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METHOD OF TREATI NG HEMOLYTI C DI SEASE RELATED
APPL|I CATI ONS This application clains priority to, and
WO 2008/0zw0t | nuati on-in-part of, U S. Patent AppPCT/HS$10051003225
Serial No. 10/771,552, filed February 3, 2004, the
entire disclosure of which is incorporated herein by
this reference. BACKGROUND Technical Field This
di sclosure relates to a method of treating a henolytic
di sease such as, for exanple, paroxysmal nocturna
henogl obi nuria ("PNH'), by adm nistering a conpound
uhi ch bl nds MieTHOD BF PREATING! AEKFOLYTR: BRSEASE o
and/ or activity of one or nore conpl enment conponents.
Background of Related Art Paroxysmal nocturna
henogl obi nuria ("PNH') is an unconmon bl ood di sorder
wherein red blood cells are conprom sed and are thus
REkATEEM@BP#ﬂPQT“aﬂﬁﬂly than normal red bl ood cells.
PNH results froma nutation of bone marrow cells
r esThis applicatiohelajgrsepriorty to,cndisoeontinuatiopdndart ¢f, U.S.
More specifically, PNHis believed to be a disorder of
PdieneApPplRiatibh ettt NG 40/ 271,582, dhed) Februdrg 8, 004 thiei entire
popul ati ons of mature blood cells. The basis of the
distl of W&?féin&@?&at%@%rém BN ted8fericeadi ng to the
Inability to synthesize the
gl ycosyl - phosphatidylinositol ("GPI") anchor that is
responsi bl e for bindingproteins to cell nenbranes. The
t e, PIG A (phosphatidylinositol glycan class
B£§k?ﬂ§8&@§9in the X chronosone and can have severa
different nutations, varying fromdeletions to point
I frigdld PNH causes a sensitivity to conpl ement
proteins and this sensitivity occurs in the cel
menbFhis discRiddre eblhtesioen tefthaed ehtreatingaa mentalytiodisease
pr ot ei ns,

such as, for example, paroxysmal nocturnal hemoglobinuria (“PNH”), by
administering a compound which binds to, or otherwise blocks, the generation

and/or activity of one or more complement components.

Background of Related Art

Paroxysmal nocturnal hemoglobinuria (‘PNH”) is an uncommon blood
disorder wherein red blood cells are 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 binding
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particul arly essential conplenent-regul ating surface

proteins. These conpl enent-regul ati ng surface proteins
w0 pwbodeot he decay-accel erating factor ("DAF")PCI/USDES003225

and nenbrane inhibitor of rzactive lysis ("MRL") or

CD59. PNH is characterized by henolytic anema (a |
prateinsdasell membeanest Theimpitaied gesie, B)G-A éphrprbsitidyinasitol

(the presence of henoglobin in the urine particularly
glyeuhdtays AY tesides indipe Xoghroamuboneeragt canrevessevenal different

presence of henogl obin in the bl oodstrean).

m N,Tbr?é,fv'ahﬁr?j@ftohﬂ&él\éti&#@icﬁpéh@nhﬁﬁ%hé.0 have paroxysnms,
which are defined here as incidences of dark-colored
ur| | f . Ar e
des PRI ERTRe sEndRR) B e ampliind ) RrBidiY A0 Wisisensitity

conmponents. O her kn S t ons, i.ncl ude [ .
ooF 15 a0 o8 BT iangy ST UH S 7o ertigiepbya PO Broteins,

recurrent abdom nal pain. Henmolysis resulting_from
paniawa egsentigberuplemanidegyigting Sé'ﬁécgﬁ'?“@l'ﬁsc 1954 ¢

oxi de (NO) deficiency through the rel ease of free

cohgiergbnbraguldingesurtavegirotsins irclude theydeday-agashgrating factor
scavenger of NO due in part to the accessibility of

(“DNH) or GTIs M aNRd BfisthbrapryihRibitorphrdasting lyshs!(“MIBLE) oi @DS9.
greater affinity of the hene noiety for NO than that

for W%Bharge{?er&%?;ﬂyr IRAHRBIVRE anBhiid (& debtadsclaRhySH & red

often generates sufficient "free henoglobin to
coppl I . .Q. : | f
ol R FL R IR PR 2Bk oL g i I RE e ©
consunption of endogenous ensues, F I '
pasIALCYoT RIS ASSINGr SERATSIebeaRe {B SRS nFRPL
LDH I evel s can easily exceed2 - 3 tinmes their nornal
heneagldlsin in thebleodstieai) n Ribtiadlicterldndivisiiels are known to have
concentrations of 0.8 - 1.6 g/l. Since haptoglobin can

padosysni, 'vehisto aesefiree dbhénseas ingidertces lof Slagk-coloired urine.
henogl obi n dependi ng on the haptoglobin allotype, a

HerRbYAc BreRiS iPdud (emtacaBalIaPdastaition diaeddicddtels by
Oncé the capacity of henopgl obin reabsorption by the
coMSIBRENPEGHBRLNESUP Whifd koK $§RfiREms include dysphagia,
fatigue, erectile dysfunction, thrombosis and recurrent abdominal pain.
Hemolysis resulting from hemolytic diseases causes local and systemic
nitric oxide (NO) deficiency through the release of free hemoglobin. Free
hemoglobin is a very efficient scavenger of NO, due in part to the accessibility
of NO in the non-erythrocyte compartment and a 10° times greater affinity of
the heme moiety for NO than that for oxygen. The occurrence of intravascular
hemolysis often generates sufficient free hemoglobin to completely deplete
haptoglobin. Once the capacity of this hemoglobin scavenging protein is

exceeded, consumption of endogenous NO ensues. For example, in a setting

of intravascular hemolysis such as PNH, where LDH levels can easily exceed
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henogl obi nuri a ensues. The rel ease of free henogl obin
during intravascul ar henolysis results in excessive
w@eovsiamsdT on of NO with subsequent enhanced snPOI/0S2005/003225
nmuscl e contraction, vasocon$triction and pl atel et
activation and aggregation. PNH-related norbidities
2 -Sstrnes dheid naimal [ieels chioe hgimagldlyin veord likely robtaivl ude
abdom nal pain, erectile dysfunction, esophagea
colfdtFation8 bf 08 cnhegyis Sinde hbﬁh@l@diﬁ icnedY biridi somefhere
henol ysi s normal |y i ncl udes hemat ol ogi ¢, serol ogic,

oo, ST ARG o T o e
o3RRS 58 BB R 004 ety o

bl ood (to determ pe bope marrow c ensati on for [RBC
hemsglgbin sgalasargiien by 4 KIdReY RigXIMEl U oS isShesEinse
(LDH, wi dely performed), and free henogl obin (not
hemiogddhinpka cosues!) The relegse of freathemegobin diging ipyavascular
LDH |l evel s, in the absence of tissue danage in other
heBTd@is resits inexussdive consurhptioh afNGs with snthsequéntenhagiced
of patients with henolysis. OQther serologic tests

sir{dofth HessdR EbRidditidn0 VaseirRti@idnmanPplat@esadtratioh and

reakdown products or scavengi ng reserve,

<o AR, e PR, PSR 0 S o

used t.0.neasur ros§ severity o empl ysi s f
neiadieb eUae GRdgr T Fedy s eeile AvsUelet Yol Bbeaf Soasm,
etiologies of henolysis rather than routine nonitoring

angdrthrunbesisi s. Further, RBC nunbers, RBC (i.e.
cel | bound) henogl obin, and hematocrit are generall
per fliventabiotadoyet el udtion memmalyehtnqrmﬂnWd@@@ﬂrbam¥mggic,
anem a rather than as a measure of henolytic activity
seRsIbgizean&lutinei tgstsh avembrivyie radte yretuds an elxaarirgtiorf afrthe

henol ytic di seases and may be effective in suppressing
bISBIDIN%E} for Mo R di@hbRbinsalitRisidtRI0s (@ 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
performed) as a direct measure of hemolysis. LDH levels, in the absence of
tissue damage in other organs, can be useful in the diagnosis and monitoring
of patients with hemolysis. Other serologic tests include bilirubin or
haptoglobin, as measures of breakdown products or scavenging reserve,
respectively. Urine tests include bilirubin, hemosiderin, and free hemoglobin,
and are generally used to measure gross severity of hemolysis and for

differentiation of intravascular vs. extravascular etiologies of hemolysis rather

than routine monitoring of hemolysis. Further, RBC numbers, RBC (i.e. cell-
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termuse of steroid therapy carries nmany negative side
effects. Afflicted patients nmay require bl ood
W e@s®f4687 ons, which carry risks of infection.P@NUE2005/003225
coagul ation therapy nmay al s& be required to prevent
bl ood clot formation. Bone marrow transpl antati on has
bobadhhemogtohin ang kemriqcrih evegencraliy perfeamedip sigterpure the
are often very difficult to find and nortality rates
extr dhiagh ascompangingmrereiduatherlihamasladmeasavairamelytic
to provide a treatnment which safely and reliably
acﬁ{,iwrb@,agee_s and/or limts henolytic diseases, such as
PNH, " and their effects. Summary Paroxysmal noct urnal

he . : . , . .
ar o TP ENEHE G ke chhp et P 1Rbrat ol KefrfonicXiBgises and
coppound..whi ch binds to or otherw se blocks

e RBAIRCHYE Kb esTnp el ShE0De RRSEDS aitiPustaigng
conponents. Suitable conmpounds include, for ex rﬂ)l e

trn USB SRstaToISHNGFAMY GRITIES THAMORGEAteEIdR EHERts: Hifticted
generation and/or activity of one or nore conplenent

patienfsomentrequise blooaktrarisiusiens,nphieh canvyaiskistsddyfestiersi Anti-
to conpl enment conmponent C5. In particularly useful

coagbRdioRBAGRapythay afstnes Pshikdan mevéntdHoaatldydeiynation.
sel ected fromthe group consisting of h56GL . 1- mAb

Béﬁﬂaﬂr%ﬁ?&sﬁgﬁ@ion g;%oféén(w {F RPP NANHoRielEF, bone

e} gnent s h5GL. 1. It has surprisingly

been found that .th I eSE ir: ;
mAERg D o e B ARl BRreCRT Mot rates ars hich
adm ni stration of the conpound. For exanple, henolysis
withs SWehyRIGGeEFR: y reduced within 24 hours of

adm ni stration of the conpound as indicated by
r esdt wolllshbe Rdrantageous kuprayideradreatment which safely and

conpl erment - i nhi biti ng compound can be adm ni stered _
reliably eliminates and/or limits hemolytic diseases, such as PNH, and their

effects.

Summary

Paroxysmal nocturnal hemoglobinuria (“PNH”) and other hemolytic
diseases are treated in accordance with this disclosure using a compound
which binds to or otherwise blocks the generation and/or activity of one or
more complement components. Suitable compounds include, for example,
antibodies which bind to or otherwise block the generation and/or activity of
one or more complement components, such as, for example, an antibody
specific to complement component C5. In particularly useful embodiments,
the compound is an anti-C5 antibody selected from the group consisting of

h5G1.1-mAb (eculizumab), h5G1.1-scFv (pexelizumab) and other functional
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prophylactically in individuals known to have a
henol ytic di sease to prevent, or help prevent the
w7407 synpt ons. Alternatively, the PCT/US2005/003225
conpl enment i nhi biti ng conpoufd can be adm nistered as a
therapeutic reginmen to an individual experiencin
fragymeptsobh®E 14 . Hehes purrisingly heen foundiiwt feg p fnethods
net hod of increasing the proportion of conpl enment

Pr&fdls inhprevebnapes in therPHEUbjstt wathirs 24 dursef admirdstraton of
total red blood cell count in a patient afflicted with

th@c&%pBbH&.i Pgii bR&RpRe, IHentaydis TsighRidanil fediRledogithin 24
C?Hg [ 'ng.al m nlss ering arcoirrpoundg\{/\hl chﬁf! nids tgif o:)ne
noffs SAAm BitREAGINE SHEBRLAH A BRAT pEfealiion & g

wth a henolytic disease. By increasing type IIll red
heplagiebigdlid- count, synptons such as fatigue and anenia

al so can be alleviated in a patient afflicted with a

hendhetdamplegeat-inhibiting sompasingegandag agminigiesedr esent

di scl osure contenpl ates a nethod of rendering a
prﬂ&l@l@@ﬂca&? il inciivéduals khownltefalvets bembldia siisdassdo prevent,

ependent on transfusions or transfusion-independent

or%%ﬂ@v@hﬁﬂ%éﬁﬁh@f@ RS, Aretiivelybitestomplenent-
conpound being selected fromthe group consisting of

i BRG S ste Carbbe oo s i RRic 8 Mhon to an
. Qne or nore conplenent co n . ounds whi ch
ingPeuRl exerEsEg pyaPT g Qro oo Bhen:
conmponents. It has surprisi ngl been foun,d%r&‘ihat
pat ilegnethagpspect aneiad ¢f Breashiodhe ieRHgaRw i n
accordance with the present nethods. Unexpectedly,
comesbus sensitiveltypertioad dleethcells and thesefioss) thentodalired blood
enbodi ments for twelve nonths or nore, |ong beyond the

cell2@ufain 4 pheentyaiflicterf witkd idmolytic elidemselis conteanplated. The
enbodi nents, transfusion-independence can be

BBl RUAL B SIS Rkl deoiiie
blocks the generation and/or activity of one or more complement components
to a patient afflicted with a hemolytic disease. By increasing type lli red
blood cell count, symptoms such as fatigue and anemia also can be alleviated
in a patient afflicted with a hemolytic disease.

In yet another aspect, the present disclosure contemplates a method of
rendering a subject afflicted with a hemolytic disease less dependent on
transfusions or transfusion-independent by administering a compound to the
subject, the compound being selected from the group consisting of
compounds which bind to one or more complement components, compounds

which block the generation of one or more complement components and

compounds which block the activity of one or more complement components.
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eval uati on of transfusion i ndependence given the |ong

half life of red blood cells. In another aspect, the
w@e@soemeodi scl osure contenpl ates a nmethod of tPEHUSI005/603225

nitric oxide (NO inbalanceéin a subject by

adm ni stering a conpound to the subject, the conpound
It Hasi suyprsinglyteegntfoond thes petients cambegendereskiransiygionds

whi ch bind to one or nore conpl enent conponents,
indepeReaLtia adtoedariteosith tHeepgeeat mistiosds Urexpeotedipr e

conpl ement conponents and conpounds whi ch bl ock the

trafr’}gfélis\ﬂﬁ-bﬁd% eRAENY cAPhE NEAARIIFSE M sGrRERMMsIHImenByfor twelve

ucing the lysis of red blood cells, the present

mﬁﬁgggﬁoggg{%ﬁgﬁgpggawg%O(Hayflﬁg'égag'm%(?@kfbd Ifsbflpi c

de (N y increasrng s m | evels of ni
oxi de .. I'n particul afl sef ul _enbodi nent s
ot AR AT s, Sro LT REBCs fah b4 BalABer ol s,
of synptons attributable to NO deficiency. |In another
yearspeiomore. héreateenhtor ghemontis er @R saasired far ¥ hod
of treating thronbosis in a subject by admnistering a
evalvagion o ttaasfusiorsinbppendendesgivenbos fuhgoealhlifexired fiadd
fromthe group consisting of conpounds which bind to

e or nore conplenent conponents, conpounds which
bl ock the generation of one or nore conpl enent

OMpRRRARI cgem%f’) gﬁnééﬁ{é‘é%n‘("msﬁﬁsmé’lﬁgnk Siavinethdf of

gne or nore Ct conponents. I'n an tI er aspect,
weefiBaf RS g I inantr i & i LD A e flo o
coBS Bt 10AUBIATH U COTRAN K188 BeRCTRbRPT B SOl

consi sting of conpounds which bind to one or nore
coasistihg of compoupds evitich bingiipaneder mere Bompiretromponents,

generation of one or nore conpl enment conmponents and
cofrfpsmidgdshivhibidtkithe genkhatiarcof ond gr wiore cemplement
components and compounds which block the activity of one or more
complement components. 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 nitric oxide (NO). In particularly useful
embodiments, NO homeostasis is restored wherein there is a resolution of
symptoms attributable to NO deficiency.

In another aspect, the present disclosure contemplates a method of
treating thrombosis in a subject by administering a compound to the subject,
the compound being selected from the group consisting of compounds which
bind to one or more complement components, compounds which block the

generation of one or more complement components and compounds which

block the activity of one or more complement components.
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conpl ement conponents. In another aspect, the present

di scl osure contenpl ates a nethod of treating erectile
waelyesonsdT on in a subject afflicted with a henpUHUB2905/003225

di sease by adm nistering a tonpound to the subject,

t he conmpound being selected fromthe group consisting

of hpapathedaspéitcthenpredenidisclosore eantempliatps @npathod of

conmponent s, conpounds whi ch bl ock the generation of

tre8ify Ritiglierin ACEUmEaEictetpiitie adtdmoltd diseage wydsdministaring
bl ock the activity of one or nore conpl enent

| : i
a ‘%ob_ o a?;élg_gg‘b%?’thtﬁgr%@i“tBr“ei 1 bAiG sRIgEREA roff e GHoUDS
subj. ec { i . | i i
conginting ot SrhhatAsE whidihific 1§ Bk rifinfe &FABBLIEN: sompanents,

bei ng selected fromthe group consisting of conpounds
COMRPEACS Which Blagk dhe gensrationdthANE IO RL%W%’?‘

conpounds whi ch bl ock the generation of one or nore
conpopestsand componbds whigtdblosls e AgiviefINePERTE he

activity of one or nore conplenent conponents. In yet

comipiérhent esmpeonentshe present discl osure contenpl ates a
nmet hod of treating a subject afflicted with a

hemg &hbﬂ‘le‘#ia%aﬁél‘? tHRY pRABhHRERISURS codtbntitesra Rtfod of

conpounds kno to 1 ncrease henmat opoi esis (for

tregﬁﬁggkéqtilg gggﬁhgﬁ%’n RPest b&%t foﬁ’éi?& :‘1%92% Q%Hdﬁt%iéé‘&e by

Str ion or I'm nat |

cellinhibition) in.conbinati with 2 C

wcfnatdrts pomeenbOgs i stBkeh Shs harpted IR e R e rom
ind to one or nore conpl enent conponents, conpoynds

thevaratp epnsistingel epsnRewidsowhish kiR tQ)P“W@“Q‘Stﬁﬂ"%‘ﬂ%mem

conmponents and conmpounds whi ch bl ock the activity of
componentsycoenpnmulsesitioh bianijibe generatiu obpeocmosounds

known to increase hematopoiesis include, for exanple,
cofriiéPbA cormpBHBRSWHY esapolsdd whidh ibleck the activity of one or
more complement components.

In another aspect, the present disclosure contemplates a method of
treating abdominal pain in a subject afflicted with a hemolytic disease by
administering a compound to the subject, the compound being selected from
the group consisting of compounds which bind to one or more complement
components, compounds which block the generation of one or more
complement components and compounds which block the activity of one or
more complement components.

