After 4 weeks, discontinue eculizumab before continuing on monotherapy with
EMPAVELIL

* For patients switching from ravulizumab, initiate EMPAVELI no more than 4 weeks after the last

dose of ravulizumab.

Dose Adjustment
* For lactate dehydrogenase (LDH) levels greater than 2 x the upper limit of normal (ULN), adjust
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the dosing regimen to 1,080 mg every three days.
* In the event of a dose increase, monitor LDH twice weekly for at least 4 weeks.
Missed Dose
* Administer EMPAVELI as soon as possible after a missed dose. Resume the regular dosing

schedule following administration of the missed dose.

2.3 Recommended Dosage - C3G or Primary IC-MPGN
For adults (18 years and older)
The recommended dose of EMPAVELI is 1,080 mg (20 mL) administered subcutaneously twice

weekly [see Dosage and Administration (2.4)].

For pediatric patients (12 years to less than 18 years of age)

For pediatric patients 12 years of age and older, administer EMPAVELI dose and volume based upon
body weight, according to the schedule in Table 1. Administer the recommended dose of EMPAVELI

subcutaneously twice weekly [see Dosage and Administration (2.4)].

Table 1: Dosing recommendation in C3G or primary IC-MPGN

Patient Body Weight First dose Second dose Maintenance dose
y g (infusion volume) | (infusion volume) | (infusion volume)
50 kg or higher 1080mg (20mL) 1080mg (20mL)  [1080mg twice weekly
(20mL)
35kgto less than 50 kg | 648mg (12mL) 810mg (15mL) 810mg twice weekly
(15mL)
Less than 35 kg 540mg (10mL) 540mg (10mL) 648mg twice weekly
(12mL)
Missed Dose

* Administer EMPAVELI as soon as possible after a missed dose. Resume the regular dosing

schedule following administration of the missed dose.

2.4 Administration
EMPAVELLI is for subcutaneous administration using:
* A commercially available infusion pump with a reservoir of at least 20 mL OR

* EMPAVELI Injector, a single-use, disposable on body injector

EMPAVELI is intended for use under the guidance of a healthcare professional. Patients may self-
administer or caregivers may administer EMPAVELI after proper training by a healthcare

professional on how to prepare and administer EMPAVELL.

Follow the steps below and use aseptic technique to prepare and administer EMPAVELI, either by
an infusion pump or EMPAVELI Injector:

* Prior to use, allow EMPAVELI to reach room temperature 20°C to 25°C (68°F to 77°F) for
approximately 30 minutes. Keep the vial in the carton until ready for use to protect from light.

* Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit. EMPAVELI is a clear, colorless to slightly
yellowish solution. Do not use if the liquid looks cloudy, contains particles, or is dark yellow.

* Discard any unused portion of EMPAVELL.

Preparation with Infusion Pump

* Refer to the EMPAVELI Instructions for Use and the infusion pump manufacturer’s instructions
for full preparation and administration information.

* Use a needleless transfer device (such as a vial adapter) or a transfer needle to fill the syringe.
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* Rotate infusion sites (i.e., abdomen, thighs, hips, upper arms) from one infusion to the next. Do not
infuse where the skin is tender, bruised, red, or hard. Avoid infusing into tattoos, scars, or stretch

marks.

« If multi-infusion sets are needed, ensure the infusion sites are at least 3 inches apart.

* The typical infusion time is approximately 30 minutes (if using two infusion sites) or approximately
60 minutes (if using one infusion site).

Preparation with EMPAVELI Injector

* Refer to the EMPAVELLI Injector Instructions for Use, which comes with the device.

* Use a needleless transfer device (such as a vial adapter).

* EMPAVELI Injector is for abdominal subcutaneous use only. Rotate the site of each subcutaneous
administration. Do not inject where the skin is tender, bruised, red, or hard. Avoid injecting into
tattoos, scars, or stretch marks.

* Injection time is approximately 30 to 60 minutes.

