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METHOD OF TREATI NG GRANULOVA ANNULARE OR SARCO D FI ELD

OF THE | NVENTI ON The invention relates to treatnent
woredosoe7f or granul oma annul are and sarcoi d. BACKGROMMR0342

OF THE | NVENTI ON Granul oma annul are enconpasses an

uncommon beni gn group of granul omat ous di seases t hat

i nclude | ocalized, dissem nated (generalized),

subcut aneous, and perforating types. Approximtely 10%

t OMEBHOD QEtTléFmi ING/GRANEEGMA I ANNGLARE M SARCOID

annul are (DGA, also referred to as GGA), which occurs

primarily in adul d. L d by nultiple

di screte or conflE@Eﬁﬂpa*ggﬁgﬁ&h&hﬁgkﬁier an annul ar

or THRNAWNEbA Fel&id BaaiREAt dRethddsForkmn @6 afinulare and sarcoid.
predom nantly on the trunk and proxi mal extremties,

and patients Mﬁth DGA nay present Mﬁth hundreds of
| esi ons. KIGH e Hj patlents

report synpto rurltus or burnln sensat
i SRy f"sm@sﬁe& st ep B SRS fomatous
dlseﬁﬁﬁaﬁat Phcledd begred, alidsemdiatedn ganislalled); bikcutanb@is, and perforating
eneration in the mddl e and upper derm s surrounded

tYPQ?ygBBIIOP‘H%ﬂﬁg} 0ol @%ﬁf patipnisdray e dissempingipd geanpiogna annulare
(DG%’ p“%ﬁéﬁcg’%? '{‘@Ls é glch?&fc&ﬁg JR&%@ 1h9‘21h1‘t§ z{nfi‘itlg %helchtQ%%d by
multlphxd’ls;qnétageec)nfhlaﬁk ;iapnhkl odthtedther ail dninolaghr mcmmmnimsconﬁguratlon

heori es ve been p 0 L ain the cauyse.of
 DERGRES pectaiieandy onThe BoRC e eRom x Bl Gnd Beictiytith
DGAI xﬁﬁ}aﬁ%@sén? (Bth hende8s 6flesiond m@£§}ﬁ§ﬁ§na|td?§ bh@@urd of cases, patients
vasculitis, trauma-induced prlnghéynecro i 0Si S,

repqrbmgtome of plusifescorGlming seveatioins & Hlistalegicelyi dP@4 typically is
] t
craERETBLAL o USRI oYy YRR Rl b S

andeﬁppa{ denil&%ﬁ)roﬁn(ﬁe\lﬁrpahsddhﬁgemﬂmw@ edlts thslgiistiisappears
rol g for Tcell- nedjated processes in the p ogenesi s
norgpl. grg}wpﬂﬁe%m;rb@*éatemﬁ)%taéﬂp %CQ a mixture of

mﬁﬁﬁ?@%‘&ﬁ%ﬁ eSfanl MenpiRIcPRE4 T (Th) cel | phenotype,

ntified as e dom nant | ynphocyte in
gr ahlthomgh namerdua theoring hdvierbgeproposed tdekplaimtthelcatise obglaguloma

anmfie, el oe TR s BB RETE Eeeegn R B e ASm G mgtuce
vasEudis O auan - ihtilfrced)prikdarfnberobiows) rﬁbnd’ab@ti@ €L oflIBkERhRY ehAymes

granul oma _annul are | esions. ' ' It has been
causipgpecseliatic egeneratien. apd ﬂmmhwmtm%atsql delaygdfppersensitivity

rea pr%h &%H:w%ﬁ I‘r{( e-{ﬁp h E9’§o@ébéﬁi ks (&[H/M@ﬂ:e%gé&?a role for T-

e ence o nown’s speC| ic antl gens)
cellfakdioted gprdugsses or the ppathngenefis af panglenraamhelarco A ctivated T

B e RSN BEBSA by e o

the dGFRARUYRIFRoARNIH BhRu1biAS hRMTark Yiil6alch ' 'PREBIatdd Tiodell3 secrete
to 4 years, and follow ng spontaneous resol ution of

vanpespr@nsﬂanmatepywtqwso@eludmg imtedeukinss interfeyprry dHMNY), and tumor
necros1s%<g§r-& (TNF-0),'? all of which have been detected in granuloma annulare

lesions.'""® It has been suggested that initial infiltration of a minor, antigen-specific T-
cell population (driven by the presence of unknown skin-specific antigens) is followed by
recruitment of a large number of nonspecific T cells by means of nonspecific

inflammatory cytokine and chemokine production. 14
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regi men or approach enployed in the managenent of
patients with granul oma annul are. Furthernore, the
WO e®porEe’ t o | ong-term conventional treatnment PGI/US2005/020342
general ly poor, and in many cases, the risk of serious
toxicity does not outweigh the benefits of treatnent.?2
Hov@ragiilomaainh¥ldred ediorizetypiosinepersiad foy3 (i ) sfyézgu,raindgolmngs
t he | esi ons can persist indefinite ,
SpopARGas E53pIUHIRE PSS I08S. HEBSIBBN OG- e@ Wﬂ%ﬂ%tﬁr{déad treatment
C t
reglflrgeﬁ%ﬁ%é}?rpléﬁ ﬁﬁ‘éﬂe)?% l%wt;%) I&%C H&ﬁt 0 gérgtrsn 'vxiﬁ’i Fr&hdiiRh Banulare.
Furthermore ot egspomte 1@ Bing3efnu mamentumail tteasteetls g@ﬂerpli;y)pmreaml in

marglg(f%?%sx%l{egﬂa légrtggl/s_\ ém?l&ya oe§ p{)éf}ﬁtﬁroggé | ll)'lerge 1ts of treat%nen%
Hodawéf %MA ‘éﬁ&ﬁé’b&ﬁleﬁc&l fﬁ@ﬁ@ﬂﬁmg]a%d%g t}?eae%l%ﬁé?dag%s‘ijs@ 34
e C or anbuci | | of azi m ne an
indgieh g yagenesonpat hdshbies by becr T B shedsge, cluding
cyc{?gfcﬁrf 16 eaé éregl lgg*tf e§§ ﬁ%af}?& aﬁ s‘%érﬁl%tcog do¥teroids 2

furmlaglb aélate@uegs frpsurdlens plgs ul‘ﬂrlaeloldﬁ A WAnHﬁﬁlbaassm iodide,>"?®
toxi city, many of theg rﬁ treatnents cgnnot beggs,as
pen@eﬂﬁymngt Sloptrab Yifgip £al hydroxpgiorogyias.e dapsonensad piggingmide,’
lowRSdist BhlofRtRA * TP clorahig Qﬁdazﬂy |1$U§y%ﬂ9§él 1ﬁ151§1torT§1§s vitamin E.*®
present I nvention satisfies this need and provid
Mauy disthededreafmengs arh assowiakdd voigh pcppmaélmhafmﬁﬂmﬁh effects and require

clinfeal e RO oPe O SB¢ Iooeis FoplbvF Koy mran B GRee

treaBNé$ o ulintihRitPed¢hromEfBl d di sease conpri si ng
adm nistering to a patient having the disease,

t heFhsethereda pgeddpr a betteranethasi pfitresting grappiama annulare. The
t

proBf 9O IR (TF R0 8 JMASIRLATURYR) b Bparen rom
the disclohee tieloease and reduced side effects that are

associ ated with conventional therapy for the disease.

For exanple, convent i onal ther apy Wi th cyclosporine

carries the ri sRUMMAIRYOK ION di arrhea may

be "ﬂleﬁirgs%nﬁﬁltrﬁﬁfon (%\ndé‘sl ﬁ%@tﬁb@‘oﬁﬁlév'iﬁﬁi"g'%ﬁuloﬁbgnnulare

present nmethod 1s effective to resolve e granul oma
condmmm atrmqmd tiisens@ compitifisg adminmsteringt to @rpacenttlhemgplye dis¢dse, a

ant a n| st

I
therlag%léllc? ye%ffec& mnH é{f an tf_?ﬁse 51 gﬂtgig?rg% g’ @ogs (():fat%e invention

havé deHéhafesTuShiefihg Paid GhpiolBflerit 4R resblutidn ®P €l disease and reduced
enbodi nent, the granul oma annul are is di ssem nated

sideptfasts thatareasiosialed withcanventional tharapy fo therlisgasedzgr expmple,
con@¥ioRhl thg n%ﬁtn %2(?10%011&1@ %]a_x&&g ?d%qgsk'd? Y& H%nc'tlgn and diarrhea

certarn e ant agoni st

mayald a silé&Affeat MlﬁMMmmlmnMBnﬂ Thdprsan tnddunﬁyts effectmaeo resolve

enbodi nent,. t hel FA-| h% nist. is.an anti.- Clh)l
eﬁt

the gr3P BRI OHIB 7B Iheien B FreD s i Asbay
antdgdn®f.al i zumab.

