
PROTOCOL SYNOPSIS .ncmE lh€rnogbbm <10 g,/dLl, . m.ior adv6rÉ€ ve3cul8r 6vcñl IMAVE, includ¡ng
lhrombos¡s|, dysphagh, or 6rccllla dy3fuñcti¡ln) h tha pÉ3cma ol6lcvaled LDH
¿2 i ULN efier pnor roduclir¡ of LOH lo <1.5 x ULN on úcatmcñl.

. Proporllon ol palienls trr¡th 3tauliz¡llon of hor¡ogloD¡l frdn báacllnc lhror¡gh Wcrk 25

§ebill¡cd ñamog¡lbh E daínad a! evolr6ñc6 of e >2 g/dl dGcrc86 in hemoglobiñ
lcvalfrom base¡me. an lh. ab3rñcc ol treñlusion,

. Maen chsrgc fom baselinc to WGck 25 in lEliguo, as a3!6!rad byth6 Functional
Ast.¡h.ñl ol Ch.onr lllncas fhcÉpy (FAClf)-Fáti9u. (lor edultl s!.d > 18 year§)

Thr suparloalty ol crovalirñab v3 oculizurháb will b9 svalusl.d provldcd lhál ñon-inlé orily ha3
flÉt baan damonsllalrd
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9!tss!lv!sr!gg!!el!!!
ThiB i3 á Phese lll randomÉod, open-lab6l, aclivB.conlrollcd, mullicenler sludydesigned lo
Gvaluatclhe efi€acy and sálely of crovalimáb compared lo €culizumÉb ¡n patients with PNH
who hav. nor been previously trsalsd wilh e complamsntinhibllor lh6rapy.

Sp6cllc obleclives and corrosponding endpoinls for th6 study arE oullinod bolow.

Explor¡tory E lc.cy ObJoclv.
Thc 6r9loratory olicacy oqediv. ,or lhis lt¡óy is to evabatc üc lrcdmcnt aff6ci ol crovallmab
cdñpgl.d lo cculi:umao oñ lhe bala af tha lollo\iing endpoht3l
. Tolal numb.r of un s { ba$d on loc€l gquivalent) of pRBCa lrarslulld par psl¡enl by

W.ck 25

. Propolbn of pelÉnls w h LDH 31 ULN trorn Week 5 lhrough Wcck 25

. Tim6llom báseline io rhe ffsl tlma LoH <1 tuLN

. Tlinc lrom b.s€liñe to l¡e lirst lim. LOH s1.5 rULN

. P€rc€ñl chánge frcm báselineloWa6k 25 h LOH levals

. Proporlbn ol palle rls who roech a horñoglobin l6valof at le$l 10 gr'dL, wilhoul subs€queril
d.cr.a$ b6low Ig/dL, ln lhc abscnco ol e lrán§lusion

. Proporlion ol patienls erpericnciñg MAVE fom baseiino lhrough Wcck 25

. M.rn chsE6lrom basellne lo W6€k 25 h mysk:l Fuñclioning. Rolc Funclbnhg, á¡d
Gbb¡l Hlsnh Stalus/Ouány d Ll6 {QoL) scál6s of lho Europcen OrcanBation for
Rcloerch and Tredmenl of C.nctr(EORTC) Oually ol Lfa-Coru 30 (OLO"C3O). and
sclocl dba$e-relaleo symploms (abdominal pá¡n, heádach.s, dFpnaa, dysphagia, chesl
peiñ. añó cGclile dysfuñclion) of lhc EORTC ltem LibEry (lor adultr ag€d >18 years)

. M€en chángo trom baseline to Ws.k 251ñ Pediatric Q ualily of Lifr (P.dsOL)
MLrliidlm6ñ3ionalFáiigue Scsls (MFS), and th€ Physlcál Funclloning scal. of lh€ PedsOL
Cor. (for edolescenls agod 12 17 yc¿r3)

. Mcán lrralm€nl salrsfaclion wilh ciovelimab oreclllizumab, as a!§ca3cd bylhe Trcalmeñl
Sslislaclbn Ou€s¡onna¡rolor M6dlslon-9 (fSQM-9) el Work 25 (for aóuls eged
>18 y.ár!)

. Proporlbo of patient§ wilh p¡olcr6nco ,or crovalimab or ecul¡zum8b et Week 41. for pál¡cñls
rañdoml¿rd to €culizumab who lwilch lo crovalimsb arl6r 24 wtcks ol6culizumab
lr.atmcnl, os assessed throuoh u36 ol lho Pel¡€nt Prcf6rcnc6 Oucsllonnáre deva¡rped by
lhc Sponsor

. Mcan chenge over lime in qualilyol lile, as assessed by Ouelltyof Lla Ou8slionnaire -
Apla3lic Aneñie/P6roxysmal Noclumal Hcmoolobinurb (OLO-AA/PNH), snd in overall
h6állh slelus, as assessod by Páll.nt Global lmpression of Scvcrlly Survry (PGIS) (lor
áduns aged > 18 years)

§!r!.Lg!dr¿
O.lcrlpllon ol Study
This ranóorni:6.1. muni¿nler, op€n-lab€|. acriv€ cont¡ollad Phe3c lll clhicál ludy úllenroll
psticñ13 á9.d 12 yÉars or o¡dar, wnh a body lr.iglt >rto kg. diegno3cd wlñ PNH, who harc nol
boln pr.viously lfear.d wnh a complom6nl-inhablor lherápy Approx¡matc[ 2m pd¡eflls Úll be
€ndomiz.d in a 2 1 ratio to thc tollowhq rogimeñs

Pnm¡ry E llcacy ObJocllv.
fñ6 primary eÍaecy obt€ctiv. for th§ sludy b lo ovaluelc lha aficrcy of ciovalimsb compar.d
to €c¡rlizuñáb, bes€d or lhs noñ-inl€riorly as§€§s.n.nl of lhc followiñg coprinary endpoinis
. Proporlion of páirñls wño achiove traísfusioñ avoidsnco (fA) korn baselño lhrough

wac¡ 25 (anef 2¡l w€6lG on rcatmeno
fA b delined as pali€nls who áre pecked RBC (pRBC ) transtusionlree and do not requrre
tmn3lusion per prolocol-sp.cili€d guid8lines

. Proport¡on ol p€liénls wilh hsmolysis conlrol, moasurod by LOH <l.5rupper llñil ol normal
(ULN)from Wé6k 5 through Week 25 (6s measur.d ál lh6 c6nlrel laboralory)

Tha 3lp6lorily of crovalimab vs 6culizumáb will b6 eveluatcd providcó lhal non-inferio.ily has
lirst br6n demo¡stralgd

Slcond.ry E flc¿cy Obl.ctlv.
Thc s6condery eficacy obl.divo lor lhis study is lo 6veual. non-inl€riorny ol croválimáb
cornpáGd !o ecUlizumab on lhc besis of lhe follorring cndpoinl.:
. Propo.lion ol palienls wlh br.áklhrough hemolyris (BfH) frdí bas¿line lhrough Weel 25

8TH is dcr¡n.d a§ el l6asl on6 ne or woBcning .yrnplom or sign ol inlravascular
h.molysis (falisúé, h.moqlobinuriá, ábdominalPain,3hodness ot br€slh ldysPneál,


