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WD 2008/ 069889 PCT/ US2007/ 023623 METHODS OF TREATI NG

HEMOLYTI C ANEM A RELATED APPLI CATIONS 5 Thi s
w@ppBioems? on clains the benefit 'of U S AppliPaEl/usmo7/023623

No. 11/595,118, filed on Novenber 8, 2006, the entire

di scl osure of which is incorporated herein by

r ef er enc MEBNCSKEROINDR EAST IIVGTIBE;MOIQXTFI@A@EIWH S

di sclosure relates to a method of treating a henolytic

di sease such as, for exanple, paroxysmal nocturna
REeROEPAPRYUICAT(ORNH" ), by admi nistering a conpound

whi ch binds to, or otherw se blocks, the generation

and/or activity of one 15 or nore conpl enent

oo PR bPsefiog FRET R Ay el A icalion NBr f D s, led

oINS OEHBS: M@oj@ltme étfle Bis@08re efbvﬁlcﬂr@l&e%méa ﬁ&@kn%@d
are thus destroyed nore 20 rapidly than nornal

rei¢romat. cel | s. PNH results froma nutation of bone
marrow cells resulting in the generation of abnormal
bl ood cells. Mre specifically, PNHis believed to be
BACKGSROURND of hemat opoi etic stemcells, which give
rise to distinct populations of mature bl ood cells.
The basis of the disease appears to be somatic

tat.i l,eading to the inability to synthesize the
gﬁ?gwgaq§lﬁosphatidylinositol 25 ("GPI") anchor that

i s rehiRARRIRLR ERtes 3 h atMdib MAFati®d MBerhOlyE€llsease such as, for
menbranes. The nutated gene, PIGA

exmgmqmywah npstireal hegloglohinusin 4 FNIAY), bradriisisteringthe X
UGS AR EP; SRESBHBIR, b o et S et

oﬁmsﬁﬂﬁmﬁﬂah&ycb@mgmmmienent medi at ed destruction and
this 30 sensitivity occurs in the cell nenbrane. PNH

cells are deficient in a nunber of proteins,

Zq&&% hgr#ﬁeﬁ§§ﬁgﬁlal conpl enent -regul ati ng surface

pro ese ‘conpl ement - regul ating surface

pr ot Parosysnitt hock@riahBerfléglalyinats € PRI iswh dr@6in@fon blood
("DAF") or CD55 and nenbrane inhjibitor of reactive
disgidewherginpyed plagd celtgsare compromised and are thus destroyed more

rapidly than normal red blood cells. PNH results from a mutation of bone marrow
cells resulting in the generation of abnormal blood cells. More specifically, PNH is
believed to be a disorder of hematopoietic stem cells, which give rise to distinct
populations of mature blood cells. The basis of the disease appears to be somatic
mutations leading to the inability to synthesize the glycosyl-phosphatidylinositol
("GPI") anchor that is responsible for attaching proteins to cell membranes. The
mutated gene, PIG-A (phosphatidylinositol glycan class A) resides in the X
chromosome and can have several different mutations, varying from deletions to point
mutations.

PNH causes a sensitivity to complement-mediated destruction and this
sensttivity occurs in the cell membrane. PNH cells are deficient in a number of
proteins, particularly essential complement-regulating surface proteins. These
complement-regulating surface proteins include the decay-accelerating factor

("DAF") or CD55 and membrane inhibitor of reactive lysis ("MIRL") or CD59.
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WD 2008/ 069889 PCT/ US2007/ 023623 PNH is characteri zed
by henol ytic anem a (a decreased nunber of red bl ood
w@e2i088§988nd henogl obi nuri a (excess henogl obi n PeT/UN®07/023623
urine). PNH afflicted individuals are known to have
paroxysnms, which are defined here as an exacerbation

5 of henolysis with dark-col ored urine. Henolytic
anenkTHiis clihgecterized by hamaktiglaaemiie(e decreased number efded blood

lood .cells.by c | enent onents.. no
ot SR eTor G R et VTR B ek NE pif e
indisdudRGEre Ribwit foNHRFE B8oR ysrh £ G dHeRE det@MeRals anRRh&rbation
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struction.of . r bl ood cel |l s cause 0 local and
ARl A PP G e et BPas- Offes bR pdbloms
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d 106 .ti . { ffinit f t | et
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lotdlah@Y@sdhit Altrib ORMIeYN0Y defidieitydRRRER RS Rl dfGiegNt
free henogl obin to conpletely 15 depl ete hapt ogl obi n.

hegyoglobith Frecdirandiglgbinfs a Yary effionang baalvenges oENOn duery part to the

in i ded ti f end
BESHALY ok S0 B ArEEvROG e Ebetin oS0 R T RE arp e
afEIOPO HEE Berfitl Gldias fEIND thhans tbibkygey et Jeotttdieeby

. exceed the upper |imt of the normal range and
ingyespanhemolists ¢ftopegenergtes sufficienhiree hemeaglon tnedmpletely

. i . lqd Lik bt ai ..
BRI S0 Dy
excadded),oysumpibnd BRI HSuSICOWRSIEs OF of ek @mpledingd dettifg of

. henogl obi n dependi ng_on the hmalgt ogl obin all ot )a/(s)e, a

infrayagilanhemolysyrsuch aaPNErwgrrsdilAH Weel scropténele ereaegd the upper

: [ j [ t

P SRS Y SRR RLOPELL SPOSULRL A R s

freeeneglobiheouldlkalsebedin toentisiong b 0ignl .6l ¥/, Séhee haptoglobin
intrﬁvafcular henol ysis results in excessive

cap GRly HRs SARE VBT NRS TR0 4 (& Sl f heneglelia dersrdingprothe
. et |
haffdpobth ARRIeDS Bl ex KARATRRTERIoBIbATWAIA bB oBIEHEY. Once the
capeitg off AtradglabinhrediSoptian iby glgﬂg;ib@y prexiagil cdbiultﬁ iisn@dc:adﬁd,
bdom nal [ tile sfunction,  esophagea
N N S ST U T
heﬁ%%@lsﬁ_@éﬁts ROLIRLdive écﬁ‘lgtlnfl ctﬁﬁ@t\ﬂhpﬁ'bge&aleﬁ%ﬁélﬁgﬁ Emooth
and urine tests. Hematologic tests inc e an

musglgtontaddtion, wiso¢dnstristiomand Flatebatreetivation ambagpnedatigh. PNH-
red od cel|s (RBCs) 0. det.erm

TSR RIE NN AT TN = R A
pafmObiREtile Ay ¥R R nbLRPBHadehPspasm, and thrombosis.

The laboratory evaluation of hemolysis normally includes hematologic,
serologic, and urine tests. Hematologic tests include an examination of the blood
smear for morphologic abnormalities of red blood cells (RBCs) (to determine
causation), and the measurement of the reticulocyte count in whole blood (to

determine bone marrow compensation for RBC loss). Serologic tests include lactate

dehydrogenase (LDH; widely performed), and free hemoglobin (not widely
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det erm ne bone marrow conpensation for RBC | 0ss).
Serol ogic tests include | actate dehydrogenase (LDH,
worasiysger f or med), and free henogl obi n (not wWdEUS2087/023623
WD 2008/ 069889 PCT/ US2007/ 023623 perforned) as a
pHdrRgd) d&‘:‘a HeBmdsuReSm] et vhis. £ P Le@glg lc%n 630sRf itﬁtch%f ul
In the diagnosis and nonitoring ents wth
dihgnosisyeail snon@bhiag ofpatehgiith lﬁcﬁ!ﬁdlysw r@lheltherol(’ﬁg'ib tesbndludy
oglobi n, as measures of breakdown products or
bi BE’E% é@%léraé@ﬂeawré%@@zfﬁakﬁ@w PIQIFUCHEOT tSEACBEIN G EFSQTYS,
| [ d re
re eéﬁ*é?é; %@%ﬁpﬁsﬂ%g’;‘a@gP@éﬁ%@@% 5O ern IG5 e

genanilly asedliofrh @seretgrassisoverioy of lhdmﬁdlwasmilfoaﬂlf%enhatlon of
. extravascul ar etiol ogi es of henplysis rather than
INFRAVASSHA Yo Rt tiaypsopr eBelogiessf hamalysigrathesdhan epme monitoring

e R

heenateonit acef geamyllgq)emmwdyo dgterraine nieoextait b€ inyt i@bmPsnydng
measur.e henol yti c tivity per se. 10 Steroids have
angpoigragheh q‘tﬁ‘?éﬁ aégeaéur@Wgﬁgmlyp@,act%wewq c di seases and

may é%@rm(ﬁf}'fa@@hée\ﬁeehrﬁq]ofédpa@ 8fch fotljfl 5@1 dsegkeg%ﬁgmay be

patients ough Tong term
effeativé msuppreysimgelgandl yss i sdenegfatients,salthdiigh loag edmpat b€ nemid

may require blood transfusiaons, which carry risks of
theTAP R £4 ghmany,pegatyede stfrdh Atfﬂecﬁ%ipgﬁt%ty may4gayiee blood

trﬁ@ﬁlk‘i’oﬁ? q’vﬁléh Hne})’r?s'ys oPtritedion! Rhtil c%@doﬂ%&gﬂ' ?\g?lso be

result in henorrh age. Bone nmarrow trans
requaredide preventdivod dotciormatiRidHndlvanessalt in hanerriger Bone marrow

t d It to find and
traﬁ'é?@&?ﬁl?@%ﬂ%% n Vit {%Niihﬁﬁl?‘ﬁ?‘éer BE BON. mpiehgise
offeR v@@V&fﬁc@ﬁQQ Gi5d bAd %%Ah@/eraés sfeqag}{f@ﬂh et Egee&ﬁé ely

and reliably elimnates and/or ITmts henholytic
di sdhwesld beiadmardagePhiH o ndde héieatneif wbich .safely SldvikkddYy

et B PR s et ARG, Sp R BNeh &4 Pl tiEect
said nethod conprising inhibiting conplenment in sai d

SUM ect. In certain enbodi ments, the nmethod conprises
Xteri ng a conmpound to said subject, wherein the

fromt nsi st | a
S IRMRE e BB b PR s R SRR B Pl o
thronibpsis &4 subjéx), saifaetiod Sombrisiflg inBlitiGlkg & laﬁ&ﬁﬁﬂkm@n
of one or nore conplenent conponents, and c) conpounds

subifstc An peririk embedigientsy the ynegiodseapsisentsimeinistampi areempound to
s 33080 ae%ﬁreld | fle E5hbAlY i§ WREALI B he by WREGSHE oPAY @

Xysma
compounds which bind to one or more complement components, b) compounds which

block the generation of one or more complement components, and ¢) compounds
which block the activity of one or more complement components.

In certain embodiments, the subject has a paroxysmal nocturnal
hemoglobinuria (PNH) granulocyte clone greater than 0.1% of the total granulocyte
count. In certain embodiments, the subject has a PNH granulocyte clone greater than
1% of the total granulocyte count. In certain embodiments, the subject has a PNH

granulocyte clone greater than 10% of the total granulocyte count. In certain
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henogl obi nuria (PNH) granul ocyte clone greater than
0.1 %of the total granulocyte 30 count. In certain
wE@nipsmeasent s, t he subject has a PNH granul ocyt BCT/US2967/023623
greater than 1% of the total granul ocyte count. In
O e e b PP R i@tk Wan 503 of he ota
grgma oepte coung count In certain 3 WD 2008/ 069889
PCT/ US2007/ 0 Bg enbodi nent t he subJ ect has a PNH
gr antll SEFR EMOOSHRENGD it OMAOKA 185691%0&9# fompthe greyp consisting
t
o iy SO Bl oA ERY i it cin Gagments,
p&pnﬂesbsxdale‘emolmlesU{NAczprqnheemRNmiptzbhér@rs}bldgeﬂmuI’adﬁsense
proteins, protein pept.i des,

fr
CRRUGH 34 TeR RS BHERET, (TR A M AN &, S| & B ferBeRNA,

R R R SRR RS AR ! e

nuclleicertaiaiechbodimenits, d’r@aorrm@dn(pam‘eiedted Iﬁm)ﬁi e @rapi dnsisting
hi bitors. In . certain enbodi nents, the conPound i s

bdESHCR MG DA 6% SaetpsHi srpra yenoprictor, I BRTS,

(dAFandGDBOcoigt or H. cobra venom factor, FUT-175,
g{g’?%sonpf%%t at?n and K76 COON. In certain enbodi nents,

t he locapan redmblodimdnts; the(@ompaaid mhttyts dsh acevityai I certam
odi nent s, the oun inhibjts cleavage of C5. In
"%g%%ffa?rﬁs 2% géﬂrﬂo %&ep ﬁnrﬂ%ﬁblmteglhoém%ﬁhe
I
mh@%mus tbithiff b Oﬁ. Jéﬁ% gl ng?%?%%pound

inhibits Cha activit blts
ln]mb&ts Céa:ecptvmtry or irthibits lnadmgpﬁCéartmdi me&mitcg the subj ect
odi nts, the subject has a

i < (BT SBRBS GG SR o BBPEsy lyectal s the

susﬂpﬂﬁbm&?l ofB38e SPHBRUAMIbLHRRVETRE. | body or antibody
fragnment n certain enbodi nents, the anti body or

ant il @ghyam pm@nélmentss theebmppent] ko rantltlmiyg:r @upbody fragment

In S8 RO et Rt beBit naRbod I el inpaled om the group
coBS1StIRY 295 dﬁilorfahhﬁfﬁfoki? ARbAOIShA] BtitRAY bpsmboﬁy FAPREht, a

a humani ze antib or anti body fragnent,

dl@@dmﬂnhlme@zqdmhlr@mtq antibigd yoor aentnbodwﬁiygnﬂm&gﬂmmamzed

ol o TR RN PR B Ryl BETR  E ol S e,
a fE(lﬁlBuﬂﬁn antfbod§ ok amrboamgm@ﬁmgn gtmaﬁ%tlb@@y ah¥v, an Fab,
pexel i zumab. In certain 25 enbodiments, the "anti body

aniFgb’ ap Fdzandeas F(ab’),.

In certain embodiments, the antibody is pexelizumab. In certain
embodiments, the antibody is eculizumab.

In certain embodiments, the compound is administered chronically to said
subject. In certain embodiments, the compound is administered systemically to said
subject. In certain embodiments, the compound is administered locally to said

subject.

In certain embodiments, the method reduces rates of thromboembolism by
greater than 25%. In certain embodiments, the method reduces rates of

thromboembolism by greater than 50%. In certain embodiments, the method reduces
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In certain enbodi nents, the conpound is adm ni stered
chronically to said subject. In certain enbodi nents,
wo b@soespound i s adm ni stered system cally to Bei/tiS2007/023623
subject. In certain enbodi ment s, the conpound i s

ratggﬁn‘ttg%%ﬁ({e% oi OC%%E%%% t ﬂsc/é s 1T} e{?tétgm € 3bodlmen S, rth }nrflzthod
redRe9 FRAITRIRLINSBERYolise d@gx@ate; thapod&% In certain

enbodi nents, the nmethod reduces rates of _
t hr disoxtath @mbecrhrrrthgt’neam@noct iesits50 9 least a@éP4 werdnction in LDH

b t d 8 .
st 300 FbaR T BduciBid AR SR A Sk By igioanipdiOH
ledel@ rln?:@r(ﬁm |eH1b6§1Tn§éi\|t§" tHRTRQRSORBEIE inahRagRt 1394 redu@biCi@I.DH

rates of thromboenbolismby greater than 90% In

levads: tIalcnrtsn‘@mbpdmmr@ thehmethed mgosubiesttesdtsiin ahleastadfo a

re% éo ﬁ@gllon in LDH levels. In certain enbodi ments,
1 Felilts in at |east a 50%reduction in LDH

5 | g4@kSBain kib6&iteatsNthe HrakddRRthss coltiisiRtdaatnikREHE h Second
in at least a 75% reduction in LDH levels. In certain

cogpovnd, nhetein saifhecoend hompoundangescebematepeirtis Inrregpin

rrlgﬁ)a rﬁ% oeo/seg?e Coﬁoﬁgé&&%%@?%%&% rgrgupccgonts1{%l ing of steroids,
iAo B ppt &54ritg) aatp%@&%mlts ESTRRI) dhon WieihRipoidtial (BPegcond

compound i ncreases hematopoiesis. In certain 10
pegyloted iEREK tEPO mheets@c/émesp@mmlrtr@pmms slimelating AgeHth: t he

o RSN DT F R 0L oo b TORRDY B 3B e
enftadfshents, FPAYis ali@ehi &Bd WERQnEnAELS &Ribody anesdtaln |
erythrop0| esis stinmulating agents, antithynocyte

emgjlodisngrith tieamapodinig paelizumaph r@ng%mﬂlmﬁnte Ahe;yntlhOﬁy is
ecﬁﬁ{gﬂag enbodi nents, EPO is adm nistered with an

a anti body. In certain 15 enbodi nents, the

ant iln@eiyain smbe&aidnesuﬂﬁbneﬂhod fuethéradompeisingdidnenistering e

ant i body IS i zumab. In certain enbodi nents, the
anfhrIBROY AR IRSRD olferainegnbodiments the anighrgmbotic compound is

anaamlh(;zﬁ}%ﬁjg Ol Ert&R R AEhents) t&%‘l@é&uﬁiﬂpﬁ qamﬁﬂgt%redt\ﬂﬁl an

antit otic conpound 1s’ an anticoagulant. In
antie(ti aitibodycbhdcemtam mbddhaexﬁs;tthe:mﬂguﬁgﬂﬂt i ssanaaohtip it ed ¢t cug et
an_20 anti - bod In cer{ ain enb

InHRaia AEE stisa e ¢ pghe IRPiHPamaD ncs&émem%oriﬁnents the

anfiBbdyAk Re@zipAbent s, the antibody is pexelizumab. In
certain enbodi nents, the

In another aspect, the application provides a method of reducing the
occurrence of thrombosis in a subject who has a higher than normal lactate
dehydrogenase (LDH) level, said method comprising inhibiting complement in said
subject.