The granuloma annulare can be localized, disseminated (generalized; DGA),

subcutaneous, or perforating type. In a specific embodiment, the granuloma annulare is
disseminated granuloma annulare (DGA, also referred to as GGA).
In any of the methods of the present invention, in certain embodiments, the LFA-1

antagonist is an anti-LFA-antibody or an anti-ICAM 1 antibody. In one embodiment, the



10

15

20

25

30

35

In the present nethods of alleviation, to mnimze
side effects, in particular infusion reactions on
wa nb#/imb77dosi ng, the patient can be adm ni st erred/U$2005/020342
ant agoni st conmpound or anti body at an initial
condi ti oni ng dose before the therapeutic dose, wherein
LFA-hantagoniit is on amthdRisle angbadywdn onhembedimenty theavticEPEla
anugcf : }ola“ﬁzu the LFA-1 antagonist is efalizumb, the
N 58 n ‘be adm ni stered at a dosage of between

0. 3nEHiedent hethodgof dileviakien, etﬁ‘mdmmea tide tffectgfimparticnab
anti body is adm nistered at | ny/ weekl y. 1 n anot her
infugiop gepcHBmt on ivftial dosing she Bah&ah@aﬁ.@taéﬂwstafedzh@wn@gomst

com‘ﬁ%ﬁ& Ir an ﬁ%g%}? tta%tql’nlht'a:ﬁcedndat Iﬁnﬂ%ocmsé‘)e FEfe 'tl?brfﬂ g{lg ab%?@herein

¢ I'n one e mnlstee
the carddtidnimgndasg idloser thin dfeatherapemic dose. OWhery/tkg LFARI antagonist is

further. embhodi ment, the antlbodylsa ni stered at an
efal P o hecBREPeY Gt g dBuS et 28 Hhtpe g Bty e Re i€y
4m %§ kInfd?feI AWM rdht Ahél eRRzhat ALYy VeRkliNisfefld Al nlghaSkeekly.
weeks. | n separate embodi ments, the patient is

In aa@ﬂmmnsbcehlemtt ¢fehmeqb| 19 admuvisigred ot Z:Ing’dsg avesklyl Yghag therLFA-1

/ S S of
antagBs R i A TEs i 1% SRS Inetrinf Rule ekt Ses g
condlifienid 086X, efhlizughap €0 Thighch. &ivh adiHee Binbodilient, B ahtibody is

ant agoni st _i.s .adm ni stered subcut aneously.

dRRBIGERR AR it conditionigg dgsrotfi & medkedmngitag é&sweek foffowed by
a dds?t)f Fl?ﬁgﬂk%at | n f{nnatqgéét waetei?se gé}htg‘:éﬁ‘fb%df?ﬂe ntd) %e:;ﬂ%ﬁlg

gr anul ona annu and sarcol d,
adrrﬁmalntedgbﬂwsekly threrdyeucidoseiod tlmwcg or2negrhg toxt weaksyl It Weeks or
24 not her therapy, a second therapeutic agent or an

nosuppressi ve agent. The second therapeutic agent

I S Iaehgef 8¢ ehibotinidh® St PreSéhh Hietidde o f BlleviatileABP@iktARE, in a
|sotret|n0|n etretlnate toplcal and systenlc

prefered pmbediment, the, LFA hantagonist 1§ adwinistered gahsuianeenslyp iy another

it
emlJé)en %¥ :ﬂ?é l‘I?II&AI?‘ aQPgXQ%%Ig}QQ@?@%#@%% 3I>'(yc hl or oqui ne,
dafaang pf thie@aibodinmehes of thevndtind of Ia]leman‘(glmhﬂmloma annulare and

cl of a ne, and a 5-1i poxygenase inhibitor.
sarchic] Hp e | igRHie con G AP creg e carmmistion ik angthst fherapy, a

seccd@RérapcuticlaBéf ok Bh ﬂﬁmﬁﬁo%ﬁﬁe@sﬁ@@ﬁgeﬂ? THREORS theRBARR agent is
t herapeutic agent is an inmunoadhesin, in particular,

selegied froiny the mupmmsm ¢i§cycrph1eorm@c Adetiniosn, gpetindte tepjeaiand
t he LEA: oni. $
v it RQACRIT b B B AT EA: A g,

potdssiugi ibbide, pﬁhdﬁﬁfylli‘ﬂel topieal wl‘ifalfmﬁip #gdrogjchldrequirg, hl@ﬂsoﬁlﬁ:
the inventjon is to allevjate granul oma annul are_ o

niacinanige.dorioge phlpragpucil H9fariMHRe: ARG AV IROXY BPEY lahlbetﬁéplus
vitaf i B3R oRE erfibRAhERN the WD 3}1&9&&1@%&8&%& MSfakf?mHE ber

erapy used to treéat t I sease. | R one enbodi ment,
cyclps;tqrmat Arnathengecohéd tlwr@eaticeageat ®apeminemoadigsianin partlcular,

EnblreQ@ quevwe@

The second therapeutic agent and the LFA-1 antagonist can be administered
consecutively, sequentially, or a combination of both, in either order.

Yet another aspect of the method of the invention is to alleviate granuloma
annulare or sarcoid in a patient suffering from a relapse of the disease or a patient who is

non-responsive to other therapy used to treat the disease.
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response or i s non-responsive to cycl osporine or
clofazimne treatnent. Al so provided by the invention
wo s00am2d@rti cl e of manufacture conprising a CONPEI/TIEI005/020342
contai ning an efalizumab conposition, and a package
insert indicating that the conposition can be used to
treat dissem nated granul oma annul are. BRI EF
DESCRI PTI OF THE FIGURES FIG 1A and |B a
phdf o8 SRedigrent: paticts having Hre 41f?éseplaﬁxgm°n§m£.aa ARadgavae
resp%n§ep(911s RO Yésg&%l\)'e BcyB6L ik br Dot phpwRgmesee! | ent
clearance and are representative of the patient's
ov ehlad pravelkddiyske inyentiomas ae atticls effmarhdacture icol@priging a container

%ntl b0d¥tia FIG, IB |s aﬁcl %éeu of F . @A@w k}gD

<mnﬁﬂﬁﬁbﬂ%§1E@ﬁﬁﬂn@ﬁ%ﬁﬁh@&mﬁﬁ&ﬂ@&ﬁﬁﬂ&ﬁ@hﬂmﬂﬁéoup of
gr anul onat ous di seases that include |ocalized,

di ssem nated (generalized), subcutaneous, and

f ti ' J f
B:{iggf‘s' . ¥ DRSCRIPLIBNOK THR & SO o (DGA),

by }ﬁg’l ?{ﬂ\&gaﬁﬁsl 5}%& ?%tbg%Phs{:‘%fﬁﬂ%‘héé %‘? tﬁeispa?llgf’?{ ?ﬁé}ﬁrh' ﬁ(? 4 spot

uent es Wit
pre\aﬁuﬂ}ﬂ affiéaed by Dmnﬂmmh@exoehﬂftlc@!arabe anid arD@#preseatatise of the
don1 on the trun ex ties,
patifpieh St Eistroh forasime ‘iptﬁ R 306 56 a lose-

up &fF3GON8: I n approximately one third of cases, patients

report synptons of pruritus or burning sensations.

Hi stologically, DGA typically is characterized by

ar GUETAILED DESERIETTION O F ik ) BR FHERRED EMIMDIMENTS

de neﬁatlon i.-n the mddl e and upper, derms s ouq

by PAPIOTA ARG T PSRRI S AP RN henien; %%?Hr‘i’frsgan“ Sftous
discaRReBdt Snd@ddBLalizEd Qhés@ﬁﬁrﬁtf@@@@de&‘aliz@ﬁ) ktibcatasous) akdFPerforating

are primarily conp osed of a m xture of hlstlocytes
typgsprppiopingjely)! O3nte h%/wgﬁ@%ytl@éwve disseainated gemuloma gpaulare

f h

OGRL bk Fhurs BRniBEAy BRAE ald'S chRaBR Ay SRR difrarc or
conflhent }palblhed with eltlmrradlahmdmr mrrnodamliai&bnﬁgﬁlramh; @GA ioscurs

uccessf ul "al | eyi ated” of a.granul oma annul
prodAngagLly o1 thé itk nd s A5 e T e W UTPES BADURCR gravappesent
wﬁﬁ-h:ﬁldrecﬁrbtf@&ﬂﬂs Sin a%ﬁr&xhﬁatb&‘@l@&h?d‘o%@@sr Qét%tstr@pérh Symptoms of
met hods of the present invention, the su Lect showis

prulotbs er blanm sensations. Fhsteloeisbils DGAtEpicdly is shaspctatizedhyeareas of
collg%en Eratio mﬁ%g Sz}gtllﬁqﬁlé | e%g’r?érg%%)g@th%fmltdﬁﬁe a%digsg s

are ore recel vin

sunbﬁﬁﬁﬂr@rﬁallsdﬂi@ iffamiiabdily @eldy; teSepidenBysappedrs naieal f The
i nstance the sjize and nunber of skin | esjons

inflgmatory Briilizatenind G arpPamaghyinompesst ofHRIdHE o Bistigyyes
t t. Al t hi
g Sl P ent 1 st o can achi e
di si‘a\yblpemﬂ oethe fongxt ofghtgnghqﬂs oggbnptvglmpn refers & therapeuti¢ treatment
whe%grgtgxg Q};g‘? is tt) lés&g t}féﬁ) {hgl%%‘s c§n<ﬂ9)tn of gﬂpljdgrt 9\ %bjga\{géugceggﬁxlly

gns a ons after receil ving
“allgvpagegt’ néqngranuloma annulare disease if, after receiving a therapeutlc amount of an LFA-1

antagonist of the invention according to the methods of the present invention, the subject shows
observable and/or measurable reduction in or absence of one or more signs or symptoms of the

disease as compared to baseline levels before receiving the treatment. The measurable signs or
symptoms are for instance the size and number of skin lesions. Reduction of one or more

symptoms of the disease may also be felt by the patient. Alleviation can achieve a complete
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preferably the patient shows inprovenent in signs,
synptons of the di sease by at |east 20% nore
wroef/erapl y at | east 40% even nore preferabl yparu$»esd20342
50% nore preferably by 70%or 75% nost preferably by
90% or greater, such as 95% as conpared to baseline
TeSROBSE] F“éi%ﬁﬁ% defied awdipsnposraeccalall signs ersympioinp@r a partial response. If
the BARBES Bt bmpIERBLIITAY oﬁﬁ&sﬂlrﬁmé Q¥ ETRY Eynhﬂ? !‘ﬁteﬂe@&ﬁﬁ?treatment

are readi |y measurabl e by routine proocedures
prefegsbly “i&ﬁﬁf’gFIE |S‘wsempr@bm@pm signg sxrnptpms pFihe fiscagg ty, at least 20%, more

prefefaBlyQPiegst 4@% Naveh SbledhdrQably §tf1€'«fs§50t’/9 n?b%r@fe?ab%%?h@% RF75%, most

