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1.5 EREXEHRROFERUVEAREORZRE
1 EBEXIRROREE
1.1 EF O

7 Y X<7 (h5G1.1-mAb) X~ ADFie Mifitk5 (C5) Fifk (m5G1.1) IZHX3 5k Mb
T/ 7 a—FHiE (mAb) THDH, =7 U X~ C5 EREANCHEEA L. MiREicki
% C5 225 C5a TR C5b ~DRAZIZPRET 5, C5 TOMED 47— ROWEWHIZ LV | RIEFHETE A
T 4 T—Z — O fig R OSSR AR LI R &2 L E 3% — 5 T, EMICX T 547 Y = AEH
K O GAR DR EIZA T R ORISR BRI X R FF S D,

T VX< T, MRS T2 3 KB TH L RIEMEAM~E 7 7 © VR (PNH), FEIUANR
MR FFIESEGERE (aHUS) K OVRHRIEEE/E (eMG) (237 213 E LT, HAR, K
JNHES (EU), KE, KOWFH2ELL < OE - kT Y U U 204 CTRE A2 B LT
%, AARTIE, mAHEBHESRESE L T2010 44 H 16 HIZ PNH, 2013 429 A 13 HIZ aHUS,
2017 A 12 A 25 HIZ gMG IZ%f L TR ZRUSG L7c, =27 U X< 71X, [NMO-IgG Btk o Fastk
Firp Rk (NMO) OfFREIE ([T 2mPEFAEELE LThEESNTWD [FEESR
HH 2014411 H 20 H, faEHES : 26 %) 5353 5],

12 fFHEBRERERARY FSLEE

PR BERE AT b7 AEE (NMOSD) (X, FICHAFRLEOFMICEET 5, BEATRIC
R A 4 72 59 M D TR 72 B O FARARE R (CNS) O H BB RIEMRB TH Y | I~DH
B /0 720 ) NMOSD O F TR ERIT 10 T AH T2V 0.5~4.4 N & HEE X T 5 (Pandit, 2015),
A A O NMO BEHIL, JFAEHBE (MHLW) #7827 L— 712 L 0 £ 2500 A & H#EE ST b (i
TRMEE MR F2E FgeiE =, 2012), F£72., HADO NMOSD BHFEILK 4290 A, AHFEIX 10
TNBHTZ0 342 NEHEESHTWD (EE 2014), HAMRSSIE, 2017 4212 NMOSD D2
EIRIRICBET DA NI 4 25K L (ZRMEEVE - SIRERRZIET A K74 ,2017),
NMOSD @ #ASER & U CEHAE DMK IR TR O FRPFFETH V| FHIR A
DIRTZ & T, RA[MIZ 72 0 15D kR ENE RIS S5 (Wingerchuk, 2006), F 7z,
NMOSD BF TR HF RS O R T 2 IR SR E T H 2 & b & 5 (Wingerchuk,
1999; Poppe, 2005; Popescu, 2011; Kremer, 2014; Chitnis, 2016) , — &5 BF I 1XAMERBEEH O RAIED A
U, MR ARELIICICED Z LB D (Wingerchuk, 1999; Oh, 2012), & 2 5B CTid, AMERJEIR A
BEOR IO LIZRD B, kbE L ALNTMBREERIT, 2 b e — L REOIEE & OEHE
PO 7 & Tdh o 7= (Kremer, 2014), b UHADIEFIEFRED 1 DIk b &, 5EUNICEDO X
9 72 BB D 50% RS EERERI SR EE (777 20/200 Riii) ka2 2>, BoVIISATIC B 2845 &
1272 o 7= (Wingerchuk, 1999), 17 27 7R YU > 4 (AQP4) PFUABMED NMO & 255 L Lz
ARBRIZ B W TRAVKBIIEZ TH v | BEFFAENIR T 18% D B 1T KFR R EE . 34%I2K
feH) 7R TE B 23R B AL, F72 23% N ENWTKIFETH o7 (Kitley, 2014) , W< DDFRER T,
BE1ADZOR L EOERFRET, RKEHXOBENPHELZRRL TVD I EIRBIATH
% (Jarius, 2012; Flanagan, 2016; Ghezzi, 2004) , AL T-3R TR E 20 FRI TR FLTEBY, Bx oD
B E L T—HIT L0 B oORZECRE 2 R OSMHEMEROBRETCH L, £, BETHO-
O FFEE L L CoEmRE IST) OEANCL DR DL EEZOND T, HEOD
WEIZ LD L. NMOSD B DFETHRITMELIA L LT 10%icv (Kitley, 2012; Mealy, 2018) ,
L7235 T, NMOSD DiEEEZ RS ED L CTHEEZMEI T2 ENRLEETH S (Cree,
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2016),

1.3 FBAEOER
131 HREABREHXRARY S LEFIZE T 5HEDEME
NMOSD B2 T AR DOTEMAL TR EBIEAE D FEE 7R E R - C & 5 (Hinson, 2009; Nytrova,
2014; Papadopoulos, 2012; Verkman 2012), T AQP4 HU{A73, CNS O 7 A hm ¥4 MEHIZEFEHR
LTW5% AQP4 KF ¥ FILTHEBT D L. 1gG DARKOERNEL D Z ENRPELMZSH T
%o TORER, MR C1 BNEIE., EMH S, IR D A — RIEE LD H Bt L 72 b
(Diebolder, 2014) , FHATEMEALIZRIE D A 7 — R&FHE L, MK o @EEdE B KT 2 b
YA NOEFREFHEHT D, T O TR S LD HZ L NMOSD OFf#%Z < LTH Y, Ht AQP4
PR K ORI B ECToH 5 (Papadopoulos, 2012)

Figure 1: NMOSD M #&ZEmIRIEIZE 1T H4HE DK E| (Papadopoulos, 2014)

Plasma cell B cell T cell MNeurological

P— deficit
-©—-© <
AQPA-IgG QY
production

Oligodendrocyte loss
Demyelination,
‘\\fﬁr? P
-
4
AQP4-gG & AQP4
¥ cns

neuron loss
penetration
4 o

/ r r Astrocyte

Blood-brain
- & Dbarrier

MNeuran

Inflammatory

factors
Complement }.
activation

% O >
4 : ._,
“ 'y : r Microglia r
" oo Q
“ = |nflammatory cell

- b ) recruitment and activation
- - -
- e e -

©

Neutrophil Monocyte Eosinophil

Abbreviations: ADCC = antibody-dependent cellular cytotoxicity; AQP4 = aquaporin-4; CDC = complement-dependent
cytotoxicity; ~ CDCC = complement-dependent ~ cellular  cytotoxicity; ~ MAC = membrane  attack  complex;
NMO = neuromyelitis optica.

Source: Papadopoulos et al, 2014.
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132 IHVAITIZEHBREKREBIKEEDHEE

T VA2 T7IEe MEE/ 7 —F AR TH Y, b MER C5 & mWBiFntE CRRIICHE &
L. C5 OFERIIBRAAILET 5 2 & T BRMBIEMHEIIC X 2 RIEICB 59 5 RAE(EENE /e
TERAEHENE DTS AL AL M C5a DREAS . W ONT HIIIARENE K ORIEIREVE /AR T R A P
DS EEEA R (MAC) Th D C5b-9 DMEAZHEIT % (Rother, 2007),

T ) R T IIERER 72 IST L IXB S B2 ERMF 283 5, EMEREELEOZEN
\ATHET 2 RIAEDBRF L, AW PRI EEN2ERIETH Y | RN ISTICHLED L T HRE
MY IKT NMOSD BEIZE > TR 7 4 v haeblebT L RIAEND,

NMOSD (2553 D IEFER /iR E LTz s J X~ T O I, 14 51> NMOSD & A BH %
X412 Mayo Clinic TEM S 72IEEREMFFERBNOGEONTZT —ZIZ Lo TR ST
% (Pittock, 2013), 12 # A= 2 U A~ 7 54% ., 14 FlF 12 il (86%) DHL AQP4 HLIARS M
D NMOSD EFIZHENRD bR oo, IRRPHBOFERMBEHRE (ARR) OFRMEIL3 (=
7 ) X~ 7 EehRL, #iH 2~4) 05 0 (=7 U X~ T7EE%, i 0~1, p<0.0001) (Zf&FL
oo EHIT, 12 p AR TOWTOFHIE R C 6 EENEA LB 132 nr > 72, Expanded
Disability Status Scale (EDSS) A =7 OHRAEIX, 4.3 (HiFH 1.0~8.0) 7 HIRBRIEER 52121 3.5
(#iPH 0~8.0) I[Zk#E L= (p=0.0078), ZNDODOFEF IS, NMOSD (29527 U XA~T D
BN REZ R T TR ET ARG LN, AREEMENRLE LIz ) XA~T D%
I AHBA%E 7' 1 77 Az BRIG LT,

1.3.3 TFoAY b ATF4hIL - ==X

BIfE, NMOSD (2% L THRARBEN TV DHIEFRIEIT RV, 2O, R EORBROGEICHED
&, ANFaRTaA FEEOMIST 2 & T XRENMER ST % (Trebst, 2014), IST @
2B, aNFarTaA R, THEFAT V2 (AZA), 227/ =BT 72F /L (MMF) K
VU Y X o~ 7 NEHELOERIC L2 HREEZHNT, BN PEEE L TR
FERETWD, NMOSD BEIZEITHZ DX 57 IST OFUMEITMIS A TELT, ZHET
WO NTET — 21T, 1FEAENREMFICZ LWV NI L b a2 T 4 TRBROFT — 4 T
bsH, UL, IST DR SCRRRE S UCTHER ST T\ 5, KRpRIEE LCTIST 2/
LTWThH, ZEDOEE >50%) PHRZEVIEL, 85725 KEEHRMPRZOEG &K OE
ZHIZ DIZE S TWD (Jacob, 2009; Bichuetti, 2010; Costanzi, 2011; Kim, 2011; Bichuetti, 2015), %
D7z, NMOSD FBEFIZIZEE R T Ay b« AT 4 )V« =—ANFHET D,

NMOSD BHEEMBEEZREKT D LEZ 5D, ECU-NMO-301 s BRIZHA AN DAL BFH D
VI EEAIE R R B OFEENT 30 X TH D . LT (1 90%) . 1ZIE2F] (93%) HSLLR]
{2 NMOSD (2% L CIST I & B XEHRIE A =1 Tz, 25 2 4E M CRAE 5 2 th O I iR
HHENTEY, DL (8 77%) 13 IST UL GZEREIANC X 2 FHREEZ = T T 2 ISR
NRDHN TV, HROBMEIEEOT-D, 1ZFIEETOEE (2% BAFILTL R=Yn
VERERE AT TRBY . ZREFIRIC, RRF ORI (K 47%) DSMBERE A ST T\,

S BE T B AR 2 B O TIE D D EEBERY 72 B FE O 72 0 1T FBE D3RR 9~ 5 TR 22 i Ak
RE R NS R BIC L B AFHIE, ECU-NMO-301 RBRD_— R T A VIFIZLITFTO X I LN T
ot
& 35D 1H (37.1%) 7 &b FIRPHEEMRIRETH 72
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K330 1 (32.9%) HHEIFENCREE R H D ERRBITNTERD ST

K130 1 (30.1%) DSEEREEHSREICRIENR &V . ARSI BN D - 72

KREE (80.4%) |2, HBHEFEFICFENAT D X5 RN D L

HEE (69.9%) NEF OETEIEITH Z LN TE D0, FIRAHEE U TEE O RIEIC &
LB EZIT TN
EBISNTWAIREEN e, BERT VA Y N« AT 4 BV« =—XADBF(E LFET 57280,
NMOSD [§R 7' v 77 LiX, HT AQP4 HLIREM: D NMOSD & DOIRFIZCBW\W T, =7 ) X~7 D
BN NVZRMEMLT 2 L5 ICT VA v Ehvie,

2 FRORERE
21 EREREABRRAE DBLRE

T L7 AT TNMO-IgG Bt O B3 HERMR T IR (NMO) O3Sl 12k LT, =
7 ) X~ 7 OF DB EIR GO E L= T 72 [F5ER 1201445 11 H 20 B, EEEF 5 : (26 )
%353 =1,

OB RAERGLOIRE L & blo, 7 L7 A i3 W AR 2 BB 6722 DK%~
07 Z AEBM L=, ECU-NMO-301 #RBRIT 2014 4= 4 HIZBAGA L. 2018 4F 7 HITHK T L=,
ECU-NMO-302 #2113 2015 4= 1 HIZBAss L. BIE bRk TH 5,

Figure 2: EREREABR TH 1 >

ECU-NMO-301
Screening Randomized treatment period

Induction Maintenance | ECU-NMO-302
Soliris® 900mg/week x 4 weeks Soliris®1200mg every 2 weeks | to e

Patients who meet
eligibility criteria f
Concomitant ST therapy permitted |

Meningococcal Vaccination

Randomization 2:1

Matching Placebo

2.1.1 ECU-NMO-301 5%

ECU-NMO-301 #BrI%. HT AQP4 HiIKEG D NMOSD BEIZxd 5 =7 ) X~ T DOH MR
EWEFMT S, ERXA, F U, 7o, ZEER, 77 BRI, ZhE It
BRCH D,

AERO FEEHAIL, NMOSD #BF 2 xR, HE O iR £ TOWR LK OFEREY X 7K
TILHESE, =27 VXTI L DIEEOFINEE T TR LR 2L ThoTo, ARBR
DOEIKHBNL, =27 ) X~ 7 O Z 2R OEBFEIZOWTT 78R & O TH L NC
THZ &, ARR, FEHABHRE, MRREBER N AV T 047747 (QoL) IZHS&xx=s
VX7 OHEGME 77RO TINS5 Z &, IONZ, NMOSD BF Ik iTH=27 U X
~ 7 OEYEhEE (PK) KOS (PD) IZOWTRHMET 22 & Th o7z,

ECU-NMO-301 #RBRIZ31T 5 A 200 FERHMITE B 13, MZFHiZ B SIC X0 e S el
DOIEBRP R £ TOYF TH o 7o, MIFHEZE B =IZ X0 HE S PRI ORI £ ToH
MIZBWT, 77 BRI L Ty U XA~ 7R CTHFHFNICEE CHEMICEROH 2R
NRD BN (p<0.0001), 7T ERELELIZT 7 U X~ T O W — R [95%EFE XM (CI) ]
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1%0.058 (0.017, 0.197) THV . FHIHU A 7L 942%IK T L=, 48 HEf A CTHIENED L)
ST HERE OB G OHEEM (95% CI) 1Z=27 U X< T7HET 0979 (0918, 0.995), 77 BAREET
0.632 (0.468. 0.758) T o7, 144 WREA THEIEDFE D HIVIR Do T 95RE OEIG OHEEAE (95%
CD 1I=2 Y X~T7FT0.964 (0.891, 0.988), 77 EARRET 0454 (0.262, 0.628) Th -7,

T ) A7 OAFMITRL T, BEMOFRIL, BEFOxT 7 U X~ 7 OiEIGiE THor 2 FF
SFonizet a7y A vE—H LT,

2.1.2 ECU-NMO-302 5%

ECU-NMO-302 #RIZ, NMOSD EHDIRIFEICKT 57 U X~ 7 ORI O RN OF M
ICOWTCHHIiT 27200, § IIM, EEH. ECU-NMO-301 3B Ofkfi kB TH v . BIEMkp T
T %, ECUNMO-301 #RERA #& T L7503 & Afki st B ~ O/ AV B & L7z, W RIfEAT
oiik7T—s~—275v h+7 0 o] 7)) FAT. ECU-NMO-301 3k T %
MFRD BT 39 Bi1HY ECU-NMO-302 fRBRIZ B Sk X, IR DB %% 17 7=,

NMOSD JB#FICKTH 27 U A~ 7 ORMAZMIZ. ARR Zi %D ARR (ECU-NMO-301 75k
DAY Y —= T LRID 24 5 ARIZAE CT-f38) &l U CTRIE L7z, E O I I ZE
BRI X VHESINTHRETII WD, RS EANIC X0 HE Sz BBRP HRsIcx LTl
WaEITH 2L & Uiz, BRT — 4 _X—2A 0 v b A7 OFFS T, ARRIZEEIZIET L, #ED ARR
&R L7 b B PR fl13-1.923  (95% CI : -2.459, -1.636, p<0.0001) TdH -7,

T Y AT ORFMEIIRG T, BEEORIZ, BEFOT7 U X~ 7 OMIGE T+ IR
SiFent-Zettra 7y A e —ELi=,

3 PMDA & DO
oV EADEN EIESARS || 2= RSSO R A

OB || BlEhgd = [Solsei0mavives)] = | | |
3 n Z eicmicEamEavg, SR I 55 EE S Tnan L b g
Zens, mERE L2 Ll - - - 5 - O RRE T,

@) I - - Ciid L. PMDA
O RN PR
[ [eelRgE RN NN
7% b 2 I 2 D L DIE R,

TV F FRIFATKRHFEICBW T, LN ORRE - IREKROHE - HERZHEHT 5,

[HFET D%0H8 - 23]

BARFRER A7 N7 LEE (HMREEREET) OmRE T

[ZhRE - 2h R B4 5 R 4]

AFENX, BLT7 27 TR > 4 RGO BEICER G T 52 &,

BRI A7 N T ABEE (HMAREHRZET) *OBFIHERTLZ &,

X T IEMERLIE - SAPRRERER IR A T4 2 2017) (AAMRES) 235 1CT52 L,

[HE - HEZR]
WHE, EACIZ. =7 ) A7 (B x) & LT, 1\1900 mg b &5 % HhT 5, #lE
b, 1 EOMBCYRERS 2 & a5 4 BUHEREL, 20 1A% WEEE5 48
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M) 2>5 118 1200 mg % 2 #8121 [ DO CAMEEFET 5,

4 BERERREOZO—Frv—k

Ty ) A= T OAKGRHGHEICBEE S 5 BA R ORI THME Lz 2 U X~ 7 ORGKBR 2 Ik O

(N7
Figure 3: BERAFEIO—F¥—
Study Information Study No. 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019
April 2014 July 2018|
- X Phase III (Efficacy, Safety, PK and PD) ECU-NMO-301
Clinical | Domestic and
Study International Jafuary 2015] on-gging
Phase III (Efficacy, Safety, PK and PD) ECU-NMO-302 >

: Domestic and International Study
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1.6 NEIZETA5EARKREFICET HEH
1 HEIZEITSHERKR

2018 - 10 A 1 HEFRICIHWT, Y U U RPDIRFEA T, =7 U X~ 7IIRINES, KE K OH
REEDT 50 5 EIZBOTRIEMERBIAE Z B BV RIEDIRIE, 49 » [EIZ I CIEMAYE it
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Soliris 300 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Eculizumab is a humanised monoclonal (IgG24¢) antibody produced in NSO cell line by recombinant DNA
technology.

One vial of 30 ml contains 300 mg of eculizumab (10 mg/ml).
After dilution, the final concentration of the solution to be infused is 5 mg/ml.

Excipients with known effect: Sodium (5 mmol per vial)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion.

Clear, colorless, pH 7.0 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indication

Soliris is indicated in adults and children for the treatment of:

- Paroxysmal nocturnal haemoglobinuria (PNH).
Evidence of clinical benefit is demonstrated in patients with haemolysis with clinical symptom(s)
indicative of high disease activity, regardless of transfusion history (see section 5.1).

- Atypical haemolytic uremic syndrome (aHUS) (see section 5.1).

Soliris is indicated in adults for the treatment of:

- Refractory generalized myasthenia gravis (gMG) in patients who are anti-acetylcholine receptor
(AChR) antibody-positive (see section 5.1).

- Neuromyelitis optica spectrum disorder (NMOSD) in patients who are anti-aquaporin-4 (AQP4)
antibody-positive with a relapsing course of the disease (see section 5.1).

4.2 Posology and method of administration
Soliris must be administered by a healthcare professional and under the supervision of a physician

experienced in the management of patients with haematological, renal, neuromuscular or neuro-
inflammatory disorders.



Posology

Adult Patients:

In Paroxysmal Nocturnal Haemoglobinuria (PNH):
The PNH dosing regimen for adult patients (>18 years of age) consists of a 4-week initial phase followed
by a maintenance phase:

o Initial phase: 600 mg of Soliris administered via a 25 — 45 minute intravenous infusion every week
for the first 4 weeks.
o Maintenance phase: 900 mg of Soliris administered via a 25 — 45 minute intravenous infusion for

the fifth week, followed by 900 mg of Soliris administered via a 25 — 45 minute intravenous
infusion every 14 £ 2 days (see section 5.1).

In atypical Haemolytic Uremic Syndrome (aHUS), refractory generalized Myasthenia Gravis (gMG) and
Neuromyelitis Optica Spectrum Disorder (NMOSD):

The aHUS, refractory gMG and NMOSD dosing regimen for adult patients (>18 years of age) consists of
a 4 week initial phase followed by a maintenance phase:

. Initial phase: 900 mg of Soliris administered via a 25 — 45 minute intravenous infusion every week
for the first 4 weeks.
. Maintenance phase: 1,200 mg of Soliris administered via a 25 — 45 minute intravenous infusion for

the fifth week, followed by 1,200 mg of Soliris administered via a 25 — 45 minute intravenous
infusion every 14 + 2 days (see section 5.1).

Paediatric patients in PNH and aHUS:
Paediatric PNH and aHUS patients with body weight > 40 kg are treated with the adult dosing
recommendations, respectively.

In paediatric PNH and aHUS patients with body weight below 40 kg, the Soliris dosing regimen consists
of:

Patient Body Initial Phase Maintenance Phase
Weight
30 to <40 kg 600 mg weekly x 2 900 mg at week 3; then 900 mg every 2 weeks
20 to <30 kg 600 mg weekly x 2 | 600 mg at week 3; then 600 mg every 2 weeks
10 to <20 kg 600 mg weekly x 1 300 mg at week 2; then 300 mg every 2 weeks
5to0 <10kg 300 mg weekly x 1 300 mg at week 2; then 300 mg every 3 weeks

Soliris has not been studied in patients with PNH who weigh less than 40kg. The posology of Soliris for
PNH patients less than 40kg weight is based on the posology used for patients with aHUS and who weigh
less than 40kg.

Soliris has not been studied in paediatric patients with refractory gMG or NMOSD.
For adult aHUS, refractory gMG and NMOSD patients and paediatric aHUS patients supplemental dosing

of Soliris is required in the setting of concomitant PE/PI (plasmapheresis or plasma exchange, or fresh
frozen plasma infusion):



Type of Plasma Most Recent Supplemental Soliris Timing of
Intervention Soliris Dose Dose With Each PE/PI | Supplemental Soliris
Intervention Dose
Plasmapheresis or plasma | 300 mg 300 mg per each
exchange plasmapheresis or
plasma exchange Within 60 minutes after
session each plasmapheresis or
>600 mg 600 mg per each plasma exchange
plasmapheresis or
plasma exchange
session
Fresh frozen plasma >300 mg 300 mg per infusion of | 60 minutes prior to each
infusion fresh frozen plasma infusion of fresh frozen
plasma

Treatment monitoring

aHUS patients should be monitored for signs and symptoms of thrombotic microangiopathy (TMA) (see
section 4.4 aHUS laboratory monitoring).

Soliris treatment is recommended to continue for the patient’s lifetime, unless the discontinuation of
Soliris is clinically indicated (see section 4.4).

Elderly
Soliris may be administered to patients aged 65 years and over. There is no evidence to suggest that any

special precautions are needed when older people are treated — although experience with Soliris in this
patient population is still limited.

Renal impairment
No dose adjustment is required for patients with renal impairment (see section 5.1).

Hepatic impairment
The safety and efficacy of Soliris have not been studied in patients with hepatic impairment.

Method of administration
Do not administer as an intravenous push or bolus injection. Soliris should only be administered via
intravenous infusion as described below.

For instructions on dilution of the medicinal product before administration, see section 6.6.

The diluted solution of Soliris should be administered by intravenous infusion over 25 — 45 minutes in
adults and 1-4 hours in paediatric patients via gravity feed, a syringe-type pump, or an infusion pump. It is
not necessary to protect the diluted solution of Soliris from light during administration to the patient.
Patients should be monitored for one hour following infusion. If an adverse event occurs during the
administration of Soliris, the infusion may be slowed or stopped at the discretion of the physician. If the
infusion is slowed, the total infusion time may not exceed two hours in adults and adolescents (aged 12
years to under 18 years) and four hours in children aged less than 12 years.

Refractory gMG

Available data suggest that clinical response is usually achieved by 12 weeks of Soliris treatment.
Discontinuation of the therapy should be considered in a patient who shows no evidence of therapeutic
benefit by 12 weeks.

4.3 Contraindications

Hypersensitivity to eculizumab, murine proteins or to any of the excipients listed in section 6.1.



Soliris therapy must not be initiated in patients (see section 4.4):
- with unresolved Neisseria meningitidis infection
- who are not currently vaccinated against Neisseria meningitidis unless they receive prophylactic
treatment with appropriate antibiotics until 2 weeks after vaccination.
4.4 Special warnings and precautions for use

Soliris is not expected to affect the aplastic component of anaemia in patients with PNH.

Meningococcal Infection

Due to its mechanism of action, the use of Soliris increases the patient’s susceptibility to meningococcal
infection (Neisseria meningitidis). Meningococcal disease due to any serogroup may occur. To reduce the
risk of infection, all patients must be vaccinated at least 2 weeks prior to receiving Soliris unless the risk
of delaying Soliris therapy outweighs the risks of developing a meningococcal infection. Patients who
initiate Soliris treatment less than 2 weeks after receiving a meningococcal vaccine must receive treatment
with appropriate prophylactic antibiotics until 2 weeks after vaccination. Vaccines against serogroups A,
C,Y, W 135 and B where available, are recommended in preventing the commonly pathogenic
meningococcal serogroups. Patients must receive vaccination according to current national vaccination
guidelines for vaccination use.

Vaccination may further activate complement. As a result, patients with complement-mediated diseases,
including PNH, aHUS, refractory gMG and NMOSD, may experience increased signs and symptoms of
their underlying disease, such as haemolysis (PNH), TMA (aHUS), MG exacerbation (refractory gMG) or
relapse (NMOSD). Therefore, patients should be closely monitored for disease symptoms after
recommended vaccination.

Vaccination may not be sufficient to prevent meningococcal infection. Consideration should be given to
official guidance on the appropriate use of antibacterial agents. Cases of serious or fatal meningococcal
infections have been reported in Soliris-treated patients. Sepsis is a common presentation of
meningococcal infections in patients treated with Soliris (see section 4.8). All patients should be
monitored for early signs of meningococcal infection, evaluated immediately if infection is suspected, and
treated with appropriate antibiotics if necessary. Patients should be informed of these signs and symptoms
and steps taken to seek medical care immediately. Physicians must discuss the benefits and risks of Soliris
therapy with patients and provide them with a patient information brochure and a patient safety card (see
Package Leaflet for a description).

Other Systemic Infections

Due to its mechanism of action, Soliris therapy should be administered with caution to patients with active
systemic infections. Patients may have increased susceptibility to infections, especially with Neisseria and
encapsulated bacteria. Serious infections with Neisseria species (other than Neisseria meningitidis),
including disseminated gonococcal infections, have been reported.

Patients should be provided with information from the Package Leaflet to increase their awareness of
potential serious infections and the signs and symptoms of them. Physicians should advise patients about
gonorrhoea prevention.

Infusion Reactions

Administration of Soliris may result in infusion reactions or immunogenicity that could cause allergic or
hypersensitivity reactions (including anaphylaxis), though immune system disorders within 48 hours of
Soliris administration did not differ from placebo treatment in PNH, aHUS, refractory gMG, NMOSD and
other studies conducted with Soliris. In clinical trials, no PNH, aHUS, refractory gMG or NMOSD
patients experienced an infusion reaction which required discontinuation of Soliris. Soliris administration
should be interrupted in all patients experiencing severe infusion reactions and appropriate medical
therapy administered.




Immunogenicity

Infrequent antibody responses have been detected in Soliris-treated patients across all clinical studies. In
PNH placebo controlled studies low antibody responses have been reported with a frequency (3.4%)
similar to that of placebo (4.8%).

In patients with aHUS treated with Soliris, antibodies to Soliris were detected in 3/100 (3%) by the ECL
bridging format assay. 1/100 (1%) aHUS patients had low positive values for neutralizing antibodies.

In a refractory gMG placebo controlled study, none (0/62) of the Soliris treated patients showed antidrug
antibody response during the 26 week active treatment.

In a NMOSD placebo controlled study, 2/96 (2%) of the Soliris treated patients showed antidrug antibody
response post-baseline. Both patients were negative for neutralizing antibodies. Positive ADA samples
were low titer and transient. There has been no observed correlation of antibody development to clinical
response or adverse events.

Immunization

Prior to initiating Soliris therapy, it is recommended that PNH, aHUS, refractory gMG and NMOSD
patients initiate immunizations according to current immunization guidelines. Additionally, all patients
must be vaccinated against meningococcal infections at least 2 weeks prior to receiving Soliris unless the
risk of delaying Soliris therapy outweighs the risks of developing a meningococcal infection. Patients who
initiate Soliris treatment less than 2 weeks after receiving a meningococcal vaccine must receive treatment
with appropriate prophylactic antibiotics until 2 weeks after vaccination. Vaccines against serogroups A,
C,Y, W 135 and B where available are recommended in preventing the commonly pathogenic
meningococcal serogroups. (see Meningococcal Infection).

Patients less than 18 years of age must be vaccinated against Haemophilus influenzae and pneumococcal
infections, and strictly need to adhere to the national vaccination recommendations for each age group.

Vaccination may further activate complement. As a result, patients with complement-mediated diseases,
including PNH, aHUS, refractory gMG and NMOSD may experience increased signs and symptoms of
their underlying disease, such as haemolysis (PNH), TMA (aHUS), MG exacerbation (refractory gMG) or
relapse (NMOSD). Therefore, patients should be closely monitored for disease symptoms after
recommended vaccination.

Anticoagulant therapy
Treatment with Soliris should not alter anticoagulant management.

Immunosuppressant and anticholinesterase therapies

Patients in refractory gMG clinical trials continued treatment with immunosuppressant and
anticholinesterase therapies while on Soliris treatment. Withdrawal of immunosuppressant and
anticholinesterase therapies during Soliris treatment for refractory gMG was not assessed in the placebo-
controlled studies.

In the open-label extension trial (Study ECU-MG-302), physicians had the option to adjust background
immunosuppressant therapies. In this setting, a decrease of the daily dose of at least 1 immunosuppressant
was observed in 47% of patients. The most common reason for change in immunosuppressant therapy was
improvement in MG symptoms while on eculizumab treatment. When immunosuppressant and
anticholinesterase therapies are decreased or discontinued, patients should be monitored closely for signs
of disease exacerbation.

Patients who entered NMOSD clinical trials while receiving background immunosuppressant therapy
continued treatment with immunosuppressant therapy while on Soliris treatment (See section 5.3).
Withdrawal of immunosuppressant therapy during Soliris treatment for NMOSD has not been assessed.



When immunosuppressant therapy is decreased or discontinued, patients should be monitored closely for
signs and symptoms of potential NMOSD relapse.

PNH Laboratory Monitoring

PNH patients should be monitored for signs and symptoms of intravascular haemolysis, including serum
lactate dehydrogenase (LDH) levels. PNH patients receiving Soliris therapy should be similarly monitored
for intravascular haemolysis by measuring LDH levels, and may require dose adjustment within the
recommended 1442 day dosing schedule during the maintenance phase (up to every 12 days).

aHUS Laboratory Monitoring

aHUS patients receiving Soliris therapy should be monitored for thrombotic microangiopathy by
measuring platelet counts, serum LDH and serum creatinine, and may require dose adjustment within the
recommended 14+2 day dosing schedule during the maintenance phase (up to every 12 days).

Treatment Discontinuation for PNH

If PNH patients discontinue treatment with Soliris they should be closely monitored for signs and
symptoms of serious intravascular haemolysis. Serious haemolysis is identified by serum LDH levels
greater than the pre-treatment level, along with any of the following: greater than 25% absolute decrease
in PNH clone size (in the absence of dilution due to transfusion) in one week or less; a haemoglobin level
of <5 g/dL or a decrease of >4 g/dL in one week or less; angina; change in mental status; a 50% increase
in serum creatinine level; or thrombosis. Monitor any patient who discontinues Soliris for at least 8 weeks
to detect serious haemolysis and other reactions.

If serious haemolysis occurs after Soliris discontinuation, consider the following procedures/treatments:
blood transfusion (packed RBCs), or exchange transfusion if the PNH RBCs are >50% of the total RBCs
by flow cytometry; anticoagulation; corticosteroids; or reinstitution of Soliris. In PNH clinical studies, 16
patients discontinued the Soliris treatment regimen. Serious haemolysis was not observed.

Treatment Discontinuation for aHUS

Thrombotic microangiopathy (TMA) complications have been observed as early as 4 weeks and up to 127
weeks following discontinuation of Soliris treatment in some patients. Discontinuation of treatment should
only be considered if medically justified.

In aHUS clinical studies, 61 patients (21 paediatric patients) discontinued Soliris treatment with a median
follow-up period of 24 weeks. Fifteen severe thrombotic microangiopathy (TMA) complications in 12
patients were observed following treatment discontinuation, and 2 severe TMA complications occurred in
an additional 2 patients that received a reduced dosing regimen of Soliris outside of the approved dosing
regimen (See Section 4.2). Severe TMA complications occurred in patients regardless of whether they
had an identified genetic mutation, high risk polymorphism or auto-antibody. Additional serious medical
complications occurred in these patients including severe worsening of kidney function, disease-related
hospitalization and progression to end stage renal disease requiring dialysis. Despite Soliris re-initiation
following discontinuation, progression to end stage renal disease occurred in one patient.

If aHUS patients discontinue treatment with Soliris, they should be monitored closely for signs and
symptoms of severe thrombotic microangiopathy complications. Monitoring may be insufficient to predict
or prevent severe thrombotic microangiopathy complications in patients with aHUS after discontinuation
of Soliris.

Severe thrombotic microangiopathy complications post discontinuation can be identified by (i) any two,
or repeated measurement of any one, of the following: a decrease in platelet count of 25% or more as
compared to either baseline or to peak platelet count during Soliris treatment; an increase in serum
creatinine of 25% or more as compared to baseline or to nadir during Soliris treatment; or, an increase in
serum LDH of 25% or more as compared to baseline or to nadir during Soliris treatment; or (ii) any one of
the following: a change in mental status or seizures; angina or dyspnoea; or thrombosis.



If severe thrombotic microangiopathy complications occur after Soliris discontinuation, consider
reinstitution of Soliris treatment, supportive care with PE/PI, or appropriate organ-specific supportive
measures including renal support with dialysis, respiratory support with mechanical ventilation or
anticoagulation.

Treatment discontinuation for refractory gMG:

Use of Soliris in refractory gMG treatment has been studied only in the setting of chronic administration.
Patients who discontinue Soliris treatment should be carefully monitored for signs and symptoms of
disease exacerbation.

Treatment discontinuation for NMOSD:

Use of Soliris in NMOSD treatment has been studied only in the setting of chronic administration
and the effect of Soliris discontinuation has not been characterized. Patients who discontinue
Soliris treatment should be carefully monitored for signs and symptoms of potential NMOSD
relapse.

Educational materials

All physicians who intend to prescribe Soliris must ensure they are familiar with the physician’s guide to
prescribing. Physicians must discuss the benefits and risks of Soliris therapy with patients and provide
them with a patient information brochure and a patient safety card.

Patients should be instructed that if they develop fever, headache accompanied with fever and/or stiff neck
or sensitivity to light, they should immediately seek medical care as these signs may be indicative of
meningococcal infection.

Excipients
This medicinal product contains 5 mmol sodium per vial. It should be taken into consideration by patients

on a controlled sodium diet.
4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Based on the potential inhibitory effect of eculizumab on
complement-dependent cytotoxicity of rituximab, eculizumab may reduce the expected pharmacodynamic
effects of rituximab.

Chronic intravenous human immunoglobulin (IVIg) treatment may interfere with the endosomal neonatal
Fc receptor (FcRn) recycling mechanism of monoclonal antibodies such as eculizumab and thereby
decrease serum eculizumab concentrations. Drug interaction studies have not been conducted with
eculizumab in patients treated with IVIg.

4.6  Fertility, pregnancy and lactation

The use of adequate contraception to prevent pregnancy and for at least 5 months after the last dose of
treatment with eculizumab should be considered for women of childbearing potential.

Pregnancy
There are no well-controlled studies in pregnant women treated with eculizumab. Data on a limited

number of pregnancies exposed to eculizumab (less than 300 pregnancy outcomes) indicate there is no
increased risk of foetal malformation or foetal-neonatal toxicity. However, due to the lack of well-
controlled studies, uncertainties remain. Therefore, an individual risk benefit analysis is recommended
before starting and during treatment with eculizumab in pregnant women. Should such a treatment be
considered necessary during pregnancy, a close maternal and foetal monitoring according to local
guidelines is recommended.



Animal reproduction studies have not been conducted with eculizumab (see section 5.3).

Human IgG are known to cross the human placental barrier, and thus eculizumab may potentially cause
terminal complement inhibition in the foetal circulation. Therefore, Soliris should be given to a pregnant
woman only if clearly needed.

Breast-feeding
No effects on the breastfed newborn / infant are anticipated as limited data available suggest that

eculizumab is not excreted in human breast milk. However, due to the limitations of the available data, the
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for eculizumab and any potential adverse effects on the breastfed child from eculizumab or from the
underlying maternal condition.

Fertility
No specific study of eculizumab on fertility has been conducted.

4.7 Effects on ability to drive and use machines
Soliris has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

Supportive safety data were obtained from 30 completed and one ongoing clinical studies that included
1,503 patients exposed to eculizumab in complement-mediated disease populations, including PNH,
aHUS, refractory gMG and NMOSD. The most common adverse reaction was headache, (occurred mostly
in the initial phase of dosing), and the most serious adverse reaction was meningococcal sepsis.

Tabulated list of adverse reactions

Table 1 gives the adverse reactions observed from spontaneous reporting and in eculizumab completed
clinical trials, including PNH, aHUS, refractory gMG and NMOSD studies. Adverse reactions reported at
a very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100) or rare

(=1/10,000 to <1/1,000) frequency with eculizumab, are listed by system organ class and preferred term.
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.




Table 1: Adverse Reactions reported in eculizumab clinical trials, including patients with PNH,

aHUS, refractory gMG and NMOSD as well as from postmarketing experience

MedDRA System  [Very Common Uncommon Rare
Organ Class Common|(>1/100 to <1/10) (=>1/1,000 to <1/100) (=>1/10,000 to <1/1,000)
(=1/10)
[Infection and Pneumonia, Upper | Meningococcal [Aspergillus infection®,
infestations respiratory tract infection®, Sepsis, Arthritis bacterial®,
infection, Septic shock, Genitourinary tract
Bronchitis, Peritonitis, Lower gonococcal infection,
[Nasopharyngitis, respiratory tract [Haemophilus influenzae
Urinary tract infection, Fungal infection,
infection, Oral infection, Viral Impetigo,
Herpes infection, Abscess?, Gingivitis
Cellulitis, Influenza,
Gastrointestinal
infection, Cystitis,
Infection, Sinusitis,
[Neoplasms benign, Malignant melanoma,
malignant and Myelodysplastic syndrome
unspecified
(including cysts and
olyps)
Blood and lymphatic Leukopenia, Thrombocytopenia, Haemolysis*, Abnormal
system disorders [Anaemia Lymphopenia clotting factor, Red blood
cell agglutination,
Coagulopathy
Immune system Anaphylactic reaction,
disorders Hypersensitivity
Endocrine disorders Basedow’s disease
Metabolism and Decreased appetite
nutrition disorders
Psychiatric disorders Insomnia Depression, Anxiety, Abnormal dreams, Sleep
Mood swings disorder
[Nervous system Headache|Dizziness, Paraesthesia, Tremor  [Syncope
disorders Dysgeusia
Eye disorders Vision blurred Conjunctival irritation
Ear and labyrinth Tinnitus, Vertigo
disorders
Cardiac disorders Palpitation
Vascular disorders Hypertension Accelerated Haematoma
hypertension,
Hypotension, Hot
flush, Vein disorder
|[Respiratory, Cough, Dyspnoea, Epistaxis,
thoracic and Oropharyngeal pain | Throat irritation, Nasal
mediastinal congestion,
disorders Rhinorrhoea
Gastrointestinal Diarrhoea, Constipation, Gastroesophageal reflux
disorders Vomiting, Nausea, | Dyspepsia, Abdominal |disease, Gingival pain
[ Abdominal pain distension
Hepatobiliary Jaundice
disorders
Skin and Rash, Pruritus, Urticaria, Erythema, [Dermatitis, Skin

subcutaneous tissue
disorders

Alopecia

Petechiae,
Hyperhidrosis, Dry
skin

depigmentation
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Musculoskeletal and Arthralgia, Myalgia,| Muscle spasms, Bone  [Trismus
connective tissue pain, Back pain, Neck
disorders pain, Joint swelling,
Pain in extremity
Renal and urinary Renal impairment,
disorders Dysuria, Haematuria
Reproductive system Spontaneous penile Menstrual disorder
and breast disorders erection,
General disorders Pyrexia, Fatigue, Chest discomfort, [Extravasation, Infusion site
and administration Influenza like illness| Asthenia, Chest pain, |paraesthesia, Feeling hot
site conditions Infusion site pain,
Chills
[Investigations Alanine (Coombs test positive®
aminotransferase
increased, Aspartate
aminotransferase
increased, Gamma-
glutamyltransferase
increased, Haematocrit
decreased,
Haemoglobin
decreased
Injury, poisoning Infusion related
and procedural reaction
complication

Included Studies: Asthma (C07-002), aHUS(C08-002, C08-003, C10-003, C10-004), Dermatomyositis (C99-006),
gMG (C08-001, ECU-MG-301, ECU-MG-302 data cut as of 31Dec2017), Neuromyelitis Optica Spectrum Disorder
(ECU-NMO-301), IMG (C99-004, E99-004), PNH (C02-001, C04-001, C04-002, C06-002, C07-001, E02-001, E05-
001, E07-001, M07-005, X03-001, X03-001A), Psoriasis (C99-007), RA (C01-004, C97-001, C99-001, E01-004,
E99-001), STEC-HUS (C11-001), SLE (C97-002). MedDRA version 21.0.

*See paragraph Description of selected adverse reactions.

2 Abscess includes the following group of PTs: Abscess limb, Colonic abscess, Renal abscess, Subcutaneous abscess,
Tooth abscess, Hepatosplenic abscess, Perirectal abscess, Rectal abscess.

b Meningococcal infection includes the following group of PTs: Meningococcal infection, Meningococcal sepsis,
Meningitis meningococcal, Neisseria infection.

¢ADRs identified in postmarketing reports

Description of selected adverse reactions

In all clinical studies, the most serious adverse reaction was meningococcal sepsis which is a common
presentation of meningococcal infections in patients treated with Soliris (see section 4.4).

Other cases of Neisseria species have been reported including sepsis with Neisseria gonorrhoeae,
Neisseria sicca/subflava, Neisseria spp unspecified.

Antibodies to Soliris were detected in 2% of patients with PNH using an ELISA assay, 3% of patients
with aHUS and 2% of patients with NMOSD using the ECL bridging format assay. In refractory gMG
placebo-controlled studies, no antidrug antibodies were observed. As with all proteins there is a potential
for immunogenicity.