In certain embodiments, the method comprises administering a compound to
said subject, wherein the compound is selected from the group consisting of: a)
compounds which bind to one or more complement components, b) compounds which
block the generation of one or more complement components, and ¢) compounds
which block the activity of one or more complement components.

In certain embodiments, the subject has an LDH level greater than the upper

limit of normal. In certain embodiments, the subject has an LDH level greater than or
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anti body is eculizumab. In another aspect, the
application provides a nethod of reducing the
woewanessre of thronbosis in a subject who hasp@r/nsyhe023623
than normal | actate 25 dehydrogenase (LDH) |evel, said

edqiBf 16005 ﬁmmeﬁjp?gr_ AR oPhéinY. GPERETEN odifertdlitke subject has
subject. In certain enbodi nents, the nmethod conprises

araldPHrkewdl grdatey tiancwregeal na 2 t5aimesaheluppebjiest of noealeiln ceden
conpound |S sel ected the gro consi st of . a

crR BB AT B L BRREE Greti HEnGE Fapd e pdimes the dpper

iR PP ABEMULS in @naﬁpgfﬁ?&ﬂﬂém\é\ﬂhg Ié‘ut;hf&t RAOGK DG Of %?era?etr 't}gﬂ or
of one or nore conpl enent conponents, and c) conpounds

equial tohl Oktinoeskthe hppeadimivofinonmbl. one or nore conpl enent

conponents. In certain enbodi nents, the sybject has an
LDH Meapingmbedupents, dhe WépoefaﬁésrSequ%-r}fona?flersa?quswg

OSPRS00 L g
peptjded, smell indecnl espRNAreptanpgye rL-RINA dptarhemoupiagelmdrs antisense

certain enbodi nents,. the subject h n L [ evel .
COTRONNES: ST PTEieatsRliPItetS: %\@HW@@‘S N ﬁBDQ.l infsfaringfYNA,

loBRYdRIcleid &tid Bt a @P«g}gf-d@%ﬂél\%ic dhengighbgct has an
LDH | evel greater than or equal to 5 tinmes the upper

| i mi ln ceftainemimidimdnts, tler tcompouedrizod]ested tiom theegreupbjoasisting

o, T ; RHEP sPRET 350 WaRr B potie RERD Bleforab L e

pdahPK 36 Cesygd fromthe group consisting of
anti bodi es, sol ubl e conpl enent i nhibitory conpounds,

pr ot leicegaingmbodinments, ynemtpound pdptifsdedd, actimgy.| In certain

S e BB ST B B B S i B PR e
cotpoRh@ irHitianeenaNOmpRednt. IMdettafnhirdifROis, thelébdld;%hed

~nucleic acid inhibitors, and peptide nucleic aci
inhibHp B5a aetivitylar idubitabindiegiod €5 atmitsreceitier. conpound i s

sel ected fromthe grau onsi stin f -

o hrgaghin eBgttertt, SiPBIRREk B B i pRptbembadmedtyhe
suB%Bﬂha@%ttﬁl&b@,qf@ﬂQ oKerBEbdtit &ehitsai n enbodi ment s,

the compound inhibits C5b activity. In certain 15

enbdaicgin smbodenansrmuaesnponnd isi angintbedyrgatibedydEagment.

nGSTAASMPIRAE b SRS P AR PP W o
conibiiy ¢ gdhgclawil antiiodyd monbdlbndl antibodgion gntiodyFeagient, a
di:libtosc’iy,r ae gheiglte?igéd or chimeric antibody or antibody fragment, a humanized
antibody or antibody fragment, a deimmunized human antibody or antibody fragment,
a fully human antibody or antibody fragment, a single chain antibody, an Fv, an Fab,
an Fab’, an Fd, and an F(ab’),.

In certain embodiments, the antibody is pexelizumab. In certain
embodiments, the antibody is eculizumab.

In certain embodiments, the compound is administered chronically to said
subject. In certain embodiments, the compound is administered systemically to said

subject. In certain embodiments, the compound is administered locally to said

subject.
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In certain enbodi nents, the subject is a human. In
certain enbodi nents, the subject has a history of one
W@r00s069%884 hr onboti ¢ events. 20 In certain errbol!iﬂ':Tmmos7/023623

the conpound is an anti body or antibody fragnent.

Ic:gr ts 0, cgEt? cf’%quo Im %rﬁs tllie Sefn tgi%gé{s g{es %Pg?grggcyembo%?

group COI’]SI St ng

graitkl el 5%a [ieaedh @mabdnmhtsb@ﬁynalﬁomﬂu&@ dates‘ gfagment ,
a diabody, a chinerized or chineric anti body or

thegmehasobplismdxyresenter tharii¥an irzwalrambqsbmynt&rthgmemg dgduces

ni zed hu oatlb ntiho
i S NER oo Gub s EREATIN b o5 oA e Al e metnod
reﬁﬁ@@@ﬁ@ioftﬂro‘hhﬁwhfboﬁﬁﬁlbg gmtdrbmwown Fv, an Fab an
Fab', an Fd, and an F(a In certain enbodl nment s,

t he I@menbr@@whoélrp@t% |tlnezmﬁth@ii reshlteisrat sgant a 239 seslugion 1 LDH

ntibody .i s ecy ert |
efelS. Bl iFPRReg i AU o8 RSy p Lo
1e$¢1D] BCdertainfengt®ydiménts, eRd@Eihag raésslts tm 1e‘a@mw5%ded@non in LDH
adm ni stered system ‘cal | y to said subject. In certain

lewet ol aertaincemhddemensenseimethiod ima miieas resubigiin a deast 3/94%
S 6 WO 2008/ 069889 PCT/ US2007/ 023623 In
regléc%og'l lﬂ?*gﬁ%f 1rsna‘nts t he nethod reduces rates of

thr Olﬂt&ﬁﬁih@mtﬁ)ﬂlrb%t:g tigahethod Rathe? 83mpriding€ &drhidistering a second
enbodi nents, the nethod reduces rates of

compoyRboditseInisaithsegongreempernd WﬁWa%%?mIaWP@@ﬁlﬁ afthcertain

’?‘F@g@% 0 e’n‘h CE’H(? B‘qgééhglgtlge?eq oigi)ﬁee groﬁé cor%sw.tm g of steroids,

mﬁﬂﬂmﬂhmwssms tdne doegiaxls, fbli¢ @dmoﬁm etiespaiétin (EPO),
t hr onboenbol i sm bg@s?r eater _than 90% In certain
pegiistrdi thP H@eHes: AonesB. Arydroneiesis stigndating ageys,

antiBfsdd %Td}ged\ll? aﬁtﬂtyh‘g)hg%;}g gio uﬁﬁ"(’&ﬁd}?‘fﬁ Grtafnh®

nmet’ho reutS|n eas uctron
erhlmdﬂhents JBP@ e adaiimsenddodithramargi-Co laetibatyh dol cemnul ts in
t | east reduction in l.eve I n c ain . .
rbAdi PR antt‘/%?éy HER Gl meb ang ﬁeraéepmkgémepgs agjibody is
ec'uﬁ%ﬁ-ﬁ t# 90% 10 reduction in LDH levels. In certain
diments, the nethod further conprising
admi Inlcsttameng)odlmwﬂd: meihnqb Guthdr cavthpnsengadainttesmgand

nd increases hemato Si S
arE B RP R ETPOAD- SeBaHn CBBaeS L Al BPuR e cempod is
anHn@UPagu e Rl deﬁgmca‘mb%idﬁﬁahgi She adtiBAARSY RRIBSARRES with an
anti - coagul ants, folic acid, iron, eryt hropoi etin
anfifPDntibody. In certain embodiments, the antlcoagulant is an antiplatelet agent.
In certain embodiments, the antibody is pexelizumab. In certain embodiments, the
antibody is eculizumab.

In still another aspect, the application provides a method of reducing the
occurrence of thrombosis in a subject who has a PNH granulocyte clone and an LDH
level greater than the upper limit of normal, said method comprising inhibiting
complement in said subject. In certain embodiments, the method comprises
administering a compound to said subject, wherein the compound is selected from the

group consisting of: a) compounds which bind to one or more complement

components, b) compounds which block the generation of one or more complement
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In certain embodiments, the antibody or antibody fragment is selected from the group
consisting of a polyclonal antibody, a monoclonal antibody or antibody fragment, a
diabody, a chimerized or chimeric antibody or antibody fragment, a humanized
antibody or antibody fragment, a deimmunized human antibody or antibody fragment,
a fully human antibody or antibody fragment, a single chain antibody, an Fv, an Fab,
an Fab’, an Fd, and an F(ab’),.

In certain embodiments, the antibody is pexelizumab. In certain

embodiments, the antibody is eculizumab.
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In certain embodiments, the method further comprising administering an
antithrombotic compound. In certain embodiments, the antithrombotic compound is
an anticoagulant. In certain embodiments, the anticoagulant is administered with an
anti-C5 antibody. In certain embodiments, the anticoagulant is an antiplatelet agent.
In certain embodiments, the antibody is pexelizumab. In certain embodiments, the
antibody is eculizumab.

In yet another aspect, the application providesl a method of reducing the
occurrence of thrombosis in a subject suffering from a lower than normal nitric oxide
(NO) level, said method comprising inhibiting complement in said subject. In certain

embodiments, the method comprises administering a compound to said subject,
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In certain embodiments, the compound is an antibody or antibody fragment.
In certain embodiments, the antibody or antibody fragment is selected from the group
consisting of a polyclonal antibody, a monoclonal antibody or antibody fragment, a
diabody, a chimerized or chimeric antibody or antibody fragment, a humanized
antibody or antibody fragment, a deimmunized human antibody or antibody fragment,
a fully human antibody or antibody fragment, a single chain antibody, an Fv, an Fab,
an Fab’, an Fd, and an F(ab’),.

In certain embodiments, the antibody is pexelizumab. In certain

embodiments, the antibody is eculizumab.
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eculizumab.

In certain embodiments, the method further comprising administering an
antithrombotic compound. In certain embodiments, the antithrombotic compound is
an anticoagulant. In certain embodiments, the anticoagulant is administered with an
anti-C5 antibody. In certain embodiments, the anticoagulant is an antiplatelet agent.
In certain embodiments, the antibody is pexelizumab. In certain embodiments, the
antibody is eculizumab.

In another aspect, the application provides a method of determining whether a
subject having a hemolytic disorder is susceptible to thrombosis comprising
measuring the PNH granulocyte clone size of said subject, wherein if the clone size is

greater than 0.1% then said subject is susceptible to thrombosis. In certain
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certain embodiments, the method comprises administering a compound to the subject,
wherein the compound is selected from the group consisting of: i) compounds which
bind to one or more complement components, ii) compounds which block the
generation of one or more complement components, and iii) compounds which block
the activity of one or more complement components, wherein said method increases
red blood cell (RBC) mass.

In certain embodiments, the RBC mass is measured as the absolute number of

RBCs. In certain embodiments, the RBC mass is PNH RBC mass. In certain

embodiments, the method increases RBC mass by greater than 10%. In certain
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symptoms and pharmacodynamics suitable to completely block complement.

FIG. 5 graphically depicts the effect of anti-C5 antibody dosing schedule on

hemoglobinuria over time.

FIGS. 6a and 6b are graphs comparing the number of transfusion units required per
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G nt
FREN SR AU REC s ARARHCSh: PR SobIARRD
contjchrédeashplanent s of henogl obi nuria, dysphagia, LDH,

AST, pharmacoki netics (PK) and pharmacodynam cs (PD)
reflecting the i medi ate and positive effects of the

F10Y. §5 §ROw TRk ROES e 26%h& recombinant human erythropoietin on
PNH Type III RBC mass and transfusion requirements. The diamonds represent PNH
type I1I RBC counts and solid bars represent the number of packed red blood cell
(PRBC) units transfused. The x-axis indicates date.

FIG. 13 shows changes in FACIT-Fatigue score during treatment with eculizumab

and for placebo control.

DETAILED DESCRIPTION

The present disclosure relates to a method of treating paroxysmal nocturnal
hemoglobinuria ("PNH") and other hemolytic diseases in mammals. Specifically, the
methods of treating hemolytic diseases, which are described herein, involve using

compounds which bind to or otherwise block the generation and/or activity of one or
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a chart depicting the effects of anti-C5 anti bod

mechanisme of seddrioedicatl lysis (myln@mbnqgmaé@cb@dmrtqarlém
15 FI G Ilsho hanges | PNH RBC ma . .
A P TRP B e PO ABRPECE TR (i L isingfeaultis
thdtZa SRRV s?&p@(frﬁﬁfetsol%d %@da&dta%m N Sler(iRAEVHEN Wardtincreased
human eryt opoi etin on 20 PNH Type 111 RBC mass and

enopginevansn dne pre@puw efashersnechheisai aﬁmddaéoqcbqﬂlés%ﬁﬂhpmnd

ounts and sol

oS 57POpgH R e BT BRACH nY Co PRI TR i o pror

trdabraErfts bERGnol il di¥ead¥d. s i ndi cat es date FIG 13 shows
changes in FACI T-Fati gue score durlch treatment with

ecul Aryieerhpours veneh biads 19 aiodisswise hlacks thepemaptigrpnd/or
acPE§CRl“ (E)r-lr% ocr]\I maQ 3 cIHx L tod gg}ﬁ%grgﬁlcgr? HE ﬁse{dgh ?ﬁeeﬁ'e&?nt fhethods.
eatn paro
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manmal s. Speci fical | the methods of treatin )
SPReifBIY & human semBlementganatongnieespegially sRIHCH arpatlies. The ant-
[
4 PAHS 7 SRR )P B s co
("RBC") lysis by the terminal complement complex C5b 9. By inhibiting and/or

reducing the lysis of RBCs, the effects of PNH and other hemolytic diseases
(including symptoms such as hemoglobinuria, anemia, dysphagia, fatigue, erectile
dysfunction, recurrent abdominal pain and thrombosis) are eliminated or decreased.

In another embodiment, soluble forms of the proteins CD55 and CDS59,
singularly or in combination with each other, can be administered to a subject to
inhibit the complement cascade in its alternative pathway. CD55 inhibits at the level
of C3, thereby preventing the further progression of the cascade. CD59 inhibits the
C5b-8 complex from combining with C9 to form the membrane attack complex (see
discussion below).

The complement system acts in conjunction with other immunological
systems of the body to defend against intrusion of bacterial and viral pathogens. There
are at least 25 proteins involved in the complement cascade, which are found as a

complex collection of plasma proteins and membrane cofactors. Complement
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C3b also forms a complex with other components unique to each pathway to
form classical or alternative C5 convertase, which cleaves C5 into C5a and C5b. C3 is
thus regarded as the central protein in the complement reaction sequence since it is
essential to all three activation pathways (Wurzner, et al., Complement Inflamm.

1991, 8:328-340). This property of C3b is regulated by the serum protease Factor I,
which acts on C3b to produce iC3b (inactive C3b). While still functional as an
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complex ("MAC", C5b-9, terminal complement complex--TCC) is formed. When
sufficient numbers of MACs insert into target cell membranes, the openings they
create (MAC pores) mediate rapid osmotic lysis of the target cells. Lower, non-lytic
concentrations of MACs can produce other proinflammatory effects. In particular,
membrane insertion of small numbers of the C5b-9 complexes into endothelial cells
and platelets can cause deleterious cell activation. In some cases activation may
precede cell lysis.

