2026 4F 4 AtksT GF 6 hi)
H AR AERS i 3 JE S 5« 873999

EXmAVFE1—T+—L
AAFRESTR O IF REER 2018 (2019 FIFHE) (THEML TR

A (C3)BEEH]
RIEYITSVETERA

I 0 ) \/XY 5w521080mg

EMPAVE LI" for Subcutaneous Injection

#l HEHH (AT )

&

BISR, AL SRR A
1] .
BA DR RS g EmsosEC 0 T

1317w (20mL) HF_T7EZ 277 1080mg & A

felo

s B . =

Mg v xarZ L (JAN)

B £ & T£4 : Pegcetacoplan (JAN)

BB AR H 1 202343 H 27 H
AR MENNHEAE A B - 2023458 H 30 H
R 52 BR e 42 H B : 2023429 H 4 H

HERTARZEFEAR
EfEAENE - RETHAREAE

Bk 58 (®8 A ) - | ®&HRSESC © Swedish Orphan Biovitrum Japan #RFNZ 1
IR & & # & | Foow: Bkt I v a—T 1 7 AAStt

Hh R

S [

ERXRFHRELSEFOERE

JBALRE 7 B a—T 4 7 ZARASHE < OMHBER
TEL : 0120-114-936 FAX : 03-6699-3697
SEASRE 0 9:00~17:45 (LHBL, K3ER ZFR)
SBR[ AR — L —
https://akp-pharma-digital.com

G2}
O

MW & h ¢

ATF 132026 4 4 HGETOE L SN BAT SCEORLBIZE S S UWET LT,
AT OB, MSATEIEN EIR A EREGR SR ORI RMRR =Y TR L TS,

N 1T
(01)14987153016405




EERA VA E1—T+—LFADF5IEOHE
— BARREFIRS —
(2020 £ 4 AekaT)

1. BERA VB 11—+ —LIEROEE

R EE G ORI OER S LT, ERAEERIRMCE CIT, IRvMIXE) 3db5, ERBY
CEERT - FEAIRIE OB FHE S B F B ST 72 IR O E SR 2159 2 BRI, I SCEI
RUE ST IE WA AT 2 EICREMAE A LB A NS 0, MEAEOERERMYE CLF. M
R) ZE~DEHROBEIMNFERSCEGERIC IV IFREMT L TE WD, Z OB KL EH &2 MR AT
H57-20ODHEBEY A NELTEERA L H E2—T4—24 (LLF, I FEWT) N L,

1988 4FIZ H AP HAIRI S (LLF, BRI ANE 2/ hEBS 1T FOMEMT, T Fildfikl, 1
FRUMEEAZ R E L, D% 1998 I ARIEFITE 3 /NEESD, 2008 4F, 2013 4RIZ AR EEHEF R E
B2 ] FRl#EEOBEI 217> TE T,

[ FRO#EAE 2008 LARE, [ FIXPDFEHOETHT —% & LTRET 2 Z R E o2, ZhiC
L0, B CEOFEBERUGTN S - 125G ICUGETORILT — X 2 BM U7 T F R Ee»Icitsnsg 2
Lllrode, BFRO 1 FiL, EEMERESBEHERE (LLT, PMDA) OERHEMLIGHRBEE D~
— (http://www. pmda. go. jp/PmdaSearch/iyakuSearch/) |2 TABH SN TS, HIHETIE, 2009 4 K
VHEFKSO I FOBRABRFT AL LT A ¥ ba—T+r—2RHES) #%EBL. MxDIEN
WA SCEZ ST 2 EHERERE L GRYINER - it L TV 5,

2019 F ORI CEFLIMEEOLTIZEOE, | FRldliZEH 2018 AR I, 4% TEEAERLOR
FEEMITHIEENCRET 204 RT A ) ICBET 2 MEM OO, TOEFHMERE LT,

2. I F&lX

I FIX T SCESEOEREME L, EAT - AR S O EREEEIC L > CHEEBICLE R, EEG
DREEHOT-DOEHR, WHHFOTDOEHR, RAIOT-OORE®R, EIHESOWE EMH 720 OF#H .
PN IR BE T DT O RS NER SN IR AR ER O ERLMEHE L LT, BIRRN L
ZRE L, AR T2 DI Y54 R IR O BLE IR 7E T IRTEIZHE D B R FEITVER L ORI 2 K8 L Tun
DFATER EATEA T B D,

[ FIZRE#ET 2HEBES NI ARENRE Lz [ Frls EEICHEIL L, —E O FIs % bR & AGRO &BHN
ORI END, 72771, HEMROMESRICED L OROFIHE H O 2SFE « HIHr - 29~ &
FIESI T FORTEHFHEL IO, S0z 5 &, SURMENSIRME SN T Fid, FIFAE A S0
il - T - BRAREH TS & L bIC, RERMTEET OO E VI RMEFFOZ LARIHRL LTWVD,

I FORMIE 77 —F 2 HARL L, BIEAECORAKNIIVIAATITR,

3. IFOMAICH=>T

BAAEARD T FiX, PMD AOERHEELESRBEON—IZHEESEITNRE I TV D,
USRS [EHRMA VX Ea— T+ — MMEROFS X | 10> T 1 F 2Bk - 1295723, 1 FOJR
REBE 2, BEREBIGICREL TOWAIEHRS 1 FAERFRFIZEE LW ERE IC OV CIFREAE OMR
HADA VA E2—Z X VFHEAOBNEZRESE, [ FOFAMZEDLILERNH D, £i-, Rk
SRT SN DM EOFEESEICE T2 FHEICEAL TE, 1 FAERGT SN D £ ToOMIT, BEEAENRMT S
BETNEZH DI LI 0B, 25 WIS RO ER G IERIBULY — B A5 12 X0 KA B S 235
THELHIT, [ FOBRICHZ > T, B ORMIEZ PMD A O EIRMN ERBSRERRBON—
THERTHIVLERD D,

R, W L EMEDOHERD SN SIS N TS V.5, BRG] 0 IXI1. 2&%R, X1
5 ICETAHESIIAREZZ T TORWERDEEND Z XL OBV FNIZIFTHoEET
XTh D,




4. FIACERLTOEBER

I FZAREEBIZBO TN T Z ENTERWEEMNFRREE LUEAL TWeE &2y, [ FIXA
D EFE &= T T, YiklE I ORGERTE TR ICEE D DB ZEER - 124925 | EIEMLE EEH O
T DDFWERI T D & ONLE-SITTEN, Gl - KRBT ITIEE O [ FHL IS0 2250 H 25 38 5 O iR 58 16 i
IEENCRE T 204 KT 4 v, B a— R - 47 « 7777 4 20K E —EREZIT S5 2157
W, IRETEBIRIHEEN T A KT A 2 Tld, RAGRIECAGEAN O LSBT D fE e ftic o T, R p
ENEFEFEEPLORDITIGEE TTI) ZEIFELXARNEINTEY, MRE~DA U ZE 22—
HODOXAEREICEY, FIHEALR I FONRFEREIHELIRZILOTHDL Z L2 L TB»
R B, BEREENGE LN D EROFHFIRILA MR L, 2 ORBIMEL kx| ERBLYIC
B D IEMS HZMAT 52 SIXEFHOABETHY, [ FEIFEHLCHHEEZRICMED D Lol
LTWEEET0,




x

I BFE(CRRTAIER - 1
1. Bﬁﬁo)m‘i .................................. 1
2 SO 1
3. BSOBRERIE 1
4 EEFRIBEILTRMT ARSI 2
5. EREHRUTE-GALOMNEEE 2
6. RWPODREE - - - - 2

I %%':FQQT%)IEE ....................... 3
1 BRER - o 3
2 =B 3
3 BERANILREES 3
4 HDEFEXBUDTFE - 3
5. ALPB@BEIREKE 4
6 EBEE. A KBS R8BS 4

mﬁ;}lﬁk%\[:@j—élﬁg .................... 5
1. WPEB LSRR - 5
2 EMRSOREEMTISHRRE, 5
3. EMHSOREHEE EER 5

N,@ﬁ'“:ﬁaﬂ—élﬁa ....................... 6
1 B 6
2. BURIDMERG - - 6
3 AMTARROMREUEE 6
A A 6
5. EATHEREMDSHEIGN 6
6. BHEIDEEEH FISBHRRE 7
T RERUERREOREN 7
8. MHILORSTIL MRS - 7
0 ERHME - - 7
10, RERASE - 7
1. BRRIRBSNBRMEE - 7
12, FMf - 7

VIBEIZEETAIER e ]
1, BHRESUTEHER - 8
2 MRERMBITHESHEE 8
3 FERUEHE - 8
4 FARUMRBICEESHEE - 9
B, BBERREE - 10

VI%;)]?&EE':BSI?%IEE ................... 35
1. SR BEEHHLAMUTAMEE 3
2 EERIBMERR - 35

W%#@ﬁj%[:@?’élﬁﬁ ................... 37
1. IAEREDHRS - 37
2. BMBERERREI/NTA—R 39
3. BEEGRELL—Sa - 40
3 ) S I 40
B M 40
6. BB/ M
T R M

8. MOLAR—G—ICETRER 41
9. BHTEICHRHBREI - M
10, WEDERERTHEE -~ M
11, Bl - e 42
VIL.EZ2(ERALEDOFEH ICETHER - 43
1. BEREEFOEE- - 43
2. HRNEETOEH o 13
3. MRERIMBITHES HIBLTOEE - 13
4 FEARUMEICEEEY HEELTOEE 13
5. BEUEAMGEELTZOBE oo 44
6. HEOEREETHBEITHIHEE - 44
T O REEMERR - 45
8. BIWERR - - o 45
0. ERERBERRICRIEIHE - 46
10, BEIRE - - 46
M, TEELEDES v 46
12. %g)ﬂi;'o)lifé ............................... 46
D(glgﬁﬁ];ﬁgi\-‘%ﬁ':ﬁ;gj-élﬁa ................. 48
1. BEFESHER - - 48
20 EMERRER - 48
X SRR EIEICRETAER - 50
1. FBIRA - 50
2 EBHHEERS 50
3. EBEREETORRE - 50
4 BURINEDGEE - oo 50
5. BBERIFER - 50
6. FI—FSRIHHEE - 50
T EBSHAEERR - 50
8. HEHRGTAGRER A RUVREES. EREEGERA.
BREERBIREE AR - 51

9. FMEENIZMREM., FERUAEEEENENDERBR
TRFDIRZS - 51

10. BEERR. BHHRARFAARVTONE - 51
. BEEERR - 51
12, {EEATHIRIE TR 5
13 BEEO—R 51
14 BRI EDER - 51
XIXrﬁk ................................. 52
1. BIESTHR - orvrrr e 52
2. EOMDBHEIER - 53
X]I%%ﬁ*—l- ............................. b4
1 EAETORRE - 54
2 HNCEITRERRKIBEE 57
X[[[ﬁ%:% ................................ 59
1. AR IREE IR IR CRRIR IR E1TO2dh - o T DEE
- 59

2 ZOMOBGER - 59



B

K-

BREE - BB S BE L TR (REE BLTWEWRE (BXE

ADA anti-drug antibody PUEMHUA

ALT alanine aminotransferase TI=rT I MG RT 2T —E

aPTT activated partial thromboplastin time TGRSy R e AT T AT VIR

AST aspartate aminotransferase TANRNGXUBETI ) N AT 2T —E

AUCo-inf area under the drug concentration time R 0 2> & BERRIFH] S C oD i B2 - AT il T T
curve from time 0 to infinity

BCRP breast cancer resistance protein FLS A 2 X o

C3 complement component 3 itk C3

C5 complement component 5 itk Cs

CCDS company core data sheet CHEPET 2 — b

CL clearance 7IVT7 TR

CL/F apparent clearance RBNFors )77 oA

Crnax maximum serum concentration B e L TE e

CrCl creatinine clearance IVTF= T VT TR

Ccv coefficient of variation ZEEREL

CYP cytochrome P450 T 7\ L P450

ECso half maximal effective concentration 50%7h S B

ELISA enzyme-linked immunosorbent assay P Rt B s WA T E

EORTC European Organisation for Research and —
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FACIT- Functional Assessment of Chronic Illness Therapy- | &M% BIRIE OBSEERFEAMN O 57 F Al KL Ve