éhe ag ent in a conti nuous nod ose
pre @B’tYé’y n eor %fe?teassuftbaSr?é?/wsaiOﬁlpwﬁ%tq thname@h@mweuﬂeee
parzﬁﬁ&@@for fR&skinY kdc}déssi{lptfeaﬁﬁbnﬁéfdQng%den%f inQfk &lgea%]e ap@readlly

"I'ntermttent” adm nistration 1s treatnent at
meAAYC AbioutRE At miaptorbticiameiapprapidtoskill mhe art

r at'fiBFonic3 aBiflistrGtidn e A tH a@minfitratantivtd z%@ﬁtfkg n{jep&fﬁtmﬁo%s thode as
e which attenuates or reduces the frequéency or

°pp83§3 B M ApuEmodpse s ipgaaintaig sherigigaldherepeatiq o Es(a%tg’%hﬁomfeﬁ(tended

perivdl bhtiaél m‘]ﬂteﬁh&téﬁt" admiafstiraioh NE redgeH it SOIHRE H&dcon&@ﬁlvely without
condi t.i oni n&s e may be a therapeutic dose, a
[

integypiiophuf R Hé%%atur% t herapeutic dose is a dose
whi g hc&?ﬂﬁlﬁcﬁilﬁgsd@e? el &Rewhich Rich@fts &r}e&&%s Hﬁtﬂeﬁgﬁn%@ the
e

a_ subt herapeutic dose is a dose which dose not
severity \9é figsh 80t adverse sigde effacts hssopiated avith adngnistrationtof a therapeutic

o8 B0k K e KL B
therapkmtln ideseets adlob© whicheehiblits & h}wrapﬁlﬁc efféa @)hltN@pdtfénﬁénd a sub-

1 attenutln athol ical s tom
therpBR 455 R0k MicD PRt eR i 4 tHoHP I SEkeethe patient treated.

meas Ut'héﬁb&lticﬁﬁfr @M@&Fz@tamoluﬁts‘ $6fersl t thS Rt eo 8&&&%9{)%30 r

duration of synptons) which occurs as a resul
(amgynthof ankF Arlnantagosistiadroingitered Themsyd tras areaffevtiveyin at least

sl A5 Sy TR S RSl G

mea&ﬂldblbhﬁpftﬁ/aﬁﬁn@ﬂesﬁhﬁ t8e bévegity) Ext@ﬁﬁﬁrtﬂuhﬂﬂ)nldf@ﬁﬁg E‘Whidﬁ
e.g, .in the size and nunber of "t

°°C‘Fé & 6H‘§ult®f fhe g5enulemma pmaare disprer. pﬁly%mmmwn@fnayk«m with the
types B€ gAhhitontainhilald; BHELGH! fie fsgrpettogﬂrbf%}iﬂrch?a%%%n Yo I M lare

I'S an |ntegr|n receptor I nv rence
dlsordqr entbdtelrmasas oﬁﬁe‘tedtmg@mmatmngfmtplf@remeﬁubxuhe syrpdomk e, in the

o RSB o e e e e
r efoETASI Kl@ul&fbyﬂﬂﬁ;h&ﬂﬂlyas%dieﬁé‘d 81 R8P rzlﬁtmt %ﬁrhl%(:e;ﬁﬁ inboled in

or CD18 or both, but also includes sol
cell pdfierence interapiians. d-degl consiggs oXThe/wI subwnt €Dbéll 4 adathe B subunit

.al gne d t o an i mmunogl obul i n sequence),
CD%(S{I&% i3 exﬂr%ssfc{ﬂl/%ﬁ? UKV agment s t hereof, or ot her
nolTae tﬂrﬁ‘ns' [Fapa Ehﬁg@rﬁlst" BbhdoAlly feeert Rear diftl%f)é‘ﬁ@h'r&?e(ﬁfgamst either
LFA-1_and | CAM | . Suitable LFA-1 antagonists incl

CDldapr CEHS S RathwhrcHsq inpliudes IS AN el , splubleformoof [GAM-1 (e g., the

ICAM-1 extracellular domain, alone or fused to an immunoglobulin sequence), antibodies
to ICAM-1, and fragments thereof, or other molecules capable of inhibiting the interaction
of LFA-1 and ICAM-1, "

Suitable LFA-1 antagonists include any compound which inhibits the interaction of

LFA-1 and a receptor therefor, in particular, ICAM-1. The LFA-1 antagonist may be a
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LFA-1 and a receptor therefor, in particular, |CAMI

The LFA-1 antagoni st may be asmall nol ecul e, pepti de,
wQprood/ea3m]7 | mmunoadhesin, an anti-LFA-1 anti bodCT/0820@5/020342

fragnent thereof, for exanple. These ternms refer to

ant aIgonl sts di rect ed against either CDI la or CD18 or
smajbmglecple cpeptide pyoteiny én@nﬂ@?gibﬁﬁustanu agtielifiAed tamtlbedy, or a fragment

' LEA-.I a unit
thelk/-%\h? ?&C%gﬁ)a ﬁ?‘g%{ %nes | ncI ad réomgs éhrec S RRBAng githey (R Yaor
CDé8 oaboth ERreferdbly| tieuntlgonistlis dirdédd @08t tidd88 e CIBB1 alsubunit or

(e[€] R . Rothl ein, Boehringer |Ingelheim
LF&HQ ; 1 AP ﬁ%tlbodm@cégdeem Mz4g[5mgre<u@pt al., Eur. J.

Imgfof) L0228 (L TGEL BaCABR RS, BE0he P Bifnein

Phamseeenperlsn duh, Ruolgefietdy €T REGS (at 20A), afligEt aVallablk from

Imna%m?ec%‘ Fﬁ]‘??}%g (ﬂweﬂs @;BMGZ&&) | Ni shi rrHr 81.0 ets.’gln,ew

Apprbadh to [9fiund &%}Iﬁﬂlﬁ&f))dhﬁdw N} q{&rhﬂ{%z @8& épﬁng GEBA §igPa)
| munol . Rev,. 68: 171 (1982)7,
[Nighamprscas ¢4, ell. dmmunehnH)7: 32 (lﬁ&q”rmm@mmurw al., Hid.; 28622 (1985)],

L AT T N

DesaToB€; et(dly BeandodmAnap s3 0 7n286 TI 131 EP Vs é%nﬁétﬁ)és?dches et
i bodies. A preferred anti

ol fipraanb iy a2 alinariered gyl AT CC, (ybridoma
Acde&396i ho/ FIB M1 7) FRREHEFP ant%mgcgﬁal ﬁl{%lflgﬁﬁi; Hetférreg[a)léltl-

1l a anti bodies are the hunmani ze scr
CD] ks agtibodyPistadwimagized antilstly, ¢fhlizignak (sRcapgeerTE’; @Iehgntech CA). Other

e LI TR R T T,
6,03k BdniIsis aRbigenerally pleferpadithat @R ddti-eDANh hiddicd A8SndiQl cell
of circulating T-cells. In one

d Ievel
deplefio A THOMIES: DHS DN SUBMREODS the amariD Do dgiibatyoives not
equence of
redue B I%gégggﬁ%ﬁﬁs‘i‘/%{’"f%msm SKYLAVWQOKPGKAPKLLI YSGSTL
QS IGVRSRASEEGEET e HiTi 28 Bl QREDIOTTM Y GRELING o E BREIIAYEd6s the
VL ¢egéndefNO. 1), and the VH sequence of
DIQBYIQYESKIGAA SR GRS RISRMSANSK] RPNV EETLQS

GVI&D&FSW’FBBRETH@MWAWW @WVEIE (SEQID
NO.GYR¥ETTYF DYWGQGTLVTVSS (SEQ I D NO. 2); n anot he
enioodi ment, the anti-CD 1la antibody is one t hat

5 ;;:‘% he MHWM24 VL sequence

' ﬁ S TS YMNW VR QAPGK GLEWVGMIHP
S T 1V 5 PP B XIS R AT EREARSR ST

T

In another embodiment, the anti-CD11a antibody is one that comprises the MHM24 VL
sequence

DVQITQSPSYLAASPGETISINCRASKTISKYLAWYQEKPGKTNKLLIYSGSTLQSGI
PSRFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGTGTKLELK (SEQ ID
NO. 3), and

MHM?24 VH sequence

EVQLQQPGAELMRPGASVKLSCKASGYSFTGHWMNWVRQRPGQGLEWIGMIHP
SDSETRLNQKFKDKATLTVDKSSSSAYMQLSSPTSEDSAVYYCARGIYFYGTTYF
DYWGQGTTLTVSS (SEQ ID NO. 4).