Cases of haemolysis have been reported in the setting of missed or delayed Soliris dose in PNH clinical
trials (see also Section 4.4).

Cases of thrombotic microangiopathy complication have been reported in the setting of missed or delayed
Soliris dose in aHUS clinical trials (see also Section 4.4).

Paediatric population

1"



In children and adolescent PNH patients (aged 11 years to less than 18 years) included in the paediatric
PNH Study M07-005, the safety profile appeared similar to that observed in adult PNH patients. The most
common adverse reaction reported in paediatric patients was headache.

In paediatric aHUS patients (aged 2 months to less than 18 years) included in the aHUS studies C08-002,
C08-003, C09-001r and C10-003, the safety profile appeared similar to that observed in adult aHUS
patients. The safety profiles in the different paediatric subsets of age appear similar.

Soliris has not been studied in paediatric patients with refractory gMG or NMOSD.

Elderly population
No overall differences in safety were reported between elderly (> 65 years) and younger refractory gMG
patients (< 65 years) (see section 5.1).

Patients with other diseases

Safety Data from Other Clinical Studies

Supportive safety data were obtained in 12 completed clinical studies that included 934 patients exposed
to eculizumab in other disease populations other than PNH, aHUS, refractory gMG or NMOSD. There
was an un-vaccinated patient diagnosed with idiopathic membranous glomerulonephropathy who
experienced meningococcal meningitis. Adverse reactions reported in patients with disease other than
PNH, aHUS, refractory gMG or NMOSD were similar to those reported in patients with PNH, aHUS,
refractory gMG or NMOSD (see Table 1 above). No specific adverse reactions have emerged from these
clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose

No case of overdose has been reported.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Selective immunosuppressants, ATC code: L0O4AA25

Soliris is a recombinant humanised monoclonal IgGu4k antibody that binds to the human C5 complement
protein and inhibits the activation of terminal complement. The Soliris antibody contains human constant
regions and murine complementarity-determining regions grafted onto the human framework light- and
heavy-chain variable regions. Soliris is composed of two 448 amino acid heavy chains and two 214 amino
acid light chains and has a molecular weight of approximately 148 kDa.

Soliris is produced in a murine myeloma (NSO cell line) expression system and purified by affinity and ion
exchange chromatography. The bulk drug substance manufacturing process also includes specific viral

inactivation and removal steps.

Mechanism of action

Eculizumab, the active ingredient in Soliris, is a terminal complement inhibitor that specifically binds to
the complement protein C5 with high affinity, thereby inhibiting its cleavage to C5a and C5b and
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preventing the generation of the terminal complement complex C5b-9. Eculizumab preserves the early
components of complement activation that are essential for opsonization of microorganisms and clearance
of immune complexes.

In PNH patients, uncontrolled terminal complement activation and the resulting complement-mediated
intravascular haemolysis are blocked with Soliris treatment.

In most PNH patients, eculizumab serum concentrations of approximately 35 microgram/mL are sufficient
for essentially complete inhibition of terminal complement-mediated intravascular haemolysis.

In PNH, chronic administration of Soliris resulted in a rapid and sustained reduction in complement-
mediated haemolytic activity.

In aHUS patients, uncontrolled terminal complement activation and the resulting complement-mediated
thrombotic microangiopathy are blocked with Soliris treatment.

All patients treated with Soliris when administered as recommended demonstrated rapid and sustained
reduction in terminal complement activity. In all aHUS patients, eculizumab serum concentrations of
approximately 50 - 100 microgram/mL are sufficient for essentially complete inhibition of terminal
complement activity.

In aHUS, chronic administration of Soliris resulted in a rapid and sustained reduction in complement-
mediated thrombotic microangiopathy.

In refractory gMG patients, uncontrolled terminal complement activation causes membrane attack
complex (MAC) dependent lysis and C5a-dependent inflammation at the Neuromuscular Junction (NMJ)
leading to failure of neuromuscular transmission. Chronic administration of Soliris results in immediate,
complete, and sustained inhibition of terminal complement activity.

In patients with NMOSD, uncontrolled terminal complement activation caused by autoantibodies against
AQP4 leads to the formation of the MAC and C5a-dependent inflammation which results in astrocyte
necrosis and increased permeability of the blood brain barrier, as well as death of the surrounding
oligodendrocytes and neurons. Chronic administration of Soliris results in immediate, complete, and
sustained inhibition of terminal complement activity.

Clinical efficacy and safety

Paroxysmal Nocturnal Haemoglobinuria

The safety and efficacy of Soliris in PNH patients with haemolysis were assessed in a randomized,
double-blind, placebo-controlled 26 week study (C04-001). PNH patients were also treated with Soliris in
a single arm 52 week study (C04-002), and in a long term extension study (E05-001). Patients received
meningococcal vaccination prior to receipt of Soliris. In all studies, the dose of eculizumab was 600 mg
every 7 + 2 days for 4 weeks, followed by 900 mg 7 + 2 days later, then 900 mg every 14 £ 2 days for the
study duration. Soliris was administered as an intravenous infusion over 25 — 45 minutes. An
observational non-interventional Registry in patients with PNH (M07-001) was also initiated to
characterize the natural history of PNH in untreated patients and the clinical outcomes during Soliris
treatment.

In study C04-001 (TRIUMPH) PNH patients with at least 4 transfusions in the prior 12 months, flow
cytometric confirmation of at least 10% PNH cells and platelet counts of at least 100,000/microliter were
randomized to either Soliris (n = 43) or placebo (n = 44). Prior to randomization, all patients underwent an
initial observation period to confirm the need for RBC transfusion and to identify the haemoglobin
concentration (the "set-point") which would define each patient’s haemoglobin stabilization and
transfusion outcomes. The haemoglobin set-point was less than or equal to 9 g/dL in patients with
symptoms and was less than or equal to 7 g/dL in patients without symptoms. Primary efficacy endpoints
were haemoglobin stabilization (patients who maintained a haemoglobin concentration above the
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haemoglobin set-point and avoid any RBC transfusion for the entire 26 week period) and blood
transfusion requirement. Fatigue and health-related quality of life were relevant secondary endpoints.
Haemolysis was monitored mainly by the measurement of serum LDH levels, and the proportion of PNH
RBCs was monitored by flow cytometry. Patients receiving anticoagulants and systemic corticosteroids at
baseline continued these medications. Major baseline characteristics were balanced (see Table 2).

In the non-controlled study C04-002 (SHEPHERD), PNH patients with at least one transfusion in the prior
24 months and at least 30,000 platelets/microliter received Soliris over a 52-week period. Concomitant
medications included anti-thrombotic agents in 63% of the patients and systemic corticosteroids in 40% of
the patients. Baseline characteristics are shown in Table 2.

Table 2: Patient Demographics and Characteristics in C04-001 and C04-002

C04-001 C04-002
Parameter Placebo Soliris Soliris
aramete N = 44 N=43 N =97
Mean Age (SD) 38.4 (13.4) 42.1 (15.5) 41.1 (14.4)
Gender - Female (%) 29 (65.9) 23 (53.5) 49 (50.5)
History of Aplastic Anaemia or MDS (%) 12 (27.3) 8 (18.7) 29 (29.9)
Concomitant Anticoagulants (%) 20 (45.5) 24 (55.8) 59 (61)
Concomitant Steroids/Immunosuppressant
Treatments (%) 16 (36.4) 14 (32.6) 46 (47.4)
Discontinued treatment 10 2 1
PRBC in previous 12 months (median 18.0 (12.0
17.0 (13.5,25.0 ’ 8.0 (4.0,24.0
(Q1.03) ( : 24.0) (40,249
Mean Hgb level (g/dL) at setpoint (SD) 7.7 (0.75) 7.8 (0.79) N/A
Pre-treatment LDH levels (median, U/L) 2,234.5 2,032.0 2,051.0
Free Haemoglobin at baseline (median, 46.2 40.5 349
mg/dL)

In TRIUMPH, study patients treated with Soliris had significantly reduced (p< 0.001) haemolysis
resulting in improvements in anaemia as indicated by increased haemoglobin stabilization and reduced
need for RBC transfusions compared to placebo treated patients (see Table 3). These effects were seen
among patients within each of the three pre-study RBC transfusion strata (4 - 14 units; 15 - 25 units;

> 25 units). After 3 weeks of Soliris treatment, patients reported less fatigue and improved health-related
quality of life. Because of the study sample size and duration, the effects of Soliris on thrombotic events
could not be determined. In SHEPHERD study, 96 of the 97 enrolled patients completed the study (one
patient died following a thrombotic event). A reduction in intravascular haemolysis as measured by serum
LDH levels was sustained for the treatment period and resulted in increased transfusion avoidance, a
reduced need for RBC transfusion and less fatigue. See Table 3.
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Table 3: Efficacy Outcomes in C04-001 and C04-002

C04-001 C04-002*

Placebo Soliris Soliris

N = 44 N = 43 P - Value N =97 P - Value
Percentage of patients with
stabilized Haemoglobin levels 0 49 <0.001 N/A
at end of study
PRBC transfuse;d during 10 0 <0.001 0 <0.001
treatment (median)
Transfusion Avoidance during 0 51 <0.00] 51 <0.00]
treatment (%)
LDH levels at end of study
(median, U/L) 2,167 239 <0.001 269 <0.001
LDH AUC at end of study
(median, U/L x Day) 411,822 58,587 <0.001 -632,264 <0.001
Free Haemoglobin at end of
study (median, mg/dL) 62 5 <0.001 5 <0.001
FACIT-Fatigue (effect size) 1.12 <0.001 1.14 <0.001

* Results from study C04-002 refer to pre- versus post-treatment comparisons.

From the 195 patients that originated in C04-001, C04-002 and other initial studies, Soliris-treated PNH
patients were enrolled in a long term extension study (E05-001). All patients sustained a reduction in
intravascular haemolysis over a total Soliris exposure time ranging from 10 to 54 months. There were
fewer thrombotic events with Soliris treatment than during the same period of time prior to treatment.
However, this finding was shown in non-controlled clinical trials.

The PNH registry (M07-001) was used to evaluate the efficacy of Soliris in PNH patients with no history
of RBC transfusion. These patients had high disease activity as defined by elevated haemolysis (LDH
>1.5x ULN) and the presence of related clinical symptom(s): fatigue, haemoglobinuria, abdominal pain,
shortness of breath (dyspnoea), anaemia (haemoglobin <100 g/L), major adverse vascular event (including
thrombosis), dysphagia, or erectile dysfunction.

In the PNH Registry, patients treated with Soliris were observed to have a reduction in haemolysis and
associated symptoms. At 6 months, patients treated with Soliris with no history of RBC transfusion had
significantly (p<0.001) reduced LDH levels (median LDH of 305 U/L; Table 4). Furthermore, 74% of the
patients without a history of transfusion and treated with Soliris experienced clinically meaningful
improvements in FACIT-Fatigue score (i.e., increase by 4 points or more) and 84% in EORTC fatigue
score (i.e., decrease by 10 points or more).
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Table 4: Efficacy Outcomes (LDH level and FACIT-Fatigue) in Patients with PNH with No History
of Transfusion in M07-001

MO07-001
Parameter Soliris
No transfusion

LDH level at baseline N=43
(median , U/L) 1447
LDH level at 6 months N=36
(median, U/L) 305
FACIT-Fatigue score at baseline N=25
(median) 32
FACIT-Fatigue score at last available N=31
assessment (median) 44

FACIT-Fatigue is measured on a scale of 0-52, with higher values indicating less fatigue
Atypical Haemolytic Uremic Syndrome

Data from 100 patients in four prospective controlled studies, three in adult and adolescent patients (C08-
002A/B C08-003A/B, C10-004) one in paediatric and adolescent patients (C10-003 ) and 30 patients in
one retrospective study (C09-001r) were used to evaluate the efficacy of Soliris in the treatment of aHUS.

Study C08-002A/B was a prospective, controlled, open-label study which accrued patients in the early
phase of aHUS with evidence of clinical thrombotic microangiopathy manifestations with platelet count <
150 x 10%/L despite PE/PI, and LDH and serum creatinine above upper limits of normal.

Study C08-003A/B was a prospective, controlled, open-label study which accrued patients with longer
term aHUS without apparent evidence of clinical thrombotic microangiopathy manifestations and
receiving chronic PE/PI (>1 PE/PI treatment every two weeks and no more than 3 PE/PI treatments/week
for at least 8 weeks before the first dose). Patients in both prospective studies were treated with Soliris for
26 weeks and most patients enrolled into a long-term, open-label extension study. All patients enrolled in
both prospective studies had an ADAMTS-13 level above 5%.

Patients received meningococcal vaccination prior to receipt of Soliris or received prophylactic treatment
with appropriate antibiotics until 2 weeks after vaccination. In all studies, the dose of Soliris in adult and
adolescent aHUS patients was 900 mg every 7 & 2 days for 4 weeks, followed by 1,200 mg 7 £+ 2 days
later, then 1,200 mg every 14 + 2 days for the study duration. Soliris was administered as an intravenous
infusion over 35 minutes. The dosing regimen in paediatric patients and adolescents weighing less than
40 kg was defined based on a pharmacokinetic (PK) simulation that identified the recommended dose and
schedule based on body weight (see section 4.2).

Primary endpoints included platelet count change from baseline in study C08-002A/B and thrombotic
microangiopathy (TMA) event-free status in study C08-003A/B. Additional endpoints included TMA
intervention rate, haematologic normalization, complete TMA response, changes in LDH, renal function
and quality of life. TMA-event free status was defined as the absence for at least 12 weeks of the
following: decrease in platelet count of > 25% from baseline, PE/PI, and new dialysis. TMA interventions
were defined as PE/PI or new dialysis. Haematologic normalization was defined as normalization of
platelet counts and LDH levels sustained for >2 consecutive measurements for >4 weeks. Complete TMA
response was defined as haematologic normalization and a >25% reduction in serum creatinine sustained
in > 2 consecutive measurements for > 4 weeks.

Baseline characteristics are shown in Table 5.
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Table 5: Patient Demographics and Characteristics in C08-002A/B and C08-003A/B

Parameter C08-002A/B C08-003A/B
Soliris Soliris
N=17 N=20

Time from first diagnosis until screening in 10 (0.26, 236) 48 (0.66, 286)

months, median (min, max)

Time from current clinical TMA <1(<1,4) 9(1, 45)

manifestation until screening in months,
median (min, max)

Number of PE/PI sessions for current 17 (2, 37) 62 (20, 230)
clinical TMA manifestation, median (min,

max)

Number of PE/PI sessions in 7 days prior to 6(0,7) 2(1,3)
first dose of eculizumab, median (min, max)

Baseline platelet count (x 10°/L), mean (SD) 109 (32) 228 (78)
Baseline LDH (U/L), mean (SD) 323 (138) 223 (70)
Patients without identified mutation, n (%) 4 (24) 6 (30)

Patients in aHUS Study C08-002 A/B received Soliris for a minimum of 26 weeks. After completion of
the initial 26-week treatment period, most patients continued to receive Soliris by enrolling into an
extension study. In aHUS Study C08-002A/B, the median duration of Soliris therapy was
approximately 100 weeks (range: 2 weeks to 145 weeks).

A reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Reduction in terminal complement activity was observed in all
patients after commencement of Soliris. Table 6 summarizes the efficacy results for aHUS Study C08-
002A/B. All rates of efficacy endpoints improved or were maintained through 2 years of treatment.
Complete TMA response was maintained by all responders. When treatment was continued for more than
26 weeks, two additional patients achieved and maintained Complete TMA response due to normalization
of LDH (1 patient) and a decrease in serum creatinine (2 patients).

Renal function, as measured by eGFR, was improved and maintained during Soliris therapy. Four of the
five patients who required dialysis at study entry were able to discontinue dialysis for the duration of
Soliris treatment, and one patient developed a new dialysis requirement. Patients reported improved
health-related quality of life (QoL).

In aHUS Study C08-002A/B, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins.

Patients in aHUS study C08-003A/B received Soliris for a minimum of 26 weeks. After completion of the
initial 26-week treatment period, most patients continued to receive Soliris by enrolling into an extension
study. In aHUS Study C08-003A/B, the median duration of Soliris therapy was approximately 114 weeks
(range: 26 to 129 weeks). Table 6 summarizes the efficacy results for aHUS Study C08-003A/B.

In aHUS Study C08-003A/B, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins. Reduction in terminal complement
activity was observed in all patients after commencement of Soliris. All rates of efficacy endpoints
improved or were maintained through 2 years of treatment. Complete TMA response was maintained by
all responders. When treatment was continued for more than 26 weeks, six additional patients achieved
and maintained Complete TMA response due to a decrease in serum creatinine. No patient required new
dialysis with Soliris. Renal function, as measured by median eGFR, increased during Soliris therapy.
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Table 6: Efficacy Outcomes in Prospective aHUS Studies C08-002A/B and C08-003A/B

C08-002A/B C08-003A/B
N=17 N=20
At 26 weeks | At2years' | At26 weeks | At2 years'

Normalization of
platelet count 14 (82) 15 (88) 18 (90) 18 (90)
All patients, n (%) (57-96) (64-99) (68-99) (68-99)
(95% CI) 13/15 (87) 13/15 (87) 1/3 (33) 1/3 (33)
Patients with abnormal
baseline, n/n (%)
TMA event-free 15 (88) 15 (88) 16 (80) 19 (95)
status, n (%) (95% CI) (64-99) (64-99) (56-94) (75-99)
TMA intervention rate

Daily pre- 0.88 0.88 0.23 0.23

eculizumab rate, (0.04,1.59) | (0.04,1.59) | (0.05,1.09) | (0.05,1.09)

median (min, max)

Daily during- 0(0,0.31) 0(0,0.31) 0 0

eculizumab rate,

median (min, max) P<0.0001 P<0.0001 P <0.0001 P<0.0001

P-value
CKD improvement by 10 (59) 12 (71) 7 (35) 12 (60)
>1 stage, (33-82) (44-90) (15-59) (36-81)
n (%) (95% CI)
eGFR change 20 (-1, 98) 28 (3, 82) 5(-1,20) 11 (-42, 30)
mL/min/1.73 m*
median (range)
eGFR improvement 8 (47) 10 (59) 1(5) 8 (40)
>15 mL/min/1.73 m?, (23-72) (33-82) (0-25) (19-64)
n (%) (95% CI)
Change in Hgb > 11 (65) 13 (76) 9 (45) 13 (65)
20g/L, n (%) (95% CI) (38-86) > (50-93) (23-68)° (41-85)
Haematologic 13 (76) 15 (88) 18 (90) 18 (90)
normalization, n (%) (50-93) (64-99) (68-99) (68-99)
(95% CI)
Complete TMA 11(65) 13(76) 5(25) 11(55)
response, n (%) (95% (38-86) (50-93) (9-49) (32-77)
CI

! At data cut off (20 April 2012)
2Study C08-002: 3 patients received ESA which was discontinued after eculizumab initiation
3 Study C08-003: 8 patients received ESA which was discontinued in 3 of them during eculizumab therapy

aHUS Study C10-004 enrolled 41 patients who displayed signs of thrombotic microangiopathy (TMA). In
order to qualify for enrolment, patients were required to have a platelet count < lower limit of normal
range (LLN), evidence of haemolysis such as an elevation in serum LDH, and serum creatinine above the
upper limits of normal, without the need for chronic dialysis. The median patient age was 35 (range: 18 to
80 years). All patients enrolled in aHUS Study C10-004 had an ADAMTS-13 level above 5%. Fifty-one
percent of patients had an identified complement regulatory factor mutation or auto-antibody. A total of
35 patients received PE/PI prior to eculizumab. Table 7 summarizes the key baseline clinical and disease-
related characteristics of patients enrolled in aHUS C10-004.
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Table 7: Baseline Characteristics of Patients Enrolled in aHUS Study C10-004
aHUS Study C10-004
N=41

Parameter

Time from aHUS diagnosis to first study dose (months),

median ( min, max) 0.79 (0.03, 311)

Time from current clinical TMA manifestation until first study

dose (months), median ( min, max) 0.52(0.03, 19)

Baseline platelet count (x 10°/L), median (, min, max ) 125 (16, 332)
Baseline LDH (U/L), median (, min, max) 375 (131, 3318)
Baseline eGFR (mL/min/1.73m?), median (min, max) 10 (6, 53)

Patients in aHUS Study C10-004 received Soliris for a minimum of 26 weeks. After completion of the
initial 26-week treatment period, most patients elected to continue on chronic dosing.

Reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Soliris reduced signs of complement-mediated TMA activity, as
shown by an increase in mean platelet counts from baseline to 26 weeks. In aHUS C10-004, mean (+SD)
platelet count increased from 119 + 66 x10°/L at baseline to 200 + 84 x10°/L by one week; this effect was
maintained through 26 weeks (mean platelet count (+SD) at week 26: 252 + 70 x10°/L). Renal function, as
measured by eGFR, was improved during Soliris therapy. Twenty of the 24 patients who required dialysis
at baseline were able to discontinue dialysis during Soliris treatment. Table 8 summarizes the efficacy
results for aHUS study C10-004.

Table 8: Efficacy Outcomes in Prospective aHUS Study C10-004

aHUS Study C10-004
Efficacy Parameter (N=41)
At 26-weeks
Change in platelet count through week 26 (10°/L) 111 (-122, 362)
Hematologic Normalization, n (%) 36 (88)
Median duration of hematologic normalization, weeks (range) ' 46 (10, 74)
Complete TMA response, n (%) 23 (56)
Median duration of complete TMA response, weeks (range) ' 42 (6, 74)
TMA Event-free Status, n (%) 37(90)
95% CI 77597
Daily TMA Intervention Rate, median (range)
Before eculizumab 0.63 (0, 1.38)
On eculizumab treatment 0 (0, 0.58)

! Through data cut-off (September 4, 2012), with median duration of Soliris therapy of 50 weeks (range: 13
weeks to 86 weeks).
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Longer term treatment with Soliris (median 52 weeks ranging from 15 to 126 weeks) was associated with
an increased rate of clinically meaningful improvements in adult patients with aHUS. When Soliris
treatment was continued for more than 26 weeks, three additional patients (63% of patients in total)
achieved Complete TMA response and four additional patients (98% of patients in total) achieved
hematologic normalization. At the last evaluation, 25 of 41 patients (61%) achieved eGFR improvement
of > 15 mL/min/1.73 m? from baseline.

Refractory Generalized Myasthenia Gravis

Data from 139 patients in two prospective controlled studies (Studies C08-001 and ECU-MG-301), and
one open-label extension trial (Study ECU-MG-302) were used to evaluate the efficacy of Soliris in the
treatment of patients with refractory gMG.

Study ECU-MG-301 (REGAIN) was a 26-week double-blind, randomized, placebo-controlled, multi-
center Phase 3 study of Soliris in patients who had failed previous therapies and remain symptomatic. One
hundred and eighteen (118) of the 125 (94%) patients completed the 26-week treatment period and

117 (94%) patients subsequently enrolled in Study ECU-MG-302, an open-label, multi-center long-term
safety and efficacy extension study in which all patients received Soliris treatment.

In Study ECU-MG-301, gMG patients with a positive serologic test for anti-AChR antibodies, MGFA
(Myasthenia Gravis Foundation of America) clinical classification class II to IV and MG-ADL total score
>6 were randomized to either Soliris (n = 62) or placebo (n = 63). All patients included in the trial were
refractory gMG patients and met the following predefined criteria:

1) Failed treatment for at least one year with 2 or more immunosuppressant therapies (either in
combination or as monotherapy), ie, patients continued to have impairment in activities of daily living
despite immunosuppressant therapies

OR

2) Failed at least one immunosuppressant therapy and required chronic plasma exchange or [VIg to
control symptoms, ie, patients require PE or IVIg on a regular basis for the management of muscle
weakness at least every 3 months over previous 12 months.

Patients received meningococcal vaccination prior to initiating treatment with Soliris or received
prophylactic treatment with appropriate antibiotics until 2 weeks after vaccination. In Studies ECU-MG-
301 and ECU-MG-302, the dose of Soliris in adult refractory gMG patients was 900 mg every 7 &= 2 days
for 4 weeks, followed by 1200 mg at Week 5+ 2 days, then 1,200 mg every 14 + 2 days for the study
duration. Soliris was administered as an intravenous infusion over 35 minutes.

Table 9 presents the baseline characteristics of the refractory gMG patients enrolled in Study ECU-MG-
301.

20



Table 9:  Patient Demographic and Characteristics in Study ECU-MG-301

Soliris (n=62) Placebo (n=63)
Age at MG Diagnosis (years),
Mean (min, max) 38.0(5.9, 70.8) 38.1(7.7, 78.0)
Female, n (%) 41 (66.1) 41 (65.1)
Duration of MG (years),
Mean (min, max) 9.9 (1.3,29.7) 9.2 (1.0, 33.8)
Baseline MG-ADL Score
Mean (SD) 10.5 (3.06) 9.9 (2.58)
Median 10.0 9.0
Baseline QMG Score
Mean (SD) 17.3 (5.10) 16.9 (5.56)
Median 17.0 16.0
>3 Prior Inmunosuppressive Therapies*
since diagnosis, n (%) 31(50.0) 34(54.0)
Number of patients with prior exacerbations
since diagnosis, n (%) 46 (74.2) 52(82.5)
Number of patients with prior MG crisis
since diagnosis, n (%) 13CL0) 10(15.9)
Any prior ventilator support since diagnosis,
n (%) 15(24.2) 14 (22.2)
Any prior intubation since diagnosis (MGFA
class V), n (%) 11(17.7) 9(14.3)

* Immunosuppressant’s included, but are not limited to, corticosteroids, azathioprine, mycophenolate, methotrexate ,
cyclosporine, tacrolimus, or cyclophosphamide.

The primary endpoint for Study ECU-MG-301 was the change from baseline in the MG Activities of
Daily Living Profile (MG-ADL - a patient reported outcome measure validated in gMQ) total score at
Week 26. The primary analysis of the MG-ADL was a Worst-Rank ANCOVA with a mean rank of 56.6
for Soliris and 68.3 for placebo, based on 125 study patients (p=0.0698).

The key secondary endpoint was the change from baseline in the Quantitative MG Scoring System (QMG
— a physician reported outcome measure validated in gMG) total score at Week 26. The primary analysis
of the QMG was a Worst-Rank ANCOVA with a mean rank of 54.7 for Soliris and 70.7 for placebo,
based on 125 study patients (p=0.0129).

Efficacy outcomes for the pre-specified repeated measures analyses of the primary and secondary
endpoints are provided in Table 10.
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Table 10:

ECU-MG-301 Efficacy Outcomes Change from Baseline to Week 26

Efficacy Soliris Placebo Soliris change p-value (using
Endpoints: Total (n=62) (n=63) relative to placebo repeated measures
score change (SEM) (SEM) — LS Mean analysis)
from baseline at Difference (95%
Week 26 CD
MG-ADL -4.2 (0.49) -2.3(0.48) -1.9 0.0058
(-3.3,-0.6)
QMG -4.6 (0.60) -1.6 (0.59) -3.0 0.0006
(-4.6,-1.3)
MGC -8.1 (0.96) -4.8 (0.94) -3.4 0.0134
(-6.0, -0.7)
MG-QoL-15 -12.6 (1.52) -5.4 (1.49) -7.2 0.0010
(-11.5,-3.0)

SEM= Standard Error of the Mean CI= Confidence Interval, MGC= Myasthenia Gravis Composite, MG-QoL15=
Myasthenia Gravis Qualtiy of Life 15

In Study ECU-MG-301, a clinical responder in the MG-ADL total score was defined as having at least a
3-point improvement. The proportion of clinical responders at Week 26 with no rescue therapy was 59.7%
on Soliris compared with 39.7% on placebo (p=0.0229).

In Study ECU-MG-301, a clinical responder in the QMG total score was defined as having at least a 5-
point improvement. The proportion of clinical responders at Week 26 with no rescue therapy was 45.2%
on Soliris compared with 19% on placebo (p=0.0018).

Table 11 presents an overview of the patients reporting clinical deterioration and patients requiring rescue
therapy over the 26 weeks.

Table 11:  Clinical deterioration and rescue therapy in ECU-MG-301

Variable Statistic | Placebo Soliris
(N=63) (N=62)

Total number of patients reporting clinical deterioration | n (%) 15(23.8) 6 (9.7

Total number of patients requiring rescue therapy n (%) 12 (19.0) 6 (9.7

Of the 125 patients enrolled in ECU-MG-301, 117 patients subsequently were enrolled in a long-term
extension study (Study ECU-MG-302), in which all receive Soliris. Patients that were previously treated
with Soliris in Study ECU-MG-301 continued to demonstrate a sustained effect of Soliris on all measures
(MG-ADL, QMG, MGC and MG-QoL15) over an additional 52 weeks of treatment with Soliris. Figure 1
presents the change from baseline in both MG-ADL (A) and QMG (B) after 26 weeks of treatment in
Study ECU-MG-301 and after 52 weeks of treatment in Study ECU-MG-302.
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Figure 1: Mean changes from baseline in MG-ADL (1A) and QMG (1B) over Studies ECU-MG-301 and
ECU-MG-302

Twenty-two (22) (17.6%) elderly refractory gMG patients (> 65 years of age) were treated with Soliris in
the clinical trials. No substantial differences were seen in safety and efficacy related to age.

Neuromyelitis Optica Spectrum Disorder

Data from 143 patients in one controlled study (Study ECU-NMO-301) and from 119 patients who
continued in one open-label extension trial (Study ECU-NMO-302) were used to evaluate the efficacy and
safety of Soliris in the treatment of patients with NMOSD.

Study ECU-NMO-301 was a double-blind, randomized, placebo-controlled, multi-center, Phase 3 study of
Soliris in patients with NMOSD.

In Study ECU-NMO-301, patients with NMOSD with a positive serologic test for anti-AQP4 antibodies, a
history of at least 2 relapses in last 12 months or 3 relapses in the last 24 months with at least 1 relapse in
the 12 months prior to screening and an Expanded Disability Status Scale (EDSS) score <7, were
randomized 2:1 to either Soliris (n = 96) or placebo (n = 47). Patients were permitted to receive
background immunosuppressant therapies at stable dose during the study, with the exclusion of rituximab
and mitoxantrone.

Patients either received meningococcal vaccination at least 2 weeks prior to initiating treatment with
Soliris or received prophylactic treatment with appropriate antibiotics until 2 weeks after vaccination. In
the eculizumab NMOSD clinical development program, the dose of Soliris in adult patients with NMOSD
was 900 mg every 7 + 2 days for 4 weeks, followed by 1200 mg at Week 5 + 2 days, then 1200 mg every
14 + 2 days for the study duration. Soliris was administered as an intravenous infusion over 35 minutes.

The majority (90.9%) of patients were female. Approximately half were White (49.0%). The median age
at first dose of study drug was 45 years.
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Table 12: Patient Disease history and Baseline Characteristics in Study ECU-NMO-301

Variable Statistic Placebo Eculizumab Total
(N=47) (N =96) (N =143)

NMOSD History

Age at NMOSD Initial | Mean (SD) 38.5 (14.98) 35.8 (14.03) 36.6 (14.35)

Clinical Presentation Median 38.0 35.5 36.0

(years) Min, Max 12,73 5, 66 5,73

Time from NMOSD Mean (SD) 6.601 (6.5863) 8.156 (8.5792) 7.645 (7.9894)

initial clinical Median 3.760 5.030 4.800

presentation to first

dose of study drug Min, Max 0.51,29.10 0.41, 44.85 0.41, 44.85

(years)

Historical Annualized | Mean (SD) 2.07 (1.037) 1.94 (0.896) 1.99 (0.943)

Relapse Rate within 24 Median 1.92 1.85 1.92

months prior to .

Screening Min, Max 1.0, 6.4 1.0,5.7 1.0, 6.4

Baseline characteristics

Baseline EDSS score Mean (SD) 4.26 (1.510) 4.15 (1.646) 4.18 (1.598)
Median 4.00 4.00 4.00
Min, Max 1.0,6.5 1.0, 7.0 1.0,7.0

Ezfsilsi;feusage at n (%) 13 27.7) 21 (21.9) 34 (23.8)

Abbreviations: ARR = adjudicated relapse rate; EDSS = Expanded Disability Status Scale; IST = immunosupressant
therapy; Max = maximum; Min = minimum; NMOSD = neuromyelitis optica spectrum disorder; SD = standard

deviation.

The primary endpoint for Study ECU-NMO-301 was the time to first on-trial relapse as adjudicated by an
independent committee who were blinded to treatment. A significant effect on the time to first adjudicated
On-trial Relapse was observed for eculizumab compared with placebo (relative risk reduction 94%; hazard
ratio 0.058; p<0.0001) (Figure 2). Soliris-treated patients experienced similar improvement in time to first

adjudicated on-trial relapse with or without concomitant IST treatment.
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Figure 2: Kaplan-Meier Survival Estimates for Time to First Adjudicated On-Trial Relapse — Full
Analysis Set

Note: Patients who did not experience an adjudicated On-trial Relapse were censored at the end of the Study Period.
Stratified analyses are based on four randomization strata:

(i) low EDSS at randomization (<=2.0), (ii) high EDSS (>=2.5 to <=7) and treatment naive at randomization, (iii)
high EDSS (>=2.5 to <=7) and continuing on the same IST(s) since last relapse at randomization, (iv) high EDSS
(>=2.5 to <=7) and changes in IST(s) since last relapse at randomization.

1 Based on the Kaplan-Meier product limit method.

2 Based on the complementary log-log transformation.

3 Based on a stratified log-rank test.

4 Based on a stratified Cox proportional hazards model.

5 Wald confidence interval.

Abbreviations: CI = confidence interval; EDSS = Expanded Disability Status Scale; IST = immunosuppressive
therapy

The adjudicated on-trial annualized relapse rate (ARR) ratio (95% CI) for eculizumab compared with
placebo was 0.045 (0.013, 0.151), representing a 95.5% relative reduction in adjudicated On-trial ARR for
patients treated with eculizumab compared with placebo (p<0.0001) (Table 13).
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Table 13:  Adjudicated On-trial Annualized Relapse Rate — Full Analysis Set

. . . Placebo Eculizumab
Variable Statistic (N = 47) (N = 96)
Total number of relapses Sum 21 3
Tot'al number of patient-years in study N 5241 171.32
period

Rate 0.350 0.016
Adjusted adjudicated ARR?
Justed adjudicate 95% CI 0.199,0.616 |  0.005,0.050
Rate ratio
. 0.045
(eculizumab/placebo)
Treatment effect* 95% CI 0.013,0.151
p-value .. <0.0001

2 Based on a Poisson regression adjusted for randomization strata and historical ARR in 24 months
prior to Screening.
Abbreviations: ARR = annualized relapse rate; CI = confidence interval.

Compared to placebo-treated patients, Soliris-treated patients had reduced annualized rates of
hospitalizations (0.04 for Soliris versus 0.31 for placebo), of intravenous corticosteroid administrations to
treat acute relapses (0.07 for Soliris versus 0.42 for placebo), and of plasma exchange treatments (0.02 for
Soliris versus 0.19 for placebo).

The distribution of changes from Baseline to End of Study on other secondary endpoints favored
eculizumab treatment over placebo across all neurologic disability (EDSS score [nominal p=0.0597] and
mRS [nominal p=0.0154]), functional disability (HAI [nominal p=0.0002]) and quality of life (EQ-5D
VAS [nominal p=0.0309] and EQ-5D Index [nominal p=0.0077]) measures.

An interim analysis of Study ECU-NMO-302 demonstrates a significant and clinically meaningful
reduction in On-trial ARR (as determined by the Treating Physician) on eculizumab treatment, based on
the median (min, max) change (-1.829 [-6.38, 1.63], p<0.0001) from historical ARR (24 months prior to
screening in Study ECU-NMO-301).

Soliris (eculizumab) has not been studied for the treatment of acute relapses in NMOSD patients.

Paediatric population

Paroxysmal Nocturnal Haemoglobinuria

A total of 7 PNH paediatric patients, with a median weight of 57.2 kg (range of 48.6 to 69.8 kg) and aged
from 11 to 17 years (median age : 15.6 years), received Soliris in study M07-005.

Treatment with eculizumab at the proposed dosing regimen in the paediatric population was associated
with a reduction of intravascular haemolysis as measured by serum LDH level. It also resulted in a marked
decrease or elimination of blood transfusions, and a trend towards an overall improvement in general
function. The efficacy of eculizumab treatment in paediatric PNH patients appears to be consistent with
that observed in adult PNH patients enrolled in PNH pivotal Studies (C04-001 and C04-002) (Table 3 and
14).
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Table 14: Efficacy Outcomes in Paediatric PNH Study M07-005

P — Value
Mean (SD) Wilcoxon Signed Paired t-test
Rank
Change from baseline at 12 weeks of LDH =771 (914) 0.0156 0.0336
Value (U/L)
LDH AUC -60,634 0.0156 0.0350
x Day :
U/LxD 72,916
Change from baseline at 12 weeks in
Plasma Free Haemoglobin (mg/dL) -10.3(21.13) 0.2188 0.1232
Change from baseline Type III RBC clone
size (Percent of aberrant cells) 1.80/(358.1)
Change from baseline at 12 weeks of
PedsQL™4.0 Generic Core scale (patients) 10.5(6.66) 0.1250 0.0256
Change from baseline at 12 weeks of
PedsQL™4.0 Generic Core scale (parents) 11.3(8.5) 0.2500 0.0737
Change from baseline at 12 weeks of
PedsQL™ Multidimensional Fatigue 0.8 (21.39) 0.6250 0.4687
(patients)
Change from baseline at 12 weeks of
PedsQL™ Multidimensional Fatigue 5.5(0.71) 0.5000 0.0289

(parents)

Atypical Haemolytic Uremic Syndrome

A total of 15 paediatric patients (aged 2 months to 12 years) received Soliris in aHUS Study C09-001r.
Forty seven percent of patients had an identified complement regulatory factor mutation or auto-antibody.
The median time from aHUS diagnosis to first dose of Soliris was 14 months (range <1, 110 months). The
median time from current thrombotic microangiopathy manifestation to first dose of Soliris was 1 month
(range <1 to 16 months). The median duration of Soliris therapy was 16 weeks (range 4 to 70 weeks) for
children < 2 years of age (n=5) and 31 weeks (range 19 to 63 weeks) for children 2 to <12 years of age

(n=10).

Overall, the efficacy results for these paediatric patients appeared consistent with what was observed in
patients enrolled in aHUS pivotal Studies C08-002 and C08-003 (Table 6). No paediatric patient required

new dialysis during treatment with Soliris.
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Table 15: Efficacy Results in Paediatric Patients Enrolled in aHUS C09-001r

<2 years 2 to <12 years <12 years
Efficacy Parameter (n=5) (n=10) (n=15)
Patients with platelet count 4 (80) 10 (100) 14 (93)
normalization, n (%)
Complete TMA response, n (%) 2 (40) 5(50) 7 (50)
Daily TMA intervention rate,
median (range)
Before eculizumab 1(0,2) <1 (0.07, 1.46) <1(0,2)
On eculizumab treatment <1 (0, <1) 0 (0, <1) 0(0,<1)
Patients with eGFR improvement 2 (40) 6 (60) 8 (53)
>15 mL/min/1.73 m?, n (%)

In paediatric patients with shorter duration of current severe clinical thrombotic microangiopathy (TMA)
manifestation prior to eculizumab, there was TMA control and improvement of renal function with
eculizumab treatment (Table 15).

In paediatric patients with longer duration of current severe clinical TMA manifestation prior to
eculizumab, there was TMA control with eculizumab treatment. However, renal function was not
changed due to prior irreversible kidney damage (Table 16).

Table 16: Efficacy Outcomes in Paediatric Patients in Study C09-001r according to duration of
current severe clinical thrombotic microangiopathy (TMA) manifestation

Duration of current severe
clinical TMA manifestation
<2 months >2 months
N=10 (%) N=5 (%)
Platelet count normalization 9 (90) 5 (100)
TMA event-free status 8 (80) 3 (60)
Complete TMA response 7(70) 0
eGFR improvement > 15 mL/min/1.73m? 7 (70) 0*

*One patient achieved eGFR improvement after renal transplant

A total of 22 paediatric and adolescents patients (aged 5 months to 17 years) received Soliris in
aHUS Study C10-003.

In Study C10-003, patients who enrolled in the study were required to have a platelet count < lower limit
of normal range (LLN), evidence of haemolysis such as an elevation in serum LDH above the upper limits
of normal and serum creatinine level >97 percentile for age without the need for chronic dialysis. The
median patient age was 6.5 years (range: 5 months to 17 years). Patients enrolled in aHUS C10-003 had
an ADAMTS-13 level above 5%. Fifty percent of patients had an identified complement regulatory factor
mutation or auto-antibody. A total of 10 patients received PE/PI prior to eculizumab. Table 17 summarizes
the key baseline clinical and disease-related characteristics of patients enrolled in aHUS Study C10-003.
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Table 17: Baseline Characteristics of Paediatric and Adolescents Patients Enrolled in aHUS Study
C10-003

1 month to <12 years All Patients
Parameter (N=18) (N=22)
Time fi H i i il fi
ime from a US dlz}gnosm until first study dose 0.51 (0.03, 58) 0.56 (0.03,191)
(months) median (min, max )
Time from current clinical TMA manifestation
until first study dose (months), median ( min, 0.23 (0.03, 4) 0.20 (0.03, 4)
max)
Baseline platel 10°/L i i
aseline platelet count (x 10°/L), median ( min, 110 (19, 146) 91 (19,146)
max)
Baseline LDH (U/L) median (min, max ) 1510 (282, 7164) 1244 (282, 7164)
. . 2 . .
E;ie)hne eGFR (mL/min/1.73 m~), median (min, 22 (10, 105) 22 (10, 105)

Patients in aHUS C10-003 received Soliris for a minimum of 26 weeks. After completion of the initial 26-
week treatment period, most patients elected to continue on chronic dosing. Reduction in terminal
complement activity was observed in all patients after commencement of Soliris. Soliris reduced signs of
complement-mediated TMA activity, as shown by an increase in mean platelet counts from baseline to 26
weeks. The mean (£SD) platelet count increased from 88 + 42 x10°/L at baseline to 281 + 123 x10°/L by
one week; this effect was maintained through 26 weeks (mean platelet count (=SD) at week 26: 293 + 106
x10%/L). Renal function, as measured by eGFR, was improved during Soliris therapy. Nine of the 11
patients who required dialysis at baseline no longer required dialysis after Study Day 15 of eculizumab
treatment. Responses were similar across all ages from 5 months to 17 years of age. In aHUS C10-003,
responses to Soliris were similar in patients with and without identified mutations in genes encoding
complement regulatory factor proteins or auto-antibodies to factor H.