C5a and C5b-9 also have pleiotropic cell activating properties, by amplifying
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compounds which may be utilized to bind to or otherwise block the generation and/or

activity of any of the human complement components include, but are not limited to,
proteins, protein fragments, peptides, small molecules, RNA aptamers including
ARC187 (which is commercially available from Archemix Corp., Cambridge, Mass.),
L-RNA aptamers, spiegelmers, antisense compounds, serine protease inhibitors,
molecules which may be utilized in RNA interference (RNA1) such as double
stranded RNA including small interfering RNA (siRNA), locked nucleic acid (LNA)
inhibitors, peptide nucleic acid (PNA) inhibitors, etc.
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Immunobiol. 1983, 165:323; Wurzner et al., 1991, supra; Mollnes et al., Scand. J.
Immunol. 1988, 28:307-312); C5a (see for example, Ames et al., J. Immunol. 1994,

152:4572-4581, U.S. Pat. No. 4,686,100, and European patent publication No. 0 411

306); and antibodies against non-human C5 (see for example, Giclas et al., J.
Immunol. Meth. 1987, 105:201-209). Particularly useful anti-C5 antibodies are
h5G1.1-mAb, h5G1.1-scFv and other functional fragments of h5G1.1. Methods for
the preparation of h5G1.1-mAb, h5G1.1-scFv and other functional fragments of
h5G1.1 are described in U.S. Pat. No. 6,355,245 and "Inhibition of Complement
Activity by Humanized Anti-C5 Antibody and Single Chain Fv", Thomas et al.,
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considerably smaller mass than intact immunoglobulins, and thus require lower
dosages to reach the same molar levels in the patient's blood.

The dose will also vary depending on the manner of administration, the
particular symptoms of the patient being treated, the overall health, condition, size,
and age of the patient, and the judgment of the prescribing physician.

Administration of the compound that inhibits the production and/or activity of
at least one complement component will preferably be via intravenous infusion by

injection but may be in an aerosol form with a suitable pharmaceutical carrier,

- subcutaneous injection, orally, or sublingually. Other routes of administration m'ay be
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15 directly or indirectly, the conversion of
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like. The formulations may contain pharmaceutically acceptable auxiliary substances
as required, such as, tonicity adjusting agents, wetting agents, bactericidal agents,
preservatives, stabilizers, and the like.

The present disclosure contemplates methods of reducing hemolysis in a
patient afflicted with a hemolytic disease by administering one or more compounds
which bind to or otherwise block the generation and/or activity of one or more
complement components. Reducing hemolysis means that the duration of time a

person suffers from hemolysis is reduced by about 25% or more. The effectiveness of
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Immunol. Rev., vol. 1, pages 315-330, 2001. The absolute number of the PNH cells
can then be determined. The present methods can reduce hemolysis in a patient
afflicted with a hemolytic disease as reflected by an increase in PNH red blood cells.
Preferably an increase in PNH red blood cell levels in the patient of greater than 25%
of the total red blood cell count is achieved, more preferably an increase in PNH red
blood cell levels in the patients greater than 50% of the total red blood cell count 1s
achieved, most preferably an increase in PNH red blood cell levels in the patients

greater than 75% of the total red blood cell count is achieved.
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the present methods are particularly useful in protecting such cells from lysis resulting
from complement activation. Thus, patients within the preferred rénges benefit most
from the present methods.
In one aspect, a method of reducing fatigue is contemplated, the method

including the step of administering to a subject having or susceptible to a hemolytic
disease a compound which binds to or otherwise blocks the generation and/or activity

of one or more complement components. Reducing fatigue means the duration of time

a person suffers from fatigue is reduced by about 25% or more. Fatigue is a symptom
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within the above-mentioned preferred ranges of type 1II red blood cells, reticulocytes
and platelets benefit most from the present methods.

In yet another aspect, a method of reducing erectile dysfunction is

contemplated, the method including the step of administering to a subject having or

susceptible to a hemolytic disease a compound which binds to or otherwise blocks the
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the duration of time a person has thrombosis attacks is reduced by about 25% or more
or that the frequency of thrombosis attacks is reduced by about 25% or more over a
period of one or more years. Thrombosis is a symptom believed to be associated with
scavenging of NO by free hemoglobin released into the bloodstream as a result of
intravascular hemolysis. By reducing the lysis of red blood cells, the present methods

reduce the amount of free hemoglobin in the bloodstream, thereby increasing serum

levels of NO and reducing thrombosis.
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free henogl obin rel eased into the bl oodstreamas a
and/or activity of one or more complement components. Reducing anemia means the
duration of time a person has anemia is reduced by about 25% or more. Anemia in
hemolytic diseases results from the blood's reduced capacity to carry oxygen due to
the loss of red blood cell mass. By reducing the lysis of red blood cells, the present
methods assist red blood cell levels to increase thereby reducing anemia.
In another aspect, a method of increasing the total endogenous red blood cell

count in a patient afflicted with a hemolytic disease is contemplated. By increasing

the patient's RBC count, fatigue, anemia and the patient's need for blood transfusions
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orpneeepmptemean gespafentsy grenpdunds whichibbed thep¢nsration of one or
more complement components and compounds which block the activity of one or
more complement components. As those skilled in the art will appreciate, the normal
life cycle for a red blood cell is about 120 days. Treatment for six months or more is
required for the evaluation of transfusion independence given the long half life of red
blood cells. It has unexpectedly been found that in some patients transfusion-

independence can be maintained for twelve months or more, in some cases more than

four years, long beyond the 120 day life cycle of red blood cells. In particularly useful
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75% (see, e.g., Hall et al., Blood 102: 3587-3591

(2003); Audebert et al., J. Neurol. 252:1379-1386
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As compared to pre-therapy conditions, PNH Type 11l red blood cells increased more
than 50% during the extension study. The increase from a pre-study mean value of
36.7% of all red blood cells to a 64 week mean value of 58.4% of Type III red blood
cells indicated that hemolysis had decreased sharply. See Table 1, below. Eculizumab
therapy protected PNH type 111 RBCs from complement-mediated lysis, prolonging
the cells’ survival. This protection of the PNH-affected cells reduced the need for

transfusions, paroxysms and overall hemolysis in all patients in the trial.
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indicator of hemolysis. The LDH levels were decreased by greater than 80% as
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even nore

compared to pre-treatment levels. The LDH levels were lowered from a pre-study

mean value of 3111 U/L to a mean value of 594 U/L during the pilot study and a
mean value of 622 U/L after 64 weeks (p=0.002 for 64 week comparison; see FIGS.

1A and 1B).

Similarly, aspartate aminotransferase (AST) levels, another marker of red

blood cell hemolysis, decreased from a mean baseline value of 76 IU/L to 26 IU/L
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symptoms resolved (FIG. 5) and reduction in the dosing interval from 900 mg every

14 days to 900 mg every 12 days resulted in a regain of complement control which
was maintained over the extension study to 64 weeks in both patients. This patient
showed a 24 hour resolution of dysphagia and hemoglobinuria. A reduction in the
dosing interval from 14 to 12 days was sufficient to maintain levels of eculizumab
above 35 pg/mL and effectively and consistently blocked serum hemolytic activity for
the remainder of the extension study for both patients.

The patients' need for transfusions was also reduced by the treatment with
eculizumab. FIG. 6a compares the number of transfusion units required per patient per
month, prior to and during treatment with an anti-C5 antibody for cytopenic patients,

while FIG. 6b compares the number of transfusion units required per patient per
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severe hypoplasia at the start of eculizumab therapy with a platelet count below 30 x
10%/L, suggesting that the ongoing transfusions were likely a result of the underlying
bone marrow failure.

Results of the two year extension study also demonstrated that there was a
statistically significant decrease in transfusion requirements for the patients. Three
patients remained transfusion independent during the entire two year treatment period,
and four cytopenic patients became transfusion independent, three following
treatment with EPO (NeoRecormon™). The reduction in transfusion requirements
was found to be most pronounced in patients with a good marrow reserve.

Pharmacodynamic levels were measured and recorded according to

eculizumab doses. The pharmacodynamic analysis of eculizumab was determined by

measuring the capacity of patient serum samples to lyse chicken erythrocytes in a

32



10

15

20

25

30

aconparison of mean change from baseline to 64 weeks 5
During the course of the two year extension study, it
wormsoassd that PNH red cells with a conpl et ePCT/US2007/023623

deficiency of GPI-Ilinked protei ns (Type 1l red cells)
s SR ier s S fnea bRV Seba TNy BR tabiples or

hmntdoa{rbwseﬂﬁﬁ ((gmaént sklNDie, sdcam)lvaas(dma tb U)o AN BN RE
from5.3%to 7/0 5 There was no concom t ant

gedﬁnmn@eonahbuﬁﬁ@e@sdmn(ﬁ%ﬁ%oﬁﬁ%ﬂtqet_{Bemmtgcp}hnpl%lqmséahy

ft { I th t
DRk R a0 Fb 8 B e re Sh ot acar et Ped cel 1 <
cofBéht@H6n bPscRurh 8l bichi vl Wik TURFDINESHSte 326 thehiRdibhied laPRHM

rather than a change in the PNH cl one(s) thensel ves.

teMperatiré while ofickant dryti® cxtes (baiyire BodagesnMalvem, |Padtvedre

wihey IR RET ey B Sostes bera g shiehF Ry TRedig 0 Bpichiskep red
blao”a éanr;}b\rﬁll&a@ax%ﬁoaﬂ@m vo‘ﬁ@@l)bhieocfélﬁ QelStheR halildiaae

| ucose to | actat e, is rel eased |g1to t he bl ood
reamgen®d ulaﬁé’rBijbdfger tCEiBCHm\#eythrOIgEtleB (?eS/@IIQ gl 309 W&Eﬁ

di cat f h
o3 B hEBlAL SlrtiyE B @ap in oot autl Sempls el BsToated
atB7eclibed AR EakRYRtScontaiedlsBHhd dpyslab whgs 6 lhémﬁaﬂrf plep @i
a pre-study nean value of 3111 UL to a nean val ue of

chixgn eryithrdeytenef whieh ﬁqulr otells weoyinawtrted with A¢4asera cantaning

2 gﬁﬁ,&ﬁljﬁg%t € %ggé A g:l?s vggr%gl%%l o{ed64 W@ggﬁyuffer alone as

a RSpRAavd &nroRfor ﬁﬁéﬂtﬂfb‘éﬁﬁhéﬁ(ﬁﬁﬁé\gﬁk pl2¥ 6k theaRertH@Iged and the
mar ker of red blood cell henolysis, decreased from a

supemptapitsasisfemed yap new dlat bgtomPé- “te&.i phae.| Hgmoglapn pgiease was

AR Rty i SR AR ren B THE el nEHELE 4,
debedmivedkasihgrhardlisomg fohﬂuﬁl Beroént Mapiodgpiobil 00 x lieODgatibhtn
and b|||rub|n and nunbers of _reticulocytes, did not

Samémg@D @ﬂﬁ)((l Qlarkwnganisﬁr@m ¢ongret vl Rlankuds during the

ﬁgas ur g%@g&qygg%}cg (Fr 5 a? ytﬁg%t{lﬁ}tf &P h%ﬁ?smloglcal

eﬂ%ﬁt’spsimmthkSpeISMagemftsénuﬁq lbnsot{ticsactieity §i.ed éfei m:m‘énage of cell
i nci dences _of dark-colored urine with a col O{I metric

lypighaster meeCelf Iyisrieas sianpatically gedyeed in theymajerigy olthe paggnts to
bW 28] oI Qerun® hih Ay N mg Wil TRk RDli3Rab treatment.

I NCI dence par oxysm lobinurra in patl ents
Two phtldﬁbdi-daxlhdﬁted @ bacuitthtowghng hemehtticanti vityh\butcanmgderaehtt o
blg rk%dé (N%Sa '}:)er:rre;nr;\tnentFVr%!st%)redtbr;/ereducing the dosing interval to 12 days (See,
FIG. 4).

Improvement of quality of life issues was also evaluated using the European
Organization for Research and Treatment of Cancer Core (http://www.eortc.be)
questionnaires ("EORTC QLC-C30"). Each of the participating patients completed
the QLC-30 questionnaire before and during the eculizumab therapy. Overall
improvements were observed in global health status, physical functioning, role
functioning, emotional functioning, cognitive functioning, fatigue, pain, dyspnea and

insomnia. (See FIG. 9).

Patients in the two year study experienced a reduction in adverse symptoms
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In all studies, eculizumab-treated patlents were administered 600 mg study
drug every week for 4 weeks, 900 mg in week 5, and then a 900 mg dose every 14 + 2
days for the study duration.

In Study C04-001, C04-002, and C02-001/E02-001/X03-001, eculizumab

treatment was associated with highly statistically and clinically significant

improvements in all pre-specified primary and secondary endpoints.
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Effect of Eculizumab on Thrombotic Rate in Overall Study Population
Eculizumab-treatment TE events were determined for all patients that entered
into and received eculizumab in the C04-001, C04-002, C02-001, E02-001, X03-001
and E05-001 PNH clinical studies on an intention-to-treat basis. TE events were
defined by the MAVE criteria (see Table 2 above) in the C04-001, C04-002, and E05-

001 studies (primary adverse event and medical history listings were used for the
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uncyerestlmate the true TE event rate as discussed below. Further, despite

heterogeneity in the individual pre-study TE event rates, eculizumab treatment

consistently resulted in a marked reduction in TE event rate in each individual study.

Tests for Robustness of Eculizumab Effect on Thrombosis

Because of the striking reduction in TE event rate observed above, five post-

hoc analyses were performed to test the robustness of the observed effect. The major

confounding issues that were identified were possible reduction in TE event rate

reporting in the randomized clinical trial as compared to the medical history,

reduction in TE event rates over time during the pre-eculizumab treatment period,

quantitative imbalance between the pre-eculizumab treatment and treatment period
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Twelve Months before Treatment vs. Eculizumab Treatment.
In order to evaluate for the potential of both (i) an unexpected reduction in the

TE event rate immediately preceding trial entry, and also (it) a quantitative imbalance
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eculizumab treatment event rate. This crescendo TE event rate immediately preceding
trial enrollment may be indicative of a substantial survivor bias in the pre-eculizumab
treatment dataset. Additionally, this crescendo pattern of the TE event rate in the
period immediately preceding commencement of eculizumab treatment was followed
by a comparative arrest of the TE event rate with eculizumab treatment.

Truncating the analysis to equalize the quantity of patient years in the two

comparison groups, as shown in Table 5 below, did not mitigate the observed

beneficial impact of eculizumab on the TE event rate. With an approximately equal
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'P=0.013 Eculizumab vs. Pre-Treatment

Evaluation of Impact of Eculizumab Treatment on Patients with Previous TE

In order to control for and identify the impact of previous thrombosis on the

analysis, the effect of eculizumab on the TE event rate in patients with previous TE

was examined. Patients who did not have a TE event pre-eculizumab treatment were

excluded from the analysis.

Compared to the rate of thromboembolic events in patients with previous TE

before eculizumab treatment, eculizumab treatment resulted in a reduction in TE

event rate in the same patients in each of the individual clinical studies and a

significant reduction in TE event rate overall. The TE event rate was reduced from

21.95 TE events per 100 patient years pre-eculizumab treatment to 3.42 TE events per

100 patient years in the same patients with eculizumab treatment (P<0.001). This

represented a reduction of 84%, and an absolute reduction of 18.53 TE events per 100

patient years. Thromboembolic event rates are shown in Table 6.
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anticoagulant therapy was controlled by specifically examining the effect of
eculizumab treatment on the TE event rate in patients with previous anticoagulation
therapy. TE event rates in patients who were never anticoagulated were also
examined; in these analyses, TE events prior to initiation of anticoagulant therapy
were excluded.

Compared to the TE event rate in patients treated with anticoagulant therapy

before commencement of eculizumab treatment, eculizumab treatment resulted in a
reduction in the TE event rate in the same patients in each of the individual clinical

studies and a significant reduction in the TE event rate overall. The TE event rate was

reduced from 14.00 TE events per 100 patient years with anticoagulant therapy but
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frequency of infections was similar with eculizumab and placebo. Serious hemolysis

following discontinuation of eculizumab in PNH patients was not observed and

patients that discontinued eculizumab were effectively managed by standard of care.

The incidence of bone marrow failure disorders was unchanged with eculizumab

treatment. In addition, no dose-related toxicities were observed in these studies.