6
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NO. 3), and MHW24 VH sequence

EVQL QQPGAEL MRPGASVKL SCKASGYSFTGHWWNWRQRPGQGLEW GM HP
WGDBETR7NOKFKDKATL TVDKSSSSAYMQL SSPTSEDSAVYYCARSAYBYB0 V20342

F DYWSQGTTLTVSS (SEQ I D NO. 4). Exanpl es of anti-CD 18

anti bodi es include MHW3 [Hi ldreth et al, supra],

ML & x2anpl g GT anti {CRarChaeidbodles incthde MHM23J Hildxgth eMEd syprbha18/2

OeGrmmLsrsthes Ndiid gl Jgxs, Masby 1% R SR oIl thstete eral, 1
cmPi%B mopt?) 1a'145 FH@E@%O)]‘ ﬁE%i—blké TRt ﬂ&%cﬁe@&%l tupral,

SUpr a Tayl or | nmrunof

10718 [VeBast Imsac(l&:%&y ] supaali 660. [Ta;fl(i)a«erwé.mML@EHMLJ7 1:

2o RLPSh, b0 e B B B o o
alsd WSkudi7Rg7ant i bodi es, are described in Hutchings et

al , supra, WD 98/51343, WD 91/1801 1, WD 91/ 16928, WO
91/Qtberexamplas.of rs’autabl% BAnl bindipggrdewlesyinchdineswribodigypare

desi3 A N RouopliEs 20ess b W R 3R g AL 91928, wo

91/86982 Cat) @at. Wpphn. 59)?)8368 WO 8)/15078/ W 064/1065253 WO 90/13281, WO
5,002,869, US 5 730,983, Australi

93/ GRIREN THRIOS30 BR ST A REI> B, 9 FP a3 508 B i B
5, 62”2%06%% s 497 50l s. %ﬂ%&% 4.3 @befde0eds 3973@'9%? Ruaﬁa\nﬁn Pat.

a nol ecul’ar “wei ght” bel 6w about 600 dal t ons,
App;]mr%rl a518; FRR100¢aM ER 23 EP 362526, and EP 303 692

nbi t
ok " REHIFR0IEBE) sdehbrd herbfa? mae Bl AR PR E R pout s00
daltbhb’f&ﬂd {slenérall{ WS opahRNMonp@und, 037, 454) . Conmerci al I'y
avai |l abl'e from Genentech, Inc., Raptiva is an FDA

app EsdlEameb (R apiya®)dpa recombinanbhymarieed Igﬁéﬂqaﬁmetype
' 1
mmﬂ?!ebql gl XSHLS%)U n{’] }ggPélﬁggt}g%@%ned u ncgIjjg {)fhéa}{sttsr%sczl6 gt fe:gs a?nt i gen

Coniméickdlylayaibabléd ﬁemslﬁlafrfeateeh dhc.JRaptiviads apFBweapprowvgd [dede for

PO eSO L AB PRl figh SERES P PTG At g e

ubffm‘?@ff lbuk&%rfﬁﬁétioﬂnaﬁsso&ﬁé&ﬁrﬁﬁgﬁeh QLPAL VyRRNhé E\ﬁ'fdce ¥R cells,
| CAM| contributes to the initiation and nmai ntenance

presmting LEAp] &oprlyedisg e4th angeif ifd liggndscinteyea]lulps aghesion molecule-1
5 f. h

(AN R PUNGALST TR B L

ICAMtle®naibutaaftb daniaitiation and mathtengngsaimultiple ;ﬁdm:ésses 1ncluding

s g St B 40 ISR RGP AL e, and
migPat{oR ot TUSpabasss t\é'sﬁla§oif19flalﬁﬂﬂ89ﬁ ﬁ{éﬁﬂ fsoftitic and

I njection. Reconstitution esmgeuse vial with
grarful@matous skin.

RAPTIVA® (efalizumab) is supplied as a sterile, lyophilized powder in single-use
glass vials for subcutaneous (SC) injection. Reconstitution of the single-use vial with 1.3
mL of the supplied sterile water for injection yields 100 mg/mL of RAPTIVA. Each
single-use vial of RAPTIVA contains 150 mg of efalizumab, 123.2 mg of sucrose, 6.8 mg
of L-histidine hydrochloride monohydrate, 4.3 mg of L-histidine and 3 mg of polysorbate
20 and is designed to deliver 125 mg of efalizumab in 1.25 mL.

“ENBREL” (etanercept; Amgen, CA) is a dimeric fusion protein consisting of the

extracellular ligand-binding portion of the human 75 kilodalton (p75) tumor necrosis
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mL of the supplied sterile water for injection yields
100 ny/ nmL of RAPTIVA. Each single-use vial of RAPTIVA
w@onsazitg7 150 ng of efalizumab, 123.2 ng of SUuRPCDES2005/020342
6.8 ng of L-histidine hydrochloride nonohydrate, 4.3
ng of L-histidine and 3 ng of polysorbate 20 and is
factdﬁ&b@t@dmmeinkv@t’o thebc @sgrtiafn (ﬁfﬂlﬁfﬂaﬂ Ug@h The Ft.dmpohent of
"ENBREL" (et anercept; is a dlnerlc usi aw -

etangrespetontainyihe SH2dpreginthe Cé@étqoér@ém aae hineg fegRe ‘btl 1od

f
donfB5 1015 R SRIALIER) 00 AR HUPEIND oo
its iperactiom with chlll surfiade gIGH F rec@prorsFit miubmmtﬂne attivofy dtldver cept

th
e b6 ARG BT R P e eld SPepigFlbr B
mormcm;iﬁl #®6diket GALILYinE Full Kigh rﬁ@xﬁfcﬂﬁiaﬁaﬂt%ﬁfélﬁ\ﬁ,__ﬁﬁwfs)peéﬁg

l ocks its interaction surface
antlbedaeqo&e@ sblsnet:lﬁcramlmd@); dnd aatibedyl fragradntsTigHong hthew exhibit the
" a 9dy. LS. use he broadest sense and
desg%em ?)Igl ?Cgt/m%\(/)e?lglcﬁ%é]ocl onal antibodi es (including

f ulAntioog ﬁagfﬁétﬁsﬂ donidrisa atpoktivai f %) full Metgth &pidoHY, generally the
ant j bodi es t%% bi s eC|f|c antlboﬂ%lé nd anti bod
antigenpbinding or yeri teten theregt okrampples phantiedy fragments include Fab,
b (o¥-1, -
Fab 'Fg%)gg Sagﬁgv m?ég{nsy ggﬁ%& dl‘l‘-lﬁnlsé}gﬁltﬂt)ﬁﬂgén t@flﬂgbé d{/l{aﬁ%@%éy
molgeares; ahd mutttsgecaﬁt a@dmdlns rfokimmegl fmm‘aambcmilyl fmgmegison

L bl AR e P RS s

frorA AtpopeIdii @S of ﬁbﬁﬁﬁt@a‘l@hﬂhﬁbg@ﬂédu@ QfYbJisELA!] 88 indiVidual antibodies
mul'ti specific antibodi es forned fron1ant|body

confprigtngehg RopUtationtass identinsh sxdephiar passitle patyrallyocpyegs mutations

I : . .
A i P RIS ERUIE LY 801y ot bng
direicted .agamktel sinpilé wtieaic sitat Fonhéremre darporitmbttg coireentional

0 are identic except for ibIe nat ur al. |
(ol e pieGen: Hatchgycnly ipr baB e Aptigides Birched
agaﬁlgpd*lmn%nt AROREH R epABpesh Q:Q&ﬁ%oﬁé&orﬁ'l G865 Reditdckéd against a

bei ng directed agalnst a'single antigenic Site.

singleidetprrinant on theantigan. rﬁmmwﬁ@o'hn@wlomlallmhp%wm ehaxpgter of
the ax% t}og %Pgl E alantg: ego%%{@%bcsilanéﬁ) goarlrﬁ(l% enag gulapon of
antidedies, ahd &nios td pédnepes) as @@ﬁhn@pﬂﬂﬁbtﬁdﬁﬂif thinti}wdy by any

directed against a single determ pnant on the antig
partigpdar mesdhqd: diorexynpie) BRAronorkearl Aatibediene heardiey @Foréfmce with

the hﬂ:@erﬁ‘ MveRRsY mﬂg bP EAL b9}gl§ hybrido oﬁfé%tﬁo@ﬁ':%@&&@ﬁﬂ)&i ﬂ}yKohler et

onbgeneous popul ation i es is not to
al., dongt 2oEd92619768)) or mayde pm@dlllxytremmh)ﬁant N A& meithnold jsebye g U.S.

j t hod.. Far " I
pard b Ea 68600 TR edele R 2e bR HG ST RUsh dognphage
antibBKERBraRes W tRE ta¥BAIQueyYdcsEebdaVM R T14REGh &FRY NAHnké BS1:624-628
descri bed by Kohler et al, Nature 256:495 (1975) or

(199@)?1“6 Marlssiel abyJrMeb Rinln2d% SN THaPRbaBr examplee. g.
3
an i lFilalo% o%gf, fr%ﬁ-gnleng? S(%f@% %%q gratllwa%%gfﬁr[%évemlon are those

fragments that retain binding to LFA-1, CD11a, or their ligand with substantially the same

affinity as the intact full length molecule from which they are derived and show biological

activity.
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anti body libraries using the techni ques described in

Cl ackson et al, Nature 352:624-628 (1991) and Marks et
w@bkqo53d237bl Bi ol . 222:581-597 (1991), for exanptBUS2005/020342

