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METHOD OF TREATI NG GRANULOVA ANNULARE OR SARCO D

FI ELD OF THE I NVENTI ON 10 The invention relates to
treat ment nethods for granul oma annul are and sarcoi d.
BACKGROUND OF THE | NVENTI ON Granul oma annul are
enconpasses an uncomon beni gn group of granul omat ous
di seases that include |ocalized, dissem nated

(general i zed), subcutaneous, and perforating 15
types. Approximately 10%to 15% of patients have

di sSYRTHOR ORTREATING GRANULQ INGEL.ABE QR SARCOM,
as G, which occurs primarily in adults and is
characteri zed by ﬁc#i‘)%l@TﬁEsﬁ‘WﬁﬁT%Ncon” uent
papul es with eithe ul ar

conf iTye frvehtionh. rélates tdGdtment nvethods éet@ednniomia apnnularetand sarcoid.
trunk and proximal extremties, and patients with DGA
may present with hundr 5 appr oxi mat el y
one third of caBAGKGR NPt ons  Of

Pr ur idrhifulétha Mﬁk@&cﬁﬁﬁﬁ@é@ a@:ﬁ.ﬁncorfﬂn&ﬁ Bbrﬁgi grolip yf gri¥domatous
typically is characterized col | age

ditepsss that teludn tocalizsar digsemingisd ( a‘?é’ﬁ&ffé?d&t %“B?P‘?‘}’F"?sn and perforating
t%efd»]qk ro% glgteﬂp %, 1 B LB patiehts ﬁm%e%a&a@rﬁﬁﬂm%nnulare

I's; the e pldern1s appear s nornﬁ
(DA, |aksﬁlrd'nlmqi torag GG¥E) whichoeeprs primemly an edulis pphisic gracteﬂzed by

Igﬁggllg%ed et or%%%%ﬁéa%&fég witle Etﬁér%mar(dﬁﬁﬁﬁﬁbﬁg@&ﬁgumtmn

tes hough numer ous theories have
EA optmmé@lnm@tax@ the trunkhandquosimabéxtigmiting] andepatients with

l t h an
SER el P AL R
k?@ﬂ%ptmﬂ:u@ﬁﬁumg oEbyrning semshmms HJStomglgdlﬁ DEA wpisallseis

F‘%ﬁlt Ydgeas 8%‘%)6?&)%%&@ %nglﬁ%t} ?8; de?ggneranon in the middle
? 99 E&%ﬁi\ﬁs kitkdunded Bpgdlisaling in€lxrniaeely cshls;She b]hdemlsdppears

sseomeonrioiosiss b DURCFEPaRERy sempejed ofp itk of
d T lynph
ARy MR 3) B ERNRIST (7w "Cel | phonatype,
have Aldngh tenerdes Bepriss hayeecuBIpPAEHL P’gﬁﬁ% g@ﬁﬁmﬁ granuloma
e Maﬁgg&leﬁg of il duk&é&ls%e%elfémﬁﬁi; inthdat Hypothesds lisctude

secret varrous proi nflamatory cytokines, includin
yaatigitis groimasindiced primarnyoiecipbiosENTgNOCY g sleasfRflysosomal efizymes

negiégﬁééc%ol?lﬁt? (?egnr?ﬁra(tmwizan%)l&rﬂméh&we-lﬂ il &Jiaﬂa‘ﬁ?pé?&%ﬁnwty

onma’ ann re”35 | esions.
RagicherNicoed gesmam et 4421997 Seivetal fimesof eyidenice ﬁuggst 2 role for T-

fic T- cel
bl e Biatostisef o e Rk Al ALy el Y
fyRipheoyest, predorhiagitlyl S tielef T Th)poetj phematyyey havk been identified as

eSp TR R EASATTE SRURSUT AR oo (R YARd TY oqisgecrete

@ﬁ%ﬂy ﬂﬁﬁlaﬁﬁ%r?rcﬂokﬁiés , fudingiheelblking enafestn-f (FN3y) and tumor
4 years, and f %
necrosis factor-a (TNF-u.), 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.“
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spont aneous resolution of |esions, relapse may occur.
There is no standard treatnent reginmen or approach
enpl oyed in the nmanagenent of patients with granul ona
annul are. Furthernore, the response to |long-term
conventional treatnent is generally poor, and in many
cases, the risk of serious toxicity does not outweigh

t he @t%aﬁi(%n}iasa.%magle@sm%ical ﬂe&is{tﬁbﬁ?&ﬁﬂ,yeas, ddAolbawing e
cosnetically Istrguring an as e | esl ons Ccan
spentariegus resqketiomiaf ilftsgxnwsl,apww QEFYE SHISTR IS Py é‘P%FE’i“éE"ﬁ’i‘BF}&

. . . | . 1 c
rgélg?% é{) éP??or?gﬁ Ef@pl_Yl)gédl @g‘ttle:‘xgt | Sfentlof phtititseith granuloma annulare

oin,18-20 etretinate, 21 .
Rusthéroabre, dhvectesppasesnilangefor canysutional tegtrent sengralhy peqr, and in

i d t 24 | . i
L 00 Pt Sty
H@WRiveR s DGAAENTbe osifetivyitly dixfygining aodjas the Jesi@ng can persist

dapsone,.' 9, 32, 33 nj aci nanj de, 34 .i.s.| : .
dthan e Aol o R pare e N8 ececsy incuing
dyBRRIrne) o Plstetitolnreutetiddle,”' Mopival afid ¢yseste tartenstrands
are associ at g,

ass d wwth potentially uk2sSi de.ef f ect 728
fumerie agid pytess: “msmeeapluaﬂlﬂf_al‘"aif& hap @rr‘)yT"f)nonipP'é‘Fsu“h“d il o
éeﬁto&ffﬁl@ﬁe,vqgﬁil:ﬁtvit%ﬁint@;@' K HioXychigroyuifd,” dbgsee,'”** niacinamide,
reatfrent’s car]ncg%6 e adm njstered chroni cgﬁt{. Tlhusﬁt in E.®
Iowedose ghlorambaaily” T ofazipine; e And e HBERYSFIASE Ekyiiggpius Vitamin £.
ran " 5 tedtallly AN@iTh] side FRkisahd eguire
et B8 t‘%%ﬁ“%‘?@% aﬁ%@éﬁﬁ%’r g@elnefai %s that will O?'ﬁ?é
dinjxal &nitlabargtony rodratodingciue sa their SemBlativeIORIRR a5 se
I NVENTI ON The pre ' ixon provi des a net hod of
PR R ?¥¥ﬁ¥E§F§WUﬁ§%%dgﬁﬁﬁﬁghg 25 conditions or
sar cofiaistthere ésseneed fiyral teitemettiod of teating grgnylema appplarenThe
havi ng t he di seas a .ther Leal MR t fro
RO VEon TR Tised FOT S RO i beeffs QRGN spparcnt fom
ihaviRBlok@B belbRve the benefit of achieving rapid
I mprovenent and resol ution of the disease and reduced
side effects that_are a Lat.e ' enti onal
therapy for the dﬂMMMvemi onal
t her apye Widel VGBS PRIVIARS a Grethod@s alidveating grancforacmaglare
dysfunction and di arrhea, 30 ma