EXAMPLE 3

Eculizumab, a complement inhibitor, was shown to reduce intravascular

hemolysis and transfusion requirements in patients with PNH. Eculizumab-treated

patients, as compared to placebo, showed an 85.8% decrease in intravascular

hemolysis (as measured by LDH area under a curve, p<0.001). This reduction in

hemolysis with eculizumab resulted in a 2.5-fold increase in PNH RBC mass from a
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Table 10 - Hemolysis (LDH AUC) during Treatment by Pretreatment Transfusion

Strata
Median Lactate Dehydrogenase Area
under the Curve (Units/L x Day)
Transfusion

Stratum (Units)  No. Patients Placebo Eculizumab P value*

Overall 87 411,822 58,587 <0.001

4-14 30 398,573 53,610 <0.001

15-25 35 420,338 56,127 <0.001

>25 22 441,880 67,181 <0.001
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reat nent Pri o art of Ecul i zumab Treat nent and
ofDD0Iimeg &seryt 2 mnlasb TTﬁe daderveastincreased to 500 mcg every 2 weeks on 28th
June 2006.

Intravascular hemolysis was assessed by measuring levels of the enzyme

lactate dehydrogenase (LDH). Levels of erythropoiesis were determined by measuring
reticulocyte counts. PNH RBC mass was calculated by multiplying the absolute
number of RBCs by the proportion of PNH type III RBCs as assessed by flow
cytometry. Hemoglobin levels and PRBC transfusion requirements were also
monitored. All assessments have been collected to the present date and results are
reported through August 2006.

Du}ring the year prior to eculizumab therapy, the mean LDH level was 2,075
IU/L (more than 4 times that of the upper limit of the normal range), the mean
hemoglobin level was 10.5 g/dL, and the mean reticulocyte count was 77.5 x 10°/L
(Table 11). The absolute number of PNH type HI RBCs was 1.1 x 10'Y/L, and the
proportion of these cells constituted less than 50% of the total RBC mass. The patient
required 1.8 units of PRBCs per month during the pre-treatment period (Table 11),

receiving a total of 9 transfusions and 22 units (Fig. 12).
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concomitant increase (73%) in the PNH type III RBC mass was also demonstrated,

supporting enhanced survival of these cells. Further, the average number of
transfusions required each month was reduced by 44%. RBC hemoglobin was stable
even though transfusion requirement decreased, indicating a net increase in
endogenous hemoglobin levels (Table 11).

After 6 months of eculizumab treatment, the patient received concomitant
rHuEpo therapy resulting in a mean reticulocyte count increase of 113% (Table 11).
This increase in erythropoiesis was associated with an additional 32% increase in the
PNH type III RBC mass over that achieved with eculizumab treatment alone. In
addition, RBC hemoglobin levels showed an increase from 10.2 g/dL to 11.4 g/dL
during the same period. This improvement in anemia resulted in a further decrease in
transfusion requirements, eventually leading to transfusion-independence for more
than two years (Fig. 12). One transfusion was given after the two-years of transfusion
independence and this coincided with a transient decrease in erythropoiesis, as
evidenced by a drop in the reticulocyte count (data not shown). There was no

evidence of an increase in intravascular hemolysis and LDH levels have remained
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EXAMPLE 6

PNH patients suffer from diverse and serious hemolysis-induced morbidities
leading to a poor quality of life (QoL). Fatigue in PNH patients may be disabling and
levels are similar to anemic cancer patients. Fatigue is multifactoral, related to both

the underlying anemia and hemolysis. Patients suffer from reduced global health
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95 PGS AREE ol BB A 81 2,
Pe®p@INdSithilarly, the percentage of patients achieving a pre-specified minimally
important difference (MID) was 53.7% versus 20.5% of eculizumab- and placebo-
treated patients, respectively (P=0.003) using the FACIT-Fatigue; 67.6% versus
24.4%, respectively (P<0.001) with the EORTC QLQ-C30. Treatment independent
univariate analyses showed that reduction in intravascular hemolysis (decreased LDH
levels) and improvement in anemia (increased hemoglobin levels) were both
significantly associated with an improvement in fatigue. Further multivariate
analyses indicated that reduction in hemolysis was more predictive than improvement
in anemia of an improvement in fatigue. Eculizumab treatment was also associated
with significant improvements with moderate to large SES in the following EORTC-
QLQ-C30 subscales: global health status (0.87, P<0.001); role functioning (0.93,
P<0.001); social functioning (0.57, P=0.003); cognitive functioning (0.78, P=0.002);
physical functioning (1.01, P<0.001); emotional functioning (0.51, P=0.008); pain
(0.65, P=0.002); dyspnea (0.69, P<0.001); and appetite loss (0.50, P<0.001). These
data demonstrate that resolution of intravascular hemolysis with eculizumab treatment
results in large and clinically meaningful improvements in patient reported outcomes
including fatigue, global health status, patient functioning, and disease-related

symptoms in PNH.

EXAMPLE 7
In paroxysmal nocturnal hemoglobinuria (PNH), lack of the GPI-anchored
terminal complement inhibitor CD59 from blood cells renders erythrocytes

susceptible to chronic hemolysis resulting in anemia, fatigue, thrombosis, poor quality
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(p<0.001). Fatigue, as measured by both the FACIT-Fatigue and EORTC QLQ-C30
instruments, was significantly improved with eculizumab treatment as compared to
baseline (p<0.001 for each) (FIG. 13 and Table 12). Other EORTC-QLQ-C30 patient
reported outcomes demonstrating improvement included global health status
(p<0.001), all 5 patient functioning subscales (p<0.001) and 7 of 9 symptom/single
item subscales (p<0.03). These results demonstrate that the beneficial effects of
eculizumab in PNH are applicable to a much broader patient population than
previously studied and further underscore that eculizumab treatment markedly

reduces intravascular hemolysis, thereby providing clinical benefit to treated patients.

Table 12: Fatigue and other outcomes, as measured by both the FACIT-Fatigue and
EORTC QLQ-C30 instruments.

50



10

Henogl obi n,
0.9 11.4 1.

1

g/ dL (nor nal
18.0) Reti cul ocytes,

x109/ L (

range 13.5- 10.5 1.

5 10.2
nor nal

WO 200306988 77.5 10.6 96.4 29.5 205.3 43.6 BO)/USNbI/023623

type |11RBCs, x1012/L* 1.1 0.3 1.9 0.1 2.50.3

Q a x ol

i ndi cat ed by

Tabl o~ 110

t1rarnsruscu Y
(proportion Ekﬁ
RBCs) _ 100 I8 (°
henol ysi s was

A N |
moTrrTTr L7 O

PNH typ

kar
rapi dly

a 7896dec

oonoc ona

0
U I L,ul al

Esnes iy oy 1

1=
e |11 R
SERY ec
and con
reasei

h

r edu

FAGEL-Hatigurac

CUTTCOUTTIT

%és was

iﬂgo de

ER R TReR ey

wﬂ\” var—of—t

transf usi on

Tese cer s Furtier;—t
s required each nonth

Fdigdeced by 448p oRBC he
t ransfusion r

equi rement

oDl N<@y/@f; St abl € €
ecredsed, indicatin

A nont

After

Globalri@esdth Status

epgogenou
s aof ecul

Frmenow
zumah tlreat nent t he

over that ac

Fur@b@rnlveelcaéqsncom t ant

Akt

C \,uuu

eryth

10 r HuEpo therapy resu

0&%0|e5|§gﬁgg

Kncreas
ieved wt

L AL /U \ 1
associ at

m g BT type 111

h’ ecullzuna tr eat nent

C gl On,
from10.2 qa/

RBJzdhanogl ob

| to 11 4

ool evellsgshpwed an i1
g/dl _quring the sane

Sotkul s inproGe

dacronco val

8 in an

1 tr'\nofl

rila redd0.0ed in a fur

raon rocdhi r onnnt o Q\L

\Z AT A vE ey v rw b ey |

Em%%%ﬁhg to t

réﬁgfu5|on

lﬁdeperﬂ%hgg foF or &

D%ﬁ%r;eérggof

112 oTe T
F'ansf usi

STUST|D gr VEIT ¢
ﬁ% |ndepeﬂ§€nce and t

Agtaitelosot  she

P! NCi ded W tjgpg trans

@;p. Ther

bg@t dedpeese I n erytn
in thdg reticulocvte

das nc<QGQ]dence of

and r HuEpo a

g ORI Tange. aup g tnd)SCht re treaf
CREGPARn TS [PGR! €Nt _Clgiygl NUEYy Eog T ECEl Ve e

nd has re

celved qnly | transf ug

IName# vohniting yesns. 5 YPLE 0.034
Diarrhea 17.0 0.27 <0.001
EXAMPLE 8

abpal | evels (T

Units
d as
unber of

Bhaupgb treat fent,

ced as
| evel

+H the PNH

upporti ng
he average
was

ven t hough
g a net
able 11).
pati ent
[ting in a

Fabl e 11).

ed with an
RBC nass
al one. In

Ccrease
peri od.

t her

entual |y

t han two
fter the
his
r opoi esi s,
count
an
| evel s

Inmr@ar erml ned32¥ WO 20 @Boagse@-ﬁ@r/ US2007/ (023623

per limt
ment
ul i zumab

ion in

Paroxysmal nocturnal hemoglobinuria (PNH) is characterized by clonal

expansion of PNH red cells that are highly sensitive to lysis by terminal complement.

The primary lesion in PNH is bone marrow failure in the form of immune-mediated

aplastic anemia and peripheral blood cytopenias of varying severity. In Example 1,

the successful control of hemolysis and transfusion in 11 patients with the

complement inhibitor eculizumab is described. Ten of these 11 patients remained on

eculizumab therapy after approximately 3 years with maintained reductions in

intravascular hemolysis and transfusion. The effectiveness of eculizumab therapy in
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boost erythropoiesis. Furthermore, long-term eculizumab therapy appeared to be

associated with a stable PNH red cell clone size in this initial clinical study.
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méie zﬁgﬂmeleaﬁ@r@@mt(m%@n in@ﬁ';%sc(&ﬁ@’/o% P<6790 1aeutr$P1%ﬁ§1a2éet

nonstrate that resolution of intravascu
agpeegatiey gneaninernaseof bi9%%u . 135k andibapercertegd ofsP-Splettar ge

Iyt e] TBan.Ng ati ent
po%@g%%k%g&gﬁﬁg%Hg§emﬁncI déﬂﬁapgy @ﬁ@fﬁéﬁdB heal t h
status, patient functioning, and di sease- related
synmptons in PNH. 30 EXAMPLE 7 In paroxysmal nocturna
henogl obi nuria (PNH), |lack of the GPl-anchored
term nal conpl enent inhibitor CD59 from bl ood cells
renders erythrocytes susceptible to chronic henolysis
resulting in anema, fatigue, thronbosis, poor quality
49
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WD 2008/ 069889 PCT/ US2007/ 023623 of the life (QolL),
and a dependency on transfusions. Eculizumab, a
w@ovplessent i nhi bitor, reduced intravascul ar Penok087/623623
and transfusion requirenents in transfusion dependent
' W At @Rl o1 near-normal platelet counts in
Atgﬂ{rez(?(}%rﬁnetz'éq&m]gl acelig?cont rolled trial (TRI UVPH).
SHEPHERD, an open-| abel, non-placebo 5 controll ed
52-week phase Il clinical study, is underway to
SABLE&T e Q0E02SEF4EN0Y and 1004-002 fChingaged yndafombigedt Mixerraddeliamlyais of
br oader PNHhpapulPatelcotrtivatiol MakersgClpegeifiemBasehviet h
significant thr M@H@EW%WEhEBﬁg‘ﬁ ATEREr  transfusi on

AR
A0 VVCA v W,

7 days later; and fhen 90

—HV—every—7days—>x4—900—ny
every 14+2 days. Egulizupab was adgjni.ster t 7
S‘“E’Eti ents at 33 interna t|“%J‘(n\§1 CE?O sites. q‘apﬁsn%l 59 '8 vileca

pre=specified—6=nonthTnterrmramalysis, tte oSt

—frequent adverse events were headache (50%,

CoNGROPDAr YAG] Siné 23% . and nauseg, £36% ; nost were
aymld to ypderate in severity. No infections or

serious adverse events were reported as "probably" or

"defi ni tekléf;lsqrg‘l ated to dr ug. I n_tiﬁy_ascgkﬁr I“hgrml 36.5353349423
M\FelasC and t he

t he cent Ihical manifestation in

primary surrogate efficacy gndpo'ﬁﬂ}ogof tltl? tr§'4al v oBS 10796

15 significantly reduced in‘eculizumab patients as

assessed by change in | act afe dé arogéﬁ’%\se 3(4LDI—|)'005713194

area under the curve (p<0.001). LTHZ| evéts de¥readdif194214

froma nedian of 2,051 U 126at b#ks®Fineltlb 278 U 0231177698

26 weeks (p<0.001; normal range 103- 223 U L). Control

of i ntravaseulbpr henol ysosrdiesul tamsi n ansg i Mu4oven®aY27296

in anem a as transfusion requirenents decreased from
c-B-ofEQ AN \f, B2:8inPRBC uni t s/ pati epdspre 20 treatment to
970. O duri ngtreatnment (p<0.001), approximately 50% of

the patients were rendered transfusion independent

(P<0. 001),, d_henogl obin | evel s jfacrea (2<0. QQ1
Fati gue, Leasisnu%r\esur ed by botﬁ t he éIT- égtgi gugg ang' 17428

W th ecul’ zumab {reatmont a2 comipod &t basdl | neoiams
(p<0.001 for each) (FIG 13 *and 'Isg%?e 13)22 Otgﬁ’er 0 028644828
EORTC- QLQ C30 patient 25 reforted Gt cofgd 9 0012540534
denonstrating i nprovenment i%cl ud&d3§l ob@léd healdt h 0008417504
status (p<0.001), all 5 patient functioning subscal es
(p<0. 001)ovanid(by of 9 synpteam si ngl.®0 it enysubscal 902037650
(p<0.03). These results denonstrate that the
_beneficial effects of eculizumab in PNH are
NOdppl (afablue wispasad enmiictkst- br oader pati ent popul ati on than
pr eViPRrsTal wasterad @dheameret offleeH etiarg AERaF %%{‘)’éektl fRal eek 26.
ecul i zumab treatnent markedly 30 reduces intravascul ar
henol ysis, thereby providing clinical benefit to
treated patients.
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Tabl e 12: Fatigue and ot her outcones, as neasured by
both the FACI T- Fati gue and EORTC QLQ C30 i nstrunents.
WG R0099B80D8/ 069889 PCT/ US2007/ 023623 Change fPromnuiioDr/023623
(9%9* SESt Baseline P-Value$ FACIT-Fatigue 74.5 1.01
AtoPhed Hock EORTC RPN 394 Fat i gue 80.9 1.08 <0.001 d obal
Health Status 59.6 0.73 <0.001 Functioning scales
Physical 50.0 0.86 <0.001 ole 55.3 0.70 <0.001
Jo@hE t 3B/ £089024C® -0 0and COOWE Colimnerid ald CoéhbigedOMBAd nalde! @hlysis of
Enot i onal 4ma@@m5@wkommgm{yg kresaClghegedro® BIBline0. 001  ain
30.9 0.30 0. 004MOpREYTE BLATES 'TQQGQﬁQﬁ?¥PJ<O.001

—6—68—6—8-674—€o1=rst—|—p‘a‘t—|—0n—16- 8 0.08 0.758 Nauseal
ting 18.1 0.05 0.0 rrhea 17.Q,0.27 <Q.00

St éXAI\/PLE 8 Par oxysmal ngtc u"?ng hemogl o PEUFi 2 UTpnmy Yl @

—rrar—are—hightysensitive—to |ysis by terninal

CofiiRLeeNty,, BRG;Pr i Mary lesion kpPNH is bone marrow
1aghal lure ingg@e formof inmmune-nedi ated aplastic

anem a and peri pheral bl ood cytopeni as of varyl ng
severity. I tEXaerl e 1, the succ;%cﬁful lggnt Of0250281818
Sjs t

henol ysi s 1\;11 "4nsfusion in 11 ients Wth'the

2 5.794 1.39 133 0.166169537

4 14.650 3.52 133 0.000591120

14 12.842 3.02 133 0.003059012

26 11.824 2.78 133 0.006256488

Overall (b) Overall 10.092 3.47 133 0.000691639

Placebo (N =44) Mean Baseline 39.444

Value

Least Square 1 4.768 0.55 44 0.585815062
Means

2 -3.814 -0.45 44 0.652851604

5.484 0.63 44 0.531000233

14 -4.964 -0.55 44 0.583493606

26 13.523 1.61 44 0.115481853

Overall (b) Overall 2.181 0.37 44 0.711338659

NOTE: (a) P value was based on T test.
(b) Overall was based on the average of least square means from Week | to Week 26.
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conpl ement i nhi bitor eculizumab is described. Ten of
these 11 patients renmained on 10 eculizumab therapy

