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1. BR554
(1) #0144
LRIV RS S EE300mg

(2) *4

Ultomiris®

(3) B DHE

ultimate, innovative leap from Soliris

2. —fig&
(1) f4 (fmdE)
FG7VA<7 (BinFf#2) (JAN)

(2) F4(GE)
Ravulizumab (Genetical Recombination) (JAN)

3) AT L
TR FRE ~li-
eMEHUA —zumab
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TT VA= TVE, 2ARDIR — DEPHL2AR DR — DEEPHIN T ANV TR G LT8R T e MEIgG2/G4E/
7a—F AR TH D, 77 VA< 71X ERCHITHE & L AR B R i R S LD TE ML & B IEL i do
TRIEMIENET T 74 TR 20 ChaD i FLONCEbE A LI MR AR S R DT R & BEL LT 2,
TT VA= TN /YA~ T BHICAMEOT R i B DT L Lo TGS TS, BB AT 22 i (CDR)
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HA ST TV D,
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Ui, b o BESUE B FIUL O MeG2/GAnA 7 Uy N BSE H HIYE £ D, BHCHINAA L B VR
1% R ONCH2RAA > DEANDOSE DT/ 5% F 1% e NgG2 i K T D, CH2 58K D 7% FL6~361% EMNgG2 &
WgGAD T S IZHLIB THY, CHZR AL L DFRY L NCHIR AL AT Mg GBI K %, ENCHHE AL A AL
FOEGH L OB T 28 B3~ D ARV E R E SR A B A LT BN L — AU — B CRE R S D,
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EMgGREH
\k Eiiﬂﬁggv \C\SF?ZW TURY—LATOCEHHE

- — 5B e - £8059)

ENTL—LT—5E1, \CDR%ﬁ’&fkﬁﬁﬁﬁﬁ 1BXET B /-0 DIEER
(CDR: ¥ XH3¥E)

thxﬂﬁﬁﬁﬁﬁ}\

ENgG4ESH
ERREF2R U3

FCRN\D#ESE
{BET B/ DIEEHS

= V4291
| = N435S

MA429L ==
N435S ==

4 PFARUHFE
T 7 VA= T D45 F = Cos12H10,072N1704O2106S 15
FT VAT D4y FE=1#7148,000
PRER Ay 15 =147,827.62Da



5. EFRA@BERIXIEAE
AE 7 VA7 BB F A EMEE /27— F LR ThHY ~ 7 AHTE Ml R CHHUA D FR A MR E
L EhTZ L — LU — 78 O Mg G HRIE 8726702 LEHO E H I c BUZHIR 35, E7z HEUE & # oD
CHIFB, b P EB e O\CH2HB D — {13 1gG2 (y 28H) 725720 CH2E D7D ECH3 XTG4 (v 48H) 1570 %, H
BHDOMet429 O Asnd3513 LN ENLeu U SerlZEHR SN TN D, T 7 VA= TIE FrA=—ANLAZ—5
B ZVEAESND, 77 VAT 13 4488 DT I TR IR HM DI DHEH2 AR R O ME DT BRFR FE
IRHLBH2AR THERR SV DHES L/ 7 (53 -8 1 K9148,000) T D,
HEH : Cy205H3379N 5700681518
L& : CroisH1583N2710334S6
Ravulizumab is a recombinant humanized monoclonal antibody composed of complementarity—determining
regions derived from mouse anti—human complement C5 monoclonal antibody, human framework regions
and human IgG constant regions. The L-chain constant region is derived from a human k—chain. The
CHI1, hinge and a part of CH2 regions of the H—chain constant regions are derived from human IgG2
(v 2-chain)and the rest of CH2 and CH3 regions are derived from human IgG4(y4-chain). In the H-chain,
Met429 and Asn435 are substituted by Leu and Ser, respectively. Ravulizumab is produced in Chinese
hamster ovary cells. Ravulizumab is a glycoprotein(molecular weight: ca. 148,000)composed of 2 H-chains

consisting of 448 amino acid residues each and 2 LL.—chains consisting of 214 amino acid residues each.

6. ERA. A& B EEES
BNJ441, ALXN1210. Avogadrol, Porbeagle
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~

BE (RS hm. sE s
A1 AAN

(5) BRIR B AR B E X
B LIR,

(6) I EEREK
A LIRY,

(7) ZD D E R MEE
2% E : 273~327mOsm
pH:6.7~7.3

2. BN DEREHTICETOREN
(1) REARTFEAER - NG BR

BrEal * B B P

EHREHER 2~8°C o o0mL 24581 AL
Farl s /(47]'713‘&7\@%% HhAMRE £

MiERE 23~27°C st S0mL 120 AR T L
SAATORREE PR ¢




(2) ErBgABR

£33 FHHER
" 2~8°C. 250RPM, 120R FELITL
=i 50°C. 96R5 R MERVERTOI7MILIZEETS
2~8°COEHT TI0%BEILKFRKEFRMLO.1%IR
i3] FEIZEHEE. 37°C AR R IC20me/mLAF A =V KIBRK | FELAEN
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B RTINS R l;;';uﬁ i:ﬁi";g”;fg;z;gg&m’"°'/ L2 gmimn
BERRES AL Efﬁ:;{—;icv;:ﬁﬁmiEﬂﬁ@—»—ao"cf};ﬁ.ﬁo)ﬁu5& w0
i SILa—R%EFHML200mmol /LIZFHEE, 37°C, 12084 FELEL
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1. Hlf
(1) FIfz DX A
B AR S P P 1 PR A R L C A2 i e S5

(2) HE| DN R UHEIR
EHPLDT DN A AL OB A O HE TR 2380720,

(3) #EANI—F
B DAAN

(4) HE DM
pH:7.0

B CERL R RO ) /91 (R R A B R HE R SO A BR % (5mg/mL))

(5) ZDith
AEHLIR,
2. BEIDFHEK
() BB GEERD) DEERUVHMNA
18 7L (R s 8—41) 30mLer

BEXRS ST)RTTEEFHEEEZ) 300mg
BT DL 263.1mg
SEAIE OB KFFR) D L—KFNY 13.8mg
) U B —IKFRF MUY LEKIIY 53.4mg
RYVILR—E80 6.0mg

KAWL T v A=—A N LA =PI (CHO) HR O A A VTl D,

2) EMEZEDRE
A1 0AVAN

(3) 38
LA

3. BTBMEDHBRUVUEE
B AVAN

4. A
FEAEY) B\ k32 A %) T34 : 50~150%
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[C—REBEQOREER]
25°C (FA%HE E60%) [Z5%
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7. AEERVBHBEBEOREN

EXFAREEOTE (VI 11. @0 LoiEE oEER)

1) A RANC 28 ORI R DN e N2 A BRIC TRERRL . B DB OLNIG A EA L2V L, K
Al BN DT AL O EEA DR Th D,

DPET NV TNATNADLMBEREEZREIY, I3 7 /VH7-030mLoO B A BRR IR Z A\, iy
T AR Z5me/mLICAIRT 2,

3) AR IERL IR A L IR L 722 d,

4) % A R T TR RN D e A BRI TRERRL . B SRR LI Al L e 2 b,

5) B ITECONTE G952 8, U ISR A B G AL 720G A 13, 2~8°CTO T TIL24RERE LA
. I E IR TE IR R AN ICEE 95 28,

6) RAND/SA T ATLBEWEINTH D, 3 A TV ORSE FRRITEUNCERETH L,

g

AFN20.9% (w/v) AL T FID LA IO TIRIO AR BETRRBRLL | Bt O PRAF BT H OIR 5 12 DI A= HE 5
RRA R L 72 &2A iy RE DR & BN L IR 23 ~27°CTORF[H £ T, LM IR E2~8°C T24 i £ T
DIRAFZ BT DM F 02 ZEVE DS R ST,
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ZEE R,
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A LTRY,

10.53% A%
(1) FEIVELRSR - QX NEL/ERLER - BEICET5ER
AELL7RVY,
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R IRA T NPT TR T GBI HH 2 ) 300me & A
VYRS SR EE300mg 1234 7/L30mL

3) FREE
B L7R,

(4) BRBEOME
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5.3 AFIHEGIZIVPNHARIMER 7 0 — RERELTWAT0  AFIE L3 SIS E E A S N EA LAY
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aHUSHH 1T 4D FEREL,
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RERUVAE
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(GEHEAM MY FREFEREIREE)
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P52 #121[[1300~3,600me, LAFE4TE 1E83H = LI 1[H]1300~3,600meZ s it 45,

(figa)
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PNH-3025 B0 ICHEC TR E L7z, (TVIL 3 EhagIcBI42EE 1. AP REOHER. 3. BEM (R~
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SERINOD R e R IR FLE G H N D BME 2 8 25 IO G H 3R FE A e Rr T H 2 LA BN E
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FRAT 2 IR LT R FE D& R E kgL 10kg AR DB DOH)a H E4300mg > H600mgli 28 L7,
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aHUS-3123 ) ICHEC TR E LT, ([VIL Wy BEREICRE T 5HE 1. MR EOCHER OES M)
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(REMEEATSOEVRE)
71 1EIST-DDOARNOFEEIX. TRESBITTHIL,

1Bl T DAFN O 55
*hE MEREE 2EBEUEDERSE
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7.2 FIIal4e 5200 % F T Mg L BRI K B EE 3R (LDH) IE PR M T LTWOZARW GBI AR O F 5
MDA ZIRE 028,

(GRS BRI 14 PR &5 SEJE 1% 2F)
7.3 1EHIZDDOAF OB 5B OB G- RFRIT TR ESBITTDHIL,
1B 72) DAFN O P58 o UM G-l

RE AEZR5E 2EBELBEDREE 2[E B LI D5 R
5kgld E10kgK i 600mg 300mg 48
10kgld £20kg ki 600mg 600mg 458
20kg A £ 30kgR i 900mg 2,100mg 88
30kgkl E40kg ki 1,200mg 2,700mg 83
40kgLl £60kgR i 2,400mg 3,000mg 83E
60kgLl E100kg i 2,700mg 3,300mg 8B
100kgA £ 3,000mg 3,600mg 88

7.4 (MAEAZ A ST REBR RS AR B ORI TIZ K0 AHI DA 2D S T2 Enh D,

(fiEn)

(RIEMREANESOEVRE)

7.1 ALXNI1210-PNH-30175% K TNALXN1210-PNH-3023 BRI A IS & G- B2 R ELTRBY A HIC
S5 BE M TDIDICRE L,

TIVR T INHARFN~GIEZ 55515, =7 VX T D Rtk OG0 B2 RIS R EIZH SV ARH
DB EZ G- L2 D28 M % (CHERFH B OG- 2B L, € DR8I 1E DO FIE THR 595,

7.2 AHN Dl R R T, ARF 2 5-BA A5 200 [ 1% Al (A8 B AR TR OPNH B |23\ Tl E N o
FERECHALDHEIME F LY, 2078, 57 VR~ 7 $ 5B A2 D2 B % I LDHIEPE DR F A B
THREPAA 72 B E T ABNCLDIBEDE N CTHINEINE BN LT HLENH DO E
L7,



CGEEEAM Y4 REAEAEIZEE)
7.3 ALXN1210-aHUS-3113E8 L TRALXN1210-aHUS-3123BR IC B W T AR BEICHK S XL T oG8 KN
A L =Y VALSY gl

ALXN1210-aHUS-31 135

*E MEESE 2EEUREDREE 2[E B AR 0% 5w
40kgLl 60k i 2,400mg 3,000mg 838
60kgll L100kgsR i 2,700mg 3,300mg 838
100kghl £ 3,000mg 3,600mg 838

ALXN1210-aHUS-3123 5

*=E AEER5E 2EBUBORSE 2[E B LA D15 EE
5kgbl _E10kg i 600mg 300mg 458
10kgkl £ 20kgk i 600mg 600mg 45E
20kgkd £ 30kg R i 900mg 2,100mg 838
30kgkl E40kg ki 1,200mg 2,700mg 83
40kgLl £60kgR i 2,400mg 3,000mg 83E
60kgkl _E100kgsk i 2,700mg 3,300mg 8B
100kgl £ 3,000mg 3,600mg 88

AR OB EAZERU T A EITE SR G B LR GRRE SR 5I0R EL,

7.4 ARF B A S A2 4 S8 REBRRS R W E 25 T 95 5 &, MAEAZHIC JO AR D — AR ESh
HT&, KOFTEHRS ML ITA R CO3 S EN DT LD AR OMIE TR E DMK T U A 23 8557
DEBZNNRHHZ LN ARIEE L E LT, AR R 3T MAEA 3T R A O e T2 &
DAFN O FEBE G DOREERITI2 N,



5. ERERAUAE

) BRRRT—%/\wr—2
(RAEMEEANTSOEVRE)

ST &
- - o | EEE- | BB | .. REREE-FE -
MEBDE | ARES et - BT YA PIE S FRE - 155 P8
ZeM | B BAANEERAI6H: | A&FI400mgX[£800meg%E
BAAN | *ALXN1210-| |, BAEME | FER 400mgEEIRE 4] | BEIFRAZ S XIEARFHF
EMBE W-0d | mmmEe | B B0OmEBERS 4l | 800me#28H LIS EHIR
PK/PD |REREREHRS | 800mgkERS 8 | RkE
pot s | AEARRRAIB:
= ALXN1210- hre | mmt Bk AH)200mg 445l AF|200mg.400meg I TS
I Hv-101" —e 400mg 64 tARE B EEHIRANERS
8 PK/PD | FS5tARxtiR G54 4451
SEA AEHE
EMEAE . B . .
tft&h SUSLIE SHELARMRLA16H: A#1400mg.800mgX (TS5
ALXN1210-| ,, AR AF|400mg 6451 . L
I = B +R%E, 28BTEIZ5EIFFARN
HV-102 SR —— soqmg 6451 e
PK/PD [y TS5tk 4451
FRBAR | A et A28l
- f"*‘ﬁ” N (ak—k) o
AL 14 ALXN121)0— g BEM Z%;L;t KﬁIJ&T?QE} 2445 giiﬁ;ﬁmi77t$ég
sc-101" RERME - ?”GTtrﬁ}}z)‘FE% 6451 (aR—2)
PK/PD a7/R—hk2 = L
(IIS—FZ) AEIIRAES 126) AFI400meZ B EIERRAE S
EER
37Rk—M :Day 1,8/2400mg.
Day 15/2600mg(a7k—Hka).
Zet REERRATOR | o0 ! 191=600me
BEM | SWEHEE | APNHEETI M) Day 20RUT BRI
o ALXN1210- | #=2NY7 | - 900mgZ 4wz 5
BHVE b PNH-103° " | s Bt | FER ark—ka 2451 Ark—b2:Day 11=600mg
PK/PD |#BRERAEHE | ark—Mb 44 - y
J— h—r2 7B Day 15/2900mg, Day 29% U\
FNLEIE1,800meZgdwik s
SRR (EZET) AR - 24:ER
MIGHIR : RR2E
37k—k :Day 1(21,400mg.
Day 15(21,000mg, Day 29% U}
ZHLIBEIE1,000mgZqdwik 5
S ‘ a7R—p2: Day 1[:2,000mg\‘
s, | et ) HWABEERIRABDMK | Day 22121,600mg, Day 43RV
b, | mEE E2iE T APNHZEE 2641 : FNLUEIH1,600mgZqbwik S
e ALXN1210-| I FEER ark—k 64l a7R—k3:Day 1(21,600mg,
BABIE | oo BEL 1B g ak—k2  ofl Day 15/=1,600mg. Day 29U}
;;" ey | FRE ah—ks 7l Zh B2 400mgE qBui 5
" - ak—hk4 741 a7R—b4:Day 1123,000mg.
xE Day 20K UL (25,400mg
Zal2wiks
SRR EAR 368/ (ak—4
(340:8) . M THAR: R 24




- - EiEE- | HERD s ik RERE-F=-
SHERD HERE S g S g
MO | HBES || oy | RBTIA e ok 43 A
AF|: Day ITIKEIZE DT
K TREHIR AR O RELI-#EFAE. Day 15K
SRR APNHEE 246 (55 ;ﬁzhw‘%liﬁﬁmgéqsw
ax #[aE . 53
EfRLR ALXN1210- Ej_j% AHE | SUFLE Efﬁ)“\ssﬂ)' 12561 IHYXT T BAFE600mg
AL PNH-301% " 2557:@ el | FER (B8 %Day 1.8.15RU22(=. #H%
EEXHE THUX<T 1216 FAEZ900mgZ%Day 29RUVFh
(BAAISH) ElRI3qzwi S
SREEAR - 2618 R
MR RR2E
AFH|: Day 1ITHKEIZEDNT
IHOYRITABEDDOR | REL-FEIFAE.Day 15K
I APNHEE 19561 (55 | UZNLIEILHIEAE%q8w
A&%E BREAR | o x a2 5
EEEE | ALXN1210-| Bt | SO LE ' . o
T PNH-302"® =Xh mett | FER AF 9745l IHYRIT  HfEEFAE900mg
111E 3 5 (BARA541) #Day 1 RUZFNLIFEILq2w
IHYXIT 9845 ®5
(BARANTH)) SREEAR - 26:E R
MG xR2E
NKARNERRELIZT VoV 7 R R
(IR B A MY FREAEAEIREE)
B S
. = EEE- | HEBRD N ARRE-R=-
ERD HERES &l z 3
XERDHE AERES i B AERT YA P Bk - 455 HAR
AF|%EDay 1IZEKEIZEDL
5 . TRELI=#EIHAZ.Day 15
_ lekE | |smR#A | #EEEERAEOR | E
zﬁiﬁm gl g;”; R B LLEDaHUSEESS z;u;ﬁwmmﬁm;»&
145 SRR #1(55BAR A3 o :
AT AR - 2658 RS
AR R R45F"
18R MDaHUSEHE 31 .
pBOANSIH | raDay BB
- I ah— 1 R K IREH ;i;;’jﬁg?j&géz
ERHER | ALXN1210- | ' | FaE 216 e
= 4R AHUS-3129 =N Lotk FEHR (BANBD) q8w (A E20kegkl )£ LLIE
61E JExER Th—R2(THYRTT qdw (R E20kgk i) 5
sammEHY) 105 AN EA A AR - 2658 R
/AR LE 4 ”.\ﬁ,ﬁ . = ) *
iy AR : BR4 5%
% 2020429 A LA S it
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(2) BREREE IR