In yet another aspect, the present disclosure contemplates a method of
treating a subject afflicted with a hemolytic disease by administering: 1) one or

more compounds known to increase hematopoiesis (for example, either by

boosting production, eliminating stem cell destruction or eliminating stem cell
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cycl osporin), anti-coagulants (such as, warfarin),
folic acid, iron and the like, erythropoietin (EPO
wa@nasanedt hynocyte gl obulin (ATG, antilynmphocRCEUS2005/003225
gl obulin (ALG, EPO derivat8ves, and darbepoetin alfa
(commercially avail abl e as Aranesp(r) from Angen,
inhilsition) iflconzinatioclawih 254 ¢ompoiabselpcies fsomahengieUs or m
of EPO produced in Chinese hanster ovary (CHO cells
corbéistrrfq:@ﬁ&tbrﬁ potndNAhichabing e eng Jor nhovepsrhpleriemt cpmponents,
usef enbodi nents, erythropoietin (EPO (a conpound

coh@%ggd% &qlﬂfﬁﬁgﬁ %?f% gagg%ggheoﬁloﬁb orFRQIgsmpRImargs, or

m ni stered i n conbi nati on

cotphapBf A btefilés Whigh SELER SRS ' ALR,

f t I h5GL. 1. th t,
comeTPRLENTP @It o SBbI BRI T m & Riians

treating one or nore synptons of henolytic d| seases in
hematopyiesis indlude, th@X@m@!ﬁ)rSlt&r@IdSomeﬁ@S!JW"elséaml?:I (8eh as,
cells of the subject's total red blood cell content is
cyelospon), bhikcoagbtabes (uehars, diariani) tfobaaoientron and the like,
adm ni stering a conpound sel ected fromthe group

erﬁﬁﬁ%ﬂtﬁéﬂrﬂ F‘(f)) SRIBALMYEOdYS GloBulE (ADGY, entiymphocyte

| emen conponents conpounds whi ch bl ock the

q,ﬂ[iﬁ o( gagnl\%ﬁ &@f ocﬁgoﬁﬁd GQFB@p%'éﬁH%#@Q%ﬁﬁﬁé%%ll?ré%llable

e activity of one or norée

ascARPReEy BPByANERD: Bic; TRuaERTRR ALK is aman
conpounds known to i ncrease henmatopoi esi ab
magrejorered ERE; Rradlced In Ghingselageier avarys( ?Hq? %f]l& y

another aspect, the present d| sclosure contenpl ates a
recarnbindnbDNA temhinoltpayie lorpariicwady bpefohemboditaamisyt i c
di seases in a subject having a platel et count above

erﬂtﬂr&ﬂﬂengP@)t (20tomnpoLnt knadmi biis¢reasa hematoppiesis)) EPO
selected fromthe group consisting of conmpounds which

e BB SRR 2 G oS ARV an
anti-C5 antibody selected from the group consisting of h5G1.1-mAb, h5G1.1-
scFv and other functional fragments of h5G1 1

In yet another aspect, the present disclosure contemplates a method of
treating one or more symptoms of hemolytic diseases in a subject where the
proportion of type Il red blood cells of the subject’s total red blood cell content
is greater than 10% before or during treatment, by administering a compound
selected from the group consisting of compounds which bind to one or more
complement components, compounds which block the generation of one or

more complement components and compounds which block the activity of

one or more complement components, said compound being administered
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nore conpl enent conponents and conpounds whi ch bl ock

the activity of one or nore conpl enent conponents,
wa@ aiod/ocwapound bei ng adm ni stered al one or i n PCT/US2005/003225

conbi nation with one or nore conmpounds known to

i ncrease hemat opoi esi s, such as EPO, EPO derivatives,
alome ardnipepdainationawita oneroryaeresemperndssigeewn tq fierease

present disclosure contenplates a nmethod of treating
hefigopsiesie] sucyapEPD EPOaldrivatives,iar diirseposaiin alfa.a

subj ect having a reticul ocyte count above 80 x 109 per

L1 6] yePINGRABE 84 5dct thBDrasEntnesIBsueortémplatéoamidthod of
group” consi sting of conmpounds which bind to one or

el B PR BRI ks
o SRS BB G i PRgl oS na

adm ni stered al one or .in conbination with one or nore
selestasbiraasthergiamp censisting 88 eomprundp yihiah RinddganeLy more
EPO, EPO derivatives, or darbepoetin alfa. Brief
cobgrenent camponerits ccd@npoiinds whicjublock the gereragon of one or
bi ochem cal paraneters of henol ysis neasured during

mdreQmBIBMett cBNPopahiseind coinpbuads whidh Bldck the activity of
anti body. Figure 1B graphically depicts the effect of

on%gcﬁ'%ggé‘gé%rﬁéfgﬂzmmddn%térgaiicpegmpg[]nﬂ el &dministered

| | evels.” Figure shows a urine
color. scal e devi s to [ LAchden
aldf BT AGS B B LT ol ekithEF KiaR tplorease
is a graph of the eff s of eculizumab treatnents on
heﬁ@atpesa&e%aﬁew@%?éieéﬁbaéer&%s?e%f %gﬁP%@‘M gg?'msnt
rates. Figure 4 shows urine sanples of PNH patients
and Inyat aneiienaspest, thenpigisent digeloauraigepaaplaies prpethod of
AST, pharmacokinetics (PK) and pharmacodynani cs (PD)
treatihbetid aumblresymprthsbia iechqipiic diseased inex sgbjett handng a
reticulocyte count above 80 x 10° per liter, by administering a compound
selected from the group consisting of compounds which bind to one or more
complement components, compounds which block the generation of one or
more complement components and compounds which block the activity of
one or more complement components, said compound being administered

alone or in combination with one or more compounds known to increase

hematopoiesis, such as EPO, EPO derivatives, or darbepoetin alfa.

Brief Description of the Drawings

Figure 1A reports biochemical parameters of hemolysis measured

during treatment of PNH patients with an anti-C5 antibody.
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present methods on henol ysis, synptons and
phar macodynam cs suitable to conpletely bl ock
weewwplasent . Figure 5 graphically depicts the pET/E81008603225
anti-C5 anti body dosi ng sch@dul e on henogl obi nuri a
over tinme. Figures 6a and 6b are graphs conparing the
nuniégurefi B geaphically arepiois the effecti of degimenpwith ant angeC5
nonth, prior to and during treatnment with an anti-C5
anfipbéPef YacthteodsitydbogsieEec(LDM)Mbogeni ¢ patients; and
Fi gure 6b depicts non-cytopenic patients. Figure 7

Show?gdraez SRERI 8 TriMe @Hé%@séamé ABDREY tORSHifor BRS irRilerié of

adm ni sterrng an anti ant 1 body and erythropoietin

EPO). Figure 8.qgraphi I icts the

P WF@BE@%’HQHP@%H 'Qrﬁglﬁltﬁ/%t%g%anti body. Figure 9 is a
chart of the results of Furopean O ganization, for .
Res EIGWR iR FaRlt Hhe SHECES0lSUIZ U ERAtTENkS On patient

("EORTC QLC-C30") conpleted during the anti-C5 therapy
parexyisne ratagdaesaipgragital preytregtment eatessues. Figure 10 is
a chart depicting the effects of anti-C5 anti body

t r eFiget s showadviae sanplep bbRblHhpatientattad measurBhiénts of
Det ai | ed Description The present disclosure relates to

hemdr’%%ﬁﬂgrigf d;&sfg?.?bidnmwswmdmm@kw&ieb (PK) and

obi nur’ PNH') ‘and ot her henolytic diseases in

o Rl S bhn g oD@ Roahnd g Bt of ne

PRI SO ST B Sa R BIoT AY R e o i iable to
conpl enent conmponents. The present nethods have been

compleiely blosk @emple®enbri si ng results. For instance,

Figure 5 graphically depicts the effect of anti-C5 antibody dosing
schedule on hemoglobinuria over time.

Figures 6a and 6b are graphs comparing the number of transfusion
units required per patient per month, prior to and during treatment with an
anti-C5 antibody: Figure 6a depicts cytopenic patients; and Figure 6b depicts
non-cytopenic patients.

Figure 7 shows the management of a thrombocytopenic patient by
administering an anti-C5 antibody and erythropoietin (EPO).

Figure 8 graphically depicts the pharmacodynamics of an anti-C5
antibody.

Figure 9 is a chart of the results of European Organization for
Research and Treatment of Cancer questionnaires (‘EORTC QLC-C30”)
completed during the anti-C5 therapy regimen addressing quality of life

issues.
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henol ysis rapidly ceases upon adm nistration of the

conpound which binds to or otherw se bl ocks the
w@emwsnatedbn and/ or activity of one or nore conptEDE2005/003225

conponents, w th henogl obi ndri a being significantly

reduced after treatnment. Al so, henolytic patients can

be Figuierds hedharderiniingtheoeifecta el Anti@naniipody treatments

t ransf usi on-i ndependent for extended periods (twelve
onHivefse §ympioh®) assutidtetiayittnENtHhe 120 day life cycle of

red blood cells. In addition, type Ill red bl ood cel

count can be increased dramatically in the m dst of

ot her mechani sns of red blood cell lysis

Dd WWM nmedi at ed and/ or earlier conpl enent
' lated e.g., Cb3). Another exanple of a
surprising result is that npt 9 resol ved,
 naiTesAge T CI RS s I BrasBr o tral 8 P
even in the presence of other nechani snms of red bl ood
noctirhalihemeglolinuga (PMHA: and othes hemolyligdiseases By eammals.
are unexpected and could not be predicted fromprior
Speciirtlipths nodthbdsof jreatinglhsraddi. disegsas mhich dramiesdiibed
binds to or otherw se bl ocks the generation and/ or

hef&ihi MvbNeUsird)|€ompoliRES WhidHobiBHeS lor ca@wiss bibck ahe be
used in thepresent nethods. A specific class of such

gefiRPRRANSIRY BhbGit DE RARSGHDA! bompRfidit doRtiddtitdts.  The

S specific to a human conpl enent conponent,

especi al | nti-C5 antibodies, T | - ti
prstinebotn SR speaHRd K5 bENine Sfeeic fufs; P Métance
prevents red blood cell ("RBC') lysis by the . .
heayHE AapidliaGeeR RGBSR DD o B)S cAMRSLD Hhich Bings to
reducing the lysis of RBCs, the effects of PNH and
orathemwisechiocks the deseration anidiaiivity of PR 06 RO RAMRIeMent
henogl obi nuri a, anem a, henogl obi nem a, dysphagi a,
cohfidrings, viitrelsémbglothrairisniosingsignificantlyertuedd aftenteatment.
pain and thronbosis) are elimnated or decreased. In

A%gﬁ%@@gﬁ&ﬁaﬁém@@an 150 tatlefed MoERdferident B Gta@ishRsiGH5Or

transfusion-independent for extended periods (twelve months or more), well
beyond the 120 day life cycle of red blood cells. In add‘ition, type lll red blood
cell count can be increased dramatically in the midst of other mechanisms of
red blood cell lysis (non-complement mediated and/or earlier complement
component mediated e.g., Cb3). Another example of a surprising result is
that symptoms resolved, indicating that NO serum levels were increased
enough even in the presence of other mechanisms of red blood cell lysis.
These and other results reported herein are unexpected and could not be
predicted from prior treatments of hemolytic diseases.

Any compound which binds to or otherwise blocks the generation

and/or activity of one or more complement components can be used in the
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singularly or in conbination with each other, can be

adm nistered to a subject to inhibit the conpl enent
weawsadwoin its alternative pathway. CD55 i nhi BCT/BESHD5/003225

the |l evel of C3, thereby pri@venting the further

progressi on of the cascade. CD59 inhibits the C5b-8
presemp ethods mAcpesifici alasswwh suaboceropewnds whishrig pariigudarly

attack conpl ex (see discussion below). The conpl enent
usé&iy$ inelode antlbodissng petifid ona ukdancddmplenment cohpgineat,

systens of the body to defend against intrusion of
esPEGERY hati- Qnﬁﬁd’di’és PRRE @%@5 antiSédy mhibiRtthkeaaipléhent

protelns involved in the conpl enent ‘cascade, which are

d “ and
oGt ol Gundly e SRR TR P af LERE,) Bk B .
i mune defe f tlon i nferactin 'n .

comgerBenbRIorP SOGRIEX et B .Ie@%g s hE i of

nmenbr ane bi ndi ng events. The resulting conpl
REBGs: dha effiestsdel RNHtand ethes b@tﬂ%ﬁl%l%@%@ﬁ@u‘%pgﬁymptoms

opsoni ¢, i nmmunoregulatory, and |ytic functions. A
sucio asikmneglnb‘muyiapandemta, bieot aggloloinantia \dytspbagias fadigugt ed

wi t hconpl enent activation is provided, for exanple, in

erddifie MhsRichliGmUaturrd Rt dbdghhinappain el W@’ﬁb@ﬁ‘eh tirecalimimdted
progresses via the classical pathway, the alternative

FB’%% or the lectin pathway. These pat hways share
orﬁ%&y conponents and while they differ in their

e BinreBtet “BURIBTORREof €8 i Iy FEES) o oo

n and destruct.i on, of

‘ sur{ﬁ%’rﬁ?géﬂ c?cgrﬁ ol{pﬁtggrg y@g@t ac ggma@%@d g}lﬁ\%%ﬂ fo.a subject

typically initiated by antibody recognition of and
to iihibit the complementiogenade ) ite abamativapgéiwaye CD5pHghibits at
alternative pathway is usually antibody independent,
th&islet ahCi3e tHareby pteadnlipg tlee furthermbgession afithe @abm
surfaces. Additionally, the lectin pathway is
CHIPirHbitytHe CEb-Bt &finpiek frdph @EhIkENiIAG 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 components achieve their immune
defensive functions by interacting in a series of intricate but precise enzymatic
cleavage and membrane binding events. The resulting complement cascade

leads to the production of products with opsonic, immunoregulatory, and lytic

functions. A concise summary of the biologic activities associated with
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mannose-bi nding lectin ("MBL") to high mannose
substrates. These pat hways converge at the point where

w@ovphewent conponent C3 is cleaved by an act i RE€I/US2005/003225
protease to yield C3a and G3b. C3a is an anaphyl at oxi n
(see discussion below). C3b binds to bacteria and h

complemenisidiivatias ispravides, for e@mpleninThe Miarcls Manugh e
conpl exes, and tags themfor renoval fromthe

Edg@ioncul ation. (C3b in this role is known as opsonin.)
The opsonic function of C3b is generally considered to

be tie JRHdlehidn® bh@éﬁd?ﬂ‘dtgréébfe%(‘\iié Yo agkhiedl @éthbvh?hthe

conpl emrent” system Patienfs with genetic |esions at

bl ock nct o . to.l '
altgm%&%%@hﬁéélﬁ?ﬁﬁ SRS Ene s BRtrvilys thefe RidteL
esions |later jn. the . conplenent. cascade, sequence
componenisaengrwile ey ditiei B 3G il Sicis. To8Y FOmETps A0d
are found to be nore prone only to Neisseria
share thet saime “tenainel sampienent wommanemty (CHyREIN Er on,
in Intensive Review of Internal Medicine, 2nd Ed.
redponistblaior thersdtioatiordnd dBstrgbiion ahtirgeinesiiss Thedci@ssical
I'srael Hospitals, 1983).C3b also fornms a conplex with

coHﬂl&heﬁP?@l@W@ HySEANEnkiateRE) apabbiayedognitonnof and

cl'assi ca r alternati've C5 convertase, which cl eaves

b"ﬁeﬂ% ?él?n %‘i’i@@ﬂ% éﬁb?rh gaﬂg%t FQMSThé%@Mi\@péthﬁay is usually

[ protein 1n the conplenment reaction sequence
ince.it is essential to.all e >t LVval i
arfgiy inslepeBeRa BhcSamb rdiated By B EicikiEs B Patfgen
1991). This property of b is requlated t ser.um
supiagesadelditionedly, the 'ﬁﬁ!%?@%@'@y 13 FVF%%%@HBR'BF%EW@@ b."é%g of
(inactive C3b). Wiile still functional as an_opsonin,
maGisechinding lettn (IMBL 40 high menoese substsatesTH&EER0- C5
precursor is cleaved after amno acid 655 and 659, to
pathwhys Ehevdrge ait efi@pointwhene soinplerneninéoraporfieridd® is cleaved
(am no acid residues +1 to 655 of the sequence) and
byt &1F 2Bl BrotbRd Nt PRieRt €84 BAYEaE.er ni nal fragnent (amino
C3a is an anaphylatoxin (see discussion below). C3b binds to bacteria
and other cells, as well as to certain viruses and immune complexes, and tags
them for removal from the circulation. (C3b in this role is known as opsonin.)
The opsonic function of C3b is generally considered to be the most important
anti-infective action of the complement system. Patients with genetic lesions
that block C3b function are prone to infection by a broad variety of pathogenic
organisms, while patients with lesions later in the complement cascade
sequence, i.e., patients with lesions that block C5 functions, are found to be
more prone only to Neisseria infection, and then only somewhat more prone

(Fearon, in Intensive Review of Internal Medicine, o™ Ed. Fanta and Minaker,

eds. Brigham and Women'’s and Beth Israel Hospitals, 1983).
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acid residues 660 to 1658 of the sequence), wth four

am no acids (amno acid residues 656-659 of the
weemsense) del eted between the two. G5 is gl ycPSHUS20e:1003225

wi-th about 1.5-3 percent ofi4its mass attributed to

car bohydrate. Mature C5 is a heterodi mer of a 999

an G@batsafdifs & Bamplehaitic loihier aomaporenis usiguei teeach

| inked to a 655 amno acid 75 kDa beta chain. C5is
pafhHittoi fBr @Id¥Ricas BF Hileiiatiad BReoIrese, WhichydlehvdCS into

mV).” C5 is synthesized as a single chain precursor

csaf .oebEbed%d Otedhrabl HsGhs RNtraPPRinaY theBsmpleniént
. iPdhye radaasd -36%).

) tm’runol . vl The cDNA sequence of
e transcri of.. this n r.edi -C5
essle UG SneBit ibisheMER iRl AcaRBhpERary o
aci eader_sequ , U'S, , 355, 245) .
(WeF s/ ag o (O @D PG J0aToRN 532838 Brl D% TS BRIy of
and chenptactic factor, and | eads to the formati on of
C3bhis regulated ley thiensgrunopisiteassFactonb veich ests an C8HA0; s
cl eaved fromthe al pha chain of C5 by either

préduc? iTabi (ractive G319 siWhile &l functienal@searaspsonianiGsb can
term nal fragment conprising the first 74am no acids

nogtor{-rﬂgn abhacs@iiefthss. . am no acid residues 660-733

e sequence). Approximtely 20 percent of the 11

kDa ﬁ%&%‘ogﬁ? g?é?cdréoﬂgtcﬁé%?}ééﬁeéﬁér%n?iﬁb%W?S@tgrﬁd 65% to yield

cle or conver se action Is at,

the Betrehfiit 28 & BB TRoRLT St ag Eaidids %1 0'eBs
this cl eavage site woul d have the otentjall to bl ock .
of ti sequerice) Radhe GlFFoPaIE @SensgResYISTIIRE! BpgmpRY (Amino

site and thereby act as a conplenment inhibitor. C5b
actbrdsiches 680 tv 1868 Gi7thessatiueBee) Wit fiour Baims Belsdamine reid

at the surface of the target cell. Upon binding of
re§igk8s 856EHIE thE WegBients)edetersa rstweahtihe kwo.0 G isx

("MAC', C5b-9, terminal conplenment conplex- TCC) is
glgc%rsgﬁﬂed,%ﬁ{‘ aBoit 1 518 PbrcBHIBEES nidiss MiEBUttRY darbOhyrate.

arget cel
Mature C5 is a heterodimer of a 999 amino acid 115 kDa alpha chain that is
disulfide linked to a 655 amino acid 75 kDa beta chain. C5 is found in normal
serum at approximately 75 pg/ml (0.4 uM). C5 is synthesized as a single
chain precursor protein product of a single copy gene (Haviland et al. J.
Immunol. 1991, 146:362-368). The cDNA sequence of the transcript of this
gene predicts a secreted pro-C5 precursor of 1658 amino acids along with an
18 amino acid leader sequence (see, U.S. patent 6,355,245).
Cleavage of C5 releases C5a, a potent anaphylatoxin and chemotactic

factor, and leads to the formation of the lytic terminal complement complex,

C5b-9. C5a is cleaved from the alpha chain of C5 by either alternative or

classical C5 convertase as an amino terminal fragment comprising the first 74
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menbranes, the openings they create (MAC pores)
nmedi ate rapid osnotic lysis of the target cells.
wo.omen746mN- | yti c concentrations of MACs can pPOOUSE™05/003225
ot her proinflanmatory effectss. In particular, nmenbrane
insertion of small numbers of the C5b-9 compl exes into
amizodaditie bf tie alpha shaind(i.pl, @neinetasid msltém%&gﬁ@t(ém h®us
cell activation. In sonme cases activation nay precede
sediince).y AbproxiFhatengdo Gekcshtal ne hak®epeise tof Qfiacis edtributed
activating properties, by anplifying the rel ease of

to %ﬁ@gﬁ%&ﬁf’éﬁ ThE b%@\?&é@ sie FGCéSHverta3B dttinh i§ ufllorlimimeadiately

: I_treact|ve oxygen specl es, arachi donic aci d

.me olites

wcEb I, b AR KB 2 hEPenE AP B ps
at, goaviacen th Bob SAYACOWE I NeVRINS p“”i‘emnimh(sﬁ%%cess

1982, 128:2209-2216) and acid treatnent (Yamanpto and
of BevE’ zpnVeraseenimes Bribe cleayamsosie w‘rmratav agias a
Mol ec. I mmunol . 1989, 26:1 133-1142) can al so cleave
[emehtdnbiditoe active C5b. As nentioned above, C3a and
a are anaphyl atoxi ns. These activated conpl enent

COMPBRESIthiR8E withi CE.EC7 @ Csabliofr di@ 0Bha8 complexhaicthe
rel eases hi stam ne and ot her mediators of

suﬁ%% Q@%Ota \%& creﬁSUH)h %%dlﬁ? SOt FQ@%SIe@GTé%r e i on,

pernmeabt i ty, eukocyt e activation,

egEPP ROk RGN MAG PR GO P SRR ey

functi h t act
Toﬁwsa@%’#& Shan PURETE APaTnGl bARS Bsest i ot ol

conpl ement activation ounds which bind to or
mmhmmsmemmkngmmegmeawowggme@rmadtate/mwd@ﬁmv

of the human conpl enent conponents may be utilized in
lysRF60hdanfset wells. Lbrepmeltic doacémtsations dfiMAGsean produce

enbodi nents, antibodi es
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 the release of downstream inflammatory factors, such as hydrolytic
enzymes, reactive oxygen species, arachidonic acid metabolites and various
cytokines. C5 can also be activated by means other than C5 convertase
activity. Limited trypsin digestion (Minta and Man, J. Immunol. 1977,

119:1597-1602; Wetsel and Kolb, J. Immunol. 1982, 128:2209-2216) and acid

treatment (Yammamoto and Gewurz, J. Immunol. 1978, 120:2008; Damerau
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specific to a human conpl ement conponent are useful

herein. Some conpounds include antibodies directed
wagasnsteoronpl ement conponents C 1, C 2, C 3, B-HPSI005003225

G6, G7, CG8, CG9, Factor 1, Factor B, Factor P, MBL,

MASP-1 , and MASP-2, thus preventing the generation of
et alhdMaleaplnyinanok i198ac26Mi183- i) @iaatai@p gleamMe Gnand greguce

preventing the assembly of the nenbrane attack conplex
acipgsQsbated with C5b. Also useful in the present
met hods are naturally occurring or soluble forns of

%@B%ﬁ%ﬁfo&%&%@%é%%@e%h@&t&m& FR¥s&ERL |

( , Factor H, cobra venom factor, FUT-175,
co i o .
ocf G 5 4P im0 5, 08 mas R pgrabticibnrRticn
rolgTas BAmINe GSLRLRT taditbre! MR aator, st ingmegth

proteins, protein fragments, peptides, small .
mussleccanteastioRNRCEpASaTLYasCUlR RgIMeg biitcIeukqayks astivation, and
comerci ally avail abl efrom Archem x Corp., Canbridge,

otHéMinfldmiRito g phemensenasinckgingreslkyarprolitssatien wswlingds,
serine protease inhibitors, nolecules which may be

hypéickilgiadty. CHNIsbtssiasancs cheiNbiactizysdptiale tatibdrees to
stranded 'RNA including small interfering RNA (si RNA),

) . . LR , Y
R T e OUPocEerppach S,
cl ags of conpounds. i nhi bi t ]
bl 0 l‘{ql?ép Which na& !t%gf éﬁ%n&{s@ﬁﬁgﬁg% g%ﬁr%/raﬂ@h SRd/or
nol ecul es Csa and C5b-9 (term nal conpl enment c. ex) .
achlst 6 a1 theHEER SOTAETBRLCABpoR B8 Sy PRITE R
formation of C3b, which subserves critical o
accortancp vithethiel presenhdistloadrenf Ingesee epbadinenisd antibrdies
conpl ex clearance. While preventing the generation of
spkbifis &o BEUMan eoaiglemisnt compenemicdreuusiefid, heraii Bermen of
the conpl enment cascade at C5 preserves the ability to
compounds include antibodies directed against complement components C-1,
C-2, C-3, C-4, C-5, C-6, C-7, C-8, C-9, Factor D, Factor B, Factor P, MBL,
MASP-1, and MASP-2, thus preventing the generation of the anaphylatoxic
activity associated with C5a and/or preventing the assembly of the membrane
attack complex associated with C5b.