"Functional fragnents" of the antagoni st anti bodi es of

the invention are those fragnents that retain binding

t 0 "Chfindric" @Rtibddies @hmuheglobhlirgphalcw pditicbSthahtdval dnyl/or light

the sane affinity as the intact. full |ength | e %
chainpidentigal with pHgmelpgousde F%%FPSWHH% PRSNERSS rﬂbg}t@#les erived from
[
PRSPl PR 0SSy BROL OB

remaintlér afithdchrai(e)gie identical oathr cﬁstmmlbgmgs &eop:mspcﬁshm gisequences in

nt.ib dJe derived from a rticular s e
antiodie GG figmeangiter SRErHGs 0" BRloPBBES eRolEe agbadiislps og subelass,
as Wl‘l' ds%'atgﬂfenfsmﬁ&%ﬁlbeﬁleﬁ ke I&Jgadsriﬁé) exthibit $8 GEél%'bl(Woéllaal
ogous to correspondi ng sequences in anti bodres

actlﬂl@r ﬂsb§dP¢t¢mrN(a|40‘ilﬁé|67 sgeidvlemsgn ebel, dtrge- Mipik deadiehdfsAd
Ss,. or su S .as_ fr t
o1 Q3R BT BuPo B SA IR Rl { SRR Pl

antibbditngi cal act|V|ty (U. S. Patent No. 4 816, 567; and
Morrison et al, Proc. Natl., Acad. ScL USA 81:6851-6855
( 198lmanizeg frfosms efnenrhpmar (- &smygag) antibedies 3re chimenss et

antlg(f)dlgﬂvﬂﬁfl 'cSn@?tﬂlﬂﬂg%lesgquenw BN AGHm hot- Hﬁm?{l} i éﬁggQMm.

ant res are chinmeric ant
For s mhst @art lainmanidedi amabodaaqme humag gninvacg! bbuwims iEoiphentan

acoegon 08P 08 T4 PRI NRR PR G DS HE (Pt CRIPisY ofyreplaced by

hypa&/a8 8818 Feghdt leBiatss) frdh a%hqﬁnﬁmgé&@g(uab&%nﬁs@dﬁ Ruch as mouse,
resi dues of the recipient are replaced

rat, Fapbéroy apiluishan nrisedte havies thedesired snwréimbrafﬁmﬁba Ang panaciy In
som%ggﬂg{ceéa 'FV' @a%g%@orﬁ 9%?0113&" Iﬂ%sagues 'lhe Hu%%l il noglobuhn are

uman eS|re speci fici
replaéddi by doyx;es;&mdmgamamdnyan rbﬁdlsesn@urth&hmm‘,émmaﬁmed antibodies may

framework r F resi dues. of t
com PSS B AH K0t a1 Togip gt FRGUMAT e SRR Rghody.

The"s@ﬁx'ogfﬂéﬁnorﬁtérré Hﬁ&é%rﬁnhmﬂé &ffhoaP beigitiafge SRY as binding
onprise residues which are not found in the recipient

afﬁmtbt | Gergyally, therhuntagizgd mmbmtmﬂ@@ylpmm substantiallyf 4lbat 4tdenst one,

er .refin such
andg%plgaﬂﬁrgw#?g a1B (rcimyamseenerﬁlac | l or ts% st n%afl lgggﬁl% %rvanable
loopﬂsd dokresppiiatd HRs6obsh@nhlrahl Mnrﬁhﬂloglxﬁbtﬁhh dn& aHtor @ﬂitﬁstanaaﬂy all of
é pically two, variable domains, in which al
the ERregiany 4ra thoge af # hmnan FampgRaletlin ssgpeace é&wgh the FR regions

maf@uuaé BRO &&éﬁﬂﬁggagl ﬁbs@x?ﬁlo% R mmav@e&hegt&fﬁ&uanﬁhe

or substantia the FR regi ons are those
nundfer af thaseeaminonatid sgbsitutidns irs thgddhare tyhicdllyugprmonedhd R in the H

i.ncl ude one gr e _amn [ . .
chatge R e T-6HeR: PO BRb e TBY ARG 24 FepLy optigpelly aiso will
conp#RB 8 et a pBRRA oFiah %ﬂnﬁnﬁb@oﬁ&lhﬁédn&ﬂdﬁ! l@gﬁml(F Jt ﬂ@l(ﬁﬁy @sae ofa

typically no nore than 6 1n the H chain, in th

humghdmmungglohpline Fordnrtier dvrvdsmﬁwezédalamtw&yl 522:525 (1986)
Rela'%én% ?l } ch?t 033‘%.&3-329 (1988); and Presta, Curr. Op. Struct. Biol. 2:593-

596 (1992).

An "isolated" antibody is one which has been identified and separated and/or

recovered from a component of its natural environment. Contaminant components of its

natural environment are materials which would interfere with diagnostic or therapeutic
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conprise at |east a portion of an imunogl obulin
constant region (Fc), typically that of a human
wo powaneggrobul i n. For further details, see JOneBCEUSEN5/020342
Nat ure 321:522-525 (1986); Reichmann etal, Nature
332:323-329 (1988); and Presta, Curr. Op. Struct.
useHop the aatib&By, ab®may 1D )e. enAymées, hiotmadrg, andithdd pebteinsceoneor
whi ch has been identjfied and separ at ed

NONPIOLARASERIE SPPKGH énebqfﬁe%% Qhments, the et nd/'ﬁ'er SHrfsd (1) to
grea@‘é}q{laﬁmqaﬁ@&hvft:g@? gp QIFiJJ%Idg as H%t%rrﬁ‘lﬁtedjf)g hgl ;béiggm afid fost

materia terfere wt stic or
prefetabhyaperetthanu@3%s by oveighie(2at a degilyg suiﬁdemtr;ty obtaul atdenst 15

) hor pones, d ot he r ot ei naceo ar .
residp 0 LR LTSielrs B atro, GGG D ate S SR £up
seqﬁéﬁﬁto@%'(mg%omo?&é?@ WRDHE-PAGK ﬁﬁdefr Qe(ﬂE %to? hoﬁr'@éﬁbu?é%

by wel as det erm ned
condn@phsm{smgﬁdomte l:rjm;@re pmﬁepryblmbfet ﬁ@m g@ﬂ@tgyarw@ogh includes

the %xgtgmgﬁ 148 Slglfe \91,\}_%{@1 Scl'grr];bll o ?nélls s nc% Fe'ag o%e co ?8%;3n%§f the

nlna or 1n erna amno a sequence

antibydySiat@rhl éhvaphinBnt gillaisn be pepsanatadinatly, hSyeved isolated antibody

honogenej ty by SDS- PAGE under reducing or nonreduci ng
willdbsrpaenarghy dfathonsodificdtien #fRie or, preferably, silver,
stain. Isolated antibody includes the anti body in situ

wi thin reconbi nant cells since at | east one conponent
Comgpositiensand Msthods of the Inyentio®i r onrent wi 11 not be

pr e&&Bdeggdddé%ﬂo&m&RWﬁM EFA- 1a§1%g%ﬁ§g1s%ﬁtlh1prﬁﬁﬁadﬁeklh e.g.,

be prepared by at |east one purification step.
Am&ong® Biogem Batia, MAhods of the Invention According to

onS TORRLERIb A Rl LAl T s on e

adrﬂ1ﬂsﬁe¥5ﬂdﬁﬁiM§o@ﬁntéﬂhﬁ&érﬂBﬂt of the present invention,
the LFA-1 antagoni st can be_adm ni stered chroni call

or Thetnatiggticen h@ frpated mathdhe LEAt] anipeapesty iIncanactign Wlt%/ Rae or
moxle Fl'fér!:l Rk Qg&ﬂg%e%oh@g%%%gﬁ@%éeﬁﬁ u‘%ﬁlhmcmg tr@Atnd M0t & %fmuloma

Cher peutl ent erapeuti c agents usef
annu]laret inelutic gmtfoibowingf cygiaporimaysotmatndinretretinatk, tdpictlaad systemic

foll o) tret t ' { .
cory Qe Binels o aopel<D shErFidtes § (R Sadfgpsiom
1od1€§ gﬁhﬁyxﬁ@ﬁi‘ﬁé 3tb§113§1 Wlakfin ¥ h&(ﬁf&kﬁhﬂiroeﬁuﬁ? d¥PSone RRAGESHHIAE) low-
pent oxi fylline, topl cal vitamn

dosy 9ldpt§tmmlmlmquqannee, atid p Soinoxyeenass WRIMIGEPIUS yiteroineE.
¢ hl %{dﬂgg tesglklg %ge% sg?sed ﬁ@rglnq'e?ere fops%ﬁ/tgr%@ﬁﬁt a({t to s%ppress

i nhi US Vi pressive ag

or mtBR cheigdreune systeerof at patisutb Suah agsitd \haﬂild amdludecsubstpmes timt
or mask .the i mmune syste f a atlenLf Such agents
SUPRRSEH QI9KIRS PR 9Ps R EXElobgr UppsP e -anfigek f ession, or mask

the RITRE YhfieA8. E%Mﬂag Eﬂéﬂcﬁta%?_r%§ it IR sRAsIdS&Ich a@ @Iu'cgﬁﬁtlcostermds

expr esst on, anti gens. Exanpl és of such
e.g. agedmsonenmletwharedmomrws arsi@xaans@ﬁmo%anumméﬂrias@snmted

pyrimidines (see U.S. Pat. No. 4,665,077), azathioprine (or cyclophosphamide, if there is
an adverse reaction to azathioprine); bromocryptine; glutaraldehyde (which masks the
MHC antigens, as described in U.S. Pat. No. 4,120,649); anti-idiotypic antibodies for
MHC antigens and MHC fragments; cyclosporin A; cytokine or cytokine receptor
antagonists inciuding anti-interferon-vy, -B, or -« antibodies; anti-tumor necrosis factor-o

antibodies; anti-tumor necrosis factor-p antibodies; anti-interleukin-2 antibodies and anti-
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e.g., prednisone, nethyl prednisol one, and
dexanet hasone; 2-am no-6-aryl -5-substituted
w@osmeydrnes (see U.S. Pat. No. 4,665, 077), PCT/US2005/020342
azat hi oprine (or cycl ophospham de, if there is an
adverse reaction to azathioprine); bronocryptine;
IL-Dtedémondmibbids antidliid ameibédies; hetehdiopain tantéyraphagyte globulin;

descri hed in_ U. 0 9);.anti-i t ic
pengh e ORISR éPﬁg)éﬁgtl &hﬂ R b iﬂqubq blptide
con&}’xﬁh%§ PRAL f‘bi%dlq%y | DEVeY 9oRPyd 18K f})‘ﬂlrﬁhﬁﬁﬂ@@@%) streptokmase

ant agoni sts I nc ng anti-inter on-g ,
TGEft stbmbcknsnasa,rilNAtamﬁNArfw teihost, FES06; &S-éihﬂl; ddo)essperguahn

tI-t
rapag%fq'mﬂungé 1625935@25 aftﬁeclﬁ P ﬁls‘*a&a&b'gﬁfflﬁeeem fragupengs (Offner et
al., 3BLh KOS 0-401 (1 9¢43TW@9®/I1 poshi: 63 WSO8/ YoM T cell receptor

anti - 'ynphocyte gl obulin; pan-T anti bodi es, preferably
antihodips @D349; 1 49 5uch@SA/10B9a Thna imudpawpressive age@tsmwtln gy

ovefiib bt Ssbheipetia ey ok mase: Tar b

st rept odor nase; RNA or DNA from the host ;  FK506;
RS- 61443; deoxyspergualin; rapanycin; T-cell receptor
D0$mgs; Pat. No. 5,1 14,721); T-cell receptor fragnents