BEMEHR

1) BERS R

« ALXN1210-HV-1045%E&”
HAEHE R A BB L, AFI400me (441) X IE800mg (4451) 2 HUETRRIRPY 5 5- L7 Z DRt 3 A
il IR SR SR AV A T AT 5 08, 400m g T 205 1 I UAE IS /R, T4, SRS
¢ SER) . B00malt T35 (RIS e, 26 8, SAURTEZK, i b BT, B0 R BLL 7, A C R
(Grade 1) TV, A7400mg X 1X800mgHE[EIFH IR M5 513 H A A BEHERR AIC B8 TRAE B RAFT
BHZENRENE,

- ALXN1210-HV-1015£E " (3% B8 T—42)

A0 FE R 1461126k L AF1200mg (441) . 400mg (661) X137 Z & A (4451]) % B [B] 5 ARk PN ¢ 5-
L. ORGSR, 2 EFHLIL200mght T341(75.0%) . 400mghE T4 (66.7%) . 77 &R EET44]
(100%) HEEI 7o, IRBRIEE DR FRALR S E TERWA FEH G, 200mghE TUHNZ A ER B
D A00mgEC3BNTHETR V2GS AL TR, I E SRR | S | TR o R, SR R e, b G T K
U7 =0T A7 =7 — BN, 777 B AR EE TN 51, 8 )0, Bk, AIZENRERYR b AUE %
Y MG MR TR T T =0 TN AT =T — BN ALEE R ONE TR BLL 72, 200mgHE
OEFHEREHA (Grade 2) & FrE AFIBEZ A CTEIE (Grade 1) Tho7o, T OMEIAR—NTH,
BRI I 2 20 EOBEITRD B en o7z, AFI200mg XIT400mgH [FIF# RN 5 5-124MEA
TR NI W CERMEDRE I THAHZ LRSI,
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2) REHREHAER

- ALXN1210-HV-1045%E&”
AARNAEFE R ASHINZ L AFAI800mgz28 H Z LTS5 EIFRIRN G- LTz, & D F L A & DK R EAfR
DEE CTEXRWEERTRD, RONFILUZCFF 5], B G 15, Sk EE 253451, 8 e B 51412
FRF— 10 EE IEE ], Ve R —EER3B)) , 2 TRE (Grade 1) THY, AKI800mg S AE RN £
HAIXHARNEFERR BV TEFMERRAF TH LIRS,

- ALXN1210-HV-102588'" (B 80 T—%)
S EL S FE R A 165156 L, AF1400mg (6451) . 800mg (6451) 1% 77 & AR (4451]) 228 H Z &2 5[l F R
NHE G LT, 2 O R, S1661I0H HF FR WSS, MR OR B BRNAGE CERNEEF
G1E,400mgE T3 (FAlA~ LSRRV LU, A2 7V PR B 21) . 800mg#E CTLHI 14
(BER) . 77 AR BE 3B 5 (BEIR L. A > 7V PRR IR BB 1 RS SR A& SR 20F . T892 1) TR ERLL
72, 400mgRED T (Grade 2) ZBRE | AFIFEIZ A TRIE (Grade 1) ThH o7z, ARBREAR P WT D
AANPEGRETHLE MO EITR O LN -T,

EE  AFIOPNH, aHUSIZH U TEAGRESN TWAAIE L OHRII TR 0@ Th o,

6. iERUVAE

(RIEMRBANES OEVREE)
W AT, T T VR~ T GRIB THH 2 ) EUC BB OREE S EL, 1[[]12,400~3,000mg%
B4R R L, FIEI% 52312 1[]3,000~3,600mg, LAKESH = &2 1[7]3,000~3,600mg i
35,

(JE LB A I 14 PREBAEAE IR EE)
W T7 VA7 (B i) EUCUBFEOREZZEL ., 1RI600~3,000mgZ BiAaH EEL
WE 5238121151300 ~3,600mg, LARE4ME 81 ZL1Z1[E]1300~3,600m g 5 HE T2,

RANZHHER

(EEMEBANEYOEVRE)

- Ef X FRIE MR ER
(DB IAREFIRABOPNHEEE T R ELI=5ER : ALXN1210-PNH-3015%88)"> ¥
FIARBRTE A ARIBPE D185% L EOPNH R 24645114 ARAIHE (12561, HARAN1841]) XiT=rV X~ 7 #f
(12161, AANISFEIT A DEUHT U AFIREH A TS VTR E L7 E] & (Day 1) ROMHERF
A& (Day 15, N LARRIF8IEZ L) &, =/ UA~ 7 FRIFE A H#600mg (Day 1,8, 15, 22) R OVHERFH &
900mg (Day 29, LARRIF 2 &) %, 2638 [ ¥R AR 5L 7=,
ZDORER ARFIFED 25T AFI O YA G TR Mg P OBERECS N AE N DB ICESN
(BE5-#305y AP E U7 i3 o bz B C 5 FE 230.5 ng /m LA ) | 2638 ] D 4 $% 5- 1 i 2 1@ U C R
FERID Rt LTz, — 77 =7 VA= 7 HETIL, MLih B Co IR BE0. 5 pug/mLA G 28 — B U CHERFS L7
Nt
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BIARE R R AROPNHEEICH DM B PR CORE—RKE IO 7 )L

(ug/mL) STVA<T IJUX<T
100—% % : . " .k
% % P
™ 10+ .
K © . o
& L I I L S S Al
# . . .t io ek % e L, F o
« #* i* M ¥
0.1 %* * - * *
* X % *
STt T N
0011 o=~ T T T T T
O, 0,0, 0,0, O, O, 0,0, OO, O, O, O, O, . O, O, O, OO, O, O, O, O, O, O, O, O, O, O O
%/‘%’@%,@/@%@% @J/@%jp&%@%,%,%}%,%}%, %}%@%}%gx/@% %\;}/jﬁ@%@%,%,%}%}%,%}
SR N A I AACRC NG N A R AN NN
EETHAR

Bugdhrora OFsa O#5#%

oo M B EECH IR BE 0.5 ng/mL, < ¢ ML CHIR BE I, * 1 AhALfE
FAOPIABOACEAT T IAL, 3R O FHTE 2R 30U 53 M B B OV 10U Sy i e 73 3, O IR B 10U 53 (i s B OB 3 DU 43 i siD 1.5 X
WEAEA ke e

- EffHFRIE IR ER
(IHYRITBRERDOPNHEZE IR ELF-EER : ALXN1210-PNH-3025858) "™ ¥
W E6H AL b/ VR~ T O P52 5 B R BN L2 E LT D185k BA EDOPNH B 19541 %, AHI B
761, H5HAARNSB)) XIZZ I VR~ T BE98H, 56 BARNTHNICT A DEIHT U AR AR EIC L
SWTHREL7=HE A E (Day 1) LOHERFH & (Day 15, Z NS L) &2, =/ U~ 7 BRI MER;
F900mg (Day 1,2V LARRIZ2IH L) 22638 R RN 5- L7,
ZOFER  ARFIBED 25T A OPIE B G4 T KA M OBERECE 1N 2T DFE 2T BHE S L (&
5-#:3053 APNIZHIE U7 if 38 H iz B CH I8 B 7305 g /mLAH) | 263 o> 4= 86 5- iR 4 3@ U CPHEE
RO LT=, — )7, =/~ 7 BECIE, MiEFC5# 0. 5ug/mLAT M 28— E U CHER SN2 o 72,

IHYRARTHBRBEPOPNHEE(CH(TAMEPEMCSEE—REIO77/L

(ug/mL) STURYT IYUR~YT
10+ : R
i o - '
gﬂg 1 * * * *
8 ———————————————————————————————————— r***0******effff:fifgff*——*—@———
B P R T
é‘%l % * p * % w o $ X " *oE . % p %
0.1 * % L ¥ . * % . ; % « . F % % o g %
* » * . * : :
Pl i ﬁ ? E * % Ppi i *
?;*i J ol e o o
0.01 -0 8 le
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
QA A0 OO0, OOAA OO O OO A QDO O OO A
%}%0%,%9%9% %o\ﬁfﬁ&@!/@%}%}%}@ﬁ}%}%} %}%0%;%/\3%3}/ %’6%5’@%@%/%7%z%’7®”z%z
EAS AR R A I AACRC AANC AN AN I SSRGS
ERERHAR

Bughrorsa O#sa OH5%
oot E T EECH IR 0.5 g/mL, Ot CHIR T E, * A fE

FEO T IE D KR IE P S A, b b B O F It 32 402 5 3 DU S0 (R K R OV LU 93 (v B 7 37, QNP 10U 43 V7 s B OV 3 DH 43 (2 oD 1.5 X
IAERbA il ffikee e
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(FEBL BN A I 14 FREBAEAE 1R BE)

- B X RIE MR ER
(HDBIAREFIFAEN128E A L DaHUSEE ZE R R ELT=5ER : ALXN1210-aHUS-3115888) "
R ARBRE FIARTEHE D125 L EOaHUSEE 581 (5B B ARANIFNIZ  AFI A R EIZE-SWTHRELZ
WIE & (Day 1) L OWER & (Day 15, F U LARIXSHH T L) 22618 M # RN & 5 L1z,
ZOFER MIEFOBERECHIR FE 1T, 5 M K2 MU T, R0k, S22 >Rl S, 5
#3057 LAPNIZINE 14 | i H BB CH IR FE 230, 5ug/mLAT 225 Z & DSBS T, WA REAM S R & Ak
ot ] C L 37 Hh B B C I FE IS 221 X A S T o7z, AT AT AT I 2 FF B A N E A 3451 C Al | ke
HIEIHIZIE B AR A 2B C A 11E10.5ug /mLEA oD ifiLiE HlEBECH I BE DS B 22 S 7o 23, Iy e B C 5
FERE DT DI IS AT & TORAKDI9.5% 8 T, JEMIT0.5ug/mLAT M Th o7z, R TOHARNE
[ CL BRI 2 8 LT CIME P IFRECH IR FEA30.5ug/mLATH CTh o7z,

BIREEFIRARDaHUSEE ZH1THMFPHEBCORE— R TOT 7L
(ug/mL) DHRFRERAR o)

100 %
w10
s
Y9}
O 14 o
ﬁ —————————— # —————————— S _—_— - - - = = % — e e
# % o S :
014 * 83 i%iﬁ*%*iﬁii @ *
) =
TR B S s
0-017 T T T T T T T T T T T T T T T T =
2223335595395 % %, %,
7 7. 7y 7l P P 7
SR R R e R R R R O o N %
T
n 54 55 52 52 51 51 50 49 44 49 48 46 45 46 42 23 8

Budhrora OHSar Ox5#

oot S T EECH IR 0.5 g /mL, ¢ MG TP CHR T, S
FAO P RAB O AR PR AR, _F 3 OV R AL 2 AU ES 30 43 (i B M OVE LU 43 B0 7= 7, O I B LU A3 5 S OVEB BT 43 (i #3.001.5 X
D3 hL DA 2T,

- EfRHESE MR A BR
(18R BDaHUSEE TR RELT-3KER : ALXN1210-aHUS-3125KER) >
187 A DaHUSHEFE 20112, AFN AR EIZ DWW TR E LB & (Day 1) K OHEEFAH & (Day
15, FAVLAREIE IR EE20kg b b 8T & R EE20kg AT : 4 T L) A 26 IR AR N 2 5- L 7=,
ZDOFER 2R —M (R BRLEA ARG R OB E) B WL, iR OBEBECSIER I, 2N O% L
VBRI (B 5723045 LANICHIE L7 1T HR bz BECH IR B2 230, 5 ug/mLATH) | B 5-#fM 2 @ U CHsE
TERDSMERF ST, FER RN 2B D _R—AT A % ORIEE2 H A FRrE, 27C0.5ug/mLAT ThH o7z, fik
ot IR I, iy B CH IR EE 1L 42 C0.5ug/mLARN TH o7z, AR —R2 (= VX<=TIREEDH 5
BBV, M OERECHIR BEIE, 52272 fHE (530 INICHIE R R BE0.5ug/mLA
i) BFRD B, EF T TORNFE R CRe G- W2 @ U EER MR S,

24



aR—M R ARBEE R R AR DaHUSBE (CH (TR ME iR CoR E—RETOI71)L

O FE20kg K
(ug/mL) AR A HHEEARE
100 8
w107
B
Y9}
O 14 "
Ej e e e e N el
0.1*@ié!éi§*@***é é gj:
* * ==
0-017 T T T T T T T T T T T T T T T z T T
O%O%OGJ/O%O%%p%p%pO%O%O%O%O%O% 0‘91/ 0‘91/ 0‘91/ 5N
7B T B 0%, 0078, s, DN %
BRI AR
n1111101010101010 8 9 8 9 8 9 9 6 2
Busnrors O#Ss Of5#%
OFE20kg £
(ug/mL) HDERRHMm AR kAR
100
w10
1
o)
- e
i
0.1 .
=
PHEE piad g aei|| & =
o WL B =
0.017 T T T T T T T T T T T T T T T T T
Q0 QYA YA QYA D 4 4 4
%%%%%@%>%%@%%%%%% 2 % %
ORI O R R RN %, N %5
B AR
n77777777888888 7 5 0

Bushrora OFsa O#5#%
oot fE T EECH B 0.5 g /mL, O ¢ IE TCHHEETEE, * A fE
RO IRABOACTRUT P RAR, 55 RO T332 E 30U /3 () B OV 10U 3 (v e - 7 OIS LU 43 (2 AR R OV 3 DU 3 (Vs D 1.5 X
EERbA il ifikee e
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ak—k2: THYAITABEEDH HaHUSE R ICHITAMEF P CEE—BRTO77M)L

(ug/mL) R E20kg K RE20kgll
i
K 0.1 1
g !
e *
EODS* HI%. IEIQIQﬁ é ii*é
I i :
é o E % ﬁ é
0'01 L e\e He T T T T T T T T T T T T T e\e \e ? T T T T T T T T T T T T
29933539289 9%9%9% . 9999228899999
GRCE RN N RPN L GRS RN S RN R
B

n222222222222222 8 87 7 88 88 887 7 8 8 8
Budhrora OHsar Ox5#

T P EECH IR 0. 5pg/mL, Ot MLIE O BRI, s AU
FAO I RAB O AR PR AR, _F 3 OV R AL 2 AU ES 30 43 (i B M OVE LU 3 B0 7 7, O I B LI A3 5 S OVEB BT 43 (i #3.001.5 X
PG ghA liikoe S

HEE AR OaHUSIZR U ORI TWAHAEK A E FEDE 5a2H T 5EFICETHERITT
FLOHWNTHD,

6. FiERURAZE (KFY

CGEREAM MY REEEIREE
W77 VA7 (B TR z) LT UBFEOREZEZEL, 1EI600~3,000meZ A HEEL .
HIE 523 %12 1R1300~3,600mg, LARE4 I X I1E81 = E1Z 1R300 ~3,600mgZ i §#E 75,

. BENEREZAITHEEICEHITLHEERE (hFY

9.7 /MR

(R AR RS EEIREE)

9.7.2 (R ESkg AT D/ N 1t R EUTA M OV AR L LT R SRBR I T IR LTV R0,

26




(3) AERIGEFERHAER
- % [ b}E B 1S S BR (ALXN1210-PNH-1035488) ' 'V (B & BN T—4)

MBS A ARIRHR DR APNHEE %5 G2 B A & R OHERF &L UTARKI O B 7e b2 &% Bk

WG L, &R BRE T,
BHRBERFAROPNHEE SRR ERERIRNES LE-EEOR LM, DA, RUEHMETFE
%
HEAT AL IR, FERRRE N AR
For BARE R ABE D185 L L OPNHEE 134

18U EDBHER (T &

 EREIO—YA AN —DRERICKYPNHERE EZ SN TS ES

RO GBI EH T TREL 2D DIl R R K CLDHE I EAULND 3fELL £
RBRERERRAIELNICHIERE VI FUEREBLTEY. TOREHELHD

=L

FHMAANEE

AW N =

CBEICHAEERICKBEBEER T HIEE

L RO —Z U B O I/ AY30,000/mm K RIKSFhERAE X B AN500/uL R iEDEE

CBEICERBEEZT I HLESE

CHEXARREEORE. FETHOBREREEDRE. ARERSHRIARTIOBLINICIEE

DEEREEEL-REEORELZEILIEE

CEREFELTCVD S ERD X SR E RO L

6. TURORIFUR(EEEMFENF. L FARTASR EFAIUKIERE Y TUAVIILER. B
BFANRNJDDOVTIAIRESNTEY. MDA —= U RT—E R ORAEN—ETHRNES

7. HIVER L 2 RIFXEHEOBE XIZCEFRVAILARKSE ARERSBRI4BLUADFEEN
DEEMHOMEME VML AERITEEEOREEDES

8. REREEIX S RAARTS0 A IR DEE R RER IS MUT-. RITFARMASEEE 2. 30BMHLLE

LEZABREOE BB OMEOHM(WLWTAMEVNA)ARBLTLVENESE

A W N =

ol

ERBRMEE

ark—MalZ2fl, 37k—MMbIZ44)] ak—R2(2761 & A AN T=,

aOR—MaTIX. BAREELELTAEAFI400mgZEDay 1.8(2.600mgZDay 15(Z #FHAEELTIOOmgE
Day 29 R U ENLIBE (F4B S LICFRIRMIR S LT,

2R—MbTIE BEAREELLTAHFI600mgZEDay 1.1512  HEFAELLTIOOMgZEDay 29K UIZ N LIEIE
HERAE GRS EITERRMIRE LT,

ak— k2Tl BABREELTAFI600mgZEDay 112.900mgZDay 1512, #1FAEELT1,800mgZDay 29
RUZFNLUEZ4B T EIZEIRNIE S LT =,