Also useful in the present methods are naturally occurring or soluble
forms of complement inhibitory compounds such as CR1, LEX-CR1, MCP,
DAF, CD59, Factor H, cobra venom factor, FUT-175, complestatin, and K76
COOH. Other 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
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generate C3b, which is critical for opsonization of

many pat hogeni ¢ m croorgani sns, as well as for inmmune
weomwpheteosol ubi |ization and cl earance. Retai ni POI/UBm05/003225

capacity to generate C3b apfiears to be particularly

i nportant as a therapeutic factor in conplenent
fromnAichiehibo Cofy Caentwidgs, 81A), $cANAsaptamers sniegiasss)

susceptibility to thronmbosis, infection, fatigue,
antisdraRr @mpsLthdsTBafine Protbass ahiisitar, motecatescohicherag be

are pre-existing clinical features of the disease

utilZeRGR FiNA kb t %{(‘%@Z%Q% g&%ﬁr@y&g?ﬁq&d R eIy

are anti bodi es I rect indirectly,

t he canvergj Q I n I :
sm @fggﬂﬂg HDR S afisReck gl HhsRRCRER AT Bk S pepicy
ant i bodi es are those having at |east one antigen
nuglpiearaid (RNA MRS 1e16: ti ng speci fic binding ?o human
conpl ement conponent C5. Particul arly usef ul
cowﬁhaamnau'ynam@sum@eﬂ@wmmnm%ﬁnmbﬂsé%6!@36/%6 of
generation of C5aand/or C5b-9 by greater than about
C53 WHichblockheagéndratioe of pbient peoirflamnalesi malsicales C5a
abi Iéty to block the generation of C5a have been known
1 i s I'thelicoptipaind d
A i B ke Vo Poun does
I o] e j | &% j i
noLpe%ﬁEther@?ﬁ% afBabiflch SRR e RipupliBatve
i ncl ude antibodi es ai nst the C5 bet ain
fuaoBR Gt SPRERIZBNOr And AR TP Y AT RES- 57,
Moongkar ndi et al. | nmunobiol. 1983, 165:323; Wi
et éﬁhilelpl@yengm@ﬂsa gemgratien okthege mgeﬁﬂaf.‘e ??taP'ﬁﬁ{raEzﬁ{ﬁﬁ éx
1988, 28:307-312); Cha (see for exanple, Anes et al.
maleculespinhibiticho&i4he tomplement 6adcadalats;s pagseryes the ability to
4,686, 100, and European patent publication No. 0 411
geRBRite GEK! vHih Rostital Redpsshizatioh ofierangSpdthegerior
exanple, Gclas et al. J. Immunol. Meth. 1987,
. . — O H . . i i
m%fbg;rﬁ%éim%ﬂ%%eﬂai% 1‘8‘{ %ﬁ{drﬁé ssgplek sdibiliZavioArindsidaemce.

-sckv
Retaining the capacity to generate C3b appears to be particularly important as
a therapeutic factor in complement inhibition for hemolytic diseases, where
increased susceptibility to thrombosis, infection, fatigue, lethargy and impaired
clearance of immune complexes are pre-existing clinical features of the |
disease process.

Particularly useful compounds for use herein are antibodies that
reduce, directly or indirectly, the conversion of complement component C5
into complement components C5a and C5b.  One class of useful antibodies
are those having at least one antigen binding site and exhibiting specific
binding to human complement component C5. Particularly useful

complement inhibitors are compounds which reduce the generation of C5a
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and ot her functional fragnents of h5Gl.1. Methods for
the preparation of h5GlL .1-mAb, h5GL . 1-scFv and ot her
wo eovsoiworl fragnents of h5GL. 1 are descri bed P@I/USE05/003225
Patent No. 6, 355, 245 and "I18hi biti on of Conpl enent
Activity by Humani zed Anti-C5 Anti body and Single
an@loai05bFY by draatesishan about 30%! Anit@b aniilpedisisdhgt haxs the
33, No. 17/18, pages 1389-1401, 1996, the disclosures

deSifabibiadllitpicblioak e geatediohasf @5a have been kaowhriethye ast
this reference. The antibody h5GL .1-mAb is currently

sindB rléz’élﬁtrg%SQ '_(NI\ILBro;h?kaFr{dl at §Id WRARIndobis. 1682 erE®o7

ecu omas producl ng nonocl onal ant i bodi es

react | i > Y
R 5t eRATRUST: P oERRBRA ApBaRagR AipE o
R A e R

I mmunogens according to known nethods. |In accordance
againshthenC8 heita chainuiMoongkapidi ebat. |awnyakieh $832.052:897;

C5b is preferably used as the i nmunogen. In accordance

Mowrighkap®diteit alillmmhyngbiel! 2088,d1 65828 Wentroati eteht 19914 Bypra;
i mrunogen is the al pha chain of C5. Particularly

MAIReE W s BdrAiue immALE 1088, 28BA7LIIL)f THeal (568 fdr example,
properties discussed in the precedi ng paragraph and

AnE%é’n%te@gédf @ﬁmgHSL fiebl oy 5g5ehaisaqt .gP%ﬁNo. (41886, 16, and

et I'nding to portions o at are
cAF855A1 S PR35 115 A eBhooced gt non
PTG B (el e XARP gL G RS Hodls JENMURRb MY TOHE eFE01-

i ncluding the plasnon surface resonance nethod (Johne
208). Rarticularly nsefubanti-G5tantibodEs, aredthG b.1-m88) h5ar dl -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. Patent No. 6,355,245 and “Inhibition of Complemént Activity
by Humanized Anti-C5 Antibody and Single Chain Fv”, Thomas et al.,
Molecular Immunology, Vol. 33, No. 17/18, pages 1389-1401, 1996, the
disclosures of which are incorporated herein in their entirety by this reference.
The antibody h5G1.1-mAb is currently undergoing clinical trials under the
tradename eculizumab.

Hybridomas producing monoclonal antibodies reactive with
complement component C5 can be obtained according to the teachings of
Sims, et al., U.S. Pat. No. 5,135,916. Antibodies are prepared using purified

components of the complement C5 component as immunogens according to

known methods. In accordance with this disclosure, complement component



(3) they block the binding of C5 to either C3 or C4
(which are conponents of the C5 convertases). The
w@oepomsd7 t hat i nhibits the producti on and/ or BCT/US1005003225
of at |east one conpl enment 1®onponent can be
admnistered in a variety of unit dosa?e fornms. The
C5(65a aniGab isqrrefesallyrusiedas etimnynaaanc: I acceisiapsa vith
enpl oyed. For exanple, different antibodies may have
paflich ey préfomesessfalnahbodiafdrits)ithe damungentia she atpliarehain
di fferent dosage |levels. Antibodies prepared as
OfQBagnents (e.g., Fab, F(ab')2, scFv) will also require
I'ffering dosages than the equival ent intact

o b AR GRS Sffe Mhe FALIIAERARIINA RO Sties
5 disgilpsechir GoiraeeAng eaerern A e ooy RETplaPR; o

the manner of adm nistration, the particular synptons
chafactaristipait i ent being treated, the overall health,
condition, size, and age of the patient, and the
j udghEhby ebnpete fordindingito popionsi ofiGih thatde specifigaiton
of the conpound that inhibits the production and/or
imAfkihoyddativeiwitd 5Geast one conpl enent conponent Wi | |
generally be in an aerosol formw th a suitable
Pharﬁcﬁﬂ‘éggbgéﬂﬁc& bih@'to thé &5 é]f)ﬁé‘\éﬁawﬁ suth speeffichinding,
i nj €ction, subcutaneous injectlion, orally, or
ubl i nqual l.y., &ther ro . LWOL St [
10 angisdynrattandt; Bt o4 Ebh GBIk Lalibde Lo Ry e
combi nation_therapy can be used wherein a
knewnpn e Att. ingHiding ﬁ}?g&éém?&ﬁﬁgﬁc? reaeRInGcs methpq fohne et
conbi nation with a regi nen of known therapy for
al.hdnioimunal. Medleat3, I6O:1 HedPBeaedi ncl ude
adm nistration of 1) one or nore conmpounds known to
i ncgphey ok bedinding df fG5 tositimgylGE oeChHwhidyare
boosting production, elimnating stemcell destruction

Cﬂ"t‘ﬁ%‘)@ gﬁhbr{g&; 8bRvRERlds)] nhi bition) in conbination

15 The compound that inhibits the production and/or activity of at least
one complement component can be administered in a variety of unit dosage
forms. The dose will vary according to the particular compound employed.
For example, different antibodies may have different masses and/or affinities,
and thus require different dosage levels. Antibodies prepared as fragments

20 (e.g., Fab, F(ab’), scFv) will also require differing dosages than the equivalent
intact immunoglobulins, as they are of considerably smaller mass than intact
immunoglobulins, and thus require lower dosages to reach the same molar

levels in the patient's blood.
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conpound sel ected fromthe group consisting of
conpounds which bind to one or nore conpl enent
w@opomsnt s, conmpounds whi ch bl ock t he gener at PONUSH005/003225
one or nore conplenent conPénents and conpounds which
bl ock the activity of one or nore conpl enent | .
confloa dase wilbalspalarne depending @ thegnanier efirdnaipistration, the
hemat opoi esi s include, for exanple, steroids, .
partiBUlap eGpESas dhtHespdtiant beksy tregiekdo pooverpll health, condition,
anti-coagul ants (such as, warfarin), folic acid, iron

| &z%‘,lneg%ct Fgﬁ oz ﬁ‘_ff_a ng&t\'éﬁt,hér‘t’cpm&ﬁ;'dﬁn{eﬁ?@‘ i gredetibingyshysidian.

der _ anti | ynphocyte globulin (ALG, EPO

£ : _ =
v i EE o P TS el ot OB R andyor
acté/),?tg(sj:ﬁ @écﬁaafs,'t?r o%% %ﬁg&%ﬁgﬁg ?@%@b%ﬁﬁ%@l&%@@& Eg?b)a}n aerosol

reconbi nant DNA technol ogy)). Inparticul arly useful
formnithiiarsiteble pharmacesdralGatiezpe iNtRAVERARD IHESIRASYN t o
i ncrease hemat opoi esis), EPO derivatives, or
injetaiohe poletutaneddsinjecgiongoteadlyi of stldingually. e ivateopf
with an anti-C5 anti body selected fromthe group

ad ﬂr&ﬁdm&a?fbé?@@d if §eBid. h5GL. 1- scFv and ot her
unctional fragnments of h5GL. 1. Fornul ations suitable

Lo AT St SR g

17t,h ed. 985)... .Such for ' ] . il
nbES bR R Ll B g s et
_pharmaceutical ™ effective carrier, such as sali.ne
withg ragiagn(af kgownghsanyAoE heohMIC$easq i SHef Fegipiens
sol ution, Ringer's solution, dextrose/saline, glucose
inchodaiadmirsstration ofh drieker MoK coBmPUNESs KBAYNIRYNEEAERI n
pharmaceutical * acceptabl e auxiliary substances as
hefrRAYPGiesis (foraxaatle, aitriet ibyybauditing tHroductipen eiminaing sigm
agents, bactericidal agents, preservatives,
ceft URBILEFSH St elffhatiRg stérli@ell inhibition) in combination with 2) a
compound selected from the group consisting of compounds which bind to
one or more complement components, compounds which block the
generation of one or more complement components and compounds which
block the activity of one or more complement components. Suitable
compounds known to increase hematopoiesis include, for example, steroids,
immunosuppressants (such as, cyclosporin), anti-coagulants (such as,
warfarin), folic acid, iron and the like, erythropoietin (EPO) and antithymocyte
globulin (ATG), antilymphocyte globulin (ALG), EPO derivatives, and
darbepoetin alfa (commercially available as Aranesp® from Amgen, Inc.,

Thousand Oaks, CA (Aranesp® is a man-made form of EPO produced in

Chinese hamster ovary (CHO) cells by recombinant DNA technology)). In
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The present disclosure contenpl ates net hods of
reduci ng henolysis in a patient afflicted with a
wheowshytedT di sease by admi ni stering one or norBCT/US2005/003225
conmpounds whi ch bind to or 20t herwi se bl ock the
generation and/or activity of one or nore conpl enent
partioulpdy eiseful eRalshdiinegtss @m%;apcgetire(aﬁﬁoi treompeund Kaewario
of tinme a person suffers fromhenolysis is reduced by
incRRethethAtopoidsis)eEPTdekfdtivet] ved@bepoébtin hifa maabeent
can be evaluated in any of the various manners known
- inS&d ibR wi ' idlédtd Fiven Ry glou
S i NS G A T A
detecti | M3 $.-} V. : r f
consGR ST AT o< P aY 3o BBl RS o
accordance with the present nethods reduces henvolysis
h5Gd.1det erni ned by a rapid reduction in henogl obi nuria. A
more qualitative manner of measuring henolysis is to
neaBarreulationasuitalelnyfar ipigstian @re foyd ineRemingtanshe
patient's bl oodstream LDH catal yzes the
Phiafthatagivet Selancesf Mayk Publishing Corapany,dhikee!dhiada., 17th
cells nmetabolize glucose to lactate, which is rel eased

ed]i Q%Qh &uh38n@atlons niuakpa strileandheor-pyegenicDend

are used as an objective indicator of

geﬁ%@t&ﬁgﬁahﬁn% égv%%‘?m%%ﬁlji % yIcfektife Bafrie éléch as salliryle,

urenments upper I'rmt of nornma

eve of LDH wi || ryosfram.l Q Jlabh _de [ :

buliBifsee o1 PhaseizHe bHErii stk S soffifl PRy boithidh

enpl oyed and the preci se manner. in ich the assay is, .
dexisosr/saling, qu%am& "h%«@ﬁgr@fmwéﬁﬁ?% Lcontain

met hods can reduce henolysis in a patient_ afflicted
phairhhceutivalip lagteptabiesaadianisubstanses &§ Biulked ceHt 3N

of LDH levels in the patients to within 20% of the
torMBiBEAdjubtihg agBnts Wettind &lbrite Viedcterididakageits vieepervatives,

present methods can reduce henolysis in a patient

stHifiddrSt&h Wd fkea henol ytic disease as reflected by a
reduct’ion of LDH levels in the patients of greater

t haq'hgoséegfen{ 88RO nSmPidtel hdh8BEbf 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 the treatment can be evaluated in any of the
various manners known to those skilled in the art for determining the level of
hemolysis in a patient. One qualitative method for detecting hemolysis is to
observe the occurrences of hemoglobinuria. Quite surprisingly, treatment in
accordance with the present methods reduces hemolysis as determined by a

rapid reduction in hemoglobinuria.
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LDH | evel, preferably greater than 65% of the
patient's pre-treatnent LDH | evel, nost preferably
wW@e@anars0t han 80% of the patient's pre-treat mePCT/LE 05/003225
| evel . Another quantitative2nmeasurenent of a reduction
in henolysis is the presence of GPl-deficient red
bl oAdnord féaltaiysemanner etimesasydng BpMolysisis torfpgasure
skilled in the art will appreciate, Type Ill red bl ood
lacestk| dehlydugyenasERLDR) ddvmls prr ihiegpaticek p héacdstreaon LR
cell surface. The proportion of GPl-deficient cells

ca&@&e@%hg WBFdHNNBESIRY of bPrivald afeldcyates iR blood cells
exanpl e, the techni que described in Richards, et al.,

me?@%@l!zeﬁﬂ@):osé mgﬁlte ish is Vé?éaseéj inf&t blﬁ%é.‘ar‘%ﬁg’t%ken up

: f|o|resenOI net hods can reduce henolysis iIn
pat i.ent icted wwth,a hemgl.yt.ic Jdi e :
by 6 ik diP )R FroHasd B e MORER G abmaysis, As
Preferably an increase in Type IIl red I'b‘! ood cell ”
thassvalled i the@rballianmrogntey rasasireReRls SouPBer in of ogmal
red blood cell count is achieved, nore preferably an
levietes okkbBE! Wwill vaypfroir labrtedath dependisg lon @ nemberr of fagiors
patients greater than 50% of the total red bl ood cell

inchQUiAg thé Baﬁh}hﬁ#%sa pleyed andlthy peatisesrapasein whithdbe
Il'l Ted blood cell lTevels in the patients greater than

as%gy ?138%%4%@@@ ébné?ﬂlg%gé%gin% hbwe9ER tthé préseht aY&Fods can

reduci ng re synptons associ at ed

i th PNH or .other..h AVe ' . i thi
re%f“%veel Ry RenBbcti eatittefufh B3 Eow &, BicBaSa ¥ rellocted by
i ncl ude, for. ex | e, abdoni nal .pai f at,| dy.
a raRkclio BhbDH [oeaingh G padsEdo BP0 % 5t the et SR 6r
lysis of red blood cells (e.g., henogl obinuria, )
nosmahlBH Ieuelisgudternativaly dhe pserent éngtheds gan redece hgmolysis
the synptons can result fromlow nitric oxide (NO

in bepeient afilidioe witht a Bstridytiol disesde aaneflested by abednttien of
pain, erectile dysfunction, dysphagia, thronbosis,

LY fevels Inf th_@té}};atifeﬁfeeﬁit dreakf@Ran oS bethe! fetferd s tirealtinent

patients w

LDH level, preferably greater than 65% of the patient’s pre-treatment LDH
level, most preferably greater than 80% of the patient’s pre-treatment LDH
level. |

Another quantitative measurement of a reduction in hemolysis is the
presence of GPI-deficient red blood cells (Type Il red blood cells). As those
skilled in the art will appreciate, Type Il red blood cells have no GPIl-anchor
protein expression on the cell surface. The proportion of GPI-deficient cells
can be determined by flow cytometry using, for example, the technique
described in Richards, et al., Clin. Appl. Inmunol. Rev., vol. 1, pages 315-

330, 2001. The present methods can reduce hemolysis in a patient afflicted

with a hemolytic disease as reflected by an increase in Type lll red blood
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greater than 40% PNH type 111 granul ocyte cl one have
t hronbosi s, abdom nal pain, erectile dysfunction and

waly®phagda, indicating a high henolytic rate (BEEUMIYD003225
et al., British J. Haematol23 126: 133-138 (2004)). In
particularly useful enbodi ments, the present nethods

celts. oRrederably adinarease iImTynerellbiedpped seirveisindbeqatient af
with PNH or other herolytic diseases in a patient

grazagi ihan 5% af ehetotalredtblood ealt esanids athiedved, prre preferably
mcroliter (a hypoplastic patient), preferably in

an %i%%egi T@% fnggedJBrooaldén%\lyé_mn tH@ﬁétiéHrtgrbﬁiaibi thah50% of

excess O per mcroliter. In ot

. _ h . .
thﬁhﬁ?%?fsgﬁfﬂ&%%séﬁ“§9@%ﬁ%%Eﬁ'gé’é%t@g%a@fe?#ﬁ%p%h‘%?&%ﬁE*?Wpe
empl ytic diseases in a patient ere.th [ rLi
I 5 photydevats 1t wa Gt bisater HiAn fice & e f bR Hlapa
red bl ood cell content isgreater than 10% preferably
celhceuntes achiaveslsy, nost preferably in excess of 50% In
yet ot her enbodi nents, the present nethods provide a
r edivathods ioh reheing om® oe msyrasynptomssassoaiatat with i Niar
or other henolytic diseases in a patient having a

ot tHePHbINHY R ca8US ard AIsOXMiEA ti0d s8Bp oflhid preseni disclpsure.
nore preferably in excess of 120 x 109 per liter, nost

Suﬁh%ﬁg% ih@lu@??ﬁ%ﬁéhﬂéﬂ,%ﬁﬂ%ﬁapﬁéin! fatiglie, Adpnatand

_ nost preterab ges recited above have
._acti.ve bone nmarro | d t
nsniga DIOGE P oo i Hirovt BROBSF Bl SR o 50 Bio-
PNH or. ot her hepolytic di seasg the red bloqgd,cells ma
hemogieliabipyvangrRisy FRIGE: @%VQH(%IIQC.QU“EQ?C-) Fine ™
deficient), the present nethods are particularly
sympdémis dam esult dom layv siiihoxide|(NQ)rleysls yxthe patigntsi ng
from conpl enent activation. Thus, patients within the
blgudtieane (e.ya rdeiontiralgidin, erestilefdysfaridtion pdysagia,
nmet hods. I n one aspect, a nmethod of reducing fatigue

thioPniSsiM &dtel) atehs fdeentipbben répeitatitag alrmestsdigpati¥nts with
adm nistering to a subject having or susceptible

greater than 40% PNH type Iil granulocyte clone have thrombosis, abdominal

pain, erectile dysfunction and dysphagia, indicating a high hemolytic rate (see

Moyo et al., British J. Haematol. 126:133-138 (2004)).