[ b id f ect . wi
ciraltions af eeccid GERARSATPEAING AN BREIE o R T L Bf Hidldase, o
IR RN ctrl e BHATH LPHRL AN eiEeniY ThE ReBodslthsinoéntion

erapy wth the LFA-1 antaggnist. Th
bt bemeficofrachigving Did IFwrevsaEnt 308 desoliion @ e gsgipe and reduced

%.@en . Al hz64e red with Qe AG A Rerapy f? e diseadd. Fdr example,
f)S. ha speciftic enbodi ment, the gfr anul ownnul_‘%,e "
bsnveRord] thempy with eyclosparind camiesthiskgigenabdysfunetigg and diarthea
E e Sfhe e it L Qstehddfis Eff@tive to resolve
B e e e SR Oy i e TAE pREt s b (o res

A SYRIGrd arindlaéwithih 2 nhdnthsaftinitiatin of thesapy aith the ERfr

ant1 body. In one enbodi nent, the 2
antagonist.

’

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-LF A-antibody or an anti-ICAM 1 antibody. In one embodiment, the
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s LFA-1 antagoni st is an anti-CDlla antibody. In one
enbodi nent, the anti-CDlla antibody is efalizumab. In
the present nethods of alleviation, to mnimze side
effects, in particular infusion reactions on initia
dosi ng, the patient can be adm ni stered the antagoni st
conpound or antibody at an initial conditioning, dose
Itreat-cp raﬁtagchﬁsttnha'r ayieCiD1 kn aitibaly. \th ene¢mbarimerpiethe anti-CD11a
é; éﬂ%ﬁh?ose is lower than the therapeutic dose.
BH 1 antagonist is efalizumab, the
ant i tmhe ﬁ@d&mﬁﬁetﬂwﬂdﬁ aldévedtiod, tammmwageef&msbetmé@nlar

taheioncey P oRREA| LechE BRISTINGS MRy eS U aRhEHRC

&Wg J'@r{ %mb&f tla HiTRED cbﬁdrﬁkﬁﬁih o3t Béfert the thempéig dose, wherein
B ere’the LFA-1 ant aggM

;17 admdztummg dospyisdomerdhandhe ﬁzgﬁpeuttqp% g'i’?lgrﬁtthq IgFA-l antagonist is
%‘Eﬁuﬂlﬁ@g HetiliBody Yali BE Qd:hrn%mraﬂatq%gag%feétﬁbmz Ossmiy/atio

I'n a er enbodi nent, the antrgrgg %/ ”
/adgfkgl Bt @reedibatingnt, the efilignmel priibopy i AgiRigeed 8 1mg/kg weekly.

P Sty Braah ¥ gaolel ut Mg Weckag, AR BELFA-

eas I'h Separ at.e
sThsaistaset $s eftlenabfinent emnbodimdti trhp patisnbig admanisiered py

t her apeutj c d e
sadkpnng dosest SisRaB i (g RS 18 Hnfts ERbodmbPIEE andidy s
Mlﬁmi%[e%&ieﬂfan iEtidl Qdﬁdlﬁﬁmﬁﬁ doav oA 0ITingg/kdhdurioig ghasafisst weak fallowed by
preferred embodj nent

LEA 1 ant a
adesernf dmerked cfe{%tﬁ%ash‘gr"ﬁksr s Blinichs, the pationt is
L&}ﬁmhﬁéed]me WeRE Riehdpentsc b NI mg/RE enrzmgkg for@rveasks,yl 1 wegks, or
any of the enbodi ments of the method of alleviating
@# aeetsoma annul are and sarcoid, the LFA | antagoni st

can bg, 9'&' o8fthents AN preseht REthydstaf a‘ilwi)&ttimgrthe disease, in a
therapy, 5 second t her apeutic a ent of

rpmfmradmﬂnpdmt,\ﬂv Lfifeh antagoyust ése@aﬂrep tered sy P%uslarg (I_}n :%nother
R FER6E LAY RSB U ARRSShladnofsliy ol ospor ne,

orn, ‘etr nate, topical and  syste

c ort i bpstyasf dheckssnbofiiments of theonethed p@ql@wag%grgp ?,Igla prydare and
|t ’
E@'ﬁ{“axt&'? ;fol ﬁaéﬁagpgrlgg ¢an bl %r?ﬁﬁ’dt&@ inc&vhﬂxﬁctlon with another therapy, a

cal amn E, hydroxychl oroqur ne,
Qadna ARrapeiti Gapentcoriad anmbmwdprsm\@mgmta irbe sgcpnd therapeutic agent is

clofazimne, and a 5-1i d
Seiosnd Fom  groUME SRR PTG eckitRbh{YcRhats, efeal an
gﬁ%nc'oé?ﬁbﬁéﬂfds ?ﬁlﬂﬁn@ kcid estel’s,qsgratmm plus pitavietat AJREYHY:
er apeu I C agen .S an | noa
o WErgdic, PR B BPIoTERgEE P eloREhint e
AhidaRfad [hv-doREhRARMR], defazikene dvd a’lﬁ-iibex)gdnase inhibitor plus

consecut rvel , Se uenti al | ,. or a conbi th
|thamut Rein W&bgd&g&n&;@;e S&P%‘ldﬁlé‘?‘a%élﬁ“e E@mg h%%m%mte hp

cr‘og;%rrngvﬁﬂbmmeh&dttﬁe@éuﬁ&hg%hes%aﬁmhmhesan inpatielar,

old i1n a patlent suffering froma rel apse of
tlIrfbrei@seasmevme& patient who is

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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non-responsive to other therapy used to treat the

di sease. 3 5 In one enbodi nent, patient having the

di sease i s experiencing an i nadequate response or is

non-r esponsi ve to cycl ospori ne or cl ofazim ne

treatnment. Al so provided by the invention is an

article of manufacture conprising a container

contai ning an efalizumab conposition, and a package

insert indicating that the 10 conposition can be(yseq
adequate

to t iegne embodimeniapatignidiaging thefisearis pxpepenciggbp

. irRine tréatBel €
L e [ 8 e ot hand.
a spailso fvided by thedhyentio san ediclsofiDmRuissEg ¢Rgprising a container
excel.l ent cl earan a ]
afeiing o GARLENSPotint bR 4 PGSR hatFRe e
@iposiGbh trebeantd tooebat difdefindidd granwdornd amwlaryp of FI G
| A, DETAI LED DESCRI PTI ON OF THE PREFERRED EMBODI MENTS
20 Granul oma annul are enconpasses an unconmon beni gn