WEFhDaR— 3 S5 C24BROEBALMEHBHBEZRTL-&. &R2EMOBRGEIHMICET
L. FHRER—DAERVERSHRECTARIZHRGERETEHILET,

FEFFEIER R—RS5A5Day 169FE THOLDHDZEL

Bl R ETiT1E B B MEEOMRPIIRE/ NTA—FDEL . PNHERREER DL L
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Cornax R U Crronen| A LB IZHEANL . 27K—M (900mg g4w) TlEDay 57.378—k2(1,800mg g4w) TlE
Day 85F TIZEEIKARITELT -,

AFNQOHEEAFBE (400mgX (F600me) IF 5% RV
RARHEFERFE (900mg X (31,800mg) IR 5 R DEMBNEE/NSA—4

Cohort 1a Cohort 1b Cohort 2
PK Parameters | Dosing Period 400/900(N=2) 600/900(N=4) 600/1,800(N=7)
Mean® Mean=®=SD(%CV) Mean=®SD(%CV)
First ID 114.0 203.5+10.3(5.1) 200.7£53.3(26.6)
Crax(1g/mL)
PK/PD Last MD 514.0 512.3%£65.0(12.7) 1,039.3+£282.4(27.2)
First ID 73.3 80.5£6.5(8.1) 87.3+18.6(21.3)
Crougn (g/mL)
Last MD 243.5 204.0+56.6(27.7) 449.6+135.1(30.0)
a SD and CV are not applicable as N=2.

e ID=induction dose; MD=maintenance dose
WEECHSREDN—RTAUNLNEL RO FHEL. #HFHEORBRBKRIFEEZONSIEATIE. O
"R—HR1(900mg q4w) T—99.8% . J7Rk—h2(1,800mg gdw) T—99.95% T 1=, B CHEED T {EI.
ETOISTHR T A—RZAUH599%LL EIETLTUL =z, cRBCAMAE DR R ICICAEIREMHE
WNEROSNTz, 27R—F2(1,800mg g4w) TIEE AR D2EIB D %5 (Day 15)RICTELLEE (20% %
N ERSN ORI FEFEAMEBLCHE TSN,

Day 169 COLDHTEHEDNDR—RS4 MSDEALFE (L, 38— M (900mg g4w) T—86.0% . A7R—hH2
(1,800mg q4w) T—84.7% CTH 7=,
AR Day 169MLDH{EAULND1.5E% FEI>f-#%ER& &, 37R—F1(900mg qd4w) TEHIF5HI, IR—h2
(1,800mg q4w) TTHILHITH 1=,
LDHAEEEFHENRN THo-HBREDEET. WFhDOIR—rCLREETH-T=,
AFIEORRBRAEECTEEVEETERIE. aR—MToHIR14](16.7%) (B 1), a7k—~2T7Hld
P 2151(28.6%) (BB R UL EARE). £/ . K1) (CHKE L =,

T—ANVM IJBRATC. REARERSFICRBEL-EECEEER HERXERRIE. 8541k
[CERBEERR RV EPIEORE EEMoT=,

EE AKIOPNHIZ G U TEA RSN WA HE L O EIX TR 0my Tdh s,

6. ARV AE (KFY

(REMRBANEYOEVRIE)
WHE RAE T TV~ (s ) EUC RE DR EZEEL ., 117]12,400~3,000mg%
BRIEHELL AE %5212 1[1]3,000~3,600mg, LAKESIHZ L2 1[7]3,000~3,600mg? i

ﬁ%&—gﬁéo
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- E NS 1 ER (ALXN1210-PNH-2015E8) " 9 (B @4 T —4)
HHIRBHLEARIGHE O APNHABE & X510 B A E LR EL DA TAAIZ RN & 5L H
BB A 1T o7,

RABRERRARDOPNHEEERRELT. BELGOIABRUREL DAV THREERELILEDAD

B . R o1t RU BB IS

REBRTHI SRR AR FER. ARHEHR

PIE 3 WHARBREHI R AR D185 L EDPNHEE 264

1. 18R UL LD B M X L&t

2. BREIJO—YA AN —DREFRICKYPNHEREZ SN TS ES

3. RP—=U S HRICIBU EH I TRERL 2 DO MR R A TLDHFHEAULND 3fELL E
4. RRERSBFIRAIELNICHEREIVFUEERBLTEY. ZOEHEN DD

FHMAANEE

CBEICHAERBEESICKBAEBER T HIEE

L ARG —=Z U B DI/ AY30,000/mm SR XIKIF P ERE $AY500/uL R iED BE

CBERICBHBIEEZ TN DIEE

CHEAEBRLEORE. RIFZOMARFTHOBH EEREDREEETLIEE

CBEREFELCVD D IEIRD R TIREL P DX

CIYAARIFURIEREMFIF . DLFIRTAAR EASUKERE. Y TUAV IR ILER. K
DFARIDOVDT ISR ESATEY, M ORY—Z VT RT—E R OAEN—ETHNES

7. HIVEEE B RIFEBHEOBE XIZCRFRIMILARS ABRERSHBA4BUNDFEEM

DEEMHOMEME VML AERITEEEOREEDES
8. GRERER SRAARIS0ORA LN DERER R ER IS MUTz. RITHARMAEEE 21+ 30BMHLLE
LEZCABREOE BB OMEOHM(WLWThAMEVNA)ARBLTLVENWES

@D o AW N =

EANCY) B S

S RBEEIDDIR—IERIZHA AN,

ak—HM(645]) : EAREELTAH|1,400mgZDay 112.1,000mgZDay 15(2, # A ELLT1,000me%
Day 29RUZN LU (E4B S EIEEIRARS LT,

ak—h2(64)) - EAREELTAHFI2,000mgFDay 112.1,600mgZDay 22(Z, ###HEELT1,600mg%
Day 43R UZNLUME(Z6 BT LIZERIRAR S LT,

ak—R3(761) - EAREELTAHEI1,600mgZDay 1, Day 1512, # A EELT2,400mgZEDay 29K
THLUREESBETEIZEIRNES L=,

ark—4(74)) - EAFHEELTAAIS,000megZDay (2. A ELLT5400meg%Day 29K UNZFH LIRE
[F12 BT EIFR RN S L=,

WFhoak—rE, EALBEH RSB (QR—M~ah—r3IE R K 2538, ak—MIdRRE2818)%
BTL#Z . RR2EMOBEHMBICETL ERARBER—ORAERVESHRTAAIZRIKIRET
EHILELT,

HERAE

FEFMIER R—R5A/hibDay 253FE TOHOLDHDZE{L

BIRETHEIE S BMEEOMRZIRE/ NSA—FDEL. PNHERREKRDE L

HEBHOARFREBREZDCuounlFE2AR—FETREBE TH1=DIZHLT. CrnldAENTWNIEE
ERLT0 Corouen D EHIE(%CV) (&, T7R—MT218.6(47.2) ug/mL ., I7Rk— ;2 T156.6 (49.0) ug/mL. 3
R—F3T163.4(39.6) tg/mL, 27R—F4T260.4(41.7) ug/mL o Cpnox D FEHIE (% CV) [, T7K— M T556.4
(35.2) g/mL ., A7R—F2T571.7(10.6) g /mL, I7Kk—F3T790.0(8.2) g/mL, A7k—F4T1,340.4(28.7)
Mg/mL,

FEHZHINE (N5 PHEEEC5R E . cRBCAM) [FaR— M THEBL TV, # B O ARSI R KRS %
DS TR T BEBHCSEEDA—RSAUNENDEILE(FYE) (£, 27K—MT—99.68%., a7K—k2
T—99.32%, 37K—F3T—99.06% . I7R—F4T—99.57% T&H o1z, cRBCIAMD N—RZ A U M > K F| D
VEHRSETEARECOELEIVThOIR—FCEH0%ERB I TRELAEMEE (20% K ) NRSh
=M. BRI E5HONSIRATIL., 37/h—MT—98.45% , a7Rk—h2T—84.20%, I7R— 3 T—77.14%.,
O7R—h4T—93.50%ThHY. T2 HAMBEEETOREL AL THREHMERLTELTHIESH
Hhot=,

%2 | PK/PD
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LDHEHEDR—RF1 M ibDay 253F TOEAL (L, 27— (1,000mg qd4w) T—72.9% ., 27"—k2
(1,600mg qbw) T—77.8%, 37=x—k3(2,400mg q8w) T—85.0% ., J7k—k4(5,400mg q12w) T—87.6%T
Ao o1z, Day 253DLDHEAULND15EUTITIE FLA-HERE DEIE (L. 37/R—M (1,000mg g4w) R
a7/R—b2(1,600mg qbw) T100% , I78:—k3(2,400mg q8w) T71.4%(5/7451) . a7x—k4(5,400mg ql12w)
T85.7%(6/7651) TH 1=,

AR FECTHEETEROBHEORRERICHEDERA LA SNEA ST,

ER AEEORARBERNEECETHEVEERTRORBRE(L, I/R—MT33.3%(2/64)) (FEHE. Bl . &
EME M TERRIRS) . 27R—b2T33.3% (2/6%) (BESE. B ANE. FHARE. SFHERAE) . 27/R— 3T
42.9%(3/741) (BEfE. BB EE EASLIER. BIEARMHERME. EEHFZE). 3K—~4T28.6%
(2/745) (BBFE2451) TH 1=

FEFEABFIC R RS HIEICE-EEEROBE T LED of- £2ARTHITNGEDEELE
EERNFRBEL (M T PBRBAAE, 2. IR R R R, ZLERFARIRE RUEME 15, REE
BERVLEREHAE 1. SER RO B OB, BEIE X B MBI RUBHR R KR B14),

TR AHIOPNHIZK U TR SIVTO D HIE KO &I TR0 Th 2,

6. FIERUAE (B

(RUEMERBANES OEVRE)
W AR, T 7 VA~ 7 (B F 2 ) E LT BRE DR ELZEEL, 11]2,400~3,000mgs
BRIEHELL AE #5212 1[1]3,000~3,600mg, LAKESAZ L2 1[H]3,000~3,600mgZ s
[ e I
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(4) HREERI A ER
1) AR BR

- EFR £ E S AR ER (ALXN1210-PNH-3015%E&)" ¢
THIRBLEAIRIBE DR APNHEBE & 5 BRI VA~ T o 5 IR L9257 2 A B Rl PR R

21T o77,

=LY

HAEEFIRABRDEAPNHEZZRRIT. AFOEHEICDONVTIVIXIIITH T SIS HER
HIERS]

BT

SHERAR. VA LIE B R REMBHER

PIE 3

WIAPRERIRABEDI18FF LI EDPNHEE 2464
(AFBE1250], TH)VRXTTE12161 5B B AR NIEAFI B 1861, TH) X< T E#1541)

FHMAANEE

18U LD B MR L&

 ERBREIO—YA AN —IZKYPNHEREEZ SN TN ES

L RY) ==V RI3H ARRIZ PNHEEMIR R FAERE1 DL LB LTV BE

L ROY—Z T DLDHIEMNULND 1.5 ETHo1-BE

CRRERSHEAIEUAR TSR CHIEXE VIO FUEEELTCSESE

. ERATRE A R MR R E R U R ATRE A M/ S — b —E B DB MR E L AR B ABR P RUGA
BREORKRZE %8 AR, FIREEM T 5-OITARERABEEITRELIZH AT U RIZH DK
TIEGELENIEELT:

@ o AW N =

EXAZT) S %2

CBEICHAREERICLBEBEER T HIEE
LR O I/NMREAY30,000/mm K RITIFRERAE R $AS500/uL K EDEE
CBEICEHBEEZT I HIES
AP BEDORENAOkg R FEDEE
CHEXRELEORE. RRFHOBREKLEORE. ARERSHBRIN4IBLUADESE
M OEEHOME . YMNILAE R FEFEOBREDEIOHIEE
ARREBRERAAFIIRLINIZISCL LD REMERO-EE
7. HIVRRE D FERSN - BE
8. AR IR SRIARTICH DERRAER IS MUz RITAEMAARE (T 30BMB LT LELAR
EDEFBHBDSEDHM(WVThHREVA) NRBLTOVENES
9. HIREFELCLAS ERLCLS . XILIBEF DL HE
10. R9—=2 5 X (EDay 1DFIRIREDHER N BHEDO LS

a s W N =

(=2}

HERAE

SGERDORY)—=2 7 RO % S FE AR IR S AT A DpRBCEI M 1 =y b 3K A0, 1~14,
RIF15L EIRURDY—=2 5 B D LDHE(ULND1.56E L L3 &R, RIFULND3ELL ) [C & D=,
BBEEZBANEL . AFIBRIZTVYRXITHEIT 1D TIUA LB T LT, BE1E LR I8 FE
DEWEEFEEHAANTESEEDLREIX20%E0LT2,

AREIFEE AEICEDVTRELI-AEIAE (Day ) RUHEHAE (Day 15. 2 LUEIE8ETL)%E. T
DA TEITEARE600mg(Day 1.8,15.22) RUHE A E900mg(Day 29. F M LUEIX2:BT L) %, 26
BRERRNES L,

26RO EEFMARBRT &, A IAFRGEHLL T TVIXITEHEAFIREITOYEZTE
FIVIBHELT. RREHBEL- B EPRERR2EMEL -, ARG (I HIFHEE (Day 183.Fh
LUBEIZSET L)% AFIUEE LW E A E (Day 183) RUMIFHE (Day 197. ZN LR (X8ET L) %54
RARS LTz,

AEFEDOREE:

A=

#[E A E (mg)

HFFAE (me)

40kgd £ 60kgk

2,400

3,000

60kgkl L 100kgsk i

2,700

3,300

100kgkl £

3,000

3,600




FEFHIER

Day 183%E T M [B]8#5E L # . Day 29hHDay 183F TOLDHIE &L ER H

< ) 0 [ 56% D °E % >

Day 183(Week 26) ECORBREAM D MIMA T ELIREBEMHIFL ARERIEZ(CRELIZAMRS
AVICELCTHMELBELEN ST HBREDEIE,

ANEJOEUENIg/ALUT CTHIMZHELTIEEDBIEOCEREESIGE. RITHEOERDOEE
IS HBTAEST OE BN Te/dLU T D5 & I1ZpRBCEMEE LT,

<LDHIE®EILDEZ>
Day 29h\5Day 183F T%BLTLDHIEAULND 1ELLT,

FREIRHIER

RN—RS/4hbDay 183FETHOLDHELE R—XSA U hbDay 183F TOFACIT-Fatigue# 8 XaAT7NE
{b.Day 183FETODILAVRIL—AMFEREEDE|E. Day 183FTHOANES OELREILERE

<TLAYRIL—BNDESE>
SAEDCLDHEAULND 1. 5ERFHICIETLI=#IZ LDHEMNULND2{ELL EIZ E R LI-REETIE N
BMOER T EBIEM DU EFH-ICRIBIIEEL LA ERSAIGA

<ANEJOEVRELCDEED>
Day 183(Week 26) EF TCHIMAET AT OEVENR—RSAUH52g/dLU LD ETARHONE
WEE

R

AR RERIEFASELz, TEFABEE CTHLHMEIBHEREDREHMELZDI5%CI
%, BAl{ENewcombe SR ZFAVWTEH L. BREHBEX. BAESh=6 2D S IL—THTO
HEZOMEMESEERALYTMantel-Haenszel weightiAICKYE LTz, EEFFMEAMFICHEHMHEDL
ROLNEN S OARRBERLLBEERGHIEATL HMEELBEELTEH L. CO
HREPIcthDEHRTHIELEEZIT OV T FEBFETOT—4ERANCHME B %MLz, F-.
LDHEEILEREOBHITIE, —BILEEAEXOFELTRANVTA VXL EZMI5S%NCIZEH LT,
Day 29/ 5Day 183(2638) ETHOLDHEREILZRBEREL ARDIEELH . MMEBAIEFLA
JVIZESKATFIVALER) . RUR—RSAULDHIEGERZE ) ZHATHELTED T,

Day 183% TO# I B8 ZE R ZE DM ZE (RFIFE-—THIXITH#H)DI5%CIND FRHMN—-20%% EEY,
ELICAFIBTOLDHEE L ER RO TV TEHICHTE4 VX EDI5%CIN TIEA0.39%2 L@
BEICELHENRSNDZEELT,
FHBEIRFHIEEDIELHEDEREH (T LODHEL R TIEHMZEDI5%CIN LR H20%% FE -1
154 . FACIT-Fatigue# 8 A7 N LEAL TIX B ZE D 95%CIND FRM—5% LA -=15 A . TL /IR IL—
AMFEREBFOEN S TIEEBZEDISCIN LRA20%ZE TR S-IGEANETOEVRELERET
IXEER 2= D95%CIN TR A —20%% LR >1=B&E LT,