Fatigue Fatigue

GD gestation day TR B s

GPI glycophosphatidylinositol TYAVNKRAT 7 FINA Y b—)b

Hb hemoglobin NETRE Y

HEK human embryonic kidney b g R i

hERG human ether-a-go-go related gene bt hAUEEMALRIEE A V) U AT v RVEBRT

ITC isothermal titration calorimetry SR E B

ITT intent-to-treat set Intent-to-treat fFAT XTG4 [H

Kb equilibrium binding constant ARG A E A

LASA linear analog scale assessment ERRT F 1 7 A — Vi

LDH lactate dehydrogenase FLEE K SR RESR

LLN lower limit of normal FEVEE TR

LLOQ lower limit of quantification TE TR

MAC membrane attack complex AR BEE A1

MMRM mixed effect model for repeated measures KEREIC L BRAEET IV

mRNA messenger ribonucleic acid ATy —V RN

OAT organic anion transporter BT =4 N TV AR—H —

OATP organic anion-transporting polypeptide BHET = A VR ) _XTF R

OCT organic cation transporter I FA Y N T AR—H—

PEG polyethylene glycol RARyxzFLrorYa—iu

PEG40 polyethylene glycol (40kDa nominal molecular ARV =F Lo 7Y a—i (4 H5 T = 40kDa)
weight)

P-gp P-glycoprotein PHEX L NIE

PIGA phosphatidylinositol glucan class A RAT 7 FIONA )V =N T VI~ TFTAA
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PPD post-partum day A% B

QLQ-C30 European Organisation for the Research and European Organisation for Research and Treatment of
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QOL quality of life EIROE

ti terminal elimination half-life HEAAE T -0

tmax time of maximum observed concentration e 10 U B B R R T

ULN upper limit of normal FLUEAE RR

Vz/F apparent total volume of distribution FLIT O
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(2) RERUVAEDRTEREE - Rl

AHNOEE LA ORFUL, BARNERIEHRE 23R E U HER S 1R (APL2-102 3ER) K OYME A
TR E 2t G & LI-HEBE G55 T FHEBR (APL-CP0713-1 3BR) . W ONT PNH BEZ x5 & L2 1 MHRER
[APL-CP0514 B (27— b 4)]. % Ib #H#ABR (APL2-CP-PNH-204 #BR) . %6 Ila FH3kBR (APL2-202 #lBR) K OY
55 1 FHARBR  (APL2-302 #BR) 1< k- CHEAT BT,

APL-CP0514 3R (=7 — b 4) . APL2-CP-PNH-204 3B & U8 APL2-202 iRER O BT —Z 05, 270mg/H OHET
DOAFNEMELEHIZ LD, Z2< OBHE 30 fild 22 f) TMEFEAN ST A — X ITHRNICERO H 5 8ERRD B
LN EINT, DEOBE (30 BIH 6 F) Tik. ARFN ORI G ISR R RS E R D
7212 360mg/ H D EDNLETH -7 [6 FilF 1 FliZiE, 360mg/H 5 ITANZ T 720mg % 4 BT 1 [\FE (7
tvH a7 T 440mg/HFY) 5 2 & 2FISENCEFRT LT,

BEORAOREEH AR S S, #5METREA LESEE7201IC, LoD EEE (82 [) ToFMtEz
Wt L7z, APL2-302 BRD 16 B E TOT — X 251 10 RBROET — % & AV - BEMEYERET T L TIE,
PNH /B 124K 1080mg 218 2 Bl T 5 L7z & & DIREHEREIL, 270mg XU 360mg L1 B 1 BR T#HE
L7c L ZICTRINDBEROTHINC/2 5 2 & B3R STz, APL2-302 RERCOARAID HiE K O &iX 1080mg
W2 ETHotr, BETE— USRI CId, AHKI270mg % 1 B 1 [} OAKH] 1080mg %2 2 [0], MEEE L= L& & D
EEIL, WIILh PNH ABHE TO Hb EOUE K OHLEENAKFERE (LDH) Eo = hr—/UIHHTHLZ N
RENT, 7272 L, 270mg | A 1 B G RFOIRFERIL, Hb EICR 7 2 R RKBISD 95%LL B4 5| &k Z 3, LDH
I T 2 ARSI D 90%Lh E& 5| & 2 REICET 5 & PRSI D —J7, 1080mg i 2 [B 851 OIEZE RIL S
SIZHENE L . Hb EICHK T D EARBIED 99%LL |, LDH fEIZxT DR AKSIGD 95%LL BiCET 5 & Flllsh



7o

<R >

PNH FB#FIZ% LT, 8 2 OERREIFICIES N TR G MBI HERE N LERIGENH 5, BAHT 3 3Bk (APL-
CP0514 7Bk, APL2-CP-PNH-204 35 & (Y APL2-202 #) Tid, R/MAPIETH D Z & R Sz 270mg/ A %
PNH B3 30 FllC B FHH- Uiz, 30 il 6 B (20%) (X, FHIOAS M 551 IO He E 72 BRR 2 R A HERF 92
7212 360mg/ A LA~ BFHEI 225 L7=, APL2-302 sXBRODOIGER i 5 & T, BRI L2228 4 [LDH i
NEHEE EIR (ULN) @ 2 5B OEE] 12, 1080mg 23 A Z & ~DOEZBOTEBY, Zhick - T, RHEM
SEMENREAMRHT C T S 417z 360mg/ A L PG & AR E OIRBEENER CTX 5,

APL2-302 iRBREHAM T, 15 BIAARK] 1080mg % 3 H Z LI 512 AEROHE~ME L 2 Bl EESLL
TG HEH . 13 BlIEERE G IR OHEE), MICIHROBRIRER /2N E HEBET D & FHRICHTE Lk
WSV TFIARE TH o7z 12 Bl 8 Bl T 4 v RO OLNIZZ LITEROSHFERTH D, iz, N
27 4 v RS LI 8 Bl 4 B TIiX 30 HUNIZIEM A FERIZIER L7gdyo 7223, PNH % C LDH s = &
FE—AF25Z L3R EEETCHDID, LDH HEER TGS Z LIFBKRMICEROH L Z L THDH, LM
ST, AF| 1080mg i 2 [B DO FEE CHEM 2 WY EH TE R WEAIE, MEOBRIRLZRITRE LB X7,
AFIO R T H5RBTlx, Mt Lz & THERIRFIEIIMR St -7, 1080mg i 2 [0 F#%5-T, Hb i
& LDH fEOWFIUTHK L THRADEIGEVIRENMEGOND EEXDNDLT-0, 2O 1l HBLOTET S
MREAICo% Gk, WENELOHIE (LDHEOKIS) AT, Ak ELEKO = e —/L (Hb &
OO WL T Th b,

SLEX Y 5 I AHBRBCTAAK 1080mg % 2 Blfe 5 - L, ERERAIHIET S v7=354 (LDH fE2Y ULN O 2 S0y
B) IIAK 1080mg & 3 H Z L IcH 545 2 AR S L@ iR, A NEmoOHSE (LDH EoikE) 721 Tk
<. Hbf, MWARMIEKELNE Y L EOWECREN D MEINEIOREICH#EY Ch o7z,

< HARA PNH BFIZEBT 2 ARK O Ak & O &>

APL2-102 3Bk, APL-CP0713-1 3B} (8 APL2-302 iRBR DAL F2> 5, 180mg Z#8 2 5 A EZ BN TikE -84
KON 1080mg i 2 FE TG LIz A 0T e ¥ a7 7 o ORFEEIZ, BRANEANEATEROD 2TV
LR ENT, APL2-302 REBROFERD G| AFIOFEIPFIZTH RN LR & 2EERITERO & 52T/ &
DR ENTz, F72, APL2-302 SBRDFER D, 48 RO Hb fHR O— 2 T A VD OBAL BN H AR N4
ME2EERAT—ELTND I E0RENT, 48 A O LDH OEHEIL, SFER & IEk L THARANT /> EM
TR, X=RA T A U NEOBBEDLRENVI ENRENT, ZTNHORRNL, BRANOHREMAELEOHEL A
REMER—& L, &AL LT1[E 1080mg 238 2 Bl F#HE5+25 2 & & LT,

YL EDOFER KO CCDS (2325 & | AFIo AER O EE, @, lAIZiE, <7 Za77 L LT 1 I[E 1080mg
2 B THEGT D, 2B, FORDERPELNRNIEEICIE, 118 1080mg % 3 HIZ 1 MO TR 53
HTENTED, ] ERELT,

RERUVAEICEET 5EE

1. AERUVAEICEET 5FE

1.1 itk (C5) PRERDDABNCEI Y B2 HB%, filifE (C5) PHEAIRILIC X 2% MmAEaMzx 570, AAIHEE:
BRGAT: 4 ERIEAIE (C5) BERIZIATLZ &,

1.2 BHEZENTHEIL. [ROVWERATHSNICAAZEE L, TORIEHOLNUOEDTEEHICEKET
5T &,

(fisH)

7.1 AHK|D CCDS ITEAESEFHE L=,

1.2 KHID CCDS 12 EE LT,




5. ERPRAUAR

(1) BRERT—2/1\vr—o

< FRAM &AL >
_?hase N HARA s R D —— AR, s - A
bR ID SAEA ELEf) e L
TR (o~ |SMEA HEREERE el 20 {5 ak—h1: T FaTT
sesarsy | (A—=AKFY DM > (100mg/mL) % 0.3mL (FF
EREEEE T |7 Fpyhhie 30mg) XIX7 Tk R%EHEH
BELEZEED RS
et AN ak—h2: T ras
KOS B e A > (100mg/mL) % 0.9mL (Gt
-~ SIS % B 90mg) XiX7 7k R%EHEH
. HEER. BT #e
APL oo s, ke b3 AT ESaTT
CP1014 B
R b, R > (100mg/mL) % 1.8mL (F
i e 55k 180mg) XIL~7' 7 &R %A
BT 5
ak—h4: XTwHaTT
> (150mg/mL) % 1.8mL (+
270mg) XIE7 T EARZHEH
BT #e s
TR (2~ S EA [sid ey rectin 20 1 X7 HarT L (200mg,
sesarsy | F—ALFY AN 600mg, 1500mg }% U 2300mg)
Z BRI R | 7) JEpyEhfE XX 7 7 &R & HEERAN
WG L7z & R—F 245
B |0k, A%
APL2-CP- | T K OB i
HV-401 |ZFHEd 2
Big, EIE%
b, 7T BR%
R BB
5B
TRER RS (2~ | S EA TEREHERE 24k 31 RTwHasT (45mg,
serarzy | (A—AKTY I 90mg, 180mg. 360mg. 720mg
ZHEEE T | 7) JIIRAeeE KON 1440mg) X7 7 &R
BhHLEZEED e Z i[RI TG
p—— Zz/i\r . BN
AONIIRE L 27
AL e
CP0713-1 )
B Mgk, MR
#ib, —HE
B, 77 2HRxt
R HAIRIE
L3R
TR 1T~ [SAEA TEFEREBRE EpEhEE |40 Bl ak—h1: 7y ar7
U sesarsy | (A—ALFY A v 360mg XIET T EARE
APL210] Z3FEOME | 7) TAE Crono Super PID K> 7 KN
GHEA, @2 Neria £ A& > b & T
KOG 1[E) T AR TG
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BhELIZEAED
EEhRE, 24
PR OB M %
92 28 A
R, &S
LA gk
Bo(mdR—b1,
2, KO3 I3 2HE
Bk, 77 &R
SRR, =R

ak—h2: T FaTT
¥ 1300mg XIE7 T v R %
FreedomEdge &~ > 7 &k O’
Precision Flow Rate F = —t
7y MERWTHE2ERE
&5

akr—h3: X Texarsg
v 2600mg XX T EARE
FreedomEdge & > 7 & Y

Precision Flow Rate F = — &

— b4 KOS X Y7y MERWTHEEIKZ
FEhRBR T THL
7 e AR xHRIEER aR— b4 T xaST
E L2 > 1080mg % FreedomEdge &~
7"} O Precision Flow Rate
Fa—tr sy FEAN
CIH 2 [\ TG
ar—h5: T xars
> 1080mg Z HEHRIRRREE A
W AT 2 [\l TG
EHREREE A |SMEA BHEEE A | SEE |16 4] RT e H a7 T 270mg
FTOHWHREIT | (ma—U—TF |TOHBRE Fevadu (100mg/mL) 3t 2 = (1 [=]
serarzs | UR) ek IZo& 1.35mL) MEEBICK T
270mg % H[A]FZ MiFH C3 &5
I | RS LSS
APL2-CP- | DIEMENRE,
PV-205 |&ME. etk
OMLEH C3 % 5F
filid DI ER.
MR L,
ITREM R
TEFHRE 1T [HAN TR ggetis 20 il 40D aAR— MIAXTEH 2
resarg I 7°Z . 180mg, 360mg. 720mg
% BA[RIE B T JEhHE B O 1440mg % i[RI B2 F 45
BhHLEBAED TR
watE, AN
B | RO IR
APL2-102 |7Hlid 2 —HE
T, R,
7T BRI,
LI T E SR
B (7)o
7 R)
s ) X=7¥ |SEA Ty ) =T ekt FE 12 41 ak—h1: T Fars7
HoRMARE | CRE) oM R | RN (5% 9 #il) > 25mg % BRI T # 5 (Day)|
I/ |75 PNHEHIC 9% PNH &% | FWEhhk D, i< &b 28 AOK
APL- (X7 kH =TT HHIME, X ar7
CP0514 | > % BRI/ Fe 5Smg % 28 HfE., #HEZ F#&
T#RELEZSHA 5.