Table 18 summarizes the efficacy results for aHUS C10-003.
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Table 18:  Efficacy Outcomes in Prospective aHUS Study C10-003

1 month to <12 years All Patients
Efficacy Parameter (N=18) (N=22)
At 26-weeks At 26-weeks
Complete Hematologic Normalization, n (%) 14 (78) 18 (82)
Median Duration of complete hematologic 35 (13, 78) 35 (13, 78)
normalization, weeks (range) ' ’ ’
V)
Complete TMA response, n (%) 11 (61) 14 (64)
Median Duratllon of complete TMA response, 40 (13, 78) 37(13,78)
weeks (range)
TMA Event-Free Status, n (%) 17 (94) 21 (96)
95% CI NA 77; 99
Daily TMA Intervention rate, median (range)
. . NA 0.4 (0,1.7)
Before eculizumab treatment, median
) : NA 0 (0, 1.01)
On eculizumab treatment, median
eGFR improvement >15 mL/min/ 1.73*m? n (%) 16 (89) 19 (86)
Change in eGFR (>15 mL/min/1.73*m?) at 26
weeks, median (range) 64 (0,146) 58 (0, 146)
CKD improvement by >1 stage, n (%) 14/16 (88) 17/20 (85)
PE/PI Event-Free Status, n (%) 16 (89) 20 (91)
New Dialysis Event-Free Status, n (%) 18 (100) 22 (100)
95% CI NA 85;100

! Through data cut-off (October 12, 2012), with median duration of Soliris therapy of 44 weeks (range: 1 dose to 88
weeks).

Longer term treatment with Soliris (median 55 weeks ranging from 1day to 107 weeks) was associated
with an increased rate of clinically meaningful improvements in paediatric and adolescent patients with
aHUS. When Soliris treatment was continued for more than 26 weeks, one additional patient (68% of
patients in total) achieved Complete TMA Response and two additional patients (91% of patients in total)
achieved hematologic normalization. At the last evaluation, 19 of 22 patients (86%) achieved eGFR
improvement of > 15 mL/min/1.73 m? from baseline. No patient required new dialysis with Soliris.

Refractory Generalized Myasthenia Gravis

Soliris has not been evaluated in paediatric patients with refractory gMG.

The European Medicines Agency has deferred the obligation to submit the results of studies with Soliris in
one or more subsets of the paediatric population in the treatment of refractory gMG (see section 4.2 for
information on paediatric use).

Neuromyelitis Optica Spectrum Disorder

Soliris has not been evaluated in paediatric patients with NMOSD.

The European Medicines Agency has deferred the obligation to submit the results of studies with Soliris in
one or more subsets of the paediatric population in the treatment of NMOSD (see section 4.2 for
information on paediatric use).
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5.2 Pharmacokinetic properties

Pharmacokinetics and Drug Metabolism

Biotransformation

Human antibodies undergo endocytotic digestion in the cells of the reticuloendothelial system.
Eculizumab contains only naturally occurring amino acids and has no known active metabolites. Human
antibodies are predominately catabolized by lysosomal enzymes to small peptides and amino acids.

Elimination

No specific studies have been performed to evaluate the hepatic, renal, lung, or gastrointestinal routes of
excretion/elimination for Soliris. In normal kidneys, antibodies are not excreted and are excluded from
filtration by their size.

Pharmacokinetic Parameters

In 40 patients with PNH, a 1-compartmental model was used to estimate pharmacokinetic parameters after
multiple doses. Mean clearance was 0.31 £ 0.12 mL/hr/kg, mean volume of distribution was 110.3 +

17.9 mL/kg, and mean elimination half-life was 11.3 + 3.4 days. The steady state is achieved by 4 weeks
using the PNH adult dosing regimen.

In PNH patients, pharmacodynamic activity correlates directly with eculizumab serum concentrations and
maintenance of trough levels above > 35 microgram/mL results in essentially complete blockade of
haemolytic activity in the majority of PNH patients.

A second population PK analysis with a standard 1 compartmental model was conducted on the multiple
dose PK data from 37 aHUS patients receiving the recommended Soliris regimen in studies C08-002A/B
and C08-003A/B. In this model, the clearance of Soliris for a typical aHUS patient weighing 70 kg was
0.0139 L/hr and the volume of distribution was 5.6 L. The elimination half-life was 297 h (approximately
12.4 days).

The second population PK model was applied to the multiple dose PK data from 22 paediatric aHUS
patients receiving the recommended Soliris regimen in aHUS C10-003. The clearance and volume of
distribution of Soliris are weight dependent, which forms the basis for a weight categorical based dose
regimen in paediatric patients (see section 4.2). Clearance values of Soliris in paediatric aHUS patients
were 10.4, 5.3, and 2.2 mL/hr with body weight of 70, 30, and 10 kg, respectively; and the corresponding
volume of distribution values were 5.23, 2.76, and 1.21 L, respectively. The corresponding elimination
half-life remained almost unchanged within a range of 349 to 378 h (approximately 14.5 to 15.8 days).

The clearance and half-life of eculizumab were also evaluated during plasma exchange interventions.
Plasma exchange resulted in an approximately 50% decline in eculizumab concentrations following a

1 hour intervention and the elimination half-life of eculizumab was reduced to 1.3 hours. Supplemental
dosing is recommended when Soliris is administered to aHUS patients receiving plasma infusion or
exchange (see section 4.2).

All aHUS patients treated with Soliris when administered as recommended demonstrated rapid and
sustained reduction in terminal complement activity. In aHUS patients, pharmacodynamic activity
correlates directly with eculizumab serum concentrations and maintenance of trough levels of
approximately 50-100 microgram/ml results in essentially complete blockade of terminal complement
activity in all aHUS patients.

PK parameters are consistent across PNH, aHUS, refractory gMG and NMOSD patient populations.
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Pharmacodynamic activity measured by free C5 concentrations of <0.5 ug/mL, is correlated with
essentially complete blockade of terminal complement activity in PNH, aHUS, refractory gMG and
NMOSD patients.

Special Populations

Dedicated studies have not been conducted to evaluate the pharmacokinetics of Soliris in special patient
populations identified by gender, race, age (geriatric), or the presence of renal or hepatic impairment.
Population PK analysis on data collected across studies in PNH, aHUS, gMG and NMOSD patients
showed gender, race, age (geriatric), or the presence of renal or hepatic impairment.function do not
influence the PK of eculizumab. Body weight was a significant covariate resulting in a lower eculizumab
clearance in pediatric patients requiring body weight based dosing in pediatric patients.

Paediatric population

The pharmacokinetics of eculizumab was evaluated in Study M07-005 in PNH paediatric patients (aged
from 11 to less than 18 years) and in Studies C08-002, C08-003, C09-001r and C10-003 in aHUS
pediatric patients (aged 2 months to less than 18 years) with body-weight based dose regimen.

Weight was a significant covariate resulting in a lower eculizumab clearance 0.0105 L/h in the adolescent
PNH patients. Dosing for paediatric patients <40 kg is based on paediatric patients with aHUS.

5.3 Preclinical safety data
The specificity of eculizumab for C5 in human serum was evaluated in two in vitro studies.

The tissue cross-reactivity of eculizumab was evaluated by assessing binding to a panel of 38 human
tissues. C5 expression in the human tissue panel examined in this study is consistent with published
reports of C5 expression, as C5 has been reported in smooth muscle, striated muscle, and renal proximal
tubular epithelium. No unexpected tissue cross-reactivity was observed.

Animal reproduction studies have not been conducted with eculizumab due to lack of pharmacologic
activity in non-human species.

In a 26 week toxicity study performed in mice with a surrogate antibody directed against murine C5,
treatment did not affect any of the toxicity parameters examined. Haemolytic activity during the course of
the study was effectively blocked in both female and male mice.

No clear treatment-related effects or adverse effects were observed in reproductive toxicology studies in
mice with a surrogate terminal complement inhibitory antibody, which was utilized to assess the
reproductive safety of C5 blockade. These studies included assessment of fertility and early embryonic
development, developmental toxicity, and pre and post-natal development.

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 (approximately 4 times the maximum recommended human Soliris dose, based on a body
weight comparison); however, the exposure did not increase foetal loss or neonatal death.

No animal studies have been conducted to evaluate the genotoxic and carcinogenic potential of

eculizumab.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients
Sodium phosphate, monobasic
Sodium phosphate, dibasic
Sodium chloride

Polysorbate 80
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
30 months.

After dilution, the medicinal product should be used immediately. However, chemical and physical
stability has been demonstrated for 24 hours at 2°C — 8°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package in order to protect from light.

Soliris vials in the original package may be removed from refrigerated storage for only one single period
of up to 3 days. At the end of this period the product can be put back in the refrigerator.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

30 ml of concentrate in a vial (Type I glass) with a stopper (butyl, siliconised), and a seal (aluminium)
with flip-off cap (polypropylene).

Pack size of one vial.
6.6 Special precautions for disposal and other handling
Prior to administration, the Soliris solution should be visually inspected for particulate matter and

discolouration.

Instructions:
Reconstitution and dilution should be performed in accordance with good practices rules, particularly for
the respect of asepsis.

Withdraw the total amount of Soliris from the vial(s) using a sterile syringe.

Transfer the recommended dose to an infusion bag.
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Dilute Soliris to a final concentration of 5 mg/ml by addition to the infusion bag using sodium chloride
9 mg/ml (0.9%) solution for injection, sodium chloride 4.5 mg/ml (0.45%) solution for injection, or 5%
dextrose in water, as the diluent.

The final volume of a 5 mg/ml diluted solution is 60 ml for 300 mg doses, 120 ml for 600 mg doses,
180 ml for 900 mg doses and 240 ml for 1,200 mg doses. The solution should be clear and colourless.

Gently agitate the infusion bag containing the diluted solution to ensure thorough mixing of the product
and diluent.

The diluted solution should be allowed to warm to room temperature prior to administration by exposure
to ambient air.

Discard any unused portion left in a vial, as the product contains no preservatives.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Alexion Europe SAS

103-105 rue Anatole France

92300 Levallois-Perret

FRANCE

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/393/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation : 20 June 2007

Date of latest renewal : 18 June 2012

10. DATE OF REVISION OF THE TEXT

Date:

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/ .
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BRI Ule~ o AR E R Bk D, 7o, 2 ROEM (7 I 7 48 ) & 2 K
OREE (7 /214 H) TR I, ST EREITBXE 148kDa TH D,

AFNL, ~ 7 AEHEE (NSO MR RERZRLVELAL, 77 4=T 4 — A a~
757 4=l XRS5, . T FEEORTERERICEB VT, BED VA NV ADRIELKL
OBREOTELH D,

TR

AKHNDFEN S T DT U A= 7k, Mtk 2737 BC5ITmV VBIFTE TREERAVICH &3 2R
MAERTH D, LIcid-> T, C5akCSbDPIRZIAE L, #ARMIEEIRCS5b-9D E Rl 2 FLIE
T%, =7 VX TIE3WMAEMDOAT Y = AMb L PR AR DR B /] R O ATE AL 2
Fre S H 5,

AFNT, PNHEHIZEBW T, HERRE 2R AR ATE AL X 2 MR FEVE O M8 PP I O FIE 2
PRI 2,

%< DA T O U X< 7 IREHNRKIZS pg/mL TR AT TEME O M8 N L 2 BRI
TEMETE D,

PNHTIE, AFI ORI G I 0 | AR EPER M5V D ZUE D SRRt A 7RIS 2 5 LTz,

aHUSHE Tl Ml ARRE 72 RIS LIS L 2 IR FEMETMA DO FIE 2 FLIE 3 5,

HERE R B O 54217 - 124 T D aHUS B [C AR DO EHR R 2RISR T AR S5, 1
TEPOT s U X< T HENK 50~100 pg/mL THRARMIRIEN 2 ZEC e LHETE 5,

aHUS T, AFIOEMHEEIZL D | #ENTEETMAD Z2IE DR 72 B 35 BTz,

11



HEEMEgMGREE TiE, HEARE R RAARTEIELIC Lo T, M aE (NM)) ThREREES
B (MAC) RAFVED ML IEAR M O CSaKAFED RIESUENAE U MR ZREEICE D, AAIO
R GIZED . Bl ORI T2 g MARAIRIE L OFLE 2GR O b vz,

NMOSD 3 TlX, AQP4 (Zx9 5 H EhUAIZ L 0 HEIARHE & 72 o T2 &R IAOEMELIC X D
MAC PR S, CSa IRIFMERIENA L D, TORE, BiOOA Y I7 2 Kt A hEKR O
BHIZETS T, T A b A b OB K ML M FH O F @Y E TN = 5, AFI O EH
BeHAZ X0 ARMRTEIEN B, B OREIICIRE SN D,

BRI A B & 22tk

PNH

WRINAFED 5L HPNHEE TORZEMEEAo0EE, 26 M OEEL, —EHER, 77 B R5H
B TR L7z (C04-001) . F7z, 52O HEERER (C04-002) &, EHIf#EaER (E05-001)
ZI L, PNHEFICAKIZ G Lc, RABEEGRNC, SBRICHEANTZBE I LRI E U
7 F L OERE R LT, ZNH2TORBRIZEBW T, AKI600 mgz7 + 2B EIZ4AF, HWLT
900 mgZ 7+ 2HIZ, LABRIZ900 mgZ 14 + 2 BRI BRI T £ R h Lo, AFNE, 25~45
S CERAIRNERTE L=, £/, RIGEOPNHEEDFF 2Tk A2 b —EARANC L D58+
DEERIT 7 5 DOREEH LT 5720, PNHEE 25 LT 58800, FEMAL DA b
U (M07-001) 723BREG STz,

#B& C04-001 (TRIUMPH) <TiE, sBRETO 12 » AR 4 BILLEO#IME, 7 a—H3 A X Y —
A CRERR S 72 10%L0 0> PNH IR, KON/ MRS DY 10 J5/ul BLE & v 9 S A0 724 PNH
BEEY VY AR 43 1) 7T BREE (44 B) ITEMESLTEID YT, BIEARTIC, 28
Fioxt Lo M 2 5% 0 ¢ RfEREm oM EMEZ MR L, MR ~E e B URE (B b
AV R) OPEEITV, FEREO~EZ v OREEHMOEREZHE L, ~E7 e
VIBEDOR v FARA VM, AIEROEE TIZ 9 gdL UL T, BIEROEE TIX T gdL LT & Lz,
BMEOFEFMEE L, ~E/ U RENR (By MRA Y NEBL~E7 1 B REOHE
FEM Y 26 R A8 U CORIMERER M 2 [Bl6E U 7= fBE) Sl oM e & Uiz, %57 & fEE I B
THAEIEDE (QOL) X, EIREHMEIEAE & L=, wilix, FiZmiE LDH [EOWEIZ LY, iz,
PNH JRMERDFEZT, 7o —H A A N —THIE LT, X"—RA T A B\ THEEA & 28
PthanrFazxraf ReERAT TH-EBEIT., ZNOEFORMZME Lz, BEFDOELR—
AT A UHEEZ, EERIL TV (E23H)

HxI HEEARC04-002 (SHEPHERD) Tl wERATD24 5 A LINIZ A 72 < & 1EIOEIMLIED & Y |

/N33 5 WL LA | % 7R U 72 PNHEE B (S AR K &2 S2 G- LTz, 63% D BE DhuiimfedEsz
40%DBEN G aLFazxTaf FEHHL T\, BEDR—R T A U EE2F2ATRT,
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2 C04-0013R5k & C04-002RBR I 31T % B 4k

C04-001 C04-002
, A i o3 RRRY - YUY AR

B RrE N =44 N =43 N =97

F-H)iEf (SD) 38.4 (13.4) 42.1 (15.5) 41.1 (14.4)

FI-LME (%) 29 (65.9) 23 (53.5) 49 (50.5)

AR BRI F 72 1308 Bl R M E R D

BEEE (%) 12 (27.3) 8(18.7) 29 (29.9)

PLmmSEONEH (%) 20 (45.5) 24 (55.8) 59 (61)

2T aA R - SEIMHANC L DH1ER (%) 16 (36.4) 14 (32.6) 46 (47.4)

FhH Ik 10 2 1

W E12 4 H LA 0 R JE R 1 2K i i, 57 £ 18.0 (12.0,

(P (QL,Q3) ) 17.0 (13.5, 25.0) 24.0) 8.0 (4.0, 24.0)

v hARA » b TOHgbEHIE (g/dL) 7.7 (0.75) 7.8 (0.79) N/A

(SD)

16 ATOLDHE (i, U/L) 2,234.5 2,032.0 2,051.0

R—=2AT7 A4 U TOWHi~Er7mnEr (FR 46.2 40.5 34.9

&, mg/dL)

TRIUMPHRER TlL., 7T B AREEL Wl L7m~F 7 1 B 22 E L O R K OVR I BR i ifn. o> 0 B4
DO Lo TRENTzEHic, VI U ARBEFTELAAEIZED L (p <0.001) | ALk
L7 (F3IBR) . 29 LERIT, 380 ORERTRILERER MR EE (4~ 14807 ; 15~25H
A7 > 25H7) OE T N—FICH BTz, JEBOARFNC L 2IEHREITHE T OWME TR L, fE
FERS# quality of life (QoL) &k L=, IMARVERESICH T2 AR OB EIT, BWERHE LKL VR
WM ORBEIC L DA ST D Z L 1XTE R o 72, SHEPHERDRER Tik, MANEEI7HIH96
BIAEERZ5E T Ui (Tt o E% I Lz) o MIELDHEIC L - TR S L7z
BN ML O T TE AR th ik L. BRI R 2SN U 2R B i, oD 0B Ky OV 57 133 L

77 RIBBHRDZ &,

3 C04-0013R85% L C04-002R BRI BT 2B DFER

C04-001 C04-002*
ISR | YUUR YU UR
B B pfE B pfE
N =44 N =43 N =97
R TIICA~E B
e b A Rk L BRI 0 49 <0001 N/A
TR o PR IR 1 ER
10 0 <0.001 0 <0.001
i (i)
NVAG AI\ ‘Ef-
%f%%¢@%m@g 0 51 <0.001 51 <0.001
HERIE T O LDHAE
2,167 239 <0.001 269 <0.001
(P fE, U/L) ’
B T OLDH AUC
(gl U/LxH) 411,822 58,587 <0.001 -632,264 <0.001
ARERIE TR DERE~T 7 1
By (ffi, mg/dL) 62 5 <0.001 5 <0.001
FACIT-Fatigue (Zh% &) 1.12 <0.001 1.14 <0.001

*C04-002 FABROFE I, RBRATEZOLETH 5,
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C04-00158BR. CO04-0025 58k, K QMO PHIFRER 2 S D BF195SBI DN, AHFI#E 5 BE % KWk
AR (B05-001) (Z8E L7z, 2 TOREEBED, 10~541 A ORFIF GBI R, & NS
MO & HaFF L7z, AFIFSRTORBIM & el U<, #5658 cidmte it F 5o 5aE RN
Rhote, L LARNRG, ZHUIFERRERRBR CORENE/BRTH o 72,

PNH L2 F U (M07-001) ZFIH L., ARifEREG MO 7220 PNH BHF 2R3 5 ARKF OF I
OWCEHME L7z, Yi%BE L, RAEEEMEA R < (LDHENIEFME RO 1L5HU ETHD Z &
EWRMOEME LTESR) |« BE#ET HERERO VT (Y, ~E7 v rgk, BE,. 89
v (PR AEE) | Al (~EZ e EfE <100 g/L) . FEMLEFS (MERGEST) | RS,
PHEREEZA LT,

PNH L& b U Tl ARANC X DIRHEE (CE M KX OBEER OB 23580 Haviz, R M ERE
MIED7RWBENKT T DA HNC L HIEHMEE 6 » AR T, LDHEXAE (p<0.001) 2T
L7 (LDHHHRAE 305 UL, £4) . &5, AHNT K DGR A2 T T2l O 7203 D 74%
2% FACIT-Fatigue A 27 C, F£72. 84%7% EORTC Fatigue 2 2 7 TN L NEERMICER DO H 5
% (FACIT-Fatigue 2 27 D 4 7R A > hELED E5 | & OYEORTC Fatigue 2 27 ® 10 A > k
UEDIKT) #2 LT,

#4 MOT-001RBRICBITAHMEBO R WPNHEZE O HITMEE O R (LDHEE W
FACIT-Fatigue)

M07-001
NI A—H YUY R L

N—RA 7 A TOLDHIA N =43

(P fE, U/L) 1447
6 A W OLDHIE N =36

(fFfE, U/L) 305
R—2ZF A TOFACIT-Fatigue 2 = 7 N=25

(FR i) 32
N F Al RE 72 g &AM F AT o FACIT- N =31
Fatigue 2 27 (F1 L) 44

FACIT-Fatigue |& 0~52 D A =7 THIE S 41, EEVME ERETTEDMRNZ & 2R,
aHUS

aHUS B OIRIEICB T 2 ARKFNOFEZMEIZHOWT, 4 kD70 27 T ¢ TXIRHEGAER TO R
2 100 ] (4% C08-002A/B. C08-003A/B. C10-004 FABR ClIk A « HAERE %5, C10-003 7K
BRClI/NR - HAOEREERSE) EO 1 0L e xXT T ¢ TEREE (C09-001r) TOHEE 30
BT — % % VTRl L7z,

C08-002A/B ik IL, TMA FIEDRKH =BT L ZA03& D . PE/PLIZH b B I /IMEEY 150
x 10L LLF. LDH ik QMg 7 V7 F = AMENIEFE_EIR %2 LAl 2 g# 0 aHUS B AN
o, TaAXT T 07, HEMR, MRLERBRTH 2,

C08-003A/B #kERIX. TMA O L RERIRH= BT > AT 72\ 23, aHUS fREENE <. PE/PI %
EWNCO 0 fT LD (RARIEE GRTOD72 < &b §BINC, 2 EIC 1 BIELE)D 1
Mz 3 RGO PE/PI #HiifT) BEZMANTZ, YA T 47, EEHR, REERBRTH
Lo W7 ART T o 7REBRE S, BEIIIAAE 26 HEESG L, KEo0RELENIEER
WG RBR ICB SR LT=, N HEHEE D ADMTS-13 fl1% 5%% E[A] - Tuhi=,

BFIIX, AR GRNCHEERE Y 7 F o O, 72013, U7 F 8% 2 BN E Tz
BEHEIT K D BEE IR B RGYE O FRIRIE 21T o 7o, 2BRCOR AR OVEF D F aHUS BEIZHT 5
AF OB H- L, 900 mg & 7 + 2 BRI 4 M. VT 1,200 mg 22D 7 + 2 A2, VIREIEIAR
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BRI TE T 1,200 mg & 14 £ 2 HfgE& U7, ARFNE, 35 8L LT CRIRNERE: L=, (KH
40 kg K O/NR R ONEFEDVEBEOHIEL OHEIZOW TR, EYEhResr (PK) I =1L —
va NI ESOWTHEEAE L AREICKE S TREA T Va— VB REIIRE LT G2HEEH) |

C08-002A/B Bk CO EHFAMHE 1L, X=X T A b DM/ MU OHERE & L, C08-003A/B i
BRCIX, TMAA X F7 U —& Lz, BIREHIEEE & LT, TMA A & —_ g U MK
FHIEE L, TMA OFEREM, LDHEOHER, BHEEL QoL & Lz, TMAA X 7 U —
I, ROBREM L OB, D7 &b 12BMALNRVIRREE LTz : R—=2 T4 Vb
25% A DI/ MRER . PEPL, Hi7-72% T, TMA A > &2 —_ 3 g %, PEPL 72138727275
Bro B B Lo, mRFIERE L &1k, 4 HFLL LIRS 2 B2 Eoue L7 AT
FReeMIC /M3 s LDHEO EF(LAHERIND Z & & Lz, TMA OE2EMIL, mRFH1E
FibE LTERL, 4B ORI 2 [BILL EOEE L 72 REIZBWT, {7 L7 F=
2 25%LL LD & Lz,

BEDOR—RAT A N ER SITRT,

%5 (C08-002A/B & C08-003A/B RERIZ 1T B BEE B K O

INTG RA—H C08-002A/B C08-003A/B
JU YR JU YR
N=17 N =20

WO T aHUS E2ZBrEanNThH A7 U —= 10 (0.26, 236) 48 (0.66, 286)

V7 ETCOWM, APl (g,

x)

TMA DEEIRHIRIEN S A7 J —= 7% <1(<1,4) 9 (1,45)

TOHIM

APl (e, FxR)

TMA A HEIR TD PE/PI fif TEI%EL 17 (2, 37) 62 (20, 230)

Rl (B, B&R)

7 ) X~ 751 7 A EO PE/PIL fefT 60,7 2(.3)

mIE, ol (s, &)

R—=2Z 4 O/ E (x10°L) | 10962) 228 (78)

i (SD)

NR—RAF A O LDHE (UL) . FHfHE 323 (138) 223 (70)

(SD)

BIGFERENRD SN2 WEER (%) 4(24) 6 (30)

C08-002A/B kB CTlE, A% 26 HAMLL LG LT, #1026 B OEERK TH., KEHDHR
B ke BRI AN G- 2 ke L=, Uik Co RGP R, £ 100 B CTH - 7=
(HEDH - 2~1453F8)

NR—=RA T A LWL T, AREBERIC, ERMETEEOIT & M/ IMRE OB R S, #
RAFRIEEOIR T IX, #5-5A% O BE2FIIFRD b7z, C08-002A/B ik T DA Zhk D EH)
R 6 T, AMRHEEE O TORIGIEL, 2 FRIOERZ R THE, £k, R,
TMA OEfFEMN RO T2 2EF IR W CREEEMAHER S, 169 % 26 HRILL Bkl L 72BRIC,
HIZ 2 BloEBEN LDHEOIEFEL (14 SifE2 V7 F=fEOIK T QFD) Ik rashbd,
TMA SE 28R %2 R L, HEFF LT,

AANBE GBI 12, eGFROAIEREE 2 O BHERE D Ui L HERF A FRD DTz, RBRBHARFE I BT
L LT B SHIABE, AAIE G S E T 2 ik 5 2 E R TE 2, 1BNTHRLENT
DB L 7o T, BF D LREEREQOLN M LTz & oG %232 1T T,

CO08-002A/BiER TlE., MK FERE %2 a— M+ 28I FEROFEIC) D BT, KA
(k5 BEDORIGEFREETH - 72,
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CO08-003A/B FBATIX, AAlZ 72 &b 26 MG Uiz, HERPIFD 26 B T#H. KEH
D BE R AIL, B2k L, Y cof ST Rl 114 B TH -
7= (#aPH : 26~129 HE]) , CO08-003A/B ikBR DA ZNMEIZ DWW T DORER % 6 ITRT,
C08-003A/B iR Clx, MAMEIR FEAEZ a2 — MeT o8B FEROFRIZ»»DLT, K
FNZHRT 2 BEOKINXRETH - 72, AFIOEL%, BERHITE O TREMEIEME O %
BT, AREOFHME I, 2EMOIBEEZR TETSE, F2id, MRS, TMA OEfR
DR SN 2BF BV TREAEMIHER Sz, 1RIFEZ 26 LIRS L72BIc, 52 6 41
DOERFEN, MIFE7 VT F=AMEORIC LV /REND TMA OFERE R & R OMERE LTz, Bt
TCENT 2 B L LT B T W o To, ARAIBGHIFH, eGFR HFAEIC L 0 JIE L7 B ine
\ZHEN A DI,

F£6 TuAXRTT 47 aHUS Bk C08-002A/B 2 Of C08-003A/B 21 2 B MEFHGEE OFE R

C08-002A/BFBR C08-003A/BFER
N=17 N=20
263 H 2EH! 26 H 2R

BE T O M/ M D IEH 14 (82) 15 (88) 18 (90) 18 (90)
n (%) (95%CI) (57-96) (64-99) (68-99) (68-99)
N2 RBEOBER. wn | 13/1587) 13/15 (87) 1/3 (33) 1/3 (33)
(%)
TMAA X2 b7 U —_ n(%) 15 (88) 15 (88) 16 (80) 19 (95)
(95%CI) (64-99) (64-99) (56-94) (75-99)
— H 4720 OTMAS AR

T 7 ) X 7B AR 0.88 0.88 0.23 0.23

(/. B (0.04,1.59) | (0.04,1.59) | (0.05,1.09) | (0.05,1.09)

=7 ) X T EgohhfE | 0(0,031) 0(0,0.31) 0 0

(/v k)

pli P <0.0001 | P<0.0001 P <0.0001 P <0.0001
L AT — LI O YER 10 (59) 12 (71) 7(35) 12 (60)
(CKD) ®Dtki#n (%) (95%CI) (33-82) (44-90) (15-59) (36-81)
eGFRfE (mL/%3/1.73m?) OHER : 20 (-1, 98) 28 (3,82) 5(-1,20) 11 (-42, 30)
el (FEpHE)
eGFRAE D& E/315mL/53/1.73m? 8 (47) 10 (59) 1(5) 8 (40)
L E. n (%) (95%CT) (23-72) (33-82) (0-25) (19-64)
~NTE ST B AEOHER H320 g/LEA, 11 (65) 13 (76) 9 (45) 13 (65)
n (%) (95%CI) (38-86) (50-93) (23-68)° (41-85)
ifiL R 7 IE A 13 (76) 15 (88) 18 (90) 18 (90)
n (%) (95%CT) (50-93) (64-99) (68-99) (68-99)
TMA D 58 4 8 i 11 (65) 13 (76) 5(25) 11 (55)
n (%) (95%CI) (38-86) (50-93) (9-49) (32-77)

TSy hAT (201244 7 20 H)

2C08-002 FBR « BHF 3 BN, =7 V) A~ TG54, s ik -l (ESA) ofkbadik L
I

3C08-03 3R « B 8 PSR M ERIE AN 7 84A (ESA) OG22 HIEL, 55 3pIpn=s ) X~
7‘\‘7'@{&[:'30)[43‘”:/6&)07’10
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aHUS &% C10-004 1%, MARMEH/NMLERESE (TMA) OBENTED S5 BHE 41 Bl &AL T
Fhe L7, REBRTIE, BEINCO 2@ OLEHENTE | f/MRCERAS EF I FRRA, ik
LDHED LR 72 E 0o T v A, M7 V7 F = ENIEFE LR A8 2 5 B %k
Bl Uiz, BEOFIPRAEIX 35% (FPH - 18~807%) . ARBRICH AN 2B
ADAMTS-13 fES 5% ThH - 7=, BED 51%IZ, fEHAHKN L8 FEAREITACH
RERBOT=, 354 DBED, i&)xv7®&5m PE/PI J&iE & 3 11 Tz, AekBRICHE
ANTZBEDOR—R T A L TOEREERAIFENE K OVE BRI B U722 3R 7 1077,

#£ 7 aHUS RBX C10-004 IZ 81T D BEFBEDR—R T A K5

HUS 3 10-004
S A aHUS 3Bk C10-00
N =41

LW J—=7FTOAHK, SN

j?sw Wrine 2271 YT ETORE, PRE (B, & 0.79 (0.03.311)
= A S N 1)1 = %

IMﬁm%Fm%ﬁﬁE/J)xmmﬁ&ﬁif@ﬂﬁ\#%@ 0.52 (0.03, 19)

(F/hy w®K)

NR—=R2 T A 2 TOMM/ME xI10%L) . FRE (/. xK) 125 (16, 332)

R—ZF7 A COLDHE (U/L) . HHRAE (G, &K 375 (131, 3318)

NR—RAF A TD eGFR (mL/43/1.73m2) . Rl (B, FK) 10 (6, 53)

ARARBRCIE, A% 260 AL B G Liz, #0026 B OTRERL T#, REHOBHFITK LT
j:%l @j&%‘ %#L‘f)h L/ 71;0

R—R T A LB LT, RIS & /ML DEEINA . ARFEGH%IZRBD BT,
Fio, RNR—=RT A5 260 H FTIZ, SEHM/AMEE ORI £ 0 oR S A A TEME TMA O
WD Lz, ARRBRIZIHBW T, SEHMm M (£SD) (X, X—RA 7 A 2 TD 119+66x 10°/L
N5, 1AMED 200+ 84 x 10%LIZHINLT-, ORI, 26 R ZE L CHEFFS N 263
H O/ e (=SD) :252+70x 10°L) .

eGFR i CHIE S 2 BEHEREIT, AAIE SR P IcdeENn A b vz, RGBT 2 LB L
L 7= 535 24 Bl 20 Bl . ARG W PIC BT 2135 2 L3 CT& 7=, aHUS 3Bk C10-004
DEIMEDOFREREZFRGIZE L DD,

17



# 8 aHUS ZBR C10-004 123317 B BRI HEIEAMIE B DOFs 5B

aHUS 3Bk C10-004
BT A —F (N=41)
26 B
26 lH H £ Cof/ M oHER (10°L1) 111 (-122, 362)
MIRZHIIER . n (%) 36 (88)
IEFEALOE IR, (EE) ! 46 (10, 74)
TMA D522, n (%) 23 (56)
SERBEMONYIHM, A () ! 42 (6,74)
TMAA X R 7Y —. n (%) 37(90)
95%C1 7797
—H%720 O TMA S AFE, HRfE (FBH)
7 Y X~ 7 HEH 0.63 (0, 1.38)
T 7 Y X~ 7B h R 0 (0, 0.58)

'F—%J1y AT Q01249 A 4 H) . AFIOIEFEIARM P UEIX 508 (FEFH : 13~86 )

AFN L DR O RHE (R Rg 5238, FEPH 15~126 ) (ZfEV, A aHUS &
FILB T OHRMICEROH HUGEE 2 LEBIENEM Uz, AFIOIRHEDN 26 13 % # 2 7-F AR
T, IBIIZ3BI0EE GE63%DHEE) N TMA OEEEMIZEL, 441 (G 98%DHEE) 121X
MIEFIEF AL Z D T2, AT TIE, 41 619 2561 (61%) 7% eGFR D_X—ZA T A > )»
5 15 mL/43/1.73 m* L E DS % 2k L7z,

IR gMG

HEEME gMG BB DOIRIEIZEB T D ARFNOHINEIZ SN T, 2 DT 0 227 T ¢ 7% B iR
(C08-001 K ¥ ECU-MG-301) KON 1 o EEMmEMksE (ECU-MG-302) DFEFE 139 fBild
F—H EHWCEME LT,

ECU-MG-301 3B (REGAIN) (X, RI{RENENTH D |, FERDMRE L TWDEEFZX SR E Lz,
26 O " HEHEMR., BIEA, 77 BRI, Zhuax3LFEE AR Th o7, 125 6 118
B (94%) 226 B DG A5 T L, 11741 (94%) 7% ECU-MG-302 ik (£ TO/EEIIAR
Flaghg L, RMZEEROE M Z2 T 235 M. Zhisk i, EHkeatin) (Ciki L C
AN SNT-,

ECU-MG-301 7B Ci%, Mg #AIME THl AChR HUiAE5E, MGFA (Myasthenia Gravis

Foundation of America) &K 3FEN 27 7 A II~IV, MG-ADL#Aa 7N 6K A > ML EOETE
=4 gMG H#E &, AH (626]) £72137 78R (636]) OWFINTEES(L LT, Uizt
BRI AN SN2 TORBEDEENE gMG BETHY . L FOHFANIHE LT EHEICEE LT,

D 1VEUEICDIZ2 2 ML o mfilAlEE (PHHRE R 2T HARE) B EE (G
FEMHIAERIEIS S hvb b3 B AREERE 2 R il L TV 5 8)

F7-0x
2) 1L E OGSl AL RN T, SER T v b — ISk R e I A R 1L (PE) &

X IVIgIZ X 216E 2B 585 BE 129 b0, R TOEEODIZ3 5 AT 1
EILL EOEAY 72 PE £ 7213 IVIgIZ K DR & L= )
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BEITIL, AR OG5 BRIGRTNCBEIRRE U 7 F o 24 50, R TU 7 F 8% 2 B8N
45 £ Tl AR PlE R A2 PRS- L7-, ECU-MG-301 & " ECU-MG-302 #kBR TlE., i A
18tk gMG BT L CARKI 900 mg & 7+2 BAEIC 4 HH, T 1,200mg 2 7+2 H#% (Week
5) 12, DABEIE 1,200 mg % 14 +2 HEICRBBIME T F TG Uiz, AFIE 35 9303 TEARN
H L7,

ECU-MG-301 sBRIZFH AN O 7= ¥R M eMG BB ORX— R T A VREAR 2 9 1TR T,

£ 9 ECU-MG-301 RERIZI1T 5 BERE

YU ) REE (n=62) 77 R E (n=63)

MG ZWrEs (%)
THE (o, B 38.0 (5.9, 70.8) 38.1(7.7, 78.0)
B -&tE. n (%) 41 (66.1) 41 (65.1)
MG BR#IE (4F)
EE (B, 5K 9.9 (1.3,29.7) 9.2 (1.0, 33.8)
NR—25 (2D MG-ADL#Z =27

FH)E (SD) 10.5 (3.06) 9.9 (2.58)

o AR 10.0 9.0
R—2Z2F 4D QMGHARaT

F2)E (SD) 17.3 (5.10) 16.9 (5.56)

il 17.0 16.0
W LA D S P A B 03 3 TR LA
E. 0% 31 (50.0) 34 (54.0)
ZWILIEDERR, n (%) 46 (74.2) 52 (82.5)
BWLAED MG 7 Y —E, n (%) 13 (21.0) 10 (15.9)

BT DAL, n (%) 15 (24.2) 14 (22.2)

ZWLLEDORFEE (MGFA 7 7 &
V) . n(%) 11 (17.7) 9 (14.3)

*EIEANC I L FaxTal R, THFATYV o, a7z /) —fE, A ML —h, &
JORARY v, XY AA, VIO BRAT 7 I REENREGEENDN, ZHUHIZREI N,

ECU-MG-301 35k D F=ZEHMTE H 1%, Week 26 ® Myasthenia Gravis Activities of Daily Living profile

(MG-ADL) #8227 (gMG TRUF—hr&ni-, BEOHCHHIZL 2HE) O_XR—2F4
VDDA EE Uiz, 12562 %4 & L7z Worst-Rank ANCOVA % V7= MG-ADL O = ST
TiX, EBIANLIZ Y U U ARET 56.6, 77 EAREET683 TH-7= (p=0.0698) .