91?? rgg\}/{%hsg éﬁ%ﬁﬂ%@tﬁ(ﬁ{s ?.?a g.ﬁ s(ag'lggé%ﬁood\r{!g (%Qflelinvention
w1lla:retadhnnills&sed(d’£l§ dad{ge 109)is efficirias fodMBIrcatfifemt of the granuloma
nosu ssive ent.s .herein.m rl th th
W aaRE et Falgatmin s S S N Rishode of
t hemerMEAuﬂ @fAbodiBEcaAYedfMhiSlefedad thepieROd iaR saife rhfi® of about

invention will be adm nistered at a dosage that is

Imglkg tc2make. frotiffereat embediments, the dessge gangads bridme/ke, 1-

onfEE 2 21690 BB T B G s

ran@ifﬂ ﬁbrﬂﬂsﬁ@kg 4 ing/k@aiw ledst onde aawebksfaga lem gevaaks about

oS8 phsigBAra it e K SRS rag Vo BlEe

con&ihggﬁg/ 59 m ﬁI%H&E%@ had b %m?tﬁ&ep:@ vﬂﬁi’&xf‘b@&&%ﬁ@d ‘?ﬂcrease _
ge range of fromO.3nmg/kg to 4 ng/ kg, at |east

1na@ncenamweek for at | east 4 weeks. Doses of efalizumab

C o Bi 0{1%: gﬂﬁ%ﬂégfteﬁg f%ﬁlﬁg 1sfa[d1 1{11 T dS toﬁ %a&xgn{] %chutaneously as an

initRHEANditdreNedbseiot Duhg/RE fellbsa\bed 1i WMeskBASE (ubcataniéadis) doses of
toxicit I n one enbodinent, efalizumab is

1 mggkgy wi- si(’é‘? wifial pwareonditioring despde aptionab ibe paticat gap receive
- b 19 e of 0.7 ng/kg followed by 11
1nﬂ%£%&%§%%§§?s %éﬁ?a eégwg doses of 1 ng/kg/wk. The
i ni Ihitmhtlhg)dwsease,ahdLFAehan‘tggcnhMEOﬁ the opentioradan heradministered to
ecelve j nstead 12 we gses. a
the R qeGimRnicrly Srigler itlsniy-oB et rmithe by e NS ps A Lhip the
diseafe.t he i nvention can be adninistered to the pati ent

chronically or intermttently, as determ ned by the
phy4 patient admingstered ajdmg hpeintravenous infusion or subcutaneously may

experience adverse events such as fever, chills, burning sensation, asthenia and headache.
To alleviate or minimize such adverse events, the patient may receive an initial
conditioning dose(s) of the antibody followed by a therapeutic dose. The conditioning
dose(s) will be lower than the therapeutic dose to condition the patient to tolerate higher

dosages.
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di sease. A patient adm nistered a drug by intravenous

i nfusi on or subcutaneously nay experience adverse
we@mstis37’such as fever, chills, burning sensatiPeE/US2005/020342

ast heni a and headache. To alleviate or m nimze such

adverse events, the patient may receive an initial

conttitial o dbsigg Mheae dosingfthithienarthé heddosing] aldﬁmsltei‘laﬂ 1a the

t herapeutic dose. The conditioning dose(s) wll

treafupsibr L herRitial dpsingnsed pet g 2single dose briH ROt §iF 8% é*ose
"Sulps% ﬁ&l@'t ddsth #Qldﬁglﬂé FhaP FR)s 1RO ﬂ%?ﬁosﬂl?hﬁd Aklud8osk Mt dose
dosi I's not the |ast ng adm ni stered

admlmstfefedfbtrthatmmntent.The initial dosing need not be a
single dose, but it is not the |ast dose. "Subsequent™
dosing is dosing that follows the initial dosing and

Routf 6f AdBmitdaidpst dose adm nistered for the treatment.
Route of adm ni stration The antagoni sts and anti bodi es
as Thelantageniste @ dntittedies e wiellas sepond sheappgutic agents and

o PURRAERE S5 G ST LG BBl

huné @@ﬁ@htwh hérorevith dsethadeWnowa teeddical pr@dftﬁibhbﬁsl mﬁ ras by
such as hy. intravenous_ adm njstration,. e.

intraygnous adimipistrating, pguda brivs 95by ﬁ%%lpu%m&mweaﬁ PFP%Of

tlmé?% %\%’&1%%8&0 cail pihﬁ‘@l}lﬂhélculdr rﬁhﬁé%ﬁﬂl ftrapulmonary, intra-
"ntra- arterlé rapu monary, Intra Artiou fn

artiquldry imggsymovial, ,1ntrahhercal, iméddsjonahor alhekitiom adutese.g., lntranasal),

i n ati.on routes, (e. tra al eneral ly by

gengra{];)shy 5‘1’1’&8@“‘1‘%‘(‘\% gﬁ’gagr @Plﬁag?ﬂsr’&l&? trgtg?ﬁ ni stration.
TherHefA*A -120taa8061, 8le sebdi th&apiiticlabeitane ihhftind@pptesdnéagent
I Mmunosuppr essi ve agent can be provided system cally,

can ¢ prayjledalystymicatly entoriastipdinpasembedisnant Abg LEAt lagjiegogist is
ed topically. Pharmaceutical Fornmnul ations
ad I(Setr%ge?égéé&&or mul ati ons of the antagonists and
anti bodi es used in accordance with the present

i nvent i on are gar ed for storage by m xing the
Phargiaceififd! 5prmy ﬁt'B ¥y having the desired degree of
pu rTHeVap%ﬁJ‘fo%ﬁlaﬁGﬁg ofﬂﬁ@ﬁﬁf@%&]‘ﬁté & dnXibadie®edbh Sccordance with
carriers, excipients or stabilizers (Rem ngton's
the msmmeumrwle p&ﬂaeqdcfelsstmgh b}é diixing the @septoundor @fibody having
the éﬁhrgg é%grg% ?tl'Ru trh% glé%?lg)gl gglﬁt?c%(lel %cénéta%iel é)arnrslefrg rexmlplents
or s&bﬂhbﬂsl(xahﬁzgw;ﬁ Mmﬂmwmc&mdmepl @heditiah, com AR YESR0)), in
and concentrations enpl oyed, and include buffers such

the fosmn{dyqnhalized fermulaiions orprpeav U a AicEeRiRllggarriers, excipients,

or séBﬁsz?é'ageaﬁErﬁoh?Fd oG AR G Jass%%%é caﬁh@n&aﬁcms%mm@yed and
preservatives (such as oct adecyT di net hyl benzyl

incladmtuffensiswechlas phobphatecoitiates dmdmtlunnocgdnm aaiids; antioxidants including

ascok% 1r<]:za%£dka% ur{fll%mngrprgseerva &es Fsucr:]l‘? 28 60t cf:ecylglmgﬁylbenzyl ammonium

chloride; hexamethonium chloride; benzalkonium chloride, benzethonium chloride;
phenol, butyl or benzyl alcohol; alkyl parabens such as methyl or propyl paraben;
catechol; resorcinol; cyclohexanol; 3-pentanol; and m-cresol); low molecular weight (less
than about 10 residues) polypeptides; proteins, such as serum albumin, gelatin, or
immunoglobulins; hydrophilic polymers such as olyvinylpyrrolidone; amino acids such as
glycine, glutamine, asparagine, histidine, arginine, or lysine; monosaccharides,

disaccharides, and other carbohydrates including glucose, mannose, or dextrins; chelating
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phenol, butyl or benzyl alcohol; alkyl parabens such
as nethyl or propyl paraben; catechol; resorcinol;
weywbkabzanol ; 3-pentanol; and mcresol); | ow POI/ES205020342
wei ght (|l ess than about 10 residues) pol ypepti des;
proteins, such as serum al bum n, gelatin, or
ageliltﬂmtlh(}glEIbmAj sugarsyiclr syHuciose, npoinjtok trehslogdoraerbitol; salt-forming
ol yvi nyl yrrolldone am np acjds_such as HXCIn
CO“‘@*PU%W‘H‘@I as 3oL Gt COmP Pﬂ%erge ZnzprgieH) spnplges) yaf/qenon-
10n1£r9 SAENAIch A8 § WﬂEﬁﬁ‘e CP'WR@@?CSW r?% i\@ifylene glycol (PEG).
ohydr at es |nclud|ng | ucose, nose,” or dextrins;
c h e"lflathl?fgé getagsnisty @hefahlnlihﬁ'met}@dg af the $>mshntaBV®uon @snebe
itol al ose_or rbitol; salt-formng
Pfogaffd:%“ quei{féﬁs%\gorg‘b‘gqgﬂﬁ'] metal conpl exes (e.g.
ZN-THeQbSA MexESHARA-BN LT 0RE¢t e RERD! forulatidsd AhSbroadest
such as TVWEEN(tm), PLURON CS(t or pol yet hyl ene
posgiblgsense(nmeEgy a qméﬂa_tmmf ap petingor Atlantagenist campqurd resulting in