group of granugrEel @ESCRIPIXOBCOF (IIHE FIGU
| ocal i zed, dissem nated (generalized), subcutaneous,
and pEIGE OA@hd NB ard photszraphp pf the domomlof theQpsiens’s xight kand, a spot

patients_hav Lssemn nat ed granul o )of th
pmy@Hslbe@%@%ﬁﬁ%ﬂﬂpylﬂﬁﬁxﬂﬁﬁ%ﬁaﬁ%, S c%geﬁjgegf’(et?ﬁz%_eo the
BatieRttd SvepdiFresHionse ©ltRaient @itk HeuatiCIpHpahtitodyi FIG.dilthaclose-
an annul ar or nonannul ar configuration. DGA occurs 25

pp eldM- hdnt 1y on the trunk and proximal extrenities,
and patients with DGA nmay present w th hundreds of

| esi GPfT AN EBIFESCRITAISIN OFFH E PREFERREDEMBOTIMENTS
r epor

prurrtus or bur nltg?g_ sensat ifons. lomatous
Hi st oGughlomial apnulpE&neqIRRASIES By URONEROL BEIEY Sroup LI FAnUIo

r eas : I i EhaB2ed lslifcufanbisis, and perforating
ggaaéﬁse@gttlp(g‘g&% lﬁ&?ﬁg&}%ﬁ sg%ﬂ;%tgﬂgg%ﬂpggr ?.er rrius sur rac;lu r? g d
bypes Appsadiatelyi 1024 tarh¥ek ofiptienss haye dissemigpipd) gragyplgma annulare

rs.normal . .T [ bind kiR diderddy

BPBRS T Fere spLas o AT Al b AR e
commcaIapales vith eithdr wpivodar oe sonahil peepnSERARED- Pyﬁf% fpepurs

context of the nefhods of the ] Ny d ; DA t
ridpapenty on (e hant oty B EDAIGTRRR 350 Pt may prosen
Wik mallfa@% ?Igéﬁ("'rﬁlmlmppio?ma?ﬂy disthirdef GTSﬁS, mlti:ﬁn&:qequ rsymptoms of
successfully "allev : ny

o it seretons bt aprgey: Preh SRR ARy ares of
| Bigtn RerafticOmariastic Sber dbgenknauanin theomiditoardiupgertdsrmise

met hods of the present |nve%{s[ &g the .su@ ect SHNOVE ..

r

szeundadbypalisading inflammefory f SRISPTEHS FRYSEP PRl 8

Q1 atlfy MR Gtes DG AQIre SRRl BBmpPbsel bfa miktereas bistiscytes
conpared”to baseline | evels before receiving the

t(mearbplsges) afid bympbaexiesabl e si gns or

“Alleviating” in the context of the methods of the invention refers to therapeutic treatment
wherein the object is to lessen the pathologic condition or disorder. A subject is successfully
“alleviated” of a granuloma annulare disease if, after receiving a therapeutic 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

4



10

15

20

25

30

35

synptons are for instance the size and nunber of skin

| esions. Reduction of one or nore synptons of the

di sease may al so be felt by the patient. Alleviation

can achieve a conplete 4 5 response or resol ution,

defined as di sappearance of all signs or synptons, or

a partial response. If the patient is not conpletely
téqmmseabr eioluripaJlefisdd|aedisipgeasancerd ald signstoo syenpéimsegr a partial response.  If

”‘E’ %Iel\l/t 1s%t {:Jﬂﬁ)ﬁteﬁf&umd opﬁlggsﬁ'ﬁtﬁp&%sta};@w%{ob? Bfer %&Q\M‘ig treatment,

of the disease %/}6‘?" .
bre@@bly m%'mwbﬁhews mpéil’vem% lnym@f syrepierps of thw dissdse By #dsast 20%., more
%EEI&SIS’ a0kagt 4, le?eﬁsntoréﬁe/feraﬂg hi9edat BEE MR pyef@¥bly BVH00F or 75%, most

most_ preferabl % or ter, such as, 9
ergfe%'alnﬁar B8 e B A9 SO b Lo gt Thbe

PRdn@igd OF Susds g sﬂ&&&ﬁﬁ trégméet e b bmehrie aiemismsc am ckadily
nt.int

b
R
appr ofthicatct adrtnistration retfhetoeadmnlﬂr@imdﬁ ithe"agend(®) injagoRtippeus Mmode as
Eép%fo%eeﬁ Yo gnoacag 8& §$ £s% hlgﬂta C}hé ﬁﬁlaﬂgﬁ'ﬂkﬁtﬁ) effedl (ﬁ:tmty) for an extended

I ' nuous no an acute node, .
pexiod pBfime. ﬁetemumt'aamewamwem@#ﬁ%&ts deafc{'qt \??'%SEP}“"F p without

SR NAehmePS EfcinGhntd M. "Internittent”

admhi stration is treatment that is done, no

cons edeendiioning dose) s a dose Whiehatfegpates oy, ’eqﬂ?f’s the firgyencyor the
V\%fe}l%f Iast Bl HdPersésid & Ofcthst dssueiaba vﬂﬁﬁzﬁimwﬁtrﬁldﬁ(lﬁ' @ therapeutic

ttenuates or reduces the frequenc

sempaund yThsfonditigning dese mayheradberapeytic C deseet 1 'Q%@B‘iﬁ“afig%f A
I‘a% \?\fjcrﬁors]é Rl tsé iR Bﬁbﬁ%%ﬁ%‘c%ﬁeﬁmﬂﬁentme a sub-

I oni ng ose may e a ther apeutl c dose
mbﬁm@pewta dnsciwhsh dpse noh exhibjb therapensisetioat o thypatient treated.

whi ch,exhi bi ts " &d
A sunAseRrbey sl pRE R bl RIGEC e hilipRR bttt
eaphduit)tof an URAF Bretagonist adnfieisteradiio & mgnpnal itiah ereafizetivedn at least

ﬁ{tﬁuﬁﬁﬁa@m&h&cggﬁ%aé¥¥r§{;]té% t Ry & ﬁp? l‘m(?ucmrﬁ%% Eﬁkﬁlfng irh £ 8etectable /
ARhaFsHe ﬁﬁpraehandnt désedrettle meaty;rmtcm Ior duramormf@y@pfoeei whieh

in at | east tenuatin hoIo (

OREST ¥ ref%qfé'i‘wmaﬁm}’%g‘tﬂ“éﬂeﬁ e, 13 gﬁ%&%% Viryvith the
s Hf @Q&ﬁmmm&mtvevérees gynptoms oLy ﬁa:rtm;lar gamlmtna aymulare
ration of torrs) whi ch 25 occurs as a fes

iserdgr entLihmRATE RS FPURERT SIS FTRBVEYRIED S}?Bi}“’{}‘g Fifr in the
‘Mz*e lnd Hﬁnbe%%?ﬁé <R 168 GHAL DIGe RNt GrtRe plGRINaST skilligthe art.