DLt BE

aR—h2: X7 FarI

11




R4 2 IEE
. IS

e, HEE G
FAS W s -k
i

¥ 50mg % HL[EIZ T #5- (Day
1) »7< &b 28 AR OKIK
W%, rexarsw
30mg % 28 A, @A K T #
5

=Tl NI A i = by
> 180mg % 28 HH. #HH K
T#H

ak—h4: T eEaTT
> 270~440mg/ B % b3 $
5., kR 2 M

AT eLaTT CEMBEE.
Day 252 ~ 626™ {2 270 ~
440mg/ H O B G-\ AT

=7 Y X<7IC |SEA Ty Y RX=TI |2tk FE~ 23 {31 ar—hK1:XTEwHaTT
X ommER e | B, v v— | KDIREIEDR R | AN (545 22 #1) > 180mg/H % 2 T #5-
WPNH B#FIZ2 [+ 7, ==2— |VWPNH B TAHEE ak—h2: T FaTT
rerarzy |—JU R F Zhitk > 270mg/H X1 360mg/H %
W T | A KE) SEhHE i
FIbH |5 LIcEED
APL2-CP- | Z4ME, AR
PNH-204 |M. TARAIHR)
PER QSR E e
DT 5IEE
W, AW P
G, S my b
=7 JRX=7T SEA Ty Y R=TT |@aetk 4 451 N7 FaFT Ly 270~
X BRERENR e | GBI T, | XDIREEBENR | AR 360mg/ H % 2 T #% 5
VW PNH k[ e 74 [V PNH #B3% R
Jorera |H) JEpyEh e
7T v AT
Flatl | TG 0RAe
APL2-202 |1, RAME, H
S e OV @
REDFHT$ 2 IE
B, EIER
b, B WP
iR
Ty YR~T % |HARA T VR~ T & |k 80 f4il X7 & a7 1080mg
5L TH Hb i [ RO #FHELTHHb |Zeatt (AAN 10 A% |2 [EB T #5545 5D s F &
FEA 10.5g/dL £ |FMEIA A 10.5g/dL “ie) &L, BERGHII TS
WO PNH 5% | (A—A MZ Y Ko PNH & 275 1080mg 3 H T &
P G 7 YU | T ~ULF—, TG R TR
~T e L | 7T T ) X< 7 &R a0 M
e R I LN T BECRY
COFEMERD [T, EE, %
BEMEDOHESTD |2, 4AFY
OORimE, | A, KEH)
(R, 2

12



EESENE -
B, FEIExHELL
B
o5 111 FHFER APL2-302 3k : [APL2-302 3Bk : |/LEERXI/S |APL2-302 7Bk : |APL2-302 35k :
(APL2-302 3 |HAA T VAT H | TA—=H |69 4 R H 277 1080mg
B RO TR | KO $H5LTH Hb (BN 10 Bl % |2 8] 5 T 85 % 42 5B s F
B (APL2-101 3 |SFEA A 10.5g/dL &itr) L. MEBERGEAII IS
B 1B AL | (A=A FT YU | R0 PNH B 275 1080mg 3 H 2 & L
BTG A =2 | T SF— APL2-101 3% : | TG (C ¥ m rHE
Zxtd s | AFH 7T |APL2-101 #RER 40 7Y X~ 7 w2 o M
QTQTe |# a7 T D |A, R4V, v |fEFEWHRE BoHE
APL-EX20-| &7l D5 DN [ E NS APL2-101 3R
CP-004 SN AFY AT H 27T 360mgl H
A, oK) 1 [E1 5z T #e 5 X 4 3 [
N7 H a7 T 1300mg
APL2-101 3R : W 2 [\ TG X 4 @)
PANESPN X7 H a7 T 2600mg
(A=A KZV W 1R TS X 4 [
7) X7 H a7 Z 2 1080mg
W 2 IR T4 5 X 4 JE[H]
fEREBBRE . B | BARA fERERE . B | REEEEE 239 4
BrEREEEZ AT | RO HREmEE 2 43 (BT | (HARAN2661%
LuEs#E . PNH | SMEA LHRHE . PNH [TV ate)
B | BEICBT 58 B
Wpahte |y arT
APL-EX20-| O — W5 7 -
CP-002 |17 7 A /L% kf
(R Yt o1))
R ERET TV
DPHFE
Ry FaST PNH H# Hb KOt [115 f
RN [ic X BiREE LDH O | (AAAN 10 fi%
MRS — % )7- PNH B HARAN TE— | ETe)
& [IZk1F 5 Hb KOV K JSET IV —
APL-EX20-|LDH DI & — FANESUN
CP-003 |BUSET VO
%

X IRBREMIGIEIEE 6 SGT %, RAKOERLFHEEZ 1B L EERAS BCEG R 7205 1B 1 EHERGICH 0 F X
720 270mg 253 DB, WAHIOREEIC LY | BE L, KK 280mg E TORENRARETH 72,

) AROAGRINZRELCHER L@, AR, <72 a77 L L7T1 A 1080mg i 2 BE F#RE59 5, 28,
TR G DNV AIZIX, 118 1080mg & 3 HIZ 1 IO TR F#ET 22N TE 5, THD,

(2) ERPRZEIEER

1) BEEEEER
VI 1. (2) BRARHEBRTHR SN MPRE] OHSZMR

2) ENFHAER
(V.5 (4) 1) EMERGERR OHSH

13



(3) AERIGERHAR
- #BSME | HAER (APL-CPO514 3RER) V' (BAF—4)

. T ) A2 7L BB CEMNEKES N2V PNHBEICAT v & a7 T o2 Hu R O ER T
B L& EORENE, BRMEROFEYEREZ M T 2,
ﬁ% . A, EER. mmE . IFEER G, BEIR OSE W & 535
THA
PSES T ) A= T X HIEHR CHMA S E S eV PNH B 9 #il (GE~ 12 #1)
<18 kL |k
e « {RTE 55kg
—— T VAT R I p AU EESERTWD
« A7 Y —= ZWEZ Hb A 10g/dL Kl I A 7 U —= JHi 12 » A LN % 5 ) 7=
A
Fie B BRI
B4l vE A
adk—h 1 TiX Day 1 1278 % a7 7 25mg ANHEEIE TG S, 28 BRI EOKRER,
seFarT L smg N 28 HEI 1 H 1 B TG Iz,
SR — k2 TlE Day 1 1237 % 275 50mg ANHLEE THRE S0, 28 HELL LDk ~
7eFarT 0 30mg 2328 HiE 1 H 1 [BIR TR SN,
Sk aAR—F3TEAT X 2T7T 180mg 28 28 AR 1 B 1 B FHE Sz,
AR— 4TI LT T 270mg iR E 729 HE T H 1 EIRTRGEINDZ L & L. Day
28 LI, +o R EBRNEN G D v & X, 1BRIREE Lo LAGRE ST, BEEE
360mg/H £ THARARE L L7z, 1RBRFEMZIMEE 6 UGTHR, WHKRO®R G HiEE 1 B 1 RN
NHBAECEERTERAGS 1 B 1 BEREIZEY X, 270mg 25T 28, WA OREIZX
D, BHEE, f&K280mg £TORENAIHETH -7,
<ZEMFHE A >
IRBRIERE T CTRIAL-AESES
A
FEATTE B < B MEFEE >
* LDH fEDORX—RF A b O &
N R EMEDNR— AT A b DELE
CHb [EOR—RAF A b DL
A
<ZAEMEFHEE >
AP G- BRI B OB HA IR O RIVEM X 62.5% (5/8 ) 12580 v, F DONFITTESR SR
fhi HESEARR, 7T =0T T AT =T — BN 25.0% Q 61) ., REEASTREL,
55, TEEHALKEE, EAEALRIE, EEARALE O R, TRy b e v AR T T AT R
F. 7ARIX VBT I NI AT =7 — BN, HiRE. UER. HEVER. SEALEE. TV
., R, D FERES 12.5% (L F) Thot.
EELAEFERLRT 26 (Bl - FEEE N - FEL - PIIRIMASE - luE, 77=73/ b
TUAT 2T =B TARTX VBT I T AT 27—, &EFILICES A
IEE S FERERQI1LH (R - 52/ #Bdbhi,
AFRER D SR 5 B R VBRI B W TR LEITRD b Lo Tz,
<A PR A >
1) LDH fEDOR—A T A b DOEbE
akR— K 4ZBWT, LDHEDOR—R T A )b OB EOFHHEIL, 4 T-72.7U/L, 13
#T-97.3U/L, 49 T T-53U/L ThoTz,
2) N R B EAEDOR—RT A DR
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IR —F4IZBWVWT, AT R TR EMEDNR—ZT A S DB BEOFEHEIX. 4 BT
0.310g/L, 13 T 0.193g/L, 49 #T-0.043g/L ThH 7=,

3) Hb fHDR—RZ A vt DR
aR— k42BN, Hb EOR—AT A b OELEOEHEIL, 48T 2.72¢/dL, 13 #
T 2.98g/dL, 49 T 3.45g/dL ThH - 7=,

) AFIOAR SN AELOHET HEE, SR, 274277 L LT 1E 1080mg %3 2 BE T35, 728,
F 7B RE B IR VAL, 1B 1080mg % 3 BIC 1 BIOMBECR FRETHZ R/ TE D, THD,

- ESLE b 385088 (APL2-CP-PNH-204 5888) ® (GBS T—4)
T ) R TN L DIBRBEDO PNH BB X a7 T 0 2RERTRE LI EDL4E

A T, BEME, TR E MR OB 2 N5 5,
kB . B}

M% . B IbF, FEER., EBRERS, ey VR
TYA

PO PNH & ZWi X7 18 LI oo g 22 {4

<18 Lk

- (K 40kg

F72 + BMI 38.0kg/m?2 L F

SRR L « 27 ) —=>ZH® LDH {75 ULN O 2 %2 F

B O E A7 ) —= 7R 12 5 AUNICZIT TN D

A
EEVA 7 Y X= TNk DGR
Frok e Iy

amR—h 1 TEATEZ a7 7 180mg/H, ad— b2 THE270mg/ H (EERICE S RN
(MRS AT KR 360mg/ H £ THET) BSE TS S,

amk—h 1 OBREFE, X7 X a7 T 180mg/H M EK 28 HIfEEG- Sz, ak—k 2 0B#H
1%, EEROMEGABRICEITT DA UL/ S— F 2C IZBITT 2854, IEEROMKERBR~DO/MA
NRAHEL D ET, /X a7 7 270mg/ B Ak 364 ARG SNz, ah— b2 T,
BRI E ST WEMICHBER AT, /v ¥ a7 7 0 0fBE%EKK 360mg/ A £ THEAHE
L U7e, AEWNEIT, BEE R Y =K OVEBRIKEE I LV &GRS, FEis vz, <7k
Za7T %, BES LL2BOR—F 2R TRE, IHREIOKR FEAL Y 5 Iz,
<A PR A >