the 18 %asé’g?%f? ﬁtx n{)ﬁdntﬁ?f&“é éu%ﬁhu?e%%r%ﬁte%@&’bé?ﬁ‘& I i br at
ease or ation. e term
1easi ﬁxtaﬁfeﬁlgdi of Shleaﬂﬂch ﬁﬂ%rllgétlﬂiaﬂ iifehe combaaﬁlewasfmadaﬁvaﬂmﬂm vivo
in the broadest possible. sepse means, a fornul ation
in thepagiys py EnieRRIpte] ey oﬁ%li’%qnaﬁwb% Eendedaicns mwatlmoccurs at
a coﬁ?ﬂaﬁﬁ%&naglgﬁﬁ%s'uﬁﬂd QBtaffed h&oF Qdm&ﬁ&gs éo‘ﬂEerﬁra?iHﬁ to@{h@ea@tlve

or exte eriod of tinme or at |east for aperlo
polyp'emédmtdtable@xtemdgiereletahcaformnlanhes menp@mpdswm@rmd@sulaﬂon

vail a ive or u r ated state.
semgpemspilamyafetie o b nitfo PR id oy RoByR bEbeihe' o
biodegfadable dylrogals sudpetisins be&tthisnk (b. £ I6il-ai-hatkr 3N WARE-in-oil).
conti nuous concentration of the active polypeptlde

Optimprt nihecxsideduelsasedpandlatinpamnrises BHY-Tasilp- QoslyFaliggcid
(PLEi'Ag 1§ 'Egrggéﬂlleg{lﬂeg Qs de?s% e(ﬁﬁr WF"'@og?é’lﬁédCI@éeégg of Bldaltive

rophobi ¢ polyners, ogra yners,
Agdnls)ibﬁg lLadadd/6lyeylidcogdiser, 'Sméiledlegrmablaﬁolmﬁissls Omeg Delivery

1o e R B T e PRSI o, Sy,

the BRkYdddaelchse PANGILNEP]sistabRCdnd tflﬂt&ﬁ@ty%‘f ¢heC EFAb?antagomst does
prepared as described in Lews, "Controlled Rel ease of

not Bppreciebly dimiméshwitly sorree varitines. Ypecineal&cybl. yyebystability can be

o QAL 5T, BB PPN Y3 R v

metpisaltl- 41. Cptlonally, t he extended-rel ease fornul ation
is stable and the activity of the LFA-I antagoni st
does not appreciably dimnish with storage over tine.

ArtMPqu)fﬁsﬁmf‘ahﬁﬁthdléﬁch stability can be enhanced

hrough the presence of a stabilizing agent such as a
wat/bmotlsaxlemiioéumt yﬁtheementrem il ansticle ofAm@apefaetyrepfontaining

matFxﬁQr)%Hﬁcf%lﬁ{){ @e érr?ag;etn? 8%%3?@%e O éargglr(]it&é cdse, The article of

marfilfidlire @bpH & fat leathfnetcbﬁtain%ﬁﬁidEI&beler paciaipy |11Q%ﬁ on or associated
annul are or sarcoid di sease. The article of

withyHig PBigingF-eS Wbl qoatainaat inclide fob frraneRipibattiesy Viglggsyainges, ete.
TheI C%R{?aline?g mQ?Sg fftfhel BT & v%t? bf ﬁﬁ&ﬁﬁis%h@rgas glass or plastic. At least

one container holds a composition which is effective for treating the condition and may
have a sterile access port (for example the container may be an intravenous solution bag or
a vial having a stopper pierceable by a hypodermic injection needle). Two therapeutic

compositions may be provided in the article of manufacture. At least one active agent in
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with the container. Suitable containers include, for
exanple, bottles, vials, syringes, etc. The containers
worayshes7fornmed froma variety of material s suchCEES2005/020342
gl ass or plastic. At |east one container holds a
conposition which is effective for treating the
the fifsadorhpesitic@anid arGlyl lhdieding sitibody of aredeemtipor The Saond or second

exanpl e the container, may be an intravenous so f grl
and iy gi%m@smogﬁm?a erhg! da‘“é’l“@ﬁbg}or?ﬁe@?@éea‘iﬂnéalws he fabel or
pack erOSI&{HIl%I(’:]égQé n@%‘ tglg @%@g é&) is.u M{]gﬁgéﬁ&# ¥ Er'uﬁoma annulare,
DGP&B:m shzoidurThe ldel belaa;:kamesmwlll/ﬁmagmmnprmt: hn@tlfuptrl@ts for
Qsition is CD11 di

A HBREE Hif CORMRS BN PHEBE of RSB ATY TS BOEH OB s
custGB¥ri Eembl%tigd inrbo%}ﬁer@fal ?@k@ge%@ﬂﬁe@i&uﬁ@ﬁ&ﬂh&@ ItBat cbAfin

| abel” or pac e inser ndi cates that the conposition
lnfqn@atused)oﬂlbﬂletmgaquong ugagen dpsge, admuistation, prpirayydications and/or

ar C? ncernTrI;] 3 e%g of ch ﬁ?e?zg(pge%ﬁcl% ?&g de%t]ﬁ];léﬁ}t Iﬁ?er article of

I‘UC I ons

marﬁﬁm&@s lrﬁaycfaﬁhérctohipens@ atcomthiner CoRQicRYe 4 ptﬁﬂh&cdhﬁf:ﬂr}Sadceptable
i nstructions, customarily included in comrer

bufﬁﬁaékﬁg@%baﬁ%enpﬁté%wém for' IBEERARESY D neftoselsite- Qvi%ered saline,
Rlngﬁm‘%ﬁ@P? gﬂd 8bQKse E(;lﬁtlbr{‘gflt GAY M IRer itG B8 thEIRAB8als desirable

tion, contraindications and/ or warnings
frong e commnErcigl andaiserstandpoing dhcludieg atheubufterprdoldents sfilters, needles,
dAdd|t| onally, the article of manufacture may further
MM Sse a contai ner conprising a

phanmpeditic embbInREE @RI @atndd Ubhit@ins af @edliza@Sab composition, and
bacteriostatic water for injection (BWI),

the paekapmimsert indiqatas dbpt $ha Gomposition gan be used)to trearfligsgppinated
ign. 1t may further include other
grargl?%ﬁé” s&géw rable froma comercial and user
st andpoi nt, |ncluding ot her buffers, diluents,

filters, nee and syringes. In a specific
x%’l"r'd’&‘?ﬂtﬁ’éﬂ’fam? % contai ner contains an efalizunmab

co nmﬂe{pbﬁ Rlescibes 4 BReRARE patdnt Withehbddritd k€ vefe psbAksid Wih
conposition can be used to treat dissen nated
seveye &M dah resalvgll apen (rexempnt witlegiglizymaetntaati-GRX bl astpvehbiglogic
art. describes a case of a patient with noderate to
T- celﬂ%odulafj b f P h
ver e psorl asis with severe DGA that resol ved upon

t r eapBishr ol intulewith iahinedy of artidlera@olsleeére pBiqﬂé)pﬁdrlams was first
blologlcTceII nodul at or . A52- %maevvl
diagnosgdoyifh granpiogme apnilaroing @98y Wity ea@%n}s% I Bpgpastigan s hands

A ref\hé'ﬁ bf Ris AHARSE Histiry FevRhIe Hia?H@dﬂ%%‘ h&feRtihbiek 998 it 4 Jﬁsease

esions initially "appearing on his hands. A revi ew of
statbiwithrqudstoahblhiassooiation sitb@radlarhaantiubardi Withiotméntheof his initial

. di ab L Lit di t at h questi onabl
ool hE o SPEH (SO SR AP i - mont s of

hi SniDckmBér WoBUMEPGA 1dshs Mesd BidpsisdIcBafirmbifg fesdiagndsis of
shoul ders, and neck. I n Decenber 1999, the DGA | esi ons

DGHeF @nbl\/&g@] WO throngh Petabgr MR, mlsagqﬁyggt wagfreated with numerous

agents in an attempt to manage his plaque psoriasis and DGA, including systemic
therapies such as cyclosporine and clofazimine; intralesional corticosteroids; psoralen plus
ultraviolet A (PUVA); and topical therapies such as corticosteroids, desoximetasone,
tazarotene, clobetasol propionate, and tacrolimus ointment, all with varying levels of

efficacy. Control of this patient’s plaque psoriasis and DGA were further complicated by
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DGA. From March 2000 t hrough Cctober 2002, this

patient was treated with nunerous agents in an attenpt
wo eoosarEage hi s pl ague psoriasis and DGA, incl uBiTysS2005/020342

system c therapies such as cycl osporine and

clofazimne; intral esional corticosteroids; psoralen

the dvdpticht @ftichil &llysinétidd\illatedan dytlogiosiak ahd ditelpiagse sedomdary to
as corticosteroids, desoxinmetasone, tazarotene,
clofeziginerindutedgligpiednat e, and tacrol i nus oi ntnent, all

W R Offbgt Egoé %?é&ieﬁt whl E&Bgééiyi%%éfﬁﬂ@b BHASSIII clinical trial

patient’ s plague psoriasis a were further
for eatieps iva et radddryte he salexeepl aquregmsoriass. Adhpdoridsis therapidsovere