W@Laosn6mppr oxi mately 3 years with mai ntai ned repdiU$100T1623623
[ i ntravascul ar henol ysis and transfusion. The

in
LVen qg%? >l 4 zumab therapy in 51 WO
Att?%%ﬁ(%%%S% })L\}%g%/ 023623 these patients is
through the protection of the PNH red cell from
aREpE E30R 1h4-002 0 0a108 dank ¥64-®2 &6rpatel ende$ RBIRGE 1 MRedafiodt Bhagsis of

cel | popul ahingdin PideioticOystioiredriers; Gitatpelifriers Blxaine  sShown
that the perceMESFROUIILPNMELED AGERESATIQNr eased

[)
py. lnportantly,

ranui ocyte, 5 nmonocyte and platelet PNH cl one_siz
S‘“g%re >90% before treat HeRtY g d remai neata“SQT abl ¥ fo?%al”e(a)

mejority—of —hematopoiresisis derived from PNH stem
cof Ill( = Ity sghypot hesi zed that t?z%s%DNH red cell clone
s3yShoul d appyp0ac the clone size of 6ther nyeloid
hemat opoi etic cells in a given patient when henol ysis
is prevented by eculizumab therapy as this nmore 1
accur at el d8FTct s PNH stem'cel | Hetivi Py’ 1 r%al | Bassae6s0
patients nehol ysis was substantial Ly reduced by 21
days. In 9 of 11 patients, 2t her &8fAs ao'lg%lpi d4r i s8R
PNH red cell count with the4mean?'@§8ol ug€s nuer 08§1756090
PNH red cells increasing friédm 1. B24& 10127 L Béf or 8059947232
treatnment to 1.50 x 1012/ L 2at 2 asseks (Pz=0. %), 047442286
x 1012/ L at 4 weeks (P=0.002), and 2.11 x 1012/L at 12

weeks 15 WRafpP01) of ecyleAUMBDtneat MRRS. Tae  0.076671903
maxi mum t heoretical red cell response was achieved in

nof,17 ays (range 49 - 419 _days). The nean
g;())g-lgg%ﬁﬁt etl\\}mﬁaé%n%f PNH red cel | go'ilggcr eased to 2.37 X
1012/ L at maxi mum response (P=0.001), an increase of
73% (range 36% - 207% . Al patients achieved a
maxi mim Ng"gﬁ@hﬁéee prior to 18 rmn;?ﬁ% of 112-?eat fent 949400346
cl one size was subsequently _stable. In atients
despite the 20. ef fecti veneds of %@l i zé'ﬁ’gb igg 0894343104
resol ving hemolysis, there fas nd%hangé’l n a@8sol 4t &423112
nunmbers of PNH red cells prlé and %85t -t p&at meAt . PHP0863614
is likely due to a conbi natZzbon 47 | ot degr ee 08§2261817
henol ysi s and nore profound bone marrow i nsuffici ency
in thesewpatibents. The @rt.grm natdzon obsabsalut eobidsos2r
red cell counts during the first 12 nonths of
ecul i zumab therapy may identify which patients wll
NODbEC g vilnawms bassd @7 &6 | ndependent and which patients
may (béhetli vasbrseginndiddietagoridest spruanmntrns feot Week & topfiesk 26-t o
boost erythropoiesis. Furthernore, long-term
ecul i zumab t herapy appeared to be
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associated with a stable PNH red cell clone size in

this initial clinical study. 52 WO 2008/ 069889
WEOBBBO7/ 023623 EXAMPLE 9 Surprisingly, inP€tes2007/023623

C04- 002 study, eculizumab treatnment, as conpared to
AtRaRIDJRet - VAXRPI0Li g4 ed W th an apparent increase in

paraneters of platelet activation (m xed nodel

anal ysis, overall). Statistically significant

iTABEE &b L06082eCHHg band €84-003 Compresd as\(ombinddalipdpodel analysis of

aggr egat es heain Plaiier st wongflarkersgGhangefiom Gespljne

neut r ophi | - pl atNEYEROPRILSHATEEELOGREGATIONCr ease of

| A0/, D faVaX:AY ol 4+ 4+ £ D - Qal 4
oo/ <O OUI) antgthnepefrcentage or r-oSerectn

—positive ptatetets—{mearmr imnicrease of 3.7% P<0.001).
imlarly, in eculizumgbstyeated patiegnts in ghe
St 4-001 study incr easggtuc\j/\)fe\'?eeeéobserveq ?%ES%C 5 P Value (2)
- - U7
P=0.056), neutrophil-prateret aggregates (nean 10
Cobfiip@ase QfieadBasdie P=0.077) and thggpercentage of
140p- Sel ecti nvjpesi tive platelets (nean increase of 5.1
% P=0.044). In the conbi ned C04-001 and C04-002

st udi es, iegspg quQa”t i ncr eases me;gzal SQ13 obsgrved hdd 14676
monocyt e- pliakel et aggregates (mean increase of 10.1 %

P<0.00 1), neutrophil-platel et agggegapes (BaAN (467887940

i ncrease of 7.0% P<0.001) and th erc age,,15 af
P- Sel ectin positive platel etahs (neggnspi nc?‘ggse%”f 4%8}344370

P<0.001). In this placebo- Fontrdl1'@d cd4? 00i>st udy?d220613
the ecul i zumab cohort as weld as $H& pl aé®bo!BohoP07382065
showed simlar increases in paraneters of platelet
activati onovernib( basel i ne OfFabl e dABA-F) 3.44 n 133ese 0.000781995
pl acebo-treated patients, increases from baseline were
PLLORS@IVAS Mlean BROQEYT - pl at el et aggiegat es (mean
i ncrease ofaw. 2% P=0.771), neutrophil-platelet 20
aggregates (nean increase of 6.9% P=0.135) and the
percent age Qf chér§e| ectin positiveypl at ghets Limean 448005308
i NnCrease Qe 9% P-0.001) (Table 14A-C). 53 WO
2008/ 069889 PCT/ US2007/ 023623 At goneyoBpckels & 980942735
ALXN- PW2- 114 TABLE 13A: C04-4002; ﬁg OOJMfamd 4- gqg5084720
Conpared and Conbi ned: M xed node] gnal ﬁés of, cia%gg; o
in Platel et Activation Mark&rs; chd ge trom Basel i 2191
MONOCYTE PLATELET AGGREGATI &N St &30St udy® weelé 0013226012
Statistic DF P Value (a)
Overall (b) Overall 6.919 1.52 44 0.135363716

NOTE: (a)P value was based on T test.
(b) Overall was based on the average of least square means from Week 1 to Week 26.
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C04-001 (N = Mean Baseline 44.282 43) Val ue Least
Square 1 9.294 0.98 34 0.333249423 Means 2 14.009

W 2008/0@%80. 148210796 4 27.935 2.95 34 0. 0057 1BA0GS2007023623
16.012 1.64 34 0.110194214 26 10.827 1.11 34

At TIok&IAIePaVd-1 (£) Overal | 15.005 1.98 34
0.055927296 G 04-002 (N = Mean Basel i ne 26.310 97)
Val ue Least Square 1 2.967 0.65 95 0.518317428 Means
T ABLE QIE: T062029060400 584 ZOURB Gomphred ardIBmBinA2MBE&! model analysis of
0. 028644828 hanggin PhicpOBtigtigMOErsOCR1R 540 BaYline 26 11. 838
2.69 95 0.008417504 POFEFGIN EXPRESSI®Y al | 7.940 3.17 95

aver age of | east squa're
Vo 28%%{ g\?\g P Value (a)

Conbi ned- M xed Todel anal yS| S of change in Pl atel et
cod6hinvat | g Makge s; Change from Bagsgel i ne MONOCYTE
43)PLATELET \AGEREGATI ON St udy Study Week Statistic DF P

Val ue (a) Conbined (N = Mean Baseline 31.302 140)

Val ue Leggf, ggyare 1 4.971 1.15 133, 0. 250281818  Weans, s

means from Week | 54
St SCT/ U82007/ 023623 At y%rér}\g eff)ocket :

Means

2 5.479 1.26 34 0.214825093

‘ 7.478 1.73 34 0.093582884

14 6.591 1.45 34 0.157269235

26 6.011 1.32 34 0.195994953

Overall (b) Overall 5.149 2.09 34 0.044482961

C-04-002 (N=  Mean Baseline 7.517

97) Value

Least Square 1 4.462 2.12 95 0.036933290
Means

2 4.009 2.02 95 0.046211034

4 3.817 1.92 95 0.057451135

14 2.535 1.25 95 0.213238625

26 3.035 1.50 95 0.137140051

Overall (b) Overall 3.671 345 95 0.000837199

NOTE: (a) P value was based on T test.
(b) Overall was based on the average of least square means from Week 1 to Week 26.
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2 5.794 1.39 133 0.166169537 4 14.650 3.52 133

0. 000591120 14 12.842 3.02 133 0.003059012 26 11.824
WQ 20080488 0. 006256488 Overall (b) Overall 10.0BQI/BS287/023623

133 0.000691639 Pl acebo (N = 44) Mean Basel i ne 39. 444
Att\@{meggockaaam)@qmwglﬂ44 768 0.55 44 0.585815062 Means

814 -0.45 44 0.652851604 4 5.484 0.63 44

0. 531000233 14 -4.964 -0.55 44 0.583493606 26 13.523

TABLE 4%F: 04484188 BanOFe4-HP Corfrgled @d&pmbpiped Mizg@imogel 3ppiyvasiof

0. 711338659hanmr@ate§ ctiptiggYlqjeersyhanas FeB e T t est .

(b) Overall was bas b'f']CTtnﬂ@X%FéF'zQ@'e of least square

—PGH—USZOﬁﬁ"/—O‘BﬁZS—N‘t‘mTeyDocket . ALXN- PV2- 114
ABLE 13C: (Q04-002; C04 nd C04- 00 ar a
Sw nbi ned: M xed nodel %I yese?s of cha%tgmgg?ﬁ Pllﬂgtelag/aluc(a)

Activationm Markers; L,nange from Baselrine

NEUTROPHI L- PLATELCET AGGREGATI ON St udy St udy Week
Co,ﬁgu@gg,ﬁ;l C NG, BasMalue (a) (C04-001; fsN = Mean Basel ine

5 43)yvMal ue Least Square 1 6.057 0.75 34
O 457636650 Means 2 6.877 0.85 34 0.399618945 4

21. 467 2. 5%’9%011756090 14 16,246 1,95 343 0.056451906
ean

0. 0599472 857 0.82 34 0.417142286

2 4.333 231 133 0.022390009

4 4.750 2.53 133 0.012475659

14 3.665 1.90 133 0.059358752

26 3.788 1.96 133 0.051519764

Overall (b) Overall 4.106 3.86 133 0.000178203

Placebo (N=44)  Mean Baseline 6.585

Value

Least Square 1 8.053 2.14 43 0.038297488
Means

2 5.063 1.40 43 0.168857949

6.484 1.72 43 0.092313078

14 6.383 1.62 43 0.112358382

26 3.403 0.94 43 0.352152288

Overall (b) Overall 5.851 3.49 43 0.001115025

NOTE: (a) P value was based on T test.
(b) Overall was based on the average of least square means from Week 1 to Week 26.
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Overall (b) Overall 11.222 1.83 34 0.076671903

C-04-002 (N = Mean Baseline 10.586 97) Val ue Least
wEwanessts 3. 558 1.27 94 0. 208460346 Means 2 OpGBEBSDNA®R3623

94 0.894343104 4 4.011 1.51 94 0.133423112 14 9.505
At [k 0000636141146 8. 476 3.14 94 0.002261817

Overall (b) Overall 5.275 3.51 94 0.000679427 NOTE

(a) P value was based on T test. (b) Overall was based

TABLE fves: 800e-0@g gl Mo BbalyS€ Bl ReldrRatvatioh Maiker V8o gd frdnOBaseline

Week 26. 56 WOMRO08}DG988ELPCACUS2QANORN23623

Attorney Docket : ALXN PppatpiAITTABLE 13D: C04- 002;

Change from Basel i ne NEPTRCPPl - PLATELET AGGREGATI ON
Study Study Week StatisOTEFCDEE®MAI ue (a) Conbined (N

= Mean Basel i ne 14. re 1 4.2
.35 1510, 170014676 "NEARE 2 PIUED 73 HIAeE Palue

0.467887940 4 8 851 2 99 133 Q0 003344370 14 11 514

3.80 133 0.000220613 26 8.246 2.72 133 0.007382065

Over al Baglme P@¢r al | 6. 999 B. 44 133 (00000781905 0.001105679

Pl acebdseN = 44) Mean Basel i ne 16. 172 Val ue Least

Squar e Weels. 275 0. 77 44 0. 4848005308 104 133 0.255322788
Treatment 1 104 3.01 0.085849037

NOTE: Analysis based on North American ITT patients only as described in the protocol.

TABLE 14B: C04-001: Mixed Model Analyses of Platelet Activation Markers; Change from Baseline
NEUTROPHIL-PLATELET AGGREGATION
Population: ITT

Degree of Freedom

Effect Numerator Denominator F Statistic P Value
Baseline Platelet 1 104 4.28 0.040938932
Assay

Week 5 104 2.20 0.060319683
Treatment 1 104 1.21 0.274747130

NOTE: Analysis based on North American ITT patients only as described in the protocol.
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Means 2 -0.160 -0.02 44 0.980942735 4 9.719 1.41 44
0. 165084720 14 4.415 0.62 44 0.539239191 26 17.220
WQ2®8/069880. 013226012 Overall (b) Overall 6.919PAT/BR2047023623
0. 135363716 NOTE: (a) P value was based on T test.
Atoley Queketl: [ALMGS-PYVéBetd on t he average of | east square
means from Wek | to Wek 26. 57 WD 2008/ 069889
PCT/ US2007/ 023623 Attorney Docket : ALXN- PW2-114 ,
TARBE 41 $184-0000 Mixgey Modetnelyery of Padpt Spyizationankestrfsbangsdrogrityseline
Conbi ned: M xed nod@ﬁEéggpy§K§ ION:hange in Pl atel et
Activation Markers; Charf§¥*fPol Basel i ne P- SELECTI N

C04-00T (N = Mean Baseline 7.941 43) Val ue Least

Square 1 2.157 0.50 34 621941155 Means 2 5.479 1.26

34 0.214825093 4 7.478 1.73 34 0.093582884 14 6.591

1. 45 34 157269235 RfhehioP 1]l Deddnimfr O UORAIA953 P value

Overall (b) Overall 5.149 2.09 34 0.044482961

C 04- = i .

Square 1 4.462 2.12 95 0.036933290 Means 2 4. 009 2.02

95 0. 0BgolingPhtelgizq 4 3.817!1.92 95 0995745 P9 350093374798

2.535 €5%§ 95 0.213238625
(1)

103 0.91 0.480577712
Treatment 1 103 0.26 0.613587524

NOTE: Analysis based on North American ITT patients only as described in the protocol

INCORPORATION BY REFERENCE

All publications and patents mentioned herein are hereby incorporated by
reference in their entirety as if each individual publication or patent was specifically and
individually indicated to be incorporated by reference. In case of conflict, the present

application, including any definitions herein, will control.

EQUIVALENTS

While specific embodiments of the subject inventions are explicitly disclosed
herein, the above specification is illustrative and not restrictive. Many variations of the
inventions will become apparent to those skilled in the art upon review of this
specification and the claims below. The full scope of the inventions should be
determined by reference to the claims, along with their full scope of equivalents, and the

specification, along with such variations.
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26 3.035 1.50 95 0.137140051 Overall (b) Overall 3.671
3.45 95 0.000837199 NOTE: (a) P value was based on T
wao e®B/06988) Overal | was based on the average of PCEES1007/023623
square nmeans from Wek 1 to Wek 26. 58 WO
At%%%&@QQS%LW/PV@Z@PW 023623 Attorney Docket :
PW2-114 TABLE 13F: (C04-002; (C04-001 and C04-002
Conpared and Conbi ned: M xed nodel analysis of change
WhdisRlilakeligt Activation Markers; Change from Baseline
P- SELECTI N EXPRESSI ON St udy Study Wek Statistic DF P
Value (a) Conbined (N = Mean Baseline 7.635 140)

VaI . -0. J S
L 5% A3 aPYr g scdufBiks o Bt ma Brgd mtaE

o. 03P BHRAnhibking .c6GDleineAink3id sGbjOG9358752 26 3. 788

1.96 133 0.051519764 Overall (b) Overall 4.106 3.86

133 0.000178203 Pl acebo (N = 44) Mean Basel i ne 6. 585
2. Val ‘Fﬁe me 88 bf AT SwHerdn 988 nthbd cdBipHsd38mhid8s Means

063 1.40 430168857040 4 6.484 1. 72 43
o ogczﬁmsmaso sajdisubj e’ 8 3vhrre@2th430mpqma5mzed fpgn theqyaup

.94 43 .0. 3521522 1 3
0. Oﬁ(ﬂ?fg%%? oquJ w’é__;aﬂl é1|n§i Q o) esorbnéorg 80n6%l5erf1e{1t c%g‘lp%gents
(b) bpiRuhdsvasiclp BIsEld tHepehdi&ti M Iong 6r Mbrel Baplenteguar e

means from Wek | to Week 26.
components, and c) compounds which block the activity of one or more

complement components.