T 72 BIREEAMTE H X, Week 26 @ Quantitative Myasthenia Gravis score for disease severity (QMG)
WA T (gMG TN F— b &7z, ERFHIIC L) OX—2F 4 UinboZk&we L
2o 125 1% %t5 & L7z Worst-Rank ANCOVA % U 72 QMG @ EZAFHT Tl FHNERLIE Y Y
UARETS47, 7T BAREFETT0.7 TH-7= (p=0.0129) ,

FHNHUE LI BAEREET /T K D0 AR FZ R ORIWREHIIE B OfEHTHE R 2R 10 127
vﬁqo
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% 10 ECU-MG-301 RERIZB T 2 ELMHFHIER (Week 26 DRX—R T A b DEE) OFE

*
A2 TE RIRIPS - TIRREE | VIV RABEE-TT &
H : Week 26 D (n=62) (n=63) AR P
R—ZRF A UHh (SEM) (SEM) /N REHME (KERIEET V)
DRI T D nE
ElhE (95%CI)
MG-ADL -4.2 (0.49) -2.3(0.48) -1.9 0.0058
(-3.3,-0.6)
QMG -4.6 (0.60) -1.6 (0.59) 3.0 0.0006
(-4.6, -1.3)
MGC -8.1 (0.96) -4.8 (0.94) 3.4 0.0134
(-6.0, -0.7)
MG-QoL-15 -12.6 (1.52) -5.4(1.49) 7.2 0.0010
(-11.5, -3.0)

SEM = fZE#EFAZE  CI = (S X[H. MGC = Myasthenia Gravis Composite score, MG-QoL15 = Myasthenia
Gravis Quality of Life 15-item scale

ECU-MG-301 3R TiX, MG-ADL #8227 OEEIRAIZL responder . 3 A8 A > MU ki L7
FLEFRLTZ, Week 26 DL AF 2 —JERE & 21T TORWERIRAY 7R responder DFNGIL, Y U U X
BET59.7%, 77 BAREET39.7% Th o7 (p=0.0229) ,

ECU-MG-301 R CiX., QMG #A 27 DGR responder &, 5 R4 > ML BEGE L7 B3 &
EFE L2, Week 26 D L A X o — 1B % 5% 17 CUORWEEEEAY 72 responder DEIE L, Y U U ARET
452%., 7T REETI19% TH-7= (p=0.0018) ,

26 B O G- WM P IR E LN B DN BE R NL A F o —1BRAZ LE L LI EBE oM
HAEE11ITTT,

# 11 ECU-MG-301 RBRIZB T D RRE(L KR OV R & o — 15

TIEREE | VYU REE
(N=63) (N =62)

FE R AL 23380 B - BRE OEIS n (%) 15 (23.8) 6(9.7)

L A% o —{fRENE L LT BEOEIS n (%) 12 (19.0) 6(9.7)

ECU-MG-301 #ERICHHAN BALZ 125 Bl 5 5, 117 BB E#kGEE (ECU-MG-302) (ZHA
oL, BYIREGGERER Cla e ToORBENARAZ B Sz, BECU-MG-301 3k TAKIZ &5 S
T-REX., BINTARZ&S S 52 #BECHEZY ., 2 TofHEE (MG-ADL, QMG. MGC X
" MG-QoL15) TAAN DR Fifei L7z, 112, ECU-MG-301 &k (26 #HH) MK ECU-MG-
302 RABR (523[E) D MG-ADL (A) KXO'QMG (B) D X—RA T A VinbDOELEERT,
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ECU-MG-301 ECU-MG-302

>

Change From Baseline
MG-ADL Total Score

v

Change From Baseline
QMG Total Score

-8
BU234 8 12 16 20 26BL1234 8 12 16 20 26 40 52
[ TP T FFFFFFFFFFIFFFFFFFFFFFFF T
Double Blind qg‘a‘ﬂ%ﬁg’l‘f Open Label Eculizumab
Weeks
-l Eculizumab @ Placebo 4 Ecu/Ecu @ Placebo / Ecu

1 ECU-MG-301 2 U* ECU-MG-302 RRBRIZI1F 5 MG-ADL (A) KT QMG (B) DX—RZ
A b DB E

WEERFRBR CAA 2 5 S - Elnd (65 mi8) OEEAM: MG BEIL 2241 (17.6%) Th-oT=,
LM K OVE AR B L 72 213680 b o T2,

PIFFREF IR X N2 | 7 A

xHHEFER (ECU-NMO-301 #kBR) DR 143 Fl L OFEE MRS (ECU-NMO-302 #5k) Tk
for L72 119 Bl 7— % Z VT, NMOSD {82 31T D ARA| DA I K OV 20 % 5 L 7=,

ECU-NMO-301 #BRi%. NMOSD BE AL L L FEEHR. T X4k, 7T R, L
FALE, B UIARBR TH - 7=,

ECU-NMO-301 &8 Tl, $T AQP4 HURD MG PRI ARG, W% 12 4 A M 2 [BEILL EOFR E
T2 24 » ARNC 3EILLEDOFEHRENDOA T U —= 7 KEELLRETO 12 5 A I 1 [BILLEDOFRH
OREFERE, 72 5 N Expanded Disability Status Scale (EDSS) A =7 7 LLIFo NMOSD & %
2: 1 DHHRTEF (0=96) £I1X7 TR (n=47) ITT o Z DITE 1T 7-,

AikBarp, BEICHEBRIEL LT EOHEL AR CREMEIRIEELERTH 2 L2 FEE L
7o AL, VYX =T RO bV b gibzl,

BFITIX, AR OFH5BLA 2 EELL ERTICHERRE Y 7 F o 28T 50, £33V 7 F o8
% 2 HEARIET 5 E THEHURMAELL THEST 20T gk iTol, =7 X~T
NMOSD E&RBAFE 7 7 777 A Tlk, NMOSD fi AR I3 L CTAAI 900 mg & 7 + 2 H AT 4 [H.
55UV T 1200 mg & Week5 + 2 B2, LAFRIE 1,200 mg % 14 + 2 BEICHE Uiz, AFNT 35507
THEIRAN G- LT,

HEDORY (90.9%) NEMETH 72, FEENAAN (49.0%) Tholz, ARBRIEDFAHEE 5
DOEE ORI 45 % TH - 7=,
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# 12 ECU-NMO-301 BBk : BEDRBILON—R T A Rk

7R 7 Y X< TR &3
R wharR (N=47) (N =96) (N =143)
NMOSD /&
NMOSD DOHJFEGHR | I
S A 7 B P A (SD) 38.5 (14.98) 35.8 (14.03) 36.6 (14.35)
(%) LA 38.0 35.5 36.0
NN
el 12,73 5,66 5,73
NMOSD O#IFER | SFHIMHE
P (SD) 6.601 (6.5863) 8.156 (8.5792) 7.645 (7.9894)
ODIRBRIED R D | rhffi 3.760 5.030 4.800
BeHE2ZTDETO | S/ MH. |01 Al 44 Al 44
R () e 0.51,29.10 0.41, 44.85 0.41, 44.85
A7V —=27LH | FHE
D 24 5 1 LN OB (SD) 2.07 (1.037) 1.94 (0.896) 1.99 (0.943)
EOFRFHRE i 1.92 1.85 1.92
SUNEN
i 1.0, 6.4 1.0,5.7 1.0, 6.4
N—X Z o PFE
~N—2F A EDSS | FHE
2ar (sD) 426 (1.510) 4.15 (1.646) 4.18 (1.598)
i 4.00 4.00 4.00
B /IMiE
P 1.0,6.5 1.0,7.0 1.0,7.0
NEATALRIE] ) 13 (27.7) 21 (21.9) 34 (23.8)

IST >R 3 fitii

M&FE @ ARR = JSTEENZE BRI K 0 HIE S 7= 3838, EDSS = Expanded Disability Status Scale, IST = 42 i

JEYE, Max = fig KfE, Min =

ECU-NMO-301 &5 FE M E

I/IME, NMOSD = St Fifik A~2 h 7 L, SD = #RYEfR £

I, BT OMNEHEZ BRI &0 HE S W YR ORER T

HEETOHM ThHoTz, 7T BRFLHKL T2 U X7 T, M FHiZ BRI L0 HE

éﬂt@@®%%$ﬁ%if®%% NS M AR S RANIE ST

ﬂ»—%tbooss,p<(nmon

DY MG EE S

bz,

WD BT (FHxFY A7 B 94% ;2

o TV AT &K E LImHBE T, ﬁ%meﬁ%%W
;D#méht@@@%%¢ﬁ%if@%ﬁ WXk B BE D RRRIZ 7R
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L
L, ) )
‘ 97.9% 96.4% 96.4%
0.8 a_ 1 i
© 1— | | :
2 A i 1 :
p RO :
2 oo - :
K] - '
e 63..2% *****Z*W E
- .
2 04 51.9% —é
s 45.4%
o :
o
g ,
0.2 4 [Proportion Relapse-Free at
48 Weeks (95% CD (1,2): —— P b
0.632 (0.468,0.758)  Log rank p-value (3): <0.0001 acebo
0.979(0.918,0.995)  Hazard ratio (95% C (4,5): 0.058 (0.017, 0.197) Eculizumab
0.0

T T T T t T T T t T T T t T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216

Time in Study Period (weeks)
Number at Risk:
Placebo 47 38 30 24 21 16 13 10 9 6 5 5 4 3 3 3 3 1

Eculizumab 96 92 83 78 68 60 58 52 46 41 32 24 22 18 14 8 2 1

B2 MYFMEESICLVHEINZAEORRTHRE TCOHMD Kaplan-Meier Survival
Estimates — B K DR 4L ]

o MNEREHMEE ERIC X 0 HE S NIRRT HRIES Do T BE T, RBYIME TR SO0 & Lz,

JERIFEATIE, 4 DD T X MMEEI AFT ORERMEE S, T72bb (1) 74 AERERT EDSS Kl (<= 2.0) |
(i) 74 2MEEs ST EDSS @ (>=2.5~<=7) 2 OlaFARRER, (i) 7> ¥ L{LEFT EDSS Efll (>=2.5~

<=17) DORGEOERENLE U IST iR+, (Gv) 72 & LMERFIZE Y EDSS (5= 2.5~<=7) - OEIUT O FHH

PAREIC IST 2, ICESW TN D,

1 Kaplan-Meier {EIZF5 <,

2 complementary log-log transformation {2253 < ,

3Rk 7' v 7 RIEIC S L,

4 Jg3 Cox Wb — RETIZESL,

5 Wald {3 X fH,

W58 © CI={34EIX[#], EDSS = Expanded Disability Status Scale, IST = Sa & ik

T RRCKT D U X T RO ZE BRI LV HE SRR TR R = (ARR)

D (95% CI) 1% 0.045 (0.013, 0.151) T. ZAUIIMSZEEMBEESICT X W HES7- ARR 75,

TITRRBELE L T2 s U A~ TRECTHMAIC 95.5%IK T35 2 £ 2R LTW5D (p<0.0001)
(F13) .
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& 13 WSAHRZERSIC XV HE SRR TERBERR — RRXOEHITHRER

- 75 REE =7 ) A< TE

HH et & (N=47) (N = 96)
RERE Sum 21 3
AR O PY %k n 52.41 171.32
MSTEEAZ B & 0 flE S v [Rate 0.350 0.016
FHHE ARR? 95% CI 0.199, 0.616 0.005, 0.050

Rate ratio

(eculizumab/placebo) 0.045
RSN R @ 95% CI . 0.013,0.151

p-value <0.0001

@7 U HBEN AT OFRINLEB K A 7 ) == Z LRI 24 5 AR OMED ARR IOV THHEE L 72K
7Y RIS <,
WEFE : ARR = 4E 38R, Cl= 3K

T ) A THRERETIIT T AREEREICHT, ABROEMBEROKT (VU ) 2B
0.04 vs. 77 AREE 0.31) . HROAMEIREOT-D D aLF axT oA REIRNESOFEME
FMEERDIET (VU U ZEE 0.07 vs. 7T BAREE 042) K OUMSEAZHUEEDER ERERDOIET (VU
U ARE0.02vs. 77 BAREE0.19) BNFEH LT,

NR=2F A BB T £ TOZOMOENRFHNE B IR 2 2 E0MmiL, & TOMRTFRY
FEEOfRIE [EDSS 227 (A H EDp=00597) ] . mRS (%4 H EDp=0.0154) ] . BEEEREE
OFEFE [HAI (4 H ED p=0.0002) 1 . 74 VT 44774 70O [EQ-5D VAS (4 H ED
p =0.0309) }OYEQ-5D Index (£ H LD p=0.0077) ] 12BN TC, 79 RLV = U X~7
DI BEI TN,

ECU-NMO-302 Bk o FREIfiEHT Tldk, #7%ED ARR (ECU-NMO-301 B 2 7 U — =1 7 DL
24 5 AR PooZ{bEOFRAE (R/IME, &KE)  [-1.829 (-6.38,1.63) , p <0.0001] (ZHD
T, 27 VAT REIZEDIERT ARR OFEPOBRKIICEROH DK T (JEBRH Y EAIC
X VHE) BB bTz,

AH| (27 ) X=7) 12 NMOSD 8 DI 2 BPEHEHR I B4 2 8B ITFEM L THh7au,

N8

PNH

PNH 5Bk M07-005 (23T, GF 7 BIO/NREBFICAA Z 45 Uiz, Zi & /N E| oA E o i
1% 57.2kg (HiPH 48.6~69.8 kg) . AL 11~175% (FRAE 15.6%) Thoiz,

INREBEICKT T 5 HEL O EICHE > TRANZ L D1REEZ T A2, Mg LDHfEIZ L Y HlE
SN T MAE PRI ORI 22 DT, F 7=, e oo 35 B 22 (K08 & 72 13 B 2338 8 S, B IRKEEE
BN YGEER & 7o 7o, PNH/NEEFE TORKOEZIEIL, PNH O AR X LikER (C04-001 &
C04-002) TORNEHFIZBEINT-AIEE B LT\ (FR3, £14) .
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7% 14 PNH Bk M07-005 : /NERF I T 5 A ZEFGE B OfER

plE
SF¥J(SD) Wilcoxon XD B 5

NEALFOAS E - E
N—=2 T A ) H12H[H £ TOLDHED =771 (914) 0.0156 0.0336
##% (U/L)
LDH AUC -60,634 0.0156 0.0350

(U/L x Day) (72,916)
NR—R T A 5 1238 M F T o A
~NEZ T EEOHR (mg/dL) -10.3 (21.13) 0.2188 0.1232
NR—=RATA PO HRMER7 v — A
X (PNH% A 7)) OHER 1.80 (358.1)
(FH M)

R—=RF A 5128 £ TOPedsQL™
4.0Generic Core Scale (F85) 10.5 (6.66) 0.1250 0.0256
N—=Z2T7 4 o H1R2HEM*FTO
PedsQLTM 4.0 Generic Core Scale (fRi# 11.3 (8.5) 0.2500 0.0737
)
NR—=2F A 51218 £ TDOPedsQL™
4.0 Multidimensional Fatigue Scale (f855) 08(21.39) 0.6250 0.4687
N—Z2T7 4 o6 1R2HEM*EF TO
PedsQLTM 4.0 Multidimensional Fatigue 5.5(0.71) 0.5000 0.0289
Scale (fRi&+)

aHUS

aHUS 5Bk C09-001r 128\ T, 15 Blo/NEEE (Al 2~125%) TR ZRE Lz, b
/NI D AT% A IRTREIN 712 L D8 n AR E 2138 AR 258072, aHUS D2 Wi & AK
WG ETOBBOFRIEIL 14 5 A TH-o7 (HiPH - <1~110 » H) . BAFET D TMA FERDF
B D ARFIGB G- £ TCOMMOFRAEIX 1 » A @ : <1~16 » A) Thol, AFIOHKGH
O IEIL, 2ARMORE (n=5) TiX 16 HM &P : 4~708M) . 2L E 12 AR O
BF (n=10) TIX31EM GGEH : 19~63 HH) Thoiz,

ZHSB/NRBEITCORBIOF ML, aHUS O B 7R Z LiRER C08-002 & C08-003 (% 6) TOHORLAHE
FIBEINTAIME MR L T\ e, ARG BRI Ic@E T2 LB e L/ hNRERE
[EAAYAY/ Ry

3 15 aHUS 3RBX C09-001r : /NEBEFICBIT A AMMEICOWTORER

S S £ 2| 2 A B 12 B 12704 |
HIEST A =5 (N=5) (N=10) (N=15)
1/ MRER D IEH A n (%) 4 (80) 10 (100) 14 (93)
TMA D5E4E R n (%) 2 (40) 5(50) 7(50)
—HY%72 0 TMAT AR, i
fill (s PH)
T U Re TP 5B 1(0,2) <1(0.07, 1.46) <1(0,2)
T Y R T HE <1(0,<1) 0(0,<1) 0(@0,<1)
eGFR il O3 2 (40) 6 (60) 8(53)
15 mL/43/1.73 m* 2L k., n (%)
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T ) X7 ORERNC, BEE TMAJEROBHEYBNEY Ch - 7o/NERFE I, AFO#F 512
£ 5. TMA O] & EEEEDSEN Loz (R 15)

[FHER DFRBHIM DRI TH - 7/NEEE T, AFOREIZE D, TMA OMBIRRD b,
L, BEFIDND DORAHHEB RO, BHEREICE (LA bR o7 (F16) |

7z 16 aHUS 3Bk C09-001r : HEE TMA FERFBHHEICE C 2/ NERBE COFIEORER

HE D TMA EIR ORI
2 % AR 25 AL
N =10 (%) N =5 (%)
/MR D IE F AL 9 (90) 5 (100)
TMA A X h 7 — 8 (80) 3 (60)
TMA D584 5 fiF 7 (70) 0
eGFR EDO U 15 mL/53/1.73m? LA | 7 (70) 0*

*1 BN BAE S 12 eGFRE DS EA ER L T-,

aHUSFRBRC10-0031Z 8\ THaET224 o /NE « HAOFERE (AES~175%) ICAKIZ 85 LT,

AFER I, M/ IEFEFEPH O FIRA , Mg LDH i3 EFEfiPH o FRZ 8 % T LA
TLHREDEMDOTET VA, YOI 2B OMEMENR 2, iE 7 U7 F = EDMFEHD
97 N— U EZANVLLETHLBEEZMHANT-, BFEOFPIEIL 6.5 (& : 55 H~17
%) o ADAMTS-13MHI%, 5% Tdh 7=, BED 50%2, FARFHEKR I X D8En AR E T
HOAREZZR Oz, & 104 DEBEN, i7)177®&5m PE/PI LA 3T CTie, Ak
BRICHANTZBE DR—R T A TOERBERFRE N OR BB U= f 2 £ 17 1277,

% 17 aHUS 3BX C10-003 I2 B} A REFEBEDR—R T A Rk

o= 4 F i 1~ 12 A et te]
NTA=Z (N=18) (N=22)
aHUS OB H A7 J—=2 7 FTO A,
Bl (B, R 0.51 (0.03, 58) 0.56 (0.03, 191)
TMA OFRIENS Y VU ADH&E5-FTOAH
e Pl (Bl k) 0.23 (0.03, 4) 0.20 (0.03, 4)
R—2F A L TOM/IRE (x10°L) 110 (19. 146 o1 (19.146
okl . JK) (19, 146) (19.146)
AT A TOLDHAE (UL) 1510 (282, 7164 1244 (282, 7164
i (b, oK) (282, 7164) (282, 7164)
N—2F A TO eGFRAE (mL/4%5/1.73 22 (10. 105 23 (10. 105
md) . RiE G, K (10, 105) (10, 105)

AGRERI T NN T B ITARH 2 26 HFLL B h Uiz, BB o 26 MR T#H, KREED
BT & E RIR G~ 2 L 23R LT, AFIOEGBRGHZIC, ERMEIEMEDORD 2134
BEICRD N, R—Z2F 4 5 26 BB H £ T2, FEH /) *ﬁéﬁz@ﬁé’mrﬁémé%ﬁ%ﬁ
TEME TMA TGS OBEA g Utz SR e (= SD) IZ, N—RZ2F 4 TD8+42x 10°L
N6, THEME® 281+ 123 x 10%/LIZHEI L7-, ZOZhFi%, 26 M %@ L CHERF Sz (26
i B O Mg (£SD) 1 293+£106x 10°/L) . eGFR HS-fE THIE T 2 BHEREIZ. AAKI#H G-
HRIPICSGERN A LN, N—RA T A VRHCET 2 LB L LI2BE 116 9B, KAIOFRE:
15 BBICENT 2L+ 2 Z LN TE 2, KFI~OSIE, Al 5~17mDBRESETHRETSH -
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7oo ARBREBRCIE., AN FEREZIXHR -~ YR E 2 — NMET 2B FEROF K
W2 B9, BEDOARFN KT 5 IR TH - 7=,

aHUS #5%& C10-003 (231 2 HIMEDORE R AR 18 12737,

#F18 e AR F 17 aHUS KB C10-003 [2B 17 AEMETEEE O R

H v 1~12 AT EiE
BT A —F (N=18) (N=22)
2618 H 26 H

MRFH e 522 EF, n (%) 14 (78) 18 (82)
EFACOMIFE YL iE, E (FEpE) ! 35 (13, 78) 35(13,78)
TMA O5EREME, n (%) 11 (61) 14 (64)
FERTMEO IR PG, () ! 40 (13, 78) 37(13,78)
TMA A X2 v 7V —_ n (%) 17 (94) 21 (96)
95%CI NA 77; 99
—HY720D DO TMA ST AR, FIfE (FiFH)

N NA 0.4 (0, 1.7)

=7 Y A= TG0, HIE P SfE
. NA 0 (0, 1.01)
T 7 ) A= 75 HME ., W e
eGFR fE® 15 mL/53/1.73 m? LL_E DS, n (%) 16 (89) 19 (86)
26 M H @ eGFR il (15 mL/43/1.73 m* LA E) @
T 64 (0,146) 58 (0, 146)
PE/PI A X2 s 7 U —_ n (%) 16 (89) 20 (91)
BB A X2 b7 U —_ n (%) 95%CI 18 (100) 22 (100)
NA 85; 100

VF—%7y bA7 (20124F10 H 12 H) | AFIOIRFEMRI P IAEIX 44 3 &GP : 1 BloRG50O I~
88 i)

AFNC X DIRFEHE OREB GREHM P RE 5538, #PH 1 H~107 ) (v, NEROE D
4 aHUS BFICBIT D HRMICERO H 5 UEE 2 LIZE G NI Uiz, AAIOIREN 26 H%
BBZ TR T, &6 1 HloEE Gt 68%DEE) N TMA OEEEMIZEL, 26 G 91%D
) I3 EF L2807, &R AT, 22 6 19 6] (86%) 7% eGFR D~X—
ATA4 DB 15 mL/4y/1.73 m* LA EOSGEEER LTz, Fiizil@i 268 s LTZREFEITW 2o
7=,

BEE MG

HYEME gMG O/NREE T3 2 ARFAE R IZ DD TIIRET S LT 720,

RRINEFESLTIZ L0 . EEEYE gMG O/NRBEER Z 65 & U TAR 2 &5 L 7oA OF2E
BTN 260 UNREF T 2K OERICET 2 RIL4.2HSK)

PITHREB IR X N2 b T A

NMOSD O/ BFIT 5T D ARFI O TG S Tunien,

RN EEFEAL T L 0 . NMOSD /NNEBFER 255 & 92 ARH| OB BRBHRE O H B 113088 T S
BE2 6N TS UNEBFEICRT 2 AFOMEHICET 5 1FHIT 42 HSH) |
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52 FEYEiRk
SEhRE K O3

LHENZEE

b MURIE, ENRMIRN T =P A b= RE2Z T D, =7 U A TIIRART IV BDOIH»
wE AL, BEOEMEAGEHITZ2V, b MUAIE, EIZ, VY Y —ABRICE VRS FTFR
LTI RRIZELS D,

HWy Lt
AFIORF, B, M, MR TOPEE - IOV T, FHliZTT-> T e, EFE TIE, fiik
THRE ST FURY A XIRRE Wi S e,

I ENRE T X — ¥
PNH B 40 fla x5z, 1 23— AU FMETAEZHWT, KERGZOEYEIE T A —
X EFHl Uiz, E¥ 27 U T T 2 A130.31 £0.12 mL/he/kg, E¥AA AL 1103 £ 17.9 mL/kg, *F
PIREIHNE 113 £ 34 HTH-72, PNH OEAHOEEG LY A 2 HWT, 4 @l#%E TIZ
EFIRREICEIET 5,

PNH BFH TOHENPHKISIT., =7 ) X~ 7 OMiEFEE & EEMICHEE L TBY . KZHD
BEIZBWT, M7 7ME 35 pg/mL YL EZ#HERFT 5 2 LIc kY, EAMICKRLZ SR TE 5,

HC, FEEDTET, 3B C08-002A/B & C08-003A/B (23T, #ELED HVE K OV EIZHEVA
Fl & B9 0 aHUS B3 37 §il & X G SEMBNRB A fRiT L7, ZOET /LT, KHE 70 kg DY
)72 aHUS RE D7 U 7 5 2 A% 0.0139 L/hr, AT AFEIL 5.6 L., {HZ 01X 297 BEE (K9 12.4
H) ThoT,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SOLIRIS safely and effectively. See full prescribing information for
SOLIRIS.

SOLIRIS® (eculizumab) injection, for intravenous use
Initial U.S. Approval: 2007

WARNING: SERIOUS MENINGOCOCCAL INFECTIONS
See full prescribing information for complete boxed warning

Life-threatening and fatal meningococcal infections have occurred in
patients treated with Soliris and may become rapidly life-threatening
or fatal if not recognized and treated early (5.1).

o Comply with the most current Advisory Committee on
Immunization Practices (ACIP) recommendations for
meningococcal vaccination in patients with complement deficiencies
(5.2).

« Immunize patients with meningococcal vaccines at least 2 weeks
prior to administering the first dose of Soliris, unless the risks of
delaying Soliris therapy outweigh the risks of developing a
meningococcal infection. (See Warnings and Precautions (5.1) for
additional guidance on the management of the risk of
meningococcal infection.)

Vaccination reduces, but does not eliminate, the risk of
meningococcal infections. Monitor patients for early signs of
meningococcal infections, and evaluate immediately if infection is
suspected.

Soliris is available only through a restricted program under a Risk
Evaluation and Mitigation Strategy (REMS). Under the Soliris
REMS, prescribers must enroll in the program (5.1).

——  RECENT MAJOR CHANGES

Indications and Usage (1.4) 06/2019
Dosage and Administration (2.4, 2.5) 06/2019
Dosage and Administration (2.5, 2.6, 2.7) 07/2018
Warnings and Precautions (5.1, 5.2) 07/2018

INDICATIONS AND USAGE
Soliris is a complement inhibitor indicated for:

e  The treatment of patients with paroxysmal nocturnal
hemoglobinuria (PNH) to reduce hemolysis (1.1).

e The treatment of patients with atypical hemolytic uremic syndrome
(aHUS) to inhibit complement-mediated thrombotic
microangiopathy (1.2).

Limitation of Use
Soliris is not indicated for the treatment of patients with Shiga
toxin E. coli related hemolytic uremic syndrome (STEC-HUS).

e The treatment of generalized myasthenia gravis (gMG) in adult
patients who are anti-acetylcholine receptor (AchR) antibody
positive (1.3).

e The treatment of neuromyelitis optica spectrum disorder
(NMOSD) in adult patients who are anti-aquaporin-4 (AQP4)
antibody positive (1.4).

DOSAGE AND ADMINISTRATION
For intravenous infusion only
PNH Dosage Regimen: (2.2)
aHUS Dosage Regimen: (2.3)
gMG and NMOSD Dosage Regimen: (2.4)

——  DOSAGE FORMS AND STRENGTHS
Injection: 300 mg/30 mL (10 mg/mL) in a single-dose vial (3).

CONTRAINDICATIONS
Soliris is contraindicated in:
. Patients with unresolved serious Neisseria meningitidis infection
4).
. Patients who are not currently vaccinated against Neisseria
meningitidis, unless the risks of delaying Soliris treatment
outweigh the risks of developing a meningococcal infection (5.1).

WARNINGS AND PRECAUTIONS
. Discontinue Soliris in patients who are being treated for serious
meningococcal infections (5.1).
. Use caution when administering Soliris to patients with any other
systemic infection (5.2).

ADVERSE REACTIONS
The most frequently reported adverse reactions in the PNH randomized trial
(>10% overall and greater than placebo) are: headache, nasopharyngitis, back
pain, and nausea (6.1).

The most frequently reported adverse reactions in aHUS single arm
prospective trials (>20%) are: headache, diarrhea, hypertension, upper
respiratory infection, abdominal pain, vomiting, nasopharyngitis, anemia,
cough, peripheral edema, nausea, urinary tract infections, pyrexia (6.1).

The most frequently reported adverse reaction in the gMG placebo-controlled
clinical trial (>10%) is: musculoskeletal pain (6.1).

The most frequently reported adverse reactions in the NMOSD placebo-
controlled trial (>10%) are: upper respiratory infection, nasopharyngitis,
diarrhea, back pain, dizziness, influenza, arthralgia, pharyngitis, and contusion
(6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Alexion
Pharmaceuticals, Inc. at 1-844-259-6783 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 06/2019

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: SERIOUS MENINGOCOCCAL INFECTIONS
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS MENINGOCOCCAL INFECTIONS

Life-threatening and fatal meningococcal infections have occurred in patients
treated with Soliris. Meningococcal infection may become rapidly life-threatening
or fatal if not recognized and treated early [see Warnings and Precautions (5.1)].

e Comply with the most current Advisory Committee on Immunization
Practices (ACIP) recommendations for meningococcal vaccination in patients
with complement deficiencies.

* Immunize patients with meningococcal vaccines at least 2 weeks prior to
administering the first dose of Soliris, unless the risks of delaying Soliris
therapy outweigh the risk of developing a meningococcal infection. [See
Warnings and Precautions (5.1) for additional guidance on the management of
the risk of meningococcal infection].

* Vaccination reduces, but does not eliminate, the risk of meningococcal
infections. Monitor patients for early signs of meningococcal infections and
evaluate immediately if infection is suspected.

Soliris is available only through a restricted program under a Risk Evaluation
and Mitigation Strategy (REMS). Under the Soliris REMS, prescribers must
enroll in the program [see Warnings and Precautions (5.1)]. Enroliment in the
Soliris REMS program and additional information are available by telephone: 1-
888-SOLIRIS (1-888-765-4747) or at www.solirisrems.com.

1 INDICATIONS AND USAGE

1.1 Paroxysmal Nocturnal Hemoglobinuria (PNH)
Soliris is indicated for the treatment of patients with paroxysmal nocturnal
hemoglobinuria (PNH) to reduce hemolysis.

1.2 Atypical Hemolytic Uremic Syndrome (aHUS)

Soliris is indicated for the treatment of patients with atypical hemolytic uremic syndrome
(aHUS) to inhibit complement-mediated thrombotic microangiopathy.

Limitation of Use

Soliris is not indicated for the treatment of patients with Shiga toxin E. coli related
hemolytic uremic syndrome (STEC-HUS).
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1.3 Generalized Myasthenia Gravis (gMG)

Soliris is indicated for the treatment of generalized myasthenia gravis (gMG) in adult
patients who are anti-acetylcholine receptor (AchR) antibody positive.

1.4 Neuromyelitis Optica Spectrum Disorder (NMOSD)

Soliris is indicated for the treatment of neuromyelitis optica spectrum disorder (NMOSD)
in adult patients who are anti-aquaporin-4 (AQP4) antibody positive.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Vaccination and Prophylaxis

Vaccinate patients according to current ACIP guidelines to reduce the risk of serious
infection [see Warnings and Precautions (5.1 and 5.2)].

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

Healthcare professionals who prescribe Soliris must enroll in the Soliris REMS [see
Warnings and Precautions (5.1)].
2.2 Recommended Dosage Regimen — PNH
For patients 18 years of age and older, Soliris therapy consists of:
e 600 mg weekly for the first 4 weeks, followed by
e 900 mg for the fifth dose 1 week later, then
e 900 mg every 2 weeks thereafter.
Administer Soliris at the recommended dosage regimen time points, or within two days
of these time points [see Warnings and Precautions (5.4)].
2.3 Recommended Dosage Regimen — aHUS
For patients 18 years of age and older, Soliris therapy consists of:
e 900 mg weekly for the first 4 weeks, followed by
e 1200 mg for the fifth dose 1 week later, then
e 1200 mg every 2 weeks thereafter.

For patients less than 18 years of age, administer Soliris based upon body weight,
according to the following schedule (Table 1):
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Table 1: Dosing Recommendations in aHUS Patients Less Than 18 Years of Age

Patient Body Weight Induction Maintenance
900 mg weekly x 4 1200 mg at week 5;
40 kg and
g and over doses then 1200 mg every 2 weeks
600 mg weekly x 2 900 mg at week 3;
30 kg to less than 40 k
g o fess than g doses then 900 mg every 2 weeks
600 mg weekly x 2 600 mg at week 3;
20 kg to less than 30 k
gt fess than g doses then 600 mg every 2 weeks

300 mg at week 2;
then 300 mg every 2 weeks
300 mg at week 2;
then 300 mg every 3 weeks

10 kg to less than 20 kg 600 mg weekly x 1 dose

5 kg to less than 10 kg 300 mg weekly x 1 dose

Administer Soliris at the recommended dosage regimen time points, or within two days
of these time points.
2.4 Recommended Dosage Regimen — gMG and NMOSD

For adult patients with generalized myasthenia gravis or neuromyelitis optica spectrum
disorder, Soliris therapy consists of:

e 900 mg weekly for the first 4 weeks, followed by
e 1200 mg for the fifth dose 1 week later, then

e 1200 mg every 2 weeks thereafter.

Administer Soliris at the recommended dosage regimen time points, or within two days
of these time points.

2.5 Dose Adjustment in Case of Plasmapheresis, Plasma Exchange,
or Fresh Frozen Plasma Infusion

For adult and pediatric patients with aHUS, and adult patients with gMG or NMOSD,
supplemental dosing of Soliris is required in the setting of concomitant plasmapheresis or
plasma exchange, or fresh frozen plasma infusion (PE/PI) (Table 2).

Table 2: Supplemental Dose of Soliris after PE/PI

Supplemental Soliris Timing of
Type of qusma Mogt.Recent Dose with Each Supplemental Soliris
Intervention Soliris Dose .

Plasma Intervention Dose

Plasmapheresis or 300 mg per each Within 60 minutes
300 mg .

plasma exchange plasmapheresis or after each

5
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plasma exchange
session

600 mg per each
plasmapheresis or

plasmapheresis or
plasma exchange

>600 mg
plasma exchange
session
s 60 minutes prior to
!:resh_ frozen plasma >300 mg 300 mg per infusion of each infusion of fresh
infusion fresh frozen plasma
frozen plasma
2.6 Preparation

Dilute Soliris to a final admixture concentration of 5 mg/mL using the following steps:

e Withdraw the required amount of Soliris from the vial into a sterile syringe.

e Transfer the recommended dose to an infusion bag.

e Dilute Soliris to a final concentration of 5 mg/mL by adding the appropriate
amount (equal volume of diluent to drug volume) of 0.9% Sodium Chloride
Injection, USP; 0.45% Sodium Chloride Injection, USP; 5% Dextrose in
Water Injection, USP; or Ringer’s Injection, USP to the infusion bag.

The final admixed Soliris 5 mg/mL infusion volume is 60 mL for 300 mg doses, 120 mL
for 600 mg doses, 180 mL for 900 mg doses or 240 mL for 1200 mg doses (Table 3).

Table 3: Preparation and Reconstitution of Soliris

Soliris Dose Diluent Volume Final Volume
300 mg 30 mL 60 mL
600 mg 60 mL 120 mL
900 mg 90 mL 180 mL
1200 mg 120 mL 240 mL

Gently invert the infusion bag containing the diluted Soliris solution to ensure thorough
mixing of the product and diluent. Discard any unused portion left in a vial, as the
product contains no preservatives.

Prior to administration, the admixture should be allowed to adjust to room temperature
[18°-25° C, 64°-77° F]. The admixture must not be heated 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.

2.7

Administration

Only administer as an intravenous infusion.

Do not administer as an intravenous push or bolus injection.

Administer the Soliris admixture by intravenous infusion over 35 minutes in adults and 1
to 4 hours in pediatric patients via gravity feed, a syringe-type pump, or an infusion

Reference ID: 4454988
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pump. Admixed solutions of Soliris are stable for 24 h at 2°-8° C (36°-46° F) and at room
temperature.

If an adverse reaction occurs during the administration of Soliris, the infusion may be
slowed or stopped at the discretion of the physician. If the infusion is slowed, the total
infusion time should not exceed two hours in adults. Monitor the patient for at least one
hour following completion of the infusion for signs or symptoms of an infusion reaction.

3 DOSAGE FORMS AND STRENGTHS

Injection: 300 mg/30 mL (10 mg/mL) as a clear, colorless solution in a single-dose vial.

4 CONTRAINDICATIONS
Soliris is contraindicated in:

e Patients with unresolved serious Neisseria meningitidis infection [see
Warnings and Precautions (5.1)].

e Patients who are not currently vaccinated against Neisseria meningitidis,
unless the risks of delaying Soliris treatment outweigh the risks of developing
a meningococcal infection [see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS

51 Serious Meningococcal Infections

Risk and Prevention

Life-threatening and fatal meningococcal infections have occurred in patients treated with
Soliris. The use of Soliris increases a patient's susceptibility to serious meningococcal
infections (septicemia and/or meningitis). Soliris is associated with an approximate
2,000-fold increased risk of meningococcal disease in comparison to the general U.S.
population annual rate (0.14 per 100,000 population in 2015).

Vaccinate for meningococcal disease according to the most current Advisory Committee
on Immunization Practices (ACIP) recommendations for patients with complement
deficiencies. Revaccinate patients in accordance with ACIP recommendations,
considering the duration of Soliris therapy.

Immunize patients without a history of meningococcal vaccination at least 2 weeks prior
to receiving the first dose of Soliris. If urgent Soliris therapy is indicated in an
unvaccinated patient, administer meningococcal vaccine(s) as soon as possible and
provide patients with two weeks of antibacterial drug prophylaxis.

In prospective clinical studies, 75/100 patients with aHUS were treated with Soliris less
than 2 weeks after meningococcal vaccination and 64 of these 75 patients received
antibiotics for prophylaxis of meningococcal infection until at least 2 weeks after

7
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meningococcal vaccination. The benefits and risks of antibiotic prophylaxis for
prevention of meningococcal infections in patients receiving Soliris have not been
established.

Vaccination reduces, but does not eliminate, the risk of meningococcal infections. In
clinical studies, 2 out of 196 PNH patients developed serious meningococcal infections
while receiving treatment with Soliris; both had been vaccinated [see Adverse Reactions
(6.2)]. In clinical studies among non-PNH patients, meningococcal meningitis occurred
in one unvaccinated patient. In addition, 3 out of 130 previously vaccinated patients with
aHUS developed meningococcal infections while receiving treatment with Soliris [see
Adverse Reactions (6.1)].

Closely monitor patients for early signs and symptoms of meningococcal infection and
evaluate patients immediately if an infection is suspected. Meningococcal infection may
become rapidly life-threatening or fatal if not recognized and treated early. Discontinue
Soliris in patients who are undergoing treatment for serious meningococcal infections.

REMS

Because of the risk of meningococcal infections, Soliris is available only through a
restricted program under a Risk Evaluation and Mitigation Strategy (REMS). Under the
Soliris REMS, prescribers must enroll in the program.

Prescribers must counsel patients about the risk of meningococcal infection, provide the
patients with the REMS educational materials, and ensure patients are vaccinated with
meningococcal vaccine(s).

Enrollment in the Soliris REMS program and additional information are available by
telephone: 1-888-SOLIRIS (1-888-765-4747) or at www.solirisrems.com.

5.2 Other Infections

Serious infections with Neisseria species (other than N. meningitidis), including
disseminated gonococcal infections, have been reported.

Soliris blocks terminal complement activation; therefore patients may have increased
susceptibility to infections, especially with encapsulated bacteria. Additionally,
Aspergillus infections have occurred in immunocompromised and neutropenic patients.
Children treated with Soliris may be at increased risk of developing serious infections
due to Streptococcus pneumoniae and Haemophilus influenzae type b (Hib). Administer
vaccinations for the prevention of Streptococcus pneumoniae and Haemophilus
influenzae type b (Hib) infections according to ACIP guidelines. Use caution when
administering Soliris to patients with any systemic infection [see Warnings and
Precautions (5.1)].

5.3 Monitoring Disease Manifestations after Soliris
Discontinuation

Treatment Discontinuation for PNH
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Monitor patients after discontinuing Soliris for at least 8 weeks to detect hemolysis.
Treatment Discontinuation for aHUS

After discontinuing Soliris, monitor patients with aHUS for signs and symptoms of
thrombotic microangiopathy (TMA) complications for at least 12 weeks. In aHUS
clinical trials, 18 patients (5 in the prospective studies) discontinued Soliris treatment.
TMA complications occurred following a missed dose in 5 patients, and Soliris was
reinitiated in 4 of these 5 patients.

Clinical signs and symptoms of TMA include changes in mental status, seizures, angina,
dyspnea, or thrombosis. In addition, the following changes in laboratory parameters may
identify a TMA complication: occurrence of two, or repeated measurement of any one of
the following: a decrease in platelet count by 25% or more compared to baseline or the
peak platelet count during Soliris treatment; an increase in serum creatinine by 25% or
more compared to baseline or nadir during Soliris treatment; or, an increase in serum
LDH by 25% or more over baseline or nadir during Soliris treatment.

If TMA complications occur after Soliris discontinuation, consider reinstitution of Soliris
treatment, plasma therapy [plasmapheresis, plasma exchange, or fresh frozen plasma
infusion (PE/PI)], or appropriate organ-specific supportive measures.

54 Thrombosis Prevention and Management

The effect of withdrawal of anticoagulant therapy during Soliris treatment has not been
established. Therefore, treatment with Soliris should not alter anticoagulant management.

55 Infusion Reactions

Administration of Soliris may result in infusion reactions, including anaphylaxis or other
hypersensitivity reactions. In clinical trials, no patients experienced an infusion reaction
which required discontinuation of Soliris. Interrupt Soliris infusion and institute
appropriate supportive measures if signs of cardiovascular instability or respiratory
compromise occur.

6 ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in other sections of
the labeling:

e Serious Meningococcal Infections [see Warnings and Precautions (5.1)]
e Other Infections [see Warnings and Precautions (5.2)]

e Monitoring Disease Manifestations after Soliris Discontinuation [see
Warnings and Precautions (5.3)]

e Thrombosis Prevention and Management [see Warnings and Precautions

(5.4)]
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¢ Infusion Reactions [see Warnings and Precautions (5.5)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

Meningococcal infections are the most important adverse reactions experienced by
patients receiving Soliris. In PNH clinical studies, two patients experienced
meningococcal sepsis. Both patients had previously received a meningococcal vaccine.
In clinical studies among patients without PNH, meningococcal meningitis occurred in
one unvaccinated patient. Meningococcal sepsis occurred in one previously vaccinated
patient enrolled in the retrospective aHUS study during the post-study follow-up period
[see Warnings and Precautions (5.1)].

PNH

The data described below reflect exposure to Soliris in 196 adult patients with PNH, age
18-85, of whom 55% were female. All had signs or symptoms of intravascular hemolysis.
Soliris was studied in a placebo-controlled clinical study (PNH Study 1, in which 43
patients received Soliris and 44, placebo); a single arm clinical study (PNH Study 2); and
a long term extension study (E05-001). 182 patients were exposed for greater than one
year. All patients received the recommended Soliris dose regimen.

Table 4 summarizes the adverse reactions that occurred at a numerically higher rate in the
Soliris group than the placebo group and at a rate of 5% or more among patients treated

with Soliris.
Table 4: Adverse Reactions Reported in 5% or More of Soliris Treated
Patients with PNH and Greater than Placebo in the Controlled
Clinical Study
Reaction Soliris Placebo
(N=43) (N=44)
N (%) N (%)
Headache 19 (44) 12 (27)
Nasopharyngitis 10 (23) 8 (18)
Back pain 8 (19) 4(9)
Nausea 7 (16) 5(11)
Fatigue 5(12) 1(2)
Cough 5(12) 4(9)
Herpes simplex infections 3(7) 0
Sinusitis 3(7) 0
Respiratory tract infection 3(7) 1(2)
Constipation 3(7) 2 (5)
Myalgia 3(7) 1(2)
10
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Pain in extremity 3(7) 1(2)
Influenza-like illness 2(5) 1(2)

In the placebo-controlled clinical study, serious adverse reactions occurred among 4 (9%)
patients receiving Soliris and 9 (21%) patients receiving placebo. The serious reactions
included infections and progression of PNH. No deaths occurred in the study and no
patients receiving Soliris experienced a thrombotic event; one thrombotic event occurred
in a patient receiving placebo.

Among 193 patients with PNH treated with Soliris in the single arm, clinical study or the
follow-up study, the adverse reactions were similar to those reported in the placebo-
controlled clinical study. Serious adverse reactions occurred among 16% of the patients
in these studies. The most common serious adverse reactions were: viral infection (2%),
headache (2%), anemia (2%), and pyrexia (2%).

aHUS

The safety of Soliris therapy in patients with aHUS was evaluated in four prospective,
single-arm studies, three in adult and adolescent patients (Studies C08-002A/B, C08-

003A/B, and C10-004), one in pediatric and adolescent patients (Study C10-003), and
one retrospective study (Study C09-001r).

The data described below were derived from 78 adult and adolescent patients with aHUS
in Studies C08-002A/B, C08-003A/B and C10-004. All patients received the
recommended dosage of Soliris. Median exposure was 67 weeks (range: 2-145 weeks).
Table 5 summarizes all adverse events reported in at least 10% of patients in Studies
C08-002A/B, C08-003A/B and C10-004 combined.

Table 5: Per Patient Incidence of Adverse Events in 10% or More Adult and
Adolescent Patients Enrolled in Studies C08-002A/B, C08-003A/B and
C10-004 Separately and in Total

Number (%) of Patients

C08-002A/B C08-003A/B C10-004 Total
(N=17) (N=20) (N=41) (N=78)
Vascular Disorders
Hypertension? 10 (59) 9 (45) 7(17) 26 (33)
Hypotension 2(12) 4 (20) 7(17) 13 (17)
Infections and Infestations
Bronchitis 3(18) 2 (10) 4 (10) 9(12)
Nasopharyngitis 3(18) 11 (55) 7(17) 21 (27)
Gastroenteritis 3(18) 4 (20) 2 (5) 9(12)
Upper respiratory tract
infection 5 (29) 8 (40) 2 (5) 15 (19)
Urinary tract infection 6 (35) 3 (15) 8 (20) 17 (22)
Gastrointestinal Disorders
11
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Number (%) of Patients

C08-002A/B C08-003A/B C10-004 Total
(N=17) (N=20) (N=41) (N=78)
Diarrhea 8 (47) 8 (40) 12 (32) 29 (37)
Vomiting 8 (47) 9 (45) 6 (15) 23 (30)
Nausea 5 (29) 8 (40) 5(12) 18 (23)
Abdominal pain 3(18) 6 (30) 6 (15) 15 (19)
Nervous System Disorders
Headache 7 (41) 10 (50) 15 (37) 32 (41)
Blood and Lymphatic System
Disorders
Anemia 6 (35) 7 (35) 77) 20 (26)
Leukopenia 4 (24) 3 (15) 5(12) 12 (15)
Psychiatric Disorders
Insomnia 4 (24) 2 (10) 5(12) 11 (14)
Renal and Urinary Disorders
Renal Impairment 5 (29) 3 (15) 6 (15) 14 (18)
Proteinuria 2 (12) 1(5) 5(12) 8 (10)

Respiratory, Thoracic and
Mediastinal Disorders
Cough 4 (24) 6 (30) 8 (20) 18 (23)
General Disorders and
Administration Site

Conditions
Fatigue 3(18) 4 (20) 3(7) 10 (13)
Peripheral edema 5 (29) 4 (20) 9 (22) 18 (23)
Pyrexia 4 (24) 5 (25) 77) 16 (21)
Asthenia 3(18) 4 (20) 6 (15) 13 (17)
Eye Disorder 5 (29) 2 (10) 8 (20) 15 (19)
Metabolism and Nutrition
Disorders
Hypokalemia 3(18) 2 (10) 4 (10) 9(12)
Neoplasms benign,
malignant, and unspecified 1(6) 6 (30) 1 (20) 8 (10)

(including cysts and polyps)
Skin and Subcutaneous
Tissue Disorders
Rash 2(12) 3 (15) 6 (15) 11 (14)
Pruritus 1(6) 3(15) 4 (10) 8 (10)
Musculoskeletal and
Connective Tissue Disorders
Arthralgia 1(6) 2 (10) 77 10 (13)
Back pain 3(18) 3 (15) 2 (5) 8 (10)

2 includes the preferred terms hypertension, accelerated hypertension, and malignant hypertension.
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In Studies C08-002A/B, C08-003A/B and C10-004 combined, 60% (47/78) of patients
experienced a serious adverse event (SAE). The most commonly reported SAEs were
infections (24%), hypertension (5%), chronic renal failure (5%), and renal impairment
(5%). Five patients discontinued Soliris due to adverse events; three due to worsening
renal function, one due to new diagnosis of Systemic Lupus Erythematosus, and one due
to meningococcal meningitis.