(EZEFHmEE )

* LDH fEDX—R T A 026 DL &

AT RO EMEDONR—=RZT A DR

FEAT2E cHb [EOR—RAT A b OELE

R 15

< BEMFGEE >
IRBRIER G T CRELLI-AEES
Iy

< B VEFME A >
(FEFEEA)
1) LDH EDR—R T A > h b DZE{b R
ak—h 21ZBWT, LDHEDON—R T A b OE{bEDOFEEEIL, Day 29 T-
2188.3U/L, Day 85 T-2094.0U/L, Day 365 T-2105.2U/L TH -7z,
il
2) NT R BREUVEONR—RAT A NGO LR
k=R 21BN T, AT R EVEONR=AT A b OELEOEEEIX, Day29 T
0.435g/L, Day 85 T 0.094g/L, Day 365 T 0.066g/L. Td > 7=,
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3) Hb EDX—R T A inb O E
aFk— bk 2IZBWT, Hb EDOR—R T A )b OE{LEOFEYIEIL, Day 29 T 2.77g/dL,
Day 85 T 3.45g/dL, Day 365 T 3.68g/dL TohH -7,

<ZEMFHIEE >

RIEMIE 45.5% (10722 f) 12388 BALTz, FEEBBHEED 5% 1 THh o 7o BIVEAIZ SO RLEE
18.2% (4 f5)) . BRIRZIREZ, KA U U AMIES 9.1% Q) Thol,

EELAFEERIT 6 (BREUE - SfEE, EHH4AY, IENEL - SIS Re, BEELE, i
s - VR - FEAEERMAE 7 2 B U RIE, SERIER - Eil - I8 . G5 PIkcE - FE
LT 2 (EEHTAY . BEUE) B bz,
AFRBRIZIWTILED 14 (FAERRMANL) B0 b,

) AFOEBENT-RER AT @Y, A, 78 Za 75 L LT 1E 1080mg i 2 BIE FRS5T 5, Rk,
F3 7RG B IR WAL, 1R 1080mg % 3 HIC 1 BIOMBECHR FTRETHZ 8 TE D, THD,

A [la HEER (APL2-202 SER) © CHSMT—%)

HE)

T ) R TN K DIBRBED/ PNH BB X a7 T 0 ARERTRELIZE DL 4E
M DEME, AR OSSR ENRE 2 Sl 5,

RBR
THA

B la A0, HEER. BIER L, PR MHE 5 HER

RES

PNH & 2ZWr &7 18 Ll LD EE 4 i

Fia
BRI TE

<18 L
AT V==V JHT12 5 AUNIZEINEZ T\
« A7 Y —= 2 ZEEO ML/ MR 30000/mmd 487> i FER G $R 500/mm?d
« 27 Y —="7W;o® LDH fEA ULN @ 2 {21 E
Ay

E7
Rk e

s 7 ) A= TN K DIRIEE
« TEENE D I R
- AR O R IR K HE
B BER I
- BEOHARREZ M
« A7 Y —=> J'WHZ Fridericia Mi1E X% AW CULETHIE L= QT MRDIERE (5B 450ms
t8. Ltk 470ms B & EFH)
A

AR5 1k

R7EH 27T 270mg/H (Day 29 L%, Ak 360mg/H &£ T) 73 Day 1~364 (2 T 5 S L7,

BRNIECYE!

<A PR A >

(EZEFHIEA )

* LDHEDX—R T A 026 DAL &

CNT R EAMEDOR—RT A OB E
*Hb EDR—RF A D DAL

<ZAEMFIEE >
BB E T TR L EAEESORREE
e

il R

< B MEFAMEE >

(FHEFHMEE)

1) LDHEDOR—2F A b DL E
LDH [EDR—R F A b DAL EOYE)HIL, Day 29 T-2373.5U/L, Day85 T-
2303.8U/L, Day 365 T-2322.8U/L Th -7,

) NF R MEONR—RAT A D DR
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NT NI EMEOR—=R T A b OB LEOEfEIL, Day 29 T 0.43g/L, Day 85 T

0.00g/L. Day 365 T 0.08g/L TH o7,

3) Hb fEDOR—R T A v D2 LE

Hb EDN—2F A 26 QL RO FEIEIL, Day 29 T 2.58¢/dL, Day 85 T 4.31g/dL, Day

365 T 5.27g/dL TH -7z,

<ZEMFmEE >
EIVEFIE 50.0% (2/4 f5]) |

IZFRDH BV, EONFUTESIAIZE @, SRR, THALZ O ¥

B, FEHEAIERE, O F v, FIEE 25.0% (1 f#) THhoio,

HERAEFRII1LH WE

BT B LT,

ARBIZBNT, EFILIZESTEHERS, HLIFEO LR o7,
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HE | & EIBERE 15.39+3.930 -9.04+6.954 24.43 (8.84,40.01)
2 T fEpgRE 7.98+3.366 3.86+7.237 4.11 (-11.58,19.80)
/L SR HE 5.76+3.258 -3.80+6.420 9.56 (-4.52, 23.64)

*E Ok RE 15.08+2.946 3.82+6.349 11.27 (-2.38,24.92)

95 97 -22.93+3.321 -2.18+6.644 -20.74 (-35.29, -6.19)

L - NE -0.34+1.632 -0.33+3.876 -0.01 (-8.38,8.35)
i Z2h -0.74+4.323 2.01+7.841 -2.76 (-20.36, 14.85)
K| P R -20.12+3.488 -5.55+7.019 -14.57 (-29.90, 0.76)
Zl RHEHR i 2 -9.18+3.955 -9.50+7.090 0.32 (-15.67, 16.30)
/L RARIEOE -3.76+3.357 4.19+7.009 -7.95 (-23.23,7.33)

(& 2.98+3.248 1.19+8.129 1.79 (-15.70, 19.29)

N 0.31£3.711 1.68+8.204 -1.38 (-19.28, 16.52)

TR 1) IR -6.82+3.853 0.58+6.297 -7.40 (-21.76, 6.95)
MMRM*

W N—=RTA ] JERIRT, 5 KRB R OB GRE LORBE O S EARH TR L7 7 — 2 2 AT L=,

9) 17~48 D Hb HDRX— R T A b DL E
48 HIF D Hb EDOR—RA T A S DELRITRT v X 27T kiRt 2.47g/dL, =27 U X
T2 aTT R 2.93gdL THY, BRSO T4 b OHBIILLTO L

B Tholz,
(g/dL)
5_
H 4 IVVART/RILIATF8
b T RIEIITSVE g LT
& ] T
» 3 T
T
A 24 RGEHIT5o8ER
= \
Eff \
1 \
B g
5 I\
0 — o
-
9
E IZURTTEE
ROESTTTRER | 4041 40 40 40 38 36 38 373737 38 37 37 37 38 33 34 36 33
IVAT/| 3937 37 38 39 36 39 39 383837 37 38 37 38 35 36 36 33 30
RASIT5H L T T T T T T T T T T T T T T T T T
*(3)1%)2 Day12 4 6 8 12 161718 20 22 24 28 32 36 40 44 48 (&)
+— E{ER{LR5A[ FEFIRIRSHAR

ITTEM F9ELSE

10) 17~48 HOMIRMEREL D X—RF A4 LD OEb&E

48 M S OMERMEKB DO N—Z2F 4 oS DERIT T v Z a7 5 ki EE-135.64 X
109L, =27 XTI vHarT FE-12822X109L THY ., EEEGHMOR—RF A

NOHDHBITLTDO LY ThoTe,
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(<10%1)

ITTEMH F9E+SE

504
O, THUXTT®

m O_

E ~50

Q

;|<—woo— W Aciomd i

2

—150 : o

%f NRTE9ITS8

\J

5 004 IURTT/RI LTSV

(/2]

?}t\'

£ 250

RIESITTURERE | 3941 39 40 40 37 36 37 353636 3¢ 35 36 35 38 31 33 32 31
IOUAT/ | 3937 36 37 38 36 39 39 383837 37 37 37 36 34 33 34 29 29
RIEIITIH T T T T T T T T T T T T T T T T T —
—3-2Day12 4 6 8 12 161718 20 22 24 28 32 36 40 44 48 (@)
GB)
+— BE{EAEIRS M JEERIESEAM

11) 17~48 D LDH fED_— R T 1 6 DL &R
48 WHF D LDH HOX—RA T A b ORI T v & 277 UfkRE-41.53U/L, =7
VA= T X7 H a7 f#-105270/L ThH Y, RGO RX—2F 4 b OHERITL

ToEEY ThoT,

UL

200+
[|3 100 I royzeim ARIEIATSUERR
H
i&

IPURRT/INGEIITSIE

ITTEE F9ELSE

(ZE 1)

RIRIITIUMERE | 3941 39 41 40 39 36 38 363837 35 37 37 36 37 35 35 34 33
I7JA¥T/| 3938 37 38 39 39 36 39 373738 37 38 38 37 37 36 35 33 30
KEPSTIS T T T T T T T T T T T T T T T —
—32Dayl12 4 6 8 12 161718 20 22 24 28 32 36 40 44 48 (i)

(8
«— BER(RSERE " ISR S >

12) 17~48 M ® FACIT-Fatigue A 27 D_— A 5 A L int D&

48 JHIF 50D FACIT-Fatigne A 37 DX—RAF A N HOEEIIN T ' X 27T ikt
1014, =7 U A~ T|_TE X2 a7 T U89.62 THY, EFREGHMOR—2F 1 b OHR
LT EBY Thot,
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209

e RGBTSR IOUXRTIRGEITTTIE
i T-
AT 104
=
i
b o5
B RGBTSR
wg
u
Ze o
£z
=1
7
® -5+
RIEITTT A 39 41 40 39 39 37 38 363836 37 37 36 37 35 34 31 31 30
IPXeT| 36 36 37 36 37 37 38 373537 36 38 37 37 37 36 31 32 29
RIEITF5H T T T T T T T T T T T T T T T T T
(\:ﬂg)Day'l 2 4 6 8 12 161718 20 22 24 28 S22 36 40 44 48 ()
+— E{EAEIRS M JEERIESEAM

ITTEMH F9E+SE

13) 17~48 WD LASA 227 DX—Z 5 A L inb DOZb i
(ZEBE®R)
48 IS D LASA AT DR—AT A UInEOEALRITR T2 a7 T kgt 58.66, —
I VAT T2 a7T U8 5652 ThHY ., BEGHRIOR—2F 14 0D OHRBIZLLT
DEEBYThHoT,

1204
& 904 . RIEITATSUE THURTIIRG ST IR
S
A
A 604
=]
P
~ 3041 . .
;|( RIS ITS
2 o
2
h\
5 304
2 7
£
= —601
REESITT 38 40 39 38 37 36 36 353735 36 36 35 34 34 33 30 29 29
TIIIZTT] 35 36 37 37 38 37 38 373537 38 38 37 36 37 36 31 32 29
RTETTIS Y — : : : ! : ; —
—2Dayl 2 4 6 8 12 161718 20 22 24 28 32 36 40 44 48 (@)
G#)
«— BIEALIRS AR e IESHIRS AR >

ITTSEH FafE+SE

14) FEEMBG-HAM P Iz X 72 AR M ERE I BT (17~48 38 &Y 20~48 )
FHEEBRBEBAM P IC B S AU 7- i B AR M R M BAT IS W T, SEEIL S e X a T ik
BRE1.79, =0 ) X7/ _T7 v H a7 T U282, PRIAITZENZEH 0.0, 00 ThHoTo,