npt ons articul ar granul oma annu] are di sorder

and t BEArcinkoests fion PeeFIBH MERSHH LI SHBR SFSHERIPHed
cgli F@ﬁr%cwnl efrgc[t)i%hsf Al *i%onsﬁé@@gﬂ@& SOSUHASED Pifa 2l ﬁlesﬂﬁdﬁumt

am'liar tot physician of skill in
(11 SAMIFA- L Fexprossedwinabljeukobytesct | on associ at ed anti gen)

is an_jntegr,i rece tor .Jnvolvyed. i o YA
5o oA PSR R iy RS R v
lamh kﬂah:ecbmﬁgetm But a@thlSﬁJdet.EBEM-l , soletp Ifme)dil?«lhlvbl (e.g., the
eukocyt es e.term ta onlst era T
AEA ertgacfiv BT FIar 06 Biseho g dmmpog P ssaglipe) agtibodies
% I&Wﬂgl %d ?l‘ﬁl\/glhentpﬂfere@f t%ﬁ o!hBﬁr!nUldaﬂesl dapddid of inhibitink ¢he interaction
g., e

forns
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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| CAM | extracel lul ar domain, alone or fused to an

i mmunogl obul i n sequence), antibodies 35 to | CAM1, and
fragnents thereof, or other nol ecul es capabl e of
inhibiting the interaction of LFA-1 and | CAM 1.

Sui tabl e LFA-1 antagoni sts include any conpound which
inhibits the interaction of LFA-I and a receptor

sinall molecyle) pepide, pi'cneih,ammdnﬁ‘ﬁﬂeém ahhaati{[FA-1 astitodyoriagtagment

5 5- I tein,.
eoh dafimauplr: THeeirire Eih oo B dy ool el g ap1 1aor
Umgeebothf PreferBignhe antﬁ'étfhﬁselstd&femd toedrdinds @o HRIGIIAA isshuRit or
directed agai nst_either

CDl 8 . h.
O b DS ATRCRY laaiohodes intlogs. o taMes Tt ot Bur. .

|
MO b VG o b ey,

Pharmsgmindls, Inc.iRidgsfishd, 198, 351D 65328 180} pypciablefkm
“‘“&E@age i OC}RQ%HJ @gg&@&‘.%.m @ ﬁbamcc@m&ég S new

2573), an 1 g
patntion Clifthn, N, ﬁl‘lﬂ]@ﬂ{,@%lB 188], HBA (1gG2a)

f : rrann ta?dgf- lflr%rn%néilr, ﬁﬁ‘ {2 @%Fﬁﬁah@é\ﬂf%gaéé%géqgﬁgfi 8983)],

RO :( QIM)[Sprﬁdweshummmolatgv.,@l 171 (198A)[HIOT16 [Memoez

A MO R Bl L0526 g A o ks
387, kS5 i ot st et i
exeossion o247 waieh A i abige L1 #PRRi o byt -

¥bi14 antiboad m%hmhﬁn&iz@maﬁ:m@y e(filwlamasl g(?mvm %At/ 0A). Other

TI B-217) ich are rat anti-nurine | a anti OdI%S
/R"ﬁéﬁ'féﬂfd@lﬂt‘l@ Haantibediss argtha hemaiers ﬁﬂ&b%ﬂl?mﬁqﬂ Patent
s Q?Eiylé 152{131 éeé%@?f&m'ﬂ‘(ﬁ the affB XA 18 GRsibddfYs- arecﬁﬁ TLeell

pie erre a anti bodies are the humanj zed
sepletigringbodiess thet isctiiati the adrgnistraticarnf thegng- @3t aggtibodyidoes not

| feiyed that the anti-CD 1 la
a%{ug%ﬁlgll%gﬂgﬁﬁj&% 1’9%:? 91[’[ " depleting antibodies, that

i s, t hodnetehbodidmantitis Inmeanized afti-CHY 1amntibodpis one ghat comprises the
amsehmdrpedbes not reduce the level of circulatin
DIQMTQGSPISLSASY GDRGTI TERASK TISK YLARNVQAKPGRAPKEDIY $GSTLQS
OWHIRESGSASGTIF TS SLQPPDFATY YIAQQHNE YRR FHEQET KN EIKSSEQ ID
BN, @BPSSL SASVGDRVTI TCRASKTI SKYLAWYQQKPGKAPKLLI YSGSTL

035

AP ORESESRRGIDF TLTI SSLQPEDFATYYCQRHNEYPL TFGQGTKVEI K

W@GG@V@P@MEMWMHWWQAPGKGLEWVGMIHP
REPISIICARNPY I BROMAGREY ENROWFIPGTTYF

LRAE@AVYYCARG! %TYF el

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

DVQITQSPSYLAASPGETISINCRASKTISKYLAWYQEKPGKTNKLLIYSGSTLQSGI
PSRFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGTGTKLELK (SEQ ID
NO. 3), and

MHM24 VH sequence

EVQLQQPGAELMRPGASVKLSCKASGYSFTGHWMNWVRQRPGQGLEWIGMIHP
SDSETRLNQKFKDKATLTVDKSSSSAYMQLSSPTSEDSAVYYCARGIYFYGTTYF
DYWGQGTTLTVSS (SEQ ID NO. 4).
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DYWSQGTLVTVSS (SEQ ID NO. 2); or In another

enbodi ment, the anti-CDl la antibody is one that
conprises the WvHW4 VL 35 sequence

(D%g TQSPSYLAASPCGETI SI NCRASKTI SKYLAWYQEKPGKTNKLLI YSGSTL
PSRFSGSGSGT DFTLTI SSLEPEDFAMYYCQQHNEYPLTFGTGTKLELK ( SEQ

VKL Sg%%gzss%@rm 41 d\mﬂdﬁ(%gﬁlﬁﬂélﬂmzﬁ%ﬂm@%ﬁl, W&}Amg;z

(a%g)rﬁms:mm@wmms& S8 (SE3), Hs2 Pkt el
G R S Do e e B‘H'JE?J

DI § [V ertnot Besradhes etsaipslﬁi"a], MB,{'Qaylc(neg@gQ]m Exp. Immunol., 71:

3@%9? E&%gﬁadr |6%ale[ICam?hna eéam ur, L, {gum}lSﬁ 55381251&3(9%]] See

alsb7514.09794990) ] , Masl 9l c. [Verm)t Desroches et at,

?Elj'g;/la er@{‘aO%él gs féP}rt?rﬁ t Eggsquq OCI?I é_[mclll\gfzr% @Eggdig’s are
ded 7884 in H ﬂaqn%aez . @fmm 9@51@43, WEESL/18011, WORD06928, WO
16: 537-542 (

ST Comto ot A dos ek, Wt Gt hkef o 83861, wo

g i |
Ry e

m;llmzw 558756 BALS. BPPLIE4 Y, S@é@O@»é@ Ui, 61980 Agstr
!
At darog R I3 ER e I o3LECEERe M OISR TE
5, 8 g ga ‘Vsagu mﬁccﬁﬂeggs(?)dtg'ﬁﬁd hejei® to Bagrmoleaplar|yeight below about 600
| | Pat. Appl n.
i’ép ﬁﬁ‘a?}% %3@93%29' “Ep 262526[Opa2d EP