Study C10-003 included 22 pediatric and adolescent patients, of which 18 patients were
less than 12 years of age. All patients received the recommended dosage of Soliris.
Median exposure was 44 weeks (range: 1 dose-87 weeks).

Table 6 summarizes all adverse events reported in at least 10% of patients enrolled in
Study C10-003.

Table 6: Per Patient Incidence of Adverse Reactions in 10% or More Patients
Enrolled in Study C10-003

1 month to <12 yrs Total
(N=18) (N=22)
Eye Disorders 3(17) 3(14)
Gastrointestinal Disorders
Abdominal pain 6 (33) 7 (32)
Diarrhea 5 (28) 7(32)
Vomiting 4(22) 6 (27)
Dyspepsia 0 3(14)
General Disorders and
Administration Site Conditions
Pyrexia 9 (50) 11 (50)
Infections and Infestations
Upper respiratory tract infection 5 (28) 7 (32)
Nasopharyngitis 3(17) 6 (27)
Rhinitis 4(22) 4 (18)
Urinary Tract infection 3(17) 4 (18)
Catheter site infection 3(17) 3(14)
Musculoskeletal and Connective
Tissue Disorders
Muscle spasms 2 (11) 3(14)
Nervous System Disorders
Headache 3(17) 4 (18)
Renal and Urinary Disorders 3(17) 4 (18)
Respiratory, Thoracic and
Mediastinal Disorders
Cough 7 (39) 8 (36)
Oropharyngeal pain 1(6) 3(14)
13
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1 month to <12 yrs Total

(N=18) (N=22)
Skin and Subcutaneous Tissue
Disorders
Rash 4(22) 4 (18)
Vascular Disorders
Hypertension 4(22) 4 (18)

In Study C10-003, 59% (13/22) of patients experienced a serious adverse event (SAE).
The most commonly reported SAEs were hypertension (9%), viral gastroenteritis (9%),
pyrexia (9%), and upper respiratory infection (9%). One patient discontinued Soliris due
to an adverse event (severe agitation).

Analysis of retrospectively collected adverse event data from pediatric and adult patients
enrolled in Study C09-001r (N=30) revealed a safety profile that was similar to that
which was observed in the two prospective studies. Study C09-001r included 19 pediatric
patients less than 18 years of age. Overall, the safety of Soliris in pediatric patients with
aHUS enrolled in Study C09-001r appeared similar to that observed in adult patients.
The most common (>15%) adverse events occurring in pediatric patients are presented in
Table 7.

Table 7: Adverse Reactions Occurring in at Least 15% of Patients
Less than 18 Years of Age Enrolled in Study C09-001r

Number (%) of Patients

<2yrs 2to<12yrs 12 to <18 yrs Total
(N=5) (N=10) (N=4) (N=19)
General Disorders and
Administration Site
Conditions
Pyrexia 4 (80) 4 (40) 1(25) 9 (47)
Gastrointestinal Disorders
Diarrhea 1(20) 4 (40) 1(25) 6 (32)
Vomiting 2 (40) 1(10) 1(25) 4 (21)
Infections and Infestations
Upper respiratory tract
2 (40 3(30 1(25 6 (32
infection? (40) (30) (25) (32)
Respiratory, Thoracic and
Mediastinal Disorders
Cough 3 (60) 2 (20) 0 (0) 5 (26)
Nasal congestion 2 (40) 2 (20) 0 (0) 4 (21)
Cardiac Disorders
14
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Number (%) of Patients

<2yrs 2to<12yrs 12 to <18 yrs Total
(N=5) (N=10) (N=4) (N=19)
Tachycardia 2 (40) 2 (20) 0 (0) 4 (21)

& includes the preferred terms upper respiratory tract infection and nasopharyngitis.

Generalized Myasthenia Gravis (QMG)

In a 26-week placebo-controlled trial evaluating the effect of Soliris for the treatment of
gMG (gMG Study 1), 62 patients received Soliris at the recommended dosage regimen
and 63 patients received placebo [see Clinical Studies (14.3)]. Patients were 19 to 79
years of age, and 66% were female. Table 8 displays the most common adverse reactions
from gMG Study 1 that occurred in >5% of Soliris-treated patients and at a greater
frequency than on placebo.

Table 8: Adverse Reactions Reported in 5% or More of Soliris-Treated Patients in
gMG Study 1 and at a Greater Frequency than in Placebo-Treated

Patients
Soliris Placebo
(N=62) (N=63)
N (%0) N (%0)
Gastrointestinal
Disorders
Abdominal pain 5(8) 3(5)
General Disorders and
Administration Site Conditions
Peripheral edema 5(8) 3(5)
Pyrexia 4(7) 23
Infections and Infestations
!—lerpe_s simplex virus 5(8) 12)
infections
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Injury, Poisoning, and
Procedural Complications
Contusion 5(8) 2(3)

Musculoskeletal and
Connective Tissue Disorders

Musculoskeletal pain 9 (15) 5(8)

The most common adverse reactions (>10%) that occurred in Soliris-treated patients in
the long-term extension to gMG Study 1, Study ECU-MG-302, and that are not included
in Table 8 were headache (26%), nasopharyngitis (24%), diarrhea (15%), arthralgia
(12%), upper respiratory tract infection (11%), and nausea (10%).

Neuromyelitis Optica Spectrum Disorder (NMOSD)

In a placebo-controlled trial evaluating the effect of Soliris for the treatment of NMOSD
(NMOSD Study 1), 96 patients received Soliris at the recommended dosage regimen and
47 patients received placebo [see Clinical Studies (14.4)]. Patients were 19 to 75 years of
age (mean 44 years of age), and 91% were female. Table 9 displays the most common
adverse reactions from NMOSD Study 1 that occurred in >5% of Soliris-treated patients
and at a greater frequency than on placebo.

Table 9: Adverse Reactions Reported in 5% or More of Soliris-Treated Patients in
NMOSD Study 1 and at a Greater Frequency than in Placebo-Treated

Patients
Soliris Placebo
(N=96) (N=47)
N (%) N (%)
Events/Patients 1295/88 617/45
Blood and lymphatic system disorders
Leukopenia 5(5) 1(2)
Lymphopenia 5(5) 0(0)
Eye disorders
Cataract 6 (6) 2(4)
16
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Soliris Placebo
(N=96) (N=47)
N (%) N (%)
Gastrointestinal disorders
Diarrhea 15 (16) 7 (15)
Constipation 9(9) 3 (6)
General disorders and administration
site conditions
Asthenia 5(5) 1(2)
Infections and infestations
Upper respiratory tract infection 28 (29) 6 (13)
Nasopharyngitis 20 (21) 9 (19)
Influenza 11 (11) 2(4)
Pharyngitis 10 (10) 3 (6)
Bronchitis 9(9) 3 (6)
Conjunctivitis 9(9) 4(9)
Cystitis 8 (8) 1(2)
Hordeolum 7@ 0(0)
Sinusitis 6 (6) 0(0)
Cellulitis 5(5) 1(2)
Injury, poisoning and procedural
complications
Contusion 10 (10) 2(4)
Metabolism and nutrition disorders
Decreased appetite 5(5) 1(2)
Musculoskeletal and connective tissue
disorders
Back pain 14 (15) 6 (13)
17



Soliris Placebo

(N=96) (N=47)
N (%) N (%)
Arthralgia 11 (11) 5(11)
Musculoskeletal pain 6 (6) 0(0)
Muscle spasms 5(5) 2(4)
Nervous system disorders
Dizziness 14 (15) 6 (13)
Paraesthesia 8 (8) 3 (6)
Respiratory, thoracic and mediastinal
disorders
Oropharyngeal pain 7(7) 2(4)
Skin and subcutaneous tissue
disorders
Alopecia 5(5) 2 (4)
6.2 Immunogenicity

As with all proteins, there is a potential for immunogenicity. The detection of antibody
formation is highly dependent on the sensitivity and specificity of the assay. Additionally,
the observed incidence of antibody (including neutralizing antibody) positivity in an
assay may be influenced by several factors including assay methodology, sample
handling, timing of sample collection, concomitant medications, and underlying disease.
For these reasons, comparison of the incidence of antibodies to eculizumab in the studies
described below with the incidence of antibodies in other studies or to other products may
be misleading.

The immunogenicity of Soliris has been evaluated using two different immunoassays for
the detection of anti-eculizumab antibodies: a direct enzyme-linked immunosorbent assay
(ELISA) using the Fab fragment of eculizumab as target was used for the PNH
indication; and an electro-chemiluminescence (ECL) bridging assay using the eculizumab
whole molecule as target was used for the aHUS, gMG, and NMOSD indications, as well
as for additional patients with PNH. In the PNH population, antibodies to Soliris were
detected in 3/196 (2%) patients using the ELISA assay and in 5/161 (3%) patients using
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the ECL assay. In the aHUS population, antibodies to Soliris were detected in 3/100 (3%)
patients using the ECL assay. None of the 62 patients with gMG had antibodies to Soliris
detected following the 26-week active treatment. Two of the 96 (2%) Soliris-treated
patients with NMOSD had antibodies to Soliris detected during the entire treatment
period.

An ECL based neutralizing assay with a low sensitivity of 2 mcg/mL was performed to
detect neutralizing antibodies for the 5 patients with PNH, the 3 patients with aHUS, and
the 2 patients with NMOSD with anti-eculizumab antibody positive samples using the
ECL assay. Two of 161 patients with PNH (1.2%) and 1 of 100 patients with aHUS (1%),
and none of the 96 patients with NMOSD had low positive values for neutralizing
antibodies.

No apparent correlation of antibody development to clinical response was observed.

6.3 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of Soliris.
Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship
to Soliris exposure.

Fatal or serious infections: Neisseria gonorrhoeae, Neisseria meningitidis, Neisseria
sicca/subflava, Neisseria spp unspecified

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Limited data on outcomes of pregnancies that have occurred following Soliris use in

pregnant women have not identified a concern for specific adverse developmental
outcomes (see Data). There are risks to the mother and fetus associated with untreated
paroxysmal nocturnal hemoglobinuria (PNH) and atypical hemolytic uremic syndrome
(@HUS) in pregnancy (see Clinical Considerations). Animal studies using a mouse
analogue of the Soliris molecule (murine anti-C5 antibody) showed increased rates of
developmental abnormalities and an increased rate of dead and moribund offspring at
doses 2-8 times the human dose (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
populations 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 defect and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively.
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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.

aHUS in pregnancy is associated with adverse maternal outcomes, including pre-
eclampsia and preterm delivery, and adverse fetal/neonatal outcomes, including
intrauterine growth restriction (IUGR), fetal death and low birth weight.

Data
Human Data

A pooled analysis of prospectively (50.3%) and retrospectively (49.7%) collected data in
more than 300 pregnant women with live births following exposure to Soliris have not
suggested safety concerns. However, these data cannot definitively exclude any drug-
associated risk during pregnancy, because of the limited sample size.

Animal Data

Animal reproduction studies were conducted in mice using doses of a murine anti-C5
antibody that approximated 2-4 times (low dose) and 4-8 times (high dose) the
recommended human Soliris 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.

8.2 Lactation

Risk Summary

Although limited published data does not report detectable levels of eculizumab in human
milk, maternal 1gG is known to be present in human milk. Available information is
insufficient to inform the effect of eculizumab on the breastfed infant. There are no data on
the effects of eculizumab on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for Soliris and
any potential adverse effects on the breastfed child from eculizumab or from the
underlying maternal condition.

20

Reference ID: 4454988



8.4 Pediatric Use

Safety and effectiveness of Soliris for the treatment of PNH, gMG, or NMOSD in
pediatric patients have not been established.

The safety and effectiveness of Soliris for the treatment of aHUS have been established in
pediatric patients. Use of Soliris in pediatric patients for this indication is supported by
evidence from four adequate and well-controlled clinical studies assessing the safety and
effectiveness of Soliris for the treatment of aHUS. The studies included a total of 47
pediatric patients (ages 2 months to 17 years). The safety and effectiveness of Soliris for
the treatment of aHUS appear similar in pediatric and adult patients [see Adverse
Reactions (6.1), and Clinical Studies (14.2)].

Administer vaccinations for the prevention of infection due to Neisseria meningitidis,
Streptococcus pneumoniae and Haemophilus influenzae type b (Hib) according to ACIP
guidelines [see Warnings and Precautions (5.1, 5.2)].

8.5 Geriatric Use

Fifty-one patients 65 years of age or older (15 with PNH, 4 with aHUS, 26 with gMG,
and 6 with NMOSD) were treated with Soliris in clinical trials in the approved
indications. Although there were no apparent age-related differences observed in these
studies, the number of patients aged 65 and over is not sufficient to determine whether
they respond differently from younger patients.

11 DESCRIPTION

Eculizumab, a complement inhibitor, is a recombinant humanized monoclonal 19gG2/4,
antibody produced by murine myeloma cell culture and purified by standard bioprocess
technology. Eculizumab contains human constant regions from human 1gG2 sequences
and human 1gG4 sequences and murine complementarity-determining regions grafted
onto the human framework light- and heavy-chain variable regions. Eculizumab is
composed of two 448 amino acid heavy chains and two 214 amino acid light chains and
has a molecular weight of approximately 148 kDa.

Soliris (eculizumab) injection is a sterile, clear, colorless, preservative-free 10 mg/mL
solution for intravenous infusion and is supplied in 30-mL single-dose vials. The product
is formulated at pH 7 and each 30 mL vial contains 300 mg of eculizumab, polysorbate
80 (6.6 mg) (vegetable origin), sodium chloride (263.1 mg), sodium phosphate dibasic
(53.4 mg), sodium phosphate monobasic (13.8 mg), and Water for Injection, USP.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Eculizumab, the active ingredient in Soliris, is a monoclonal antibody that specifically
binds to the complement protein C5 with high affinity, thereby inhibiting its cleavage to
C5a and C5b and preventing the generation of the terminal complement complex C5b-9.

Soliris inhibits terminal complement-mediated intravascular hemolysis in PNH patients
and complement-mediated thrombotic microangiopathy (TMA) in patients with aHUS.

The precise mechanism by which eculizumab exerts its therapeutic effect in gMG
patients is unknown, but is presumed to involve reduction of terminal complement
complex C5b-9 deposition at the neuromuscular junction.

The precise mechanism by which eculizumab exerts its therapeutic effect in NMOSD is
unknown, but is presumed to involve inhibition of aquaporin-4-antibody induced terminal
complement C5b-9 deposition.

12.2 Pharmacodynamics

In the placebo-controlled clinical study (PNH Study 1), Soliris when administered as
recommended reduced serum LDH levels from 2200 + 1034 U/L (mean % SD) at baseline
to 700 + 388 U/L by week one and maintained the effect through the end of the study at
week 26 (327 = 433 U/L) in patients with PNH. In the single arm clinical study (PNH
Study 2), the effect was maintained through week 52 [see Clinical Studies (14)].

In patients with PNH, aHUS, gMG, and NMOSD, free C5 concentrations of < 0.5
mcg/mL was correlated with complete blockade of terminal complement activity.

12.3 Pharmacokinetics
Following intravenous maintenance doses of 900 mg once every 2 weeks in patients with

PNH, the week 26 observed mean £+ SD serum eculizumab maximum concentration
(Cmax) was 194 + 76 mcg/mL and the trough concentration (Cirough) Was 97 + 60 mcg/mL.
Following intravenous maintenance doses of 1200 mg once every 2 weeks in patients
with aHUS, the week 26 observed mean + SD Cirough Was 242 + 101 mcg/mL. Following
intravenous maintenance doses of 1200 mg once every 2 weeks in patients with gMG, the
week 26 observed mean = SD Cax Was 783 £ 288 mcg/mL and the Cirough Was 341 + 172
mcg/mL. Following intravenous maintenance doses of 1200 mg once every 2 weeks in
patients with NMOSD, at week 24, the observed mean+SD Cmax was 877+331 and the
Ctrough was 429+188 mcg/mL.

Steady state was achieved 4 weeks after starting eculizumab treatment, with
accumulation ratio of approximately 2-fold in all studied indications. Population
pharmacokinetic analyses showed that eculizumab pharmacokinetics were dose-linear
and time-independent over the 600 mg to 1200 mg dose range, with inter-individual
variability of 21% to 38%.
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Distribution

The eculizumab volume of distribution for a typical 70 kg patient was 5 L to 8 L.
Elimination

The half-life of eculizumab was approximately 270 h to 414 h.

Plasma exchange or infusion increased the clearance of eculizumab by approximately
250-fold and reduced the half-life to 1.26 h. Supplemental dosing is recommended when
Soliris is administered to patients receiving plasma exchange or infusion [see Dosage and
Administration (2.5)].

Specific Populations
Age, Sex, and Race:

The pharmacokinetics of eculizumab were not affected by age (2 months to 85 years),
sex, or race.

Renal Impairment:

Renal function did not affect the pharmacokinetics of eculizumab in PNH (creatinine
clearance of 8 mL/min to 396 mL/min calculated using Cockcroft-Gault formula), aHUS
(estimated glomerular filtration rate [eGFR] of 5 mL/min/1.73 m? t0105 mL/min/1.73 m?
using the Modification of Diet in Renal Disease [MDRD] formula), or gMG patients
(eGFR of 44 mL/min/1.73 m? to 168 mL/min/1.73 m? using MDRD formula).

Drug Interactions

Intravenous immunoglobulin (1VV1g) treatment may interfere with the endosomal neonatal
Fc receptor (FCRn) recycling mechanism of monoclonal antibodies such as eculizumab
and thereby decrease serum eculizumab concentrations. Drug interaction studies have not
been conducted with eculizumab in patients treated with 1VIg.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal carcinogenicity studies of eculizumab have not been conducted.
Genotoxicity studies have not been conducted with eculizumab.

Effects of eculizumab upon fertility have not been studied in animals. Intravenous
injections of male and female mice with a murine anti-C5 antibody at up to 4-8 times the
equivalent of the clinical dose of Soliris had no adverse effects on mating or fertility.
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14 CLINICAL STUDIES

14.1 Paroxysmal Nocturnal Hemoglobinuria (PNH)

The safety and efficacy of Soliris in PNH patients with hemolysis were assessed in a
randomized, double-blind, placebo-controlled 26 week study (PNH Study 1,
NCT00122330); PNH patients were also treated with Soliris in a single arm 52 week
study (PNH Study 2, NCT00122304) and in a long-term extension study (E05-001,
NCT00122317). Patients received meningococcal vaccination prior to receipt of Soliris.
In all studies, the dose of Soliris was 600 mg study drug every 7 + 2 days for 4 weeks,
followed by 900 mg 7 £ 2 days later, then 900 mg every 14 + 2 days for the study
duration. Soliris was administered as an intravenous infusion over 25 - 45 minutes.

PNH Study 1:

PNH patients with at least four transfusions in the prior 12 months, flow cytometric
confirmation of at least 10% PNH cells and platelet counts of at least 100,000/microliter
were randomized to either Soliris (n = 43) or placebo (n = 44). Prior to randomization, all
patients underwent an initial observation period to confirm the need for RBC transfusion
and to identify the hemoglobin concentration (the "set-point™) which would define each
patient’s hemoglobin stabilization and transfusion outcomes. The hemoglobin set-point
was less than or equal to 9 g/dL in patients with symptoms and was less than or equal to 7
g/dL in patients without symptoms. Endpoints related to hemolysis included the numbers
of patients achieving hemoglobin stabilization, the number of RBC units transfused,
fatigue, and health-related quality of life. To achieve a designation of hemoglobin
stabilization, a patient had to maintain a hemoglobin concentration above the hemoglobin
set-point and avoid any RBC transfusion for the entire 26 week period. Hemolysis was
monitored mainly by the measurement of serum LDH levels, and the proportion of PNH
RBCs was monitored by flow cytometry. Patients receiving anticoagulants and systemic
corticosteroids at baseline continued these medications.

Major baseline characteristics were balanced (see Table 10).

Table 10: PNH Studyl Patient Baseline Characteristics

Study 1

Parameter Placebo Soliris

(N=44) (N=43)
Mean age (SD) 38 (13) 42 (16)
Gender - female (%) 29 (66) 23 (54)
History of aplastic anemia or myelodysplastic 12 (27) 8 (19)

syndrome (%)

Patients with history of thrombosis (events) 8 (11) 9 (16)
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Study 1

Parameter Placebo Soliris
(N=44) (N=43)
Concomitant anticoagulants (%) 20 (46) 24 (56)
Concomitant steroids/immunosuppressant treatments 16 (36) 14 (33)
(%)
Packed RBC units transfused per patient in 17 (14, 25) 18 (12, 24)

previous 12 months (median (Q1,Q3))

Mean Hgb level (g/dL) at setpoint (SD) 8(1) 8(1)
Pre-treatment LDH levels (median, U/L) 2,234 2,032
Free hemoglobin at baseline (median, mg/dL) 46 41

Patients treated with Soliris had significantly reduced (p< 0.001) hemolysis resulting in
improvements in anemia as indicated by increased hemoglobin stabilization and reduced
need for RBC transfusions compared to placebo treated patients (see Table 11). These
effects were seen among patients within each of the three pre-study RBC transfusion
strata (4 - 14 units; 15 - 25 units; > 25 units). After 3 weeks of Soliris treatment, patients
reported less fatigue and improved health-related quality of life. Because of the study
sample size and duration, the effects of Soliris on thrombotic events could not be
determined.

Table 11: PNH Study 1 Results

Placebo Soliris

(N=44) (N=43)
Percentage of patients with stabilized hemoglobin levels 0 49
Packed RBC units transfused per patient (median) 10 0
(range) (2-21) (0-16)
Transfusion avoidance (%) 0 51
LDH levels at end of study (median, U/L) 2,167 239
Free hemoglobin at end of study (median, mg/dL) 62 5

PNH Study 2 and Extension Study:
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PNH patients with at least one transfusion in the prior 24 months and at least 30,000
platelets/microliter received Soliris over a 52-week period. Concomitant medications
included anti-thrombotic agents in 63% of the patients and systemic corticosteroids in
40% of the patients. Overall, 96 of the 97 enrolled patients completed the study (one
patient died following a thrombotic event). A reduction in intravascular hemolysis as
measured by serum LDH levels was sustained for the treatment period and resulted in a
reduced need for RBC transfusion and less fatigue. 187 Soliris-treated PNH patients were
enrolled in a long term extension study. All patients sustained a reduction in intravascular
hemolysis over a total Soliris exposure time ranging from 10 to 54 months. There were
fewer thrombotic events with Soliris treatment than during the same period of time prior
to treatment. However, the majority of patients received concomitant anticoagulants; the
effects of anticoagulant withdrawal during Soliris therapy was not studied [see Warnings
and Precautions (5.4)].

14.2 Atypical Hemolytic Uremic Syndrome (aHUS)

Five single-arm studies [four prospective: C08-002A/B (NCT00844545 and
NCTO00844844), C08-003A/B (NCT00838513 and NCT00844428), C10-003
(NCT01193348), and C10-004 (NCT01194973); and one retrospective: C09-001r
(NCT01770951)] evaluated the safety and efficacy of Soliris for the treatment of aHUS.
Patients with aHUS received meningococcal vaccination prior to receipt of Soliris or
received prophylactic treatment with antibiotics until 2 weeks after vaccination. In all
studies, the dose of Soliris in adult and adolescent patients was 900 mg every 7 + 2 days
for 4 weeks, followed by 1200 mg 7 £ 2 days later, then 1200 mg every 14 + 2 days
thereafter. The dosage regimen for pediatric patients weighing less than 40 kg enrolled in
Study C09-001r and Study C10-003 was based on body weight [see Dosage and
Administration (2.3)]. Efficacy evaluations were based on thrombotic microangiopathy
(TMA) endpoints.

Endpoints related to TMA included the following:

e platelet count change from baseline

e hematologic normalization (maintenance of normal platelet counts and LDH
levels for at least four weeks)

e complete TMA response (hematologic normalization plus at least a 25%
reduction in serum creatinine for a minimum of four weeks)

e TMA-event free status (absence for at least 12 weeks of a decrease in platelet
count of >25% from baseline, plasma exchange or plasma infusion, and new
dialysis requirement)

e Daily TMA intervention rate (defined as the number of plasma exchange or
plasma infusion interventions and the number of new dialyses required per
patient per day).

aHUS Resistant to PE/PI (Study C08-002A/B)
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Study C08-002A/B enrolled patients who displayed signs of thrombotic microangiopathy
(TMA) despite receiving at least four PE/PI treatments the week prior to screening. One
patient had no PE/PI the week prior to screening because of PE/PI intolerance. In order to
qualify for enrollment, patients were required to have a platelet count <150 x 10%/L,
evidence of hemolysis such as an elevation in serum LDH, and serum creatinine above
the upper limits of normal, without the need for chronic dialysis. The median patient age
was 28 (range: 17 to 68 years). Patients enrolled in Study C08-002A/B were required to
have ADAMTS13 activity level above 5%; observed range of values in the trial were
70%-121%. Seventy-six percent of patients had an identified complement regulatory
factor mutation or auto-antibody. Table 12 summarizes the key baseline clinical and
disease-related characteristics of patients enrolled in Study C08-002A/B.

Table 12: Baseline Characteristics of Patients Enrolled in Study C08-002A/B

C08-002A/B
(N=17)

Parameter

Time from aHUS diagnosis until screening in months,
median (min, max)
Time from current clinical TMA manifestation until screening

10 (0.26, 236)

<1(<1,4
in months, median (min, max) ( )
Baseline platelet count (x 10%L), median (range) 118 (62, 161)
Baseline LDH (U/L), median (range) 269 (134, 634)

Patients in Study C08-002A/B received Soliris for a minimum of 26 weeks. In Study
C08-002A/B, the median duration of Soliris therapy was approximately 100 weeks
(range: 2 weeks to 145 weeks).

Renal function, as measured by eGFR, was improved and maintained during Soliris
therapy. The mean eGFR (+ SD) increased from 23 + 15 mL/min/1.73m? at baseline to 56
+ 40 mL/min/1.73m? by 26 weeks; this effect was maintained through 2 years (56 + 30
mL/min/1.73m?). Four of the five patients who required dialysis at baseline were able to
discontinue dialysis.

Reduction in terminal complement activity and an increase in platelet count relative to
baseline were observed after commencement of Soliris. Soliris reduced signs of
complement-mediated TMA activity, as shown by an increase in mean platelet counts
from baseline to 26 weeks. In Study C08-002A/B, mean platelet count (+ SD) increased
from 109 + 32 x10%L at baseline to 169 + 72 x10%L by one week; this effect was
maintained through 26 weeks (210 + 68 x10%L), and 2 years (205 + 46 x10°%L). When
treatment was continued for more than 26 weeks, two additional patients achieved
Hematologic Normalization as well as Complete TMA response. Hematologic
Normalization and Complete TMA response were maintained by all responders. In Study
C08-002A/B, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins.
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Table 13 summarizes the efficacy results for Study C08-002A/B.

Table 13: Efficacy Results for Study C08-002A/B

Study C08-002A/B at Study CO08-
Efficacy Parameter 26 wks! 002A/B at 2 yrs?
(N=17) (N=17)
Complete TMA response, n (%) 11 (65) 13 (77)
Median Duration of complete TMA response, weeks 99 (25, 139)
38 (25, 56)

(range)
eGFR improvement >15 mL/min/1.73 m?, n (%) 9 (53) 10 (59)
Median duration of eGFR improvement, days (range) 251 (70, 392) ND
Hematologic normalization, n (%)

. . . N 13 (76) 15 (88)
Median Duration of hematologic normalization, 37 (25, 62) 99 (25, 145)
weeks (range)

TMA event-free status, n (%) 15 (88) 15 (88)

Daily TMA intervention rate, median (range)
Before eculizumab
On eculizumab treatment

0.82 (0.04, 1.52)
0(0,0.31)

0.82 (0.04, 1.52)
0 (0, 0.36)

LAt data cut-off (September 8, 2010).
2At data cut-off (April 20, 2012).

aHUS Sensitive to PE/PI (Study C08-003A/B)

Study C08-003A/B enrolled patients undergoing chronic PE/PI who generally did not
display hematologic signs of ongoing thrombotic microangiopathy (TMA). All patients
had received PT at least once every two weeks, but no more than three times per week,
for a minimum of eight weeks prior to the first Soliris dose. Patients on chronic dialysis
were permitted to enroll in Study C08-003A/B. The median patient age was 28 years
(range: 13 to 63 years). Patients enrolled in Study C08-003A/B were required to have
ADAMTS13 activity level above 5%; observed range of values in the trial were 37%-
118%. Seventy percent of patients had an identified complement regulatory factor
mutation or auto-antibody. Table 14 summarizes the key baseline clinical and disease-
related characteristics of patients enrolled in Study C08-003A/B.

Table 14: Baseline Characteristics of Patients Enrolled in Study C08-003A/B

Parameter

Study C08-003A/B
(N=20)

Time from aHUS diagnosis until screening in months,
median (min, max)

48 (0.66, 286)

Time from current clinical TMA manifestation until
screening in months, median (min, max)

9 (1, 45)

Baseline platelet count (x 10%L), median (range)

218 (105, 421)

Baseline LDH (U/L), median (range)

200 (151, 391)
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Patients in Study C08-003A/B received Soliris for a minimum of 26 weeks. In Study
C08-003A/B, the median duration of Soliris therapy was approximately 114 weeks
(range: 26 to 129 weeks).

Renal function, as measured by eGFR, was maintained during Soliris therapy. The mean
eGFR (z SD) was 31 + 19 mL/min/1.73m? at baseline, and was maintained through 26
weeks (37 + 21 mL/min/1.73m?) and 2 years (40 + 18 mL/min/1.73m?). No patient

required new dialysis with Soliris.

Reduction in terminal complement activity was observed in all patients after the
commencement of Soliris. Soliris reduced signs of complement-mediated TMA activity,
as shown by an increase in mean platelet counts from baseline to 26 weeks. Platelet
counts were maintained at normal levels despite the elimination of PE/PI. The mean
platelet count (+ SD) was 228 + 78 x 10%/L at baseline, 233 + 69 x 10%L at week 26, and
224 + 52 x 10%/L at 2 years. When treatment was continued for more than 26 weeks, six
additional patients achieved Complete TMA response. Complete TMA Response and
Hematologic Normalization were maintained by all responders. In Study C08-003A/B,
responses to Soliris were similar in patients with and without identified mutations in
genes encoding complement regulatory factor proteins.

Table 15 summarizes the efficacy results for Study C08-003A/B.

Table 15: Efficacy Results for Study C08-003A/B
Study C08-003A/B Study C08-003A/B
Efficacy Parameter at 26 wks! at 2 yrs?
(N=20) (N=20)
Complete TMA response, n (%) 5 (25) 11 (55)
Median duration of complete TMA response, 32 (12, 38) 68 (38, 109)
weeks (range)
- - >
eGFR 1mprovement(%A1))5 mL/min/1.73 m%, n 1(5) 8 (40)
TMA Event-free status n (%) 16 (80) 19 (95)

Daily TMA intervention rate, median (range)
Before eculizumab

0.23 (0.05, 1.07)

0.23 (0.05, 1.07)

On eculizumab treatment 0 0 (0, 0.01)
Hematologic normalization®, n (%)
Median duration of hematologic normalization, 18 (90) 18 (90)
weeks (range)® 38 (22, 52) 114 (33, 125)

L At data cut-off (September 8, 2010).
2 At data cut-off (April 20, 2012).

3 Calculated at each post-dose day of measurement (excluding Days 1 to 4) using a repeated measurement ANOVA
model.

4 In Study C08-003A/B, 85% of patients had normal platelet counts and 80% of patients had normal serum LDH levels

at baseline, so hematologic normalization in this population reflects maintenance of normal parameters in the absence
of PE/PI.

Retrospective Study in Patients with aHUS (C09-001r)
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The efficacy results for the aHUS retrospective study (Study C09-001r) were generally
consistent with results of the two prospective studies. Soliris reduced signs of
complement-mediated TMA activity, as shown by an increase in mean platelet counts
from baseline. Mean platelet count (+ SD) increased from 171 + 83 x10%L at baseline to
233 +109 x10%/L after one week of therapy; this effect was maintained through 26 weeks
(mean platelet count (+ SD) at week 26: 254 + 79 x10°%/L).

A total of 19 pediatric patients (ages 2 months to 17 years) received Soliris in Study C09-
001r. The median duration of Soliris therapy was 16 weeks (range 4 to 70 weeks) for
children <2 years of age (n=5), 31 weeks (range 19 to 63 weeks) for children 2 to <12
years of age (n=10), and 38 weeks (range 1 to 69 weeks) for patients 12 to <18 years of
age (n=4). Fifty-three percent of pediatric patients had an identified complement
regulatory factor mutation or auto-antibody.

Overall, the efficacy results for these pediatric patients appeared consistent with what
was observed in patients enrolled in Studies C08-002A/B and C08-003A/B (Table 16).
No pediatric patient required new dialysis during treatment with Soliris.

Table 16: Efficacy Results in Pediatric Patients Enrolled in Study C09-001r

<2 yrs 2to<12yrs 12 ;Or:m Total
Efficacy Parameter (N=5) (N=10) (N=19)
(N=4)

Complete TMA response, n (%) 2 (40) 5 (50) 1(25) 8 (42)
Patients with eGFR improvement >
15 mL/min/1.73 m?, n (%)? 2 (40) 6 (60) 1(25) 9(47)
Platelet count normalization, n (%)* 4 (80) 10 (100) 3 (75) 17 (89)
Hematologic Normalization, n (%) 2 (40) 5 (50) 1(25) 8 (42)
Daily TMA intervention rate,
median (range) <1 (0.07,

Before eculizumab 1(0,2) 1.46) <1(0,1) 0.31 (0.00, 2.38)

On eculizumab treatment <1(0,<1) 0(0,<1) 0(0,<1) 0.00 (0.00, 0.08)

L Platelet count normalization was defined as a platelet count of at least 150,000 X 10%L on at least two consecutive
measurements spanning a period of at least 4 weeks.

2 Of the 9 patients who experienced an eGFR improvement of at least 15 mL/min/1.73 m?, one received dialysis
throughout the study period and another received Soliris as prophylaxis following renal allograft transplantation.

Adult Patients with aHUS (Study C10-004)

Study C10-004 enrolled patients who displayed signs of thrombotic microangiopathy
(TMA). In order to qualify for enrollment, patients were required to have a platelet count
< lower limit of normal range (LLN), evidence of hemolysis such as an elevation in
serum LDH, and serum creatinine above the upper limits of normal, without the need for
chronic dialysis. The median patient age was 35 (range: 18 to 80 years). All patients
enrolled in Study C10-004 were required to have ADAMTS13 activity level above 5%;
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observed range of values in the trial were 28%-116%. Fifty-one percent of patients had
an identified complement regulatory factor mutation or auto-antibody. A total of 35
patients received PE/PI prior to eculizumab. Table 17 summarizes the key baseline
clinical and disease-related characteristics of patients enrolled in Study C10-004.

Table 17: Baseline Characteristics of Patients Enrolled in Study C10-004

Study C10-004
(N=41)

Parameter

Time from aHUS diagnosis until start of study drug in months,
median (range)

Time from current clinical TMA manifestation until first study
dose in months, median (range)

Baseline platelet count (x 10%/L), median (range) 125 (16 — 332)

Baseline LDH (U/L), median (range) 375 (131 - 3318)

0.79 (0.03 - 311)

0.52 (0.03-19)

Patients in Study C10-004 received Soliris for a minimum of 26 weeks. In Study C10-
004, the median duration of Soliris therapy was approximately 50 weeks (range: 13
weeks to 86 weeks).

Renal function, as measured by eGFR, was improved during Soliris therapy. The mean
eGFR (+ SD) increased from 17 + 12 mL/min/1.73m? at baseline to 47 + 24
mL/min/1.73m? by 26 weeks. Twenty of the 24 patients who required dialysis at study
baseline were able to discontinue dialysis during Soliris treatment.

Reduction in terminal complement activity and an increase in platelet count relative to
baseline were observed after commencement of Soliris. Soliris reduced signs of
complement-mediated TMA activity, as shown by an increase in mean platelet counts
from baseline to 26 weeks. In Study C10-004, mean platelet count (£ SD) increased from
119 + 66 x10°%/L at baseline to 200 + 84 x10°%/L by one week; this effect was maintained
through 26 weeks (mean platelet count (= SD) at week 26: 252 + 70 x10%L). In Study
C10-004, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins or auto-antibodies to
factor H.

Table 18 summarizes the efficacy results for Study C10-004.
Table 18: Efficacy Results for Study C10-004
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Efficacy Parameter StUd(KI:CAflf)_OM

Complete TMA response, n (%), 23 (56)

95% CI 40,72
Median duration of complete TMA response, weeks (range) 42 (6, 75)
Patients with eGFR improvement > 15 mL/min/1.73m?, n (%) 22 (54)
Hematologic Normalization, n (%) 36 (88)
Median duration of hematologic normalization, weeks (range) 46 (10, 75)
TMA Event-free Status, n (%) 37 (90)
Daily TMA Intervention Rate, median (range)

Before eculizumab 0.63 (0, 1.38)

On eculizumab treatment 0 (0, 0.58)

Pediatric and Adolescent Patients with aHUS (Study C10-003)

Study C10-003 enrolled patients who were required to have a platelet count < lower limit
of normal range (LLN), evidence of hemolysis such as an elevation in serum LDH above
the upper limits of normal, serum creatinine level >97 percentile for age without the need
for chronic dialysis. The median patient age was 6.5 (range: 5 months to 17 years).
Patients enrolled in Study C10-003 were required to have ADAMTS13 activity level
above 5%; observed range of values in the trial were 38%-121%. Fifty percent of patients
had an identified complement regulatory factor mutation or auto-antibody. A total of 10
patients received PE/PI prior to eculizumab. Table 19 summarizes the key baseline
clinical and disease-related characteristics of patients enrolled in Study C10-003.

Table 19: Baseline Characteristics of Patients Enrolled in Study C10-003

Patients
1 month to <12 years
(N=18)

All Patients

Parameter (N=22)

Time from aHUS diagnosis until start of study

drug in months, median (range) 0.51(0.03-58)

0.56 (0.03-191)

Time from current clinical TMA manifestation

until first study dose in months, median (range) 0.23(0.03-4)

0.2 (0.03-4)

Baseline platelet count (x 10%L), median (range)
Baseline LDH (U/L) median (range)

110 (19-146)
1510 (282-7164)

91 (19-146)
1244 (282-7164)

Patients in Study C10-003 received Soliris for a minimum of 26 weeks. In Study C10-
003, the median duration of Soliris therapy was approximately 44 weeks (range: 1 dose to
88 weeks).

Renal function, as measured by eGFR, was improved during Soliris therapy. The mean
eGFR (+ SD) increased from 33 + 30 mL/min/1.73m? at baseline to 98 + 44
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mL/min/1.73m? by 26 weeks. Among the 20 patients with a CKD stage >2 at baseline, 17
(85%) achieved a CKD improvement of >1 stage. Among the 16 patients ages 1 month to
<12 years with a CKD stage >2 at baseline, 14 (88%) achieved a CKD improvement by
>1 stage. Nine of the 11 patients who required dialysis at study baseline were able to
discontinue dialysis during Soliris treatment. Responses were observed across all ages
from 5 months to 17 years of age.

Reduction in terminal complement activity was observed in all patients after
commencement of Soliris. Soliris reduced signs of complement-mediated TMA activity,
as shown by an increase in mean platelet counts from baseline to 26 weeks. The mean
platelet count (+ SD) increased from 88 + 42 x10%/L at baseline to 281 + 123 x10%L by
one week; this effect was maintained through 26 weeks (mean platelet count (£SD) at
week 26: 293 + 106 x10%L). In Study C10-003, responses to Soliris were similar in
patients with and without identified mutations in genes encoding complement regulatory
factor proteins or auto-antibodies to factor H.

Table 20 summarizes the efficacy results for Study C10-003.

Table 20: Efficacy Results for Study C10-003

Patients
All Patients
. 1 month to <12 years
Efficacy Parameter (N=22)
(N=18)
0,
Complete TMA response, n (%) 11 (61) 14 (64)
95% ClI
Median Duration of complete TMA response 36, 83 41,83
1 ' 40 (14, 77) 37 (14, 77)
weeks (range)
1 1 L] 2.
eGFR improvement ?/loi mL/min/ 1.73*m?en 16 (89) 19 (86)
Complete Hematologic Normalization, n (%)

! . . 14 (78) 18 (82)
Medlan_ Du_ratlon of complete hematologic 38 (14, 77) 38 (14, 77)
normalization, weeks (range)

TMA Event-Free Status, n (%) 17 (94) 21 (95)

Daily TMA Int_erventlon rate, median (range) 0.2 (0, 1.7) 0.4 (0, 1.7)
Before eculizumab treatment 0 (0, 0.01) 0 (0, 0.01)
On eculizumab treatment ' '

L Through data cutoff (October 12, 2012).

14.3 Generalized Myasthenia Gravis (gMG)

The efficacy of Soliris for the treatment of gMG was established in gMG Study 1
(NCT01997229), a 26-week randomized, double-blind, parallel-group, placebo-
controlled, multi-center trial that enrolled patients who met the following criteria at
screening:

1. Positive serologic test for anti-AChR antibodies,
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2. Myasthenia Gravis Foundation of America (MGFA) Clinical Classification Class
IHto 1V,

MG-Activities of Daily Living (MG-ADL) total score >6,

4. Failed treatment over 1 year or more with 2 or more immunosuppressive therapies
(ISTs) either in combination or as monotherapy, or failed at least 1 IST and
required chronic plasmapheresis or plasma exchange (PE) or intravenous
immunoglobulin (1VI1g).

A total of 62 patients were randomized to receive Soliris treatment and 63 were
randomized to receive placebo. Baseline characteristics were similar between treatment
groups, including age at diagnosis (38 years in each group), gender [66% female
(eculizumab) versus 65% female (placebo)], and duration of gMG [9.9 (eculizumab)
versus 9.2 (placebo) years]. Over 95% of patients in each group were receiving
acetylcholinesterase (AchE) inhibitors, and 98% were receiving immunosuppressant
therapies (ISTs). Approximately 50% of each group had been previously treated with at
least 3 ISTs.

Soliris was administered according to the recommended dosage regimen [see Dosage and
Administration (2.4)].

The primary efficacy endpoint for gMG Study 1 was a comparison of the change from
baseline between treatment groups in the Myasthenia Gravis-Specific Activities of Daily
Living scale (MG-ADL) total score at Week 26. The MG-ADL is a categorical scale that
assesses the impact on daily function of 8 signs or symptoms that are typically affected in
gMG. Each item is assessed on a 4-point scale where a score of 0 represents normal
function and a score of 3 represents loss of ability to perform that function (total score O-
24). A statistically significant difference favoring Soliris was observed in the mean
change from baseline to Week 26 in MG-ADL total scores [-4.2 points in the Soliris-
treated group compared with -2.3 points in the placebo-treated group (p=0.006)].