E4 BRAN (2021 4 12 A 7KER)
A Swedish Orphan Biovitrum AB (publ)
HR5E4 ASPAVELI

AT - BiAk

Each 20 mL vial contains 1080 mg of pegcetacoplan.

Each mL contains 54 mg of pegcetacoplan.

ZIHE X I35

4.1 Therapeutic indications
ASPAVELI is indicated as monotherapy in the treatment of adult patients with paroxysmal nocturnal

haemoglobinuria (PNH) who have haemolytic anaemia.

ASPAVELI is indicated for the treatment of adult and adolescent patients aged 12 to 17 years with
C3 glomerulopathy (C3G) or primary immune-complex membranoproliferative glomerulonephritis
(IC-MPGN) in combination with a renin-angiotensin system (RAS) inhibitor, unless RAS inhibitor

treatment is not tolerated or contraindicated.

LR O &

4.2 Posology and method of administration

Therapy should be initiated under the supervision of a healthcare professional experienced in the
management of patients with haematological or renal disorders.

Posology

PNH

Adult patients with PNH

Pegcetacoplan is administered twice weekly as a 1080 mg subcutaneous infusion with a

commercially available syringe system infusion pump or on-body delivery system, that can deliver
doses up to 20 mL. The twice weekly dose should be administered on Day 1 and Day 4 of each
treatment week.

Treatment with pegcetacoplan is recommended to continue for the patient’s lifetime, unless the
discontinuation of this medicinal product is clinically indicated (see section 4.4).

Patients with PNH switching to pegcetacoplan from a C5 inhibitor

For the first 4 weeks, pegcetacoplan is administered as twice weekly subcutaneous doses of 1080
mg in addition to the patient’s current dose of C5 inhibitor treatment to minimise the risk of
haemolysis with abrupt treatment discontinuation. After 4 weeks, the patient should discontinue C5
inhibitor before continuing on monotherapy with this medicinal product.

Switches from complement inhibitors other than eculizumab have not been studied. Discontinuing
other complement inhibitors before reaching steady-state of pegcetacoplan should be done with
caution (see section 5.2).

Dose adjustment in PNH

The dosing regimen may be changed to 1080 mg every third day (e.g., Day 1, Day 4, Day 7, Day 10,
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Day 13, and so forth) if a patient has a lactate dehydrogenase (LDH) level greater than 2 x upper
limit of normal (ULN). In the event of a dose increase, LDH should be monitored twice weekly for
at least 4 weeks (see section 4.4).

C3G and primary IC-MPGN

Pegcetacoplan is administered twice weekly as a subcutaneous infusion with a commercially
available syringe system infusion pump or on-body delivery system, that can deliver doses up to 20
mL. The twice weekly dose should be administered on Day 1 and Day 4 of each treatment week.
C3G and primary IC-MPGN are chronic diseases. Discontinuation of this medicinal product is not
recommended unless clinically indicated.

Adult patients with C3G or primary IC-MPGN

Pegcetacoplan is administered twice weekly as a 1080 mg subcutaneous infusion.

Adolescent patients with C3G or primary IC-MPGN

For adolescent patients, the dosing regimen is based on the patient’s body weight and consists of the

following:
Body Weight First dose Second dose Maintenance dose
y g (infusion volume) (infusion volume) |(infusion volume)
> 50kg 1080 mg twice weekly (20 mL)
35t0<50kg | 648 mg (12 mL) 810 mg (15 mL) 810 mg twice weekly (15 mL)
30to<35kg | 540 mg (10 mL) 540 mg (10 mL) 648 mg twice weekly (12 mL)
Missed dose

If a dose of pegcetacoplan for treatment of PNH, C3G or primary IC-MPGN is missed, it should be
administered as soon as possible, then the regular schedule should be resumed even if this results in
an interval of less than 3 days between the replacement dose and the subsequent dose.