3. The method of claim 1, wherein said subjéct has a paroxysmal nocturnal
hemoglobinuria (PNH) granulocyte clone greater than 0.1% of the total

granulocyte count.

4. The method of claim 1, wherein said subject has a PNH granulocyte clone greater

than 1% of the total granulocyte count.

5. The method of claim 1, wherein said subject has a PNH granulocyte clone greater

than 10% of the total granulocyte count.

6. The method of claim 1, wherein said subject has a PNH granulocyte clone greater

than 50% of the total granulocyte count.

7. The method of claim 2, wherein the compound is selected from the group
consisting of antibodies, soluble complement inhibitory compounds, proteins,
protein fragments, peptides, small molecules, RNA aptamers, L-RNA aptamers,
spiegelmers, antisense compounds, serine protease inhibitors, double stranded

RNA, small interfering RNA, locked nucleic acid inhibitors, and peptide nucleic
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59 WD 2008/ 069889 PCT/ US2007/ 023623 Attorney Docket

ALXN-P W 2-114 TABLE 14A: C04-001: M xed Model
wenaBpesssd of Pl atel et Activation Markers; Chanperl/i/$mn1/023623

Basel i ne  MONOCYTE- PLATELET AGGREGATI ON Popul ati on:
Atlofkey IegeteAlo{NPvezdom Ef f ect Numerat or Denomi nator F

Statistic P Value Baseline Platelet 1 104 11.26

0. 001105679 Assay Wek 5 104 1.33 0.255322788

Tr eatidenitibitord 04 3. 01 0. 085849037 NOTE: Anal ysi s based

on North American ITT patients only as described in

the protocol. TABLE 14B: (C04-001: M xed Model Anal yses
8. of Phahelel ofChiny at wikdieilrt oufd BReectEd BmBRS Aol e

NEUTROPHI L- PLATELET AGGREGATI Popul ation: |IT

Degf@sisting Pt R d EGRde M QR iAfa (> 9D rren Thaobra venom factor,

Sta atelet 1 104 4.28
Egggggsgo"@s&&m 5&8&?@@?&? 2.20 0.060319683
Tr eatnment 1 104 1.21 0.274747130 NOTE: Anal ysis based
rth Anerican_ I TT patients only as described in
t he“ﬁ? Bretiog (of clgin Yy bases sod gslggowvn@m%)@frb PHYER3
Attorney Docket : ALXN PW2-114 TABLE 14C. C04-001:
M xed Model Anal yses of Platelet Activation Markers;
10ChamemiethorhoBelgwh 2 eheréin Skl EGTipMnEXRIRBIBSI @Nage of C5.
Popul ation: ITT Degree of Freedom Effect Nunerator
Denom nator F Statistic P Val ue
11. The method of claim 2, wherein said compound inhibits terminal complement.

12. The method of claim 2, wherein said compound inhibits C5a activity or inhibits
binding of C5a to its receptor.

13.  The method of claim 1, wherein said subject is a human.

14.  The method of claim 1, wherein said subject has a history of one or more

thrombotic events.

15.  The method of claim 7, wherein said compound is an antibody or antibody
fragment.
16.  The method of claim 15, wherein said antibody or antibody fragment is selected

from the group consisting of a polyclonal antibody, a monoclonal antibody or
antibody fragment, a diabody, a chimerized or chimeric antibody or antibody
fragment, a humanized antibody or antibody fragment, a deimmunized human
antibody or antibody fragment, a fully human antibody or antibody fragment, a

single chain antibody, an Fv, an Fab, an Fab’, an Fd, and an F(ab’),.

17.  The method of claim 15, wherein said antibody is pexelizumab.
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Baseline Platelet 1 103 9.01 0.003374798 Assay Wek 5

103 0.91 0.480577712 Treatnment 1 103 0.26 0.613587524
WONDIDB6988al ysi s based on North Anmerican | TT papCEOSR07/023623

only as described in the protocol | NCORPORATI ON BY
A&gﬂﬁ?ﬂﬂw§§:egiquhygqqglons and patents nenti oned

heréin are hereby incorporated by reference in their

entirety as if each individual publication or patent

was specifically and individually indicated to be

i ncorporated by reference. In case of conflict, the
18pr eJlpmethegof Féa il Sriwhareie suidiapidgpodiys esatizumali ons

herein, will control. EQU VALENTS Wil e specific

enbodi ments of the subj ect inventions are explicitly
19di sdheaethodléckim 2, whaeciaadeospenid is adtiindtteredschronically to

illustrative and not restrictive. Many vari ations of

t he Saif ﬁ@@ﬂ?lons wi || becone apparent to those skilled

in the art upon review of this specification and the

clainms below. The full scope of the inventions should
20be deen@thvﬂmédlaby 2y ehereiprseid compotnsl i pdimsstered sysgmagatlly to

t hei r. f (scope of equival ents, and the

spedif %é?lon along with such variations. 61 WD

2008/ 069889 PCT/ US2007/ 023623 ﬁutorney Docket

ALXN- PW2-1 14 What is clained is: A neth
21y edd e Agthod of glan ey \éh‘%f%méf'ldtcﬁm@ﬁw@slﬁ gdmwsaer%bf@btto said

sai g, hod conprising inhibiting conplenment in said

subject. 2. The method of claim1l, wherein said nethod

conprises adm nistering a conpound to said subject,

nd is selected fromthe grou .
2 ondRe g of SRRy T hBReS R B 4 SHEOBposelism
conppg&g&&a&gqpqnents b) conpounds whi ch bl ock the
generation of one or nore conplenent conponents, and

c) conpounds which block the activity of one or nore

23C0 nﬁlhg m%ﬂltoad %‘P Ef;' ¢ n&/ﬁ’ eli')i sal-gl?r?etm%it 1%8’19:(:9 Fatéﬁlo‘ril tHIbthboembolism

wherein sa as a paroxysmal nocturna
henbg@ahhnﬂmnéO%PNH) granulocyte cl one greater than
0.1 %of the total

24. The method of claim 1, wherein said method reduces rates of thromboembolism

by greater than 75%.

25. The method of claim 1, wherein said method reduces rates of thromboembolism

by greater than 90%.

26. The method of claim 1, wherein said method results in at least a 25% reduction in

LDH levels.

217. The method of claim 1, wherein said method results in at least a 50% reduction in

LDH levels.
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granul ocyte count. 4. The nmethod of claim1, wherein
sai d subject has a PNH granul ocyte clone greater than
wa20806488%® t ot al granul ocyte count. 5. The netPodUs$007/023623
claim1, wherein said subject has a PNH granul ocyte
AR DRE&AGIXNIPivn | 19% of the total granul ocyte
count. 6. The nethod of claim1, wherein said subject
has a PNH granul ocyte clone greater than 50% of the
281 ot The metiod lodclyine | cohendin said mEediredulte th afieas! &7 3% 2sduction in
wherﬁ e conpound is selected fromthe group
consPE XS of anti bodi es, sol ubl e conpl enent
i nhi bitory conpounds, proteins, protein fragments,
peptides, small nol ecul es, RNA aptaners, L-RNA
29 apt Ahemsthod spilege | mehessin and insthoden ¢ swipen nelslts et leag a 90%
pr ot %e InEE%L ors, doubl e stranded RNA, snal
|nté ey “V#'dcked nucleic acid inhibitors, and
pepti de nucleic 62 WO 2008/ 069889 PCT/ US2007/ 023623
Attorney Docket : ALXN-PW2-114 acid inhibitors. 8 The
30.ret Rbeimethog hflap?, furkarspmprtisieg adimpistanagiaseenad sempennd,
fro C LS CR 1, MCP,
DAF%%QQIG%%&%M C%E?%O 19%6%%% g%‘%ta ‘%‘Q(S FUT- 175,
conpl estatin, and K76 COON 9. The nethod of claim 2,
mhe in a|d co i nhibits b activit 0. The
ot RBEMGHOU P RT3, AHherBh [hesteade COMPHMS © it e group
Cl e@&ﬁﬂ;ﬁng’gf s(t%:rmd@ meﬂ%@sdﬁ?é@%tsogntp&ﬁgmagts ﬂﬁﬁ@ﬁ&‘d r1ron

sai d conpound in hibits term nal onpl enent .

et RothrefoigtindERO2, pearlated EROs EPE r@l@mp@m ﬁ\qaneﬁm@mrytbm@s@sw

act gt\‘llrhﬁl‘yﬂ rreé %g@ %ltﬁlﬁrmo% %io\rll}%hl? LA’FE? dganh l}%nphgi?ﬁlg éﬁ))éulm

hunanLGﬂ4 The method of claim1l, wherein sald subj ect

has a history of one or nore thronbotic events. 15.

The nmethod of claim 7, wherein said conpound is an
32ant TRORXHBE oPOhINP 90 YyheldiRBPBN adndiflistelBw AEADA-OF antibody.

claim 15, wherein said antibody or antibody fragnent

is selected fromthe group consisting of a polyclona

33'ant 'TR m%thoél of DBRT g? ehere%? EalclP arﬂ%ogy is pexelizumab.

34.  The method of claim 32, wherein said antibody is eculizumab.

35.  The method of claim 2, further comprising administering an antithrombotic
compound.

36.  The method of claim 35, wherein said antithrombotic compound is an
anticoagulant.

37.  The method of claim 36, wherein said anticoagulant is administered with an anti-
C5 antibody.

38.  The method of claim 36, wherein said anticoagulant is an antiplatelet agent.
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anti body fragnment, a diabody, a chinerized or chineric

anti body or antibody fragnent, a humani zed anti body
w@eooaneiskody fragment, a dei muni zed human anPCHUM00T023623

anti body fragment, a fully human anti body or anti body

AtfohR9TRRket - ALBNIPIW R ¢hai n anti body, an Fv, an Fab, an
Fab”, an Fd, and an F(ab')2. 17. The nethod of claim

15, wherein said antibody is pexelizumab. 63 WO

2008/ 069889 PCT/ US2007/ 023623 Attorney Docket :

ALXN- PW2-1 14 18. The nethod of claim 15, wherein said
39ant iTheigthod ofelaim 3T;vesrein spid apfbogp ishsgelizumabai m 2,

wherei n said conpound is adm nistered chronically to

said subject. 20. The nmethod of claim2, wherein said
40c onfbeindthiod o diainmB & tvéreesin sard iigrbiodp sl egulizumabai d

subject. 21. The nethod of claim?2, wherein said

compound is adnministered locally to said subject. 22.

41The Anpthodlorededimi tie decuRREeRIfMhrd Ab8sisit 108t OMMERSE a higher
rates of thronboenbolism by greater than 25% 23. The

met Hsd nefmal |lagiatg dehydiogensse(Id2 Hlensds sistimethodie@nprisiitge s

of thr 0 ' X er than 50% 24. The
met L@éﬂg?ggﬁﬁ%h%ﬂnmﬁ(}%{bﬁe%gai d net hod reduces rates
of thronmboenbolism by greater than 75% 25. The
met hod of claim1l, wherein sai.d nethod reduces rates
2207 (ht Bitod ﬁgeﬁ%ﬁﬂ CHYPrEREABHNIFIERE a60mPRRd ter?ﬁé‘? subject,
et QpdreR the k@l’nﬁ@u]ad IVRRL R Fropfing g%%@@gsi&ﬁl%%lﬁtaﬁ) cbx‘ﬁﬁéﬂnds
| east a 25% reduction in LDH | evels. 27. "The net hod
of ®hahrbird towine peinpres@inglemnhownpansutstty compennds st bdock
50%.,reductjon in LDH |levels. 64 WO 2008/ Q69889 )
T s E i Bs o RPres iR sst arpbarents, ud Sygoraopndgwhich
The brsek fedcc@Vitycd fainBod movd widldndndtsmpa@iched results in
at least a 75% reduction in
43.  The method of claim 41, wherein said subject has an LDH level greater than the

upper limit of normal.

44.  The method of claim 41, wherein said subject has an LDH level greater than or

equal to 1.5 times the upper limit of normal.

45.  The method of claim 41, wherein said subject has an LDH level greater than or

equal to 2.5 times the upper limit of normal.

46.  The method of claim 41, wherein said subject has an LDH level greater than or

equal to 5 times the upper limit of normal.

47.  The method of claim 41, wherein said subject has an LDH level greater than or

equal to 10 times the upper limit of normal.
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LDH | evel s. 29. The nethod of claim1, wherein said
method in a subject results in at |east a 90%

wo eadao6dseén in LDH | evel s. 30. The net hod of clBETUR007/023623
further conprising admnistering a second compound,

Atiohesyedeksaidseeaongl [ ¢pnpound i ncreases henat opoi esi s.
31. The nethod of claim30, wherein the second
compound is selected fromthe group consisting of

48st eflae dethod miffulams dp priesaartesompnind is segutdftom thd grbupe
acid, iron,_  erythropojetin (EPO, kB pegyl ated O, EPO
o ERsnE B AT ROk R ol bian BT iU gyoteins
ageBotein #ALhEAY. FRENAS, SHPAHSIEUIEARKI Hiners, L-RNA aptamers,
anti | ymphocyte globulin (ALG. 32. The nmethod of
cl abpieSimenstantis¢nse ERapIunds dering pgoteassdnivibitdss, aloutdastirandsd

ant Lhody. .33. .The ho f claimgd32, . wherein sajd .
ot RRGS el et TRA 6o ool g Anip B e iRl ucteic
whergd inhssitods. ant i body is ecul i zumab. 35. The net hod of

claim 2, further conprising adm nistering an
antithronbotic conpound. 36. The nethod of claim 35,

Wherei . Lo . o
0t o Rl Al kD NERh e CRFRRMTE Sy from the groue
sai domisting oAGRI At X{CR 1a MG iDBA T rGiab (i sdtordih, cabtai vend@b factor,
ant i_pnd 38. The. net aim 36, wherein said
ant?@gééﬁrgﬁWmF§mﬁhm%ﬂ§?%€%¥%¥et agent. 65 WO
2008/ 069889 PCT/ US2007/ 023623 Attorney Docket :
ALXN- PW2-114 39. The nethod of claim37, wherein said
50ant Thempthod opelein #2.urherein said compaunggartibits G astigityn 37,
wherein said anti body is eculizumab. 41. A nethod of
reduci ng the occurrence of thronmbosis in a subject who -
51has Tae hictlod of ciaiman2, narenah sdidcérap@ind edthyibitsadem agesf(A5DH)
| evel, said nethod conprising inhibiting conplenent
in said subject. 42. The nethod of claim4l conprising

52dNTRE ool B clAint AMRMERGEN §Ad Séthpbund RhIEGts termBA BinPlehtest.
conpound is selected fromthe group consisting of. a)

conpounds which bind to one or nore conpl enent

53COMRRD &Rk ol?zlaﬁr? HQ%Q%% Mfa %}n]%u?lﬁ i§nhibits C5a activity or inhibits

binding of C5a to its receptor.
54.  The method of claim 41, wherein said subject is a human.

55. The method of claim 41, wherein said subject has a history of one or more

thrombotic events.

56. The method of claim 42, wherein said compound is an antibody or antibody

fragment.

57.  The method of claim 56, wherein said antibody or antibody fragment is selected
from the group consisting of a polyclonal antibody, a monoclonal antibody or

antibody fragment, a diabody, a chimerized or chimeric antibody or antibody
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the generation of one or nore conpl ement conponents,

and c) conpounds which block the activity of one or
wWOoree0e/06s8pl enent conponents. 43. The net hod of PCT/E2907/023623

41, wherein said subject has an LDH | evel greater than
Attoheey DieRer: AliXNiPWi-1nor mal . 44. The nethod of claim

41, wherein said subject has an LDH | evel greater than

or equal to 1.5 tinmes the upper limt of normal. 45.