ITT £
R X aT T ke T VR TIRTvLaTT Rt
(n=38) (n=39)
FaHNL 68 110
SE#JE +SD 1.79+4.674 2.82+8.300
i (FEpH) 0.0 (0, 18) 0.0 (0, 48)

15) 17~48 i D QLQ-C30 AT DR_R—RA T A b DR
(ZEEHR)
48 WD QLQ-C30 AT DR—R T A LGS DAL EOFHE LY (B/h VB 13T
FDOLBY THHT,
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ITT £

/N 3 fiE+SE
TV H AT T AkGRE Ty YR TR R aST R
(n=30) (n=28)

IR E/QOL 18.89+17.635 13.99422.912
” B R RE 15.33+15.278 10.80+17.765
HE | & HIHERE 16.67+27.334 20.114£27.595
? e 10.28+18.657 5.36+17.005
/‘V Rk AE 7.78+23.462 0.00+18.703
FhRBERE 16.11+24.166 14.88+22.379
57 -21.48+26.733 -23.75+29.506
L - g 2.22+11.357 0.00:4.454

i LI 0.56+27.849 3.45+20.596
MR| T AR -17.78+29.985 -27.59+433.415
o | R 66725371 0.00+28.172
/]1/ BARE -7.78+14.339 -3.45+22.440
15K -1.11£22.289 -2.38+8.742
T 1.11£29.664 5.95+15.853

FR 15 O I -15.56+24.343 -8.33+19.510

BARNEM (37 7 N— A1)

1) EEAE GHIR O 16 A O Hb [EOR—A T A L nd OZELE:
AARNEMICBT 2 BiEA(LE S5 MM O 16 HEERO Hb [EOX—R T A h b DOEALEILA
7B arT R 239gdL, =7 Y A~ T #E-0.60g/dL ToH o7z,

ITT £
RTeHaTT R T YR TRE
(n=5) (n=5)
R—2F A (g/dL) 7.81£0.644 7.70+0.788
16 WE DR (g/dL) 2.39+1.054 -0.60

FEfEESD

2) FRULEDREEIS (EEVEALE S BIRIRICHRIL 2 4B & LR Do T2 BRE 0EIE)
AARNEMICIB T DEMLEREA T a TS Bl s B, =27 ) X<~ 7RSS Fir 1
FlcH-7=,

ITT 4
RI7wHaTT R EVR a7y -
(n=5) (n=5)
i ML [FLEEE S (%) 5/5 1/5 #
FEMZE (95%CD (%) 36.96 (-5.55, 79.47)

J&1t. Cochran-Mantel-Haenszel ® x 2 K&

3) ME(EA(LE GO 16 BREEOMIRMERI D N—R T A 22 b DA &
HARNEMIZIT 2 EEL (LR EHR O 16 WS OMRMERBDON—2F 4 o6 OE i
IR X a7 T U RE-89.00X 109L, =27 U X~ T HE-55.00X109L Th-oTz,

ITT 4

NTeH AT T
(n=5)
155.00+31.024

T U A<= TR
(n=5)
184.00+39.115

NR—=RF A (X10%L)
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16 HEES DL E
(X10%L)
SEHEESD

-89.00+22.192

-55.00

4) MEEZLH 5B 16 WA O LDH [EOR— 25 A b DELE

HARANEMIZE T D WAELLE GBI O 16 BEES O LDH EDOS—2 F A b O L BT~
T s arZ U EE-61.10U/L, =7 Y XA~ T7EE-6.00UL THolz,

ITT 4£[H
Ry a5 R 7 U X<w7iE
(n=5) (n=5)
_R—27 14 (UL) 234.50+57.118 479.40+627.489
16 IR D% b E (U/L) -61.10+14.354 -6.00
P fE+SD

(ZE1GH)

5) EVEZ ALY GBI O 16 WA D FACIT-Fatigue A 17 DN— 2T A b DL LR

AARNEM BT D EIEA LR EHIE O 16 W .0 FACIT-Fatigue A X 7 DN— AT A L)
SDOEAEIFT X 2T T UEES5.60, =7 U X<TE0.00 Tholz,

ITT £
RTwHEa ST R T ) R~ TRt
(n=5) (n=5)
R—=AF A 37.20+8.408 38.00+12.268
16 JERE DAL & 5.60+5.550 0.00
S E£SD

6) VARSI O 16 BREOMEL VAL EMEOR—R2 T A b O E
HARNERIZEBT 2 BIEALHRSHM O 16 HIFROMBEE UV LEEOR—Z T 4 hED
TALEIIA T ' X 277 BE-6.59umol/L, =7 U X< 7 #£-1.90umol/L ThH o7,

ITT £
RTwHaTT R 7 ) XA~ T
(n=5) (n=5)
R—R27 A (umol/L) 25.69+£5.980 25.36+£14.937
16 IR D22 -6.59+20.357 -1.90
(umol/L)
FHEMiE£SD

7) VARSI O 16 B SAOANT 7o L fEOR—R T A b DL

AARNEMICE T 2 EEEAE S HM O 16 BE SO AT L 7B EfEOR—RAT A VB D
BALEIT R v Z 375 URE-0.040g/dL, =7 U X< 7 HE 0.400g/dL TH o177,

ITT £
RTwHaTT Rt 7 ) XA~ TR
(n=5) (n=5)
R—2Z A (g/dL) 0.156+0.1590 0.154+0.1655
16 R R DOZELE (g/dL) -0.040+0.1918 0.400
F-HJE+SD

8) 17~48 D Hb LD R—R T A L inb OB

HANERIZEBIT S 48 BFAE O Hb fEOR—Z 5 4 b OB EIFZR T v X2 275 ke
BE18lg/dL, =27 Y X~ T /T4 a7 T 3.24gdl Thol-,
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ITT £

TR aTT kR =7 RX~<7/
(n=5) RTeE TR (n=5)
R—2F A (g/dL) 7.81£0.644 7.70+0.788
48 WK DR (g/dL) 1.81£1.033 3.24+2.549

) fE+SD

9) 17~48 MOMBARMEKE D R—2F 1 b DLV
HARANERICBIT 2 48 B S OMERMERBE DO RXR—Z2 T 4 NS DB RIT T X aT T
HEHERE-89.00X 10%L, =7 Y X~ T[Tk H a7 T FE-114.00X 10%L Tdh o 7=,

ITT 4£MH

NI H 3T T ke RE
(n=35)

Ty ) X</
RT¥vHZasT U (n=5)

N—2F A (x109L)

155.00+£31.024

184.00+39.115

48 AR RO E
(X10%L)

-89.00+23.292

-114.00+£42.190

) fE+SD

10) 17~48 D LDH [EDX—Z T A4 6 D b
AARNEMIZI T D 48 IR RO LDH fEOX—R T A LV inb DEL &I T X 27T Ak
RE-53.90U/L, =7 U X~ 7Tt &2a75 L #£-337.00UL Th -7,

ITT %£H

TR H AT T kR
(n=5)

T VA~
X7 HZaTT R (n=5)

NR—=27 A (UL)

234.50+57.118

479.40+627.489

48 WM RO R (U/L)

-53.90+12.896

-337.00+£645.759

FHEESD

(B 1)

11) 17~48 D FACIT-Fatigue A 2 7 D_X— 2 F A b D&

HAANEHIZI T 5 48 HIF 50 FACIT-Fatigue A 27 D_—A T A U NE DL EITT &
2 asT UMERE3.60, =7 RS T/RTvHaTT U640 ThHolo,

ITT 4£MH

NI YR aTT kG RE

T JRX~<wT/

<z aMERHHTE E >

(n=5) T HaTT 8 E (n=5)
NR—=ZF A 37.20+8.408 38.00+12.268
48 R OZEA L& 3.60£10.359 6.40+8.081
SEEJE£SD

HBAZEWE O ) X~ T+X7 & a7 T CRHCEB T ARIERIL, <~/ 8 a7 T o EEE
TEF AN 80 5 46 5 (57.5%). =7 U X~ 7 BIdEIVER A 80 I 4 5 (5.0%) 1388 b7z,
FheT s arT oBEEIER BB S%LLE) IXESERALIIEE 25 61 (31.3%) . IEHHNLZE
D PERE, TEFRIATAERRS 10 61 (12.5%) . FESTEALEOG 8 B (10.0%) . TESHBALEERS 5 51
(6.3%) . Ty, TEEEALER, BEWAA 4 4] (5.0%). =2 U X~ 7 BIEEM I @ f BRI E.
G ERIBAE, BIHEER ., 7= T 3 MR T =5 — BN, /MBI . P, B
i, MEIRFEEA 141 (1.3%) Tholo, EERBWEMIZT LY BET 1 4] (BuifiE) B 6
N, EFILIZES>TRIERITRD o7,

IR G ORBIERII R 2 275 R 41 il 16 B (39.0%) . =2 U X~ 7R 39 fl
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76 (17.9%) ICRO BTz, EREHWEH (WThhOBETRIE S%UE) 137 k8FarF
URECHESEAALEE 6 5] (14.6%) . TESHABALLES 4 B (9.8%) . TESTEBALAERS . TEFHAAER%
3&JU%@ T YA TRETHM 3 B (7.7%) . B, HERS 260 (5.1%) Tholo, HE

BUWERIZ~7 & a7 8T 1A (BEE) B bhic, 5P IRICEZRERIE<Y
?5377/HT1W(%m)mb%ﬂto

HERBEHBOLT w4 a7 T A+ o0 ) X~ T/~ T w4 a7 HEORWEMIL 77 7
34 ] (44.2%) IZRRO b, EREWEM (GBI 5%LLE) (TIESTEACALEE 9 61 (11.7%) . 1%
SHEBACAEAE S 6] (6.5%) . VESTERALZ 5 FERK. BEJRA 4 1] (5.2%) Toh-oto, HEERRBIERIL 4 6
(B, MR E, e, il f) 8o biiz, F5FIRICE - -REIER X
361 (B, BECENgZE . Bt Im) B0 bhi,

BANEMN (37 7 v— A1)

AARAENICB T D EABEGHE Oy ) X7+ 4 a7 5 BHOBERIZ, </ k® 4=
7T BMERIERZS 10 B9 9 ] (90.0%) 1280 b, =7 U X< 7 BMRIERIZEED Had
o, X7 X 27T U EEENERONGRIZESEAALEE 9 #1] (90.0%) . EHEALAERS . T
PEERRS 5 61 (50.0%) . FESFNALZE 5 FERE 3 61 (30.0%) . {ESHBALAETE ., fifkasy C3 s 2 #
(20.0%) . HEFE FESERAIPIEL, TR, SENALRE, ST O REE, L, . IRFEMS 1 6
(10.0%) ThHotz, EEARMER KOG HPILICE > ZAVERIEEED bl hro iz,

BANEM BT 2 BIELLR G B OBERIT 74 a7 #5 PR 46, =7 U X~7
ﬁ5m$1mgmw5n(uTH@ Z OWNFUTESIBALEEE 4 51, 0 5, ESALIERE 4 51,
0 B, FESHERACAESS 3 6, 0 B, TGO 1B, 0B, MER o Bl 1 I Chotz, EEREIE
AR ORI E S ZRIERITGRD bz h o1z,

BANEMICBIT 2HERB GBI ORI 4 a7 T Vikgt+—7 U XA~ T T XasT
FEOBEWERIX 10 B 7 61 (70.0%) (258D BAv, Z OWNFRITIESBALEERE 5 51 (50.0%) . G
NLATEE 4 6] (40.0%) . TESEALIER ., EEHNALE O FEIEAS 2 B (20.0%) . TESTEBACIENR, TEFHER
A, MR, TR, B, BMEZEmE. ®ilES 161 (10.0%) Th-o7o, EEREIEHK
UG IICE S ZRIERITERD b h o7z,