In particularly useful embodiments, the present methods provide a
reduction in one or more symptoms associated with PNH or other hemolytic
diseases in a patient having a platelet count in excess of 40,000 per microliter
(a hypoplastic patient), preferably in excess of 75,000 per microliter, most
preferably in excess of 150,000 per microliter. In other embodiments, the
present methods provide a reduction in one or more symptoms associated

with PNH or other hemolytic diseases in a patient where the proportion of

PNH type Ill red blood cells of the subject’s total red blood cell content is
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to a henolytic di sease a conmpound whi ch binds to or

ot herwi se bl ocks the generation and/or activity of one
W@eo0sOT40TONpl ement conponents. Reduci ng f at i gRET/DBANS003225

the duration of time a pergdn suffers fromfatigue is

reduced by about 25%or nore. Fatigue is a synptom
greatdii thaad 006, refarablycdraated thin B5%nmmmestquefarablytie exeges of

as the fatigue relents when henogl obi nuria resol ves
5o%v &R Yt ot diniesdinemts)thepesdeant niythodd peovide Ehedugtorsin

red bl ood ceIIs the present nethods reduce

oné %‘i’ WOBI8 ]yPertb fggécgvﬁtﬁ N9 Q¢ BB T drABRAC Rt 86 a

ran?ef ? 3 f Ioo cells, reticul’ocytes and

elets en |

pa w%:w;r;ga%%t 'Zéyt%&?he%5°&c%§£a%ﬁ¥*§%£%‘ﬁ%ﬁ?‘%%@ﬂ s
conte ate t d

prefeia B e of 28 o b et e P BroBTRB TR pBress of 190

herol ytic di sease a conpound which binds to or
10dpacelitar.s Paflesikin theangsiwetarable ranges recitad 3peve Baverne

or nore conpl enent conponents. Reduci ng abdom nal pain
actieabsné hearebw ahtlonill pioducteadeqeats onndhers of sed bloed cells.

abdom nal pain is reduced by about 25% or nore.

@"% Péﬂlerﬁadfﬂﬁcte% Witl PRH 8Rbites Wehdigtid diegnss ehe red blood
| na a patient's natural |evels of haptoglobin

ce@§ Hﬁaalorfef ééfe% Ve i6nd offnd?? WSr el 6P RFgRdNY) niﬁé bRRent

m-as” a resu scul ar henD ysi s,

It|n ven f S

meffetis A banEuli e i) HrafatinseRes Bbh '8$'@%au't'"9

bl ood cells, the present net hods . reduce the unt of
from @@m&mgmwtwatlﬁnt HBUB| RRIIRINS w&ﬁi @1%‘,@ Eﬂﬂﬂeﬁg

abdom nal pain. Patients within the above-nenti oned
bepefif mostiiomadhggeesénitmpthods! red bl ood cel | s,

reticul ocytes and platelets benefit nost fromthe

pr e3¢ Bhe mpet S methathef reduciagiatijue i carttbmplaiéd, the

reduci ng dysphagia i s contenpl ated, the nethod
m%@@bﬁ@él@éﬂmbhﬁe &P oPhdRHEIBHAY & hRUIbjett hasig GrCdusceptible
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 believed to be associated with
intravascular hemolysis as the fatigue relents when hemoglobinuria resolves
even in the presence of anemia. By reducing the lysis of red blood cells, the
present methods reduce fatigue. Patients within the above-mentioned
preferred ranges of type Il red blood cells, reticulocytes and platelets benefit
most from the present methods.

In another aspect, a method of reducing abdominal pain is

contemplated, the method including the step of administering to a subject
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susceptible to a henolytic di sease a conpound which
bi nds to or otherw se bl ocks the generation and/or
W@ewsw746y7 of one or nore conpl enent conponent SPCT/US2005/003225
Reduci ng dysphagi a neans t# duration of tinme a person
has dysphagi a attacks is reduced by about 25% aqr npre.
havipg o syseentible tag hemolyticdispase g qonapruntbwhicBRings o of
a patient's natural |evels of haptoglobin to process
othehlisesodksibermmmeghiidn and/er eativty ofntree ohmokd coopiersant
as a result of intravascul ar henolysis, resulting in
cohggnéﬁ@! AP hbdEna pafPRizansahe SiDARIDH. oflime a person
reducing the Iysis of red blood cells, the present

t o f g i
oI008 LA Pty S5 REIPE L, pacein
wt t T i d . X
pefie a';%anrﬂlﬁaﬁae"%@m@%%?&ﬁ%@@fgé S alF B TR (9488 of
vaBBA ek Blahe bR s e hteam
contenpl ated, the nethod including the step of

as adwisolt ©f entravgsculaahsuigjlysis, reaviting inthesseavepoing ef N and
henol yti c di sease a conmpound whi ch binds to or

int@&tiRd Wysenkd asd spadiasg Biercaiucing tasdysis ohedd blioby cells cihe

or noré conpl enent conponents. Reducing erectile

pn—%}ﬂeﬁt gﬁ@sth{'p&é‘ rdRRRSthE AU s R I mbhIMirRinAE HGodstream,

S romerectile dysfunction iS reduced by about
S% or nmore.  Er I e.dy [ - :
tha5apy SouiFng apBo Rl sRitYEHPR aihih e Ba R foped
free henoglobin rele d jntp the bl opodstrea a .
prefeggpirapges A W&@dﬁé@ﬁﬁOQﬁ%ﬁﬁ%é%“? ?%aﬂﬁPﬁdg‘?ﬁsebenef"
lysis of red blood cells, the present nethods reduce
mastéroamthamprasent medhedsiogl obin in the bl oodstream
thereby increasing serumlevels of NO and reducin
er ed ahethdy sspact, aanethealt ofeatiscingtdysphagie is contemplated,
above-nentioned preferred ranges of type Ill red bl ood

thé Rléthiod illuding 85/ tRp Gbinmhité&ingg B Henbject haviay drr om
the present nethods. In yet another aspect, a nethod

sulepiftty s AhMTPE 8REHYS adripound which binds to or otherwise
blocks the generation and/or activity of one or more complement components.
Reducing dysphagia means the duration of time a person has dysphagia
attacks is reduced by about 25% or more. Dysphagia is a symptom resulting
from the inability of a patient’s natural levels of haptoglobin to process all the
free hemoglobin released into the bloodstream as a result of intravascular
hemolysis, resulting in the scavenging of NO and esophageal spasms. By
reducing the lysis of red blood cells, the present methods reduce the amount
of free hemoglobin in the bloodstream, thereby reducing dysphagia. Patients
within the above-mentioned preferred ranges of type Il red blood cells,

reticulocytes and platelets benefit most from the present methods.
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contenpl ated, the nethod including the step of
adm nistering to a subject having or susceptible to a

wheowshytedT di sease a conpound whi ch bi nds to 0OPCT/US2005/003225

ot herw se bl ocks the gener&@si on and/or activity of one
or nore conpl enent conponents. Reduci ng henogl ohi nuri a
nmednsyed anethertaispact, @ mathoduefedueingtaraetde glyp AN s
red, brown, or darker urine, wherein the reduction is
corlt¥Pibfabd yihalmethod5heladingtthe stfeobadmiiistering to  subject
synptomresulting fromthe inability of a patient's

ha\ﬁ@%ﬁrég ?lé%}e?@'lftd)é hg?rlml;ftﬁi @bbAsd 8 cBhfsRA Vehichtdieds Toesr

emgl elease nto the bl oodstream as a result

of intrava r [ . [ '

othefseﬂ'fsaba%ﬁksité#@ane?%@*p T3 pEUI A Sl b biTblorfont
0 ree henpgl obin i, he bl .oodstream and urine,.

compenely. Rttt BTN nosgs A Saryehdtiims 2
the reduction in henpgl obi nuriaoccurs rapi dl

perBaniseffess konhereotilecdysHoVRionsn fediaas by abakt 2760l RRe-
of type Ill red blood cells, reticul ocytes and

Ergties aysiuaciisemizfa symptim bebevadito ipe essotiatest withiscavenging
still another aspect, a nethod of reducing thronbosis

of fal?mﬁyﬁﬂ’eg'ﬁén%élgbint@%a@éﬂhﬁl@ the ®lastistieahhas f resulbfof

2 Istering to a subject having or susceptible to a
. .he | e ' i
BRGNS oA AR U Pl o e prsen
or nore, co enment .C onen ' [
el e PO SF TREHEaSePEH thEBidqusBERRT, Rereby
~attacks is reduced by about 25% or nore. Thronbgsis .is
incieasing serm devels ot N&%a% r%él&%g ﬁfeé“a'%vfﬁ uagugn, ngﬁ%“%f
NO by free henmpgl obin released into the bl oodstream as
withirT #sudliovet-mientioasd preferred ianges el typardt red biged ¢k of
CD59 on the surface of platelets resulting in termnal
relfciBYyes@ Bhd PRibRtE Bensiitimastifrom dfie phesenit aasheds. By
reducing the lysis of red blood cells, the present
et Rodst ARSHER abPéctagPhitho@lof téRimg HBglogibinuria 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 hemoglobinuria means a reduction in the number of
times a person has red, brown, or darker urine, wherein the reduction is
typically about 25% or more. Hemoglobinuria is a symptom resulting from the
inability of a patient’s natural levels of haptoglobin to process all the 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 and urine thereby

reducing hemoglobinuria. Quite surprisingly, the reduction in hemoglobinuria
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in the bl oodstream thereby increasing serumlevels of

NO and reduci ng thronbosis. In addition, blockade of
weomwphawent will prevent term nal conpl enent - neCi/ES205/003225

‘activation of platelets an®7thrombosis. C5a will also

be inhibited by this nmethod which can induce platel et
occagg ranjdlyi Gatientowijhindbe absyepnentionas preferwed ranggsof type

endot hel ial cells. Thronbosis is thought to be
Il redldiood esitsyrédulbcyies ant piptelets bedefitgndisd fraravbe grespriy

free henmogl obin, the absence of term nal conplenent
metfdysPi tion on the surface of circulating platelets and

E:I_han_ges in the endot helium surface by cell free hene.

e.l ntrav € : ki i
d r'@cﬁ’*f:ﬁeifi%f%%cé o br (AEEIRTRIDEBSE €™ (o has
een s t o _j nhj.bi | at el et aggr.egati on. .ind

conlpawiPagae BrIGE Bobluthe it PERaTE syt My Hlect

)| at el et adhesi on. Conversely, NO scavengi
haviegogisuseeptible iha hesrlilic digease N@W’E?WE%“%”%@ or

i nhi bition of arginine metabolismresults in an
othengisedsiecksnthel gareratioraggd/eg atiidty. of rie i BuoEe eprpiament

lack the term nal conplenent inhibitor CD59 and
cofbbhéRlse Fddidimg tHrarbosikaneahd e dartivntofdimed person has

rm nal conpl enent (C5b-9) on platel ets causes

t
thr Egn&ta\ﬁﬁgg \%@Ide@bf&%dt%%%ﬁ‘%é\bi. OhrBbosis is a

crovesi c e mcrovesicles act as a site for the

eper ati.on he cl I No: - , Xa or
syn%n‘é»rp%fseklﬁv%cﬁ%q hd EsSahidd g BERRERMd of RO B %8, | 22,
particles may al so contrjbute to the genesis_of
hetmngishib srigased PrpheplaadsiiermAs AEFYEPERTAVREEHI oo
cells, the present nethods reduce the amount of free
helmaiysis abdior ithe taek af|Go2e ondbersutfaes ebplateleisgsiitipg In
serum | evel s of NO and reducing thronbosis. In
terflflaltdopipleniat ddiaigdeantiphtoreof thet plailed |By raduging the lysis
C5b-9 and C5a nedi ated activation of platelets and/or

of F%B%Pg;dgﬂté, ﬁﬁ{é}%gght{‘rg?ﬁtdgﬂs%ﬂ@éé thelaiouht efped hermdgiobin
in the bloodstream, thereby increasing serum levels of NO and reducing
thrombosis. In addition, blockade of complement will prevent terminal
complement-mediated activation of platelets and thrombosis. Cba will also be
inhibited by this method which can induce platelet aggregation through Cha
receptors on platelets and endothelial cells.

Thrombosis is thought to be multi-factorial in etiology including NO
scavenging by free hemoglobin, the absence of terminal complement
inhibition on the surface of circulating platelets and changes in the
endothelium surface by cell free heme. The intravascular release of free

hemoglobin may directly contribute to small vessel thrombosis. NO has been

shown to inhibit platelet aggregation, induce disaggregation of aggregated
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thronbosis, especially patients having a pl atel et
count in excess of 40,000 per mcroliter, preferably

w0 pooenTess of 75,000 per microliter, nost prefBCHDE005/003225
excess of 150,000 per mcrdBiter. In other

enbodi nments, the present nethods reduce thron_boz}izys in
platetets entdnkibiplatelet aghegiont iGanversaNOygsavenging

bl ood cell's of the subject's total red blood cell
herf6ATbBIM of thegegadtin ¢fi40 Jeiféraiioreby thabinhikjtieaobargimag

25% nore preferably in excess of 50% nost preferably
meldbofi&hesud inaYinddaseein Mbiegst fFPregattt BNH platelets also

present methods reduce transfusion thrombosis in

tients hayj ' b 8 halie &P ow

lackBis Bl heBehfiph HtoP QA Y BlutoREEaes HleThotm

er liter, nost preferably jo excess,qf 9 per
thaFd?lé‘PS.'t"hn et farmi &Pﬂwe@%t&@]@béfﬂ@ﬂ%aleigg?és Uci ng

anem a is contenpl ated, the nethod incl ydi the step
menfbradeivesisulationgnddha gameratian elamiaigvesiclesstti bl e to

a henol ytic disease a conpound which binds to or
micrbligsivies exch he aksitet foe tiyegeneration of thiy dotting: ampgnesits dagtor

or more conpl ement conponents. Reducing anem a means
Val %& 48 b AirdHibihbSE campRe: OR i ko ughethat theser patticles hay

about 25% or nore. Anemia in henolytic diseases

resul bs b i9 Bl PN 2Byt dedugirpthelysis of
aisg SR A0S Ry g eEirRprBRYeT MY ived

0SS O ood cel'l nass.

reduci ng the lysis of,.r e in i
red SoR8 e NacDp aréSerd irtbsde dhRes UGS nBpnt e RERRilobin in

t hereby reduci ng anem a. | n another ect, a od
thegplopdeirears; hgrePeinsreasing ﬁ%W%?eV@E%‘aﬁa@ﬁe%@d 5%‘4@'541ve

type I'l'l red blood cells and therefore the tot%% rsd
throhiosisc elnl addition, inhibiting somplemant at €6 &l Rrevyen C5b-9 and

henol yti c di sease is contenplated. By increasing the

CsRahbartes aRRG@tioawitplatbhits gnd/or andotheliahcelishe patient's
need for blood transfusions is reduced. The reducti on

G el S
thrombosis, especially patients having a platelet count in excess of 40,000 per
microliter, preferably in excess of 75,000 per microliter, most preferably in
excess of 150,000 per microliter. In other embodiments, the present methods
reduce thrombosis in patients where the proportion of PNH type Il red blood
cells of the subject’s total red blood cell content is greater than 10%,
preferably greater than 25%, more preferably in excess of 50%, most
preferably in excess of 75%. In yet other embodiments, the present methods
reduce transfusion thrombosis in patients having a reticulocyte count in

excess of 80 x 10° per liter, more preferably in excess of 120 x 10° per liter,

most preferably in excess of 150 x 10° per liter.
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The nethod of increasing red blood cell count in a
patient afflicted wwth a henolytic disease includes
wo b@sstep’ of adm nistering a conpound whi ch bi PUBUSH08003225
ot herw se bl ocks the gener &% on and/or activity of one
or nore conpl ement conponents to a patient afflicted
wi t In stillenashgtt aspast.se mathod af reducind aaemia issnigmplated,
enbodi ments, the present nethods increase red bl ood
theankthaeoinoludiny thepstep of adafiibieringdowa subjecteaing of c
di sease, especially patients having a platel et count
suéd?eg%[éel%sa 21 RQAfisepde Aicfrplouharwhibh ®iridsaidl or dtherwise
e

xcess of 75,000 per mcroliter, nost preferably in

bloBKE 53 EhpreMp AR BEDRETE mdik, Airiemont somponents.
cel| count, in a tient .affli.cted wth '
RedicoganerFiarBe st SiaHion oh gt PRErgipEa AP 5ggyoed
cells of the subject’' s total red blood cell content is.,
by gbetit 3% GRMOLDYANGRUA i ROV clisasesHgRUss M Br&Iood's
preferably in excess of 50% nost preferably in excess
rechiced4pakity ye taoy leaygembloditertine losstafaed celhmessd BY
increase red blood cell count in a patient afflicted

redMidiny thegsm! oftrbd tbsesiis, iRy pregent nethods assistereddiood cell
In excesS of 80 x 109 per liter, nore preferably in

Iev%i@ﬁ%ﬁc%as%é@ex?‘eb}%%d%hg'éﬁe‘?ﬁia. nmost preferably in

EXCESS per “li1ter. In sone enbodinents,

t he nmet hods of t.h el : t in a

demlréﬁeg eh alsﬁg&f %éﬁ%@%?yn&f(')&r?rggﬁﬁﬁh%l on O'rtt;)s/ﬁafout

50% typically a degre in the f uency.,of
complsraptisestivg ypadliredBlaod sl andeLeio] thyiowldgg blood

in the frequency of transfusions by about 90% In yet
celicouhtin aapplient afflistecowits arheraplyiic disgase ds AoRipmRiated. By

met hod of rendering a subject afflicted with a
ind‘réa@ih?tth@ pdtiseds RBGssurtefatigdenanemia and teipatizny’soreed for

transtusi on-i ndependent by adm nistering a conpound to

bldEtrandtu8hs i$ Red\f OrHEIrderiction setransiedidnsarant bein
group consi sting of conmpounds which bind to one or

frddikhicy SFRLRERRIonSC ARYIRT bF bloda TRAYhsfused, or both.

The method of increasing red blood cell count in a patient afflicted with
a hemolytic disease includes the step of administering a compound which
binds to or otherwise blocks the generation and/or activity of one or more
complement components to a patient afflicted with a hemolytic disease. In
particularly useful embodiments, the present methods increase red blood cell
count in a patient afflicted with a hemolytic disease, especially patients having
a platelet count in excess of 40,000 per microliter, preferably in excess of
75,000 per microliter, most preferably in excess of 150,000 per microliter. In
other embodiments, the present methods increase red blood cell count ina

patient afflicted with a hemolytic disease where the proportion of PNH type il
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whi ch bl ock the generation of one or nore conpl enent

conponents and conpounds whi ch block the activity of
W@e@507460Dr € conpl ement conmponents. As those sRCT/U8H05/6003225

the art will appreciate, t normal life cycle for a

red blood cell is about 120 days. Treatnent for six
redrblotdiselts ofhiessuibject'sdatal eed bloodidedl conignids igseatsr than 10%,

t ransfusi on i ndependence given the long half life of
pref&ebl giedtet Théans 259, e prefarablytindxgeseoh50%., mbdthat

I n sone patients transfusi oni ndependence can be

pre?@\jaﬂﬁfah ;éﬁ&?gg bf 7158,V gﬁg‘ét@& BhmbdRirBentsNtHEopReseABRBthods

(r:m(r:le f WO years, :I eyond the 120 day life

. e re C | ' .

R S

having & HPWBRTe Ao 5t BReasEIP S04 Bet BerapdeararaiaB/i
especially patients having a platelet count in gxceﬁtser

exarss4d, 1200« pT pert e imesirprefarablyinsxgess0leke®¥ d Oofer
75,000 per mcroliter, nost preferably in excess of

in d6fRe @Pfbduiiments; tiod iMathods of iehEresentodisclosutesay wesult in a
present methods provi de decreased dependence on

oA o T Db b

R i U
9 refera 0 i
thesifeaudnat TaEmsRRS bY ebohBi0T | n excess of 759 in.

et ot her enbodi nents, th [
o yelanaiBpoasRatlanG Prepe ST SpoHE daiempatss a fethod of

transfusi on-i ndependence in a patient afflicted with a
rerideTivigyd Bubjeckatiintet aithrayhemolytic clisessptless garengent on
excess of 80 x 109 per liter, nore preferably in

traf%RAIhsSr tafusidAIndsserideneby anmsinisiarizigea abinpound to the
excess of 150 x 109 per liter. Methods of increasing

b 0 it hokegl o gty ok o, 1
so within the
co?’ncpo u(:rjndgfwﬁicr:\}%e b MHe or more complement components, compounds
which block the generation 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 two years, long beyond the 120 day life cycle of red blood cells. In

particularly useful embodiments, the present methods provide decreased

dependence on transfusions or transfusion-independence in a patient afflicted
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di scl osure. These nethods of increasing NOlevels
i nclude the step of admnistering to a subject having
worososwepti bl e to a henol ytic di sease a conmpoRCTUSAND 03225
binds to or otherw se blockd the generation and/ or
activity of one or nore conplenent conponents. Low NO
with evedreolgtic disease pespasially patfents bavingia platalgl eaungimexcess
henol ytic diseases as a result of scavenging of NO by
of 40,000 perputelicr, prefeabidniexcess be75)000dsmemnolisr, anost
result of intravascul ar henolysis. By reducing the

pre{f%%ibg/ Afexced Bt 956,008/ det michSlitdr. ap&then@nbodimerad ite

o gou_nt 0 ree henogl obin in the bl oodstream

ere I hCr n i

pre&ggi me‘f@s;ﬁﬂsgraﬁ%?@{% %ﬁ%@%%héé%@%@ Mhrahfiuegis gl arly
evi dence [ '

trangiEY BHepAIGRNCopR A AR YNGR W R RS (R8RSs Whore

in therapy trials to evaluate the effects, of nti-(|?5
theapropbaityn o PINHYRe i s3chblosrcalls shihapelieetiialal . Pleagl
patients were transfusi on-dependent and henol yti c.

celPabnient B greaterdedn n6%h, pscferably ipneaten thiwpbibe Mmoraiprefesably
hi story of four or nore transfusions within twelve

in SRIESR%Sf 5096, MBS refdtHBlah axcess anBbUsi émgetdthbr n t he
patient pool was nine in the previous twelve nonths.