303 G‘Efahz&nalsmﬂuvam) ieautcembirsntiemanizdd kgl lekappa sotyav e

m’@&%ﬁgﬂ%ﬁ%@% 8%%5% 12008 patidt hQ037234). 1 S
?cﬁ%ﬁbﬂﬁ?allyﬁbal raa%ﬂidnv @émén)ech,ana Rq:mm‘in DA bppravedzireg for
sgnmﬁ%% I SOt 2@3 \Hn]?ﬁ: s%ec &g&ﬂ%ﬁi&lﬂ? &)Wja?thea

SBINES t"lbtﬁéokyte mtlbﬁ’—ﬁis&lﬁﬂé@ %t@%ﬁ e r(LEAh) oh e surfbeepdfiTvalls,
I'S an roved dru&for ilorlasst

Pviniiag b IS SR Ve S of o LErder Tyreg LR ojegule

&Phb/t -1fand ﬂﬁlbﬂmgﬁiﬁgﬂﬂ'et’l‘ -l 1ht%%ﬁ’&iét Enteraction between LFA-1 and
tnctidn-associ ated antigen | LFAqf) on the surfac

ISTAM- lomintributes ty the émitiatiog ang maintenapes ofmitiRlg PRCENRCSH H‘éﬁ’&f“g
acttlvatlon%?qg@mphgéy%s,cﬁhlaﬁbl%f PiGHotRed B R théiallcells, and

migration of T-lymphocytes to sites of inflammation including psoriatic and

granulomatous 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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25 (ICAM 1), and inhibiting nmultiple T-cell
interactions. Interaction between LFA-1 and |CAM |
contributes to the initiation and mai ntenance of
mul ti pl e processes, including activation of
T-1ymphocyt es, adhesion of T-I|ynphocytes to
endot helial cells, and magration of T-1ynphocytes to

| ' ' ' bR 6f MERI [gGh CTIRIHE component of
f%clrtéarg%‘leg{%%ﬂ; SKi né.laﬁ?;tgbg% Tl 8A(r)_ (eflg! i zumab) . i s he CH1
ctanppbpt ecntains the«IHEE daneain,| the,GHP dpmaia ape Rings roaipn, but not the

i ngl e~ | ass. vi r i TNF) and block
Prpbet 185, BRGRt Pl foss Hopthy BsthorRpluss ficor (TNF) and Mlocks
itk ikerabionofith ¢t sarfpqyl TNK restmors| e inkibtite therastivitneteldYF-on

ields 100 nm/ pf PTI.VA. [ - j of
AP om B ey T g PR Remdise YRS b
Mmﬁ,m@b&i&Qincﬁﬁidg;fhﬂ ser]l'gdinmohtpdakagtﬂ:@iém erflu tispecific
nonohydrate, 4.3 _of. L-histijdi an e
apBhaitos bisesitranhoted, G Trdtius sf or&ps they extipit the
%&‘?édl b%iHEigaJiaBti\,JiKch? fﬁﬂeﬁoﬁ'ENB?E!_" (et ane{ cept; fA{'rgen,

is a dneric fusion protejn co i e

oxt r deatibasiydragicgtheompringiamgriseof A ol et Rasbadyesnsally theb
Ki.l - 4 | fibadly fragaentsaclude Fab,
RSB pLApble B (hRREE OBkl Ny g The Fo.
ExblyPabdnandFv fregments; ceapedies rlmaarﬁgan@swagl%s i ‘EDPH%

omai d_hi . ' i dnts.domai n
Brleri Mg %@%%SBP%%%&%‘??"SS%‘W;“? ey
necr oRiegerfratrhaocionMiantibesy” b$ wseit bereinrsferstp ap aptihody ohjaingd

cel | surface TNE rec or I,k bt g S; A aividaat ahtibodi

empgepulston qfsp ta"?‘ﬁﬁfh%%égm%’éususe ?Jﬁﬁfe%gﬁe brraoadest l _ les

&ﬁﬁ}ﬁﬁ,ir%ﬁﬁ’e Gitibh arlifentical\ercept fod possitde naswrally eesurrigdRwations
i ncl udi ng

(1] h | I ' ' . i
e bentn i G RGO sy e v
gy e fraom e o
X1 Dl I | .0g| | . i| recte
(paptci el pntitrody) RERRRRHiORSHHHF %wal‘!bm“?‘%ﬂ"f’fg?g“ﬂﬁ?? & @“‘*_ ted
WSt E]Ifﬁfgn‘c @&%imﬁ@ﬂ%iﬂip’eéﬁ 4R monbE b antitiodylistrected against a

Fiable region thereof . Exanples of antiho
finglg detetrainamtontlrcantigen. The mogfier mfﬂ(%[?ﬂ?@ ,‘“‘g??géérf‘\‘/e charaoter of
f.ragpents; . di i £3 Frod y Restb@smeos pogllatiahel n
g}?tai%gg‘%f{y %Flgggﬁtgisn;%&gg w%t@%gi f@{iﬂc _anttjtﬁlg)’gi £s
faxibvdtts and s mn o bocystired gaeaquiring preducEon Rl ?’FB@P%‘%H any
anti body" . as used herei HafiesfblderReyi d ith
BB AT SR ool AftioBedle e in accordance
RRypreRAGAvEtian riap bd imade by the hybridna method fitshflescribed by Kohler et

anti bodi es risin h ' e B ' 2., U.S.
kv P95 Toh & iy BF Gelg B b Bfad T e e o5
tpaaht KB4, $18,587 ¢ SEH "nionocton antibodiest may a}@mbumlg@ﬂ from phage
e g HeheEREceb by B P AR 35224 28
g?éﬁlgax% Miafks GPEV ONifo0 B!, 22215811 3500 QLesil), famsxainpley

a:lte ipbg)‘gitlrlwggéﬁl Yﬁg[g;ggg’ygfl tl(l:ea :!ultglgolmr;%: elmlill 8digé gtf e i%%ntion 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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agai nst different determ nants (epitopes), each
nmonocl onal anti body is directed against a single
deternmi nant on the antigen. The nodifier "nonocl onal”
i ndi cates the character of 25 the anti body as being
obtained froma substantially honpgeneous popul ation
of antibodies, and is not to be construed as

r eqUiEifRrbY éh%ﬁ&b néél@b@ﬁiﬁ)l Haoely pbitioadthe heavy and/or light
particul ar nethod or exanpl e, the nonocl on

chaitidenticad ith@r bemolosensi tp OSBRI ESSaNICF ‘“f‘ﬂ@"’ﬂi"é getived from

P o ey B By Wbl B OB R o

r&ﬁ&inb@ olﬁmée:hhyl(s) addemiticalarith dametagpeste cogesponding sequences in

Pat No., 4, 81
iR S %38 Bpo o BIGELEROLy s s
dsivmlléhlfs *ﬁ@%gbt&s B0subh entibedies,isq lerg aﬂelmyrembu therdegiregchialggical
et a