R WERE

At 246 BN ARRERICHAAN SN STVXITRIETVIAITDEREEZIT =, TD 5524451 E
EEHAMERT T L=, TR T 026 E T EFF MM E T T L of= (EER D H| BT 4K ERE 1<
FRRBRED) . REIBED1HIEIRE, A5 2436 AR RO MG IR CFATLI=,

BT RIC R BRZ R IE L= ERE D& 133.3% (2435150 845)) THY . AFI#E K5 TIH (ERF D
B SRR E D MEASE 1B ARV ER TP [FEER 20 (FhiRfE. SR MBUERE). LT 14
(A B I AE )  EE R ODHI B - 24811 Tdp o=,
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LS

Atk

FEFHil
Day 183FE T M [B]:8#:ZF fk F (L. AFIF£73.6%., TV XY T #£66.1% T, BRI Z1£6.8%(95%Cl :
—4.66%~18.14%) T&H 1=,
Ffz.Day 29Hm5Day 183F TOFELDHIEREILZERE L. AFKIF53.6%. TV X T E49.4% . AFl
BOIVRATTEICHTHFEEBA VX EIE1.187(95%Cl : 0.796~1.769) TH 7=,
Day 183% TO#i[El% E R DM ZEDIS%CINTRIZ—20%% LAY, N DAFIFE TOLDHIE
BEILEREOIVIAITEHICHTE4 VA LEDI5%CINTRIL0.39%F EE->TLNSIEMN DS, RFID
IHYRXRTITRT BRI RIASNT=,

B REFE
LDHDA—RZ1U oD ELE
LDHDAR—RSA M i5Day 183F THEILRD RN FTIYEIL, RHFIFF—76.84% . TH)X<T
B£—76.02% ., FERIZE(3—0.83%(95%Cl: —5.21%~3.56%) ThHo1=-(FER DT+ LANTOVFDE
Tl BEEZFTIVXRTEH-—RFETRT),

TLAOAN—BMHERBEDE S
Day 183F TICTLAVRIL—BMAFHELI-BEDEE L. AFIF4.0%(5/12561) . TH )X T
F£10.79% (13/121451) . BRI 2 (E—6.7%(95%C1 : —14.21% ~0.18%) THo=(FERDT+L A TOY
FORITIE BERZEFTIVIXITH-—FRFFECTRT) . VI THTROONZT LAV RIL—
BMISEDSETH£0.5ug/mLEB A DLERECSRED LR EF>TUL A AFIBE TIX0.51g/mL
EHEALLEMCSEEDLENBOONEF (TSI,

ANETREVRELERE
Day 183FETOANE/ AELREILER (L, AFIEE68.0% ., TV XTI E64.5%. BERHIZE(1£2.9%
(95%CI: —8.80%~14.64%) TdHo1=,

FACIT-Fatiguef& a7 NZE 1L (B E1HR)
FACIT-Fatigue#8 RA7NDR—R5 A/ HibDay 183X THOLEILD RN ZFEFHIIARFIEE7.07. T4
AT TE6.40, BRI 2(50.67(95%Cl: —1.21~2.55) THo1=,

T EETME B R ORI REFMIEE O EHT-FAS

TA(%) A 1 i ° |
T T T T T T T T 1
-20 —15 -—10 -5 0 5 10 15 20
LDH-N(OR) A 1 } ® |
T T T T 1
0 0.5 1 15 2
LDH-PCHG (%)* A T
FACIT-Fatiguefs 237 DZE1E A
BTH(%)* A f—&——
HGB-S (%) A 1 L 4 1
20 -5 -0 -5 0 5 10 15 20
Favors eculizumab Favors ravulizumab

H)AFELHT—C0 @EAHEEETT, BB TA=8 M [E%. LDH-N=LDHIE#{t.OR=7# v Xtk LDH-
PCHG=LDHZALE BTH=JLAYRIL—AM HGB-S=~ESJ OEVREIL
* LDH-PCHGRUBTHDEMZE (L. TV T #H—KEIFHTERT,

#4554 (Day 365% T)

Day 3653 T 0D &I B8 3 A 3R (&, AKIREKTEE66.4%  AFI Y EE57.9% T, BRI Z(37.8%(95%
Cl:—4.26%~19.69%) TH 1=,

Day 29h\5Day 365 TOHIHBLDHIE H1bZE A R IL . AFIMEGTEF53.0% . AFIVI B EF47.7% . RF|
BEORF BRI HAEA VX LIX1.239(95%C1: 0.839~1.829) TH o=,
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LS

BAAEE
Day 1833 TO# I [E:8%5E L B K UDay 29h HDay 183FE THHELDHEEILERETIE. BAA
KAV EEFERESKEBEIIETURIEEH LN oz, [ M [E]8E (BERZ) :30.0% (95%Cl :
—4.56%~59.60%), LDHIE &1k (v X1£)0.719(95%Cl : 0.158~3.267)]
LDHDAR—RSA/ U hbDay 183FTHEILERTIX. BAANEFANALEMERETKELDIETURIE
BoHOLNIEh D=, [FEfEIE  —0.68%(95%C1: —5.65% ~4.28%)]
BARAEMTlEDay 183FETITTI LAV RIL—AMBRIFBOHLNEI ST,
BAAEHIZHT5HDay 183FTONES OE L REILERFEDFHRZE(318.9%(95%C1: —16.05% ~
50.40%) TH o1z,
FACIT-Fatigue# & ROA7NDR—RS A hbDay 183FTHEATIX. BAAEMMNEEMERECE
BAIETURIFBDONIEM oz, [BERIZE 1 2.93(95%CI: —1.14~7.00)]

EGTHARS (Day 365F T)IZFHULVT, Day 365 T [A]58 = p | K UDay 29 5Day 365F TDEA
BIDHEFEILERETIX. BAANEFANLEEFMERSKELGDIIETURERO LN G o1z, [8
1 [=]58% (BER ) 18.9% (95%CI : —16.05% ~50.40%) . LDHIE H1k (4v X t£)0.807(95%C1: 0.186 ~
3.506)]

BlER(RAREGRNEECELVEETER)DKEE(E . AKIF40.8%(51/125%41) . V)X T #
41.3%(50/121451) T, EBIEAILEER THoT=,

BEGATEREAFBE TR GESEIRMARE. LT NRESE. F2. I/MRBADE. B/ EZETR
£ RE Bk E/FEFEHE. £ S MRE BETREAN DFHE L. EWFELZ1E). T
PRI TETRI(FEE20] AL IR /HERGARIE I8/ VAL AME ERGE RRE RRE MERIRE. SR %/
PR BRI A KBRS AR . RAEM R M E R RENE ) ISROHENT-, 2638 O EZ T AR
FRCRUAEFERICESEBESHIEFIE. RFIBRVIIVATTE#HELIZROLNGEI T,

MEEEARE (52,87 —4hvb4A J7RET)
B (ARBEFRNEE CESHRVEETRR)DHREET AFIMHTEE44.0%(55/1254])  AFIUI & 5
19.3%(23/119451) T, F % EIERAIZERE THoT=.
BEEVHEEREAFMGHCI3M(BEFREA MR, BEBAIL =7, FEEAR MR AE . FZA. A
LR GERSARMARIE /BRMAEME S 300/ 2 BRE BELX O RE. FRES . FEFEHEN
1)  AFIVVB B CIEI(BIARERAE. B2 BN/ EEEORER RE fhd /B iE . B4
FEMAM, FRERE FEFEHE/FTENER., MRk AmBKRDAE. BHRERMBERRE. iR
BRI IZROHLNT=,
RTIEAFBEETIEEDOONT  AF B 24| [fMIRE(EETMBIRPICHRIBL. S5
ISR, MEMECRBOON = AEBRICKDREFIEHIE AR BEEHTIEROLNT AF
DEH 2B (iREIC ST B ERBIEER (CRHONT-,

- ERR £ 5 MABEKER (ALXN1210-PNH-302588%) " ¥
TIVR= T IRFEFR DO APNHEEZ R R, 2R~ T a5 BRI E457 2 MU IEE R R B

CRBRERSFBIREUAR IR SRIGRICRIEXEVIFOEEELTVSEE

1T-o7=,
o BEHALULETIIVAITD/REEZ (T BHRMICERELTVNSH APNHEEE ] RIC. AFIDBEMMH
I2DWTIHYRT T2 THIELHERIETS
HERTHA SHEERHFE.SUF LML IE TR, RENBRE
w2 BEHAULEIVVXIIDREEZ(FEERMICRELTLNS18% L EDPNHEE 1954
(RFIBE97H|, THURXT T B98I, SHAARANITARFIZESH ., THUX T TETH])
1. 18U LD B X Tttt
2. Day 1RI60 AL E . TVURTTDEEEZIT TV EE
3. AU ==V B DLDHEMNULND 1 5ELU T TH-1-8E
 BREIO— —lz&l EZH &
EHEH AN ;.—. EoO—HArAN)—IZEYPNHEREEZ SN TN 3EE
6

PEIRFTREA KR B R U IR AT RE A KM/ A — - — &R D BHHRE X AR AERPR VA
BEOREES5%81 AR EIREFEIR T 5-OITABRERABEEICRELIAIF VRIZH DK
TG ENIEELEE
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1. Day 18161 ARICLDHEMNULND2{E 2B A =2 HDEE
2. Day 1HI6AARMICEEMEEZR(MAVE) W RBOONT-EH
3. APV ==V B D /MR EEAY30,000/mm R i, XILIFRERIE R AN500/uL R EDEE
4. BEICERBIELRTI-CELHIEH
5. R ==V 7 DR EN 40kg R BDEE
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AFBHETHVATITHDLDHOEILEDELZDOMAI95%CIZE LT,
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PY—=U TG RIERY)—=2 BRI RT28 B LN D ANES AE U ENN EE R TR
CTf=LLNELTF
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BBl R EBMRAERR CENIBETH .
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F RIS I R FEIESE R R 2o R LU CUARHI D 22 B MOV s 2 it 7%,

) ERBEHBELTEBFPEDARRITIEMLI-AE - HERDME
M. BRI LA 5. ARSI RO - A EORIREE (D) AGRRFIOHEESZHRTLHIL,

QR0
ML
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VI. E3hEIE(CEY 9 AIEH

1. ZEPHICEAEHILEMRIILEEE
PUai AR (C5) & /7 m—F L HiR S|
— x4 VR~ T (B TR )

EE: BEEOHLEEWOEE  DRFL FORMNLELZRTDL,

2. FEIER
(1) #FRER - PR
VEFIERAE < KPR %5 — RIS 31 HE MK C

___________________________

O LOFRRRR ) i AR 1 LT F T SRES
| mumE | | ARAREEAS | it
! P A
MERAEE RIENTEE
m ek DT
Cat R CoEmBER P
FEMEAEMBL :
PNH >
— AT
B
_________________ X g C3b ]
! AR 1
) o] R S—
1 C8(H20)F 74 —/5— |
O < T
CaLmmER CotmmER
TR
BEF+DAF
[ AT | BRI

CD59RHAAR T —FDCOLBEIEAT B EICLN)BBMEDIERKRRLFCEb- 9N L EETLICHEL. MAREHEERET 5, LEEDC4b2a,
C4b2a3b. C3bBb R U C30Bb3bid. BxREMEEH T 5,

HEHR T —F

VEREFE SR AR B E R TH DAL A A CHIT 5D H A2 &< COITE BAITHE & 952812
FoTCha(RIENET T 74 ThF 20 ) RONCHb LR AR G K (CEb-9) DAL Z Bl b3 507 = }]
~OBRRHEAE TS, 7o, COITRFRIITHE A 92 28I XD SRR TEME S TS b L OV
fa @R | R U CTHE L5 — 0 CURAE OF 7Y = AR S A R D BR B IR Al R 72 AR TE AL D
PIHARE R 3 1R B L Q0 D, il IRTE M b D= b — L 3R BZRPNH AR L OaHUS BB F 2BV TA
Fl &l 3D IRBARNLIT . ZOEAREFFICE SV TRY, PNHEFE L OHUS B O I 7E M N
RILEIAF O G IsTHRlESn D,

AANZ, pH6.0TIECHNH DR EE & ONERFcRn&EDFE G N AL SN DI R RIS STV D, 2D
FER B PA =T 2 OYIH = R — LD PEER 5 T C R ECOE S IR D fEBEMEE T 5, T DT
O GEBEFUAD I = R — A BFeRnZ IV M 207 S—= AV MY A7 L EdU DRGSR AF D&
RIS T RE 5,
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o RSt Z2

/57"1)2:57" » PHE I BCEDHE
7
o

YA
St é FoRNE AT LAUH 1 2L DFEE

HAh— X W
Q — = EMNEMOENERE
I RY—L ° .
pHE.0 = » * Qo
A -« ®
)
N > A
IVAVESTN
h @lz
P MBI R 13 _E AR
\_ J

STVARTDEEE AT RDHEF

(2) EhEEM TR ERARIE
1) ERCSIZ3 $ 2R EpHDZHER™ ™ (in vitro)
EhCHIZx §57 7 VA~ 7 DRl & B E FEIXSPRIC IV FAT L 7=,
ZOFER, T T VAT DCHIZHR T DK T I VAT LR LT, =227 3—hA RO IEHPH TH D
pHTHUZFBWTHINTE B/ A M= ZZ O = R Y — LD VEER B T CTh2pH6.01238V  THI36
R TDHIEDRENTZ,

STYRXRITRUVIVIRITDEHERCSIZH THK,

pH SIYR<T IHYRIT
8.0 213 x 107"° 1.47 x 107"
7.4 491 x 107" 2.93 x 107"
Ko (M) 7.0 911 x 107" 715 x 107"
6.5 219 x 107° 2.06 x 107"°
6.0 218 x 107° 6.06 x 107"°
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2) FeRnl 23t § BN EpHDFNER" (in vitro)
ERFCRNZKF 3577 VA~ 7 Ot BOSE EEIXSPRICKV R L 72,
T 7 VAT O3 EPE H I (CH3) I H2{E D7 2/ R O #2 (M4281 K TUIN434S) 1%, FeRnlZxf
THREEEMEAEL , FeRnIZID M = U R Y — 2D 2L/ = RA M DHUR DV A7)V 2 7% 5 6
DIZOIE NSz, ZHUVBFCHEHIR DT R /R E I XD, 77 VA~ T DOFcRZx 32 8L AP 1L, pH6.0
IZBW TR 7 L U TRILOfEE R Lo, — 5 . pHTATIEZ 7 VAR T K= 7V AT 4T
FeRnlZxt 2R R AHE B M2 RS o7,
INHDFER T 72D B C5 L UFcRn~DFE I T2 b DD B/ A h—2 2% D R =
VRV —LOEEMEACBR B THUA - COE A IR DR, KOV = K —L)bFcRnz A L7z g =
IR=RARASUAZ VS DHURST B O 7 AR 52 L I0 PUF I TEMETH R S B AR 35
ZENTRIENIZ,

STYRIITRUVIHI)XITDFcRNIZH T BIERHARTAIA
STYX<T ) IYUYRYT

pH7.4

pH6.0

FcRn [nM]
- 31 63 ---125 ---250 500 — 1000 — 2000

Ko (M) Chi2
2.75*107° 0.119

Kp (M) Chi2
2.63* 1077 0.193
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3) ERLLSN DENFED CEE DR E RIS (in vitro)
Ty U TIEIC IV CED T T VA T i G AR L E NS OB FED CEE T T A~
TEDREFE RN EE TRILT,
TIVR< T LEEE ERCEDOMGTR AL L D MED T /5% 3 (K879, K882, R885 K NWIIT) BT T VX
~ T EOREEICEE THHIEDRALINNI /25T ERUAN OB R FH0FE L OFEE R IEW LB 13FED
CH5X /DT BEEH I LD, [FE SN BB 2458 5 DHH WILTO1TERB DR F R 7))
ERCHIZHE I TH DI LAVRENTZTEBOT I/ BRITE IS OB FEOC5TIE YY),
RIZNTFEAON T N7 7o B AZEBR LB s T/ R e FCHA AR (WILTSE FAK) & AW T
in vitroft & BBk K OVE M RAERE L 72, E DR R 77 VA~ 7 138B T-HHR 2. C5 WILTSA HAK
(A BRI A RSP WILTSEE AR Z & dein vitro S ROV M ZPREL2h o1, S5, T 7 VR~
TV BRSO B AR K OGRS B LB SO M3 & VT A R FE MR Y I ek U C, SRER
IR EVERE R o, L= o T T T VR T DRI OBIFED CE~DFEA X, T T VR
~ 7 DOIERER T DM, PK/PDOFHMIZIZAF 53 Th DI DRI,

4)NOD-scid¥IRETILE ALV -EMEN B/ EHZERER ™ (R IR)

NOD-scid ¥V AILBIBINZCHERLTNDHZE 72BONIERCH LN MEFTRIZ X 32 I B %
BIATERNWZ DD, T VR~ T MR IV T ORI AN 2 KOS i D3 1520 R O
FHZ A=, ERCEDE T Y FEBUZ LA FURITENEHE R B DOET AR DIDIZ v T AIZDay 0~
35GABRI T H) D, ERChZ& . FH%5-L1=, Day 0ICT7 7 VR~ XTI/ R~ T 100ugh ~ 7 AT H
FIEFARNEE G- L, 77 VAT NIV A< 7 OMLE i E BN Zex vivo LIFEE LG M2 7R L7,
CHSIEMEAE FICBWT, 77 VR~ T KRR~ 7O T 2 25.37+1.02 H K O27.65+
2.28HC, ARk DI BYRE T 07 7 AV &R LT, — 5 COMFEAE FCIX 77 YR~ 7 (IDay 28F THURIT
TEMEH A ENELE AL TRE T Day 35F Cr/UR~ 7 L& 3 (%L, FIER Lz CEHd : 77 VA~
13.40+2.18H, =2V X~73.93+0.54H), M HUAIZDay 3F TCHATEMEDWEMIGEEAIZIZTE2ICIH
L7z, Day 14TIX, mVUR~ T I EERZ RS oT-DICH L, 77 VA~ 71383 % DI EE 7~
L. Day 28F T4y BHTE (F150%) ZHEFFL 7=,