<FEIFFAMEE >

1) HEEAFRSHM O 16 WIFS DO PNH # A 7 T+IFRMEREIE DR—A T A inb OB E
MR LA LI GBI 0 16 WEF S D PNH % A 7 T +IIARMEREN G D_—Z T A v OB EIT
NI H AT TR 27.653%, 7 U A< TE9.703% TH -7z,
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(%)

o~
o

BITERE S U AN — >
SIPMEESHE+ AT ZT
ri>
o

-40

NS e

b DR E

o
Q
L

PD&H
FHELSD

{

-9.703
+14.5582

NRIEZIATSE
(h=41)
66.8

IOUXVNTE
(n=39)
TR

2) EEALIE GO 16 S D C3 47 Y =L PNH % A 7 U+ R MEREIE DR— 2T A

MEVEL AL G O 16 WS D C3 47 Y =L PNH # A 7 T +FRMEREI G D_R— R F A
UINEDBALEITIAR T v X 2T T U RE-17.944%, =7 ) X< TEE-3.156% CTH o1,

BITERE DU AUIN—>,
SIHPMHEEHE +EJAQTZoSV] IKUNWO

|
B
O

i
by
A
&
W

—yoid

=0

RIEFATSIE
(n=41)

IOUXRT#
(n=39)

PO
F2fE+SD

17.7

-3.156
+10.4845

19.8

<A EhRESEAME R >
T/ U RA~T (B THHEZ) OEBA+4r72 PNH EE 80 il (HAN 10 & Ete) 127
& a7FT 2 1080mg il 2 MKER TG Lt &I a7 T OMmiEF b7 7RER

LTOLBY THY ., HIEHES B 4~6 BB ICEFIREICE L, 48 8 H E CHEFF S L7,
10)
AT BT T R Ty Y X< TR
S5 A 051 -3@ (Day -21) 27265 (39 i) X2 26772 (38 f4i) Xz
23 (Day -14) 436186 (41 ) *2 | 430+96 (39 fil) *2
1 B (Dayl) *! 594106 (41 f7) *2 | 588111 (37 f5) *2
238 (Day 14) 666118 (41 1) %3
41 (Day 28) 676115 (40 $i) 3
TEAEZ LB 5 I | 6 (Day 42) 677132 (39 fi) 3
8 ¥ (Day 56) 692106 (37 #1)) %3
1238 (Day 84) 708124 (38 ) K3
16 38 (Day 112) 714109 (36 1) —H3
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24 3 (Day 168) 667173 (37 51) 668141 (38 f5i]) *4
S g
48 i (Day 336) 660193 (22 f4) 627178 (18 fif) *4

FEIEESD  (F13R) — N ET

X1 EAEZ AL G-I ORI G-

X2 AT H AT T RO ) X~ T 2O RERS
3 =7 VAT EEE

¥4 XS aTT RS

2) REMHR
(V.5 @) 1) AMHRIRB) OEEME
(5) BHE - REAIEER
LR L
(6) AFAER
) ERAMRE (—RERRERE. BEERREHE. CAAMLEHE) . REREHRT 5 —2BE, W
B RBERRBRONE
HERHE TR RIEPERIIANE 7 1 &V IR &k b LT 21 (bt

ARG ST AT 7 1 BV RIERE 235 & LT, EAEE TSR T 2 A8 O LaME &R O A
(B oA NET D,

2) ARREHELTERTFENDAEREEMR LI-AE - HEROBE
1.5 AAFHRVRE - EFRLOFREE OHSM

(7) Z0its
MR L
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EMEIB(CE T HIER

1. REZHICEEH S LEMRITEEME

AR

2. EIE{EHR

(1) fERERML - /EFRERF
RIVH AT T L, MR C3 Z T B R ORFOFEMALT T 7 A 2 b C3b ICEEBRMECRA TS Z Lick v, C3
O L ATEEALO TH=7 = 7 ¥ —OARE T 25, PNH TiE, MEIMAIMIT C3b 47 Y =1Lz L v
XN D, MENFEIIZTHRO MACIZX W NTESND, 78 & a7 T 0, #ifRkh A7 — LT C3b KO
MAC RO FIVER T2 Z LI X VRS A r— REMEEE L, T ofE, mE /ALK O NI %
FIEEITHFZH@ET S > 2, T ex2a75700In 60 PNH BE 2BV T, Miikz N L-mmirem
RGO S B D EEZ BN D,

TELARRR L% F 5288 EEH
1= 1=
< /l L1 c3Q

l B RATINA R

Ciq | Clr  MBL/Z13U/ | MASP-1 a0

Cls aAL2F2 | MASP-2
l » Factor B
% O)F
ca > @pc2 C3(H=0)FB QJ
Factor D @
e T
C3#& . C3
(C4bC2a) < Q‘ (C3bBb)
Ch/’@] MEHEMm
/‘ﬁ FHIASREY PNHZRIIBRIZH TS
Cé) x é3h 7 C3b#A7v=1b
itk (C3) EHEA A=Yy ——————> 2
RIEHATSY ’5'&!‘
/LD F R BERE
CoEififF = . CHEinEHR

(C4bC2a3b) (C3bBb3b)
LJ o) | mpvam

71—74«7'\4—_),_} PNH%M&[:E)‘H‘;"J

MACT
cs —’Q&—*'

Risitano AM, et al. Front Immunol. 2019;10:1157, Mastellos DC, et al. Semin Hematol. 2018;55 :167-175 X ¥ 1ERk
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(2) EEFEMATHHABRMIE

1) C3 R C3b It BIEAB|AMNME (/n vitro)
R7eHFaTT 0 C3 KO C3b kT AAEA BT SRR EANE ITC) X WiHMiLz, /e xar7
VEBHTLIZE N C3 AU EIEE B C3b NI EEHICTF v R —ITEA L, AT AL E—HIERIC
EHEAER Kp) Z#BEHULERER, X7t x2a 7500 €3 KO C3b IZxT 2B N2 15.6,
21.3nmol/L TH o7z, Fio, X7 X aFT L 3 EONC3h L OMOEALFEERMITEEI 0517, 0518 T
HY, NIRRT X AT T I HFITC T C D255, HEXTF RRAL NI T RREETEHI L%
ARLTWD,

Ko fER A S L B iR E

Cc3 C3b
Kp (nmol/L) AL EiniE Kp (nmol/L) fEA LS EiniE
RTwHaTT 15.6 0.517 21.3 0.518

2) WABEEEE (/n vitro)
NRTwE AT T D in vitro FEWTEVEITREREE G 0EWAETRE (ELISA) 1ZH-3< Wieslab 7 v A2 LY é%ﬁ L
Voo TEXDREDSRT X aTT70HEMUDA L Fa—F Lz MLTEE S AHIRRE ORI LY S & [H
ELl~A 787 VRICEML, MAC EORATE h—7Thb C5b-9 DIHIC LY fﬁ%mﬁﬁ{t%w#ﬁ&“& L
THIE LR, X7 v % a7 O invitro TOMREIEM [S0%0FRE (ECs) ] 1% 0.05695umol/L, X7 & % 2
77 O CIITRT DR AR A5 TW S IE PEG (b7 F FEEF| (APL-1) TiE 0.1648umol/L Toh -7z,

E FIEICE1T S APL-1 RURST £ 23T 5 O OHHREEENE

(%)

100 4
el t S APL-1 0.1648umol/L
807 RFEHIFS> | 0.05695umol/L
60
B
=
%
40
20 A
0 T |
0.001 1 10 (umol/L)

(3) YEFIHIREER - FFHEaEh
[V.5. (4) 1) BNHERIIAER 0ESR
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VI. EMEREICEY SRR

1.

(1) BRLAMGMPRE

I AR E DR

LB L

(2) BRRAEBR CHRE SN -MARE

1) BARANBERHKERE : B [ HHER (APL2-102
HA MR A 16 Fllc_7 X 275 180~1,440mg % H[AIEZ FHE L7z & & O Ml g OB & Oy E)

BRI A=ZTUTDEEY Tholz,

)

BEBRAICEFTERTE2a3T500nFERREER (BEKZRE. BXA)

(wg/mL)
1,000 4

100 o

MRE-BIE

EEMRSME 5ug/mL

g

— RGEHTTFS521,440mg (n=4)

=== RIEHATSUT20mg (n=4)
ARGEFITS52360mg (n=4)
ARItE537F52180mg (n=4)

-
- -y
-y
-
-
-,
-y
-y
-
--
--.
L ]
L
-
=
-~
-
~
-
-
-
-
-~y
-
-~
.
-~
-,

T T T T T T T T T T T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816 864 912 960 1
HE DR RN

BEBACETERT 23 TS50 0ENEE/NT A —4 (BEKZE, BRA)

T

N7 HZar7T oD MHAE

INT A=K

180mg (n=4) 360mg (n=4) 720mg (n=4) 1440mg (n=4)
C,.. (ng/mL) 40 (11.6) 63 (26.5) 146 (6.4) 242 (25.6)
t . (hr) 144 [120-168] 192 [120-241] 132 [120-168] 156 [72-168]
AUC,,; (png* 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)

BMEEIE (WCV) UL IAE [HREDH]

Conax * BB MLTEFIREE e - BRI EERITERFR] AUC ine - [T 0 7> 5 MERRINFRA] S ~C 0D % B2 -5 Rl R i
B CLF : RNT D7 VT TR VZF @ BT OS5 EE

2) SEANEEWHERE  BSE 14AER (APL-CP0713-1 ER) 10
SMEAERERE A 24 BlCBWTC, X7 H a7 T TR TS, BN EF BRI ISR S0, tmax O HJLE
X 108~144 FF[E] (4.5~6.0 H) TH ., BEREITHELGFINIZHEI L=,

%CV : %A ENREK

BEBACBTERTL2aT5 0 0mERRERE (BEERS. AEAT—%)
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,0081,056 (hr)

tip  ASARAHTH R



(wg/mL)

1,000
FhofE
=0= ARTEH#37521,440mg (n=4)
=0= XFEHFIFS52720mg (n=4)
=0= RGTLFIATF32360mg (n=4)
=0= RFTELFITF32180mg (n=4)
100 4 NGEHIF5290mg (n=4)
" NGtE53F5245mg (n=4)
8
3
P
B
10 41
‘I -

0 48 096 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816 864 912 960 1,0081,056 (hr)
HE DRI IR

BEBACETE2RT 22T 0 OENBHE/NF A —42 (BEKE. HEAT—4%)

RIvFEaTT L oOME
INT A—=F 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
Crx (ng/mL)
(34.1) (36.4) (9.3) (26.3) (11.6) (19.6)
C ) 144 108 144 108 132 108
. T
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
t,, (hr)
(17.9) (18.3) (20.4) (10.1) (6.3) (4.4)
17.2 11.1 13.3 12.4 12.2 14.8
CL/F (mL/hr)
(28.8) (18.2) (7.4) (18.3) (12.4) (12.6)
4.8 3.5 4.04 3.64 4.13 4.45
Vz/F (L)
(28.2) (14.4) (13.5) (25.6) (17.2) (9.3)

BMEIIE (WCV) SUTPIAE [HREIH]
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3) SHEERERERE - MESME 1 AIEBR (APL-CP1014 #RER) 17
SME NP 16 BHUZARK] 30~270mg iE) # 1 H 1 EE NG LIzt ORI X a7 T v ORYEE T A
—HZIUTDOEREY Thotz GFEAT—X),

T TE TR A
1 HH 28 HH
INTG A—H R aTT o DOHE
30mg 90mg 180mg 270mg 30mg 90mg 180mg 270mg
(n=4) (n=4) (n=4) (n=4) (n=4) (n=4) (n=4) (n=4)
1.7 3.5 6.9 17 77 256 470 646
Cinax (Mg/mL)
(104) (69) (25) (37) (7.1) (19) (13) (31)
24 24 24
o () 4 (24 (24 (24 3 2 e 8
e (24, 24) ’ ’ ’ (1, 8) (2, 24) (2, 24) (1, 24)
24) 24) 24)
18 36 73 189 1654 5741 10170 13020
AUC,,, (pg * hr/mL)
(119) (73) (24) (57) (8.5) (18) (9.4) (13.4)
198 237 2119 204
ty, (hr) - — - -
(13) (10) (16) (12)
CL/F (mL/hr) - - - - 18 16 18 21
e (8.5) (18) (9.4) (13)
MfPEAE (SR « — FHEE
a) HUE (R/IME, oK)
b) 3 #%
(3) =i
MEE R L
4) BE - fftREDEE
BMEER L
2. EVMRER/NTA—4
(1) fRfAE
MEE R L
(2) RUEREE K
PMEE R L
(3) HEREEEH
HMEER L
4 2IF7S32R
[VI.1. (2) BREREGRER CRESR SNI-MMPBE| OHESM
(5) DHBE
[VI.1. 2) BREREGRER CRER SNI-MPBE| OESH

(6) Z itk
B ERE L
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3.