. 5 ¢ ! . ,
%}/ﬁgi thie h“?é%%ﬁﬁﬁ@ﬁ@%ﬁ%‘*?&%&% e Pt
ool . er. t course of f . .
tfﬁBfﬁﬁ!SéCHt 5 g@%’ﬁ?@%‘aﬁ&‘%&aﬂ%&g%‘ ﬁ'?ﬁ\ 5 ?%ﬁ/@ﬁ%ﬁﬁ nf usi on
of anti - anti bo 0 i mately thi ' .
nemeipierse naring 2ostaWorRBcapLR derspsr 40 s 4y Heiter,
ecul i zumab. Patients recei yed 900 ng of eculizumab 1
mavegirefealely in krceE0of TRD 1103 per ligserpst preterablyrinexcess of

twel ve weeks of the study constituted the pilot study.
1560 1oWpeaditeenpl etion of the initial acute phase twelve

week study, all patients
Methods of increasing the nitric oxide (NO) levels in a patient having

PNH or some other hemolytic disease are also within the scope of the present
disclosure. These methods of increasing NO levels include 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. Low NO levels arise in patients
afflicted with PNH or other hemolytic diseases as a result of scavenging of NO
by free hemoglobin released into the bicodstream 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. In particularly useful embodiments, NO homeostasis is
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participated in an extension study conducted to a
total of 64 weeks. Ten of the el even patients

w@20osioziepat ed i n an ext ensi on study conduct ed POI/ES2005/003225
total of two years. The eff3ct of anti-C5 anti body
treatnments on PNH type Il1 red blood cells ("RBCs")
restors] A evidence@iy angselutiosfafrsympiomscatiinakle toNO
GPl - anchored proteins expressed on the cell surface.
defiéépeics. i s normal expression, Type Il is intermediate
expression, and Type IIl has no GPl-anchor protein
expression on the cell surface. The proportion of
GPl -deficient cells is determ ned by flowytonetry in
EXA ner described in Richards, et al., din. Appl.
l . Rev., vol. 1, pages 315-330, 2001 . As

ared tq pre-therapy .conditiaon
o1 (8 PRde R S SBAISH SETARK TSI GY IS i SriEct of
extension st udy. The increase froma re-s%u an.
antiv@bemtibbdgen7@blbfangd symplents W%@P%ﬁ?r@"‘é\t Gjy Ngg?xaq'ems
mean val ue of 58.4% of Type Ill red blood cells
welegasstisiontdepiendenband hemuiydicd Ratiesde wese defingd asee

Table 1, below Eculizunmab therapy protected PNH type

traridrlisiBBEE pERABhERIR baiTEwty of foedbaheste tyaistusignoivihin tagplve
ra'leéS|ceﬁ%g survi val .a Thi gygrot ecti oneo?mt heSqu“NI—I- i

S T A
in tﬁ;ﬂ;@»ﬁﬁ\;ﬁsﬁ%mﬁ%ﬁ- i ﬁ‘%ﬁga ﬁﬁtdﬁfﬁ%ﬂoﬁ%@?ﬂgﬁ%@?‘s used
in the redoss telvermBT e YR 1St b8 PAet a8l f ound

that PNH red cells with a conplete deficiency of

GPI Oventtedcqurse if feun Wegis, bR oed watiesys iﬁcsélﬁ@'s%wsw

i ncreased during the treatnment period froma nean of
600 mg intravenous infusion of anti-C5 antibody for approximately thirty
minutes. The specific anti-C5 antibody used in the study was eculizumab.
Patients received 900 mg of eculizumab 1 week later then 900 mg on a bi-
weekly basis. The first twelve weeks of the study constituted the pilot study.
Following completion of the initial acute phase twelve week study, all patients
participated in an extension study conducted to a total of 64 weeks. Ten of
the eleven patients participated in an extension study conducted to a total of
two years.

The effect of anti-C5 antibody treatments on PNH type Il red blood

cells (‘RBCs”) was tested. “PNH Type” refers to the density of GPl-anchored
proteins expressed on the cell surface. Type | is normal expression, Type Il is

intermediate expression, and Type Il has no GPl-anchor protein expression

on the cell surface. The proportion of GPI-deficient cells is determined by flow
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36. 7% to 58.9% (p=0.001) while partially deficient PNH
red cells (Type Il) increased fromb5.3%to 8. 7%

W@ peed/00bY7 There was no conconitant change i ntP@I/US2005/003225
proportion of PNH neutrophi¥s in any of the patients
during eculizumab therapy, indicati gg that the

cytomatiyds ¢hé martner giespiiped tmRishardg.et 6f, €601 ApRkgnawaol.o
a reduction in henolysis and transfusions rather than

Re#., &/oRng pages Bh8-339;1200d nXssgorhparestiovmre-th@repyesdretitiors!,
anti-C5 ant i body treatnents on | actate dehydrogenase

PNLI-EH%Q IIf ydePblobd \t@fs A HESH NN Bhdn SORVQIimPiHeeS BNSioN

cata yzes the i1 nterconversion of pyruvate and

stqdict o mc%@gﬁ 0919% &%l dtig @%?10\/%% O%P %f 9 red bloo

["'ease IS ta

the |iver. a an
ool 4 Bt oreds e of S5 BT e Stue?% ﬁ%&edg\%aiad
by greater than 80% as conpared_to pre-treatnen
thatékem@ySIShédeﬂql‘@%ﬁﬁéi shaelve Septrble T.hhslow- ;ﬁ%u@wmap
mean val ue of 3111 UL to a nmean value of 594 UL
thetepy pgotbbledn?mldttype it RBCslframnezanplenian—miedited lysis,
after 64 weeks (p = 0.002 for 64 week conparison; see

pr&bﬂglh?%héﬁe%@u@ﬁ/)m $hid pratddtionast piae Palle—affected cells
ransferase (AST) |levels, another nmarker of red

recm %hgq#gqﬁﬂﬁk}‘?ﬂﬁ%ﬁr @@ﬁs@rﬂ%@enﬁﬁ%@n‘i@?ﬁb il

nd 30 UL during the 12
nd 64 .we of treatnent, respectively (p=0.02 for 64
paﬁggﬁ 6'?&)&@3%) Level s of hapt ogl obi n, henogl obin
and bilirubin, and nurrbe:f reticul ocytes, did not
Iﬁ@? dt udy val ues duri ng the
ell

R Sr ates_were neasured

change si gni fi cant | fro

N &

64 week treatnment p

and conpae-cand Bopt-d=auligdmabnkre tdn AdblPatierds) as used
inthis dlsclosure is defined as |nC|dences of
dark-col orled urine wi.th a | evel of 6 of
nore on a scal émpqr e} Of:%gﬂ%bgf thelurine
devised o nonitor the inci dence of
pgmgb%ﬁﬁof baseline | 12 weeks | 64 weeks | p-value®
Typelll | o057 ./.59| 50.24/-80 | 58.4+/-85 | 0.005
RBCs
Type ll : - 132 +/-2.4 0.013
RBCs 5.3 +/-1.4 7.5 +/-2.1 3.2 +/- 2.
Type I : g 1.1 +/- 5.8 N.S.
WBCs 92.1+/-46 | 89.9+4/-6.6 | 91.1 +/-5.
Typelll \ oo 4 /04| 033 +/-2.8 | 92.8+/-2.6 N.S.
Platelets

4comparison of mean change from baseline to 64 weeks

During the course of the two year extension study, it was found that
PNH red cells with a complete deficiency of GPI-linked proteins (Type Il red
cells) progressively increased during the treatment period from a mean of
36.7% to 58.9% (p=0.001) while partially deficient PNH red cells (Type II)

increased from 5.3% to 8.7% (p=0.01). There was no concomitant change in
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henogl obi nuria in patients with PNH before and duri ng
treatnent. As conpared to pre-treatnent |evels, the
W@ansnysm percent age rate was reducedby 93% ( SBET/US2005/003225
Figure 3) from 3.0 paroxysrmd per patient per nonth
before eculizumab treatment to 0.1 paroxysns per
the peapation pé PNtbneutrapipilsnig artyeof; theuqaéien@dm%&gﬁkl”@bz
paroxysns per patient per nonth during the 64 week
ther‘afp?;'ﬂtrfmﬁiti_n@ﬁhgmhe iBcreasetn @ pjopodioniai Ridkbieg ¢alls was
activity in nine of the eleven patients was conpletely
due?ﬂp% l‘{dﬁc‘tit}h% BRIy div anB4rareRlsidieaithenthaner ceahgs intthe

f oug evel's of ecgl i zumab at equili brium rangi ng

rom 0 tely 35 ng/m to 350 ng/m . During th

PNQﬁ?ﬁgggW;ﬁ%SAZ patients did not sustain Ievgl S gf
eculi zu ecessary.lo.consjstentl I .
_Th.ﬂ%egéwﬁfaﬁ@égiaﬁvém&eﬁtwﬁgmrtélagt#%@eﬁ? boEERe
in e | ast ays of the 14 day, dosi j nt I

levelat(fLEdh”) twas mﬁ@§ureéﬂp@rafaﬂ&|ww@%@fﬁ§r: EBH Qatgb(\égg f‘h?a n
one of the patients, as seen in Figure 4,

intdrceMersionfglyrofate amol lactaie. Beddieekk cellssimetakplizg glucose

henogl obi nuri a, dysphagia, and increased LDH and AST,

to [4baE) VHRER 8 ASIEALAN info tHebloetiwndl isftaleaT umblydhe liyer. LDH
activity. At the next dose, synptons resolved (Figure

Ievg%, e@’)@/q&srfﬁgé}f/éﬁ tggjéggﬁé NSRSt BEhdmbR/sKka! Thé RDIHPRYekOvere

cvely 19 days | ng every 12 days resulted in a
enept.,C ' '
deqrﬁt%s%Qfxrgﬁ?aﬁigfem§6(oﬁ%%@ésﬁ% (P o ARIH Tets: JHBL
atient showe 4 h [ uti '
LoheugoremIpnarchitPaum B SHIERS Va08 T |1 gl fhean
from14 to 12 days was sufficient to maintai Bd.lg{gva?{esfm

valod of 69 Wiindilyingbipeepiles stighrancha dear wlip vk oy
consi stently bl ocked serum henolytic activity for the

webRE®H rAR00L ol b wekensnarisong dge Figurbs tiA i1Bht s.

The patients' need for transfusions was al so reduced

by ShfilddiEalspBRkte aminotransferase (AST) levels, another marker of
red blood cell hemolysis, decreased from a mean baseline value of 76 IU/L to
26 IU/L and 30 IU/L during the 12 and 64 weeks of treatment, respectively
(p=0.02 for 64 week comparison). Levels of haptoglobin, hemoglobin and
bilirubin, and numbers of reticulocytes, did not change significantly from
prestudy values during the 64 week treaiment period.

Paroxysm rates were measured and compared to pre-treatment levels.
Paroxysm as used in this disclosure is defined as incidences of dark-colored
urine with a colorimetric level of 6 of more on a scale of 1-10. Figure 2 shows
the urine color scale devised to monitor the incidence of paroxysm of

hemoglobinuria in patients with PNH before and during treatment. As

compared to pre-treatment levels, the paroxysm percentage rate was reduced
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wi th eculizumab. Figure 6a conpares the nunber of
transfusion units required per patient per nonth,
W@rioso74607 and during treatment with an anti- Copeit/UbI9d5003225
for cytopenic patients, whi3¥e Figure 6b conpares the
nunber of transfusion units required per patient per
by 887 (seepFigore 8pframi3 duparayysme pefpationi RaY raANEIRSIOtES
anti body for non-cytopenic patients. A significant
eculiedieb tesatient e Onleparokpsmt pen phtishiopervmentd duringthednitial
in the entire group (nean transfusion rates decreased

12 g}ée%% gna ('BidaFoRRMPPE! Fatlerh Per MRBHLA dbvihgnBe B4lwysiar

r{g prio tg treatment to 0.6 units per patient per
n ur i hdwial 12 weeks and 0.5 units per
he{ﬁh@EAEQHSQQAhﬁ?%b@tﬁing t he combi ned 64 week P
treatment period),.wth non-cytopenic t
bene@ffUm H@qu\ﬂlfr%%ttvam ningeef the Sigvasy paifestts Wb completely
non-t hr onbocyt openi c E?tients w t h nornal Rlat Ie¥
blockeshthroughaa the ®4pweekireatmenidoriaskwiiiiirougn levels o
t ransfusi on-i ndependent during the 64 week treatnent.

ecilaneft acéquilibranm raagingroal appicireataly 85 Hedmbinae? wa/ml.
with erythropoietin (EPO was al so evaluated in a

Du&iﬂg%@ %Rb@rféﬂﬁﬁétﬁdg,a? bafiénts ERPnbhevdtairoiensls dfreculiRoobl
Pharmaceutical s, Basel, Switzerland) was adm ni stered

ne%%sgs%ﬁ% %&ﬁ%st\%ijgi %&%&r@@e%n@eThiéﬁ%aR@froM@ﬁ? kh serum

e study. As shown in Figure

7, .the frequency of fran i j hi
heE‘éW‘lé?hrﬂCt\X)z oGt e BRUE B A 8 deBind iy, 2
or the two year extension study, 10 of th 1 ..
pajtex ibat wasreheaies W%W@?alm@“ﬁ'&rﬁl%e& dﬁf“@o‘ﬁtt%ﬁ payepts. as
recei ve 900 ng of eculizumab every other week. (One
sepain Eigureds boaak-thiedgle QUW@Q!@HE?QUM‘PWGJ%BFGQg‘
months.) Six of the 11 patients had normal platelets
hehitRyisBihiig, adysphiagian aaddficrensed WDHhahd AST, witcle gorrsladed
the 11 had |l ow platelets. For the patient who

witth thE FB{UrR ¥ deAfiH HeftbTRIC AGRAtGPYARfHeatexd BloseN$YrAptoms

Intravascul ar henolysis was Successfully controlled by
re&§iyhd BB 5P4hd FetfuctBhiff e G8&hG RiBA/ froRe obo #ig busk/t4
days to 900 mg every 12 bdays 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 ug/mi 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. Figure 6a compares the number of transfusion units

required per patient per month, prior to and during treatment with an anti-C5
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erythropoietin therapy. This patient had the nost

severe hypoplasia at the start of eculizunmab therapy
wowaok/oasept at el et count bel ow 30x109/1, suggestPOmUREDS/003225

t he ongoi ng transfusions ws6e likely a result of the

under | yi ng bone marrow failure. Results of the two
antipedy fexcydnpenia patigtis, hile Rigwisréh camparas e nueber ofas

a statistically significant decrease in transfusion

trariasibh emitstreqdicad poepatidrit gt snorthy prorjatanehdwing:tigainent
transfusi on i ndependent during the entire two year

wm:u LR3IECS a%bbeyiforaﬂﬂw-éﬁuf)eﬁmtpwi@ms; Pagigeifitantredaction in

ransftusi on | ndependent hree fol |l owi ng treatnent

the}’\r'j}etaqtﬁs Eg@é%ﬁ%%%c\%%% Mted-m?né g ﬁﬁ%tér@(lpi(ﬁletan transfusion

equirements was found to be nos
pronounced i n tients wth 0od r re :
et Speieasas e 6.1 Lot Betentr R fioufi it F Fitfperiod
according to eculizumab doses. The ar.macodynami
priairial tyestment teQ@ ynitsiey Ratiend eee PTHFWEB”BE}Q ﬁ%%lf{'}n‘%qﬁ% Whgks
capacity of patient serum sanples to |yse chicken
an€0y5 bnits peepatient pes naondhrdiiringttae chmineds 84 waek treatment
conpl enent henol ytic assay. Briefly, patient sanples

pefbd)) Wi'iﬁrhcﬁp@}t(yéni&@aﬂi@h(@érﬁﬁlting%e nidstgdn &, foas of the
dil'uted to 40% vol /vol with gelatin veronal -buffered

no@-ﬁ'ié,g;gr?oéccg)v&ge;gc ngégg@ qiltRss AR PlatbRE RBOhRY>E50,08aDer

intriplicate to a 96-well plate

.Su that the fipal c ' ' Bnt.
migiaier, Getarmedrans b EFRERRLUBH Ao o el Rkl heaion

tenmperature while chicken, erythrocytes. )

51 o1Tbg ateot Al PodleHmash TRl Rt Re G Wi

erythrocytes were sensitized by the addition of .
enghtdpoitinc(ER0) was ilsoevaluaieddpiabrernapcyapes atiept. 1 PO

vol/vol). The cells were then washed and resuspended
(NeoREYERrtorfYy Hovhe MinroleneuticgishBesst Switzeland1was

cel1s/30 m_) were added to the plate containing human
adRfiRistRbd $€ bH AnfsurRtaf 1800 POPtHeSe times per week beginning in
week 23 of the study. As shown in Figure 7, the frequency of transfusions
required for this patient was significantly reduced, and soon halted.

For the two year extension study, 10 of the 11 patients from the initial 3
month study continued to receive 900 mg of eculizumab every other week.
(One patient discontinued eculizumab therapy after 23 months.) Six of the 11
patients had normal platelets (no clinical evidence of marrow failure) whereas
5 of the 11 had low platelets. For the patient who discontinued eculizumab
therapy after 23 months, intravascular hemolysis was successfully controlled
by eculizumab, but the patient continued to be transfused even after

erythropoietin therapy. This patient had the most severe hypoplasia at the

start of eculizumab therapy with a platelet count below 30x1 0%/, suggesting
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and incubated at 370C for 30 min. Each plate contained

six additional wells of identically prepared chicken
weeooshreweyt es of which four wells were i ncubateCm$1905/003225

20% serum contai ning 2 mM BDTA as the bl ank and two

wel I's were incubated with GVB2+ buffer alone as a
thahthgeongaing transtisions weiisdikehha sesulhehibeyunderlyingbone: e

was then centrifuged and the supernatant transferred
matroweiailams.f | at bottom 96-wel | pl ate. Hem)gl obi n rel ease

was determned at OD 415 nmusing a mcropl ate reader.

Th eﬁ%ulfse&t th@qwal ey %x’l@fs@ﬁﬁl%ﬂ?dl@cﬂd@mbﬂgtrém that there
ow ng formula: Percent Henolysis = 100 x (0D

T R Bk P e psioche

patigh&g;éh'gé%eeggﬁélgg g%#ﬁ{ﬁ% r%ﬁ%g&gﬁf f e%'ld(e%? @Wﬁ?é?ﬁe entire

per cent age of cell sis) over  tine.
twalyeardreatmeany neéledc fouriaytona)iopatisnty ePﬁE%/ep‘é"t‘”%'a Hgion
to bel ow 20% of nornmal serum conpl ement activify while
indepdaderst three dolidwing ématraent with-RAt(NeaRecesmen ) e
br eakt hrough in conpl enent activity, but conpl enent

reot?Jc%hWﬂ'aW@ﬁJsRﬁ‘f renfeilants aakdoed by be edestiprgnotreced in
dosing interval to 12 days (See, Figure 4).

pa{é F %Oafmé‘ttt‘ﬁ\lvr Yorob. | i fe issues was al so

usi ng uropean O gani zat| on for Research

332@%@@%&5&@@&%@%@%@%@ (bR focRing
t
o TRk A S g v

therapy. Overall inprovenents were observed in obal
deteratined by measuripyibe capasithet p@mm@erumﬁ@mnﬁ%m APng,

enoti onal functioning, cognitive functioning, fatigue,
chigReR erghsduyees mna stanslanhiatal jBeen Begumeog)plement bamslytic

in the two year study experienced a reduction in
as88Y Hii&ly, patient samples or human control serum (Quidel, San Diego
CA) was diluted to 40% vol/vol with gelatin veronal-buffered saline (GVB2+,
Advanced Research technologies, San Diego, CA) and added in triplicate to a
96-well plate such that the final concentrations of serum in each well was
20%. The plate was then incubated at room temperature while chicken
erythrocytes (Lampire Biologics, Malvern, PA) were washed. The chicken
erythrocytes were sensitized by the addition of anti-chicken red blood cell
polyclonal antibody (0.1% vol/vol). The cells were then washed and
resuspended in GVB2+ buffer. Chicken erythrocytes (2.5 x1 0° cells/30 pL)
were added to the plate containing human control serum or patient samples

and incubated at 37°C for 30 min. Each plate contained six additional wells of

identically prepared chicken erythrocytes of which four wells were incubated
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synptons associated with PNH For exanple, as set
forth in Figure 10, there was a denpbnstrated decrease
wotoshtsnt nal pain, dysphagia, and erectil edysParts2005003225
after adm nistration of ecuiizumab in those patients
reporting those synptons before adm nistration of
witle20P4 senmb coriairing @mit EDFA asithenblank ised tawbyeliswars
of the invention have been described herein, further

inc@bRediiiaNCYBIBYbliteone by achdyativeasmiok for sponitanadus
art wthout departing fromthe scope of the

he%aawgl% F@tgl A Twhsitdrteuged ahd heRiderhataht frassfered to

i sease I n a subject conprising

adnmi ni steri a | - iho ' ; '

o S LS 0L SRS Bt 0

enogl obinuria jn the subject. 2. A nethod as, in clai.m

415 i Gs180 A MSoaeRG [sknt he BaiPert Mematiste g AP
group consisting of h5GL. 1-mAb, h5GlL. 1-scFv and

usihgrioe falloating fergmar s of h5Gl. 1. 3. A nmethod as in
claim1l wherein the proportion of type IIl red bl ood
cells of the subject's total red blood cell content is
gr epbflerk Mdi04s 4108\ petigst damplbadMlamker ei n

the proportion-of type I{JD hafhad StntedihifoladDibienk)
subject's total red blood cell content is greater than

25% 5. A nethod as in claim1l wherein the proportion

of type |ll red blopd cells.of the ' y ;
Thglaselh gbine elfiaatodh Baice Filie i rRESER of nd Bhfighgfeal
in claiml wherein the subject's platel . '
cffgeisaseows the pasantros et S%U%} Remplytic ag 'V§>t' H%iq E@% P?xﬁce.“ﬁage
claim1 wherein the subject's platelet count is
of gelbbysism) ovbatimes, Qeblysisrwas drainatieally redugedhin thegmalorityof
claim1l wherein the subject's platelet count is
th&peaIRE 16 pafbwl 2079 6Pngenal securnldongplement activity while under

eculizumab treatment. Two patients exhibited a breakthrough in complement
activity, but complement blockade was permanently restored by reducing the
dosing interval to 12 days (See, Figure 4).