A key secondary endpoint in gMG Study 1 was the change from baseline in the
Quantitative Myasthenia Gravis (QMG) total score at Week 26. The QMG is a 13-item
categorical scale assessing muscle weakness. Each item is assessed on a 4-point scale
where a score of 0 represents no weakness and a score of 3 represents severe weakness
(total score 0-39). A statistically significant difference favoring Soliris was observed in
the mean change from baseline to Week 26 in QMG total scores [-4.6 points in the
Soliris-treated group compared with -1.6 points in the placebo-treated group (p=0.001)].

The results of the analysis of the MG-ADL and QMG from gMG Study 1 are shown in
Table 21.
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Table 21: Analysis of Change from Baseline to Week 26 in MG-ADL and QMG
Total Scores in gMG Study 1
Soll\;ris-LS Plalt\:/lebo-LS Soliris change relative to
Efficacy €an €an placeb_o — LS Mean valles
Endpoints (N=62) (N=63) Difference P
(SEM) (SEM) (95% CI)
MG-ADL -4.2 (0.49) -2.3(0.48) -1.9 (-3.3,-0.6) (0.006% 0.014")
QMG -4.6 (0.60) -1.6 (0.59) -3.0 (-4.6, -1.3) (0.001% 0.005°)

SEM= Standard Error of the Mean;

Soliris-LSMean = least square mean for the treatment group;

Placebo-LSMean = least square mean for the placebo group;

LSMean-Difference (95% CI) = Difference in least square mean with 95% confidence interval;

p-values (testing the null hypothesis that there is no difference between the two treatment arms a: in least square means
at Week 26 using a repeated measure analysis; b: in ranks at Week 26 using a worst rank analysis).

In gMG Study 1, a clinical response was defined in the MG-ADL total score as at least a
3-point improvement and in QMG total score as at least a 5-point improvement. The
proportion of clinical responders at Week 26 with no rescue therapy was statistically
significantly higher for Soliris compared to placebo for both measures. For both
endpoints, and also at higher response thresholds (>4-, 5-, 6-, 7-, or 8-point improvement
on MG-ADL, and >6-, 7-, 8-, 9-, or 10-point improvement on QMG), the proportion of
clinical responders was consistently greater for Soliris compared to placebo. Available
data suggest that clinical response is usually achieved by 12 weeks of Soliris treatment.

14.4 Neuromyelitis Optica Spectrum Disorder (NMOSD)

The efficacy of Soliris for the treatment of NMOSD was established in NMOSD Study 1
(NCT01892345), a randomized, double-blind, placebo-controlled trial that enrolled 143
patients with NMOSD who were anti-AQP4 antibody positive and met the following
criteria at screening:

1. History of at least 2 relapses in last 12 months or 3 relapses in the last 24 months,
with at least 1 relapse in the 12 months prior to screening,

2. Expanded Disability Status Scale (EDSS) score <7 (consistent with the presence
of at least limited ambulation with aid),

3. If on immunosuppressive therapy (IST), on a stable dose regimen,
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4. The use of concurrent corticosteroids was limited to 20 mg per day or less,

5. Patients were excluded if they had been treated with rituximab or mitoxantrone
within 3 months or with 1VIg within 3 weeks prior to screening.

A total of 96 patients were randomized to receive Soliris treatment and 47 were
randomized to receive placebo.

The baseline demographic and disease characteristics were balanced between treatment
groups. During the treatment phase of the trial, 76% percent of patients received
concomitant IST, including chronic corticosteroids; 24% of patients did not receive
concomitant IST or chronic corticosteroids during the treatment phase of the trial.

Soliris was administered according to the recommended dosage regimen [see Dosage and
Administration (2.4)].

The primary endpoint for NMOSD Study 1 was the time to the first adjudicated on-trial
relapse. The time to the first adjudicated on-trial relapse was significantly longer in
Soliris-treated patients compared to placebo-treated patients (relative risk reduction 94%;
hazard ratio 0.058; p < 0.0001) (Figure 1).

Figure 1. Kaplan-Meier Survival Estimates for Time to First Adjudicated On-Trial
Relapse — Full Analysis Set
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=2 48 Weeks (95% CI):
Q. — —— Placebo 0.632(0.468, 0.758) Log rank p-value: <0.0001
= Eculizumab  0.979(0.918,0.955)  Hazard ratio (95% CI): 0.058 (0.017. 0.197)
0.0+

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 211
Time in Study Period (weeks)
Number at Risk:

Placebo 47 38 30 24 21 16 13 10 9 6 5 5 4 3 3 3 3 1

Eculizumab 96 92 83 78 68 60 a8 52 46 41 32 24 22 18 14 8 2 1
Note: Patients who did not experience an adjudicated on-trial relapse were censored at the end of the study period.

Abbreviations: ClI = confidence interval

Soliris-treated patients experienced similar improvement in time to first adjudicated on-
trial relapse with or without concomitant treatment. Soliris-treated patients had a 96%
relative reduction in the adjudicated on-trial annualized relapse rate (ARR) compared to
patients on placebo, as shown in Table 22.
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Table 22: Adjudicated On-trial Annualized Relapse Rate — Full Analysis Set

. - Placebo Soliris
Variable Statistic (N=47) (N=96)
Total number of relapses Sum 21 3
Adjusted adjudicated ARR? Rate 0.350 0.016

Rate ratio 0.045
Treatment effect? (eculizumab/placebo) '
p-value <0.0001
@ Based on a Poisson regression adjusted for randomization strata and historical ARR in 24 months prior to
screening.

ARR = annualized relapse rate

Compared to placebo-treated patients, Soliris-treated patients had reduced annualized
rates of hospitalizations (0.04 for Soliris versus 0.31 for placebo), of corticosteroid
administrations to treat acute relapses (0.07 for Soliris versus 0.42 for placebo), and of
plasma exchange treatments (0.02 for Soliris versus 0.19 for placebo).

16 HOW SUPPLIED/STORAGE AND HANDLING

Soliris (eculizumab) injection is a sterile, preservative-free, clear, colorless solution
supplied as one 300 mg/30 mL (10 mg/mL) single-dose vial per carton (NDC 25682-001-
01).

Store Soliris vials refrigerated at 2°-8° C (36°-46° F) in the original carton to protect from
light until time of use. Soliris vials may be stored in the original carton at controlled room
temperature (not more than 25° C/77° F) for only a single period up to 3 days. Do not use
beyond the expiration date stamped on the carton. Refer to Dosage and Administration
(2) for information on the stability and storage of diluted solutions of Soliris.

DO NOT FREEZE. DO NOT SHAKE.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read FDA-approved patient labeling (Medication Guide).

Meningococcal Infection

Prior to treatment, patients should fully understand the risks and benefits of Soliris, in
particular the risk of meningococcal infection. Ensure that patients receive the
Medication Guide.

Inform patients that they are required to receive meningococcal vaccination at least 2
weeks prior to receiving the first dose of Soliris, if they have not previously been
vaccinated. They are required to be revaccinated according to current medical guidelines
for meningococcal vaccines use while on Soliris therapy. Inform patients that vaccination
may not prevent meningococcal infection [see Warnings and Precautions (5.1)].

Signs and Symptoms of Meningococcal Infection

Inform patients about the signs and symptoms of meningococcal infection, and strongly
advise patients to seek immediate medical attention if these signs or symptoms occur.
These signs and symptoms are as follows:

headache with nausea or vomiting
headache and a fever

headache with a stiff neck or stiff back
fever

fever and a rash

confusion

muscle aches with flu-like symptoms
eyes sensitive to light

Inform patients that they will be given a Soliris Patient Safety Information Card that they
should carry with them at all times. This card describes symptoms which, if experienced,
should prompt the patient to immediately seek medical evaluation.

Other Infections

Counsel patients about gonorrhea prevention and advise regular testing for patients at-
risk.

Inform patients that there may be an increased risk of other types of infections,
particularly those due to encapsulated bacteria.

Aspergillus infections have occurred in immunocompromised and neutropenic patients.

Inform parents or caregivers of children receiving Soliris for the treatment of aHUS that
their child should be vaccinated against Streptococcus pneumoniae and
Haemophilus influenzae type b (Hib) according to current medical guidelines.

Discontinuation

38

Reference ID: 4454988



Inform patients with PNH that they may develop hemolysis due to PNH when Soliris is
discontinued and that they will be monitored by their healthcare professional for at least 8
weeks following Soliris discontinuation.

Inform patients with aHUS that there is a potential for TMA complications due to aHUS
when Soliris is discontinued and that they will be monitored by their healthcare
professional for at least 12 weeks following Soliris discontinuation. Inform patients who
discontinue Soliris to keep the Soliris Patient Safety Information Card with them for three
months after the last Soliris dose, because the increased risk of meningococcal infection
persists for several weeks following discontinuation of Soliris.

Manufactured by:

Alexion Pharmaceuticals, Inc.
121 Seaport Boulevard
Boston, MA 02210 USA

US License Number 1743

This product, or its use, may be covered by one or more US patents, including US Patent
No. 6,355,245, US Patent No. 9,732,149 and US Patent N0.9,718,880 in addition to
others including patents pending
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mho = BIVER
BlIfER4 A BE TSR
(N =43) (N=44)
N (%) N (%)
SEJR 19 (44) 12 (27)
VDS 10 (23) 8 (18)
BT 8(19) 4 (9)
ST 7 (16) 5(11)
I 57 5(12) 1(2)
Nk 5(12) 4 (9)
B~ L~ R Y 3(7) 0
Il e 5% 3(7) 0
EREIRS 3(7) 1(2)
{5 ik 3(7) 2(5)
s 3(7) 1(2)
VU R 3(7) 1(2)
A 7N YRS 2(5) 1(2)

7T AR R TIX, AFRE4AB (9%) LT TBREEIB (21%) ICEELRBIER NG
ST, EEZLBWEMRICIZ. BYYEKR O PNH OHEITHNE N TWD, AFIEEHIFIC, 3E
TR EGI I8, 7RG 1 FlziieESERn b7,

BB £ 72 1B B I BV CARAIZ # 5 L 7= PNH B3 193 Bl S = mIfEH L,
TR BREND ORE LR ThH -T2, ZTHHRBRIZEWNT, BED 16%ICEE A
TERDREL LTz, b EBICHRE SNZEWERIL., A VRS 2%) 38 2%) . &
M (2%) KOFE 2%) Thol,

aHUS

aHUS BEICB I AARFN DL et E . a2y T 07, HEERR 4B A - FOESR
H gL L= C08-002A/B #kBR, CO08-003A/B ik MUY C10-004 #Br, /NE - HFOHEBRE %
xtge & L7z C10-003 ikBR) MOV hu A7 7 ¢ 73 Bk 15388k (C09-001r 7BR) TRHME L7,

IFOT—21%, AR ONHFDVHD aHUS BE 78 il 2 x5 & L7z C08-002A/B iR, CO8-
003A/B ik & Y C10-004 iR B2 DO TH D, &, HEHETAR OS5 2517
oo BHMIMPSEIX 67 B Th -7 (HiPH : 2~145 FfH) . C08-002A/B 7R, C08-
003A/B i K Y C10-004 FER DO G A D 10% L FTHRESNIZAEREROE L OEES
\ZRT,



1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

*5: C08-002A/B 3Bk, CO08-003A/B 3B, C10-004 3Bk : RAKOCFIEBED
10%L ETHEINHAEER
BEE (%)
C08-002A/B  C08-003A/B C10-004 Gl
(N=17 (N =20) (N =41) (N=78)
I REEE
e Ifn @ 10 (59) 9 (45) 7(17) 26 (33)
K ifn 5 2(12) 4 (20) 7(17) 13 (17)
BRYWER X O\F4A RIE
SRUE SR 3(18) 2 (10) 4 (10) 9 (12)
EAEEDS 3(18) 11 (55) 7(17) 21 (27)
B R 3(18) 4 (20) 2(5) 9 (12)
RGE R 5(29) 8 (40) 2(5) 15 (19)
PR B G 6 (35) 3(15) 8 (20) 17 (22)
B IR E
T 8 (47) 8 (40) 12 (32) 29 (37)
Mg - 8 (47) 9 (45) 6 (15) 23 (30)
G 5(29) 8 (40) 5(12) 18 (23)
il¢r 3(18) 6 (30) 6 (15) 15 (19)
FRRRIEE
SHR 7 (41) 10 (50) 15 (37) 32 (41)
MEL I Y o REE
25 ifn. 6 (35) 7 (35) 7(17) 20 (26)
M I BRI iE 4 (24) 3 (15) 5(12) 12 (15)
FEPRIEE
AHRSE 4(24) 2 (10) 5(12) 11 (14)
IR B
L e 5(29) 3(15) 6 (15) 14 (18)
PREEH 2(12) 1(5) 5(12) 8 (10)
FERER. BIERIS X OthRREE
BAUS 4 (24) 6 (30) 8 (20) 18 (23)
2HEER L ORS R
I 3(18) 4 (20) 3(7) 10 (13)
ARAYVEIE 5(29) 4 (20) 9(22) 18 (23)
FEEA 4(24) 5(25) 7(17) 16 (21)
15 7 i 3(18) 4 (20) 6 (15) 13 (17)
ARFEE 5(29) 2(10) 8 (20) 15 (19)
KRB L ORBEEE
& U o e 3(18) 2 (10) 4 (10) 9 (12)
J %, . ¢ B
& X X O R TR E
W35 2(12) 3(15) 6 (15) 11 (14)
Z O PEIE 1(6) 3 (15) 4 (10) 8 (10)
HEER L O AEREE
ESIiEG 1 (6) 2(10) 7(17) 10 (13)
B 3(18) 3(15) 2(5) 8 (10)

* MedDRA JEAGED mfi £, EETPER ML, & e 2 & e,
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1.6 SNENC I 1T B ARSI B 5 2 B Rt
7 Y RA~T GElsf#z)

C08-002A/B &5k, C08-003A/B ik & (N C10-004 ikBr & & ¥ T 60% (78 B 47 f51]) (2
BRAERSR (SAE) RO LN, KbHMHBEICHRE SNCEERAFFGIL, BYYE
(24%) . mIE (5%) . BHEERE (5%) . BHEEEE (%) Thol, BF SHNE
EHOOOEEZ T L GF  BEEDOE, 16 25t T~ h—F ZADHT=
7R, 1B BRI A TERER )

C10-003 &BRICIZ. 2261 (5B 12 RTIE 18 ]) DO/NERONFVEBRE ZHAN., 2FIC
AFN O & ARG Uiz, BeGHIRIPIiiiX 44 80 (EEPE - 1 B~87 1) .

C10-003 FRER DRG] D 10%LL ETHAE SN2 TOEEFLREE 6ITRT,

£6: C10-003 3Bk : 10%LA Lo BFIZHKEHA LI-BIEA
A 1~12 Rk &%
(N=18) N=22)

RS 3(17) 3 (14)
BB E

2] 6 (33) 7(32)

TR 5(28) 7(32)

Mg - 4(22) 6 (27)

HIERR 0 3(14)
2HEER L OGN

32 9 (50) 11(30)
JRYWE R X OVFAE RUE

b RGE R 5(28) 7(32)

LD 3(17) 6 (27)

B 4(22) 4(18)

PR I Sk G 3(17) 4 (18)

AT —T VR AT Y 3(17) 3 (14)
BRI X O AR EE

A 2(11) 3 (14)
PR RIEE

GIEPL 3(17) 4 (18)
B X UURKREE 3(17) 4 (18)
PRk, MRS L OtRRREE

BAUS 7(39) 8 (36)

1 e niH SRR 1 (6) 3(14)
BRER LUK THgEE

W95 4 (22) 4 (18)
MmEREE

e I 4(22) 4(18)

C10-003 FERICIBUVT, 59% (22 fF 13 f5]) OBEICEELRAEERESL (SAE) MNiEH LT,
BOEBICHRE SN AERESIT. St (9%) . A LZEEBE (9%) . B (9%) .
FRGEEGE (%) Tholz, BE 1HIN, AEFR (EEOWE) 2L KKKk 5 %1
=L,

C09-001r 3R (N=30) 2B LI/NERORABENGL L b Ay T ¢ TIZNE LA
EHBOT — X ORI LD . AFOZEMET a7 7 A VE, 22507 8 AT T ¢ T3BRIC
BOWTBRINTZLOLFEETH o 72, C09-001r skBRIZIZ. 19 B 18 kA /N BB A3
GENLTW, 2RIICR T, C09-001r 5RERIZ 8GR L7/ NEEEF TR T 2 ARKH DL 2T,
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

MABETOREM LD LY ThoTz, /NEREICRBMHEICHIE LT (15%L L) A
EEL LR TITRT,

#7: C09-001r FRBR : 18 HATEDBE D 15%LL EIZHRIE LT-RBIfEA
BEE (%)
. 2k 12 Ll b =
i?if 12 BN 18 BRI (ﬁrw)
(N=10) (N=4)

2HEERER XU 5HAL

FEEL 4 (80) 4 (40) 1 (25) 9 (47)
B IR E

T 1 (20) 4 (40) 1 (25) 6 (32)

Mg - 2 (40) 1(10) 1(25) 4(21)
RBRYYER X O\FAE RIE

RGE R 2 (40) 3 (30) 1 (25) 6 (32)
MR RR. BIERIS & OWERRREE

B 3 (60) 2 (20) 0 (0) 5(26)

P 2 (40) 2 (20) 0(0) 4(21)
DEE

HER 2 (40) 2 (20) 0 (0) 4(21)

4 MedDRA HAGE D _ESGE Y K ORIRERR 2 & T,

eMG

eMG BE & k5 L U TARBIOA 2025 L7z 26 8 077 & AR5t B (gMG 7Bk 1)
Tik, 2 BINHEREH & AR OG- 255, 63BN T T v RO 257 LK%
(14.3) 2H] . WHRBEHEOFEBOFHIL 19~795% TH Y . 66% 0 LM TH o7, gMG R
BR1IZBWT, AFIRED 5%LLETHRIEL, o7 7B REEL D L AFIBECTORIRN G
Mo T-RITER #23& 8 12T,

x8: gMG B 1 : FFIBED 5% LCREL, 07T RBEL D KBRNEH
o T-BIVEA
AHRE 75 B REE
(N=62) (N =63)
N (%) N (%)
B IR E
[y 5(8) 305
—ik - REEEFER JORERNT
DIRFE
A M e 5(8) 3(5)
FEEN 4(7) 203)
BYUER K OVFAE BiE
Bl L2 A )L A kY 5(8) 12
BE. PEBIULEAIHE
A5 5(8) 2(3)
BERRE L O AR E
Mg e 9 (15) 5(8)

gMG RER 1 OEWkeiR 55 (ECU-MG-302 RBR) (2B T, AFIOEE 2% 1) - BE
D 10%LL ETHRILZEWERA DS b, £ 8 ICEHEN TV ARWESR L, R (26%) . S0HEE
&K (24%) . TH (15%) . BE#ETE (12%) . EXGERYZE (11%) ROVEDL (10%) Thoiz,
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1.6 SNENC I 1T B ARSI B 5 2 B Rt
7 Y RA~T GElsf#z)

NMOSD

NMOSD & KT 2 AFN DR B2 35 77 AR (NMOSD #&Br 1) Tix. 96
B D BENHER R GIETAR OB G 2205, 47 IR T 7 v ROKE 2% 071 [ Mg

(14.4) =/ . BEOFEIX 19~75 % (CFH 44 5%) T 9% 0 & Th -7, NMOSD
B ICBWTAKIRED 5% ETHREL, 22O T REEL D BRBNE - T-EWEH 2%
9 |7RT,

*9: NMOSD B 1 : AFIFBED 5% LA ETHRBEL, o7 7 BREEX Y BHEHN
= T-EIVER
AFK#E A Y
(N =96) (N=47)
N (%) N (%)

B BE 1295/88 617/45
MEB LY VR REE

1 if BRI E 5(5) 1(2)

U o SERIBUAE 5(5) 0 (0)
RS

H N 6 (6) 24)
BEE

T 15 (16) 7 (15)

(EE 9(9) 3(6)
—f% - 2HEER I OBEBMOR
12

1 ) 5(5) 1(2)
RRYE R & OVEA HUE

AGE Y 28(29) 6 (13)

ERUGEED S 20 (21) 9(19)

A7z 11 (11) 2(4)

W 5E 28 10 (10) 3(6)

RUE R 909) 3(6)

M 909) 4(9)

[t ¢ 8(8) 1(2)

i 7(7) 0 (0)

Il dek e 5% 6 (6) 0 (0)

e B % 5(5) 1(2)
BE, PEBIUULEADHE

P15 10 (10) 2(4)
KRB L CRBREE

RAREOE 5(5) 1(2)
HEREREB L O AHEEE

R 14 (15) 6(13)

B 11 (11) 5(11)

B #E TR 6 (6) 0(0)

A 5(5) 24)
TR EE

FEIMED F 14 (15) 6 (13)

SEIRT 8(8) 3(6)
FERES. BIERES X ONithRRE S

1 A BE R 7(7) 2 (4)
KR X OB TR EE

BT 5(5) 24)
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

6.2 o5 R

b oD KRy ERIAI L RERC, SERMENRET DAl REEN B 5, PURFEAOK L,
BEEOBE R ORERMEICRE IEIFT D, 2, HINEETELREZHE (BRbikz
ate) BtEOFRBERIL, WEFE, BRIEOTY #v, IR, OFHSE, EfRE R L
DN ONDRFDEBEEZ T TWDH AR H D, ZHHOHMEMNS, LRI RTRERE
fOFRER L O, UIMORK L O TH =7 U X~ THIROREREZ T 5 2 LI,
RO T2 BRI D72 N D AHEMEN B 5,

ARFN ORI, 2 FEHO R 20 EREEIC LV ie s U X~ TR & i L CRki L
77o PNH OHEIEICH L TiE, =27 U X~T7DFab 777 A M&aIENE L THWEZEESZD
P A HIEYE (enzyme-linked immunosorbent assay: ELISA) Zf#f L. aHUS, gMG &
NMOSD D ECHT /=72 PNH BEFIZX L Cld, =7 UV A~T7 0552 EME LTHN
7= b5t (electro-chemiluminescence: ECL) 7V v ¥ ZVE4A R L7-, PNH B&IZ
FBUT, ELISAVETIE 196 65l 3 5] (2%) (2. ECLIETIE 161 6 541 (3%) (2. AHAIC
XA PUAR I STz, aHUS B3 T, ECLIEIZ XY 100 B 3 41 (3%) (CAFNZ ®F4
HHURR B &7z, eMG BE 62 B 5 B, 26 B DO AR G514 (CARKFN % D PR
HENTCBF TV o T, BFGHIRT, AFIZ S L7z NMOSD B3 96 4 2 11 (2%)
TAANZK T D PR bl

72, ECLIEA HIT L7z 2 meg/mL DRSS M COHFHUARIEIZ L Y, ECLIETHI=2 Y
R TR & 72> 72 510 PNH B3, 3 5l aHUS B3 )& O 2 11> NMOSD 8.3 & 1 fn
PUAZRH L7z, PNHBE 161 4 241 (1.2%) KO aHUS B 100 69 141 (1%) 2
FIHURDIMEBGME 2 H AL T= 53, NMOSD B3 96 BiliZ 1 AnHTIR OIRAERGE I LR H 7
Mol

WP OBEISAE TS, PURFEI & BRRZIR & O 5272 FBERR B S h e o T,

6.3 IR % A RE

U FORIWER OFEN, AKFNAZREZEOMEHBFICHER I TS, 6 DOEIWERIL, JEF
MNATEEZEMND BREAICHE SN0, BT UL REMHEENHEEICHF X KA
B5 L ORFEERPNZETE 5 H D TRV,

IR XN T EFE 72 J8YLE © Neisseria gonorrhoeae, Neisseria meningitidis, Neisseria
sicca/subflava, RO 77 &V 7|

8 WHHRGCEEEEATOMEA
8.1 PR
Y 2 A

TRk 2 AR A OERERIRICE T 57 — 2 IR LTV B8, B AEICET D45
EDOFERBIFOBRIIRD DN o T (F—FDBERM) , HRICBE L TiX, RIBFED
FAEVER M ~E 7 v © 2V RIAE (PNH) M OVEHAE MM R BEAEGERE (aHUS) 12 5 RHA
KORERA~DY R BN D (BiKAIEZEDERM) . KF 31O~ U A8 DERWE

Hi~ 2 C5HUE) AW T-ERBRTIL, © FHED 2~ {0 5.8 THEREF O/
WL OEENEM LT (7= DIEHEMH),

WIS BF R T 5 EREREFE LA RGEICHT HHEINLIE R AZIIARHTSH
%o BTOFRICIL, SRKES . WEXITIFDOMOGEEREROEEY 270835, KET
E. RENICB W THERICED AR TORRET RO HRREOH ELS Y 27
I, FNEN 2~4% K N 15~20% T 5,
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

BERIR ) 5 22

TEIBITE 5 FHER O RIFNG e oo U X 2

R o PNHIZ XV | fEREAE OB L, fitetEA o b, YwE, Hif, B RFEE K Y
RO T RO EORMERDOFERER)F, IR T R ORER EORIEOAE R
JHENED 5N TN D,

HRF O aHUS (2 XV | FRTHE K ONREER & ORMED A E /28513 K OV NG 3 B R4
(IUGR) . BRI R OMEHAERE R EORBIE HiAE RO ERERIFNRD b T\ 5,

7y
fie = — 4

ABN DR 5% T T2\ CHPE LTz 300 Bl B2 5ilmDT — 2 %70 A7 T 07 (50.3%)
BV ba 2275 47 (49.7%) I L CTF— itz i L= & 2 A, ZaMIcEd
HIEAIT TR ENR -T2, L L, ZhEDTF—ZIIHRERNPIRONTWDH =0, TR
HOEANZEET DY A7 ZfEFRIZERNT D 2 LIXTER,

BY=—s

Piv U A CSHURERWT, ~ 7 A CEMATERER 2 5206 L7, ARBR I, (REHR %K
(2, b MERAEOK 2~4F (KRR & 4~81% (GHE) 2~U R &G L, R
ORI E Tloi 5 L2A1E. SBEE IO FIZA LN -T2, WEF
PN R G LA 1R, mHEZ &S LI BEW o AT 230 Pir 2 PRI #EREE Rk
B 1L~ =T BB bz, L L, PURREIC X 2R FEOH AR
DOIMZT 2o Tz, FUER~OBBEDZIEINER D DAL E COWM Th o HE 1%, HEHAE
DL ITPIEETZITFE T RO L AL CeHRREE 25 VT 1 DL, (KA &E#E 25 B 28, & H
B 25T SIT) |, A LI AT ORE & ARTRKERIZIER Th o7,

8.2 By
U 27

B WART — X O B THIFITRIATEER LDy J X~ T ZH)53 5 D37
W, BHERD IgG it hOAHFICHFEET D ENMBNTND, AT ARERERD A +0
e, BHNINCHT 227 V A~ T ORBELEP NI THZ LIETERY, Ftawoxt
T2 ) AT OBIZET LT — X320, BELEROMERE EORILORT ¢ v M,
FERLOEFIR EORFIO MBS, AREISUIRIEIZ & 5 BHAORES BRI KIE LIS 5 ETE
728 EFEH & HICHRGETT 2 0ER S 5,

8.4 INRA~DFEH

PNH, gMG, X|Z NMOSD O/NEEEZEDIREIZIE W T, KFIOLEME L BRIEITMNL ST
b\fcﬁb\o

aHUS O/NREE OIGHE TIL, ARAN DL & HMENRHEN. ST\ b, aHUS /NI
KT HAKIOME AL, aHUS (232 AFI D2 M K O ZMEZ 550 L7, @Y 7%t il 4 &
Wiz 4o0RER (H#is 2~17 0/ NRBREH 47612 ET) O T A2k EM T 5N
TW5, aHUSTRIEICKI T 2 AFI DM & Aohii, /IR &R & O TAEN K
Wb EBbid, [FIEH 6.1) , K& (14.2) 28]

BEERE . RV EREREONET SNV - L7 PFE DDA (Hib) 2%t 5 765
Witz ACIPONA RTA - TCHETDHZ &, [BALEH LOFEE (5.1,5.2) 2]
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

8.5 A ~DfE

HRER & 7= SR B O EEIRBR IZ B\ T 65 i L 0 B 51451 (PNH 15 5, aHUS 4 44l
gMG 26 fl, NMOSD 6 ) (ZAAIZ 5 L7z, T4 6 OERIRFER CILfFimIc BE+ 20 57
AFEITRD LIRS TD, 65 WL EOBBEMD ARy 70icd, TN FOBH & s
THAINZER DD E 2 225 Z LB TE RN,

11 #HR - 1R

RIEEAER Ch D57 U A~ 71, ~ U A B RiEMaEE L0 EA S, EHER 2R3 o
F7 e AN Rl S B G R 2 e MEE ) 7 n—F L 1gGABURTH D, =7
UA<71E, b b 1gG2/IgG4 BdsD b MEFEMEE, KOt N7 L—ATU—7 OB - BT
EREIITNE L 7o~ 7 AR IR EEIR ) D72 5, £, 2ARKOEE (7 /B 448 fA) &
2AROEGH (7 /2214 8) THERKS ., S FEIZB L% 148kDa TH %,

AREHH (227 V) A~7) 1%, EE, EAER, REHERNOFEMERK (10 mg/mL) T
&Y. 30mL OHEEEH AL T ATREEIN D, AKFNL pH 7.0 DK TH Y . 45 30 mL /A
TAHIZ, =7 U X<7300mg, RYU VAN— |80 (6.6mg) Mk | HikF ~V

vA (263.1mg) . U E—KFEFNY U LALKY (534mg) . U UERTKFESTRU T A
—KF (13.8mg) . KEFERFESFHAKZET,

12 R PR

12.1 YERBSFE

ARIOEDR S THHT 7 U X7, HilEY 78 C5 & OB CRRMICEST
HE ) JO—FAHETH D, - T, Csa & C5b DEARAFHE L, &RMEESIE C5b-9
DERZIET 5,

AFNL., PNH BEICB T 2 BRI EME O L NI 2 3+ 5, £7-. aHUS BEICH
W, AR EME o e ML FEE (TMA) OJSAE Z3HI+ 5,

gMG HBE TIIAK OB R T 2T OFMIT R TH 525, MHRGHEAS T TORRK
MR EIR C5b-9 DD DR G- BHER STV 5,

NMOSD B3 CTIIAFI OIEEN T T 287 OFEMII R TH D3, T AQP4 HLIKIZ LV
TR ST R SR C5b-9 DFLED R G- #EHl KT 5,

12.2 B-3ya)=1

PNH BE Z%t5 & L7 7 v ARt ARHER (PNHRER 1) ([28W\W T, #HELEHE TR Z#%
B LB, X"—2F 4 TolfijE LDHE 2200 + 1034 U/L CEZE +£SD) 234 1 H £ TI
700+ 388 U/L (2 L. %5 26 BH DDV (327+433 U/L) F TAFIORNEDHEF: S iz,

PNH & Z%t5 & L7- BB (PNHRBR 2) TlX., ARIOZIEN 52 @M Uiz, [
Ak (14) 208

PNH, aHUS, gMG T NMOSD (3 TOE#HE CS D 0.5 meg/mL Klifi Cho72Z L,
ERMATEMEN ERICHE SN Z E PR &z,
12.3 Ky Ehre

PNH BEIZK LT, AFIOHER AR S LT 1[E 900 mg % 2 B MHICEFIRNE S Lz & &
26 B ETCICBE SN U AT OiEIMETEE (Cha) OVHIE £ SD 1 194+ 76
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

meg/mL, k7 7IRE (Crouen) P FHIE £ SD X 97 £ 60 meg/mL Tdh - 7=, aHUS BH X L
T, AAIOHEFFHEE LT 1A 1200 mg 72 2 HMEICHE G Lzt &, 260 H £ TICBE SN
727 ) A7 D Chough P I £ SD 13 242 £ 101 meg/mL TH o7, £72. gMG BFITH
L. AR ORI &R L LT 118 1200 mg Z 2 RIS Lz & &, 26 8 £ CITBIZESh
727 U R 7D Coax D FHIE £ SD 1% 783 + 288 meg/mL,  Cuough O FHAIE + SD 1,

341 £172 meg/mL Toh o772, NMOSD BEEIZxf LT, AAIOHERFHE L LT 1[5 1200 mg %
2AREICEHIRNE S Lzt &, 24 BB ETICBEREINTET I U XY T D Coax D)

1 £ SD 1% 877 £ 331 meg/mL,  Ciougn @ I + SD 1% 429 + 188 mcg/mL T - 7=,

AR O E-FIa 4 H TEFIREBIZEL, B L2 TOBIGE CRERITN 2 5 Th o7z,
WY 2 L—3 g VERYEN AR OFE R AFIOEYERE /ST X — 2 1F 600~1200 mg D JH &
HPH CRERIFEIRER 2 R BIMEZ R U, BEIRMAEN T 21~38% CTh - 7=,

ol

REE 70 kg DR BEFHE TCORAMEFEIT 5~8L ThH o7z,
VEES

T 7 ) X2 T OISR 270~414 ] TH - 7=,

MAEASHUTMAERTEIC LY, =27 U X~T D7 )75 A5 250 (512 FAH- L. 2Rl
1.26 BRI FHE U7 MEAS U TSR 252 1 B B AR 2 B 5T 5803, AHFID
WRRG NSRS D [k HE Q.5) #2H ,

PRI 22 i HE ] T DY) B e

D, MR R AT

s (B2 A~855%) | MERDUIATRIL, AHOEYENVEICEE L RIT S22 L00R
ST,

i REpE A

PNH #3 T Cockcroft-Gault &2 W CTHR L7227 L7 F =027 U T 7 2 AL 8~396 mL/%y
Tdo7-, F7-. Modification of Diet in Renal Disease (MDRD) & FAWTHER L 7-HER R
BRIAJEIE R (eGFR) (X, aHUS B3 T 5~105 mL/%3/1.73 m?, gMG B34 C 44~168 mL/%y
NIBM* ThHho7=Z &nh, BHERE O BIIAF ORYENEICE AL RIT S 720N &R
NIz,

FEIE LR

g a7 ) o REFEEE (VIg) 12X, =27 VX7 DL 57eE /) 7 a—FAfiko
TV RY = AR HHAER Fe 2B (FcRn) DU YA 7 ) o JHERENILE S 5 aTRENE
DY, TODTs Y AT OMFEHRENME T T 5 MRS 5, [Vig Z &5 L BH
T, =7 VA~ 7 OIMF AR ORERILIENE I TVRu,

13 JEERFR =1

13.1 RBAE, BRERRME, ROATERREREMSE

=7 ) XA~ T &AW E TCOREBEY RS AMERER,. M ONEEEERRIT. ERSTW
fcil/\o

F7o, BHRE~DT Y ) A< T OB ONWT, BRBRIIER STV, Ll K
Hloe MEYHED 4~8{5THi~ 7V X CSHLRZEFHE LTl i~ 7 X 2B\ T, REFEIZX
B ERERIZA N -T2,
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7 ) A=7 (BinFi#z)

14 B PR 5 BR

14.1 PNH

WIMSFRD HALD PNH BB TOREM & AoEE 26 MBI OEER, —HEHR, 77 &HR
RTPRIAIMSFRD H L5 PNH BBE TORZeM L k% 260 MR OEIELL, —EHEHEHR, 77
Y ARG BRERER [ Z ISV TR L 7= (PNH #45% 1 : NCT00122330) . F7-. 52 [ o EEEEER
(PNH 3% 2 : NCT00122304) & . EWifkiaEk (E05-001 35k : NCT00122317) % &t L .
PNH BEFIAKI Z G Uiz, AFIBEGANC, REBRICHEAN - BZ IHMERE Y 7 T o 08
w2z, ZNHETORBRIZEW T, AAI600mg Z2 7+2 HAEIZ 488[H, %t T 900 mg
% 742 410, BAKEIE 900 mg % 14 +2 ARG T TG L, AFIE, 25~45
3% T TCTEIRNIEA 21T > 7=,

PNH &5 1 :

WEBRETD 12 » A< &b 4o E, 7o —3 A4 X R —REICTORED
10% PNH Ala 2 ffid, KO/ IME 2 D72 < &6 10 H/ul &9 f 43 7- 9 PNH B3
EAREIRE (434]) &7TvAREE Q46) ITEMELTEID 72, BIEALRNC, 2EBFIC
R UM 2 5% 00 ¢, RERE MO L EEZER L, F~EZa R gE (ke
KNRA b)) OREEITV, FEEONET 1 B OREL Ll ORIF 2 HW Lz, ~
B EREOY Y FARA M AIEEROBE TIT9gdL LT, RO BHE TIL T
gdL LLF & L7z, WIMICHOWTHOT Y RRA > ME, ~E7 0 v U 2EfbaEmk Lz BE K.
JRMLERE M 2 fEAT U 72 AREH, 957, BERICBIE T 2410 (QOL) &Lz, ~E/rE
VEEACDERIT, By FARA LV FEBZ DTS 0 B BREORER RO 26 I A@ LT
FRIERER I DA & U7z, ik, £ LDHEOREIC LY, £72, PNHARMERD [t
KX, 7a—H A AR —THELTZ, XR—R2ATFA BV THEBA & 2 EaLF a2
TuA RERAFTh-EEIX. DA OIRM 2k L=,

AHFEL T T RARHOBEDTRN—AT A UREIL, BEL T (R102])

# 10 : PNH B 1 BEDOR—R T A
B 1
S 77 R# AHIEE

NTAS (N=44) (N =43)
) (SD) 38 (13) 42 (16)
PERI - 2V (%) 29 (66) 23 (54)
BARBRMEE M E 72138 B 2P E O 12.(27) 8(19)
BEFERE (%)
M iE DEEFERE (F550 8 (11) 9 (16)
PEEER OPEH (%) 20 (46) 24 (56)
AT AR HEIMHANC L D1ER (%) 16 (36) 14 (33)
W12 A LN O B 72 0 OB R i Bk 17 (14, 25) 18 (12, 24)
B (PefE (QLQ3) )
> hARA L (SD) TO Hgb FH)fE (g/dL) 8(1) 8 (1)
155 HT> LDHAE (P JfE, U/L) 2,234 2,032
NR—=ZAT7 A TOWHE~T 70 (F R, 46 41
mg/dL)

AR GRETIR, I BERBEL B LT, ~E2 0 B OREM: & AR M EREg o> 243 D
B SHIE SN AEMAAEEICH D L (p<0.001) . BilodkEE2 726107 (F11S

FR) . Z @Rk, BB, REREmEIC L VIES T3 70— (4~14 AL, 15~
25 HAfir, 25 HALH) ENENTRO LIV, AAIE 3 EMIZIC, 57 O & 5 B
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

DAEFFOE (QoL) D) LAHE Shvic, P& BRI OB AN, ieFERIZON
TOARROHFITHE CE o7,

#F11; PNH B 1 OFER

AN 3 AH B

(N =44) (N=43)

NE S 0 UREEER LT BE RS 0 49
BE DT ORESRMmEREGm (PIefE) () 10 (2-21) 0 (0-16)
I O [EEE (%) 0 51
B THEEO LDHE (FPoefii, U/L) 2,167 239
B TREOWERE~E 7 o v fd (P9, mg/dL) 62 5

PNH 585 2 M OVikfor sl

WERETD 24 5 ALNIZ D 7e< &b 1 EOBIMERH Y | i/ M AR 30000/ul % 7~ L7z
PNH B EITARHFIN 52 MG ST, 63%D BB NHUEEFIZ . 40%0D BE N TP
FaxFaAf REHHL TV, #5R#E o7 il 96 FIARERZ /K& T Lz (1 flidite 5
L) , M LDH % EICHIE LZ & NS o 13, BRI 428 L CHEFF S h,
I BRI 0D 4 BEVE &R 57 FE Ol D D3ER D BTz, K& G ST B 187 Bl E Bk
ABRICHAN DN, AFITORFEOLHIM (10~54 » A OHiPH) Z# U T, 2p08imEN
WL OAR 2 fERr Lo, AR gd, AFRGATOREIM & i L CTBid Lz, L, K
O BEDPUEEEAZ O L TR0 PUEEA Z O L722WEa TORFIOZHRIZ DN T
KRl S o tz,  [BEEEEH LoEE (5.4) 2]

14.2 aHUS

aHUS [BF 2B T D AR D222k L G2+ 572012, 5 SOHRER 4 >07'm X
R T 4 THREBRTH D C08-002A/B 5B (NCT00844545 K O NCT00844844) . C08-003A/B
AR (NCT00838513 & TN NCT00844428) . C10-003 7kl (NCT01193348) . C10-004 75
(NCT01194973) ] &, v hrAXRT T 0 TR TH S C09-001r ikBE (NCT01770951) ]
ZFEM L, BEIL. KBRS ANCHIRREY 7 F o OHMEZ T 50, HD5WVITERENS
2% E CHEKO PG 21T-7-, &R TORAK OFDEREITRT DARK O
H&iX, 900 mg & 7+2 HEZ 4B, HV T 1200mg 22D 7+£2 HZIZ, LA 1200 mg
Z14+2 gl L7c, K 40 kg RO/ NEEE 2 A A7z C09-001r 55k K& O C10-003 74
oo B K OHIEE, KREIC %Ob\‘( RIE SN, [UH#E - 23) 22R] KROFR)
PEREM IR, fAetEf N E R E (TMA) ZRHMEER & L7,

TMA ([ZBhES 2 FHBE B ISR 2 & o7,

o N—Z T A UNEDM/IREDOHER

o MIERFMIIETFAL (i) #kFeE LDH 8 D IE 5 fH & =ML 4 BFTHERF)

o TMA OFEREM (MIFEDIEFEE 1152 L7 F =MD 25% I8 & RAT 4 B

o TMA A XY N7 Ve (N—=X T4 2005 25%E D i1 /MREIE A 3R 12 B[ A4 5
RV, M HEASHE FE 7 (T ST 7 E DS EE, R N7 22 3 2E)

o 1HHIEZOVDOTMANAR (1 H1EEZDHEYD, MHELHE 1L 4T, K 7=
TR DR U [l & E7E)

MmifExs# (PE) & i (PI) (B %2 R4 aHUS FBE (C08-002A/B 3RE%)

C08-002A/B#kBRIL, A7 V—=270 1 HEFNZD7e< &b 4B O PE/PHFIED EHIZ )
Mo 5T, TMA DEENR A LN D EEZxG L Lz, BE 1L PEPLICARMA CTH - 77
W, A7V —=7 BRI S BIGE & Z T 2o T2, M/ 150 x 10%L LLF ., 1fL i
LDH ® EH 72 E DR TE MmN A i, M7 L7 F = AaB EFMHE EREZ B2
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

LEMNRET 2 LEE LARWEEZERKRE Lz, BEOFERPRMIL 28 5% (P : 17~68
%) T. ADAMTS-13 OFEMEN 5%% b5 Z & 23R L U, R COREMFIEIL 70~
121% Th o7z, 76%DBEFI, FARFHER 7ICBET 2 LR F 72138 R R S,
C08-002A/B R DB EREFE T 1T DEFIR - JRABEE D £ _X—X 7 A VEEE R 12 IT7R7,

£12: C08-002A/B FRBRIZEBIT HBEDR—R T A Uk

C08-002A/B

oy (N = 17)

aHUS OB W6 A7 ) —=2 7 & TOHIM

A% geiE (3% #ipR)

TMA OFRIENH A7 ) —=2 7 % TOHIR A Foh Jefl
(A% #ilA)

NR—2F A4 L TOmM/MEE (x10%L)  FJefE (&) 118 (62, 161)
_—27 A4 COLDHAE (U/L) Hgefii (FipH) 269 (134, 634)

C08-002A/B ikBR Cld. &A% 26 ERILL B 5 L7z, BEGHAMOFREIL, £ 100 A (o
:2~1450f5) THo7.