(1)

(2)

(1)

(2)

3)

4)

(5)

BEH (REaL—2ay) f#i

fRHT77E
BFBERO b TPy b avsS— b 2y b a2 RIGRR, FIRNEGREOTL 8= b A Y b~ OR
B RO IR AL D 1 30 /8— kA 2 b O RMEREDBIEE 7 1L

NTA—FEHER

PNH & CHINMBRICEROH D080, 27 VT 72 (CL) BREWZD, @BEMBRE TS
v X a7 T UOBRBEEMETT A ETFHENT, XR—ATA LV DEREIIT X 27T D CL ROSAREOA
EREERTHo 7, A R, 7T A, BREE (HARN), XR—=RAT7A D7 LT F=2 7 VT 7 A (CrCD
R—ZATALDREVNLE Y R=RATAL DT NT I TARTXUBT I ) F T A7 27— (AST) &
KT F7=0TI ) I A7x27—F (ALT) ORX—RAT7 A U, =7 UV X~7 OFH#E G, I ITHEERDPUR
(ADA) 1%, ¥ a7 T OEYERE T A —Z 16 ULHFTIICA BB R RS o T,

I 4%

AHIT 45~1440mg % L FHRG% . OISR AW X0, tuax D FHAFE X 108~144 FEH (4.5~6.0 A)
THY ., BREFIHELAICEM L= 10, GMEAT—)

PNH EFIZAA] 1080mg &8 2 Bt L7z & & MyEHRR7 v & a7 T VREIINIER G 6K 4~6 BEEZICE
FORBBICE L, X4 a7 T o ORFRIEEIL 48 B B £ CHERF S NIZ 10,

kil

1fn % — b B8 P @ 8 4
BRI L

% — Ra B RE P9 @@ 14

PUER R L

<BE>

TR OMENE D =7 4 FAOWERERS UERA#E (GD) 20~50] 2>LAIFREFH (GD140) £ T_7 kv X ar T
VO 28mgkg/H XL 5% 7 ¥ A e —R%& 1 H 1 BETFES (6350120 B) Lk, SE8omiEaelL. GD140
O 3 L RIBROMmFERENT GD141 OF FEIBZICENENRI LT, MiFF7 X a7 @gEx. B
MBS % OSBRI TR BLRERE THo7-, GDI4l ([ZHH S - BIR O Mg L, 2.50pg/mL
(1.02~3.93ug/mL) TH Y, HEHIHEE LT X ars T 0%, RORECHBICBITTS Z LRS-
[REEI) DY Comax (1770pg/mL) D 1% 1,

Fir~D#iTMH

HMERR L

<BE>

OISR AR O AER ORAERBR CHA®R A (PPD) 7 KO 14 OREMW O EAAFURD S it 30k 2 BRER
L7z, REWOmMEH <74 a7 7 U REE, BENIZED L7-b oo, 7 RO 28mg/kg/ H#ED PPD14 K TN 28
ECERABETH o7, FEBHOAN T EX 277 L REL, WITNORECTHERAGETHY . PPDT L
14 CHRRE CTH o7z, PPDI4 @ 7 L 28mg/kg/ HEED 2 XA DI BRI L IZ it h o7 e 2 a7 5 g
I, £EN 19.9~712ng/mL L 53.4~499ng/mL T 7=, PPDI14 O IFA7 OFLIRT O I/ iR i b
. %KM CholcZ b, XX ar T ORI RWZ LR SN, Fo, AR TOMFEY
X7y aTT URETEE TR (LLOQ) KiTh-o7-,

BENDBATIE
MR L

Z DDA~ DEITHE
HE R L
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(6)

(1)

(2)

(3)

(4)

10.

(1)

(2)

MmiFERFEER
U E kR L

e

BB B UM SR R
NI EaTT o ORENE. FORY = F L7 ) a—b (PEG) (b7 F REEIC L 0 BEREEZ N L TLTF
K7 2 BRI EnNs EEZHND 17,

KB5S 5EE CYPEH) OHFE. HE5XR
MEEER L

PVELEBAMEDEERUVZDEE

M ERE L
REYOFHEOAERVERL., FELE
Bl ¢/

Bt

FHEM DB REMRAT OFE R, PNH BFICARAZ KE L TG Lz L &, CL OH#EEFSME (%CV) 13 0.015L/FH
(28%) . THEDOHEDLIFH (hp) OFRMEIZ8.0 HTHD W, F, I =2 A P& P B PR AR D
FERMN G AT T RES OO T ERE IR BRI CTH D 2 AR SR 19,

S URR—2—IZEET B 1ER

NI HE AT T 0T, BE LT EE (0.6~6mg/mL) TE MATHIFID CYPIA2, 2B6 K TN 3A4 (2%t L TH &2
BERII RS, 2o CYP WE CTHHHEMONRMEFHET 5 ARV E &R LTz, £, XU kx =2
I, MR LEERE (0.01~6mg/mL) Tt MFIZ v Y —A® CYPIA2, 2B6, 2C8, 2C9, 2C19, 2D6 KN
3A4/5 FEMEICK U CEEM UGB R LB R S o722 b, 260 CYP EE TH 5 Mo
ZIHET S AREEIENEEZ DN 20,

RV F AT T %, BETLTZIRE (0.06 X T 0.6mg/mL) THEET =42 F T AR—%— (0OAT) 1, OAT3,
B HF A b T AR—=Z— (OCT) 2, AHET = kAR Y ~7F K (OATP) 1B1, OATPIB3, P k& 1 /<
7%(R@)&@%ﬁhﬁﬁ&yﬂﬁ(BG@)@%Efiﬁwlk\@%btﬁﬁ(Oéﬁﬁ&wmm)TOMI
OCT2. OATPIB1. OATPIB3 } X BCRP % [HE LRV Z & SR S - 20,

BITFICKHBRER
A B L

HRENERERT OEE

%E*%,%(%IAT %)
HEOBBRRERERE 8l (CrCl 23 30mL/2yAm) ICAHK] 270mg ™ ZHEIK TR L&D T edarsT
@GW&UAWhmiﬁ%W@%(&Gﬁ%%ﬁﬁﬂi%)kﬂ@ﬁ%f%otmo@%\ﬁﬁ%ﬁgk?éx
HBRBBEE T H a7 T AHRICET T — 230,
) ARIOREROCHER, 722752 LT 1A 1080mg % 2 BE F#&5TH 5,

FriaefE = 8 E
FFHERERSERE 2B 27w ¥ a7 7 U OFEYFREIZHET 2MFHIIT o TV iy, X7 X a7 F i EICRk
RN L CIHRT A Z b, IFSREEEN T v 2 a7 T D CLIZHELRWEEZ BN,
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1. 20
WM EDRL R L
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2.

£ (ERALDEESF) ICEJI HIER

[

TERABREZTDERB

1. B&

1.1 RFSHAERRZEETT 5720, BEAE, MEREF, 1V ILIVVEEORBERVERHEECLIERL
BREERIETIENHY ., BICHEXEERLXESIHEELL, REICEDZSTALHD =0, K
TORICHREBET DL, [6.2, 11.1.1, 11.1.2 BE]

L1 FHEOBREICERL T, HEXARFCLIBEEODHNRIE (RE, FHE. ENEES) (CXELTH
BE+H71ICTV., HEXAESOREENRON-FEICIE, ELICPRL. REAOBREZEOBEL L
BExT5C

1.1.2 BEXE. MRRERVSAVILIVFEDBICHT 277 F ONEEEEHR L. KIEEXITEME
BARELFZAE. KA. FRRSHICIIFUOEEET LI L, BDEICKEL T, FEBREHRDIIF
VOEMEEEZERTH L,

1.1.3 SRR EREE TGN EERZ-ESEAHDIOT. REHICHSICTHETEZIERERRUEAM
DHET, HAIVWIHERAEBRLEOLHRAVAENTRETERERLEOEETTRET S L,
114 EXEEOREEDYRVICOVTEEICHAL., BEFEONYMIZLRERICEESE, BRPEAECH

ETOERNRBELHERICIE. TREICERTILISBEICIEER5R5C L,

1.2 REUHEBMAT/OECREICHA BB E R OEMO L LT, ARLOFEMINRIRMEE LE S &3
SNBEBICOATEETH L, T, FEBEFBICEILSL. FRTERETASEIERITELEWS
LEED. FEOEDIURUVEREZEEXTZORKICHLHHAL. AEEZHTHORETHI L,

(fiF0)

1.1 RFNE, iR C3ITHEE L TR Ay — REIRIASBEET A Z &1LV, PNH T X 2 & N & OV
SNEMZMEIT 5 EEZBND, TOERBETFN D, REIBGHICIIMRERE, #ERE, KO0 71T
VY E e & OFMEIE R (5D HARGEREDME T U, BEIRRBEEYE R EOFRIED A7 NEEDH Z &N
HERI SN D=0 E LTz,

1.2 Kﬁﬂ@ﬁxﬁﬁ&tﬁﬁéﬁ%fﬁ‘ﬁf XE L7,

BERAREZDER

2. B (ROBEHIZFTEESLENI L)
2.1 BERREEIYEICRE L TV B8 DERZE L SE8Tthrnd 5. ] [11.1.2 2]

2.2 FiRERE., A > 7NV U PHEESEOFRBEREMEIC L 2 BEERRYYEICRA L CWAERE DEREELEE
rEBENRDH D] [11.1.1 ]

2.3 RFNORRIICx LIBBUEOREFEREO & 2 BE [11.1.3 &H]

(fiERt)
2.1 68&02.2

KA BEHE TIELERENEE VD FHORBEEAGIEIC L DEGYENRE Z Vo3 < b 2 b, HELR,
2.3 EFEMOEERE L TRE L,

MBEX (I RICEEET HFE LT DER
V.2, EERXIEHRICEET 5FE] 0HEBMW

/f&U‘FHE( Eﬂ 'd'%)ziut%a)ﬂﬁil
V.4 RERUVHEICEEYT SEE] OHSR
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5. EEGERIELEDER

8. EELGELRMIE

8.1 Az ik LI GBI HERBLA DL bONL2BENNH D, AROE G2 Ik L2 BEF T LTI, &
& 8@, Wil OZ AU BET 2 ERIEIR D ZAb 2 BRI L. LEITS Ul L& 2175
&

8.2 AR O EHIMHIZHI= > TE, EFMERICIBW T, BTEMICK S, EMOEEOEE O T THhE 217
9 &, BERGOEMIZOWTIR, EMATOZYMEZEEICRE L, KETIEFTOWTHSREE
A Fhn L7t . ARG X DEERNE L UEIZ DWW TRENIREL, BEE bERICEETES T
LEER L BT, EMMOEIBEO T TEMT 52 L, BORGOEME, BIYEFOAHNC L 5RIFE
Mg D 5E0H OGOk R EE 2R DL & 72 2 WTRENED & 2 H A icid, EbICH KRG EZPIks
B, EAOEH T CHEICBET 2R S RLEEZTTO 2 &, Fo, AABGRICEER ORI D
NOHRE, ERMBAEET D L0 BERELZ1T) 2L, EMFAOERGFLZEEMNL2VE DI
BEICEEZRL, TXTORBORERFEFEITEHT 288217 LRI, EHEAOENSREE
PBEIES DA AR D 2 &

(FE350)
AHID CCDS IZHESEHE LI,

6. RENERERHI H2BHICHT IR

(1) EHHE - BEEFOHLBE

9.1 AHHE - BMEEFDHHEE

9.1.1 BEXARBRRMEOREDNHLEE
B R HIRAUEICRE LT R BT H 5,

9.1.2 BREFEDBEXIBREENRONLEE
KRl (BRI, FRERI, 1 > 7V U %) ICK D RYYEICRE LT b B%
nNRH5,

(i)