ERCSDFAETRUVIEFE T TOITTIVAIITRUVIVYRAIITDMEFRE L E (%)
(%)

100 A
Lan
=
4
B
H#+
e
g i
o 10 ]
or 1
®
I8 - T7UXXT
% -- Z7UX=T
a —=— IVUX<T+ERCS

—&— STYXTT+ERCS
1 T T T T T T 1
0 5 10 15 20 25 30 35 (H)

HArE
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S7VAITRIETHIRRTDFE A T RUVEFEE TOERCSNHEECRBCAM
(%)

100 ~
80
60 |
B
g
@
40
—e— tiCs
= I7UX<T+ERCS
20 —&— S5TUXTT+HERCS
O T T T 1

0 5 10 15 20 25 30 35 (H)
HARE

5)5TYRT T DFcTITHRA—HEBEDFEE" (in vitro)
T T VA= T XNIZIVA T OMECLg L O Fey ZFME[Fey R(s) I ~DfE & Z BEHEICHIEL, 77
VA~ T DET 78— EEDH WA LT, ZDOfER ., 77 VA~7 13, Clq.FcyR I, FeyRIIb/c,
FeyRMMak O'Fey RMIbIZxt 355 G M2 /R ST Foy RIallxt LTI RPUA THH1gGLTA V57 A
7 e arbr— i (h5GL.1-1gGL) KV3EHV G a /LT, 77 VA 71 AEEH R ThY, =7 =
DR =53 FATK TDRE G DFINZED D in vivo TR AEME ML 5 (CDC) M ONHUA K A7 A i 45
FH(ADCO) & #HHTHAREMEIF eV EB 2 BT,

(3) YEFA R ERFRE - $FHon AF
FIFRER® BT MO AL E F AT OPNHEE KO/ R~ 7 1h fE P OPNHAE ITA
Fla P 5Lz & W b WIEE G4 T R £ SIS F o EHECS A, Al h D 5E I RE SN (5%
3047 LAPIZIE U7z I3 ol EC 55 FE 230, 5 ug/m LA . 2638 i D & $¢ 5- W2 18 U CRLEER 2 FE
LT SPREIC =P U~ 7 2 e 5 LT- 2% 0.5 ug/m LA OWEBECS MG H iR A — B U CHER S e
Mol
(TVIRHICEET5IHE 5. BRIRAGE  (2) B RSEF R DIHS )
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VI. EWEIREICEE 9 HIEH

1. MAEEDHR
() sAELEDmAEES

%ﬁ%ﬁm’ 14)))7(U§

W TFH R OVES AR BR 33 BR (ALXN1210-HV-1023 5" . ALXN1210-PNH-103
ALXN1210-PNH-201385x" ) 00 F — & % FIV V= LDH I - W Bl C 5 BAR D AT 1 B & | B R H9ITE
A SIBHLDH S (EFE X322 AUV ME £ CLDHIR MK F 9752 L EEF) 131
HECH IR FEDRAE A 0.5ug/mLEL (R JR BEIE, M PN LI O e RAE K OVTE A AR A AR P S AR B
%) WEBECH IR BE-PKARAT IZH S X MiF 77 VA~ 7 R E O BE (175ug/mL) 3 FFE STz,

- BRGS0 7= T35 (ALXN1210-HV-1013482 " ALXN1210-HV-102348'" . ALXN1210-
HV-1043482" . ALXN1210-PNH-1033852" '  ALXN1210-PNH-20134B"" ' | ALXN1210-PNH-301
KBRS 1Y L OMLXN1210-PNH-3023 581 ) OB B2l — 3 30 PK-PD R FEANTIZ B8 T R E D

95% G HN DT T VA~ 7 IR 11146 ug/mLTdh 7=,

FIERABRKTROMEPLDHREE M E iR CoRELDERF

(U/L) ! !
| |
500 | | 468

,,,,,,,,,,,,,,,,,,,,,,,,, Q,,,,,,,,T,,,,,,,,,,,,,,,,,,,,,,,,,

I I
o o
N 0 °© 1 o 351
b 0020 % O o™
T e |
o

3 204 0 S o 284
o cg&%@ @ © |
o &0 e |
I I
I I
| |
I I
0 | |

T T T T T T T
0.1 0.5 1.0 20 30 4.0 5.0(ug/mL)

WEBHCEEE

234 = LDH ULN.351 = 1.5 X LDH ULN. 468 = 2 X LDH ULN

MFRSTVARTIRELMFE P CORELDERF

] &
%‘ %##%%%?%%?%%

T T T T T T T T T T T T T T T T T
0 25 50 75 100 125 150 175 200 225 250 275 300 325 350 375 400 (ug/mL)
STUTTRE
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(2) BRIRSABR CRERIN- P RE

DREERAZSRELIERER

- 55 THAEER (ALXN1210-HV-1045E8) ) (B EIIR 5 RUREHRE)
A A At e s N\ 16614 56 G212, AR F1400mg (4451) X 1E800mg (441) 2 Hilml § IR N $5¢ 5-. X1EL800mg#
28 H Z L5 EIERARN £ 5 (861]) LIz L DG H 77 VA~ TR ORI L& X, iy @y <Z
A—=R o RITRT,
T T VA~T7400mg X1X800mgZ B [al F AR N 5 G- L 7= & & R AR TE I U 8 EIX 2 2 27.6
A& O32.2H T, CLE OV T 2R —NCHEIL T2, 77 VA~ 7 Ol X H B F U CTHEmL
77
F72,. 77 VA= 7800mga 418 = LI KAE F RN 5-LT2E | Craxs Corougn K OAUC I E & 5-Z 21
BB IMNEZ/RL, 50 H 5% OCLYE-AEIZ0.004L/h V. I 134,91 KA AR T 2 1= Js 511
PIfiE1E34.4H T, AUC, FHEFRELD -2 fEIE2. 1, Coran DB FELRER D - BN T 1.7 T 72, Day 5TET
ZPKSE FRRBIZBE LT,

BARANRRBERE (ST XT I B AFIRNIZS (400mg, 800mg)
XIFRIEEHRAZE (800mg gdw) LI=&E= DM EFT R EHFE

(ug/mL)
I w5
4003 % k — 57UXT7 400mg
300 % % % — S71)X<7 800mg
200 & % % % k % % % STUZ%T 800mg RiEES
w R H
¢ i
™ 4 &
D 100§ % %
X
o
2 %
I\
T
Ho
g 20- )
T T T T T T T T T T T
0 29 57 8 113 141 169 197 225 253 298 (B)

STV AR TEEIRHARNIR S RO EYENE/ SA—4

400mg(n=4) 800mg(n=4)
timax(h) R i (£ ) 0.9(0.6~1.1) 1.7(1.3~4.0)
Crex (Hg/mL) F{ELSD(%CV) 174.8+25.3(14.5) 397.8+255(6.4)
AUC«(ug-h/mL)  FH{E+SD(%CV) 102,361.6+22,918.2(22.4) 261,313.2+16,016.7(6.1)
ti,2(day) EH{E+SD(%CV) 27.6+6.4(23.4) 32.2+1.4(4.3)
CcL(L/h) FH{E+SD(%CV) 0.00410.0012(28.5) 0.003120.0002(6.4)
Va(L) F#4{E£SD(%CV) 3.7+0.3(8.2) 3.4+0.3(8.0)
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STV T REFIRA RS FOEYFRE/ S5A—4F

#E51EB (h=8) %556 B (h=8)
tmax (h) rh g il () 1.8(1.27~24.0) 1.5(1.22~4.03)
Cinax (1g/mL) T9{E+LSD(%CV) 341.9+69.9(20.4) 565.6+76.7(13.6)
Crougn (g/mL) Fi9fE+SD(%CV) 93.619.7(21.0) 220+46(20.9)
AUC. (ug-h/mL)  FH{Ex=SD(%CV) 100,221.7+19,179.8(19.1) 204,166.1£31,097.2(15.2)
t1,2(day) E{E+SD(%CV) ND 34.4+4.9(14.3)
CL(L/h) T9{E+LSD(%CV) ND 0.004+0.0006(16.2)
Voo (L) F{ELSD(%CV) ND 4.9+0.4(7.8)

ND : A H)5E

2)PNHEZEZXIRELI-ERER

- ERHEE MR ER (ALXN1210-PNH-3015888)" ¥ (BE : AEARUVEERAT—%)
OB EFIARTREOPNHAEEZ 12562T7 7 VA~ 7 A AR B HE-S < - H & (F)EH & +8i#lc
LEOHMERF &) TG LIz L& O RP RIS OV TRFTLZ,
WIE B O 5305 AN OJE T, [HHICT 7 VA~ T OG5 FE SRR RO E # IR RE R
B L AR EIZHES<SEIC A OHER H B O 512 Z0 26 B ORI 2 @ L CHEFr S n-, £7-. B
AN M 2L OPKIRFE R ITEPIL U,

DA EERRAEOPNHEEZ(ICHITESTVARIRVIVIAIIDMF T EEHF

(ug/mL)
2,000 A
T9{ELSD

1,500 +
i
K

# 1,000 4
T
g

500 +

T

T T T
1 8 1522 29 169 183 (H)

43 57 71 85 99 113 127 141 155
BIEHR
STYX<T 125 120125123125 124 125 125 124 124 124 124 125 125 123 125
I7VX<7 121 119120120120 118 120 118 117 118 118 119 119 119 118 119
STYXIITDMmERS T E
40kgLl £ 60kgkK it 60kgLL £ 100kgK i 100kgkl £
Day 15 4241116 (41451) 378146 (7941) 334+93(541)
&
% Day 183 548168 (4141) 439139 (77451) 392+144(645)
Day 351 573+175(3745) 462186 (7645) 407162 (7451)
=] Day 15 431123 (6451) 38799 (12451) -
x
g Day 183 669+211(51) 475+143(13451) —
Day 351 734153 (4451) 511168 (14451) -

SR+ (R 2 (150
Q) AF B G OT7 VA~ 7 O i il B
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STVARTHERERSROEYMFE/NSA—4

215 {KE40~<60kg | AE60~<100kg {AE=100kg
(n=125) (n=41) (n=79) (n=5)
F9fE+SD 771.4+165.89 846.7+174.34 740.3+146.62 645.0+181.25
Crmax
CV% 21.51 20.59 19.80 28.10
(ug/mL)
oh o il [ & B 761[403~1,310] 846[470~1,160] 736[414~1,310] 656[403~905]
EH{E+SD 391.21%+136.774 424.15+116.191 377.8+146.30 333.6+93.26
Cirou
froueh CV% 34.96 27.39 38.73 27.96
(ug/mL)
o B [ B 358[199~1,500] 412[199~775] 351[257~1,500] 308[252~482]
REBEOSTIVAITHEBEREREROEMERE/NTA—4
215 AE40~<60kg | AE60~<100kg {KE =100kg
(n=124) (n=41) (n=77) (n=6)
SEH{E+SD 1,378.5+275.94 1,528.8+279.47 1,292.9+242.83 1,450.0+219.00
Crax
CV% 20.02 18.28 18.78 15.10
(ug/mL)
o B [ B ] 1,365[780~2,100] | 1,520[909~2,100] | 1,280[780~1,790] |1,365[1,260~1,790]
14 {E+SD 472.7+157.94 548.3+167.99 438.8+139.25 391.84143.75
Cirou
roue CV% 33.41 30.64 31.74 36.69
(ug/mL)
oo [ & B 463.5[135~1,000] | 538[257~1,000] 433[135~790] 353.5[250~579]

EERETOZITIATIDENEE/NFA—FDBARAAEHLLEFREDLLE

2 &M (h=125) BARAERH(n=18)
G FH{E+SD 1,378+275 1,440+310
(ug/mL) rh g i (%66 ] 1,360[780~2,100] 1,280[1,120~2,100]
Curoush F5{E+SD 475159 529+181
(ug/mL) AR B [# R 465[135~1,000] 482[322~1,000]
AUC, Et4{E+SD 1,008,792+237,274 1,123,611£285,583
(ug-h/mL) R fiE [#E B ] 981,000[511,000~1,830,000] 1,047,000[817,000~1,830,000]

- BB RE M ER (ALXN1210-PNH-3025288) " 'V (3% : A B A RUBAAT—4)

TIYR~ TIEFEROPNHIBEHITHNCT 7 VA~ 7 BAR I H-S< T - F i (100 A e+ 831 1o
HEFFF ) TG LT L O IWENRE IOV CTRFTLT,

Rl D FE 513053 AN ORIE C, B HIZT 7 VA~ 7 O ML H i DR FIR O E # R I
BlEEL A I HE S <SR LEIOHERF T Rk O B 512 K0 263 I OTA IR IR 2 B L CHERF S, 72, A
AN ML A4 H O PKUR#E B HELIL Tz,
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IVYAITHRBPDOPNHEZ(ZE(THSTIARITRUVIVIARITDMEFREHR

(ug/mL)
2,000 A

1,500 4

1,000

miEFRE

500 +

T9fE+SD

T T
15 22 29

183 (AH)

1 8 43 57 71 85 99 113 127 141 155 169
BIEH
S7UX<7 97 95959596 96 96 96 95 93 94 9% 96 95 95 95
IVJXY7 98 9897 9696 97 97 96 97 97 96 95 95 95 94 94
STYRRITDMERNSTREY
40kgLl £ 60k i 60kg Ll E100kgs i 100kgkl
Day 15 448+151(2645) 395+108(63451) 344+50(741)
% Day 183 561+135(27451) 484+143(60151) 424109 (8451)
Day 351 584146 (27451) 513164 (58451) 458=134(941)
A Day 15 561 333+86(35l) 421
f Day 183 854" 369+132(4451) —
Day 351 789" 429+101(31) 564"
I A AR 7 (B0
a) RFFE G EATOT 7 VR~ 7'k i
D) 1B DT 7 i i
FTYRARTYIERAEREEDENENE/NNFA—S
£l {AE40~<60kg | {AE60~<100kg {AE==100kg
n 95 26 62 7
Cone F#{E+SD 842.9+203.47 903.2+150.42 823.14216.00 794.74239.70
(ug/mL) CV% 2414 16.65 26.24 30.16
rh e i [ %66 ] 811[511~1,750] 893[656~1,450] | 779.5[536~1,750] | 802[511~1,240]
n 96 26 63 7
Crroun T {E+SD 405.4+121.24 448.2+151.41 394.5+108.28 344.3+50.29
(ug/mL) CV% 29.91 33.78 27.45 14.61
ch o fE [ & 384[197~1,040] | 440.5[219~1,040] | 373[197~896] 352[294~421]
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REDTTIVARTHFAERSROEYHE/SA—4

24l {AE40~<60kg | {AE60~<100kg {AE =100kg
n 95 27 60 8
Co TH9{E+SD 1,386.34268.42 | 1,561.1%261.30 | 1,349.7%233.00 1,071.1%115.87
(ug/mL) CV% 19.36 16.74 17.26 10.82
hRE[FEE] | 1,400[902~2,320] |1,520[1,040~2,320] | 1,370[902~1,850] | 1,040[924~1,240]
n 95 27 60 8
Coones TH9fE+SD 500.8:143.17 560.7+135.18 484.1%143.05 423.5-£108.74
(ug/mL) CV% 28.59 24.11 29.55 25.68
oh o {5 [ 6] 508[232~854] 542[340~854] | 472.5[240~853] | 472.5[232~520]

EERETOITIXIITDENHENFA—2DERAEHALEEFAEDLER

£ &M (n=95) BAAKME (n=5)
Crax FH9fE+SD 1,386£268 1226225
(ug/ml) R {E[FER] 1,400[902~2,320] 1,250[902~1,490]
Crroush FHfE+SD 501143 466245
(ug/mL) o 52 {6 [ #E 508[232~854] 460[240~854]
AUC, FHfELSD 1,047,579£208,164 1,052,000+384.797
(ug=h/mL) R {E[FERH] 1,040,000[601,000~1,690,000] 947,000[722,000~1,690,000]

3)aHUSEEF R ELI-FER

- B £ RIS M ER (ALXN1210-aHUS-3115£E8) ¥ (B%& A EARUBAAT—4)
DR E R ARIBE D12 UL EDaHUSEES8FINCT 7 VA~ T AR BEIZESSHE - A& (@A
M E+8EICIEIDOMEFR &) THR G LI L ZO Y B RRIZ OV TG LT, #55-5861 D055 | FASH56
B, PK/PD ATt GAEH 235561 Tl o7z,

(RIS B O MR B2 5 LT 2 & T 7 UR~ T Ok i 1T 1R IR C IR RE
VZBIEUT W) RTAG ET AT & ot 191 ] C P8 Il i BE L S 28 1T A D AL e o7z,

thDFHABERIRABDaHUSEEICHI1HTTIXITOMEFREHTR

(ug/mL)
2,000 A

1,500 4

1,000 1

LT

500 ~

F191E+SD
T 1T 1T T T T T 1T 1T T T T

{1529 43 57 71 65 99 113127 141 155 169 183 % 575 o (R
EERHAR

n BHRRNNNLUYBLYUY 2 3 §
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K OPK/PD AT S I & DT,

R—MFHEAEFRARDEE (B SEARVBEAT—H)