- 352 6
avhvity @& §|Patte;1rgglo54g§16§§ﬁ% E.riglgﬂ(nsgx? %2 al. ?’goc ah Sacal. $¥. Ush

§1F6§3@ L6395 aloghy) AGRaHiSed safibddyas amatda@min i sab\s:et ofchinericof
he invention’are those fragnments that retain binding

antibedigs. 1, CDI la, or their ligand with substantially
the s Ninafifie) fabifidodies agt dhimeric
%‘Pﬁ v\)twdl] L ondRirdah €e.£. e)fabitibodies agt

nol ec they are derived and show lobulin.
ehmbbdlgs wbnlch cerdain mmnynal spagencederivsd; ffom B yspRy 1EYnUnOS

fqr o Irf' N urrgién e Caﬁaoﬂlep%th‘uﬂﬁn %mhﬁ@l&lﬁﬁﬁsl(radﬂpiémror

or honol ogous b
m&;ste;smaauy) tn whigh hmsanahleacgw:bmﬂw CH & %a'efltr%m cplpced by

artic, ar speci. | h ,
oS i EAGPHEIR, 858 GALEAGOISS s mos
tah Gatsuiedr MoBunah priceand havég the ddsired srieoifisitn gHlinity; and capacity. In
corr espondin nces i i i
anm ﬁwn@bé:ﬁgfgg‘%”e%WéFﬁb lhh%gogt er antlﬁgggggg?n;?sam
&briesp o]fﬂm%%omhhlaﬁmsfduetﬁ rﬁgmﬁlsnmfre  dhumianized antibodies may
b les, so. lon ev.exhibit t
mmpr@gwgsglues yg{ch@ret %pt ?qyng 1¥ tfbglr%cm h%dg %gir{stgg donor antlbody
g@g%gg@% Eslgr?s'(aieg g)%(?t% fﬂN@Jr &eﬁnﬁ&ﬁﬂbotdegmgmtﬁAce such as bmdmg
umani.zed, anti bo
lninitiyn Gegerallys thedwimapfzeg patihefy Will CORRTS aﬁ\{bégam‘%ﬁgl ofat least one,
aﬂ(r {Ty% laﬁ fs%vo L%{Eﬁe im0 i WTBINal( 6 fbstanfially ke pf the hypervariable

are Imeric 15 anti bodj es V\,hlc t
Ndops tadrespargite tise dEa porebumgngmmEReiebplifpand a Al of S‘ELS%“H&IIY all of

mg%oglg lajtrlgl tﬁosH of 2huhlfinth oggﬁ[lf'm séﬁﬁ&ﬁ:@ laBldhgh the FR regions

uman | nmunog

bulins (reci p| en Th
/AaRdlade dilor bodyaminn awthscbstxw}ap@qrt@atrlmmvg } g(ﬁfgmty e
resi dues, of the rec than 6 in the H

B et PERtP ROy B g i PR REpicy no more ther 6 17

(cﬂﬁﬂ Odndan tHelIOchin, ﬁbl florathan®uThe humanized aatihody ogtfionally also will
nonhuman pri mate havi ng the v that of
a:pmpﬁﬁqgﬂeagtrﬂqugté% i3yt rquHoggl%ﬁtg ncéﬁst?rﬁ?%éd @c} Yypically that of a
AR Wk nd St PR, @Eﬁmhaedewe,ssw!omhe dhuNadre 321 522-525 (1986);

i mrunogl obulin are Iac y spondi )
Rosictimna e ¢le deetre 332 EF ﬁ%ﬁs and ksl e OB Pt fiiak, 2393
&% (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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conpri se residues which are not found in the recipient
anti body or in the donor antibody. These

nodi fications are nade to further refine anti body
performance such as binding affinity. CGenerally, the
humani zed anti body will conprise substantially all of
at least one, 25 and typically two, variable domains,

%e@ fmé&tﬁhh% Qhd ﬁM?ﬁ{cﬁﬁfeleaHrﬂesamdnneﬁes; 51 diyep proteinacainisar

0oops correspond to those of a non

nbﬂpmmmg¢eobu$qlute$1riu peaferregremhogEncatf mﬁogwmgpe ppsified (D) to
%ﬁ ﬂ‘ﬁﬁ Rth’/cﬁbé’ vrﬁ]%& of gnt‘ﬂ:;oﬁﬁrJ Q?&térm'ﬂéﬁ%@ tﬁ@w SRk BeEmost

I ons ncl udé one or n#n
p%firﬁbl? u’ﬁ?é thﬁmt)!?%rb@ degltt, )Jpracdnsresusn@icwgt 1gfoblain %t(jea“r e
nupber t hese a aci are
e ol N yerhyal G SR g, act Y ionblly e alpihiife Gl &1 ©
S o Oy e 1 et | ‘”“"“m"'m‘“"'“‘"ﬁ
candifieRRAsHgICINTRRHE b BrREerpRg e el ‘s‘??}%‘? E“t“f%l Hjeldes
cﬁé arfibod\H B W Y Hrtkrk Bellsihice hLledshetc weatpeitrs of thee
ones €t at, Nature 321:522-525 (é9%%]§ Rei cer%rﬁg& Emtibody
aatibodyistatuee] Saviropamnbwl ot §Epesent (T ¥a‘°w&ur r %&3

) \gﬁt %&e&ﬁ%&&t%ﬂé%ﬁeﬁ haaﬁé@&?ﬂ 35 An "i sol at ed"

s-one S been identified and
separated and/or recovered froma conponent of its

Hm\l.mﬁ%urmﬁsaum@m@anmnt conponents of its
nat envi ronment are
i nt erAesprding @ﬁ"ﬂ?’&ﬁ?@d@?‘i’t 8 L"ﬂfﬁgﬂfm%x\g toadhesin, c.&-
A.anv@% gﬁg% R3&En,MX) | ncl ude enzymes, horm)nes and
Aaceous or nonpr ot ej naceo L ohfdt can be
pr ef dnrtlwnethmbdlfﬁ@#tf@ﬂt qfi{le Hﬁ%@b’d&?f“\ﬂ’ﬂﬁ gg pur g
wei ght of anti body as

&%%18\5%@%?}? q%ic l%w@%\/\nﬁyﬁ/%?lre@%lhod and r. % oge or
nor e meqmaﬁmsve tnesiteghwith the LEAG! wte@gisgéngg‘ﬂf‘?%‘i"g Rt
obt aj n_at NR¢ trédtmeéntiof hloma

i heraege 88T, SeorgRbahRs fhenld bR o

y use of & spi nni ng cup 10 4 systemic
&ﬁﬁ@@ﬁn&mﬁe tlﬁlfol(o’i-)mg @:yt:lospygleqeﬁ;quytawn Styetinaig %@} syste