The frapnbrdgda idmalized rmdiod ywin @ntghod y Sapohestyb a ofmunéeed Anman

LDH | evel greater .than or. equal to.2.5 tines the

pp e R PP of et gl i eRgnpr HtEpSY agment,a
Whekiaha chdth dndbtlySst FV)as Fak ak Phabi gl 8l A6 %ﬁﬁ?@a’b;)&.h an or
equal 'to 5 times'the upper Iimt of normal. 47. The
nmet hod of claim41l, wherein said subject has an LDH

| ev r han.qr, ._equal t O0.tines the upper
581 ¢ e SEERN B bR U S8R atBodd iR iastB 1/ 5562
Attorney Docket : ALXN PW2-114 48. The nethod of claim
42, wherein the conmpound is selected fromthe group
Mcondheiekhgd of claim peotheedn sadpriliody ssHsl
i nhi bitory conpounds, proteins, protein fragments,
peptides, snmall nol ecul es, RNA aptaners, L-RNA
60apt Ahemsthod optlege#yertereimmtid sengeind ongimindsredsbrdanmally to
prote seb.i nhi bitors, double stranded RNA, snall
i nt EEF‘?%W??@ RNA, | ocked nucleic acid inhibitors, and
peptide nucleic acid inhibitors. 49. The nethod of
claim42, wherein the conpound is selected fromthe
61.gr odipe methad ok ¢lpimy 4B fwherin sagigsengrund peEmipaeredspgenically to
Facg% ...cobra venom factor, FUT-175, conplestatin,
and 8 . 50. The nethod of claim42, wherein said
conpound inhibits C5b activity. 51. The nethod of

claim 42, rein said co und inhibits cl eava of .
62.c5. *E%methﬂﬁdgﬁ@f'% > Jthegqiny il aompapnd isadmiaiste %ﬁa%ﬁasawld
i nhgdyidce term nal conplenment. 53. The nmethod of claim

42, erein said conmpound inhibits Coa activity or
inhibits binding of Coa to its receptor. 54. The

: Laimd i . ! . .
6305 4finehof A1 ORI RPNl 1 o
hi sbygneatef tham@5%r nor e

64. The method of claim 41, wherein said method reduces rates of thromboembolism

by greater than 50%.

65. The method of claim 41, wherein said method reduces rates of thromboembolism

by greater than 75%.

66. The method of claim 41, wherein said method reduces rates of thromboembolism

by greater than 90%.

67. The method of claim 41, wherein said method results in at least a 25% reduction

in LDH levels.
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t hronmbotic events. 56. The nethod of claim 42, wherein
said conmpound is an anti body or anti body fragnent.

w®2008/06s889ret hod of cl ai m 56, wherein said antiPOOySmN7/023623
anti body fragnent is selected fromthe group

AttBRRS Dotkdig AQfXNaPPOl-yd onal anti body, a nmonocl onal
anti body or antibody fragnent, a diabody, a

chinmerized or chinmeric antibody or antibody 67 WO
2008/ 069889 PCT/ US2007/ 023623 Attorney Docket

ALXN- PW2- 114 fragment, a hupani zed ant.i body or ; .
68 v GRS AGHAA T R DRI ARA T 26 ™ 25t A ruction

ant joaqsky 1 degoment, a fully human anti body or anti body
fragnent, a single chain antibody, an Fv, an Fab, an
Fab', an Fd, and an F(ab')2. 58. The nethod of claim

600 T RO BT L BT By % 75 M et
€eC Uini [ZDMedvels60. The net hod of claim 42, wherein said

conmpound is admi nistered chronically to said subject.
61. The nethod of claim42, wherein said conpound is

admiai _ . oo . . T .
705 LS LSRR st S 0r T o
admnriiBH ésveld. | ocal ly to said subject. 63. The nethod

of claim4l1l, wherein said nethod reduces rates of

t hronboenbol i sm by greater than 25% 64. The nethod

71.0f  ThénBihdd of NGRS £, ursiRk CorPrithdnBfidefg h 8dc8hd &mpound,
t hronboenbol i sm by greater than 50% 65. The nethod

of whereinsai seqgndceinpouns increesehbRMateRNIRSEs r at es of
t hronboenbol i sm by greater than 75% 66. The nethod
of claim4l, wherein said nmethod reduces rates of
72.t hr Shdmethibd bf danm Bly whesat the s¢doad c@Bp6un 7s seldeeedfetnthe group

gfso/é:clfngfa{?&g %fosﬁevgg'%%,ellg%}q?lgéggggsfag%ganrti?cso%!g\tllgntls,I}oléllg aclic?, ?r%tn, a

erythropoietin (EPO), pegylated EPO, EPO mimetics, Aranesp®, erythropoiesis
stimulating agents, antithymocyte globulin (ATG) and antilymphocyte globulin
(ALG).
73.  The method of claim 72, wherein EPO is administered with an anti-C5 antibody.
74.  The method of claim 73, wherein said antibody is pexelizumab.

75.  The method of claim 73, wherein said antibody is eculizumab.

76.  The method of claim 42, further comprising administering an antithrombotic

compound.

77.  The method of claim 76, wherein said antithrombotic compound is an

anticoagulant.
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WD 2008/ 069889 PCT/ US2007/ 023623 Attorney Docket :
ALXN- PW2-114 68. The nmethod of claim41l, wherein said

woreiokoessesul ts in at |east a 50% reducti on |iPCL/DE2007/023623
| evel s. 69. The nethod of claim4l, wherein said

Atoeidydibekets WIDSNIPW At 14 east a 75% reduction in LDH
| evel s. 70. The nethod of claim4l, wherein said
method results in at |east a 90% reduction in LDH

78] evéhe methpd oTbleimm®1, hvddtrand sad antivodg@ylant isradnenistesdprithsannegpti-
adm is&gr{ixng a second conpound, wherein said second

JAd°INecr eases hemat opoi esis. 72. The nethod of

claim 71, wherein the second conpound is selected from
t he %roup consi sting of steroids, inmunosuppressants,

79ant i'he ogthad aheleim 75| Wherear padd anticopgulang psyanrantpleiedat agent.
(EPO, pegylated EPO, EPO m netics, Aranesp(r),
erythropoiesis stinmulating agents, antithynocyte

809! olitié inRthoADE laimn U3, avtierdity sgid axtiboety §l pelellizumab( ALG) . 73.
The nethod of claim 72, wherein EPO is adm ni stered
wth an anti-C5 anti body. 74. The nethod of claim 73,
wherej ' i | ' he met hod

B e e ek B R e . 76,
The met hod of claim42, further conprising

adm,ni st eri an tithronbot.i.c onpound. . 77.. The

%pret RoBCBF o e relinary R gmEReT B Bisol ke P a PNH
C on?ﬁumldcyts cidfe aridn IQDHgéUengteateﬂﬂaﬂ/‘QeZlgeéﬁ/l&ﬁfa&gﬁ)rmal, said
PCT/ US2007/ 023623 _Attorney Docket : ALXN PW2-114 78.
The Me¢HoH saMprisipg mhipitig, comiqf@nﬁlrssaidcﬁuhwﬁ coagul ant is
adm nistered with an anti- C5 antibody. 79. The nethod
of claim77, wherein said anticoagulant is an

83ant Th¢ mkthlod bf elgen82 comfiisinphentimttenng ofompainditd&id subject,

wherein. said antibody, is r%exel i zumab. 81. The net hod

of ¥NEiCH HECompRipgiTIelesied Tom 16 SERFPiCEPLtRg of P @nds

A mehRAGIRS toloBEBENDE Pl RAHEITIRENE b) LHPERRAS Whichbidtk

subj ect who has a PNH '
the generation of one or more complement components, and ¢) compounds which

3]

block the activity of one or more complement components.

84.  The method of claim 82, wherein said subject has a PNH granulocyte clone

greater than 0.1% of the total granulocyte count.

85.  The method of claim 82, wherein said subject has a PNH granulocyte clone

greater than 0.1% of the total granulocyte count.

86.  The method of claim 82, wherein said subject has a PNH granulocyte clone

greater than 1% of the total granulocyte count.

87.  The method of claim 82, wherein said subject has a PNH granulocyte clone

greater than 10% of the total granulocyte count.
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granul ocyte clone and an LDH | evel greater than the
upper limt of normal, said nethod conprising

WO pivsloeds8Ng conpl enment in said subject. 83. TheCTE$1907023623
of claim 82 conprising adm ni stering a conmpound to

Ataiced ddRbteHLXNWWeI 814 the conpound is selected from
the group consisting of. a) conpounds which bind to
one or nore conplenent conponents, b) conpounds which

88bl otke micthed @€ vlemaB2,ovhendin saie suirjecrbasen RSHpranudrite clone
conmponent.s, d c) conmpounds which block the activity
of ﬁ@mbpmﬁéﬁg(g&#HPEEE &Eﬁﬁﬁﬂﬂ@ﬁts. 84. The met hod
of claim 82, wherein said subject has a PNH

granul ocyte clone greater than 0.1 % of the total
89gr albe oethod of dlamt 83,8herein therpemipoendos seleci¢dir@n thegrewrei n

o 1o ke SRR BRYIBELEnpl SaGor TRt

of  glotdimir8Zmemb) Peptides Ssxiall rielBjuis! RNASapankdNIL-RNA aptamers,
granul ocyte clone greater than | % of the total
gr aPRIFSEDEIS, BHERYES CEMPOUNHS SEREtCHBRACHE Lhibifaxs. goublgpleandpd,

T oot e 1, LR O i 30 s T BlsERi
PCTadi$2006i 0023623 Attorney Docket : ALXN PW2-114 88.

The nmet hod of claim82, wherein said subject has a PNH
granul ocyte clone greater than 50% of the total

909" alTHé RIEHHOE of O 83, 8vherdii theMBPOshdOE sQéAed SR thediiLi N
the compound is selected fromthe group consisting of

ant Fesistiag of GRILUPIE (M @b E, iGIN b FacseryH. cobisoigners factor,
pr okeHnss, ' pepti des, snal

nol gggl @y@ﬁ\ﬁé%{%@@?@gb@& aptaners, spiegel ners,
anti sense conpounds, serine protease inhibitors,

doupl e stranded. .. small. .interferin , l.ocked
010 e e welioR 4 Fifim BboHEon i OBt o Pacti R g

i nhibitors. 90. The nethod of claim83, wherein the

conpound is selected fromthe group consisting of

92.CR1 T'he mythorkef clpinp83, mArreicsEd cormprind intibitscdtsvagacd §6m
factor, FUT-175, conplestatin, and K76 COON. 91. The
met hod of claim 83, wherein said conpound inhibits C5b

93.act iTue¢ igthod BPclaiih 83, metehginl said cahpound &dibiwhtemendl cempl@ment.
conpound i nhibits cl eavage of C5.

94.  The method of claim 83, wherein said compound inhibits C5a activity or inhibits

binding of C5a to its receptor.
95. The method of claim 82, wherein said subject is a human.

96.  The method of claim 82, wherein said subject has a history of one or more

thrombotic events.

97.  The method of claim 89, wherein said compound is an antibody or antibody

fragment.
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93. The nethod of claim 83, wherein said conpound

inhibits term nal conplenent. 94. The nethod of claim
w@osmbsssei n sai d conmpound i nhibits Coa acti viPgI/082007/023623

inhibits binding of Coa to its receptor. 95. The
AtioRteyIBbcRét A3 pB22-1\her ei n said subject is a hunman.

96. "The nethod of claim82, wherein said subject has a

hi story of one or nore thronbotic events. 97. The
981ret mae method lodtainB97, wieesiebaid adibtddg onmoibody fragrdnt is selected

ant i body or antlbod fragnent. 71 WO 2008/ 069889

PCTf egvoe}gswtmg\pf 6pwégﬂowék'éh0dy> pmeRpataap! anipodgor

The, I t

ant P froginetc FUAHG, o BIFICALEY ST @LlIRRY Rantivody
Conﬁnagmcmga oimanizedlaptbaiyalr astitodly dickgment, ardeiodumizet human

anti bqd n fra

o HRRRhu gt Ry Rset Ty Bipad sty B Bosy tegmsnt, 2
a hupRICESH afiddyOLYFQhn FA% 2R Ty | bl REMRAALA Ffab’),.

dei mmuni zed human anti body or anti body fragnent, a

fully human antibody or antibody fragment, a single

990hagﬂg g‘lré g%gé[[.lﬁm‘? Sﬁhoer Olszﬁ@?ntlb%ﬂg);%mﬁhz%glagd and an

ereln said
anti body | S pexel i zumab. 100. The nethod of clai m 97,

ntihody is ec b. 101. The method
10§ TR éof SR 37 hen S ﬁ‘ﬂfﬁl&’ﬂg‘%@“‘éﬂ%‘? i stered
chr oni caIIy to said subject. 102. The nmethod of claim
83, wherein said conmpound is adm ni stered systemcally
10t.0 Thaindthodlof eletm 83,0¢hereihsnidreerhpaiindfis axinzinisies:d, chymenally to
sald % r[p gnd is adm nistered locally to said
subfBET IT04. The nethod of claim 82, wherein said
met hod reduces rates of thronmboenbolism by greater
than 25% 105. The_ nethod of claim82, wherein said
lo%et ﬁb@w&e@eé obslaimy B3 avhsrein prich AAIBRINSA IS %mwre‘&%aﬁ@wally to
t ha Q@% 106. The nethod of claim 82, wherein said
ofuces rates of thronboenbolism by greater
than 75%

103.  The method of claim 83, wherein said compound is administered locally to said

subject.

104. The method of claim 82, wherein said method reduces rates of thromboembolism

by greater than 25%.

105. The method of claim 82, wherein said method reduces rates of thromboembolism

by greater than 50%.

106. The method of claim 82, wherein said method reduces rates of thromboembolism

by greater than 75%.

107. The method of claim 82, wherein said method reduces rates of thromboembolism

by greater than 90%.
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107. The nmethod of claim 82, wherein said nethod

reduces rates of thronboenbolism by greater than 90%
W@ 200840598898/ 069889 PCT/ US2007/ 023623 At t or neyPQOUR®D7/023623

ALXN- PW2- 114 108. The nethod of claim 82, wherein said
AttdBich@rbcka&s WItENIPw AL 14 east a 25% reduction in LDH

| evel s. 109. The nmethod of claim82, wherein said

nethod results in at |least a 50% reduction in LDH

| evel s. 110. The nethod of claim 82, wherein said

t hod resyl in at least .a 75%,reductio [ :
10f'gy, AR metfipd oF St s vt i méihin B oot azavigreduction
met hpdpagsield s in at | east a 90% reduction in LDH
| evel s. 112. The method of claim83, further
conprising adm nistering a second conpound, wherein
ai g, secen ound i ncreases..hemat opoi esi s. 113. .The
1052+ HaERERE pERTRRLE S iehin ST FRidS TRLAEE RS a bl reglon
sel actBH 1évelyn t he group consi sting of steroids,
I Mmunosuppr essants, anti-coagulants, folic acid,
iron, erythropoietin (EPO, pegyl ated EPO EPO
1160 Mehd ﬁl%tho&‘!bﬁﬂgﬁrpéf,)wher %ﬁ?&%&?g&%ﬁﬁs ﬁga't 184131759 reduction
agents, antithynocyte globulin an o
ant il hpHHeelst e gl obulin (ALG . 114. The met hod of
claim 113, wherein EPOis admnistered with an anti-C5
anti body. 115. The nmethod of claim 114, wherein said

11 Bnt ThOA¥tho oPERl 8Z WiRsin Jal®methoe révaltdmcht Rhst@l wbMediddion
wherein said antibody is eculizumab. 117. The net hod

of E1EPHIGEIs. further conprising administering an

antithronbotic conpound. 73 WO 2008/ 069889

PCT/ US2007/ 023623 Attorney Docket : ALXN PW2-114 118.
11T he Thetkthdd of claimasinflriher covhprigngadmandteantg b sévoodrbahpaund,

co und is, a anticoagul ant. 6 119. The met hod of

cl al rf%,alwg?’élicﬁn?g MAERED AGHTARAYS  adni ni st er ed

with an anti -

113.  The method of claim 112, wherein the second compound is selected from the
group consisting of steroids, immunosuppressants, anti-coagulants, folic acid,
iron, erythropoietin (EPO), pegylated EPO, EPO mimetics, Aranesp®,
erythropoiesis stimulating agents, antithymocyte globulin (ATG) and
antilymphocyte globulin (ALG).