STYRITHEREZRDEMEIRE/ NSA—4
=il KB40~ <60kg | TROO~<IOOkE | s ook
(Crmax :n=52. (n=12) (Crmax :n=35. (n=5)
Curouan - N=55) " Curougn N=38)
FEH{E+SD 754.3+265.3 788.0+163.1 747.3+296.6 722.4+266.9
Crax CV% 35.2 20.7 39.7 36.9
(ug/mL)
b g fiE [ B ] 698[174~1,830] 744[500~1,070] 669[174~1,830] 548[502~1,040]
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(ug/mL)
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Corna CV% 17.6 14.2 19.8 NA
(ug/mL)
1,465 1,490 1,470 1,390
" . . . .
"R EE) [586~1,980] [1,150~1,980] [586~1,890] [1,350~1,430]
FfE+SD 506.9+215.5 564.8+-227.4 469.5+210.8 472.0NA
Cuouan CV% 42.5 40.3 44.9 NA
(ug/mL)
R B [ EE] 506.5[87~1,100] 550[87~1,100] 479[91~853] 472[451~493]
NA : §E%470
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NG OT, £, 108D IVR<TIEIEFE D& 5/ NR BE iR — 20 A A U, 1051 24512 FAS

{ZEE WZEDSHERFH B2 421 RIS B 512 77 VA~ 7 O i I3 E F R BB IS B2
77 R E XA D320k g A D (4312 1[E]) £20kgLL FodfRE (8312 1[H]) Tz &) ﬁ*%g“@%of:o
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IEIF 523812 1[H1300~3,600mg, LARE4 M L8 Z 212 1[E1300~3,600mg sl §HE 75,
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AR BEEFIRABRDaHUSEZIZHITEHFT VAT ITDMEPIREHTR

(ug/mL)
2,500 A

2,000 +

1,500

iRk

1,000 | \& N NP S N

500 4 1\
FafELSD

% 579 W (A)
B AR

11529 43 67 71 89 99 113127 141155 169 183

RE<20kg(n) 1100000089896 g 6
AE=20kg(n) 7717177 778888°8S8 1 0

STVAITHERE R DEMERE/NSA—4

{RE<20kg(4:BIZ1EIRS) RE=20kg(85BI21HIEE)
(Crmax :N=9. Ctrougn : n=10) (Crmax :N=6 Crrougn - N=T)
TH4{E+SD 646.7+235.94 718.3+261.14
Cmax
CV% 36.5 36.4
(ug/mL) °
o B [ B 569[270~1,020] 629[534~1,220]
FE#fE+LSD 240.5+118.19 227.3+96.27
Crrough
CV% 49.1 42.4
(ug/mL)
o o i [ B 233[58~432] 213[142~435]
REBEODSTIVAITHEREREROEMERE/NSA—4
{AE<20kg(4BIZ1EZS) {AE =20kg(8BIC1EIES)
(n=28) (n=38)
FEi#fE+LSD 1,443.3+517.50 1,838.8+270.42
Crax
CV% 35.9 14.7
(ug/mL) ?
o o i [ i B 1,395[760~2,240] 1,890[1,490~2,280]
TH{E+SD 667.6+294.85 532.1+162.73
Crrougn
CV% 442 30.6
(ug/mL)
th g {iE [ & FH ] 678[193~1,090] 505[280~790]
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(ug/mL)
2,500 A

2,000

1,500 4

kiR

1,000 -

500 ~

Fa{E+SD

T T T T 71
1 15 29 43 57 71 85 9

9 113 127 141 155 169 183 351
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FE<20kgn) 2 2 2 2 2 2 2 2 2 2 2 2 2
E=20kg(n) 8 8 7 7 8 8 8 8 7 7 8 8 8
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(n=2) (n=8)
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(ug/mL)
o o i [ & B 1,027[734~1,320] 904.5[550~1,100]
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Ctmugh a)
CV% ND 21.0
(ug/mL)
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a)n=20D7=O KM T

REDTTIVARTHFRAERSROEYHE/FA—4

{AE<20kg(4BIZ1EIZRS) {RE=20kg(8:BIZ1EIRE)
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14 {E+SD 709.5+166.17 479.5+96.78
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CV% 23.4 20.2
(ug/mL)
o i [ B 709.5[592~827] 456.5[380~639]
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Q) HREETEH

BERABEARAN) HEEZIRNES (ALXN1210-HV-104558)”

HRMHEREEER(A2)(1/h) 400mg(n=4) 800mg(n=4)
FH9{E+SD 0.001£0.000 0.001=£0.000
%CV 26.3 4.2
R E(&/N & K) 0.001(0.001,0.002) 0.001(0.001,0.001)

BEBRAGEAN) HEEIRNIES(ALXN1210-HV-101558)"”

HREREHEREEEH(12)(1/h) 200mg(n=4) 400mg(n=6)
FEH{E+SD 0.000900+0.000146 0.000943+0.0000934
%CV 16.2 9.9
PRIE(H/D &KX 0.000881(0.000762,0.00107) 0.000965(0.000805,0.00103)

@ IIVTSUA

VI EWEREICBIT2HE 1. MATREOHER  (2) KRB CHER IV LR E 1) iR R A A kf

GLUIZRBR ) OISR
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(5) ZD D EHB~ DT
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9.7.1 PNHIZKT2EE R ER ClI /NI 3% 2 A MEO T —Z IG5 TU7eu,

(IR R AN M4 FREAESE IR EE)
9.7.2 aHUSIZ® 95l PR 3BR Tl AR B Skg R D/ NRIT k9522 M A IWED T — XTI TR,

(8) = E

9.8 SNE
BEOREEZB R0 EEICHR G T8, —fRICAETERE (BRERE, FFRERE ., S0 EES) DMK
TLTWA,

(fifan)
655k LA _ED mE i ~DIE B WAL IR T 5T U RAIELI TR, — RISl E ClI A ERERE DMK
TLTWADT, BEDOIRELZBEZL 2N HEICERGTHIL,
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7. HHE{EH
(1) BrREZEZEZDER
FRIEZILUTURYY,

(2) BtEEFELZTDER

102 FRZEEBRISEETHIL)

RH2%E

BRERAER - B A&

#r - EIREF

NSgE a7 ) |
(RV=F L7 Va—/LALEE N 6
a7 )

NGE a7 VAL DG G2 ko
CARFIDMIE PR ENKTT22E0H D
OT ORI HHE AT, BFEOREEZ +
BT HIL,

N Sile 7 a7 Y B L OREFER7DF F$%
AT KD ARAN O M3k T ME T35
BEPED %% ),

()

g a7 Vo ERERIE DO RIX, EIZFecyRUBOT Y7 L ¥ ol —rar i it Fes B8 (FcRn) L OB A
HOBEAE BB 95 AT HEME ASVRIBENTUWDY 7 /7 o—J L HRIZ BT, AR NIg GO 45 il
DD BECRNE N LIV A7) A R 5 2 e TEAHTD™ AFI D= R Y — LI BIF DY A7)
T HEREDS, NS08 7 a7 ) BUH L DRk 7 B 3512 ZO L AL, ASHI OO Hh i BE AME T35 rTREME DS
5D, LW ER = 2— 1/ RTF — B E 136 R G E LRI BV T =/ VR~ T 1250 a7 ) BRI A GF
AU BE OMEH =7V~ 7 JREE (h R ET8. Tug/mLIE DFA L2207 BF ISR D ME =/ VA<~
P g (R 119, Tug/mL) I bR TA B IRV ZEAVRSH TS (p<0.001, Mann-Whitney UgiE)*, PA
DZEMD TIVR~ T LR AFIE N SoZ 7 a7 Vo HEI L O fICEE DB ETH D0, FRE L,
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. BIERA

1. gleF
WORWERRHHONLIENHDHDT BEE +3IATV, BENROONIG AT 52 i3
B LU EETTHZ L,

(1) EXGEIEREMNHER

1.1 EXGEIERA

1111 BRRR B R AE (B L AN)
B B ST AE 25 E L SIS IR L T2 2B DT AF O GAZEEU T, YL YE D
W) (G A BE Y TEERAE B, A2 RS R BE DO 28 b A8 LD « MEM: SREE, AU ) ZE o 8
o+ ATHZ & MR W RAE N BN B ITIE B HITRR L HURE A D4&-5-5 O B 7 4L
BT BEER IR T2V F U 24U CHRIEL 7B RO LI TRY L CIZELBEND
»H5.[1.1,1.2,5.1,9.1.1,9.1.2 ]

11.1.2 EEGREE(1.6%)
FEARME R B RIE , Il 28 BR B A v TV o Y R OB R IME N HHONDZE R B D,
(5.1,9.1.2 ZM]

11.1.3 infusion reaction (4 & <)
Ay T FI4TR L —EROLONAZEN DD,

(fiin)

M1 L ORERIL TR L7 IO AT G- JVRIEH S U TREIRE R B IYED B IS D FTRENED &
%o BENR % BRGS0 5)7)~ D Tl ZR2 I M ORI S FERES AU AL T REZR R GIE T D703, ORI T
LEEILLUTHEUICED ATREMED D, AR DOPNH B (0§D FRER | oV TR A R R YSIE | 34451 (B
PP 245 MR DA ME FOCITUE 2/081)) R SAUTIS Y, aHUS R LTkt 2 PR 3R U, BN 2% TR RS E D
WA 32257, 20204E6 H 30 HE oD 22 R ORGSR FE £ 22 e MERE Tl B B G E L2l i s
TD, LIZ3 > CAFI D GAZBRU T, YRZIRGHE D IR DBLIZR A+ 401 TATV O, B B R GE )3
BN BT B BICRR L PUE A O 555 O YR UEZATH T E DT Fa WAt 9 D7D SRR E LT,

11.1.2 ARF| G- LR YIE O R BLE O BEEPE X TRnb oo, BRI KO RZ I B W CEEREIE
HLFEODILTNAIEDN LR E LTz, PNHAZ T3 3D R BRI Z 350 T, bk B s B OV ¢ Bk B e e
NEIBIRAESIVCND, aHUS B 156k 325 AR FRBR I F0 U IR IB R M bR B SR i | i 9 BR B e, A >
TN P EEYE ORI o7, 202046 H 30 H 0> 4 1 LoD B35 Bl 52 1% 22 PENRE H T, R
JEYE3FIER SN TR, Mg BRI Y K OA > 7L o P O 5 13 e o7z,

11.1.3 PNHEZEZR GBI TlL, 77 VR~ T BEDS8.6%I 3695, T LILX — Bk 1895 T
YERZIB | BUR AR, T LL 3 — PR R 9% & Leinfusion reactionV ST D (/Y R~ 7 FETIE5.9%),
A ROSIF ATl THY, BRI U P G2 IV EIE LTz, AT — 2255 T infusion
reactionD A REMEZ VT ML S DM EEN D HEE R FRE LT, F72, aHUSIB A A5t R LU T35 AR SR TI389
BilFh 234511 (25.8%) | Zinfusion reaction (42 TGradel~3) 23R SAL, YL AR I G- HH OB ThH -7,
ZOMEDHL 3T M THY I E R G352 < BARICEIE L, O EE R 5-%&ICBIE L,
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(2) 2Dt DEIER

1.2 ZDHDEI1ER
10% 24 1%L 10% it 1% R

i — 0 M WHORE T | B
e MRS L BRE AT |
BB DR E sag—— i

\ AR YT
R 35 L OVE A i — - —
(5% P LML E A e - S B — -
AP 385 OV & L - PARSIR BOAR | e v ~

15 A
bR e BB EN = =
FERG  J OV T ALk b — — EHPEIE —
(figsn)

ZOMMOEIERDF 1L, PNHEE Z %5 LU 72 ALXN1210-PNH-3013% 5% & ONALXN1210-PNH-30278 5712
BUIDH52T —H A7 BETCORENET —2 L aHUSHEE Z %t G LT ALXN1210-aHUS-3115805% &
TALXNI1210-aHUS-31258RIC 1T 52607 —Z v M7 HETOREMET —2 %4 E LR ML, il
A RERIZ IEBRBEEMOFEAN, 77 VA~ 7 IR IV TE ZLILVORE T L ORI A BE I DWW T
RSN, SO B L O/ R~ T OIRFIEIC BT DT R EDOBHEL B Sz,

ALXN1210-PNH-30138 Cl%, 26 8 £ TORIERIZAFIEE10.8% (12561H15141) , =7V X< 7 #£41.3%
(121655041 (25RO B, BANIEF] TIEAFIEE6L.1% (18HIH1141) . =7V X~ 7 #E53.3% (1541 1 8451)
(CRIVER DR BT, e RIVEA LI CTAAIRE20.0% (12561 H 2561, BARNTH)) L N= /YR~ 7 |
23.1% (1216128451, HAR N3 IZFR DB,

5217 — 471" A7 B ETTIE AFIEHEEE44.0% (12561 H15551) e OAFIEIRE19.3% (11961123641 12
BITERDSERD ST, HANE B TIIAFIAESEHET2.2% (18451 13451]) Fr A A DI RR BE21.4% (14451 3451
WZEWERID DBV, e RIERIXEETRE C A AIFEBERE20.0% (12661 Hh 2541 B AN 7H]) L OA K G
#E3.4% (1196111441, HANOBN IZZRDH B,

ALXN1210-PNH-3027 5k T, 2608 £ CTOENWERIIAFIHE24.7% 97+ 2441) . =7V X~ 7 F14.3% (98
B 14BN IZFRD B, BAR NG TIZAFIFEL0.0% GHIH2HDICRIEHR RO HIL, =/ VA~ 7 HETILGER
DO T, ERRIVERIX IR CARFIBEL2.4% O7FIF 1261, BARN26]) KON 7V R~ 7 #E4.1% (9841
H4f, AARNOBNIZRRO BT,

527 — 4271 M7 B ETCIE ARHIRERERE33.0% (97411 32451) e OVAAI TR FE18.9 % (95451 1 1841]) 1 il
TERA RO BV HARNIEBI TIEAAIMEATHEA0.0% GHIH 26D IZRITEADZED B ARFIGIEAE TIEER
BIIRDNoT, EARRIVERIXER C AFIREGE13.4% O7H1H 1361, B AN 261) K OAAIGIRREE2.1% (9541
H2], BEARNOBDIZERD BT,
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ALXNI1210-aHUS-31 178 ClZ. 52387 — X047 AR SO RIWEAIL34.5% (58411H204)) 123885, 1=
72 BIWE X 58 M ORI C.455.2% (5841 H1 341 1238 b=,

ALXN1210-aHUS-312388 Tld. 2R — M TIEI628F — &2 B b A7 HE TORWERIZ. 47.6% (214571 1041)
(RO LI, EREIERIEE ML TI.5% QLFIF 2N IZFRD BT, o, 2R —R2TIXR2ME T —H v b4~
Eif@ﬂi f’lgﬂﬁ j:\ 20%(10'@”'432@'” \—uu&)%ﬂf;

F IR IZIBITDEPNSNCIEGI DB ST Z &6 T AU 7 kG (R 55) 23 R HE L TRRE LT,
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EBEAEMERRIEMEER
ALXN1210-PNH-3013 5k

UVERREEEE K

B DOAAHEGRE TE% L, LIZBOLNIA FERRG2AT —4 Iy M7 HET)

AFI R A B AHEI &R
25H BAALKH 25H BAANEH
(12541) (18451) (119451) (14451)
<$Ef§f§:§%2> 473.2+67.0 516.2+62.1 290.7+70.4 318.6+53.3
EHEER 92.0(115) 100( 18) 81.5( 97) 92.9( 13)
GEE 36.8( 46) 44.4( 8) 10.1( 12) 143( 2)
T RERSE 19.2( 24) 389( 7) 8.4( 10) o( 0)
L 1REE % 120( 15) 11.1C 2) 13.4( 16) 57.1( 8)
FE 11.2( 14) 1.1 2) 25( 3) 71 1)
A 10.4( 13) 1.1 2) 50( 6) 71C 1)
B 10.4( 13) o( 0) 50( 6) 71 1)
TH 9.6( 12) 1.1( 2) 42( 5) o( 0)
GEiL] 8.8( 11) 56( 1) 25( 3) o( 0)
JAILAME B R E R 88( 11) 0( 0) 1.7C 2) 0o 0)
& 8.0( 10) 1110 2) 6.7( 8) o( 0)
7o e 8 80( 10) o( 0) 34( 4) o 0)
FEMEHEN 72( 9) 56( 1) 08( 1) 0( 0)
&A™ LM iE 72( 9) o( 0) o 0 o( 0)
O R SE fE 6.4( 8) 11.1( 2) 0.8( 1) o( 0)
R 6.4( 8) o( 0) 34( 4) o( 0)
gt 56( 7) 56( 1) 08( 1) o( 0)
TERE 56( 7) oC 0) 42( 5) 0( 0)
iz 56( 7) o( 0 0.8( 1) o( 0)
Y—-GTP #/n 56( 7) o( 0) 08( 1) o( 0)
AVINIUHHEER 56( 7) o 0) oC 0 o( 0)
MedDRA/J ver.20.1
FEBLEIE % (1%

) ARFNYIEE X LI DA HE 5
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ALXN1210-PNH-3027 B

B OAFIHEAGRE TE% L, LIZBOLNIA FEHFRG2AT —F Iy M7 HET)