Improvement of quality of life issues was also evaluated using the
European Organization for Research and Treatment of Cancer Core
(hitp://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,
coghnitive functioning, fatigue, pain, dyspnea and insomnia. (See Figure 9).

Patients in the two year study experienced a reduction in adverse
symptoms associated with PNH. For example, as set forth in Figure 10, there

was a demonstrated decrease of abdominal pain, dysphagia, and erectile



9. Anethod as in claim1l wherein the subject's
reticul ocyte count is greater than 80 x 109 per liter.
wageosAr4set hod as in claim1l wherein the subj eceCHUS2005/003225
reticul ocyte count is great¥r than 120 x 109 per
liter. 11, A pethod _.as in claim1 wherein the .
cystiiation alter adEDIREY 68 of B raalyin-tose RAVER S11SpORINEh o
per liter.12. A method as in claim1 wherein said
thes® pedptoms befeecadrainistiation s ecolizurngpe |1 |
granul ocyte clone. 13. A nethod as in claim1l wherein
sai dAlthdyjghcpreferseciand bhhdreanatbodjmentie of tHetinventi@tbaye been
1.5 times the upper limt of a normal LDH level in a
deeeribea hekdin, furfidr Reshfimbh@ahia) bePpdreBREUHYihE5E 8RMEd in
in a subject conprising adm niStering to a’ subject
thB2¥! MG RIRIhG froffl BBARREB AARDHGRR! ected from
the group consisting ot anti bodi es, soluble conpl enent
i nhi bitory conpounds, proteins, protein fragnents,
peptides, small nol ecul es, RNA aptaners, L-RNA
aptaners, spiegelners, antisense conpounds, serine
protease inhibitors, double stranded RNA, snal
interfering RNA, | ocked nucleic acid inhibitors, and
peptide nucleic acid inhibitors, wherein there is a
reduction in henogl obinuria in the subject. 15. A
nmet hod as in claim14 wherein the conpound is sel ected
fromthe group consisting of CRL, LEX-CRl1, MCP, DAF,
CD59, Factor Hlcobra venom factor, FUT-175,
conplestatin, and K76 COOH. 16. A nethod as in claim
14 wherein said subject has a greater than 40% PNH
type IIl granul ocyte clone. 17. A nmethod as in claim
14 wherein said subject has an LDH | evel



greater than or equal to 1.5 tinmes the upper limt of

a normal LDH level in a person. 18. A method of
WO edtor46ny nitric oxide (NO honeostasis conprPGI/mg2005/003225

adm ni stering an anti-C5 ant0i body to a subject having

a henol ytic disease.19. A nethod as in claim18
WHARISCLAIMEDaRY: i - C5 anti body is selected fromthe

group consisting of h5GL. 1-mAb, h5GL. 1-scFv and

funct i ongindthed B treating alf@olitic Aeade irearsutbjent comprising

cl Iaél m 18 V\gerei n the proportion of type Ill red bl ood
I R ie
A s ekt

th ort| I § of th

Wh%'ig’g} 5 éA?5?%'&%@&}4E]%&%%éleéﬁﬂ“gé‘ﬁp% % 'S gr eaE e(re t han
0 nmet hod .as . i.n

proporti 6!‘1’“@*‘03)?1%”@5}'"} ﬁw?ﬁf%jh%@ﬁ |§(§€1anpﬁ%dy is selected

subject's total red blood cell content is greater than
froBQbie g2Gup consistinglobB5GA. lemdibmhd& Twhseky @ndﬁgnglm}aéct s

pl atel et count is greater than 40,000 per mcroliter.
fra@{hem@ oeig®t1as in claim18 wherein the subject's

pl atel et count is greater than 75,000 per mcroliter.

25. 3A mehhasknad dsindidin™ Whetbinrtak propertisnjf eype Hl red

pl af'el et count is greater than 150,000 per microliter.

blopgtqe@a%nﬂ?gu@éclj’ QQél%H‘b]éod\@&Léérﬂehf‘i% q'léateﬁ%aﬁ 10%.

27. A ne hod as, in. |C|sagreater , per Liter.
retftcul o @th@&?’rﬁ |C§a' ﬁﬁb&ﬁ@ﬁ%&g&%‘%gﬁq@%‘? fil red
blo%lgtf,;%lélgg gio gum@tgn“s.?t%ré‘@ebﬁqﬁéo?péﬁ GPRAREIS ealeH 88" 25%0s

5. A method as in claim 1 wherein the proportion of type lll red
blood cells of the subject’s total red blood cell content is greater than 50%.

6. A method as in claim 1 wherein the subject’s platelet count is
greater than 40,000 per microliter.

7. A method as in claim 1 wherein the subject’s platelet count is
greater than 75,000 per microliter.

8. A method as in claim 1 wherein the subject’s platelet count is
greater than 150,000 per microliter.

9. A method as in claim 1 wherein the subject’s reticulocyte count
is greater than 80 x 10° per liter.

10. A method as in claim 1 wherein the subject’s reticulocyte count
is greater than 120 x 10° per liter.

11. A method as in claim 1 wherein the subject’s reticulocyte count

is greater than 150 x 10° per liter.



29. A nethod as in claim18 wherein said subject has a

greater than 40% PNH type |11 granul ocyte clone.30. A
woreiokodieas in claim18 wherein said subj ect haRCEHOS10D$003225
- level greater than or equal4ito 1.5 tinmes the upper

limt of a normal LDH |level in a person. 31. A nethod

of fddst oNimgthadas i daimyd whanpinnsaid sybiest bag a8y Pﬁtﬁrﬁ'@an

adm nistering to a subject having a henolytic di sease
40% PNirptypedllspheubeyiefalam.t he group consi sting of

anti bodi es, sol ubl e conpl enent i nhibitory conpounds,

protgi Ns A PefHdRi &s il @aie N twherBRP$did @tibjedhbl an LDH level
nol ecul es, RNA aptamers, L-RNA aptaners, spiegel ners,

o GHRLPEPEF SRR i oA L Rl Lt

nucl eic acid inhibitors, and peptide nucleic acid
PeIS bitors. 32. A nethod as in claim31l wherein the

compound is selected fromthe gro consi sti n f CR1,.
LEXI8R], Avoeinashe treating a papiobtic giSeass i @ sHERPT SRTBRsing
FUT- 175, conplestatin, and K76 COOH 33. A nethod as
adiministeaing 131a sijeet raving @ heniplelie disgese agrasapeund sgipcted
40% PNH type 111 granul ocyte clone. 34. A nethod as in

frofh HayRlprdsistitingsdismtibobicecsolbble eomplBrdntiriibitprgat er
than or equal to 1.5 tines the upper limt of a nornal

coh@é&n@%?ér&t@in@, D@k fraghvents) peptiied, Shallessieciies, RNA

ysI'S in a subject "having a henolytic disease
oo 3 Bl g s obothan i
preRase b GierSs IBHIE A EEmh 08, “RATRGE IS VPG 3
nu\cl;?e?é :icirc]j igﬁiré%g%/ss,’ ia?]dipseprtiggun%%?eig Zcid inhibitors, wherein there is a
reduction in hemoglobinuria in the subject.

15. A method as in claim 14 wherein the compound is selected from
the group consisting of CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra
venom factor, FUT-175, complestatin, and K76 COOH.

16. A method as in claim 14 wherein said subject has a greater than
40% PNH type Ill granulocyte clone.

17. A method as in claim 14 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

18. A method of restoring nitric oxide (NO) homeostasis comprising

administering an anti-C5 antibody to a subject having a hemolytic disease.



evi denced by a greater than 65%reduction in |actate
dehydrogenase (LDH) levels in the subject's

whb@ststeneam 37. A nethod as in clai m35 wher eP@I/US2005/003225
henol ysis is reduced as eviddenced by a greater than
80% reduction in |actate dehydrogenase (LDH) levels in
t helgubj Aahethdd amifstlaipant v@&rein thetanddCaantivody is m 35
wherein the anti-C5 antibody is selected fromthe

sel§6 teY Prop® i gﬁduwc&fsmm f.H5EGMAP-mABGA5 G4 sicBeFaadd
uncti onal ragrrents o h5Gl.1. 39. A nethod as in

t f t [11 d bl ood
fun%&ﬁ%"f%%"ﬁﬁé%* BT B Doral | ped bl ovd cel | contont i
t.h t i i .
PR N Y T
meEE’z@ﬁé;f the %E@Lse%é’lr%é’iqléie«#@éé’c?é;éﬁéﬁsrgneﬁte?% 165"
proportlon of type Ill red blood cells of th

subpect ' A metladd agin blairod Scahereibieemiopogtiof @faWEP It regh
50% 42. A nethod as in claim35 wherein the subject's

bIoBHQerﬁé of tfosmjetts BralabdblédthoelColient iseyroatayrtoan 26k
. A nethod as in claim35 wherein the subject's

p' aé%' et AGREtMod & B @&ihe 1 8 ititeinthBYRopetion aftpbe fiered

nmethod as 1 n claim 35 wherein the subject's

blogg He sélﬂh%g{f@gbf%%ﬁ%ar éweliégmgﬂge afBrah&h 5084.-

a|m erernt ubject’s

S R a5 B

retl cul ocyte count is greater than 120 x 109 per
grédtethans0,000 pet RUerodteri n cl ai m 35 wherein the
subject's retlculocyte count
24. A method as in claim 18 wherein the subject’s platelet count is

greater than 75,000 per microliter.

o5. A method as in claim 18 wherein the subject’s platelet count is
greater than 150,000 per microliter.

26. A method as in claim 18 wherein the subject’s reticulocyte count
is greater than 80 x 10° per liter.

27. A method as in claim 18 wherein the subject’s reticulocyte count
is greater than 120 x 10° per liter.

28. A method as in claim 18 wherein the subject’s reticulocyte count
is greater than 150 x 10° per liter.

29. A method as in claim 18 wherein said subject has a greater than

40% PNH type Ill granulocyte clone.



is greater than 150 x 109 per liter.48. A nethod as in

claim 35 wherein said subject has a greater than 40%
WNisoy4oe7 | |1 granul ocyte clone. 49. A nethod BGI/U82005/003225

claim 35 wherein said subjedt has an LDH | evel greater

than or equal to 1.5 tines the upper Iimt of a

LDH30eveA Mmethedms isarains 98 whareinirsdd sbblestines Ag 15 Ve

henol ysis in a subject having a henol ytic di sease
grez@dinthianiorgqadhiont Stimes the vppdrdinsitibf acormatbbpblevel in a

selected fromthe group consisting of antibodies,
peﬁﬁ%yb!e conpl enent inhibitory conpounds, proteins,

protein fragments, peptides, small nol ecul es, RNA

apf‘rgglljr Sa theffi¥a &%Q{B‘? mn ﬁi&'cﬁ&gé {N’Oz hoR{dosE$ Bomprising

ndlsI serine prote se I'n doubl e stranded
s interferin ck
admprswmeL Q a%umel i e e R LcfpAIls solocted
erein henplysis is reduced as evi dence greater
frotrhtne Mr@aa@tmg@f entibadies: toluk) ﬁﬁﬂma ﬂ‘&%‘@thfLa‘E}Eﬁ
| evels in the subject's bl oodstream 51. A nethod as

coinpothds npiSeinsieuretain flagmentpqeptides, sopk srdacyipsniiie
group consisting of CRl, LEX-CRl, MCP, DAF, CD59,

ap{%ﬁfﬁér%r L HRNAGIHtamees) aipidgutiners, dritEeAFE compophds; serine,
and K76 COOH. 52. Ametﬁd as in claimb50 wherein said

pr&gglsgmhrlg‘i s &ElﬁétsﬁfgnﬂﬁérRMR%rﬁNﬁrﬁtéﬂ@nﬂré RNA, locked

granul ocyte ¢ as in clam50 wherein
o A B BT 2 P07

LR Bioshlss om 5046t LSRRI o o
thes lgjg?cj)uepcct:onstrg'r?ngcc())f R??EE?(%EI? M%PeCISEId-' CD59 Factor H, cobra
venom factor, FUT-175, complestatin, and K76 COOH.

33. A method as in claim 31 wherein said subject has a greater than
40% PNH type Ill granulocyte clone.

34. A method as in claim 31 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

35. A method of reducing hemolysis in a subject having a hemolytic
disease comprising administering an anti-C5 antibody, wherein hemolysis is
reduced as evidenced by a greater than 50% reduction in lactate
dehydrogenase (LDH) levels in the subject’s bloodstream.

36. A method as in claim 35 wherein hemolysis is reduced as

evidenced by a greater than 65% reduction in lactate dehydrogenase (LDH)

levels in the subject’s bloodstream.



t he group consisting of conpounds which bind to one or

nor e conpl enment conponents, conpounds whi ch bl ock the
w@enwsnatedbn of one or nore conpl enment conponenPGT/HIIH05/003225

conpounds whi ch block the adgtivity of one or nore

conpl ement conponents. 55. A nethod as in clainuf4

whedZi n Bhmethashasin claim Abvhereiyhemalysissiegeduced as

adm nistering an anti-C5 anti body. 56. A nethod as in
cviGéridatl Byt awfreati tharhg0%mepaatich irslaatatadehyd®genase del)H)

selected fromthe group consisting of h5GL. 1- mADb,

5 anddodsgbamnal fragnents of h5GL. 1. 57. A
Ievé‘nlgﬁgkggﬁi\éﬁ claim54 wherein the step of

gg r%%' :gﬁﬁjgl&o‘@%ﬁ | S5 8! WH&I@,}‘ﬁgé 6‘1?&@39 apRBsdis

he ‘group consis ant i bodi €s,

sol ubl e conpl enent i.nhi bit 0 u o] LAS,
selpRgadTam iha ghatk conqiapg B LRy BR B PEgF 7 ol

aptanmers, L-RNA aptaners, spiegelners, antisense
functiopalfragmentsraf heGir bt ease i nhibitors, doubl e stranded

RNA, small interfering RNA, | ocked nucleic acid

i Nhadj t or/s method pejin clém Aschereinthalpioperiion ot ypedl red

method as in claimb54 wherein the step of

bloREEdls T #hé Bdbjeerdidtaiasdasoodtell eontegt & greafeyihan 10%.
sel ected fromthe group consisting of CRL, LEX-CR1,

NP 400", 8o £t Qeintios AREBirHRGTObaRioRof 1 i

estatin, 59. A nethod as in claim
54 in the pr ' b
blogg %@rﬁhﬁ? sHBieBt S Bt pthiohs S¥fiBohtent IS theateidfia 0%,
t t 10% 60. d [ laim5 '
O o e s fosa TB ISR b Bbpl Bt g
subject's total red blood cell content _,i S reaher tlg/an
bld2EhéelBlof the subjestls taial ieddrlapencst cantant is:gfeqder than 50%.

proportion of type Ill red ‘
42. A method as in claim 35 wherein the subject’s platelet count Is

greater than 40,000 per microliter.

43. A method as in claim 35 wherein the subject’s platelet count is
greater than 75,000 per microliter.

44. A method as in claim 35 wherein the subject’s platelet count is
greater than 150,000 per microliter.

45. A method as in claim 35 wherein the subject’s reticulocyte count
is greater than 80 x 10° per liter.

46. A method as in claim 35 wherein the subject’s reticulocyte count
is greater than 120 x 10° per liter.

47. A method as in claim 35 wherein the subject’s reticulocyte count

is greater than 150 x 10° per liter.



bl ood cells of the subject's total red bl ood cell

content is greater than 50% 62. A nethod as in claim
wGd0akerel n t he subject's platelet count is grBEL/E82005/003225

t han 40,000 per microliter.4563. A nmethod as in claim

54 wherein the subject's platelet count is greater

t hatB.75, Atethed asiiorataim 3 wherein saigbsuiactkas a greatenrihan

54 wherein the subject's platelet count is greater

40%POH pde APGrarilocye tlnet er . 65. A method as in claim
54 wherein the subject's reticulocyte count is greater

thajy 80 x n%&ﬂog.%rs ihi i@ 35 Ghefeif@aitPSulsieci Ras haiLDHbtevel

wherein the subject's reticulocyte count is greater

t han, 120 x j . i l1&i,di

areggririah o katlis £B.rhés e HperniEbL floffal MR G
than 150 x 109 per liter. 68. A nethod as in claim54

Pe®ABr ei n sai d subject has a greater than 40% PNH t ype
I'1'l_granul ocyte clone. 69. A method as.in claimp4 .
wheb@i n Aanethedpfaetueing hemalysip !rb@aubm%ﬁﬁzéhngt%g?]mBFY"c
equal to 1.5 times the upper limt of a normal LDH

disb&ye bommprigingeadrainistéfing fo thet $idijecifa cempoting selestathlip@
in a subject conprising adm nistering a conpound to

thet @%ug%@ngrs&in?tdi%mﬁ@aai@@nﬁommbr@m@bmdqrﬁbimtcbmpounds,
group consi sting of conpounds which bind to one or

prq’lgib‘égé%g@bﬁ@ﬁ%ﬁ@gﬁem A rROIEBAIRIRNA BSTANMRrack-RNA

€ or nore conplenent conponents.

i, OO TP BobgR s
dodbmBaniend A, el lisrering FVA, [Boked HIGKkTE Sl ihibitors,

and peptide nucleic acid inhibitors, wherein hemolysis is reduced as
evidenced by a greater than 50% reduction in lactate dehydrogenase (LDH)‘
levels in the subject’s bloodstream.

51. A method as in claim 50 wherein the compound is selected from
the group consisting of CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra
venom factor, FUT-175, complestatin, and K76 COOH.

52. A method as in claim 50 wherein said subject has a greater than
40% PNH type Il granulocyte clone.

53. A method as in claim 50 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

54. A method of reducing hemoglobinuria in a subject comprising
administering a compound to the subject, the compound being selected from

the group consisting of compounds which bind to one or more complement



anti body selected fromthe group consisting of h5GlL

. 1-mAb, h5GL. 1-scFv and functi ogal fragmentgs of
Wh2B10246073. A method as in claim70 wherein tPET/ESEP5/003225

of adm ni stering conprises 4&dm nistering a conmpound

selected fromthe group consisting of antibodies,
conysuneits; conmmesnvhich bidsik thegenendinmeison PHIAgs,

protein fragments, peptides, small nol ecul es, RNA

conREAERAE SomboRBitsearichammpounndgs whidhnislosk thenactutysaf one or
conmpounds, serine protease inhibitors, double stranded

i i RNA, | ocked | ei i
mo%@g{éﬁﬁ%wtdéﬁlﬁ%%&*#%e MGl efc aci 4 fnhi bitors. 74. A
ne as in.clai . ' : f iniatari
ad nﬁi sté m‘%BO‘é gﬁ{ﬁ’ %Eaéﬁ%@nhg{%ﬁ ???%ge%a&c%dnr%'g bsggrlng

sel ected fromthe group_consisting of CRlL, LEX-CRL
comisesgMinigigung PQ&WS‘FBﬁan@gB&é venom factor, FUT-175,

conpl estatin, and K76 COOH 75. A nethod as.in claj
70 Séer ehmethed msdpstaimdpd whergipahe cPMPOYng|is &4 eég'l{gé
of the subject's total red blood cell content is
antiRRtRledtba oV e Fidupiansisiod dh5Gi . trahm MaGiHesenand
the proportion of type Ill red blood cells of the

fu@g%agﬁ)ﬁ'}gﬁ;&ém&@f hsed Pl ood cell content is greater than

method as in claim70 wherein the
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subrect's rotal T 'OOdI _ content is greater than
0 R\ . as Ln clai r.ej i '
compabes sy GroRpwsd SRk R REdrods copkfitg of
79. A method as in clajm70 wherein the sybli]ect' i
antibedies czoldele vomplemPBRINGOORA ROMBOYAES JyPteins, protein
mc_roliter.80. A method as in claim70 wherein the
fragereings; ipeptifbat shall motesiles, RAGRtanerhdnRNSpapEM§Er

mcroliter.
spiegelmers, antisense compounds, serine protease inhibitors, double
stranded RNA, small interfering RNA, locked nucleic acid inhibitors, and
peptide nucleic acid inhibitors.