%cpergé)%lg:r’] i %@ﬁcgﬁeﬂ#es{er 0 s AR b alifavolend (@Vﬁyfp%ta@smm

PVer stain. |sol at ed anti bo%
idﬁ?deuﬁ@%xlfyhﬁle&Bﬁbh@dynﬁrrﬁ,shydmxwlﬂwpmum@@mpﬁﬁﬂcm ide, low-

cells since at east o S
FRRRIE T e R T e
h 0mveﬁnmﬁ@%@}advaagdnbn@mm&ém hederp tm&st@webshah%c‘ to suppress

| east one purification step that
Wemhlbe nmusRsyPRRR RS Sucner bguig e A ances
r&§%§1ﬂ? E{b‘dﬁ&m‘nsddiﬁ\ iegﬂh'l%@ﬁﬁhﬁﬁdsﬁl selﬁmglgﬁn expressmn, or mask
e o ghaEls ni MA) L s g0 E] % rticosteroids,
theMtiComtigers. Examplesofsich pispERS Ap TGS ucoco
ant a (fr]us%ae %ﬂl}}i’pqedmsolone and dexamethasone; 2-amino- 6-ary1 -5-substituted
pynmldmes (sce 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 mcludmg anti-interferon-y, -B, or - antibodies; anti-tumor necrosis factor-a

antibodies; anti-tumor necrosis factor-p antibodies; anti-interleukin-2 antibodies and anti-
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20 adm ni stered chronically or intermttently. The
patient can be treated with the LFA-I antagonists in
conjunction with one or nore therapeutic agents.
Second therapeutic agents useful in the treatnent of
granul oma annul are include the follow ng:

cycl osporine, isotretinoin, etretinate, topical and

IE&%‘E&#\ ﬂfHdiésCmit@Jw ﬁﬁbo&wra&&m@aﬁmﬂamphocyte globulin;
psoral ens

| A (PUVA
pamd‘ @gbocpeg;] p!;;qr:l%}; Lﬁ%é%at%té mtbé;m I%%ﬁﬁ%ﬁg%dsles somut?le peptide
cg?\(1 r?r/?ouc l3%%’c1 15%6 OH%P?W@@O/(TBU@?EM@Q?NN/QW stebpEsinase;

azli mne

oxydgenase
mmpbsmcpmdmnm, RNoori DIV & front therrostoBK 8%&%3 éiggwsperguahn

rggsjaﬁ&%ggg“h% l?’%gﬁ%eﬁlﬁésli’m% Legbl‘clh??eﬁ]% t%eh%c t en ents (Omler et
aagsaérﬁze\n@uhsio H3r199D); msm/amgasanmwo 913@11;1@3)@%(1 T cell receptor

d
soibadienEp Beb BsmEsey BB AR sty herein may
Wﬁﬁfseajﬁgm@%ﬁm(ﬁageﬁm ude steroids such as

gl ucocorticostero e.g., prednisone,
met hyl predni sol one, and dexanet hasone;

l%o?liﬂ no- 6- aryl - 5-substi tuted pyrirridi nes (see U. S
a No. 4, 665,077), azathioprine

C y cl djohn ﬁls‘«ph@h@dﬁ@f thefinyentien th%ﬂm@ﬁnia'a%? antibediss pf thf invgntion
ﬁ:lgha!d A ¥AL bﬁ%aa&is%ﬁh@&gﬁﬁ)ﬂ%f’ &W‘grﬁthlloma

an I'gens, as described in U S. Pat.
dhnlRfs (ﬁrlk&)cmdaiMeasawtubtrmplrmZmENmW agd sidg effests. \HC

ant i Eﬁ}?g“r'najleg 8}3% gersg ngpgcﬁnmgmd% F}fé dﬂaﬁerﬁ‘m £ 4baké ARg®6T about

cyto a onists 1 nc
Aiif/kg W20RA/RE. Ollﬂdyffferem errrbbdlmnantﬁw ﬁmgepnggﬁtlr 15mgres, 1-

necr05| s factor . anes
il Omg i R by WA aBEAGR adpe
%é of é&“ 9.3mg/ids tb aﬁﬂgkggrat Radtiohact weck fanatlleaquwecks

I bodi es; heterol ous anti - |
pan TDeses pf)@fah%@abﬁ P&’r%ﬁ’ﬂ{yg’éﬂ{ g‘B%ﬁé of an?’m%/ eC(:1D4
& dasPhdve Geercuditisiiteied gvitholiat-cbserved increase
%‘“‘"3?’%‘8‘ gﬁanﬁgk’%vxo 90/ 08187 publ i shed 7/ 26/ 90):

Btaceitoldtibase;” TGF-p; streptodomase; RNA or DNA from
the h ke cﬁ@§ﬁrlefl %aﬁ%ﬁ}ﬂﬁ) is d@AMYsERE] ©UR padient subcutaneously as an

rapanycin, receptor (U. S 721

Thithat lcbnditheramg dnse bf &g mafeasfollowedy 1 ]eweefg) S¢ %su%g.g ‘doses of
514300 n}rilg?& fd pAHEASSN o%hd

% § iﬁ%{f%t?a?i@we{%dl es (Eéc g}ggﬁ%%))t S}lS,ICh as {T
%&adTﬁl@eelﬁprﬂuqobmg&:gl“de agents herein may overlap

Wi th &g@ggg nd %3@%’?‘9 Ytdy s‘&s@sfmmewoném%qanﬁmmd to

met ho e antagoni sts and

liahadlcﬁﬁm&auy bﬂnteﬁumhﬂlp s deteritindabystiephysisiaarof gkillin ghe
dosage that is efficacious for the treatnment of the
Qrsﬁ‘ﬁ;ﬁi oma annul are or sarcoid disease while

m 'tﬂ' g‘A aﬁgnttaﬁﬁﬁrgétéﬂé% ﬁﬂﬂlg&jtydﬁtnekit‘xmrﬁfusﬁm er ubgutaneously may
anti bodi es can be admi nj ste 0 e n
Gﬁméceraélﬁ@'ée genisisuch as fever, ¢ r]ﬁ[js burning set%a on, astthén% £hd 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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1mg/ kg to 20ng/ kg. In different enbodi nents, the
dosage range is 1-15ng/ kg, 1 20 10ngy/ kg, 2-10ny/kg,
3-10nmg/ kg. Efalizunmab anti body can be admi ni stered at
a dosage range of fromO.3ng/kg to 4 ng/kg, at |east
once a week for at |east 4 weeks. Doses of efalizumab
of up to 4 ng/kg/wk SC for 10 weeks followi ng a

Condi-ﬁ,iita,liﬂ m Qn k) thdtiig &t tiaae dosingadmsieistered in the
adm ni st out an observed i ncrease 11 ) atch &
tteatmieot. frgae uasandnsmeeeémb*eﬁ hiingle deseabyt i RRY He'ast 00