ZRF| 5 B AHEIG &R
25H BAALKH 25H BAANEMH
(97451) (5451) (95%1) (7451)
;ngg::g;) 3945507 407.8+25.9 216.0+27.8 2343192
EHEER 95.9(93) 100( 5) 80.0(76) 85.7( 6)
LR 32.0(31) 40.0( 2) 12.6(12) 0( 0)
L IREE % 24.7(24) 100( 5) 740 7) 286( 2)
ERERR 24.7(24) 0( 0) 10.5(10) 0( 0)
] 17.5(17) 0( 0) 14.7(14) 0( 0)
FE 15.5(15) 0( 0) 74(7) 0( 0)
TH 15.5(15) 0( 0) 5.3( 5) 14.3( 1)
Eib 11.3(11) 0( 0) 5.3( 5) 0( 0)
ks 10.3(10) 0( 0) 42( 4) 0 0)
%R 9.3( 9) 0( 0) 42( 4) 0( 0)
el g 8.2( 8) 0( 0) 5.3( 5) 143( 1)
MEnt 8.2( 8) 0( 0) 32( 3) 0( 0)
fEfu 8.2( 8) 0( 0) 21( 2) 0( 0)
8% 720 7) 20.0( 1) 1101 0( 0)
AVITNIUFHREE 72( 7) 0( 0) 5.3( 5) 0( 0)
Al 6.2( 6) 0( 0) 5.3( 5) 143( 1)
S 6.2( 6) 0( 0) 110 1) 0( 0)
FEMEHEN 5.2( 5) 0( 0) 74(7) 0( 0)
BB 5.2( 5) 0( 0) 6.3( 6) 0( 0)
7353 5.2( 5) 0( 0) 3.2( 3) 0( 0)
fikr 5.2( 5) 0( 0) 3.2( 3) 0( 0)
O REIRBE & 5.2( 5) 0( 0) 32( 3) 0( 0)
AVITNIUH 5.2( 5) 0(0) 21(2) 0( 0)
S HRERIR A E 5.2( 5) 0( 0) 110 1) 0( 0)

MedDRA/J ver.20.1
FEHLEIA % (B1%0)
Q) AFNCE 2 DU =t
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ALXN1210-aHUS-31138x
SEMDI0% L, EIZROONT-A EFLRG2ET — XA 7 HET)

5845
(iiuj;i:fi:ﬁﬂé) 67.9734.374

EHEER 100.0(58)
EERE 37.9(22)
TH 32.8(19)
&t 31.0(18)
Eib 25.9(15)
EakuE 25.9(15)
& E 24.1(14)
FE 20.7(12)

PR R R 19.0(11)
PR R 19.0(11)
RIEMFE 17.2(10)
B 17.2(10)
B 15.5( 9)

L IREE % 15.5( 9)
RIS 15.5( 9)
e 13.8( 8)
Al 13.8( 8)
R 13.8( 8)
G 121(7)
EFHHEHEN 10.3( 6)
% DLy FNithd 10.3( 6)
Rt & AE 10.3( 6)
RIEE 1R 10.3( 6)
R g 10.3( 6)

o ps fis 10.3( 6)

MedDRA ver.21.0
FHLEIE % (B1550)
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ALXNI1210-aHUS-31273 5%
2BILA FIZERD NI ERERG2RT —X Iy A7 HE T ak—h)

ark—k(21451)
AENR 5 HR GR) 64.96434.757
(CEHEAZERE)

LHEER 100.0(21)
it 47.6(10)
TH 333( 7)
MEnt 333( 7
N GEE 333( 7)
GER- 333( 7
e 28.6( 6)
& E 28.6( 6)
1% 8k 238( 5)
B 19.0( 4)
B 19.0( 4)
SR 19.0( 4)
x5 19.0( 4)
E51ESEE 19.0( 4)
5 19.0( 4)
fifi ¢ 14.3( 3)
Rk xR 14.3( 3)
ERERR 14.3( 3)
S8 143( 3)
EAz2DiFd 14.3( 3)
#HRZ 14.3( 3)
R BB R i 9.5( 2)
g% 9.5( 2)
B % 9.5( 2)
DANAEBRE R 9.5( 2)
NREE % 9.5( 2)
BISpER 95( 2)
DA LA £ KA R 9.5( 2)
)7 95( 2)
TR 9.5( 2)
& 1 £ 9.5( 2)
RIS 9.5( 2)
BUOKEX 9.5( 2)
=1l 9.5( 2)
1B RE 9.5( 2)
BAURR 9.5( 2)
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a7R—M (21451)
EERsE 9.5( 2)
FEMHOFEN 9.5( 2)
EEEE L 9.5( 2)
KRIEEEEG 9.5( 2)
EREREAE 9.5( 2)
MedDRA ver.21.0
FEHENE % (BI%)

2L IR BN FEF R GHT — X o A7 BET : ak—h2)

ark—k2(1041)
EHEER 100.0(10)
RGBSR 40.0( 4)
01 FEE 0 38 47 30.0( 3)
+IREE % 20.0( 2)
hE% 20.0( 2)
MREE % 20.0( 2)
DA ILAME £ RE R 20.0( 2)

MedDRA ver.21.0
FEHLEIE % (B1550)

EREE SHE. EEERVFHOFESFERMNORIEFRAREREE

BHE L,

9. RARBRERRICRITTEE
PRIESIUTURLY,

10.82%5
BRESITURU,
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NERAEDIE

14 BRLDFE

141 RXRIFANEOIE

14100 FRATC, 2 R PR3 2 e BRI CRERRL , B 0358 LI B 13 AL 72
W2 e, AFNL B DT NCHEEZ S N BB O Th 5,

141.2 WE TV D TATIIND L ERZRERY, AT V& 1-030mL O A Je AR 2 V., R
/3 752G ARH 2 5meg/mLIC AR5,

14.1.3 FRIEIFRCNITIRA L IREL2N 2L,

14.1.4 FHELHE 2500 PRI TR D RN 2 &2 BRI TRERRL . B DSFROOLIVG AL 222k,

1415 FARA TR ETH2 L MBLIZEREZ B I HLR2WE G, 2~8CTORSFETIE
24MEFEI AN, SUTH IEIRAT CIX6 R LINICHE 352 L,

14.1.6 KANO AT XIEE NGV TH D, /A 7RO KA AR RITE NI THI L,

14.2 EFIHRERFOEE

14.2.1 0.223270 DTANE—ZBLTHER G528, RANTMNLLIZTA K0T D5 0L MOTES
R LRA L7208,

14.2.2 FRUT2 RO 538 13, LU N OERKRRBRIC BT R KGR EL B2 endolcl, 2l &
ITATh7n2E,

i R BRI J0 1 D de KA G-k

- FR B
| mESER 2[6] H LA D #e G-kt
5kglh F10kg AT 31mL/ I 31mL/ I
10kglh F20kg AT 63mL/Hf 63mL/
20kgLl 1-30kg A 120mL/ 127mL/ I
30kgPh_40kg A 184mL/ 192mL./H
40kgPL F-60kg A i 253mL/ ¥ 250mL./ I
60kgL 1-100ke A 318mlL./I 330mL/ B
100kgl b 333mL/f 328mL/ R

14.2.3 RFN OB G- FIZRITERD BT B 13, R RO FI W T Gl B 2 <0 33 G- 2 kL
B GH TR BB DIEIRDN L ETHETEEICHIZETDHIL,

)
AFNOGRABR TSN FNRE S LI RS, R 5-RFOE B2 R E LT,
F AFNOEREGEIT TROKEZREIBE DR EABELTRESNI,
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(RAEEREANTET OE VR

HH=YDEF DIREE

RE HEZRSE 2EBUBEDREE
40kgkl £ 60kgR i 2,400mg 3,000mg
60kgll _E100kg R i 2,700mg 3,300mg
100kgkl k£ 3,000mg 3,600mg

F7-, ALXN1210-PNH-301

R R OALXNI210-PNH-302 3B I B W TR B LD AR B G- IR i ] OV

KRG DL T Ol BLE STz AR O KOG OFIZITZ b2 B ST,

VEIREREROSEE
*hE = e RIER5ER RABR5EE
40kgh £ 60kg i 2,400mg 480mL 11453 [1.985 8] 253mL . B¥
60kgld_k100kg ki 2,700mg 540mL 10243 [1.785R8] 318mL. /B
100kgkl 3,000mg 600mL 10843 [1.8BFH1] 333mL./ B
HERAERSKOSER
*hE M= e RIER5ER RABEERE
40kgh £ 60kg i 3,000mg 600mL 1404 [2.4F5 ] 250mL.~ F¥
60kgld_k100kg ki 3,300mg 660mL 12043 [2.08%R5] 330mL. B
100kgkl 3,600mg 720mL 13243 [2.285R8] 328mL B
(FE SRR R I 1% PRI FE AE 1% B¥)
1BEH=YDERFIDIZEERVIZERHE
RE MEZEE 2EEUEDRSE 2[E B U D15 /R
5kgbl _F10kgk i 600mg 300mg 458
10kgBA £ 20kgk i 600mg 600mg 458
20kgkl L 30kgk i 900mg 2,100mg 8:E
30kgkA £40kgR 1,200mg 2,700mg 8:&
40kgl £ 60kgk i 2,400mg 3,000mg 858
60kgld_E100kg ki 2,700mg 3,300mg 838
100kgiA £ 3,000mg 3,600mg 838

F72. ALXN1210-aHUS-3125BR 1 BV C A EIZ LA B AR G- 15 [ K O K353 FE N LU T @i &

Tz, AFIOFR R K OB G DERIZIZZ e 2 RS,
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MERERSHOSER

Rz AE e RIER 5B RABRGEE
5kghl £ 10kgFR i 600mg 120mL 22843 [3.8B5 8] 31.5mL /B
10kgkl £ 20kgR i 600mg 120mL 11343 [1.985RE ] 63.1mL B
20kgkl E30kg R 900mg 180mL 864 [1.585FH1] 120.0mL.~ B
30kgkd L40kgRK i 1,200mg 240mL 7753 [1.38%FH ] 184.6mL .~ B
40kgll £60kgR i 2,400mg 480mL 11443 [1.985 R ] 253mL. B
60kglA £ 100kg R i 2,700mg 540mL 10243 [1. 785 R8] 318mL ¥
100kgkl 3,000mg 600mL 10843 [1.8 B FH1] 333mL B
a [T O RKPERFICFR RSN R EHE T D,
HERAERSRKROSER
hE AE e IR 5B RABREGEE
5kgbl _E10kgk i 300mg 60mL 1343 [1. 98] 31.5mL /B
10kgBA £ 20kgk i 600mg 120mL 11343 [1. 98] 63.1mL.~ B
20kgbl k30kgF i 2,100mg 420mL 19453 [3.385R8] 127.2mL/ B
30kgld E40kgFR i 2,700mg 540mL 16743 [2. 8B ] 192.8mL.~ B
40kgll £60kgR i 3,000mg 600mL 14043 [2.455R8] 250mL B
60kgll_E100kgk i 3,300mg 660mL 12043 [2.08¢R8 ] 330mL./ B
100kgkl 3,600mg 720mL 13243 [2.285R8] 328mL. B

a ELEOSRFERHIRLER SR EE T2,

12.Z0MDFE
(1) BRERFERIZEDIEHR

15. ZOMDFE

15.1 ERERfEFICEO<IER

E R LR MR BRI W TUEREFEBIIIEO N T ARAFNC K TAPURDRE £ R LESN TN D,
[17.3.1 ]

17.3 ZDfth
17.31 RENCHTHIRAREE

FAFMEAR [ ~E 7 e U RAE B 250t G L U7 [E BR L) 36 AR R BR IC W T AR A R G- S B E O
26 (RIEFI436 61, HAN44H1 A FTe) 52T — X1 b4 7 BETOWT N ORERIC T KA G T
THURPEA DSFRD BT B DEIE130.2% (1451 /436 1, HAAIX0HI) Tdho7=, 5208 T — & A
Z7HETOWT I DOIRERITT, FE MG M SR FFEER R 2t G LT B IR AR IC B T 1.1%
(1511/89%1, BARNIZOFN I AFI B G T THUREE AR O BN, [15.1 ZH]

(i)
AHN eIV~ T7 DG FME OB R ITELIL TR, FrEBHUA (ADA) DAL BB IR B>
7~ PNHEBFZ Zxf S L U E BSR4 T 3R5R (ALXN1210-PNH-30130858 L OMALXN1210-PNH-3023 54 )
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IZBW T AR B G- S BE OIS RIAERI436 61, B AR N4461% 5 Le) 52007 — X 1y bAT7HETOWN
T DOREIZ T AR B S F CHURE AN TRD ST BE OENE130.2% (1451 /436 517, HANI1X04]) T
otz aHUSHERE 2t R EUT- B R 5Bk (ALXN1210-aHUS-3113805% K TONALXN1210-aHUS-31256k) (2%
T AR FIZ B G- ST B OIS (RRIEFISIBI, HARNTHIZ 5 Te) 52087 —Z 1w hA 7 HETOWT D
IREAU S AP G T CTHUREE AN RO DIV BE OFIEIELL.1% (151/8941, HANIZOH]) Th o7z,

(2) FEBRRERERICEDIER

15.2 JERRERFBRICEDIER
~VADE - Ja VR AFER (60me/ ke &5 B T BT BRI -5 1238 T BB RS SR80 b

71—,33)

(fifw)

T 7 VA= TIIEMASS D CHEAZ 72 S HE B OEPEIT RIS 22N 28736 CED R MM DI E 25+ 2w
DA EALIRF T DRI ENL T ERD 27272 Y TADE /7 0 —F VAU 2 FIVTA TS A il B A 5=
fiL,CD-1= T AIZRFHCERAE DS RE I 3o B it i L7, ~ v ADIE - I R FEARBR T s S
NI RS DS~ D A 0 — MRS LD B IR ChH L7280 =/ VA~ 7 LRI E LT,
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X. JFERPREERICRI SRR

1. ZEEAER
(1) ZExhREHER
VI SERhSEFRIC R 3 AIRH | DIES IR

(2) 2 MEREHR
T VA~ 7 AiRZE W IERIR Z2 BRI E LT euy,
FTT VA~ 7 OFHVERA DR THhHERCHIE, HIFEDIMAIT DA REZ T BLTHZ L5 BN H
VWzin vitrog AT B TIX RN EE R DI, 7o, 77 VA= 7 1T hCHITRF R A T, i) A8 72 BOGHE DS
ROBLIIRNZ LMD in vivoe EYESKELRER N OENCOFMII TRITE AW EE LN, SHIZ, =71
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AFNE, 201812 H I K [E A i E 3K 5L 5 (FDA) TR SN, £72, 2019FETHIZEINZ B & TR SN,

FEAC OGN R SCE P, 20204E12 A BLAE)

ESE K[E (2018412 H &R
St4 Alexion Pharmaceuticals Inc.
R34 ULTOMIRIS™ (ravulizumab—cwvz)injection, for intravenous use

Efz - $2#  | Injection : 300mg/30mL (10mg/mL)in a single—dose vial

1 INDICATIONS AND USAGE
ULTOMIRIS is indicated for:

Limitations of Use:

hemolytic uremic syndrome (STEC-HUS).

®the treatment of adult patients with paroxysmal nocturnal hemoglobinuria (PNH).
®the treatment of adults and pediatric patients one month of age and older with atypical

$d.'lﬁlé_h hemolytic uremic syndrome(aHUS)to inhibit complement-mediated thrombotic
(IR microangiopathy (TMA).

ULTOMIRIS is not indicated for the treatment of patients with Shiga toxin E. coli related

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Vaccination and Prophylaxis

%
RURE

Vaccinate patients for meningococcal disease according to current ACIP guidelines to
reduce the risk of serious infection/see Warnings and Precautions (5.1, 5.2)].

Provide 2 weeks of antibacterial drug prophylaxis to patients if ULTOMIRIS must be
initiated immediately and vaccines are administered less than 2 weeks before starting
ULTOMIRIS therapy.

Healthcare professionals who prescribe ULTOMIRIS must enroll in the ULTOMIRIS
REMS [see Warnings and Precautions(5.1)].

2.2 Recommended Weight—-Based Dosage Regimen—PNH

The recommended dosing regimen in adult patients with PNH weighing 40 kg or greater,
consists of a loading dose followed by maintenance dosing, administered by intravenous
infusion. Administer the doses based on the patient’s body weight, as shown in Table 1.
Starting 2 weeks after the loading dose administration, begin maintenance doses at a
once every 8-week interval.

The dosing schedule is allowed to occasionally vary within 7 days of the scheduled
infusion day (except for the first maintenance dose of ULTOMIRIS); but the subsequent
doses should be administered according to the original schedule.

Table 1: ULTOMIRIS Weight-Based Dosing Regimen—PNH

Maint D d Dosi

Body Weight Range (kg) Loading Dose(mg) aluare Dose e Desls
Interval

greater than or equal to 40 to 9,400 3,000

less than 60

greater than or equal to 60 to 2,700 3,300 Every 8 weeks

less than 100

greater than or equal to 100 3,000 3,600
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2.3 Recommended Weight—-Based Dosage Regimen—aHUS

The recommended dosing regimen in adult and pediatric patients one month of age
and older with aHUS weighing 5 kg or greater, consists of a loading dose followed by
maintenance dosing, administered by intravenous infusion. Administer the doses based
on the patient’s body weight, as shown in Table 2. Starting 2 weeks after the loading
dose administration, begin maintenance doses once every 8 weeks or every 4 weeks
(depending on body weight).

The dosing schedule is allowed to occasionally vary within 7 days of the scheduled
infusion day (except for the first maintenance dose of ULTOMIRIS); but the subsequent
doses should be administered according to the original schedule.

Table 2 : ULTOMIRIS Weight—-Based Dosing Regimen—aHUS

Mai D Dosi
Body Weight Range (kg) Loading Dose(mg) R e el
Interval
greater than or equal to 5 to 600 300
less than 10
Every 4 weeks
greater than or equal to 10 to 600 600
less than 20
greater than or equal to 20 to 900 9,100
less than 30
greater than or equal to 30 to 1,200 2,700
less than 40
greater than or equal to 40 to 9,400 3.000 Every 8 weeks
less than 60
greater than or equal to 60 to
2,700 3,300
less than 100
greater than or equal to 100 3,000 3,600

2.4 Dosing Considerations

For patients switching from eculizumab to ULTOMIRIS, administer the loading dose
of ULTOMIRIS 2 weeks after the last eculizumab infusion, and then administer
maintenance doses once every 8 weeks or every 4 weeks(depending on body weight),
starting 2 weeks after loading dose administration.