. related to cyclo rine and infol erance secondar
discp gy s P ST R EPh AR DPTe E0D ATDOB et glstudy

druP ¥ NSVEMBED 088 @k bRitknt BEn@Mal Shtab IR BRETD 11almonoclonal
clinical trial for patients with noderate to severe

antibpddytyata gesraf dgigske wedklndor I 2aweekst besuboiteneansigiection. The

basdlnd $8005T Bk AR RT T ST aas: TR Wil diRRon of
studgQhktapy Wes PRveeitfoleganb eéatided Bpbn-1dbel @etmestitbi ugialdna
nonocl onal antibody) at a dose of |ng/kg weekly, faor . .
additipngledSioueckp of seriiaypisiberany pig deseiobh marke/wka dollpying initiation
P 1 _ .
o RO B8 e RS S iR Ao e
witHin # vossksl o Dipitexing e titidurapte thetaply e Byt Jasaedrygethe DiGox waprasolvad (see

. addj tjopal eks .of conti nuous._.therapy .at S f
Figdfe 1y gl JU831 T SO O S ST GAegr A5S QHHER00 e DG
remhin€ irfRYhissidie mtth@%ée?ti&@f (s RITREASyPi¥metthtidh, and the

marked inprovenment noted within 4 weeks of initiatin
patiesftsl R ASlrebres emaipgd maxkedlyrimarayed apé apha levgbaghiayet @b\b’%ek 12,

see Fi e | [ Wy .
R e R T
therfyn ssion, with the exception of post-inflanmatory

pignentation, and the patjent's PASI scqr r I ned )
mar KEam2 linﬁﬁ'ahaag%r TFRvIag clafigime ahe %ﬁpg%ﬁ’?éagg@@éﬁved This
is th;:?ﬁst‘i% b 3F Hpe SR LGRS Redtinehth T sEVRE DXEAR/Hh an exemplary

Ieved at the conpletion of efalizumab therapy.
LFAAl tahiago@isiyefalimsmalf.t er recei ving efal i zumab, the
patient's DGA had resolved. This is the first case
report of rapid and successful treatnent of severe DGA
with an exenplary LFA-1 Refepéies St, efali zumab.
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anti body and reengi neering of the humani ze antlbodX
f moxbplndalragtlb@ﬂy MdgeenginEaIng Oﬁthlerhlmwmzed agdgdy for binding to

esu Aﬁg%m%/'\-rl 159(9’5&“}%% . A method of

eviating a granul ondg annulare or a sarcoi d disease
conpr|5|ng adn1n|ster|ng to a patient having the
di sease, a therapeutically effective anount of an LFA
1 antagonist. 2. The nmethod of claim1, wherein the
granul oma annul are is selected fromthe group
consisting of localized, dissem nated (generalized),
subcut aneous, and perforating di sease types. 3. The
met hod of claim 2, wherein the granul oma annulare is
di ssem nated granul oma annul are. 4. The net hod of any
of the preceding clains wherein the LFA-1 antagoni st
is an anti-LFA-antibody. 5. The method of any of

~clainms 1-3, wherein the LFA-1 antagonist is an anti -
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|CAM 1 antibody. 6. The nethod of claim4 wherein the

anti-LFA-anti body is an anti-CD 1lla anti body. 7. The
woretosezB7of cl ai m 6, wherein the anti-CDll a antP@DUS2005020342

efalizumab. 8. The nethod of claim?7, wherein the

anti bodX is adm ni stered at between 0.3ng/kg to
WHARISEGLABMEPS: net hod of clai m 8, wherein the antibody

is adm ni stered at | ng/ kg weekly. 10. The net hod of

cl di. m 8,A wiethodiofi atléneatangt 4 grauyloing apuiwiareios tacsarsdidadisq@se

/ kK kKly. I 1 . Th t hod .of clajm8 :
comfReih g PR oot eI Bt € IRt 1ot T s
amdufi &f 4 LIEQNGintadeSiktng dose before the therapeutic dose.

12. The method of claim 11, wherein the conditioning

doe i s Themmeshadyof claim Tvehenein Fheceramulema aputare jhsalestqd from

Tty T L ——

perfoiting dRdade)typesdose of | ng/ kg weekly for at |east 4

weeks. 14. The nethod of claim 13, wherein the dose of

| ngtkg ieansther ok daagl.rdicrein theagragulema gpnylare s disseqjpated
B NOghRiare! @ m 1, wherein the LFA 1 antagonist is

adrﬁﬁm stered subcut aneousl y. 16. The nethod of any one

of 4l ai rheIneti®@] danyvofi threeppracedimeg dl#As wlzen¢ia gionlLISA - 1i antagonist is

adm nj st ered subcutaneously. 17. The nethod of claim1l
anaﬂﬁ%'ﬁn@@yLFA 1 antagoni st is adm nistered

i Nty avenieshathodlSt anJE clihH 0B, Ghefidhed FI -0 antAgWiSiiS bl anti-
the LFA 1 antagonist is adm nistered in conjunction
ICAM denibedScond t her apeutic agent or an
| MBINOS URRLESALYE ARRN whiin HS A0 Aoa) & o BRLEDT 1o
the secon erapeutic agent 1s selecte Prom the
antipodyup consi sting of cycl osporine, isotretinoin,

etretinate, topjcal .an st.em c C. ' t ids,,. ..
Furtar | ¢ Heiraeth 6futai Tl glein SeamisChl fr ey s Satizumab.
(PWA) , MRtAGROST M TlavhepGR tixdnkiBbdy RdmlifiPlefedlat between

vitam n E, hydroxychl oroqui ne, dapsone, ni aci nam de,
0.3mgked s émefkigor anbuci |, cl of azi mine, and a

r5n-3 lt%ggxﬁlfq%?gaﬁ%&hélgh} %),rw}%lré{ﬁ tlYei];}nt%gi)@y g'adﬁ’l?nistzgﬁ at Img/kg

erein the secon erapeuti c agent i
weeklyof azi m ne or -

gr

10.  The method of claim 8, wherein the antibody is administered at 2 mg/kg
weekly.

11.  The method of claim 8 or 9, wherein the patient is administered the
antibody at an initial conditioning dose before the therapeutic dose.

12.  The method of claim 11, wherein the conditioning dose is 0.7mg/kg.

13.  The method of claim 7, wherein the antibody is administered at an initial
conditioning dose of 0.7mg/kg during the first week followed by a dose of 1mg/kg
weekly for at least 4 weeks.

14.  The method of claim 13, wherein the dose of 1mg/kg is administered for at
least 11 weeks.

15.  The method of claim 1, wherein the LFA 1 antagonist is administered

subcutaneously. '
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intrgsieqys

cycl osporine 21. The nethod of 19, wherein the second

t herapeutic agent is Enbrel(r) or Amevive(r). 22. The
waoredosoeB7of cl ai m 19, wherein the second t her apeait/is2005/020342

agent and the LFA-1 antagoni st are adm nistered

concurrently 23. The nethod of claim 19, wherein the

sedénd fihemagthed ?fcanagéﬁtof siatng Hel O Idawhercin fél@&.lﬁﬁs{ anfagonist is
adnﬁﬂgﬁgg§5§5ﬁ?w§@g entlally in either order. 24. The
nme

9 wherei n the second therapeutic
agdnmt arithetngthdd#¥-dlaiant aterimsthe dFA hdmthgorsit ey abninrstexed
conblTatlon of concurrently and sequentially in either

¥-25. The nethod of any one of the preceding

cl aigs  Whhdthod Jﬂecmafsl 1687 \kfﬁer&%ftfl@LFﬂgl zfrftélgf’thét [s@ldAfsiStered
of the disease. 26. The nmethod of any one o

in cpmjeu@@mnrgtlca siicand thigeapeutic agent eraan 1munosupm¢ﬂ6té/§|@gﬁ§4 ve

t her.t her t hod f any .one of
L dB TRy of, £ vl e SOt OheRRhuRIEeRl is {IEcted from
the ERUP lcWRiktitiptolficficl SspdBIRE, HSotfkinbini Etrdinat toplcal M@pgemm th
the LFA-1 antagonist. 28. An artlcle of manufacture

corticoRtsFaids, ﬁgnfa'wc@rﬁ esterapsersknaPhisgraziolet AP Y Y dappotassium
1od189 ﬁ%ﬁ&)ﬂ 1[3 t@ﬁgglgnféggﬁ gy%rgé)gc:hio&) Sh& %5 é&ge trﬁ@&n&nﬁiﬁe low-

oSttt on ca e nat
dosg cld otalnbeeil aobefatianiee, and a 5-lipoxygenase inhibitor plus v1tam1n E.

20.  The method of 19, wherein the second therapeutic agent is clofazimine or
cyclosporine

21.  The method of 19, wherein the second therapeutic agent is Enbrel® or
Amevive®.

22.  The method of claim 19, wherein the second therapeutic agent and the
LFA-1 antagonist are administered concurrently.

23.  The method of claim 19, wherein the second therapeutic agent and the
LFA-1 antagonist are administered sequentially in either order.

24.  The method of claim 19, wherein the second therapeutic agent and the
LFA-1 antagonist are administered in a combination of concurrently and sequentially in
either order.

25.  The method of any one of the preceding claims wherein the patient is
suffering from a relapse of the disease.

26.  The method of any one of the preceding claims wherein the patient is non-
responsive to other therapy.

27.  The method of any one of the preceding claims wherein the granuloma
annulare is resolved within 2 months of initiation of therapy with the LFA-1 antagonist.

28.  An article of manufacture comprising a container containing an efalizumab
composition, and a package insert indicating that the composition can be used to treat

disseminated granuloma annulare.
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