58. A method as in claim 54 wherein the step of administering
comprises administering a compound selected from the group consisting of
CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra venom factor, FUT-175,
complestatin, and K76 COOH.

59. A method as in claim 54 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 10%.

60. A method as in claim 54 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 25%.

61. A method as in claim 54 wherein the proportion of type Il red

blood cells of the subject’s total red blood cell content is greater than 50%.



81. A nethod as in claim70 wherein the subject's
reticul ocyte count is greater than 80 x 109 per liter.
W@2005474%81 hod as in claim70 wherein the subj eRCT/BS2005/003225
reticul ocyte count is great#dr than 120 x 109 per
liter. 83. A nethod as in claim70 wherein the :
subfct ' A methodasopyalaincodimhereinghe sublect s platelsd cQUAS
per liter. 84. A method as in claim70 wherein said
greatdl thah 40560(per midrelitet.han 40% PNH type |||
granul ocyte clone. 85. A nethod as in claim70 wherein

sai g3 subpafbinoasasin didh 52viereiapbaiubjdbts plitezygalint is
1.5 times the upper limt of a normal LDH level in a

gre%ﬁééﬂgﬂ&%g%(?o%gpmg"@p_ reduci ng erectile dysfunction

onprising adm nistering a conpound to

the subject, ,the conpound being. selected. fr :

gr oﬁ% c oz‘smgmorqgasb'f{a%'ﬁbgﬁ H@'ée r%ﬁ'istgﬁ Séh]%ft £ cpq%?r? !eé? %P untis

nor e cor%fnent conmponents and conpounds whi ch bl ock
greater ihencva 0@ ref mistelitsF. nore conpl enent conponents.

87. A nethod as in claim86 wherein the step of

admbai st Armethocbapin dlaisn Sdnihereinethieraybiectsreticugcyte count

anti body. 88. A nethod as in claim86 wherein the

is GRBRAUASN 8D 2 N0BPé1i t€R ant i body sel ected from t he
group consisting of h5GL. 1-mAb, h5GL. 1-scFv and

funggi ong| m%{lﬂﬂj@é‘ﬁ?clﬁfm B2 @ndreirPihe AbjBitROGtIBSIoLYte count

clarm 86 wherein the step of adm nistering conprises
s GematabrRg 2 D TRIIE . Sol Ul o compl ement i nh bi t ory
O Bt 2Bt S PR e SRR €foyte count
is greater than 150 x 10° per liter.

68. A method as in claim 54 wherein said subject has a greater than
40% PNH type Ill granulocyte clone.

69. A method as in claim 54 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

70. A method of reducing dysphagia in a subject comprising
administering a compound to the subject, the compound being selected from
the group consisting of compounds which bind to one or more complement
components and compounds which block the generation of one or more
complement components.

71. A method as in claim 70 wherein the step of administering

comprises administering an anti-C5 antibody.



spi egel mers, antisense conpounds, serine protease

i nhibitors, double stranded RNA, small interfering
WORMAS/OTweked nucleic acid inhibitors, and peptPCBUS2005/003225

nucleic acid inhibitors. 9018 A nethod as in claim86

wherein the step of adm nistering conprises . .

adi2ii stAmethod a@dﬁ}@dﬂ]ﬁﬂ%\é’h@fﬁ"@%’q’ eamPoNBdds gnanti-Co

consisting of CRL, LEX-CRL , MCP, DAF, CD59, Factor H,
antrb@blzésemn@dﬁfrbactm! grobipeohsting of b Est. &nAb, ka1 /7ecFv and

. 91. A nmethod as in claim86 wherein the

funlfi

G HalgPlrtS ot ¥B&1l{.] red blood cells of the
subject™s total red blood cell content is greater than

10"/%%92: Aﬁﬁ%‘iﬁbpga%eiﬁﬁle}iﬁm 70, WS8R MO L& & ddifinistering

proportio red bl ood cel

subj ect' s, total d bl ood [l ' :
corpBikeBadTiREtRas i Sl T he oo EBhELHd 8
proportion of type Il red blood [ ] f th .
antﬂan@]@a:tsomhl@pamnl@aem bbtpiteny ?0'88535@?'5’ R%Qtegfﬂ%eﬁr@‘ie"l han
50% 94. A nmethod as in claim86 wherein the subject's
fraginenty, peptidesytsrall grodeaudes, (i aptarnes, heRNA aptgmarsy .
95. A nethod as in claim86 wherein the subject's

spiegérheér@,t afiesel sorgs @Aty stivaen pide 868 inyebitors cdauble er .
96. A nethod as in claim86 wherein the subject's

SrgS 2l SHALEHARANAR, Lensa B0 Solmmmors e
popide ftIBEARE T8PRorS: af'm 66 wher el n the subjbet's
e o ookt it 32 TB ler BePeie by R ABlorng
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CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra venom factor, FUT-175,
complestatin, and K76 COOH.
75. A method as in claim 70 wherein the proportion of type lil red
blood celis of the subject’s total red blood cell content is greater than 10%.
76. A method as in claim 70 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 25%.
77. A method as in claim 70 wherein the proportion of type lll red
blood cells of the subject’s total red blood cell content is greater than 50%.
78. A method as in claim 70 wherein the subject’s platelet count is
greater than 40,000 per microliter.

79. A method as in claim 70 wherein the subject’s platelet count is

greater than 75,000 per microliter.



100. A nethod as in claim86 wherein said subject has

a greater than 40% PNH type 111 granul ocyte cl one.
waems/oAenet hod as in claim86 wherein said subPeEUSINa5003225

an LDH | evel greater than o equal to 1.5 tines the

upper limt of a nornmal LDH level in a person. 102. A

metgmd oA mettodiasgn claioridwherein the subjests pledelpt PeURigs

admi ni stering a conpound to a subject, the compound
greggérqga§qggg@pbérrmm@|hgr_gr oup consi sting of compounds

whi ch bind to one or nore conpl enent conponents,

conpoundg Whh6h JiACKaitd 0 WRIRRSIAHhE BuBfecPs eetituldByte count
cO

N enent conponents and conpounds which bl ock the
. actjvit 0] or. e conpl enent conponents. 103. A
1S %?‘f?&&q%{kgéﬁ( @@aﬁ%“g‘%g wherein the step of

adm ni stering conprises adm ni st

) i ng, an,,ant. -
2t BBodyA mebod B RN 40 WS dns e IBBohA Tl oGy count
_ conpound is an anti-C5 antibody selected fromthe
is gyeatey team$RE i 10 [T IEYGL. 1- mAb, h5QL. 1- scFv and
functional fragments of h5GlL.1. 105. A nethod as in
cl agg) 10 mb#iodi as inhataisd Zp wifereidrthaissibfact s getieuipeyte eount
adm ni stering an anti-Cba receptor anti body. 106. A

is JBLRR9RAS 150 x| 6@ pBrifiér. wherei n the step of

selm n|t de;‘l ng ;:o rises adm ni st eri'ng a conpound

ol 1 o oM P SHi 7OUHATElTchid cyBleel RaFateater than
405 Bk foe R 3BTRS S Sgel rmers, ant | sense
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i nhibitors, and peptide nucleic acid inhibitors. )
greater than or equal to 1.5 times the upper limit of a normal LDH level in a

person.

86. A method of reducing erectile dysfunction in a subject
comprising administering a compound to the subject, the compound being
selected from the group consisting of compounds which bind to one or more
complement components and compounds which block the generation of one
or more complement components.

87. A method as in claim 86 wherein the step of administering
comprises administering an anti-C5 antibody.

88. A method as in claim 86 wherein the compound is an anti-C5
antibody selected from the group consisting of h5G1.1-mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

89. A method as in claim 86 wherein the step of administering

comprises administering a compound selected from the group consisting of



107. A nethod as in claim102 wherein the step of

adm ni stering conprises adm ni stering a conpound
w@etosoteo from t he group consisting of CRL, LBEXTZRI2005/003225

MCP, DAF, CD59, Factor H, c®bra venom factor, FUT-175,

conplestatin, and K76 COOH. 108. A nethod as in cJaim
antibodiesh soleibte coraplenagrdrinhibitoryfcampeunds, preiging, BERICKe| | s

of the subject's total red blood cell content is
fragihEmsepepiides, SA%4ll rhibRculespBNFodpiasnens, LiRNmapdamers,

wherein the proportion of type Il red blood cells of
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mcroliter. 112. A nmethod as in cJ]aim 10 erein the

subp@ct ' A method ast inclaim 86 whereindee St%ﬂzﬁt%‘geﬂ%g

mcroliter. 113. A method as in claim 102 wherein the
coripRs&s haminibiatiab et carnpound selgcteat feomtthagramo congistieg of

mc_rolllter. 114. A nethod as in claim102 wherein the
CRYY Eﬁs@CFﬁ  MEPCDIARC DB FatoriH, @bravenotrhimctdOFMTHUL,

pér. Iter. 115. A nmethod as in claim102 wherein the

S 'S T bl}g@ te count is greater than 120 x 109
cowéfﬁﬁ?@né%_nd%%§ I n%t hod as in claim102 wherein the
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blagekalbad e supiALs trakrealned Falicaateh & grepigrigan 10%

wherei n said subject has an LDH | evel

92. A method as in claim 86 wherein the proportion of type Il red

blood cells of the subject’s total red blood cell content is greater than 25%.

93. A method as in claim 86 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 50%.

94. A method as in claim 86 wherein the subject’s platelet count is
greater than 40,000 per microliter.

95. A method as in claim 86 wherein the subject’s platelet count is
greater than 75,000 per microliter.

96. A method as in claim 86 wherein the subject’s platelet count is
greater than 150,000 per microliter.

97. A method as in claim 86 wherein the subject’s reticulocyte count
is greater than 80 x 10° per liter.

98. A method as in claim 86 wherein the subject’s reticulocyte count

is greater than 120 x 10° per liter.



greater than or equal to 1.5 tinmes the upper limt of
a normal LDH | evel in a person. 119. A nethod of

W(i)mlm_smasimg proportion of type Ill red bl ood ceCT/ESWH5/e03225
subject's total red blood cdll content conprising

adm ni stering a conpound to the subject, the conpound
bei9fy seh enathddfasdmelaim 8f whpreio ilee subiegt s reticoigsdimagunt
whi ch bind to one or nore conpl enent conponents,

is FEARPURIS1BOKCID Pepditert he generation of one or rnore
conpl ement conponents and conpounds whi ch bl ock the

act ty r
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i,ste adn1n|ster|n an anti-C5
4Ugﬂﬂhagﬁgehlg%“ﬁﬁgﬁé%ﬁod as in cIa|n1%19 wherein the
ound is an anti ody. se h
o OTB cohdne PN TRiE 50 WHRsEin SuEStBIRel AR R IDH level
functional fragments of h5GL. 1. 122, A nme S in
greaterithan 19 emhel i hottheesthepurnerdia Af §P@Fmﬁg'-gbﬂﬁv?'§@§
adm ni stering a conpound selected fromthe group
pe@@nslstlng of anti bodi es, sol uble conpl enent

i nhi bitory conpounds, proteins, protein fragnents,
pepgpsles A memMdd dS\‘CI’e@QbihQ?throRWbﬁ@trﬁaeub;ecLeﬁNansmg

apt aners, Spl ege ners, antisense COfT'pOUI’]dS sSeri ne
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cobra venom factor, FUT-175, conplestatin, and K76

copRinenteomponents adzeompourids whichdlofieine activik OhRBE
of PNH type |11

more complement components.

103. A method as in claim 102 wherein the step of administering
comprises administering an anti-C5 antibody.

104. A method as in claim 102 wherein the compound is an anti-C5
antibody selected from the group consisting of h5G1.1-mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

105. A method as in claim 102 wherein the step of administering
comprises administering an anti-C5a receptor antibody.

106. A method as in claim 102 wherein the step of administering
comprises administering a compound 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



red blood cells is greater than about 10% of the
subject’'s total red blood cell count. 125. A nethod as

WO pooslozéonT 119 wherein the anmount of PNH type |PCT/DS005/003225
bl ood cells is greater tharf2about 25% of the subject's

total red blood cell count. 126. A nethod as in claim
strahdiodvRieAcsmall insededng RNA, lesed Welﬁqc'cﬁ) BB AR) ['s
is greater than about 50% of the subject's total red

peptbeafictsit beidduhibitors27. A method as in claim 119
wherein the anount of PNH type |11l red blood cells is
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bl 0o ﬁel ount . 1'28. A nethod as i n claim 119
corl AL erh BRI ((SomRetarm 196
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wherein the subject's platelet count is greater than
complesttin, pad Kﬁﬁ:é@ﬂl'ﬂ-er. 131. A nethod as in claim 119

wherein the subject's reticul ocyte count is greater
t hatoR0 A nidiBoges ihiclaim 1a3»hersindie BEPRstion OF ferilred
wherein the subject's reticulocyte count is greater

blobf 22113 2Pthe d@fed® totaltred bidRl céll cortbotisapeater than HO%L9
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b|oto¥lpceellg Io%t rgl%ﬂegtcél fo?alcljea 'Hfood cell content is greater than 25%.

110. A method as in claim 102 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 50%.

111. A method as in claim 102 wherein the subject’s platelet count is
greater than 40,000 per microliter.

i12. A method as in claim 102 wherein the subject’s platelet count is
greater than 75,000 per microliter.

113. A method as in claim 102 wherein the subject’s platelet count is
greater than 150,000 per microliter.

114. A method as in claim 102 wherein the subject’s reticulocyte
count is greater than 80 x 10° per liter.

115. A method as in claim 102 wherein the subject’s reticulocyte
count is greater than 120 x 10° per liter.

116. A method as in claim 102 wherein the subject’s reticulocyte

count is greater than 150 x 10° per liter.



135. A nethod as in claim 119 wherein said subject has

an LDH level greater than or equal to 1.5 tinmes the
waippen7dedmi t of a normal LDH | evel in a personPCL/BS8200$003225

met hod of reducing henol ysi$ in a subject conprising

adm ni stering a conpound to the subject, the conpound

bei 117 . s oA enatbdd esdmnctaie 2owhetain srisk suijedihasPERMES

whi ch bind to one or nore conpl enent conponents,
thaf @ee PAH$ tye thgraholokytehdogener ati on of one or nore

conpl enment conponents and conpounds whi ch bl ock the
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met hod as in claim 136 wherein the step of
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conpound is an anti-C5 anti body selected fromthe

Per§PBup consisting of h5GL. 1-mAb, h5GL. 1-scFv and

functional fragnments of h5GL.1. 139. A ngthod as,in
cl aj T@-136A\mféthép| of infseasiag PEPPAYARN 6 §Yfﬁnﬁhr§dgllﬂﬁﬁj cgllg of
adm ni stering a conpound selected fromthe group

a sobjest’s tétabrenf blaod icet coetent somptsising-adpiristering a compound
i nhi bitory conpounds, proteins, protein fragnents,

to tRERSULAIAS, theBdrhpdtincEseihg Selddi¥éd frotrather group-deNaisting of
aptaners, spiegelners, antisense conpounds, serine
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%oogr’rgo.ve'r&orz]ne{h%%t rgsr in é:I;JlIn ﬂg ,theor%I t?\sets%[i) gf agrr#]?nisKté?ing
comprises administering an anti-C5 antibody.

121. A method as in claim 119 wherein the compound is an anti-C5
antibody selected from the group consisting of h5G1.1 -mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

122. A method as in claim 119 wherein the step of administering
comprises administering a compound 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 acid inhibitors.

123. A method as in claim 119 wherein the step of administering

comprises administering a compound selected from the group consisting of



141. A nethod as in claim 136 wherein the proportion

of type Ill red blood cells of the subject's total red
whbwsd74set | content is greater than 10% 142. PCTESIN0§003225
as in claim 136 wherein theédproportion of type Ill red

bl ood cells of the subject's total red bl ood cel
CR¢phEXFERil sMBRADAF, CRX9, Fastor HZobya renemdagtori RUE Hiam
136 wherein the proportion of type Ill red blood cells

corfiplebizing LAt €26 SOQIHal red bl ood cell content is
greater than 50% 144. A nethod as in claim 136
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per mcroliter. 145. nmet hod as in claim136
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COUWMO 000 per microliter. 147. A nethod as in claim 136
wherein the subject's reticul ocyte count is q; ter
t hah2B0 A methogkas ini claim 119avheseipdha Ganeunt;af J\?'gitlmelﬂb
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136 wherein the subject's reticulocyte count is

ieater than 150 x 109 per liter. 150. A nethod as in

claim 136 wherein said subject has a greater than 40%
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eater than or_egual t o Lipes. hh iy
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treating a nitric oxide (NO deficiency in a subject
cownt|icted with a henol ytic di sease conpri sing

adm ni stering a conpound to the
127. A method as in claim 119 wherein the amount of PNH type lli

red blood cells is greater than about 75% of the subject’s total red blood cell
count.

128. A method as in claim 119 wherein the subject’s platelet count is
greater than 40,000 per microliter.

129. A method as in claim 119 wherein the subject’s platelet count is
greater than 75,000 per microliter.

130. A method as in claim 119 wherein the subject’s platelet count is
greater than 150,000 per microliter.

131. A method as in claim 119 wherein the subject’s reticulocyte
count is greater than 80 x 10° per liter.

132. A method as in claim 119 wherein the subject’s reticulocyte

count is greater than 120 x 10° per liter.



subj ect, the conpound being selected fromthe group
consi sting of conpounds which bind to one or nore
weevploasent conponents, compounds whi ch bl ock P¢EUS2005/003225
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conpounds, serine protease inhibitors, double stranded
pefd¥h. small interfering RNA, |ocked nucleic acid

i nhi bitors, and peptide nucleic acid inhibitors. 156.
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adm ni stering conprises adm ni stering a conpound

adﬁ@ﬂsﬁ%ﬁg 1%5@@?59% 96 M @GBS, M BEmMPbuRRbeirgelERed from

_ actor H, cobra venom factor, FUT-175,
tne S BN @ R e Eind g of nfip) corfpent
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wherein the proportion of type Ill red hlood, cells of
cotrpemeb} eemnpenemisANd cAMpPYHs which @B‘gf agtiyity,of ongor

than 25% 159. A nethod as in claim 152 wherein the
mé¥eosumpleatentcompoaentd. red

137. A method as in claim 136 wherein the step of administering
comprises administering an anti-C5 antibody.

138. A method as in claim 136 wherein the compound is an anti-C5
antibody selected from the group consisting of h5G1.1 -mADb, h5G1.1-scFv and
functional fragments of h5G1.1.

139. A method as in claim 136 wherein the step of administering
comprises administering a compound 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 acid inhibitors.



bl ood cells of the subject's total red bl ood cell

content is greater than 50% 160. A nethod as in claim
wazesehesoei n the subject's platelet count is gPEHUS2005/003225

t han 40,000 per mcroliter.56161. A nethod as in claim

152 wherein the subject's platelet count is greater

t h44075 0Bt asircelaim 186, wheRin theraiep &f adginigteding; m

152 wherein the subject's platelet count is greater

corﬂfi?fé@s HamiAREerite) a oaTpountieselect6@ from thet grotipazonisistiopaf m
52 wherein the subject's reticulocyte count is
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c’Ir al {n 1 2 09subj ect's reticulocyte count is
e [ per liter. 165. A nethod as in
Congﬂ%%tﬁﬁ'i*sﬂmfggbﬁe subject's reticul ocyte count is
greater an x 109 p ljter. . 166, A & i
cl didh- 15> matbed s "%Sf)adms% \gb@r%y\e&p@p‘g gfﬁ?{ggqﬁé@?
PNH type 111 granulocyte clone. 167. A nethod as |
bload ecls abthevsubiedtss total ted bisosaellrpntent i sreatgl ijan 10%.
greater than or equal to 1.5 tines the upper limt of

a npganal A kidhbe eelinictaim 186 wharein @8 propastiepaf bpe Il red
rendering a subject afflicted with a henol ytic di sease

blobd 2B UPIHY s UMIEG@RABE MEd BRITR tall cuntennis Rjreter then 25%.
conpound to thesubject, the conpound bei ng sel ected
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grgck the ge e?ptso ofcoggonents, conpounds whi ¢
bloge Fetmentne stk i tod M Che ERBRACRE SR than S
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greater than 40,000 per microliter.
145. A method as in claim 136 wherein the subject’s platelet count is
greater than 75,000 per microliter.
146. A method as in claim 136 wherein the subject’s platelet count is
greater than 150,000 per microliter.
147. A method as in claim 136 wherein the subject’s reticulocyte
count is greater than 80 x 10° per liter.
148. A method as in claim 136 wherein the subject’s reticulocyte
count is greater than 120 x 10° per liter.
149. A method as in claim 136 wherein the subject’s reticulocyte
count is greater than 150 x 10° per liter.

150. A method as in claim 136 wherein said subject has a greater

than 40% PNH type lll granulocyte clone.



conprises adm nistering an anti-C5 anti body. 170. A
method as in claim168 wherein the compound is an

W@esA@s0ant i body sel ected fromthe group consPGL/USPO§03225
h5GL. 1- mAb, h5GL. 1-scFv and7functi onal fragnments of

h5GL. 1. 171. A nmethod as in claim 168 wherein th
of #hlni r mathod@sdoeipimst3s wheaiain saisksurjedt f&ﬁq%}bﬁPy [evel
selected fromthe group consisting of antibodi es,

greafirule of eqpAlEoENS tines thistupper doipafimdstmariddiles! in a
protein fragnments, peptides, small nolecules, RNA

perggﬁ_amsrs, L- RNA aptamers, spiegelmers, antisense
compounds, serine protease inhibitors, double stranded
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't or nucleic acid’ inhibitors. 17

A method as ip.claim1168 wherei ] t
it wiGeufenghebfiads o Aghlifist R Shampgund to the
selected fromthe group consisting of CRL, LEX- CRl ,
subjist, teeompoBed beig le¢ied v m&m FONSISYINg Ut 175,
conplestatin, and K76 COOH. 173. A nethod as in claim
corbpBuhds thioh Inindrio icsieray roke careplesteni @emmonests, reMRUNAs
or nore conpounds that increase hematopoiesis in

whidhhlbBR i geérafion @F 8ne @rpeorecttoniplément cotripotieats amd
claim 173 wherein the one or nore conpounds that

co@@%@lﬁ@? i@vﬁé@{)@%ﬁ? o & akvitySof Flecsrmerd bmgé’iﬁem @Bipponents.