Patients with post-transplant recurrent C3G or primary IC-MPGN

Diagnosis of post-transplant recurrent C3G or primary IC-MPGN should be made based on a renal
allograft biopsy. C3G or primary IC-MPGN recurrence may be detected in a routine post-transplant
biopsy; otherwise, a biopsy should be performed when clinical signs indicate recurrent disease. As
done in study APL2-C3G-204 (see section 5.1), treatment with pegcetacoplan can be started before
the onset of clinical signs such as estimated glomerular filtration rate (¢GFR) decrease or urine to
protein-to-creatinine ratio (uUPCR) increase. There is limited experience with the use of
pegeetacoplan in patients with recurrent C3G or primary IC-MPGN after transplantation in clinical
studies (see section 5.1).

Special populations

Elderly

Although there were no apparent age-related differences observed in clinical studies, the number of
patients aged 65 and over is not sufficient to determine whether they respond differently from
younger patients. There is no evidence indicating any special precautions are required for treating an
elderly population.

Renal impairment

Dose adjustment in patients with severe renal impairment (creatinine clearance <30 mL/min) is not
necessary. There are no data available for the use of pegcetacoplan in patients with end-stage renal
disease (ESRD) requiring dialysis (see section 5.2).

Hepatic impairment

The safety and efficacy of pegcetacoplan have not been studied in patients with hepatic impairment;
however, no dose adjustment is recommended, as hepatic impairment is not expected to impact
clearance of pegcetacoplan.

Paediatric population

The safety and efficacy of ASPAVELI in children with PNH aged 0 to <18 years have not yet been
established. No data are available.

The safety and efficacy of ASPAVELI in children with C3G or primary IC-MPGN aged below 12
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years have not been established. No data are available.

Method of administration

Pegcetacoplan should only be administered via subcutaneous administration using a commercially
available syringe system infusion pump or on-body delivery system.

Pegcetacoplan can be given by a healthcare professional or administered by the patient or caregiver
following proper instruction.

Self-administration and home infusion should be considered for patients who have tolerated
treatment well in experienced treatment centres. The decision of a possibility of self-administration
and home infusions should be made after evaluation and recommendation from the treating
physician.

When self-administration is initiated, the patient will be instructed by a qualified healthcare
professional in infusion techniques, the use of a syringe system infusion pump or an on-body delivery
system, the keeping of a treatment record, the recognition of possible adverse reactions, and
measures to be taken in case these occur.

When using a syringe system infusion pump, it should be infused in the abdomen, thighs, hips, or
upper arms. Infusion sites should be at least 7.5 cm apart from each other. The infusion sites should
be rotated between administrations. The infusion time is approximately 30 minutes (if using two
sites) or approximately 60 minutes (if using one site).

When using an on-body delivery system, this medicinal product should be infused at a site on the
abdomen. The infusion site should be rotated between administrations following the device
manufacturer’s instructions. The infusion time varies by patient and typically ranges from 30 to 60
minutes.

Infusion into areas where the skin is tender, bruised, red, or hard should be avoided. Infusion into
tattoos, scars, or stretch marks should be avoided. The infusion should be started promptly after
drawing this medicinal product into the syringe. Administration should be completed within 2 hours
after preparing the syringe. For instructions on the preparation and infusion of the medicinal product,

see section 6.6.
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8.1 Pregnancy

Risk Summary

There are insufficient data on EMPAVELI use in pregnant women to inform a drug-associated risk
of major birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the
mother and fetus associated with untreated PNH in pregnancy (see Clinical Considerations). The
use of EMPAVELI may be considered following an assessment of the risks and benefits.