AFI G EH TIEISHEIEDR R E 0 | FRICHRBTERGHIRE I L D ERIENE Z DL < mp 2 ehb, BELL,

(2) BHEEIEERE
BE STV
(3) FFHEEEfEERE
BE STV
(4) IERExHT HE
9.4 KiERex BT HE
IR ATRE 70 2o MR LI ARFIE G- R O 5T % — E IR E B 708 0 247 5 K 218895 Z &, [9.5 & HE]
(fi7750)
AFHl> CCDS IZHSERE LT,

(5) yER

9.5 1147
TEAR SUTIENR LTV B ATREME D 8 5 &eMEIC T, 1R EO R IIENGRRIEZ EE 5 &l S B A o
535 L, tHEN =7 A FITAEH 28mgkg/H (B hOEFIRBIZEBIT D Cox D 2515) 2R TTEE L2
L E, MELOTENEM LIz, VL THRE~OBITHRRD LN TS, [9.4 BH]

()

AHlD CCDS IZHSEFHE L=, @
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OE:ER

9.6 RELIF

BHNTWD

BB LOA MR B REOF ML BB L, RO UTT L2525 2 &, TR BT

(fig#)
AHID CCDS IZHASERE LT, 2

(7) MR

9.7 IMREF
NREZ G & LT A E R OVt 2 fR AR & U 72 RRARRRBRIT S/ L Ty,

(fd)
AFNORFRFRER T/ NI 2R FTREZR BRI N TV RV Z LI BRRGE LTz,

(8) EHnE
BRE STV

1. MEEHA

(1) BtREZS L ZDHER
BESH TR

(2) tREE L ZTOEH
BESHTHARN

8. EI{EMA

11. El¥EA

CHEY R E AT D 2

ROBEWERN & %?ba”bé ZEBRHLOT, BELTSITATV, BEPBEDONEHEIIREETILET DR

(1) EXGEIER & MEER

1.1 EXGEIER
11 BRAE (HEARE)

5.2 ]
11.1.2 SRERBEREE LA

KO EEOEY) LB EITH 2 &, [1.1, 2.1, 52 ZH]
11.1.3 @BBUE (2.5%)
TF 74 TX—EDOEREDBBIENRH 5oL Z E0nb D, [2.3 BM]

RERE . A > 7N YRS ORBIEAGME 1 K 2 BEREMEN H S DOND T LNnb 2, [1.1, 2.2,

BERREA SOFRUMIE 2 FIE L. SORIZEMEE T, HOWITHCICELZBENRH D, AHOREITEE
U CIE, S R%REGIE O R o (%%?ZE SRR, THEBREIE, M. FEMREEOZ L, R, B - MR,
BE, RURHIM ) FOBRE 4312175 2 & BREREBGYEN DN BB, EHITBEL, ?Ll

(fRan)
M1LTREIOIL L2

AHN % B 5 U7 BERRBRICB W T, FEE R 2 iéi%@ﬁmr@ﬁii@wﬁ(xmiﬁf%ﬁ
N7z PNH BEIZBWT, EERMIERFEHEIMENTRO b EORELH D Z b, AKD CCDS

IS ERE LT,
11.1.3 AH|D CCDS IZHSEFRE LTz, 728, BIEAOREMEE T, EEILFSE I #H5 (APL2-302
D 48 W DRRAEIZE S X FHE LT,
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(2)

10. 1

11.

12.

(1)

Z DD EI1ER

11.2 ZDH0EIER

AREBIRSIHR 10%LL I 0% e
T _
W RETEED L O| PR | BRI RN 5 RO TN EOIR. | P e
B A OIRTE PSR B PSR A H
AT B
FE) fTHE. dE. 70
)

KA CCDS IZHEADEFRE L, 7ok, BUWEHORBBIEE X, EIEILFES AR (APL2-302 35k) @ 48
M ORI SEHRE LT,

KR ERRICRIETEE

12. BBRBRERBRICRIFTZE
BEERRAE R ) IR AT 5 &, AEE ORICFEERRAE LT, BT B, 3EHEEES ha v
AT T AF R (@PTT) DIEETLH2BEN0NH 5, BERE ASRUIET Y IREELEH L2 &,

(i)
AFHID CCDS I HS X H/E LT,

BER

EIH TR

%

BRALDEE

14, ERLEDZFE

14.1 RRIFARUBFDOITE

14.1.1 FEANC, Bohif, 2RV ERICTHE L, BRENEOONEZEAIIHHA LN &,

14.2 ERIIEE5ROIE

14.2.1 JEAEMALIL, REEE, KRERES, BEE, EBEH e L, ERAE T 25 2 &, RENIBUERENL., REICRT O
DN (B, FAR, EESE) ITTER LN &y

14.2.2 [EAERNLDS 2 5 FTOHFA L, EAENOMEZ 8em LA EHITHZ L,

1423 Y VR TE2HNT, £ 15~30 53 GEANEALD 2 » T O%HE) XK 30~60 7 (EAFALA 1 %
FIOS%E) NFTTHEAT L L, VU U DICARE TS, BEOICHEAZRGT 2 Z &, EKAIOFHRE
Wtk 2 RERLINICIR 5252 T35 2 &,

14.3 EHIRFEHFDIE

14.3.1 BEPFETRET 2HEITBWTL, WBUEN (2~8°C) TRAFL. HHAMIRARE X 7o\ #iIH T H
THROIEET L L,

(FERL)
TRBRISE DS HED & BOE LTz,

ZDHDEE

BIREEAICE D R

15.1 BEEREAICE D <158
[EIFEHL RIS I FERRBRIZ B W T, AANCKT T 2RO EANHRE I TV D, [17.3.1 ]

(fiF#)
AFHlD CCDS IZH S ERE LT,
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(2) FEBRERARICE S CHER

15.2 JEEREREABRICE D < 1Bk
THER O =7 A P& RO KBRS EHERBRIC W T, AR OBRRERE KA B’ 0.06 5RO
1.27 (5 OIRE R T, 2HORE - Miko~r a7 7 —U 0%k, MIRKEE L ONEIEO E R0 22
fb. W FIROIRME ZERTBO STz, T bDOEeERE. REA) =FL o7 ) a—u
(PEG) OFEICEH#E L2 b B 2 o, BIEMENS D EEEEZ IR b ker T, iz, EigoR
I ZETEIZ DN T, BRSREREOMBETR S T, BRNER L OHENREEBIITHTH D,

(FE350)
AHF|D CCDS IZHSXBRE LI,
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X. JERRREAERICRA Y 215

(1)

(2)

3)

(1

(2)

I ER

RNEEHER
VI, EHEEICET SEE] OHEM

L eEREHER

In vitroR&EEHAR 2

N7 L a7 T XL PEGA0 N MEETEMHRRIEEEE S U U A A A TF ¥ RV E invito THET D0, BIET
BALCEEMICE M REEERLRIEREE D U 7 A A A v F v FVEET (hERG) A v & ¥y — U R
(mRNA) ZFHEBLLCWaE MR (HEK) 293 Mgz AV -CRrii L7z, ZOfE5R. 300umol/L D i
T2 a7 T KU PEG40 it FEUEIEHELEIERR D U U LA F 2 F v RVERIRIE O & 32NN
L7 X T e BEPRBD bviehofz, FFEORKRIZI7 82 a7 7 0 KO PEG40 OfFi#E & bt MiLTET /L
TIVOFETTHRDOONT-, V& ar T it MAREERRERGE G V) 7 5 A I F v ROAFEEEME
EHEST, LioBn-7C, b MRAERIEEALBERR AV U LA 40 F v 3 (k) BEORIEIRY 27 43 2 Al6E
PEIER W &Sl 7=,

In vivo REMHEIBHRER 2

RT¥ B aFZ K PEGA0 D invivo TEFNIIREE T OB =27 A F 2 HWCEBRIEE T L=, rickss
ZR7 X a7 T OHEBHENOEES (K75 A) 288728, <7 exar I EEHMTREEIND
VA v 2T U PN REWEYD, TT UK 0 AF— SR T A IEAN TR, B0 Y v
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4 Apellis Pharmaceuticals, Inc.
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Injection: 1,080 mg/20 mL (54 mg/mL) in a single-dose vial

IR ESVIES

1 INDICATIONS AND USAGE
EMPAVELI™ is indicated for the treatment of adult patients with paroxysmal nocturnal
hemoglobinuria (PNH).

FER O &

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 EMPAVELI 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 Regimen

The recommended dose of EMPAVELI is 1,080 mg administered subcutaneously twice weekly.
EMPAVELI can be administered via a commercially available infusion pump with a reservoir of at
least 20 mL or with EMPAVELI Injector.

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
EMPAVELI.

* 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
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 Administration

EMPAVELI is for subcutaneous administration using:

¢ an infusion pump OR

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

EMPAVELI is intended for use under the guidance of a healthcare professional. Train patients and/or
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caregivers on how to prepare and administer EMPAVELI prior to use. After proper training a patient
may self-administer, or the patient’s caregiver may administer EMPAVELL, if a healthcare provider
determines that it is appropriate.

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

* Prior to use, allow EMPAVELI to reach room temperature 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 EMPAVELI.

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.

* 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 EMPAVELI 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.

4 BRI (2021 4F 12 H7&GR)
=t Swedish Orphan Biovitrum AB (publ)
W5t ASPAVELI

AT - Mk

Each 20 mL vial contains 1080 mg of pegcetacoplan.

Each mL contains 54 mg of pegcetacoplan.

ZIRE X ITZh IR

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

haemoglobinuria (PNH) who have haemolytic anaemia.

MIEKR 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 disorders. 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.

Posology

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

Pegcetacoplan is administered twice weekly as a 1080 mg subcutaneous infusion with a
commercially available syringe system infusion pump 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.
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PNH is a chronic disease and treatment with ASPAVELI is recommended to continue for the patient’s
lifetime, unless the discontinuation of this medicinal product is clinically indicated (see section 4.4).
Patients switching to ASPAVELI from a CS5 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 ASPAVELIL

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 for ASPAVELI

The dosing regimen may be changed to 1080 mg every third day (e.g., Day 1, Day 4, Day 7, Day 10,
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).

Missed dose of ASPAVELI

If a dose of pegcetacoplan is missed, it should be administered as soon as possible, then the regular
schedule should be resumed.

Special populations

Elderly (>65 years old)

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

Renal impairment

Severe renal impairment (creatinine clearance <30 mL/min) had no effect on the pharmacokinetics
(PK) of pegcetacoplan; therefore, pegcetacoplan dose adjustment in patients with renal impairment
is not necessary. There are no data available for the use of pegcetacoplan in patients with end-stage
renal disease (ESRD) requiring haemodialysis (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.

This medicinal product should not be used in children <12 years of age, as non-clinical safety data
are not available for this age group.

Method of administration

ASPAVELI should only be administered via subcutaneous administration using a commercially
available syringe system infusion pump. This medicinal product can be self-administered. 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, the keeping of a treatment record,
the recognition of possible adverse reactions, and measures to be taken in case these occur.
ASPAVELI 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.
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 typical infusion time is approximately 30
minutes (if using two sites) or approximately 60 minutes (if using one site). The infusion should be

started promptly after drawing this medicinal product into the syringe. Administration should be
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completed within 2 hours after preparing the syringe. For instructions on the preparation and infusion

of the medicinal product, see section 6.6.

2. BNZEIT DERARIIEIFR

(1) ERFICEHY 5BIER

KE DA CE

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
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.

BRI D A 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 are no or 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
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section 5.3).
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4.6 FERTILITY, PREGNANCY AND LACTATION
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 EMPAVELL

Use of EMPAVELI 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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NN EBE 8.4 Pediatric Use

Safety and effectiveness have not been established.
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4.2 Posology and method of administration

Special populations

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.

This medicinal product should not be used in children <12 years of age, as non-clinical safety data

are not available for this age group.
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