Administration of PE/Pl(plasmapheresis or plasma exchange, or fresh frozen
plasma infusion)may reduce ULTOMIRIS serum levels. There is no experience with
administration of supplemental doses of ULTOMIRIS.

2.5 Preparation and Administration
Preparation of ULTOMIRIS

Each vial of ULTOMIRIS is intended for single—dose only.

ULTOMIRIS requires dilution to a final concentration of 5 mg/mL.

Use aseptic technique to prepare ULTOMIRIS as follows:

1. The number of vials to be diluted is determined based on the individual patient’s
weight and the prescribed dose [see Dosage and Administration(2.2, 2.3)].

2. Prior to dilution, visually inspect the solution in the vials; the solution should be free
of any particulate matter or precipitation. Do not use if there is evidence of particulate
matter or precipitation.
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3. Withdraw the calculated volume of ULTOMIRIS from the appropriate number of vials
and dilute in an infusion bag using 0.9% Sodium Chloride Injection, USP to a final
concentration of 5 mg/mL. Refer to the administration reference tables below. The
product should be mixed gently. Do not shake. Protect from light. Do not freeze.

4. Administer the prepared solution immediately following preparation. Refer to the
administration reference tables below for minimum infusion duration. Infusion must be
administered through a 0.2 or 0.22 micron filter.

5.1f the diluted ULTOMIRIS infusion solution is not used immediately, storage under
refrigeration at 2°C — 8°C(36°F —46°F)must not exceed 24 hours taking into account
the expected infusion time. Once removed from refrigeration, administer the diluted
ULTOMIRIS infusion solution within 6 hours.

Administration of ULTOMIRIS

Only administer as an intravenous infusion.
Dilute ULTOMIRIS to a final concentration of 5 mg/mL. Administer ULTOMIRIS only
through a 0.2 or 0.22 micron filter.

Table 3: Loading Dose Administration Reference Table

Vol Mini Maxi
Body Weight | Loading | ULTOMIRIS oume Total fnimum aximum
of NaCl Infusion Infusion

Range Dose Volume Volume
& Diluent® Time Rate

(kg)® (mg) (mL) (mL) (mL) hr) (mL/hr)

greater than
1

or equal to 600 60 60 120 3.8 31

5 to less

than 10

greater than
or equal to
10 to less
than 20

600 60 60 120 1.9 63

greater than
or equal to
20 to less
than 30

900 90 90 180 1.5 120

greater than
or equal to
30 to less
than 40

1,200 120 120 240 1.3 184

greater than
or equal to
40 to less
than 60

2,400 240 240 480 1.9 252

greater than
or equal to
60 to less
than 100

2,700 270 270 540 1.7 317

greater than
or equal to 3,000 300 300 600 1.8 333
100

“ Body weight at time of treatment.
" Dilute ULTOMIRIS only using 0.9% Sodium Chloride Injection, USP.
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Table 4 : Maintenance Dose Administration Reference Table
Vol Mini Maxi
Body Weight |Maintenance | ULTOMIRIS | "o e Total nimum aximum
of NaCl Infusion Infusion
Range Dose Volume . B Volume .
(ke)® (meg) (mL) Diluent (mL) Time Rate
£ £ (mL) (hr) (mL/hr)
greater than
or equal to 300 30 30 60 1.9 31
5 to less
than 10
greater than
or equal to 600 60 60 120 1.9 63
10 to less
than 20
greater than
or equal to 2,100 210 210 420 3.3 127
20 to less
than 30
greater than
1
or equalto 2,700 270 270 540 2.8 192
30 to less
than 40
Ri&
N greater than
RUHE or equal to
3,000 300 300 600 2.3 257
40 to less
than 60
greater than
or equal to 3,300 330 330 660 2 330
60 to less
than 100
greater than
or equal to 3,600 360 360 720 2.2 327
100
“ Body weight at time of treatment.
" Dilute ULTOMIRIS only using 0.9% Sodium Chloride Injection, USP.
Prior to administration, allow the admixture to adjust to room temperature(18°C-25°C,
64°F-77°F). Do not heat the admixture in a microwave or with any heat source other
than ambient air temperature.
Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.
If an adverse reaction occurs during the administration of ULTOMIRIS, the infusion
may be slowed or stopped at the discretion of the physician. Monitor the patient for at
least one hour following completion of the infusion for signs or symptoms of an infusion
reaction.

97




E# EU(201947H &)
SHt4 Alexion Europe SAS
RS54 Ultomiris 300mg concentrate for solution for infusion
2175 - 1045 One vial of 30mL contains 300mg of ravulizumab, produced in Chinese hamster ovary (CHO)
7 cell culture by recombinant DNA technology
4.1 Therapeutic indications
Ultomiris is indicated in the treatment of adult patients with paroxysmal nocturnal
haemoglobinuria (PNH):
- in patients with haemolysis with clinical symptom(s)indicative of high disease activity
ZhEE - in patients who are clinically stable after having been treated with eculizumab for at
XIFHE least the past 6 months(see section 5.1).
Ultomiris is indicated in the treatment of patients with a body weight of 10 kg or
above with atypical haemolytic uremic syndrome(aHUS)who are complement inhibitor
treatment—naive or have received eculizumab for at least 3 months and have evidence of
response to eculizumab (see section 5.1).
4.2 Posology and method of administration
Ravulizumab must be administered by a healthcare professional and under the supervision
of a physician experienced in the management of patients with haematological disorders.
Posology
Adult patients with PNH and aHUS
The recommended dosing regimen consists of a loading dose followed by maintenance
dosing, administered by intravenous infusion. The doses to be administered are based
on the patient’s body weight, as shown in Table 1. For adult patients(> 18 years of age),
maintenance doses should be administered at a once every 8-week interval, starting 2
weeks after loading dose administration.
Dosing schedule is allowed to occasionally vary by = 7 days of the scheduled infusion day
. (except for the first maintenance dose of ravulizumab, but the subsequent dose should be
Fﬁ’% - administered according to the original schedule).
RURE

For patients switching from eculizumab to ravulizumab, the loading dose of ravulizumab
should be administered 2 weeks after the last eculizumab infusion, and then maintenance
doses are administered once every 8 weeks, starting 2 weeks after loading dose
administration, as shown in Table 1.

Table 1: Ravulizumab weight-based dosing regimen

Body weight range Loading dose Maintenance dose L
& Dosing interval
(kg) (mg) (mg)
> 40 to < 60 2,400 3,000 Every 8 weeks
> 60 to < 100 2,700 3,300 Every 8 weeks
> 100 3,000 3,600 Every 8 weeks

* Maintenance dose is administered 2 weeks after loading dose
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Ravulizumab has not been studied in patients with PNH who weigh less than 40 kg.
There is no experience of concomitant PE/PI(plasmapheresis or plasma exchange, or
fresh frozen plasma infusion)use with ravulizumab. Administration of PE/PI may reduce
ravulizumab serum levels.

PNH is a chronic disease and treatment with ravulizumab is recommended to continue
for the patient’s lifetime, unless the discontinuation of ravulizumab is clinically indicated
(see section 4.4).

In aHUS, ravulizumab treatment to resolve TMA manifestations should be for a minimum
duration of 6 months, beyond which length of treatment needs to be considered for each
patient individually. Patients who are at higher risk for TMA recurrence, as determined
by the treating healthcare provider(or clinically indicated), may require chronic therapy
(see section 4.4).

Method of administration

For intravenous infusion only.

Ultomiris must be diluted to a final concentration of 5 mg/mL.

This medicinal product must be administered through a 0.2 pm filter and should not be
administered as an intravenous push or bolus injection.

Ultomiris must be diluted prior to administration by intravenous infusion over a minimal
period of 1.7 to 2.4 hours depending of body weight, see Table 3 below.

Table 3: Dose administration rate

Minimum Maintenance Minimum
Body weight range Loading dose infusion duration dose infusion duration

(kg)® (mg) minutes (me) minutes
(hours) & (hours)

> 10 to < 20 600 113(1.9) 600 113(1.9)

> 20 to < 30 900 86(1.5) 2,100 194(3.3)

> 30 to <40 1,200 77(1.3) 2,700 167(2.8)

> 40 to < 60 2,400 114(1.9) 3,000 140(2.4)

> 60 to < 100 2,700 102(1.7) 3,300 120(2.0)

> 100 3,000 108(1.8) 3,600 132(2.2)

“ Body weight at time of treatment.

For instructions on dilution of the medicinal product before administration, see section

6.6.

6.6 Special precautions for disposal and other handling

Each vial is intended for single use only.

Ultomiris requires dilution to a final concentration of 5 mg/mL.

Aseptic technique must be used.

Prepare Ultomiris as follows:

1. The number of vials to be diluted is determined based on the individual patient’s
weight and the prescribed dose, see section 4.2.

2. Prior to dilution, the solution in the vials should be visually inspected; the solution
should be free of any particulate matter or precipitation. Do not use if there is
evidence of particulate matter or precipitation.

3. The calculated volume of medicinal product is withdrawn from the appropriate number
of vials and diluted in an infusion bag using sodium chloride 9 mg/mL.(0.9 %)solution
for injection as diluent. Refer to the administration reference tables below. The
product should be mixed gently. It should not be shaken.

4. After dilution, the final concentration of the solution to be infused is 5 mg/mL.
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5. The prepared solution should be administered immediately following preparation
unless it is stored at 2-8°C. If stored at 2-8°C, allow the diluted solution to warm to
room temperature prior to administration. Do not administer as an intravenous push
or bolus injection. Refer to the administration reference tables below for minimum
infusion duration. Infusion must be administered through a 0.2 um filter.

6. If the medicinal product is not used immediately after dilution, storage times must not
exceed 24 hours at 2°C — 8°C or 6 hours at room temperature taking into account the

expected infusion time.

Table 13 : Loading dose administration reference table

Vol f NaCl
Body weight range Loading dose Ultomiris volume ° ur'r'1e ° 3 a Total volume
R diluent
(kg) (mg) (mL) (mL)
(mL)
2> 10to <20 600 60 60 120
> 20to <30 900 90 90 180
> 30 to <40 1200 120 120 240
> 40 to <60 2,400 240 240 480
> 60 to < 100 2,700 270 270 540
> 100 3,000 300 300 600

“ Body weight at time of treatment.

" Ultomiris should only be diluted using sodium chloride 9 mg/mL(0.9 %) solution for injection.

Table 14 : Maintenance dose administration reference table

. Maintenance . Volume of NaCl
Body weight range Ultomiris volume . b Total volume
(kg)® dose (mL) diluent (mL)
& (mg) (mL)
> 10 to < 20 600 60 60 120
> 20 to < 30 2100 210 210 420
> 30 to < 40 2700 270 270 540
> 40 to < 60 3,000 300 300 600
> 60 to < 100 3,300 330 330 660
> 100 3,600 360 360 720

“ Body weight at time of treatment.

" Ultomiris should only be diluted using sodium chloride 9 mg/mL (0.9 %) solution for injection.

Any unused medicinal product or waste material should be disposed of in accordance

with local requirements.

100



2. BB ITDERRIRIFHR
EIREFADRESICETDBMER
ABIZH T2 BREDEREZAIHEEICEATLHERN9.5 1117.9.6 REIRIOEDLHKIFLLTDREYTH

%)o

9. HEDEREHIDEFICHISER

9.5 i

9.6 RELIF

IESG SUTIEARL T WD ATREME DS D PEIZIT R Lo A R EA faR itz ERD SIS o5 612
DHFEFTHI L,

160 LA MR ORFLR R OA A2 BB L K ALOMK SUTPIEZRET 528,

KERTXERF(2020F12 AR 7E)

8.1 Pregnancy

Risk Summary

There are no available data on ULTOMIRIS 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 and aHUS in pregnancy (see Clinical Considerations). Animal
studies using a mouse analogue of the ravulizumab—cwvz molecule (murine anti-C5 antibody)showed
increased rates of developmental abnormalities and an increased rate of dead and moribund offspring at
doses 0.8-2.2 times the human dose(see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in

clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or fetal/neonatal risk

PNH in pregnancy is associated with adverse maternal outcomes, including worsening cytopenias,
thrombotic events, infections, bleeding, miscarriages, and increased maternal mortality, and adverse
fetal outcomes, including fetal death and premature delivery.

In pregnancy, aHUS is associated with adverse maternal outcomes, including preeclampsia and preterm
delivery, and adverse fetal/neonatal outcomes, including intrauterine growth restriction(IUGR), fetal

death and low birth weight.
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Data

Animal Data

Animal reproduction studies were conducted in mice using doses of a murine anti—C5 antibody that
approximated 1-2.2 times(loading dose)and 0.8-1.8 times(maintenance dose)the recommended human
ULTOMIRIS dose, based on a body weight comparison. When animal exposure to the antibody occurred
in the time period from before mating until early gestation, no decrease in fertility or reproductive
performance was observed. When maternal exposure to the antibody occurred during organogenesis,
two cases of retinal dysplasia and one case of umbilical hernia were observed among 230 offspring born
to mothers exposed to the higher antibody dose; however, the exposure did not increase fetal loss or
neonatal death. When maternal exposure to the antibody occurred in the time period from implantation
through weaning, a higher number of male offspring became moribund or died(1/25 controls, 2/25
low dose group, 5/25 high dose group). Surviving offspring had normal development and reproductive
function. Human IgG are known to cross the human placental barrier, and thus ULTOMIRIS may

potentially cause terminal complement inhibition in the fetal circulation.

8.2 Lactation
Risk summary
There are no data on the presence of ravulizumab—cwvz in human milk, the effect on the breastfed
child, or the effect on milk production. Since many medicinal products and immunoglobulins are
secreted into human milk, and because of the potential for serious adverse reactions in a nursing child,

breastfeeding should be discontinued during treatment and for 8 months after the final dose.

EUGRA XE R # (2020512 HERTE)
4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use effective contraception methods during treatment and up to

8 months after treatment.

Pregnancy

There are no clinical data from the use of ravulizumab in pregnant women.

Nonclinical reproductive toxicology studies were not conducted with ravulizumab (see section 5.3).
Reproductive toxicology studies were conducted in mice using the murine surrogate molecule BB5.1,
which assessed effect of C5 blockade on the reproductive system. No specific test—article related
reproductive toxicities were identified in these studies. Human IgG are known to cross the human
placental barrier, and thus ravulizumab may potentially cause terminal complement inhibition in the
foetal circulation.

Animal studies are insufficient with respect to reproductive toxicity (see section 5.3).

In pregnant women the use of ravulizumab may be considered following an assessment of the risks and

benefits.
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Breast—feeding

It is unknown whether ravulizumab is excreted into human milk. Nonclinical reproductive toxicology
studies conducted in mice with the murine surrogate molecule BB5.1 identified no adverse effect to
pups resulting from consuming milk from treated dams.

A risk to infants cannot be excluded.

Since many medicinal products and immunoglobulins are secreted into human milk, and because of the
potential for serious adverse reactions in nursing infants, breast—feeding should be discontinued during

treatment with ravulizumab and up to 8 months after treatment.

Fertility
No specific non—clinical study on fertility has been conducted with ravulizumab.
Nonclinical reproductive toxicology studies conducted in mice with a murine surrogate molecule (BB5.1)

identified no adverse effect on fertility of the treated females or males.
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8.4 Pediatric Use
The safety and efficacy of ULTOMIRIS for the treatment of PNH in pediatric patients have not been
established.
The safety and effectiveness of ULTOMIRIS for the treatment of aHUS have been established in
pediatric patients aged one month and older. Use of ULTOMIRIS for this indication is supported
by evidence from adequate and well-controlled studies in adults with additional pharmacokinetic,
safety, and efficacy data in pediatric patients aged 10 months to <17 years. The safety and efficacy
of ULTOMIRIS for the treatment of aHUS appear similar in pediatric and adult patients/see Adverse
Reactions(6.1), and Clinical Studies(14.2)].
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4.2 Posology and method of administration

Special populations

Paediatric population

Paediatric patients with aHUS with body weight > 40 kg are treated in accordance with the adult dosing

recommendations. The weight—based doses and dosing intervals for paediatric patients > 10 kg to < 40

kg is shown in Table 2.

Table 2 : Ravulizumab weight—based dosing regimen for paediatric patient below 40 kg

Body weight range (kg)

Loading dose(mg)

Maintenance dose(mg)”*

Dosing interval

> 10 to < 20 600 600 Every 4 weeks
> 20 to < 30 900 2,100 Every 8 weeks
> 30 to < 40 1200 2,700 Every 8 weeks

* Maintenance dose is administered 2 weeks after loading dose

Data to support safety and efficacy of ravulizumab for patients with body weight below 10 kg are
limited. Currently available data are described in section 4.8 but no recommendation on a posology can
be made for patients below 10 kg body weight.

The safety and efficacy of ravulizumab in children with PNH aged 0 to < 18 years have not been

established. No data are available.
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8.5 Geriatric Use
Clinical studies of ULTOMIRIS did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects. Other reported clinical experience

has not identified differences in responses between the elderly and younger patients.

EURT X E k¥ (202012 AR TE)
4.2 Posology and method of administration

Special populations

Elderly population(> 65 years old)
No dose adjustment is required for patients with PNH aged 65 years and over. There is no evidence
indicating any special precautions are required for treating a geriatric population - although experience

with ravulizumab in elderly patients is limited.
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