AFNBe G IR P, BHERE DU & HEFFAY eGFREDMIE N H 3D H 7=, eGFR EH(HE

(£SD) X, R—=RAF A4 D23+ 15mL/%23/1.73 m?> 225, 26 88 B (21X 56 + 40 mL/%3/1.73
m? (ZHEIN L7z, 2 oghRIE, 2 FEMKEREF Sz (56 £30 mL/%3/1.73 m?) , N— AT A U
WZENT B L LB ST 46X, S35 EnTET,

NR—=R T A LWL T, RABGHZIT, ERMETEEDOT & /MR DN R ST,
ARFNC K DHIENTENE TMATEE ORI EEEZ . N—RA T A4 026 26 HH B £ To Mk
B DI IN D G RER T E 72, C08-002A/B ikl Tl I/ IMIELRX—RF A4 L TD 109 +32
x 10L 5% 5 1M H O 169 £ 72 x 10°/L £ THINL7=, Z ORI, 2638E (21068 x
10%L) . FEIZ 24 (205+£46x 10°/L) fHeFFSiviz, AFIOE 5% 26 M % B 2 Tk L
2B, WS 2 BN MR F RO IEF AL O TMA D522 E i 2 ik Uiz, AFN G 2=
L7 BB 2F2, MKFIEF L & TMA OFERTMRZHERE L=, AR T, MiAsHEx
FH R B a— T 58T OFEEIND BT, ARENCxT 5 B OISR T
HoT,

C08-002A/B iXBR COHIMEDFEFIZ DWW T DR R EZF 13 1T5R-7,

10 (0.26, 236)

<1(<1,4)

#13: C08-002A/B FRER COHFEIZ OV TORER
C08-002A/B Bk | C08-002A/B B
BT A—& 26:BME ! 24 H 2
(N=17) (N=17)
TMA O5ERTEME, n (%) 11 (65) 13.(77)
TMA OFEREMRO R b, # (GpH) 38 (25, 56) 99 (25, 139)
eGFR fHO A 15 mL/43/1.73m2 BA B, n (%) 9(53) 10 (59)
eGFR fEEEO MM e, A% () 251 (70, 392) ND
MEFAIIERE L, n (%) 13 (76) 15 (88)
MR E AL O P defiE, 8 (GipR) 37(25, 62) 99 (25, 145)
TMA A X b7V —_ n (%) 15 (88) 15 (88)
—H®H7D O TMA ST AR, HRpE (FFH)
T 7 U X~ 7 & 5B 0.82 (0.04, 1.52) 0.82 (0.04, 1.52)
=7 ) X~ T EH 0(0,0.31) 0(0,0.36)

LF—%J1y hAT7 (2010429 A 8 A)
2F ATy NAT (2012454 20 H)
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1.6 SNENC I 1T B ARSI B 5 2 B Rt
7 Y RA~T GElsf#z)

PE/PI

C08-003A/B#BrIT, E#ICH=V PE - PITREZ =T
BB, AAN ORI G-HT O AL 8 M £ Tl
3R Cd 50 2 MM EIZRIK 1 FNEZ T Tz, Eﬂ;ﬁ@%ﬁﬁfﬂ@%%‘@é
HEFFR LTz, BEOFRIPREIT 28 Th o7 (§i
AR T O E ML 1 37~118%’C“E§bo 720 70%D BE AR
O BTz, AEBRICH AL aHUS & 128

Fadgp e Lz,

5%% bBalD = L AL L,
HEIR I X DB EFER -3 E CPUEN R

WWREZMDH % aHUS BE  (C08-003A/B 3RER)

. 1EMERY 72 TMA O M & 33 70 R
. IMAEREZ 1AM

D 13~637%)

5. BRI - HERBEHO B R— AT A VEEAE 14 17T,
#14: C08-003A/B FRBRIZEBIT BB DR—R T A Uk

R~ (D B ik

ADAMTS-13 JEMEM

INTA—H

C08-003A/B 3B
(N =20)

aHUS OZWMin b 27 ) —= 7 F TOHIH
A ¥erp g (3 %, fibH)

48 (0.66, 286)

(H %, #ipH)

TMA OFEIEN S A7 V) —=> 7 £ TOHM A £ Jfif

9.(1, 45)

N—A T A TOM/MEE (x10%0) FRfE ()

218 (105, 421)

R—=RAF A TOLDHAE (U/L) FRfE (FEPH)

200 (151, 391)

C08-003A/B iABR CTl. &A% 26
(%P - 26~129 8[) .

EPEREIL. eGFR OHERR DRI L DS

BRI e Lo, S5-I A RAEIR 114 HE TH - 72

. AROBRGHFE PRSI, N=AT AT

31+ 19 mL/%/1.73 m?> Th o 7= eGFRIt’Jfﬁ (£SD) 1%, 26 (37+21 mL/43/1.73 m?)

KON, 24ER] (40 £ 18 mL/43/1.73 m?) %@ L CHERr S iz,

AVASIEEd

KA OEEBIIRRIC, BE 2P

FA4 D 26 ﬁF’ﬁT@Ii’Jml/J WE DA RT L 912, AAN

HT\ENT AL L LI BT

BT, %X%ﬁ(ﬁ/ﬁi@ﬁ?#éﬁ XNz, £, N—2R
I X BRI TEME TMA TETE

DIEED WD N7~ S 37, PUPE FEIEDHIEIZ H 230 2963“\ M/ BT IEEE CHEFRF S 1L
7o SEHIM/ ISR (£SD) 1F, RN—AT A T228+78x 10°L, 26 H T
233 + 69 x 109/L 2HEHTIL 224 £52x 10°/L TH o7z, ARAIOEE % 26 #E %2 2 Tkt

L 7= BRI
@%é%m&EM%%E%Mmﬁﬁ@

Bxa— T 58FEROGEITHID LT, KA
COWNWTORREDE LHEF 15177,

C08-003A/B iR D H 2L

Z 6 575 TMA D5E R iR %2 R UTc, ANANG %~ LT
WO BT, ARRBRIC

#F15: C08-003A/B RER TOHZMEIZ OV TDRER

H2HIZ TMA

BT, #ARHEIR-2 Ns
(R 5 BE ORGSR L Tz,

C08-003A/B 5

C08-003A/B 5

BHMENRT A—F 26 AME ! 24EH?
(N =20) (N =20)
TMA OFEREM, n (%) 5(25) 11(55)
TMA O5EREfFEO MM Al - 8 (FiPH) 32 (12, 38) 68 (38, 109)
GFR EDOUEN 15 mL/43/1.73 m* LA B, n (%) 1(5) 8 (40)
TMA A <> b7 U —_ n (%) 16 (80) 19 95)

—H®H7-0 O TMA M AEK, Rl (i)
T 7 ) X~ 7 5 BAEH]
T/ Y Rw TP Eh

0.23 (0.05, 1.07)
0

0.23 (0.05, 1.07)
0 (0, 0.01)
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

C08-003A/B #BR C08-003A/B #BR
BPM T A—5 268 A ! 24EH 2
(N =20) (N =20)
MEFHIERFE Y, n (%) 18 (90) 18 (90)
MR IE AL O W Pl 8 (FEpH) 3 38 (22, 52) 114 (33, 125)

LF—2Dh v bA7 (201049 4 8 A)

2F—2DHy NAET7 (20124E4 H 20 H)

SRAERE ANOVA ET NV ERWT, &5 H%ZIZEHE (Dayl~4 1ZF44)

4C08-003A/B BBA TlX, R"—RA T A BN T, 85%0)%%‘0)[{&/]\*&%( IZIEFTH D, 80%D BHE D IMLiE
LDHEH EH Th o7z, #- T, ZORBERICEIT 2 MikFHIERF{LIZ, PEPLREZ{TOTICIEFEE
HEFF T Z ElCRVREL D,

aHUS BEIZBIT DL hu 25 4 78#B (C09-001r RBR)

WESKER IZ BT A E I OWTORERIZ, 25071 27T ¢ THREROREF & —3

L7z, RX—R T A NV M RO HR S8 Y . fHIEITEME TMA TGP

O L7z, AFE G 1 EM®%IC, EH M (£SD) &, X—AF7 A4 TD

171 £83x 10°/L 7> 233 £ 109 x 10%/L IZHMN L7, Z O%hHRIT, 26 B 418 L CTHERF S iz
(26 ¥ B O FEHJ I/ M (£SD) 254+ 79x 10°/L)

WEEEER T, FF 19/ NREE (HEN 2~175%) ICAKIZEE L=, #5505 d il
X, 2R OEBE (n=5) TIX 16 (FEPH 4~70 ) . 25&LL B 125K (n=10)
TUX 31 M EPE : 19~63 B . 12~18 Al (n=4) TiX 38 HM (FiPH : 1~69 FH[H)
Thotz, NEBRED 53%T, MEHEIKRAIC L2 BEFERELITACHRENERINT,

T B/NRBETOARKOELMEIZ, C08-002A/B 5k & Y C08-003A/B iXER |- &4k L7~ B
THEIERSNIZAEME SR —F LT\ (F16) . HEHREIFIC, F-R@ha v 4
AINREBE TN 2o T,

#16: C09-001r RERTO/NEBFICRBIT 2AEIC OV TORKBR
; 2Bl k 122k s
AT A —F PR | mam | 1sEkwE Rt
N =9 (N=10) (N=4) =19
TMA OEEREM, n (%) 2 (40) 5(50) 1 (25) 8 (42)
eGFR fED#E 15 mL/43/1.73 m?
BUF. n (%) 2 2 (40) 6 (60) 1(25) 9 (47)

M/ REDIEF b n (%) ! 4 (80) 10 (100) 3 (75) 17 (89)
MR FHIER AL, n (%) 2 (40) 5(50) 1(25) 8 (42)
—H% D TMAMNAEK, Fgefi

(&)
7 Y X~ 75 B G 1(0,2) | <1(0.07,1.46) | <1(0,1) | 0.31(0.00,2.38)
:7)%77%—25%3 <1(0,<1) 0(0,<1) 0(0,<1) |0.00(0.00,0.08)
L/ MR DIEF AL D E HLLE %8 U TR 2 [Blsfafl 1 8V T MR 3 B K 150,000 x 10%/L
ThHI L,
2eGFR A, A 72< &b 15mL/%y/1.73 m2 ek Lz 9 Fldh 1 e, RBRMI %28 L CEtr 2 Ehi L 7=,

BIO 1 BHNZIE, FFEB S O TR & LTZ&%M\&@éﬂt

aHUS iR ABFE (C10-004 3ER)

C10-004 #BR TliL. TMA OEENGRD LD BE 285Gk Uiz, RBRClX. BF O/ Mg
EFE FIRAR CTH Y, M LDH O FH-72 ENBiERTE A MNnA i, IjE7 v 7 F
= UENEFEEEREZ BRI S SRR B 2L L WEREZ#EE S Lz, BEOFER
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1.6 SMENTIS T D M ARILSE I B3 2 Bkt
7 ) A=7 (BinFi#z)

LB E 35 5% (P : 18~807%) . ARBRIZBGE L= 2BE 121X, ADAMTS-13 fE 5%it8 %
Fff L Lz GRER COREMHHH 28~116%) , BE D 51%I2, RN 72 L 5861
ERFZIIACHARZRDTZ, B 35LDEREN, =7 U X~ 7 OEGHIIC PEPLEEE
T TV, AR TOEEZEDR— R T A L COER BRI ERM: % ORI B L 7= e %
£1712R”T,

#17: C10-004 RBRICERF SN BEDOR—R T A Rk
o= C10-004 3
NI RA—=H (N= 4:;;?5%
aHUS OZ Wi HIRERER G0t £ To A%, i (FipH) 0.79 (0.03-311)
TMA OFEJED DIRBRIEN R G- F£ Co A%, i (FipH) 0.52 (0.03-19)
N—=R T A TOIM/ME x10%0) | hRfE () 125 (16-332)
N—2F 4 COLDHE (UL) | Rl (FiPH) 375 (131-3318)

ARRTlI, AHZ 26 L. B G U7, &GP0 50 A Ch - 7= (&P @ 13
~86HH) ,

AFNE G M. eGFR H X 0 HIE U7-BEHEEICSE N L 57z, eGFR EXE (£SD) 13,
NR—=2F 42D 1712 mL/53/1.73 m® 025, 26 B IZIE 47 £24 mL/43/1.73 m? ([ZH 0 L 7=,
NR—=AT A THENZLEL LT BE 24 FF 20 Fl23, AFIOEGHIF Pz, B2 i3
HIENTET,

NR—=2A T A LR T, REBGZIT, ERMETEEDORT & /MR OIS,
AHNT X DRI AENE TMATEPEIZ, R—A T A 025 26 #H B £ TONEIM/ MR E O B0
PRI LI, ZTOWENED Uiz, AR ClX, EI/ Mgk (£SD) N_X—RAF A T
D 119+66x 10/L 22585 1M H £ TIZ 20084 x 10%L IZHEAML., Z O»hRIT 26 #EIZ
bl iEFr s 26 M H TOXEH M/ Mg (£SD) 252+70 x 10°L) , AFBERIZIBVT,
FAFREIN 2 > 7B ETIF HR -~ H iR E 2 — R 58I ORI BT,
AFNZxET 5 BEOKIGEFREETH - T2,

C10-004 FABR TOHIMEDOFEF 23 18 [T,

#18: C10-004 RBRIZI T DEIMEIC OV TORER
T C10-004 FRER
BIMENRT A—F (N=d1)
TMA OFERTME, n (%) 23 (56)
95% CI 40,72
TMA O5ERFIEOWIF P RAE - 8 (HEPH) 42 (6, 75)
eGFR DN 15 mL/43/1.73 m2 LL . n (%) 22 (54)
MRFERE, n (%) 36 (88)
MR FHIEF AL OB P il - ol (EEPH) 46 (10, 75)
TMA A X2 F7U— n (%) 37 (90)
—HY Y TMA A, FefiE (FPH)
T 7 U X~ 755 bERI 0.63 (0, 1.38)
7 ) A~ T EEH 0 (0, 0.58)

aHUS /NER OFEDVEBE (C10-003 38

C10-003 #BR TlE, M/ IRENIEFME FIRAEm CTH Y . IEFMHE LR A8 2 5 ifiiE LDH fEd
EHARENOHER TE DRIMB A LIV, MY VT F = AENERD 97 /X—& % A VL
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1.6 SNENC I 1T B ARSI B 5 2 B Rt
7 Y RA~T GElsf#z)

LETHLZLEMOBH 2 LTEL LW B 256k L CHEIE L, BE O IRET 6.5 7%
Thotz (FPH ; Al 5~17m%) . ABROGEREE Tld ADAMTS-13 fif 5%itR % HifE & L

(FREE COREMEH 38~121%) . 50%0D BE TR T I2 L 2 BIE AR E72I1TH
CHUADNHER ST, BEBE O LR —RA T A BT D BEE R & R BB E R 2 &
1912551,

#19: C10-003 FRERIZI1T D BEDN—R T A etk
55— RS A— i
(N=18)
;l:{lés %H;m ORBIROBMI TOAR, T 0.51 (0.03 — 58) 0.56 (0.03-191)
E‘i‘ iggl.\,; %ﬁiﬁ@z@g? DRBRROFIE 0.23 (0.03 — 4) 0.2 (0.03-4)
;{g‘;—(;ﬁ;’ oMM (x 109L) . ik 110 (19-146) 91 (19-146)
A({;E? A COLDHAE (UL) . HR1E 1510 (282-7164) 1244 (282-7164)

C10-003 RBR CTlx. AHFIZ 26 BB B G LT-, AF OB 51/ 9 Eli3rm 44 88 (Fa
1 \E~88WEE) ThH-o7-,

AH G HIEFIZ, eGFRIETHIE LB EICWEN Ao, X—ZXT 14 T 33+£30
mL/43/1.73 m?> T& - 7= eGFR ‘F-¥IfE (£ SD) 1%, 26 HHZ 21T 98 + 44 mL/53/1.73 m? (ZHE N
L7z R=AT AL TCKD AT —V 2L ETHoZHE 206 1761 (85%) 1. 1 AT —
VUL EOWENRO LN, £, X—RAT A U TCKDAT—V2U ETH-T- Al 1~
12 R DB 16 H1h 1401 (88%) 23, 1 AT —VLL EOWEAER LT-, FIZ, X—2A
TA U THENTZLTEE LIZEE 11 BT 9 B, REIBGRICETZPIET5Z LR TET,
AFNKETT DL, Al 5~17 0O BE LR TRETH -7,

AFHNFE G ERAIATEEDOIR TR ERE IR SNz, KFNS X DN EME TMA &M
DT, N—=RA T A U5 268 E F TOFHM/IMEEOE MM RENTZL T, £
OB TARDE U7z, SEH M/ MEL (£SD) X, X—A T A > TD 88+42x 10°/L B HEH 1
M H £ T2 281 +42x 10%L I L, Z O%hERIT 26 BREHER Sz (26 B B oS4 1
AMEEC (£SD) 293 +£106x 10°/L) , ARBRICIK T, WRHHEIN % v X7 EE 7213 H
F~DOHCHKRE 2 — R 5B FOFEIZ)»ND BT, KFNIKT 5 BE OISR T
ol

C10-003 #ER TOHNMEDFE R % F 20 1ZRT,

#20: C10-003 RERIZBIT 5B MMEI OV TDORER
BE
BT A Aw oLk kw | SRE
(N =18)

TMA O5EETM, n (%) 11 (61) 14 (64)
95% CI 36, 83 41, 83
TMA OFERTMO MM T JuE - 38 Gapd) ! 40 (14,77) 37 (14,77)
eGFR [ED &N 15 mL/53/1.73 m* LA L, n (%) 16 (89) 19 (86)
SERR MK FRIIEREL, n (%) 14 (78) 18 (82)
FERIR MR PRI IEE L OB gl 8 (HEPH) 38 (14, 77) 38 (14, 77)
TMA A X2 b7 U—_ n (%) 17 (94) 21 (95)
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1. M5 FAIRA THT AChR HUiA D B
2. KREEIEANEIENZEME (MGFA) 3587 7 A II~IV
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A Mk

4. VL EIZH 2 2 FEU Lo imiiFgRs AST)  (BRERESIIBEANRIE) 2
MEZh, U 1 FERELL Lo IST A EERh T, ik =y b e — L cikfii e 7 7 X~ 7 =
L= A MRS (PE) SU3SE 7 n 7 ) RE (IVIg) 2#5 5

AGERTIL 62 BINAFIFEC, 63 BINT T B ARRICEHI V1T bhvic, 2WiRFOFl (WifE s
b 387%) E%(K%ﬁf&%hﬁﬁ\77tfﬁfﬁ%#ﬁ¢)&U@MG@%ﬁgﬁ
(RABET99F, T T ERBETI2ME) REDN—RTF A UREITHRGHM TR TH -
oo HGEED 5% EBIHBENT EF L2 ) v XT T —F (AchE) BEAZ#EG S
NTEY, B%EBZDHERENIST 2% T, £70, FERGEOK 50%0 BE M=
3FRELL B IST #5321 Tz,

AR TIE, HEREATE - IRISHE > TRA G L [ - /i 24) 2],

HIWED LEFHMEEE TH D, 26 HICHIT D MG-ADLFA T DR—AT A UNEDOE
mi%ﬁﬁﬁﬁfmkbtoMGAmmigMGrk Ko T ELZ T 5H 82D
HETEENVAFEHI T 207 TV —RETH L, FHEAZ, 0 (EF) ~3 (CY45%E8Z1T 5 8BS
MD72N) D 4 BPECRHMlidT 2 (AT : 0~247K4 > F) . 26 HEIZHIT 5 MG-ADL #
AT DR—RAFA IS OELBEOEHMEIL, ARBET42, FITERBET23THY.
WIS FIABEZEZNRED LN (p=0.006) .

ABR O F 2 IGEEHmIE H 1%, 26 # HZ351F 5 Quantitative Myasthenia Gravis score for disease
severity (QMG) fRA AT DX—ZX T A b OEbEE Lz, QMG IEfi MK T 233 5
13@E@ﬁ?ﬁU~RET%D\%@E%O(%ﬁE%)~3(ﬁf®%ﬁﬁ?)@4&W
TR+ 2 (A7 :0~394K A1) , 26JEIC féQMG@x:T@A~X74/
DO OECEDOFEEIL, AFIFET-4.6, 77 EREET-1.6 TH Y, WEFEHIIHFFINAE
2RO bl (p=0.001) ,

eMG Rk 1123517 5 MG-ADL K 08 QMG DOFENTHE R 2 3 21 12”7,
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*F21: sMG B 1: 26 @ B D MG-ADL X () QMG #8RA a7 DR—RF 4 VinbH D
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o A TSR AT AR
e B Y e e e sl
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QMG -4.6 (0.60) -1.6 (0.59) -3.0 (-4.6,-1.3) ((;).(?(?51*;

SEM = E-XJfE DO IFEHERR =
pE Q BMICEN LV EW I IRERFOL & TRIE, a: XERMEET VERWE 26 # B O/ R
fEIZ3E-3< pfE. b : Worst-Rank fEHT % V7= 26 # B ONERZIZZESL< pfE) o

MG B2 1 Tid, MG-ADL A 2 7% 3 KA > ML Rk L7 B3, QMG R A 2 71X 5K
A M RSEE LA Eﬁ%é’ﬂié responder LEFL, 260D L A X 2 —1RELYZ
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Tl *f;uﬁ%ﬁ’]ﬁi‘%i)l X5) %ﬂf_o WTNORHBEE TH ., responder DEfE A LV & <
L7=%& (MG-ADL : 4, 5, 6, 7. 8 KA > oL EDOHE, QMG : 6, 7. 8, 9, 10 KA >
k U\J:@ﬂﬁ;ﬁh) . EERAY72 responder DE| G, —B L CF 7 BARREE g U CAAIRET
BT, AFARERT —Z b WE, AANC K DIRWBMATE 128 £ TITERRI e SOG
DEHND Z ENRBINTND,

14.4 NMOSD

PLAQPA PUIRGMETA Y U —= 0 JHRIZLL T O REICEE T 5 NMOSD B3 143 i & %h 5 &
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1. WEOEREN, A7V —=FKBRATD 12 » ABNIC 2 [EILL D Sz, T A
7 —=V 7 RKEERID 24 5 ARINC 3 [BILLEFED 10, 2D, %@9%9@<k%1
ENIA T Y —= FRERID 12 5 ALINIZERD b7,

2. Expanded Disability Status Scale (EDSS) A7 78 7LULF (D7a< & BB A HAWT
PR 5 7= BERE A AT C & HIRRE & [F5E)

3. EMEIEE (ST) 2% TWaA5E1E, Hik- HER—TELTWbhH I &
4. a)FazxToaAf FOGHN1TH 20mg L FIZHIRSNTnD Z &

5. A7 V==V KBERID 3 5 AUNIZU Y X ~7 I hSHY o b b552%
7B UL 3 EBLINIC TVIg # 5 % 52 1) 7= IBE BRI L=,

BE 6Bl ARHFIC, BEATHEZT T ERICENENT X LE0 AT LT,

NR—=2 T A DN A FHFHVERE K O BB X G RER TR T U AREN T 2, ARiER
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AR e HeERe 5k (5 - HE 2.4) 2] ([CiEW&E LT,
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modz (FHxE U A 71 94%IK T~ — REIE0.058, p<0.0001) (X1) .

26



1.6 FMENZ B B AR
TV AT (BIETHHEEZ)

B4 % @kt

l: ST EHIZE B2 £ 0 HE SN #IE OG5 £ ToO M O Kaplan-

Meier Survival Estimates — 5 K D fEAT %I 5242 [

0.8
0.6

0.4

Proportion Relapse-Free at
48 Weeks (95% Cl):

0.2

0.0

— — — Placebo
Eculizumab

0.632 (0.468, 0.758)
0.979 (0.918, 0.955)

Log rank p-value: <0.0001
Hazard ratio (95% ClI): 0.058 (0.017, 0.197)

Proportion Relapse-Free
+
|
\
\
+
|
\
+
}
\
\
\
\
\
\
\
\
£
|
|
+

T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108

T T T
120 132 144

Time in Study Period (weeks)

Number at Risk:
Placebo 47 38 30 24 21 16 13 10 9 6

Eculizumab 96 92 83 78 68 60 58 52 46 41

T SRR RS & 0 HIE SV IR BT R
Lz,

&35« Cl = {3

AFFETIE, PRBROA DN D 5T,

P £ TOHMICRREOUCEDRTRD biviz, ARFIREC

B BN o T BEI

5 5 4

32 24 22

T
156

3

18

T
168

3

14

T T T T
180 192 204 211

« ARBRIIRIRE TRRICHT DY) &

MSEAHIZR B2 L0 HE S AlE ok

B DMIFHHER I LV HE S
NIZTEBR TR (ARR) 1%, 77 B ARREL IR LT, MBI 96%IR T~ L7z (3%

22) .
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PSR A (X 21 3
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Alexion Pharmaceuticals, Inc.
121 Seaport Boulevard
Boston, MA 02210 USA

KEE RS 1743

AL FE IR o X, KERTE S 6,355,245, KERFZE S 9,732,149 M UK [E
&5 9,718,880 W ONZRFFFHIFEH I Z BT 2 FFirE 2 A 7,
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Company Core Data Sheet

SOLIRIS® (eculizumab) 300 mg Concentrated solution for
intravenous infusion
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1.1 heEXIIHE ()
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1.2 EEXITHEDZTEIRH
121 FHHBEHERARY FSLEZEOHME

PR ERER A7 N7 AlEE (NMOSD) 1&, FIHMR L OFEEICB 542, B AR ICkE
Ex G T DTS TR B O FHAIER O A CAREERIENIR B TH 0 | I~D B 51X LB
D7e, NMOSD OAFFIZEMHOAND 10 HTAHTZD 0.5~44 NEHEEIN TS (Pandit,
2015), HAIZI W TIE, NMOSD FITH 4290 A EHEE SN TEY . AHRFIZIAD 10 T AHT-
D 342 NEHEESNTWD (EMEBET-, 2014; ZRMEBAGIE « FAPRETHRAZETA K74
2017),

NMOSD @ HRER & U -CEAE DO RMRRR SUIAEB TR R O FRPFFENTH Y . R LG
VIR Z LT, RRIZ Y 722 0 15 D iR E N B A IC B S D (Wingerchuk, 2006), %72,
AR F RN DR IR R T 2 Ik - FERNAET D2 & 6 H 5 (Wingerchuk, 1999; Poppe,
2005; Popescu, 2011; Kremer, 2014; Chitnis, 2016), — &8O BF IZIIERBEDFEIEN A U, FEAR
ERLHTICED Z ENH D (Wingerchuk, 2007; Oh, 2012), & 2 kB Tld, MERER 2N EBE DK 1/3
RO B, b < RO MEERIT, =2 b o —/L R B OWREN & OEHEPEDZ 722 8 Th
o7 (Kremer, 2014), & bHIAOIEFIEFREIC LD L, SELINIZZD L 9 2 BE O 50%iE 1 HERE
A HIRAE (77 20/200 Aii) (Zha2 2>, SOOIBTICN B2 24 % XL 91272 572 (Wingerchuk,
1999), 17 7 7R Y 4 (AQP4) HUKIGIEOHMRREFHA (NMO) BEZ XIS L LcilBrics
W, IRARIRREIRIELITH 0 . BRI T 18%D BE T KGN R IR 34%I2 KR 72
EEEENZD S, £72 23% N KIETH - 72 (Kitley, 2012) . W< DD RER T, ERIH
HRITEE I ADTZOVRN1EFETHY, REBOBFIZHENBOOND Z LRI T
% (Ghezzi, 2004; Jarius, 2012; Flanagan, 2016), AT ZH|TEE 20 FF TR T L TR Y, LY R#Ho
PWrCHREFFORELIBEORERENZTOHBEO L LTEZLND, 2. HETHOZDD
KERRRE L U ChRE i (IST) OEAIZLDROMREELEZOND, Ll ITFEOH
BOHREIZL D L, NMOSD HBEDIFETHRITYKIRE LTHK 10% (99 » H T 9.4%) (Kitley, 2012) .
7.0% 1% 100 FBELE (PY) H7-9 0.68 (Mealy, 2018) DEETHDH I EWRENTN D,

NMOSD DRER) 2R 23 2 UX, FERERERIIHELZ T T52 L THY | mfkEE
DB 72 ER A KT 52 & THD (Cree, 2016),

NMOSD #EIZIH VT, MR OIEMEALIT R BRI O EERWRER FToH 2D (Hinson, 2009;
Papadopoulos, 2012; Verkman, 2012; Nytrova, 2014), Tt AQP4 HUiADS, HARMRERDT A b A
FERMEICEFEB L TWD AQPA KT ¥ RIVICHEGT D &, E /v 7 U v G ORNEEROERHNA
UHZERHLMNIENTWD, ZORERE, itk Cl BEIE, (LI, 2Bk Ar—FR
TGP LD —Bepk & 72 5 (Diebolder, 2014) , AR DTEMEAVIZIRIED A — FEFHE L, RN
FOFE M LA KR OT A hat A SOBREZFHFET D, Z O TS SHZ L NMOSD @
Bz R L TRY ., P AQP4 FUA K CHIANEETH 5,

3/19



1.8 IsFICE (%)
=7 Y X< -NMOSD

Figure 1: NMOSD D& EimRMEIZE 1T DA D EE

Plasma cell B cell T ceil Neurological

- deficit
D-0-0

AQP4-1gG
production
Blood-brain

Oligodendrocyte loss
o= *® Dbarrier

Demyelination,
-
Yo
& -

neuron loss
AQP4—IgG 7’ AQP4 \

# ¥ cns 1
, penetration @ /j LL
Astrocyte
1 l"/ . O
§ AQP4-1gG )'" (
i

binding ) 3
l @ Neuron

Oligodendrocyte

CD59 Inflammatory
ADCC ,‘ factors

Complement MAC CDC %%
N activation ) @ @ }‘
\ _/ Mlcrogha
“
S Complement - @ Macrophage

L. = |nflammatory cell

- recruitment and activation

o i -

- e e -
@ 0 ©

Neutrophil Monocyte Eosinophil

Abbreviations: ADCC = antibody-dependent cellular cytotoxicity; AQP4 = aquaporin-4; CDC = complement-dependent
cytotoxicity; CDCC = complement-dependent cellular cytotoxicity; MAC = membrane attack complex; NMO = neuromyelitis
optica.

Source: (Papadopoulos, 2014)

122 IHVRAITICKBEEREAEEEDOREE

Ty Y R<7 (YUVYR) Tk MEE/ Z7a—FAHRTHY, & MER C5 ERmWERPET
KR AICHE S L, C5 OBERMBIR ZPLET 5 2 & T, ARG X 2 KIEICE 545 RIE
fREENE /AR T AR ENE DR IATE PR LA R C5a DREA . I QNS MR A fRE R OMSER M/ if.
eI AL DR BB AR TH D C5b-9 DpEAEZ 442 (Rother, 2007) ,

T Y X TIIHERER) 72 IST S O R ZERMF 267 5, KERMREE(ELOZER
WATRES 2 RAEDHEIL, AW PRI E BN RIRRIETH Y . NMOSD BHFIZE > TR T 1 v
FeblebT & RIAEND,

NMOSD (Zxt9 57 U X< 7 O OEEMREE (PoC) 1E. 14 510> NMOSD % B3 2 x5
|2 Mayo Clinic THEfE ShZEEREMITERBRNOLEONT-T—ZICL> THRFSRL TS
(Pittock, 2013) . =27 U A~ 7 #5512 5 A%, 14 B+ 12 i (86%) Dt AQP4 HLIRGED NMOSD
BEICHEPBO OGN o0z, IBBRTHEROFEMBEIE (ARR) OFRHET 3 (=7 ) XA~v7
B, #PH 2~4) b0 (=7 U XA~ T7hb4%, P 0~1, p<0.0001) K FL7z, ZHhbHD
FERND NMOSD IZxt 57 U XA~ 7 OIRENRZ T TR = EF ARG LTz
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AKEFEMZ AR E Lo )V A~ 7 OF N AR 2 2 J L% LT,
123 TForAAvybk-AToh)L=—X

BE, NMOSD (Zxf L TR SV TV DIREIRIZR Y, T, BK LR/ EICES
&, ANVFaRTaA FEOZEOMIST 25 T XFRIEN E STV % (Trebst, 2014) IST @
2L, arvFarRTaA R, THFAT V> (AZA), 227/ —LEET7=F/ (MMF) Xk
VU Y X o~ 7 NEHELOERIC L 2MREEZCHN T, BN PIEEE L TRBEL
A SN TWD, NMOSD BEFIZEIT D Z DX 572 IST OFMEIIML SN TELT, TIET
WELNZT —ZIE, 1ZEAEREMNTFICZ LAV L b AT T 4 THRBROT — 4 T
bDH, Lo, IST PR SRHRIE & U TR Skl T\ b, SCRpIE L LCIST 24
LTNThH, ZHOBRE (>50%) MBHE72 25 KGN FIBRER OEEFEICELHR MK L
TW3 (Jacob, 2009; Bichuetti, 2010; Costanzi, 2011; Kim, 2011; Bichuetti, 2015) .

NMOSD BHEEMEARENRET D EE XD, ECUNMO-301 iRBRICHAAN DILIZEBED
WIZEER AR TS BLRE O 1T 30 [T TH D . EITKHET (1 90%) . 1ZIFE2F] (93%) LA
{2 NMOSD (Z%f L CIST 12 L 2 XFHIEEZ T Tz, Z£< OBRE (8 77%) 13 IST L5l
HIFNC £ 23RBS T CO D RICHRZRBR L TR Y, Wk 2 F CEEEEN 2 4/ Fo
HEIEO LN TV, BROBEINRREOT- D, % 2 FELNICREE ORI (K 47%) 2
MAEZH, 1FIERTOBRE (F92%) NAFLFL R=y o U EFHiEREELZIT W, "—2F
A URE K23 DBFED NMOSD I X DR NMEE, BITHEE. BIEBERORE, KO/ X
A TS ARSI 2R 2 HIREZ A L QW2 D, RO TB &L OUEF 7 EE
DOHEFFICB T D ARBHEEFMDOT Ay b« AT 4 )b« =—XFBL RSN,

ERINTWAIEEIEN 2 CBERT U Ay b AT 4 B =— XPFET S 72, NMOSD
WaEE 7 1 777 A%, HT AQP4 HUAEM: D NMOSD 3 DIEHICBW T, =7 U X~ 7 OE MK
WL RS T D X T A v &,

1.2.4 EEEREE I BB OER

T JAX=T7 (VU UR®) OFMEROZEMEIZ, NMOSD B3 2 x5 & L7125 1 AR
B2 R (T L7z 1 BB OYike oo 1 38BR) CRHfis v T o,

RV, T NME, ZEER, 77 BRI, S EEERCTH 5 ECU-NMO-301 35k
DOAZNEIZEET 2 BAOIX, MNRHMER BRI L 0 HE S - #El O IRER % £ To MM &K O
YV ATIKTICESE =) VAT ERGOEIMEEZ T TR LB L CHiT5Z & Tholz,
SO, MNFHEZ B SIC X0 HE SNTIRBR P O ARR, PR B EEFEE | M FRIRE X OV &
VT A4 AT I7A 72 EOZOMOFHMEER IR SE 7 ) X~ T BEOEIMEE 7T 2R L i
L Calffi L7z, ECU-NMO-301 iR OftkfgirkBr CH 0 | HfERkGE T OIEE MR ECU-NMO-302 i
DOEHMEICEET 5 BRI, 75 ARR, HEABERESE | MR PIMELR O AV T 44T 747
WZRY, =7 VAT ORMAEDMELZTMNT 52 L Th b,

E AR L VER Td 5 ECU-NMO-301 5Bk D A MEMEHTIZR N R 143 i (96 flic=27 ) X~
TLATPNZ T TR EER T CRE) OF —ZZxt5 L Uiz, 143 B 124 i (86.7%) 1X#klk %
7 L7z, ECU-NMO-302 B hfiifgi o7 — 2 ~—=2n v b4+~ 8 o1 B ) ws
T, 7 U R~ T OFEEZT Tz 39 6l 2 A ERRNT R R EMICE DT D,

ECU-NMO-301 #RERIIA MO EHEHPZ MR L, MSZFHMIE B SIS L0 HE SN HIEIOTE
BRHPHRE COMMIZIHENT, I ERBEEHEL T2y U X~ TR CREFPIICH & CREIRDY
WZEWRDH H8RRBO B (p<0.0001), FFEU X7 942%K T L7z (Module 2.7.3, Section
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2.1.4.1), K14 (4838) #HORERIZE T, =7 U X~ 7 BHYERHE D 97.9% CHIENRD Hi
T, Fo 3E (144 8) BOFERTH =7 U X~ T REHERF D 96.4% THRENRD SR
Sl Z b, ZOEITN 3 (144 1) % E TR LTz, ®RIIIC, 77 R &RGH95E T
48 WKL OHY 3 - (144 ) 1% OIFR THIEDN R &)%nfmxot (BT Z NI 63.2%% O 45.4%
ToH o7 (Module2.7.3, Section5.2), F 7=, MIVFHMEEBRIZ L HEINT-IBERF ARR (2O
ThH, =7 U R~ 7 OFEERIREHRPRBD B, i&)xv7&5%xitwﬁﬁfi77ﬁ
RG22 T TR & e LT 95.5%1K F L7z (Module 2.7.3, Section 2.1.4.2.1),

FROBIUCL > COARFEENRGIEEZ SNDEBIZBW T, KEDOBEITHEIREO L
RWGAIC TSN D ERB Y, KERHERRE [Expanded Disability Status Scale (EDSS). modified
Rankin Scale (mRS)]. #EFAIMEEE [Hauser Ambulation Index (HAD)] MO\ AV T 4 475 A
7 [European Quality of Life Health 5-item questionnaire (EQ-5D)] ®OFHIZIs T 2 &bz T T
Hote, UL, BBETEEOR—X7 4 b0 LD IT=7 )V AT\ b1k — B
LCEEFTHHDTH -7 (Module 2.7.3, Section 2.1.4.2.2) ,

AfEIZ, ECU-NMO-301 RERICEIT 2 TORE L7e 2 TORBE R, 4T & O 2 H
ﬁﬂﬁ Wbl VROONT-T I VA TIZL DY xﬂf&?@*aﬁkmﬁﬁ%r_&; 1%, NMOSD 4

BT DI VAT ORI ERT + T VA ThH D,

ECU-NMO-301 #RBR (251 2 A0 MEOFER X, ECUNMO-302 iSBROFERIC L » THF s, 15
B ARR O T O FJAE (min, max) [ZiBZ= ARR (ECU-NMO-301 :RBRLLRTD 24 % H#) &
b LC-1.923 (-6.38, 1.02) ToH -7 (p<0.0001) (Module 2.7.3, Section 2.2.4) ,

ECU-NMO-301 38k &% O ECU-NMO-302 B T b fi RIS &, =7 U X~ T DO EHIE
B OERKRHRITF L, BEMEORNELEZ RT =T v A3 E LN o7 (Module 2.7.3,
Section 5.2) .