Treatment of pregnant cynomolgus monkeys with pegcetacoplan at a subcutaneous dose of 28
mg/kg/day (2.9 times human exposure based on AUC) from the gestation period through parturition
resulted in a statistically significant increase in abortions or stillbirths compared to controls (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 major birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects and

miscarriages in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

8.2 Lactation

Risk Summary
It is not known whether pegcetacoplan is secreted in human milk or whether there is potential for
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absorption and harm to the infant. There are no data on the effects of pegcetacoplan on milk
production. Pegcetacoplan is present in milk of lactating monkeys (see Animal Data). Since many
medicinal products are secreted into human milk, and because of the potential for serious adverse
reaction in a breastfeeding child, breastfeeding should be discontinued during treatment and for 40

days after the last dose.

BRIN DA S0 4.6 Fertility, pregnancy and lactation

Women of childbearing potential

It is recommended that women of childbearing potential use effective contraception methods to
prevent pregnancy during treatment with pegcetacoplan and for at least 8 weeks after the last dose
of pegcetacoplan. For women planning to become pregnant, the use of pegcetacoplan may be
considered following an assessment of the risks and benefits (see Pregnancy).

Pregnancy

There is a limited amount of data from the use of pegcetacoplan in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3).

Pegcetacoplan is not recommended during pregnancy and in women of childbearing potential not
using contraception.

Breast-feeding

It is unknown whether pegcetacoplan is excreted in human milk. The potential for absorption and
harm to the breastfed infant is unknown. Animal data suggest a low excretion (less than 1%, not
pharmacologically significant) of pegcetacoplan in monkey milk (see section 5.3). It is unlikely that
a breastfed infant would have clinically relevant exposure.

It is recommended to discontinue breast-feeding during pegcetacoplan treatment.

Fertility

No animal or human data on the effect of pegcetacoplan on fertility are available. In toxicity studies,
there were no microscopic abnormalities in male or female reproductive organs in monkeys (see

section 5.3).

F—Z +7 U7 DO |4.6 FERTILITY, PREGNANCY AND LACTATION

30 Use in pregnancy — Category B3

There are insufficient data on EMPAVELI use in pregnant women to inform a drug-associated risk
of major birth defects, miscarriage, or adverse maternal or fetal outcomes.

It is recommended that women of childbearing potential use effective contraception methods to
prevent pregnancy during treatment with pegcetacoplan and for at least 8 weeks after the last dose
of pegcetacoplan. Pregnancy testing is advised for females of reproductive potential prior to
treatment with EMPAVELI.

Use of EMPAVELLI in pregnancy should be carefully considered, with regard to the specific risks of
PNH (including maternal and neonatal death and non-live birth) and benefits for each patient.
EMPAVELI should be used during pregnancy only if the potential benefit justifies the potential risk
to the mother, fetus, and/or neonate.

Use in lactation

It is not known whether pegcetacoplan is secreted in human milk or whether there is potential
for absorption and harm to the infant. Animal data and the chemical nature of pegcetacoplan
suggest that the risk of clinically relevant exposure to the infant is minimal (see below).
Minimal (less than 1%) pegcetacoplan excretion in milk has been demonstrated in monkeys;

therefore, the probability of clinically relevant exposure of breastfed infant through breastmilk

is considered low.
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KE O WRAF S 8.4 Pediatric Use

The safety and effectiveness of EMPAVELI for the treatment of C3G or primary IC-MPGN have
been established in pediatric patients aged 12 years and older. Use of EMPAVELI for this indication
is supported by evidence from an adequate and well controlled trial that enrolled 55 pediatric patients
aged 12 years and older [see Adverse Reactions (6.1), and Clinical Studies (14.2)]. The safety and
effectiveness of EMPAVELLI in pediatric patients less than 12 years of age with C3G or IC-MPGN
have not been established.

Safety and effectiveness of EMPAVELI in pediatric patients with PNH have not been established.

BRI D A S

4.2 Posology and method of administration

Paediatric population

The safety and efficacy of ASPAVELI in children with PNH aged 0 to <18 years have not yet been
established. No data are available.

The safety and efficacy of ASPAVELI in children with C3G or primary IC-MPGN aged below

12 years have not been established. No data are available.
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