114.  The method of claim 113, wherein EPO is administered with an anti-C$ antibody.

115.  The method of claim 114, wherein said antibody is pexelizumab.

116.  The method of claim 114, wherein said antibody is eculizumab.

117.  The method of claim 83, further comprising administering an antithrombotic

compound.
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C5 antibody. 120. The nethod of claim 118, wherein
said anticoagulant is an antiplatelet agent. 121. The
woredoBoehsed cl ai m 119, wherein said anti body i SPCT/US2007/023623
pexel i zumab. 122. The nethod of claim 119, wherein
Ataied PRkt odyXNevezul4 zumab. 123. A et hod of reducing
the occurrence of thronbosis in a subject suffering
froma |ower than normal nitric oxide (NO |evel,
I18ai Theretethod of dator 1 Kj, mpefeirhsaid dnititlgombatipdogmentd isrnsai d
subj ect . %ﬁ24 The nmet hod of claim 123 conpri sing
adnPHieP®H#Mhg a conpound to said subject, wherein the
compound is selected fromthe group consisting of. i)
conpounds which bind to one or nore conpl enent
11 onpbaathod of ¢lpine bl oartsn sakd aritichdgubaat istaHmingsiered atithan anti-
of g% (xpnre conpl enent conponents, and iii)
ng Yihi ch bl ock t he activity of one or nore
conpl enment conponents mhereln said nethod increases
serumnitric oxjde | evel s. 125. The net hod of
128 aiThs method ghelpigy hl%mheremarﬁo@tmw@asw Resiplaiglet agepy
greater than 25% 126. The nethod of claim 123,
wherei n said nethod increases NO | evel s by greater
12t.haith&0®thod ¥ claifth €l hyethhedh afd altiaddy & p8xelrhmalei N sai d
met hod i ncreases. NO | evel s by greater than 100% 74
WO 2008/ 069889 PCT/ US2007/ 023623 Attorney Docket :
12AL XhEMBthdd 4f dididn 1 T hBRINQE Afib6dyis ‘ediZzdmawher ei n
said nmethod increases NO |l evels by greater than 3
fold. 129. The nethod of claim 123, wherein the

ubj [

T T R T R
antkh@ﬁﬂmsnommﬂuhﬁeoﬁdaﬁﬂ@ﬁkmﬂ,mmhmhmb@tynpﬂmnpumﬁﬁmg
pr ot ei pr ot fragnments, peptides, snal
mol EULP %ent%lﬁ?“gﬂfq‘é rs, L-RNA aptaners, spiegel ners,
anti sense conpounds, serine protease inhibitors,
doubl e stranded RNA, small interfering RNA | ocked

124yucTh¢ method af ¢laim b3t @mnsmg@dpemtcm amsoipsiied togssiddsubject,

' nhménlel%rtﬁe compound is selected from the group consisting of: i) compounds
which bind to one or more complement components, ii) compounds which block
the generation of one or more complement components, and iii) compounds
which block the activity of one or more complement components, wherein said

method increases serum nitric oxide (NO) levels.

125.  The method of claim 123, wherein said method increases NO levels by greater

than 25%.

126.  The method of claim 123, wherein said method increases NO levels by greater

than 50%.

127. The method of claim 123, wherein said method increases NO levels by greater

than 100%.

74



131. The nethod of claim 124, wherein the conpound is

sel ected fromthe group consisting of CRl, LEX-CRL,
wOozeg/ 088y CD59, Factor H, cobra venom fact or, PCT/US2007/023623

FUT- 175, conplestatin, and K76 COON. 132. The nethod
At@imey! Pdcketl 224 XMiPaY Bi1m4 sai d conpound i nhi bits C5b

activity. 133. The nethod of claim 124, wherein said.

compound i nhibits cl eavage of C5. 134. The net hod of

clai m 124, wherein said conmpound inhibits term na

128 A B ATt 1 B L PR e BVl B rater

bi nelizna efd. Coa to its receptor. 136. The net hod of
claim 123, wherein said subject is a human. 137. The
nmet hod of claim 123, wherein said subject has a

1250 b Biog Rt oTeri kST RatbEl Bocker -
ALXN- PW2- 114 138. The net hod of claim 130, wherein

aid conpound is an anti body or antibody fragment.
13@39 Th?ﬁgﬁ}‘t’é@ﬁ 'al%fl%wéhefﬁlqﬁls colppeind if st G50 thsaaguror

ant i boslin 6?%8816% %olﬁiﬁie%@ ggame f @g?bﬁtg& nC%FnI%HP% s roteins,

consi stin a pol'ycl onal ant|
ant phely flagmeramtplebmd]ty SirladiIWnCtulesaRNiAadmmﬂmrs A-RNA aptamers,

chinerized or ..c or ant.i.bod

o hOWEH T Tty o M Py PR GHRTor oubie HFdea
dei RN isARD ikterf@hg FAOA | 1BOIERA MREIeRMHcIdIARBItrk %H%@ﬁtideﬁhuclelc
fully hunman anti body or anti body fragnent a single

charfid #Mibigsdy, an Fv, an Fab, an Fab', an Fd, and an

F(ab')2. 140. The met hod of cl ai m 138, "wherein said

anti body is pexelizumab. 141. The nmethod of claim
131.38 Thwhethe'd f slaind 124 twhisceity the sompaindzs sedetedIfddin thiElpeoup

st SLCRRIRCCR 1, DAZICOEORRIH cols venppg factor,

net Fod- ofs, ednaplstakidd andes eoorsai d conpound i s
adm ni stered systemcally to said subject. 144. The
nmet hod of claim 124, wherein said conpound is

1323;j mgpé e g%f ¢ M/ thgreﬁﬁéa‘iid uﬁ& E:Phlb’&'é%SbLQ&Vlgp thod

al m er e'n said uces rates

133. The method of claim 124, wherein said compound inhibits cleavage of CS.
134.  The method of claim 124, wherein said compound inhibits terminal complement.

135.  The method of claim 124, wherein said compound inhibits C5a activity or inhibits
binding of C5a to its receptor.

136. The method of claim 123, wherein said subject is a human.

137.  The method of claim 123, wherein said subject has a history of one or more

thrombotic events.
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t hromboenbol i sm by greater than 25% 146. The net hod
of claim 123, wherein said nethod reduces rates of
wa boositrsenbol i sm by greater than 50% 147. Therp@eUkmd7/023623
of claim 123, wherein said method reduces rates of
AttoR1e MaeRsH ALXSNIPW2-gre£at er than 75% 76 WD 2008/ 069889
PCT/ US2007/ 023623 Attorney Docket : ALXN PW2-114 148.
The nmet hod of claim 123, wherein said nethod reduces
138.at €be mkthod bf daino &3th elhesin tayd gmgaed istananti®@Boor dtthody
The_.met hod of claim 123, wherein said nethod results
in GPeP¥%st a 25%reduction in LDH | evels. 150. The
nmet hod of claim 123, wherein said nethod results in at
| east a 50% reduction in LDH |evels. 151. The nethod
13%f €haingthod 8f claime | 3, wheeindsapdeantibddy ersankibed)yi fragatent isaelected
a 75% reduction .i.n L l.evel s. 152. The t hod , .of
o1 anaBEESYR BhsichiPe oM AP nsl ap i A RFn A Sy Bpaor
90%:itivddg Fra@iient] Adibbddy| £uteherized? chiflic BTG o hintiHodly M
124, further conprising adm nistering a second,
confiagment a hyeanzen agtaboglwé aihedy frpneiida lsipragiged human
he S . .
1 ho ey EPdtivad Paprlf JIEHD REina floBlfbriaibod EigHdA o
consinglt ichain afititexlgrani ks an Fahyan Gshipar Bésadbs F(ab’),.
anti-coagulants, folic acid, 1iron, erythropoietin
(EPO), pegylated EPO, EPO m netics, Aranesp(r),
14®" YTHE RBObESf Saint | T8 hibienOsafDAM LSy @@Ekélﬁmﬂﬁ’&yt €
gl obulin (ATG and antilynphocyte globulin (ALG .
155. The nethod of claim 154, wherein EPO is

dniai C L L . The
BT ALFOSH I BB R SRRl
pexel i zumab. 157. The nethod of claim 155, wherein
aid antibody is eculizumab,, 77 WD 2008/ 069889 )
14der] hiepetod shelaisn ﬁ“wb&ww%&m@ isAdmgigicrpd ghrpgically to

said subject.

143. The method of claim 124, wherein said compound is administered systemically to

said subject.

144.  The method of claim 124, wherein said compound is administered locally to said

subject.

145. The method of claim 123, wherein said method reduces rates of

thromboembolism by greater than 25%.

146. The method of claim 123, wherein said method reduces rates of

thromboembolism by greater than 50%.

147.  The method of claim 123, wherein said method reduces rates of

thromboembolism by greater than 75%.
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158. The nethod of claim 124, further conprising
adm nistering an antithronbotic conpound. 159. The
woredokoesed cl ai m 158, wherein said antithronmboP@TUS2007/023623
conmpound is an anticoagulant. 160. The net hod of
Atdrgdy DR, : AMTEN w2984 d anti coagul ant is admi ni stered
wth an anti- C5 antibody. 161. The nethod of claim
159, wherein said anticoagulant is an anti pl atel et
agent 162. The met hod of claim 160, wherein said

nt i e [ 163, The nethod of c¢laim 160,
o BF Fedion o S by heiein ol P RA B 9842 C0het hod of
det @{rmnaba&d{mtweg&ea@ersm%% having a henol ytic
di sorder is susceptible to thronbosis conprising
nmeasuri ng the PNH granul ocyte clone size of said
ubj h ¢l on [ 8L .t
14 b 1 ﬂ@%h‘iseg \Mg%gglgnn %3 wr}]%reérh Sl em?{hgﬁ restlltsg Inarls n‘st; a ﬁgnreguc]tlon
165in IhH lewdihod of claim 164, wherein said clone size
is greater than 1% 166. The nethod of claim 164,
wherein said clone size is greater than 10% 167. The
t I ' S I,S500 -
S I b i WL e e T
bl oodLBHIIEvelsass of a subject, said method conpri sing
i nhibiting conplenent in said subject. 169. The net hod
of claim 168 conprising adm nistering a conpound to
151 he Tae i@l of clati® 1 23 MhektsAEMBtiod BdsBkd ifdt feh @M 5P reduction
group_consisting of. i) conmpounds which 78 WO
20087 bBYE8FICT/ US2007/ 023623 At t or ney Docket
ALXN- PW2-114 bind to one or nore conpl enent
conmponents, ii) conpounds which bl ock the generation
152f @hemsthodof elamo h}, evierdin sxdnpethed tesyltsinat leasta 90% reduction
co ogﬁgﬁ ich block the activity of one or nore
g%} Ve onponents. 170. The method of claim 168,
mherein said subj ect has a PNH granul ocyte cl one.
71, nmet hod. of claim 170, wherein said PNH
15§r af bF a@ghoé of Fléma 124; fgthen camprisingradnpnistenpg,n sgcprd eqsepgund,
gra aim 170,
whe?gkﬁﬁggﬁl 9 P%%u‘%%&%gggﬁgﬂgb ée%%eater than 1%
of the total granulocyte count .

154.  The method of claim 153, wherein the second compound is selected from the
group consisting of steroids, immunosuppressants, anti-coagulants, folic acid,
iron, erythropoietin (EPO), pegylated EPO, EPO mimetics, Aranesp®,
erythropoiesis stimulating agents, antithymocyte globulin (ATG) and
antilymphocyte globulin (ALG).

155.  The method of claim 154, wherein EPO is administered with an anti-C5 antibody.
156. The method of claim 155, wherein said antibody is pexelizumab.

157.  The method of claim 155, wherein said antibody is eculizumab.
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173. The nethod of claim 170, wherein said PNH

granul ocyte clone is greater than 10% of the total
wW@e@n0bwseyt e count. 174. The net hod of cl ai m 1FO/US2007/023623

wherei n said PNH granul ocyte clone is greater than
At@ﬂ%yqjock&eﬁmtmpvgz-awl ocyte count. 175. The nethod of

claim 168, wherein said subject has an LDH | evel

greater than the wupper limt of normal. 176. The
158ret Mbelmethod béclaind TH, futier esmprisiighhdstibistefihg Arasntiirombblic

| evel greater than or equal to 1.5 tines the upper

li PO Rormal . ' 177. The nethod of claim 175,

wherei n said subject has an LDH | evel greater than or

equal to 2.5 times the upper Iimt of normal. 178. The
159vet hbeimethod o&¢lant 758, wibkierresand @wiittdombibticeminploasd aran L DH

| evel..greater than or equal to 5 tines the upper

| nﬁtlcg?g“ia&?‘rml . 79 WD 2008/ 069889 PCT/ US2007/ 023623

Attorney Docket : ALXN-PW2-114 179. The nethod of

claim 175, wherein said subject has an LDH | evel
16Qsr eBbemethpd af gpim bxflyaherein spol antigeagutankis agpinisteredivith @h anti-

nor lantil}o%9' A nethod of treating henolytic anema in

a subject, “said nmethod conmprising inhibiting

conpl enment in said subject. 181. The nmethod of claim

80,., wherein.said t hod. conprises adninistering a
16[1:oni!§ts%wath9%°f Sl L derein o aifoaeHBnLiS Ap SuiRIAF: agent

selected fromthe group consisting of. i) conpounds

which bind to one or nore conpl enent conponents, i)
16% onplumetodaf drinb] @k Whetsin sgistantibedyois pofelismator  nor e

conpl ement  conponents, and iii) conmpounds whi ch bl ock

the activity of one or nore conplenent conponents,
1630heThd methad df ¢teitthdid, ivhereRaakriantibedybk eadizeakb. ( RBC)

mass. 182. The nmethod of claim 181, wherein RBC nass

is measured as the absol ute nunber of RBCs. 183. The
1641et tePthi Iy - ' SS.
O O R o e PR3 oy o

i ncsusespbiblepBrombesisypnprisagencasurtnigrihed PR granulocyte clone size

of said subject, wherein if the clone size is greater than 0.1% then said subject is
susceptible to thrombosis.

165.  The method of claim 164, wherein said clone size is greater than 1%.

166.  The method of claim 164, wherein said clone size is greater than 10%.

167.  The method of claim 164, wherein said clone size is greater than 50%.

168. A method of increasing PNH red blood cell mass of a subject, said method

comprising inhibiting complement in said subject.

169.  The method of claim 168 comprising administering a compound to the subject,

the compound being selected from the group consisting of: i) compounds which
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185. The nethod of claim 183, wherein said nethod
i ncreases RBC nmass by greater than 25% 186. The
woreaoRoesed cl ai m 183, wherein said nmethod i ncrPEHES20RBQR23623
mass by greater than 50% 187. The nethod of claim
AtbBy Ddvketei ALXHIRWVPRTMod | ncreases RBC mass by greater
than 100% 80 WO 2008/ 069889 PCT/ US2007/ 023623
Attorney Docket : ALXN PW2-114 188. The mnet hod of
cl abmd188ne gvheersicnmgknitnhenipodents ¢ easpsun@B@hivhddodsythe
greater ..than 2 fold. 18%. Tge nmet hod of“%Iain11§p,h.h
whe BRI 08 G OREPHBA FEPIENSALCOIRRER S Gt 1) comPodnds whic
I eqyiocR MR Avityl§bne bR thofeidngflerdnt ebdpsAchB0, Wherein
sai d nmethod stabilizes henogl obin [evels. 191. The

met hod of claim 180, wherein said nethod causes an

176.NC gk o8 of Eany ll@ip,ivﬂ)eréif gla?(!l ?ubje%i]'has a PNH granulocyte clone.

171.  The method of claim 170, wherein said PNH granulocyte clone is greater than

0.1% of the total granulocyte count.

172. The method of claim 170, wherein said PNH granulocyte clone is greater than 1%

of the total granulocyte count.

173.  The method of claim 170, wherein said PNH granulocyte clone is greater than

10% of the total granulocyte count.

174.  The method of claim 170, wherein said PNH granulocyte clone is greater than

50% of the total granulocyte count.

175. The method of claim 168, wherein said subject has an LDH level greater than the

- upper limit of normal.

176.  The method of claim 175, wherein said subject has an LDH level greater than or

equal to 1.5 times the upper limit of normal."

177.  The method of claim 175, wherein said subject has an LDH level greater than or

equal to 2.5 times the upper limit of normal.

178.  The method of claim 175, wherein said subject has an LDH level greater than or

equal to S times the upper limit of normal.
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179.

180.

181.

182.

183.

184.

185.

186.

187.

The method of claim 175, wherein said subject has an LDH level greater than or

equal to 10 times the upper limit of normal.

A method of treating hemolytic anemia in a subject, said method comprising

inhibiting complement in said subject.

The method of claim 180, wherein said method comprises administering a
compound to the subject, wherein the compound is selected from the group
consisting of: i) compounds which bind to one or more complement components,
i1) compounds which block the generation of one or more complement
components, and iii) compounds which block the activity of one or more
complement components, wherein said method increases red blood cell (RBC)

mass.

The method of claim 181, wherein RBC mass is measured as the absolute number

of RBCs.
The method of claim 181, wherein RBC mass is PNH RBC mass.

The method of claim 183, wherein said method increases RBC mass by greater

than 10%.

The method of claim 183, wherein said method increases RBC mass by greater

than 25%.

The method of claim 183, wherein said method increases RBC mass by greater
than 50%.

The method of claim 183, wherein said method increases RBC mass by greater

than 100%.
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188.  The method of claim 183, wherein said method increases RBC mass by greater
than 2 fold.

189.  The method of claim 180, wherein said method decreases transfusion

requirements.

190.  The method of claim 180, wherein said method stabilizes hemoglobin levels.

191. The method of claim 180, wherein said method causes an increase in hemoglobin

levels.
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