T ) A TG 2% T -AF 121 #il0 NMOSD & 12 B 2 Zett 2 RKFFHER o —5 L L

Tl L7z, ANMOSD iR 7' 0 77 MBI D0 U A~ T REORFMEILRE T, ‘e
07y Ak, BIEEERANT 7 0 B RAE (PNH), FESR P i M R B ESE ERE (aHUS) K OY
EHHEEHEE (gMG) &5 E U TER I N BRRER, W HRERE T RS,
TS b2t T e T A v E —E LT,

ECU-NMO-301 iBRIZF\W T, 1R G-I HBL L oA HFHSL (TEAE) ORBIRILMm K51
MTHEEL, =7 U X~T7RETI1.7%,. 77 BREET95.7% T 7=, TEAE DIHME L, =7
U X~ 7HE [749.3 11/100 BEAE (PY)] TF 7 AREE (1160.9 /100 PY) X v &1%A > 7-, TEAE
D RER 7 VL ENEFE DS BRFE UL EETH D | TR EANIC L 0 IREREE & ORIRBIRA S E S
Too 7 ) X< TRECHR G EBEE A Sz TEAE 1%, BAGERY: (WBRE D 29.2%, 31.2 1
/100 PY). HEJE (WEBRAE O 22.9%. 55.0 ££/100 PY) M O EWHEEZ (WRBRE D 20.8%. 28.9 ££/100
PY) Tdh -7 (Module 2.7.4, Section 2.1.2), TR G- HICHBL LI HERAHFEFS (TESAE)
ORBIREFBBEE L, =7 UV A~T7 8 (31.3%., 30.7 4/100PY) T Z7&REE (55.3%. 88.4 4
/100PY) LV HIE< . TOEIITEICT 7 BAREETNMOSD OFHENL B LI EITER L
7= (Module 2.7.4, Section 2.1.6) , &t 19 5] (13.3%) 7% ECU-NMO-301 &z 4 Hik L, WeRIZ—
7 ) X< 7RE96 Bt 16 1] (16.7%) K ONT T & REE 47 Bl 3 6] (6.4%) Td-o7-, BRELIFT
FFEL =% ORBEPILX, =27 UV X~ T7FET 9.3 #1/100 PY, 77 BAHREET 5.6 $1/100 PY Th -
Too MBEHREMICE T2 20T, ey VAT TORGHIEgRES (126) A7 7k
AEE B I bEnozZ LITEIK L,
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ECU-NMO-302 #RERIZ I T, TEAE OFBLZR T 92.3%, FEBUHL X 885.4 {/100PY Th 7=,
gx s ) X< 7RI BIT D TEAE OFBLIRIT 91.7%., FEHMBE L 785.4 1£/100 PY T&H - 7=, TEAE
D RGBSy VL HE DR X EE CTh o7z,

fEMfT DT —H _X—ZH » b AT BIREE T, NMOSD K7 1 75 JMTBWT 1 O N s
ENTWD, AKX ECU-NMO-301 g T/ U X~ TR T > X DEIHT S 838 T, B
MEMIAKIZE DT L= (Module 2.7.4, Section 2.1.5) ,

T DT — 2 _X— 2 % v b A7 BHRES T, ECU-NMO-301 55 & 08 ECU-NMO-302 BRI
PN TR B GYE XA STV TR BRI B LI T REAEFLIL 12
DO FEFE 7R EGLE | O The b D & < @A &7z, ECU-NMO-301 #BRIZEBWT, 2D
D EEE AR EYYEIL 7 T B REED 11.5% K N7 U X~ THED 12.8% Tt Hiv, FIHEE LT
7B AREET 8.1 /100 PY, =7 U X~ 7 #ET 15.1 ££/100 PY TdH > 7=, ECU-NMO-302 iRk IZH
W, DM O ERE 72 EYSE 3R D 15.4% THED H v, FEBEE X 24.9 1:/100PY TH -7,
By Y X TEIZEBT 5 OMOERE REYUEIL, #ERF D 14.0% CTHE S, BEHEIL 9.3
/100 PY Tdb - 7=,

KR 7077 s, =7 ) X~7 ORGHE O IE 98.43 i (FIEEE D& F 232.8 PY) @
IREEICHB VT, REBFEFATE=Z VAT I L THZICRE SN LZR2E0 > 7 uidizn
572, NMOSD BFIZB T A= VR~ TOFEHEY 27X, =27 VX~ T OIEMAKFICESE,
DN EISIE DA & Fkk, BEERERYE CTH D, ZILE TIZ NMOSD D 1T HERARFRER TO
BERE S A IEE O 1370 < L @872 Y A 7SR N EhE ST\ b, RIS U R 7 EHEEE
I, =7 VXA~ 78552517 % NMOSD I L TIRESNTWD U A ZEBBOR NGRS T
BY., INHOHEKIE PNH, aHUS KON gMG EE O 7= OIZBEIZHEER STV A HER & [/l—Th
Do

NMOSD BEEERT, =7 J X~7 1, HETHANICERODHLHEXT7 v ML, BE
PN BIFRIBEERETH D EEZBND, &2THOT —HX L NMOSD BE DIREIZB W=7 Y
AT DRXRXT 4 b UAINRBHFTHDHZ EERLTND,

E R FRERER 7 7 7 AI2iE, ECU-NMO-301 sRBRIZHLA AN DAL B R ANBERE 14 5] (775
CRBES B, =2 U X< TREOH) BEEn, F—a~—2hy b7 H QO EL IR
REAR T, AARABERE 5 123 ECU-NMO-302 3RBRICH| Z X S LTz, ECU-NMO-301 5k
& Y ECU-NMO-302 iRER O Z2 BVEIFA AT IC B VT, BARAERE 241% [ ) X~ |
WZEHle, ABETOTY ) X~ T7HEGHMOPRAE (min, max) 13 108.14 (48.1, 188.1) # (&
REEOEE 25.0PY) ThoTo,

T VAT EHIZE DY A7 O T ROVEERT ARR 220\ T, HARANERM & 2 REH
MCEREPRIZET VAR ON o7z, iz, HABERE (EDSS. mRS). Mk rkk
fE (HAD KOV 4V 7 4 47 F A 7 (EQ-5D) OFHEIZIIT 5 _X—RZ T A b DEALIZ DN T,
A AN & 2RER & ORICERRICERO & 5 2281580 b v ho 1z,

T, BARNEME 2L E O TEEET — % Z g L7z, RERZERITZED Hiv/e
-7,

AARNEM K O ERERICKIT 5L R2MER AT —Z OHEBRFAIRETHH 2 &b, AR
NEMIZH L CEREENTRO LN VX~ THGOEENRREXT 4 vk« YA RT
AEAMET DI ENIFEEND,

KT %5 &, ECU-NMO-301 ik & OV Offkfialit Td 5 ECU-NMO-302 sBRIZHHA AL B
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7o BB 1X NMOSD BB MR Z R FE T 5 B 2 bhiz, NMOSD 1%, EIZHMRE L OFHIC
G35, HEEFRICHEEZ G2 D IO TR/ B E O FXR RO B CAaEEREEEETH
%o VD OB L, BN ICHIH TR e B OTR R & 52T TV il b B 57, NMOSD
KO OBELRFRICED | RARMICEEREELZRBR LT TR, ZoBEHIIBITLT
Ay ke AF 4B == XIS TRENT,

T Y AT OEIEY A LTI T 2EEERIGFEHRIL. TORE L2 TORMIEA,
FE O3 HT K O SR AT I DT> TRERO DTV D, ERAMF OB A= ) X~ 7%
NMOSD {B#ICB W THERIBILEZ RS2 L &~ LT, b DT —XiEPl AQP4 FLikp
NMOSD HBE 2RI L TAREER 7 v 77 AORRENMET D L2 XFFT20b0THDH, Uk
K0, BERERT Ay b« ==& fied T TRHER 72K T 2 NMOSD JRRIZIBW T,
T ) A< 7 OEERIICERD & 5 FEN IR R E2ART —Z TR ZFL TN D

NMOSD 7' 1 77 KB 57 V A~ T7 RGO HFFE iﬁﬂfxﬁ£ﬁ7n774wm\%

RBINTCHISTEIZIB T DI e ket re 7y A L e —H LTz, &2 TOT—
&mNMmD$%®%% BNWCZJ VAT DRRT 4w b URAIPRBHFTHDH I LERL
T3,

1.2.5 NMOSD IZHI1TDH T 9 ) AT TDHEDIT

A ARIZE VT, NMOSD OJEHIZHRT L THEGR S LTV B AT 720,

ECU-NMO-301 RBRIZFBN T, _N—RA T A VBRI OWERE (76.2%) Y IST (2 X 5 L FHF
EuEZT T, ERBFEOBSND 7 ) X~ 713 NMOSD 755 I3\ T I E 72 R L% > 2
=L T, =7 ) X TOBKRMCERD D DIRF TN, Mg, Fis, R, AFfE, 7>
Z LA (EDSS A 27 R OV IST fEADIRILICIE-S<) ROSFREIE L LT IST OfE AR Le
. HESNTEHOEMETCT-B L TR b, BRI SR gE L LTIST &%) 795k
FHTIX, IST OfffH (2VvFarrsaAf ROH, THFATIV KOl a7z 7 —g) (IZ8b
O, =7 VAT TIZLDHIEY AR TISHT DIRERD RS NT, HERTREZ LT, X
%ﬁ&kbf@BT%ﬁﬁbﬁﬂok%ﬁ%f%\i&)%v7&5177t$&%@bf@%
IRERY AZALTF ERE LT e (p<0.0001) (Module 2.7.3, Section 3.2.1)

L7225 T, BARDERESFIZEHIT D NMOSD /EHEOH —RIREK L L T=r U X~ 7 ZA&GEH

2014 4= 11 H 20 B, AHIIX TNMO-1gG itk D B e E . (NMO) O FR7s i) (2t
T AV HERMS L L TRRES N HEEES 26 3) 5353 5] 23, 4, SimRFRix
AT KT AEE (NMOSD) (23 27&R A2 HEET 2,

NMOSD DS FATFRFNC (L LTV D, M), RIEEBIZRMEN O EE OFHER L O
M D [ R ST e ME DO AR R D B 72 2 AR M DIEERE & A 72 S 4L, Devic 6 X3 Devic JEE
L s ST, £ OB OME TIHIEAWERRIERSBD VTR | B O FEAHET 1999 FIZHE
"B &7z (Wingerchuk, 1999), 2004 4EDHT AQP4 FUADFE Rk, FREDHEMREIC & - TR 72l
TH Y., 2006 FICBWEEHEDOLETIC O > 7= (Wingerchuk, 2006) , [RIFFIZ, HUARZA 2RI 7]
HELRolc 2 & TE BITAMOBEEE B EFR I 4L, NMOSD &4 S417- (Wingerchuk, 2007)
FEIBRA) X%V T %, International Panel for NMO Diagnosis 7% 2011~2013 42 7 [BIBfE S v, 2
WrdRHEAS T ISl ST, EERMERE L CiX, FEOERIZED 2006 FEDOHREHETH L 720
NMO & NMOSD O KENFHIBR S v7z, Z D7z ®[E/ % /L1E NMOSD % @G 72 HeE & LTl
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WromE— %424 L= (Wingerchuk, 2015), Z OZWroO#—IZLAEO A RENFEZ TOBEITA N
TA VNI EIN TN D (ZRMEELE - SRERRZIET A K74 2017),

HARDBZETA RT7A4 NZBTHHEBEMEN ONA A~ —H—IZBT Sl 2 H L CLLTIZ
~LT,

PEHEMEEIZ DUV T, 2006 4E0 Wingerchuk B O ELHEE Tk, NMO O 1T MR Kk &
BAMEBER O S BNMIETE - 72, L LHL AQP4 HUREGMAESI O Rz iX, IEFEREE R4 52 &
LTI EBERECRIET DEM LD Z LN bhroTz, TR HOFEREZRE 2 T 2015 48
OF T EEZWEETIT, AREBRORME L THMRBER K A7 hZ L (NMO spectrum
disorders : NMOSD) # W5 Z & NEEE STz (ZRVEMAVIE « FARFHER 2RI A T4
> 2017),

NA G —H—IZ DT, 2004 412 Lennon 52 5 W NMO IZFF 572 B L HLK NMO-1gG 233
K IHL, D% NMO-1gG OFEERIHURN, HHATRO EHERKT ¥ XL THO T A bt A K
D endfeet (ZHIZFHILT D, 727 TRV > 4 (aquaporin-4 : AQP4) ThH D Z LML Sz, T742
B, NMO-1gG 1IHT AQP4 LK TH 5 (ZFRMEME(VIE - (APRAFBER WA K74 2 2017),
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1.3 MEEXIIRICEET HFE
(BAHRFRER AT N T AREE (HAREHEEZET) OFRETH)
510 AANX, L7 o7 7RI > 4 PURBHEOBREICEET S 2 L,
511 HMRERR AR b7 AEE (RMREFHELET) *OBFIHEAT L2 L,
s [NV - HARBEMAZIRITA FT7 42 2017) (AAMRES) 238 127528,

1.4  EXIIHRICEET S FEDERERN

Module 1.2.1 {278 L7= £ 59 . NMOSD BH (2B W T, MR OTEMEAL IR BIIE O EE 2 E N
¥ T& % (Hinson, 2009; Papadopoulos, 2012; Verkman, 2012; Nytrova, 2014), $T AQP4 HLikns, HAX
MREBZDOT A b A FREICEFEI L TS AQP4 KF ¥ RIVCHET D &, /a7 ) v
G (IgG) DANEEROERNAETL D ZENHLNICENTWDS, TOME, MK Cl NEIE. &M
fbEdv, ZNDHIED A7 — RIEMALDOFE—BBE L 72 5 (Diebolder, 2014) , IR OIEMEAGIZRIAE
AR — RaEFHE L, MRKEMOEEME EF R OT A et A NOEFREZFHET D, ZOmkE
TR SN D HEZ 1L NMOSD OF# A R LTHE Y . HL AQP4 HFUhk K OHIAN I TH 5.

T Y X TIIERER 72 IST S I3 O R DERF 2 A7 5, BEMIKEELEOZER
WATBET 2 RIEDAFE L, AMFIICEBERIRFRIETH Y . NMOSD FBEFIZE S TR T 1
Feblebd & RAEND,

LMo T, 7 L7 o F AR A M EME NMOSD (5T AQP4 HiiKEME NMOSD) & % 5 111
FREGIR 7' 1 777 WA AT, R X v, T v F MM, 77 Rk R LEGRER T H 5 ECU-NMO-
301 BB OEONIMBERICED, BERT VA b« =—XNRHFIET DO THi CIRAIZR R
D NMOSD DIFFIZEBNT, =7 U X~ 7 OFRIICEW D & HEIR /2 RN AT T AL, 58[E
T BT UANRELNTE (Module2.7.3.2),

F 72, ECU-NMO-301 3%} O* ECU-NMO-302 3BRI%, 2006 D2 Wik (Wingerchuk, 2006)
IZHS & NMO L2 S 72 BB X 2007 =D HEUE (Wingerchuk, 2007) (253 & NMOSD &2
WrSn e BEEZRRE LTV e, 0%, W EEITH DL S (Wingerchuk, 2015), HA
ENFERTOBRAA R T A (ZFMAGIE - HARETBRZIRT A B 74 2 2017) ([T E
NTNWDHZEnD, =7 ) A TIRFEORNEG L3 2 NMOSD B 1T T2 MEWIE - (AR RE
RZIFEITA BT A4 2017) (AAMRT ) ODMEELZSEZICT LRI ORE LT,
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2 AERUVAEDHRTIRH
21 HRERUVHRE
AR ERAARY T LEE HHEEHAZEL) OBRTH

WL, AR, =27 U X~7 (BiEf#z) & LT, 1\900mg 255 %2469 5,
WE %, 1 BOMBTYIEERE 25O 4 BUREHE L. 20 1A% (FER G
54 M%) A5 118 1200 mg & 2 H#IZ 1 [l CAEMEET 5,

22 FERURHEDERTERER

ECU-NMO-301 sBRDOBAIRIZ LD, aHUS BE Z x4t L L7 R o7 PK/PD 7 —4 %
HAWEERENET VROV ab—ra UEL D EE L@ K-S % . 900/1200 mg D H
e AEZBRIR L, B2 L TWD M - A& (900/1200 mg) Tl &KRMIAOEH, 220D
Frge) 72 fHEIC L W . NMOSD BFICHBWTHIE Y A 7 1 3R/MRIZIZ DL, AA#Ic s 720 15
LR E OB RS S D Z R TRl S,

NMOSD BHE~OFARNE GZICHE LT-=2 UV X~T7 O PK Zitih T 2 i REMET V%
HEEE L T2, gMG KU aHUS BBROFER & —E L, {KHE K PP,/PE LIS NMOSD & D=7 Y
R~7 PK \ZHHE B % KT T IERIIFRO S o7z, Fil B CHEREIIARETH
277,

WIE B O SR THEHC, 1I2IE4TO NMOSD B THRARMRIZZESEE S (0.5 pg/mL K
T OWERER C5 XIE 20%Am DA . #EMHSKIChbI- D Rt LTz, 2 OfERIL eMG BF %
XL U728 N HRBROFER L —F LT,

Bex ) ) XA~ 7 EENEPA MO EERHIE B TRO b, ARMEDRIKEHIE H Tl
7T R E LD BARHRNT 7 )V AT HTRD LN —F, =7 ) X~ T IgGEEHEMNIC
ES FHREOEMO = T v A3 < IBEHAEOMHHIC XL VIFIERTORE TREMIRIEED
SERRHENER TE D Z EICFEREN ST,

BRRANGEER BINE AT ONC R # 3% PK £7 U > 7 O PK/PD 0T & #ie L TIT o 7ol 5.
L T, ECU-NMO-301 B CHWoN== 7 U X~T7 O ML - A& (900/1200 mg) 12XV, 1F
4T NMOSD B3 TRIE, RN ORI 2RI ES ZER Sz, S HIC, PR AR
IR e & RN ER SN2 2 L T, NMOSD OIRIRICKBIT A7 ) X~T7 DML - H&E
(900/1200 mg) PELFE LWWRKT 4w b+ U RIIRENTZ, T— X 2R E2EE 2. A NMOSD
BEZRLE L ARRFEO RS - & (900/1200 mg) 1ZAFEEITH D . il A NMOSD H DRk
&L CHRMICEY TH D,
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23 RERUVAEICEHET HEE
(BHHBEFRAA7 F 7 LEE GHEFREAZED) OBXETH)

7.6 AFIOMPREETICLYFEOBENANH D20, KEMREZETT L&,

7.7 KFE—EMREG%, BROBEIZ OV TG L, B OME DR RO b/ i
BTIE, AR ORGHIEEZRTT L Z L,

(GRS AR IR REREIC T 2 MMMV MNLUERE MG, £FNEESEE (%
a7 v REFERE X T MKRELREC L DEROFENRELRIEAITRD) RUOHEMS
REFBRANT b7 LEE BHREHREET) OBET)

7.8 MHEAZHAIC K 0 KK O—EARES D Z & RS AERIC IR CS " EEN5 =
&S ARFNR G I A A T RS R T 2 A T A BN B B AT, MRS
DREAT % AT RESRS AR OMEITRTC, TRESBIIAFOMAK G EERTHZ &, 72
B, FRIVI 2=y a UBRICESEREINTZHOTHL Z b, MG HITES
OREBEEREICBET L2 L,

LI OAA B 55

ARFN O TS e

T 5 D

i 3 A2

300 mg

1 B[22 300 mg

600 mg U4 L

1 [ElZ-2 % 600 mg

M7t 60 43 LA

SHTREBIGRS S T

300 mg UL E

1 [ElZ-2 % 300 mg

TR & T 2R,

FER OHEICBEE T 235 & UTH- 2 ME5EIGE (NMOSD) Otk ZB8hn L7,

O INE & [, AFOMHPREKTFICL Y BROBZARD 5720, FHRREEETFT 5
EORE L, Fo, RAIOE LT L g U CTHIEOME OB B3RO HILT, RFIOBF3EE
HOENENWEEBEZDGET, AR EWGT D EDI AT RORRT 4 v heBE L ETHRE
HIEARFTT A ENMELEBEZ DL ENLREL,
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3 EHERUVEALOZEDHRERM

AL R O EoiEE (R) 13, [EEHAERSORM CESZEOTHEHEIZ OV T (2017 4 6
H 8 HAFERARE 0608 % 1 &) ([ZHD X, AHFEFEERHIBIT KRB OMEL R T Ly 4

HOBEEPET —2 o — ML OER LT

BEROEH EoEE (5)

R

1. BEE

1.2 AFNE, BAEVEARIAE 7 0 B U BRIE, FRIVR S i M PR 7R E
e By T ERE 5 1 A & 2 WIS ITRER A7 | 7 A fEE (]
PRIRFBER 2 G de) ([T Hoy Rk e FFOERIO b & TR Lo AR
PENERMEE EE DD LS NGB ICOAEETHT L, £k,
AHNBE-BIARIZ B D, AFNIIR & 58in S/ DA TII RN &
w5 KA OF MR OfER I 2 BFH ST OFIES 4 L,
FEZHRETrbREGTDH L,

BT 7= 7 HR A IE & BN
L7,

9. BEOEREZATHIBRECEIIEER
9.7 /INREZ
(EAREHRAN M7 LEE BEHARTHRAEZET) OFET
Bh)
9.7.4 /INREZ G & LUIc GNNER N VEE FREE & L 7R
FRBR I FE N L TV Ru,

I 9 2 36 i D WS+ 3
FHEOFLMEHEICET S
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FEHHE X REE R~ 7 o EVIRERE 5 & L ENEERREE C07-001,
MRS I R B A G R e LI-EN L b e 2y T o THRENIE R R
C11-004] X QENERARRER C11-005], 45 BUEE 7 M I1E 2 %F 5 & U7 =BR[]
B2 ECU-MG-301 } Y ECU-MG-302 (Z5) 5 HAR A BE OFE R, A REaix A
~7 T AEE EAREEAEED) 2% L L EEILEER ECU-NMO-301
L& O ECU-NMO-302 {Z851F 5 H AR ANBRF OFER N HHER LT,
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ERNE 11 #8588 C07-001 (AEGIS study)
2L HR M ERERILA ST & T A1, ARIER-HOCPT IR
Ek7 m—> PNHZ A 7I) OIFAEHAS 0%, DT~
7 U SRREEE2961 255 L L, A5F1600 mgZ 1R CRI4IRL, %
D LR HAAI00 mg- 238121 B0 CEBEEMRANE S L
Teo N—ATAOLH (P DM, BoAi) 1%
1,814.0 U/L [627.8 U/L, 3,642.5 U/L], #&5-12i HDLDHIL
244.0 U/L [187.0 U/L, 2,715.0 U/L] T&Y . LDHDIE FA33E
7= (p<0. 0001, WilcoxonDFFSHIBNARE) 7,
BIVEFREIERE I, AKEERECI3. 1% Q7/29f1) Thotz, e
AIFERNE, 83 (6L 7%, SEEAZK (37.9%). Hl» (20.7%) T
BTz,
oV 111 #8548% C04-001 (TRIUMPH study)
HERENT D7 & baEpRifnERlgmn 2527 CTR Y, ARingkdo
CPIXFRINER Y m—2 (PNHZ A I DTFERANI0%EL DTS
PRI 7 1 B PRAERBESTRIA X5 & L, ARAI600 mgSt77
BARZ B TEA4E], ZOLEEDAFIP00 mgZ 21 1RIDMH
FECHIBFRNE S LTz, I3 7 2 ARRECo. 0% (0/44
) JOAHIETL8. 8% (21/43f1)) DiEETEKIAL (p<0. 001,
FisherDIERERE) . F7o. IEARMERIRIMENEL (o (o)
il B 1E. 7T RAREECI0H, (283, 21837 ], AHIRE
TOHNL [OHEAE, 16E7] Th-7= (<0.001, WilcoxonMDIERIFN
e 7,
BIVEFSEUERE T, AR 5RECE5. 8% (24/43%1) Th-ot-, Fip
BIVERIE, B0R (32.6%) . R, BOWReie Bl b,
FRGEEG (4. T%) Tholz,
X OABHEITIVT, BIEMINT (E29) (Il DI O A
MBEME L, BGIIHIbiE SEmaE 2 EED | Aol
AT 783> T B T R E LSRR S T L TERR

25

(GREELRIM A PREIEREARAE)

17.1.3

FEHIR M MR FREE R R 25 & LT R 39~ TRk
B 7 TR ORI, F7o, BIRREY 7 T BT
PERS 14 B LINICARID e 5- S D5 A PRI B -
Sz, 73k, ENEEAGER (C11-005)) oD/ INFLEE CTImARERE
I F VRO TNV W b BT 7 5L OEERE T CHNE S,

(5. 1 2]

EREE 11 4B548R C11-005J

AFIE G- OIEREMIEIR FREEGREEE 3 Blaxige Lizkg

TR IR R T, AHI 1 A1 600 mg S 1200 mg % 2 I 1 [A]

DB THEARNE G- LTI M OHERA T FRO & B0 TH Y |

BT 3 filL b FEsEE FRREL L CHER L7, E7=. &5
P MRS R OO 2 a0 L 7= B8 HivT, ~—
AT A LN BEHTE FEE LU 1 BITCIRE A B L7,

ifi/ N (X 10Y/ L)
| M B

12.0~41.0 19.1~31. 1

e

il | (A | 1 ARG

NRTA

8% 23.7
6 7%

31 %

27.3 kg | 600 mg

18.9 kg | 600 mg’ | 13.0~35.0 36.2 24.1~41.2

53.9 kg | 1200 mg | 13.1~36.2 25.9 23.6~27.8

a) 10 kg LLE20 kg AGiOBEITT S 1 [Eli72 1) O7£GEATRIE 300 mg TH D,

17.1.4

17.1.5

17.1.6

17.1.7

BIWERIIZED Hivian -7z,
#5156 11 #85KER C08-002A/B
18 LA b, XU 12 58LA B 18 FRoRIA~OIRE 40 kg LA L CiliEE
BHMEOFHRRMMEIRAERE R 17 Bla xR e LT-HFER
FtHEEBRIZI T, AFKI 900 mg A3 1 [AICEH4 Bl 2 1 R
B HAFAN 1200 mg 2 2 W 1 BIOHHE CEIIRNER G- LT, 08
AR CPAE RS 13, N—R T A LR
10.943.2X 10"/ u L 2>B 526 JHRF21. 046, 8 X 10%/ w L 1ZHEN
L, =27 A »h b 26 RO ROy NIVl [95%
EHEXRT] 127.3X10Y uL [4.0X10Y/ uL, 10.5X10Y uL] &H-
7
BIVEFIFEBIERD S, 58.8% (10/17 ) Th-orz, FAcRWERIL, i
ITPERIIE, AEREE, Bl NE (5 11.8%) Th-olz,
EoVEE 11 4851ER C08-003A/B
18 LA b, U 12 LA B 18 FoRifiA ~ IR 40 kg DL L CilfEsas
7% 8 TARILL AT S 41U C DI FAA MM R AEAEREERFEAE 20 114
%G d U= IEERIB IR IO, A91900 mg 23 1 [ CFF4
[\, Z0 1B SAHA 1200 mg % 2 B 1 [RIOAERE THIRIHE
5 UTe, ORER, A MRS A <Y R 7 ) Ak L
ToBAEIGIX80% (16/20 i) Th-7o,
RINERIZEBURELLE, 30. 0% (6/20 B1) Tdbo7z, FAcRIERIL. T8,
FIMERBE, U o SBRIBE (% 10.0%) Th-oTz,
L bORRY T TEE 009-001r
ARNDEGIE 2 AT H IR IR FEEGER S 30 B (4%
2 ALLE 12 58k 15 41, 125804 1 15 ) Zxtged LizL hm &
YT A TIEDTRESIIAER, (M OIER AL R LT
BEEIAIL, 12 R 93.3% (14/15 i), 12 ARLAE 73.3% (11/15
Bil) Thot, Fio, MRy NERREE A~ b7 ) = 2R L
ToBREEIGE, 12 AR 73% (11/15 1) 12 m%BA 1 60% (9/15 f51))
TdhoT=
HEFGRBBEIL, 73.3% 22/30 i) Th o7z, TAAHEFEL,
FEEN (30%) . T (2700 MERE, MK (4% 23%) . BEGERG: (20%)
Tholz,
KL R—RAT A AEDD D 25% %8 25 (i MR, M
FRESAT, FHEITEROWTR IR0 b o 7oiRRE
FRMILL_ERReE LT3 E L s
%2, 2 [P EooitgE U7 IE Cli/ IMRELAS 15. 0X 107/ w L LA A3
4 JEMLL LR Lot h L ER

M 12 1

(EHEEEHRIE

AERITESES;

7 F R I S,
% 111 HHERHEREIEER ECU-MG-301
A PEERTI PERE 125 61 (FANBE 11 flaETs) %%
2, 77 /R IIAAI 900 mg 238 1 [BICFF4 [Bl, 20> 1
577 /R UTAHN 1200 mg % 2 JIZ 1 RIOMEE CERNE 532
77 E AR A b ISR TR SR A i LT, 0
FER, FERHIER THHN—R T A AR D526 O MG-
ADL BRI T OZACEIL FEDO BN THY . 7T uRE & AFHIRE
DN N G2 TRD Bz,

M PERE xR & LT RS, 3~ ChtliekE v
[5. 1 2]



MG-ADLAEA =17 AL A~ R Worst-Rankfi#hT
N=RTA | 5268 IR | LAFa—JARR | NERE Tt
75 | 9.9+ 264 |7.0+ 3.36|-28+ 3,07 622 + 55.40 | 70.8 +
R 51 (51) (51) (12) 4.38 16,6
i3 9.0 5, 18) [6.0 (2, 16) | 2.0 (-8, 7)| 43.5 (7, 178) (63) [-28.90
. )
; 10.3 +3.06 |5.6 + 4.11 | 4.7 + 4.20 95.7 + 7150 | 54.2 + y
4;;; ! 56, (56) 56 6 iqp | PO-0089
10.0 (5, 18) | 5.5 (0, 15) |-4.5 (-15, 4)| 99.5 (1, 174) 62)
a) B PR AR GRIHO . TB: Ryt (oMl S | LAX IR
ZeW L UIgi o T I8 TR
b) A~ NETOHM (F) | LB PR GRAPED .« TBE: it (R

joNC)

) DVAK 2 — AT TN (L AK 21 H £ TOREYE IR | @12
o —BEANE L Lo T BEE26OMG-ADLFR A 7 DAN—2 T A L b002E
bt (LOCF) (2R3 < UalAY NSV I TR U TR s IR T 24 7
U, FONFR A RAISS R LTS REROMCRASYIE (7 5 22230334, 4a,/ 2b X 33b,/4b)
ZRT MG-ADLFAA 7 DA_R—AT A Al IR LT HGre 7 M3 < fift

d) J\LE{W)IJ%BFI’MHW%% €5, ¢ }M%TMJ%:/)O GEHitis 0

e) [E:x BHRRE By BEHREO 9SHEFEXE, TE: B p fiE

Fi, HEMIPEBEORER O A X 2 —IGFRAZ T TIIER
B L Bk L7 BB O BEERE LT, TN
J51EA 25 Uiz Worst—Rank fEHTIZINOTH, =R T A AR
% HE5. 26 3D MG-ADL 3 A =1 7 OZE LRI HWT F TR bR & AFH
OB RN Bz Ro b= Y,

NG-ADLEEA =17 BEAT A~ B Worst-Rankfif4r
G LAF2— )
N2 | BeGoe | ZSeR |, 0 TR0 JIERE | REEE
K I AT
70+ | %8
77 9.9 + 2.64| 3.36 307 62.2 + 55.40(70.2 +
R (51) (1) 5D 0 (12) 4. 41
i 9.0 (5, 18) 6.0 20 43.5 (7, 178)(63)
(2, 16) ‘8 7 -15.4
’ [-27.80,
7 -2.92]
" ) o
O + 1250 Js0.7 + 76,60 a5 P00
AF R - 4.23 ®) +
7] (55 (55) G5) 127 580 i
10.0 (5, 18)| 5.0 rs | a2 ) @
©,15) |15 4 127)

a) BBy PR GHEEE « TB: TPIE (Rl S | M67 ) —E 28T
VAR 2R B L RS 26RO 52 58 T LT, KOG 5 b LAk a—ih

SROFREINE LY L7370 T BB T AT S
b) A~ hETOWR (H) | FBe PN IRERE GRABB0 . TB: HuRfE (vl Fok

i)

o) D526 E TITBEL LIEEEEN BB LizH £ TOREYE B | @67 U —P 25 LIk
FHE 067 ) —ERELETOREDE D | @UAF 2 —1Rifasd 78, UIaafik L
ToEHD S L AK 2RO FHHEIE RN D EEHEH] (L AR 2R U ThIER
FDA R SRS DGEITRLSFILLTS) FTOREAVEVE) | DL AX 2 —i/FEEZ 72
Moo, UIABRE UL LIZBED 5 B LA 2 —IRFROFERFEE LY Lo T

(526 HOMGADLIEA 7 DN—R T A b0 KR (LOCF) [ZHS< ey NSV IE) llEd:
TN U TGEIEN) HIERTH T AT, NIRRT AR EZS L U TR SR OMGRAS A (K]
T MG-ADLRRR 27 D=2 T A ABEHIE R L LTI BT v

) MR LIED 5 LA 2RO RN B AT

o) NERORETIE RIS GEYOBFET UTIES) G

£) FEx RS PB BEERSO 95HEEEXTE, FEE B p fiE

BIVEFEEIREL, AFHRERET66. 1% 41/62 1) THhotz, &

ZREWERIE, B0, BROEEG (% 12.9%) . TR (11.3%) Th-

7

% 1] HERRLRRER (REHSG5HERD ECU-MG-302
S YRR AR U TSN L 72 7 T e ARk IR R b

SR TR SRR 58 T L7 2o G C 3 L 7= R 5-

FBRBNT, AMEORHIREE Cdh D MG-ADL #a R =1 7 OHERSIX

TEOLEY THoT2 0,

17.1.8

(12. 0%)

BTz,

*«(EIEEBRARY S LBE (RMESHAEED) OEXTL)
PRI A b T MEEEE A g & LR g, 3
CHEIRAREY 7 T B F eIz, (6.1 3R]

17.1.9 2 111 1AERRARELER ECU-NMO-301

BIAEEERIZ A b T M 143 ] (AARNESE 14 FilE5
10) EXIRIC, 7T AR IAKI900 mg %3 1 [HH5-Cat 4 [BIEHIR
PRS- L. 0 1 %S 77 2R X IARH] 1200 mg % 2 3
(ISR 592 7 A e BRI A b — A Bl TR e
ZENE LT, TORSE, FERHITEE Th N EHiEE SIS
T SN AR E TOHRIIRRD LB THY . I REE
EAAIEE L ORI ERZENTRO LN (p <0.0001) Py ~NP—F

b [95%{EEX T P9130. 058 [0.017, 0.197] Th-olz,
a) e 7T 7 BEECHE S b) i Cox Ml P — RETMIILSL, ¢) Wald (EFIXE]

MF 8. 5%) . AUERG: (7.7, SHERS 6.8%) T

f’% L0 wers

%- 1 "Lll zy ) A< TEH

i 087 P,

N

,?.\ 067_ [ Lﬁ7“777h77

7= 044 o T AR

B ,

# 02

D e 75 B

ﬁg 004 —t&']}!f‘i‘ﬂ

| T T 1 T T T T 1 T T
0 12 24 36 48 60 72 84 96 108 10 12 14 1% 168 180 1% 2421

SBM GB)
0BT

77547 38 30 24 21 16 1310 9 6 5 5 4 3 3 3 3 1

%796 92 83 78 68 60 58 52 46 41 32 24 2 18 14 8 2 1
BIVEHZSHSERE T, AP ERET63. 5% (61/96 #) Thovz, L7
BWEAE, FACEEEGE 11, 5% (L), 0 10.4% (10 ) . SHEE
8.3% ). FFHHWEDENT. 3% () Th-oi=?,

17.1.10 55 111 tHERRHREEER (REMS5E{ER) ECU-NM0-302
BHHRAFRIR A b T NEEBF A RBU T L 127 7 AR
VRS RS TR e 258 T U7 B 2 U T L
TR 5B\ T, ERDT- Y OFFEBOHERBIE FEO L

TR AR AR A
FHfHL | A= el | PR | feR=T 2t
(E;U%i 33014{% 60 9.942.60 56 10.343.03

138 60 6.0%3.85 | -3.9%3.75 55 5.3+3.% | -5.0%4.07

43 60 5,143, 74 | -4.8+3.73 55 5.5-3.81 | ~4.9+4.05

1238 60 523,25 | ~4.7+3.39 53 5.3:3.50 | -4.8+3.38

26 3 55 4.743.20 | —4.9%3.20 49 5.143.77 | 5.243.77

40 3 31 3.82.76 | -5.7+3.55 29 5.24+4.22 | -5.1%+4.65

5238 20 4.3+3.06 | -5.3+3.24 20 5.8+3.75 | ~4.4%3.53
FroEHitiRF (LOCF) 60 5.243.97 | ~4.7+4.24 56 6.174.36 | ~4.3%4.11

SN AR

BIVEFZEERSEREIL, 55.6% (65/117 i) THV ., TARWERIL, 98%

BY THote,
FHl | EEOFRGIZY O | BB OERGIZ Y O | EEOFERBT D O
Pl | PR AR FEEo b2 bk
Pt 2.4056 + 1.2526 0.237 + 0.6067 —2.168 * 1.4830
AR —AFHIEN]
ZZERATN | 2 1.923 (1.442, 2.885) | 0.000 (0.000, 0.000)|-1.923 (-2.446, —1.442)
2.029 + 0.9563 0.198 =+ 0.4206 -1.831 *= 0.7522
A —AFIEEN
AFHA u 1.923 (1.442, 2.404) | 0.000 (0.000, 0.296) | ~1.923 (-2.404, -1.442)
o 2.270 + 1.1564 0.223 *+ 0.5416 —2.047 £ 1.2686
IR 2 1.923 (1.442, 2.885)| 0.000 (0.000, 0.000) | -1.923 (-2.446, —1.442)

FB A+ B, TR

PR G5 1 DU, 5 3 PSR

a) BCU-NNO-301 ABROIEHIREB: 5111 24 70 H OGHIFFERYE

BIVEFERBEA3 69. 2% 27/39 ) TV, TRV ERILSAEHE

K. PREIEIIEDS 12.8%6 @54 Thorz W,

32006 FEOPBMHEAE Y |2 EHRATRISE T 2007 FEDHHE

DT PIPRAFRIR A~ b T NIEEL

P shi- b,

18, ZemEE
18.1

et
T ) R NE, MRS o3 5 TR CRE S

L. C5 ®Cha K

CBb ~DBHERARE T 2 & T, MARMHIRIE A CBb-9 DL Z 4]

%

18.2 it

18.2.1 Afl3Hi=" b URMERGIA CRES 2= b UFRMERDE i
B & DA LT 1,

18.2.2 AHlok kCs
46+1.6 pmol/L (25°C).

VIR DfREER P IEER) |
120+5.5 pmol/L 37°C) Th 72",




19.

AR BET SRR

—fRAATR : = ) AT (s rAERR)

ENY

20.

(JAN)

c 7 Y X<, Bz e MEE S 2 n—F bk ch
0. U AHLE MEIRCS o SITUADFHEERERKL O b7 L—
DU =T RIS R BYIER, WO MeGHBRERE B2 5,
LEADTERL k SHICHT 2D, o, HEEFHOCHIE, By
FRROCH2ERD—HX1g62 (v 285) 22H7e b | CH2EROFRY LCH3
FXIe6e (v48H) noled, =7 U X=T1d, ~ U A EHilE

(NSO) AR K VA SIS, =7 U RX=T1E, 448(EDT X/

WRTREEN B 72 DHEH2 3 T M ORIAMED T X/ %N D72 DLEH2 5y
F O SNOIES /30 (G145, 236) Th D,

Eculizumab (Genetical Recombination)

Bk EDFE

SNRBREM RIS L TIRFT 2 2 &,

21.
211

AEEREM
SR U A7 EHEIEZRED b, WY FEid 52 &,

(RAEMERREANTE Y O E UBRAEIZ 1 2 ismims)

21.2

21.3

ENORFAFARAGAEH IR 5 TND Z &hh, SUEoE%— eI
AFN A ST RIER 2 G AR 2 92 L. AHIRHR
FOERIEREAET D & & bIo, AROLZEMEROEIEBT 2
T8 wWEE L, ARIOBERN BB Z# D 2 L,
AFIDEEGHY, FAEHAEA~E S 1 B RIEOBM, 1BFRICHA L,
AFNDY 27 FHTANTH BT E HIEAD - BRI &
T, BERIEIRGYEORBET, TRIRIOREIS L7 =T & O A I o7
TOHTOND L5 BEERFEZ DT> THERHE AR LD Z &,

(RMELRIMMAPREEAARAT <85 1 S ity i BTEZ D)

21.4

21.5

ENOEEARRBSRIIR O TS Z Ehn, SbEsi% S
AFNEAL G ST G S BU A FREAA & Sk L. AFIEHIE
BHOERNRAEAET D & & bIS, AFNOLEIEROEMNERET 5
T2 BN L, AR LE B AR D Z L,
AHNOBEE A, FEITAMPE R EEEREOBEL TRRCHIEL, A
DU A7 ZLZDNTH T E HEA - RO & T
BRI ERGSE O, VRIS L7 =R & s A B> 72 o
BATOND L9, BEERGE ST > CUEREE R LD 2 &,

(EERBEGHRME oI 07 VASHHEETMEHLEE LS
FEIRDEEN R TIESIIRD))

21.6

21.7

ENOREAGERAG IR HIVTND Z &h, BESHEEH—EWIRIL
AFNa e - ST AEFI BRI A = L. AFIETE
FOWRIEREAET D & & bIs, AROLZEMEROEHEBET 5
T—5 2L, AFIOBERHN B S 2 D 2 L,
AFNDBEDS, SR PEOZE IRTHERL, AHIDY
A FOWTH I EEECE DI - RO b & T, flsk
BHRGYEDZIET, TR HEE LT Eh & O B> 72 L TR Th
D X5, BEGE I > TEEAHE LD T L,

(RAMEERRANRY LS LIEE RMEERAEEY) OBXET

22.

s

YUY A pHHERE 300 mg 30 ml [1/34 7 V]

2.

24.

26.
26.1

FEIGER

1) Jin F, et al. Hum Immunol, 2005; 66(4): 403-410.
2) Wang W, et al. Clin Pharmacol Ther, 2008; 84(5) :548-558.
3) Fitzpatrick AM, et al. J Peripher Nerv Syst, 2011; 16(2):84-

91

4) #PNEE) : Benjamin RF, et al. <7 AT H-HEIEI AR

2Ll (2002 4F)

5) Kanakura Y, et al. Int J Hematol, 2011; 93: 36-46
6) HNEEL : FEIUH YT AR T H S BRREAR (ECU-NMO-301

FER) (0XX4EX H X A8, CTD2.7.2.2, 2.7.2.4 K1r2.7.6.1)

7) Hillmen P, et al. N Engl J Med, 2006; 355:1233-1243
8) Brodsky RA, et al. Blood, 2008: 111(4):1840-1847
9) KNk} : ST 7w AR S MR (BCU-MG-301 74

BR) (2017 412 A 25 A7&GE, CID2.7.6.2)

10) AP : SBITAH ECU-MG-301 fifeii (ECU-MG-302 38R) (2017 4F

12 A 25 HAGR, CTD2.7.6.3)

11) tPNEEL : ZEIIFH ECU-NMO-301 #iksiasiE (ECU-NMO-302 3458)  (20XX 4F

X H X HAR,
) Wingerchuk DM, et al. Neurology, 2006; 66(10): 1485-1489
) Wingerchuk DM, et al. Lancet Neurol, 2007; 6(9): 805-815
) HPNEEE : Terrie LU, et al. ¥AIMMERER (2005 4F)
) NS} Rekha P, et al. b MMifA O5 1Tk 2 BIRMEASR (2005
F)
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1.10 7538 - BRI EHREERIOF &
=7 ) X~7 NMOSD

110 FE - -BIEODETEEEHOFELED
1 BE - -BEZFOEEBEEEHOFEESD [HT

b= - B4 JAN: =27 Y X~=7 (EfsFHH#z)
S EE 7 X/ BEEAVEFEIIRRED LB Y
ELIERIESIE S FAEMER I ~E 7 1 B VRIS T 2 B i
F TR P PR R ERE AR LS 33 ) % A M ) A R oD 41
PHRFEF B E (7 a7 ) o REFIERE XM E LRIEIC X D AER O #
AR EERGEICRD)
k- A& R ~E 7 v v U REICB T 5 IR
WHE, RAICIE, =27 ) XA~7 GlE#z) & LT, 18600 mg H 55 % B
W5, PlERS%, @ 1 BloBRCHERES 5 OE5 4 BEETHEL, 20 1
W% (RS 4 %) 205 181900 mg % 2 I 1 8]0k C AT
%
FE SR Ifn M PR FR A BRI F U B AR AR/~ if B FEE e oD 4 )
W, =7 ) X<7 (GEaHez) LT, TiRofk- - AR CARSET 5,
GE ARV HEYN HEFRF]
— 1E9m?g% WIEBE G 4 BE% S
1 [ETE 4 [E 1 [\ 1200 mg % 2 i 1 [
18 AT
40ke WL 1@%%@% wlal 5 4 BE%N S
W 1 [ECE 4[] 1 [A] 1200 mg % 2 #IZ 1 =]
30kg P E 1 [A] 600 mg % PIEEE 2 W%
40 kg AR 1 [ECE 2 5] 1 [A1 900 mg % 2 3@z 1 [
20 kg LA I 1 [7] 600 mg % WIERE G 2 %S
30 kg A 1 BICRF2 [\ 1 [6] 600 mg % 2 #iZ 1 [A]
10 kg DA | 1 [8] 600 mg % WEBEG 1 BE% S
20 kg A 1 [ECEr 1 mE 18] 300 mg % 2 (2 1 [[]
Skg L b 1 [8] 300 mg % WIEBEG 1 BE% S
10 kg A W1 ECEE (A 1[0 300 mg % 3 32 1 [[]
SHTIEEFHENE (oS v 7 ) VREFERE I DREGEEREIC K DERDOE
ERAEERBEITRD)
WHE. A, =7 U X~<7 GEEFHIZ) & LT, 118900 mg 585 % B
W5, PS4, 8 1 BloMRCHERE L5 O 4 BEUEFHEL, 20 1
HH#% (WEHEES26 4 BEH%Z) 225 1B 1200 mg 2 2 HIZ 1 B0 MR CRIFETHTE
+5,
HEIIEOEE ARG D, RIS, AT,
HiiRA KO R 2 v U A IR EE 300 mg
BRSY - e ATz r ) X7 (BEETHH#Lx) & L7T300mg)
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1.10 73K - B

REFREEHOE L

x7 ) X~<7 -NMOSD

M 1. H[EES
B WekpE BhkE | HEEME
(mg/kg)
SD hS G1.1-scFv * | &R >20
7w b
2. 4WEMEESE
L7 Pt B b B b TR R B
WE R (mg/kg/i8) | (mg/kg/iE)
ICR BB5.1** | iR 30,60,90 | >90 ASEC2VE
W TbHE
TUA P 1 R S
Nnigmoiz,
3. 26 EKIEHE
L7 Pt B b Pe b B TR R F 7R
WE R (mg/kg/il) | (mg/kg/il)
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