: ster ol ds, I'nmunosuppr ess
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globulin (ALG, 175. A pethod as in claim173 wherein
CORPUSPS aémwﬁtegm@r%uar\wcgﬂ@f ¥ton with an anti-C5

anti body selected fromthe group consi sting of. .

Egg% rrAA meted as iceainif mh%ﬂndh8|com%‘§ffw[ﬂs§fb?”“ G5
antibody selected from the group consisting of h5G1.1 -mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

155. A method as in claim 152 wherein the step of administering
comprises administering a compound 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, sefine protease inhibitors, double
stranded RNA, small interfering RNA, locked nucleic acid inhibitors, and
peptide nucleic acid inhibitors.

156. A method as in claim 152 wherein the step of administering
comprises administering a compound selected from the group consisting of

CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra venom factor, FUT-175,

complestatin, and K76 COOH.



176. A nethod as in claim 168 wherein the subject is
transfusion independent for over six nmonths fromthe

WO 200sH7480Tri ni stration of said conpound. 177. APCEUBINS/003225
as in claim 168 wherein theé8subject is transfusion
i ndependent for over twelve nonths fromthe fi
adni57. st rammetihodés iatlain digounerein e: PIRPREINLY fr%(Bei”rH red
clai m 168 wherein the subject is transfusion

blobd 68REHHBBtsUbRcre etal tewblvedrcelifoonientlie gréatet than 10%.
adm ni stration of said conpound. 179. A nethod as in

éﬁ 168 {(}(é}ﬁé@ b8 i BRI 2ROWhERSN Ble bitportin of Bpelliged

S of subject’'s total red blood cell content is
bl?whu i 'ﬁ“ﬁts%ﬁ% s#%ﬁa@*e@#om{%y“}%‘“l S gedsr Bin 20%
e subj ec t ot I
{ natebs method Rsieclia T2 Phefintg %@@%ﬂfngﬁ B foflSed
proportion of type Il red bl ood cel |l s,
blosdioptis of thet subjectisdatalired dlaasl selkentiiant 'Sugge@fﬁéﬁ?aé} 50%an
50% 182. A nethod as in claim168 wherein the

subj@mt ' A rbtabdlaatinaiaint 152 wireesindhe shibjectis plrdelepepunt is
mcroliter. 183. A nmethod as in claim 168 wherein the

gre%i’éﬂtﬁ h'49, M@%@ﬂrﬂicréméﬂt i's greater than 75,000 per
mcr0|ter met hod as in claim168 wherein the

su b | t er'”§§‘§8' a%‘ m 155 wHcP8hahe tshagaclé QIR pBUNt is

sub (5 iculo eogoﬁﬁtl Pscgflegl é? t\llﬁ\gﬁrgbnxt t11ce)9
gre@gt) J% (%Ber 'R"ﬁ%{nﬁ{)d as in claim168 wherein the
per 1681 A metipd 56 WAIRGE 188 WiSTeRdnp LB G P SREtts
subject's reticul ocyte
greater than 150,000 per microliter.
163. A method as in claim 152 wherein the subject’s reticulocyte
count is greater than 80 x 10° per liter.
164. A method as in claim 152 wherein the subject’s reticulocyte
count is greater than 120 x 10° per liter.
165. A method as in claim 152 wherein the subject’s reticulocyte
count is greater than 150 X 10° per liter.
166. A method as in claim 152 wherein said subject has a greater
than 40% PNH type Ill granulocyte clone.
167. A method as in claim 152 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

168. A method of rendering a subject afflicted with a hemolytic

disease transfusion independent comprising administering a compound to the



count is greater than 150 x 109 per liter. 188. A

nmet hod as in claim 168 wherein said subject has a
wW@e@anerot han 40% PNH type |11 granul ocyte cl oPeT/USBH5/003225

A nethod as in claim 168 w¥rein said subject has an

LDH | evel greater than or equal to 1.5 tines the upper
subjeciyithe compaumdrheing Belectagkiromiihg g5evR 6RNSIEYRY OA nret hod

of treating a subject afflicted with a herolytic
conflickdsaisiepiridsiongnedninoirs temipigment camponentape@mpounds

conpounds sel ected fromthe group consisting of

whiGt? BRRRHE ggﬂb%’tio@i SbricfoOmdre tompletninginepemgnts and

component compounds whi ch bl ock the generation of
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conponents; i onmbi nati on.M 1 h r fstari
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as in claim19 erein_the one or nore conpoun
comprigesaadminisiatiog anetisCaratisettct ed fromtgg grgapt e
consi sting of steroids, inmunosuppressants,
anti7a:0aghimathed aisdh claitaci &8 whetai) the gempear it R anti-C5
(EPO, antithynocyte globulin (ATG and antilynphocyte
ant@o@?ﬁél&té@h_@}n tHedgroup ctrisistigas hsG 1l ahAb,ﬂ%Gv\de%/mand
POis adm nistered in conbination with an anti-C5
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. 193. th j [ j Hi
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serine protease inhibitors, double
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 acid inhibitors.

172. A method as in claim 168 wherein the step of administering
comprises administering a compound selected from the group consisting of
CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra venom factor, FUT-175,
complestatin, and K76 COOH.

173. A method as in claim 168 further comprising the step of
administering one or more compounds that increase hematopoiesis in
combination with said compound.

174. A method as in claim 173 wherein the one or more compounds

that increase hematopoiesis is selected from the group consisting of steroids,



stranded RNA, small interfering RNA |ocked nucleic
acid inhibitors, and peptide nucleic acid inhibitors.
was/oAeuet hod as in claim190 wherein EPO i s PCT/US2005/003225

adm ni stered in conbi nati ordwi th a conpound sel ect ed

fromthe group consisting of CRl, LEX-CR1, MCP
imrraBpSuppressantsHant-ebagukapiss felicagidrironsgrythiepoletin %EO),

conpl estatin, and K76 COOH. 195. A nethod as in claim
anti%,?,ﬁ%d@wr gloBulif (APGY AT tantiynafhdaypeglobulin é8L6) ood cel |'s

hé subject"s total red blood cell content is
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50% 198. A nethod as in cl|laim190 wherein .the .
subj7éct ' A plethed es i olaim 168 Whe@Iking $fea S dgesfision
mcroliter. 199. A nmethod as in claim190 wherein the

indSpEHARSH f6r dVeRisid miontiitomi the dirgtaademinisiationfcals per
mcroliter. 200. A nmethod as in claim190 wherein the

Corﬁn}lygj"ﬁf__t' s platelet count is greater than 150,000 per
croliter. 201. A nethod as in claim 190 wherein the

subjegct’ LGul bfai iebhi a9
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subject's reticulocyte count is greater than 150 x 109
comppound.t er. 204. A nethod as in claim 190 wherein said

subj ect has a greater
178. A method as in claim 168 wherein the subject is transfusion

independent for over two years from the first administration of said compound.

179. A method as in claim 168 wherein the proportion of type Ill red
blood celis of the subject’s total red blood cell content is greater than 10%.

180. A method as in claim 168 wherein the proportion of type Il red
blood cells of the subject’s total red blood cell content is greater than 25%.

181. A method as in claim 168 wherein the proportion of type il red
blood cells of the subject’s total red blood cell content is greater than 50%.

182. A method as in claim 168 wherein the subject’s platelet count is
greater than 40,000 per microliter.

183; A method as in claim 168 wherein the subject’s platelet count is
greater than 75,000 per microliter.

184. A method as in claim 168 wherein the subject’s platelet count is

greater than 150,000 per microliter.



than 40% PNH type |11 granul ocyte clone. 205. A method
as in claim190 wherein said subject has an LDH | evel
w@e@anerot han or equal to 1.5 tinmes the upper PCTUS200$/003225

a normal LDH level in a perdon. 206. A method of

reduci ng hermlcgsi S in a subject having a hemnl ytic
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wherein henolysis is reduced as evidenced by a ’
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anti-C5 antibody Is selected fromthe group consisting

of . h5Gl, 1- 9l- sGgEv. and functional fragnents of
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subi&et 'A "'te(;*f'%qs %g dyc 1@0@%0\3{1?@%&66%@0]?@ %{églgy OVt an
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coupt ipgreaterihan 169pel ¢ Rerlddr-bl ood cel I's of the
subject's total red blood cell content is g?{eater t han

25%8810A niethed hedn ataimnl 68 wherehn caighuiedt hagea greater
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subject's platelet count is greater than 150, 000 per
pengodroliter. 214. A nmethod as in claim?206 wherein the

subject's reticulocyte count is greater than 8
per 1901 eA.method of treating a subject afﬁicted W|rth a emoI())/tic):( dils%%se

comprising administering: 1) one or more compounds selected from the group
consisting of compounds which bind to one or more complement components,
compounds which block the generation of one or more complement
components and compounds which block the activity of one or more
complement components; in combination with 2) one or more compounds that
increase hematopoiesis.

191. A method as in claim 190 wherein the one or more compounds
that increase hematopoiesis are selected from the group consisting of
steroids, immunosuppressants, anti-coagulants, folic acid, iron, erythropoietin
(EPO), antithymocyte globulin (ATG) and antilymphocyte globulin (ALG).

192. A method as in claim 190 wherein EPO is administered in
combination with an anti-C5 antibody selected from the group consisting of

h5G1.1-mAb, h5G1.1-scFv and functional fragments of h5G1.1.



215. A nethod as in claim206 wherein the subject’s
reticulocyte count is greater than 120 x 109 per

WO 208/074616. A method as in claim206 wherein PEEUS2005/003225
subject's reticul ocyte coum2 is greater than 150 x 109

per liter. 217. A nethod as in cl 06
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granul ocyte clone. 218. A nmethod as in claim 206
comieitimwilaiaccomipud sélastedrfrarmihe gveup gersistEtd ehan or
equal to 1.5 tinmes the upper Iimt of a normal LDH

anhb@éﬁ%k é uBleR&SrfiPIBmeht thhibitary idoathauindse Prateing, pesteinysi s
j ect having a henol ytic di sease conpri si ng
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net hod as in clai 19 wherein said subject has a
corgplestatin, eRd K7 type Il granulocyte clone. 222

A nethod as in claim219 wh d
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[imt of a normal LDH level in a
blood cells of the subject’s total red blood cell content is greater than 10%.

196. A method as in claim 190 wherein the proportion of type Il red
blood cells of the subject’s total red blood cell content is greater than 25%.

197. A method as in claim 190 wherein the proportion of type Il red
blood cells of the subject’s total red blood cell content is greater than 50%.

198. A method as in claim 190 wherein the subject’s platelet count is
greater than 40,000 per microliter.

199. A method as in claim 190 wherein the subject’s platelet count is
greater than 75,000 per microliter.

200. A method as in claim 190 wherein the subject’s platelet count is
greater than 150,000 per microliter.

201. A method as in claim 190 wherein the subject’s reticulocyte

count is greater than 80 x 10° per liter.



person. 223. A nmethod of reducing henmolysis in a

subj ect having a henolytic disease conprising
wa@ewsnisderi ng an anti-C5 anti body, wherein sepPCnUS2005/003225

conpl ement henol ytic activi®y is reduced at |east 80%

as evidenced by a serum henolytic assay. 224. A nethod

as 402. clARimetBad astie ckiim t9Pewhersin U5 auRjpeiseticylocyte

selected fromthe group consisting of h5GL. 1- mADb,
coulPRlgrbatsiiHaAn@ohuncd pariaér.f ragnent s of h5GL. 1. 225. A

Irr:a\} hodda;éI in cl a: Irn 223 wherein the proportion of type

. T | i ! ’

clefn;dsé o o8 e R ST (e a2

claim er.ein rtion of type Ill red blo
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the subject's total red blood cell content is greater
thah % 50k tAs|ll grametaeyte @lenen cl ai m 223 wherein the

subject’'s platelet count is greater than 40,000 per
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subject's platelet count is greater than 75,000 per
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subject's platelet count is greater than 150,000 per

perm c_rol i 'ter. 231. A nmet hod as in claim223 wherein the
$QBj ect's reticulocyte count is greater than 80 x 109
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reduced as evidenced by a reduction in lactate dehydrogenase (LDH) levels
in the subject’s bloodstream to within 20% of the upper limit of normal.

207. A method as in claim 206 wherein the anti-C5 antibody is
selected from the group consisting of h5G1.1-mAb, h5G1.1 -scFv and
functional fragments of h5G1.1.

208. A method as in claim 206 wherein the proportion of type lll red
blood cells of the subject’s total red blood cell content is greater than 10%.

209. A method as in claim 206 wherein the proportion of type 1l red
blood cells of the subject’s total red blood cell content is greater than 25%.

210. A method as in claim 206 wherein the proportion of type Ili red
blood cells of the subject’s total red blood cell content is greater than 50%.

21.1. A method as in claim 206 whereiri the subject’s platelet count is

greater than 40,000 per microliter.



count is greater than 150 x 109 per liter. 234. A
nmet hod as in claim 223 wherein said subject has a
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i nhi bitors, wherein serum conpl ement henol ytic
couttis greatef thancs¥ls d@” ger litesst 80% as evi denced by a

serum henol ytic assay. 237. A nmethod as in claim 236

whepgbn Ahaettoupasinctlaism 266 sdtardinftheraubjret'greligulocyte

consi sting of CRl, LEX-CR1l, MCP, DAF, CD59, Factor H,

VABPRIAFE®K 10FWEr Kigp, conpl estatin, and K76
CO%%SS. A nmet hod asyié-n claim 236 wherein said

su bjﬁﬁﬁt K%e&ogf %hefg%w %ﬁ647@f<@r5ﬂ"thb¥%jédt’b reg%%locyte

granulocyte one. 2 nmethod as in claim
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218. A method as in claim 206 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a
person.

219. A method of reducing hemolysis in a subject having a hemolytic
disease comprising administering to the subject a compound 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 acid inhibitors, wherein hemolysis is reduced as
evidenced by a reduction in lactate dehydrogenase (LDH) levels in the

subject’s bloodstream to within 20% of the upper limit of normal.



conmponents, conpounds whi ch bl ock the generation of
one or nore conpl enent conponents and conpounds which
whb@sk746be activity of one or nore conpl enent PCT/US2005/003225
conmponents. 241. A nethod & in claim?240 wherein the
step of administering conprises adm nistering aq
ant220C5 Améthodyas inglimR t:wheteinghe sompaHRs 33 eelected
wherein the conmpound is an anti-C5 anti body sel ected
frorh B8 \gk&Gp BoRsIStipPoCRl| hEXeCRASBICR,- DA, CRI5E1 Factar ik,
and functional fragnments of h5Gl.1. 243. A nethod as

cobrd v‘élnﬁhma%ﬂ% pOAL£74) doAfpI8stRNCAnARKTETTOODM.I ng

conprises adm nistering a conpound sel ected fromthe

agro COoRpsl St (0 : H ter

Tl el ] 2R Breil Reltbnbip IR SR

pe toi des, sma L nol ﬁg\% es, RNA aptaners, L-RNA
thapQsd?NH tps HharanelasyteflPP€ense compounds, seri ne

protease inhibitors, double stranded RNA, snall

i nt 222.er ArrgetRind, ad icitaim A1 mhieeeinsald pyIPE: s an L level

peptide nucleic acid inhibitors. 244. A nethod as in
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adm ni stering a conpound sel ected fromthe group
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245. il ' [ Ivti
pr og%\?’t [ %‘nméTHB?{/%ggpﬁ?nP@ﬁ@ %‘g%gglélygﬁ%?hta xfg@% hemolytic
. Subject's total bl X ' ; th
disgsp compis G atmuteiaing BN i GoREbERE, Wieif Sbftim t han
ti ft 1] d b d f t.
comwgraeet kemelyip APbdbR BaUGRH AL EaRt E0F- FLoYREaREH B Aan
25% 247. A nethod as in claim 240 wherein the
sepumpenolpiic assayype 111 red bl ood cells of the

subject's total red blood cell content is greater than
50%p24. A method as in claim 223 wherein the anti-C5 antibody is

selected from the group consisting of h5G1.1-mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

295 A method as in claim 223 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 10%.

296. A method as in claim 223 wherein the proportion of type Il red
blood cells of the subject’s total red blood cell content is greater than 25%.

297. A method as in claim 223 wherein the proportion of type Ili red
blood cells of the subject’s total red blood cell content is greater than 50%.

228. A rﬁethod as in claim 223 wherein the subject’s platelet count is
greater than 40,000 per microliter.

229. A method as in claim 223 wherein the subject’s platelet count is

greater than 75,000 per microliter.
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person.

236. A method of reducing hemolysis in a subject having a hemolytic
disease comprising adminjstering to the subject a compound 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 acid inhibitors, wherein serum complement hemolytic
activity is reduced at least 80% as evidenced by a serum hemolytic assay.

237. A method as in claim 236 wherein the compound is selected

from the group consisting of CR1, LEX-CR1, MCP, DAF, CD59, Factor H,

cobra venom factor, FUT-175, complestatin, and K76 COOH.
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241. A method as in claim 240 wherein the step of administering
comprises administering an anti-C5 antibody.

242. A method as in claim 240 wherein the compound is an anti-C5
antibody selected from the group consisting of h5G1.1 -mAb, h5G1.1-scFv and
functional fragments of h5G1.1.

243. A method as in claim 240 wherein the step of administering
comprises administering a compound 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 acid inhibitors.

244. A method as in claim 240 wherein the step of administering

comprises administering a compound selected from the group consisting of
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250. A method as in claim 240 wherein the subject’s platelet count is
greater than 150,000 per microliter.

251. A method as in claim 240 wherein the subject’s reticulocyte
count is greater than 80 X 10° per liter.

252. A method as in claim 240 wherein the subject’s reticulocyte
count is greater than 120 x 10° per liter.

253. A method as in claim 240 wherein the subject’s reticulocyte
count is greater than 150 x 10° per liter. |

254. A method as in claim 240 wherein said subject has a greater
than 40% PNH type Ill granulocyte clone.

255. A method as in claim 240 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH levelin a

person.



than 40% PNH type 111 granul ocyte clone. 277. A nethod

as in claim256 wherein said subject has an LDH | evel
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a normal LDH |l evel in a per@on.

256. A method of decreasing the frequency of transfusions required
by a subject afflicted with a hemolytic disease comprising administering a
compound to the subject, the compound being selected from the group
consisting of compounds which bind to one or more complement components,
compounds which block the generation of one or more complement
components and compounds which block the activity of one or more
complement components.

257. The method of claim 256 wherein the frequency of transfusions
is decreased by about 50%.

258. The method of claim 256 wherein the frequency of transfusions
is decreased by about 70%.

259. The method of claim 256 wherein the frequency of transfusions
is decreased by about 90%.

260. A method as in claim 256 wherein the step of administering
comprises administering an anti-C5 antibody.

261. A method as in claim 256 wherein the step of administering
comprises administering an anti-C5 antibody selected from the group
consisting of h5G1.1-mAb, h5G1.1-scFv and functional fragments of h5G1.1.

262. A method as in claim 256 wherein the step of administering
comprises administering a compound 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 acid inhibitors.
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263. A method as in claim 256 wherein the step of administering
comprises administering a compound selected from the group consisting of
CR1, LEX-CR1, MCP, DAF, CD59, Factor H, cobra venom factor, FUT-175,
complestatin, and K76 COOH.

264. A method as in claim 256 further comprising the step of
administering one or more compounds that increase hematopoiesis in
combination with said compound.

265. A method as in claim 264 wherein the one or more compounds
that increase hematopoiesis is selected from the group consisting of steroids,
immunosuppressants, anti-coagulants, folic acid, iron, erythropoietin (EPO),
antithymocyte globulin (ATG) and antilymphocyte globulin (ALG).

266. A method as in claim 264 wherein EPO is administered in
combination with an anti-C5 antibody selected from the group consisting of
h5G1.1-mAb, h5G1.1-scFv and functional fragments of h5G1.1.

267. A method as in claim 256 wherein the proportion of type Il red
blood cells of the subject’s total red blood cell content is greater than 10%.

268. A method as in claim 256 wherein the proportion of type lll red
blood cells of the subject’s total red blood cell content is greater than 25%.

269. A method as in claim 256 wherein the proportion of type Ill red
blood cells of the subject’s total red blood cell content is greater than 50%.

270. A method as in claim 256 wherein the subject’s platelet count is
greater than 40,000 per microliter.

271. A method as in claim 256 wherein the subject’s platelet count is

greater than 75,000 per microliter.
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272. A method as in claim 256 wherein the subject’s platelet count is
greater than 150,000 per microliter.

273. A method as in claim 256 wherein the subject’s reticulocyte
count is greater than 80 x 10° per liter.

274. A method as in claim 256 wherein the subject’s reticulocyte
count is greater than 120 x 10° per liter.

275. A method as in claim 256 wherein the subject’s reticulocyte
count is greater than 150 x 10° per liter.

276. A method as in claim 256 wherein said subject has a greater
than 40% PNH type Il granulocyte clone.

277. A method as in claim 256 wherein said subject has an LDH level
greater than or equal to 1.5 times the upper limit of a normal LDH level in a

person.