PP e R PN R el by 11

a\d@ﬁkétyre&tbr(twmmaneous) doses of 1 ng/kg/wk. The
initial lower conditioning dose is optional; the
patient can receive instead 12 weekly doses at 1

H3i{ck of ¥dminlstrddonat i ng di sease, the LFA-1 ant agoni sts
of the invention can

d
pat i I 2ptageitte and *’ft’B?qus?ﬂsg}f ‘?t 3 S ? tﬂe?a e%g; %gg??narr}lced
1%&9&;@&\@%@ hg’bﬂtsoﬁse& kd the rethotifef theli usrentm arghadainisterrd to a

dmnistered a drug b aveno i.nfu

Isunsopatiens énagegrd me%a‘éﬂ@@ﬁ&é" RdisIR a°3‘\‘/‘8 8 such gs by

.& ho sCJaHlﬁ;%a&Hf@g Ngk SRS b9 Qontﬁﬁlbh@ﬂﬂmoarm@er a period of
I'eviate or mnlmze sych adv

metysubdstraepn fopisally BB e A SFFRYl iffapmonary, intr-

t f 1 al y
Effa bfprASyE Rk eﬁsgﬁﬁ‘?ﬁ*%ﬁ:*g“‘%st*?ﬂ: P e
g

kenelly bl subcutaeedus Snbipenoiscor depieal ’@eﬁaﬁqu on the

pat | ol er at. imm@hdshppressive agent
dosi nﬁ'erier'oﬁg %@%?’H% @hg%kﬁf,%m%%?agﬁ:%gerg;a? §d05| ng P X
S Beproti@ddagystemidatig or topieallyrimone enhodimgng,ithe LEyh; gatpeonist is
need not_ be Si ngI e dose, but it is not the | ast
aygigistereddg B@g ent dosing is dosing that follows the
initial dosing and includes the | ast dose

adm nistered for the treatnent. 10 Route of
Rharmaceptieal Fopmmlations,; 59oni sts and anti bodi es as wel |

as seqpi e&\h@ ERRElAtibSs GTIRirSaganidts ahdmntibodiep psedds pegerdance with
agents use

in the nethods of thelnv ntion
detpireseat inyantion arepreparedder ségﬁgeelm mixipg! g ngpou?i{! ﬁr antibody having
A L odS (}% h}&t?‘%\qih%hoﬂdl Pharirateutiesl, aceeptdblesartiors, excipients

| nt r aveno tration bol u r
oS apatRAmieT O Tae e St P g 0oty A Ba. (1980), in

B 2 8Pl S Blefithions of RiveBIRIBRAbA. Acceptable carrrs, excipients,

I'ntrapul nonary, intra- articylar loyed, and
o btabitiyere wiealontokictte Bchpéendd at therflosages glpcb?pgpcntrapons employ

' nh %téflﬁgﬁ &uésﬁﬁ\p%@lg% mtr!lt@te[nﬁ"bﬁ?e?h) ic 4608 raalidbNidddys including

nous of topical adm nistrati orl1
ascorblc acid and methionine; preservatives (such as octadecyldimethylbenzyl 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 pelymers 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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The LFA-1 antagoni st, the second therapeutic agent and
I Mmunosuppressi ve agent can be provided systemcally
or topically. In one enbodi nent, the LFA-1 antagoni st
is 20 adm nistered topically. Pharnaceutica
Formul ati ons Therapeutic fornul ati ons of the

ant agoni sts and anti bodi es used in accordance with

apdifts IR BERDTANVIBAEsREh &sBcEe aﬂmcbljteahammragﬂmtby salt-forming
m xi ng the conpound or ant j body VI 25 t.he ges&%rnmP

ca'é@%re'enfoﬂucbas so@ymmﬁa SPmPlsKEC § <0 eomplFT ) an
CSRERBIE s6A dsi OV EENSX PLRIRIN 5o o?ﬁﬁgéthyléﬁ gycol (PEG).

em ngt on' s Phar naceut’i cal Sci ences 16th edition,
Osol ThALFAe. antdgeaiisysefuhin thevaethedsafghe prossphinyentiep can be

PR b Sl e YL Ons. AccepLabl e

excl or stabilizers are nontoxic to
reci fThe s "aﬂeﬂded relessatjors svaﬁnajn@bmlﬂem fermulstionsingholieadest

i ncl ude buffers. SUG
prSI%?&lF SEFHRAE 8 81’?@3“0&'& |a8x HQHT S nc NG i £ &md"i‘&%tmg n
tREeRasy ¢ adkvation bfitheebmpaimi fer, a smsmmed uaextmlsd permirpfaime or at

oct adecyl dj net hyl benzyl a ni oride; . -
IR PR TR BT onRE TR} A SerReURR 54 ade avallable in vivo
i HaZALROSY Udrfiildd s, Optivaany, ,thethﬂgﬂded}rclémaﬁjydnulatwn oceurs at
al cohol ; al kyl parabens, such, as nethyl

aensinmate apd{prerehtls in sustaied ppdpr confipy BIoh of the active

P@%ﬁﬁ N %'m Qéxtaﬁdea Sei4sd ForinQIMtiomY &1 doniprise n@medchmﬁnon,
out O resi dues) pol ypeptides; pro such
sﬂsupemudwahmauwﬁofgéﬂéw¢ﬁp‘%NCEQWm?ﬁhhﬁ IF%E““‘

ré% ejanly hgdrg gél% gﬁ%@n&(ﬁﬁ i3 Qlﬁulgllé)l}i% { e &Nﬁ)[\{"itéﬂ@ Riter-in-oil).

O acl Cl ne am ne, aspar agl ne,

mptﬁmalﬂy, Iﬂm extangediiataase Mnuly@wmm@ﬁm-pqrgycohc acid
@L@?@ q}ﬁp(ggpg-r oaig tdg &ﬁ‘h%ﬁXﬂ b ?Brﬁﬁ)ll'e@ ﬁ'eféﬁge'?ﬁ Bloactlvc

rlns ating 12 5 agents
Sgkabs tafm EEETi’Hz/Cﬂy@ﬂlﬂs psll;rmhr win Riodagosieble Palymerois Drug Delivery

trehal o t ot n
StV v Sk Tt s PABth, NE L] pb 1. Oflbnaly,
tﬁé\}é&ékr}m&ﬁgﬁﬁm%ﬁ R stabddrand tﬁufdtﬂﬂy afiths Isﬂm-th) agtagonist does
or et hyl ene C
mqtppmefa%hlagmwéb S Sioripe vt e Mgt ey, fuE F@b‘h@ﬁ“ be
#nﬂ Bﬁsen@é e ﬁﬁdhilfﬂg nesuck aﬂedraweb(ﬂdﬂe polyvalent
rrrul at ion. 10 The term "extended-rel ease" or

metgksalti ned-rel ease" fornulations in the broadest
possi bl e sense neans a formul ati on of an active LFA-1
ant agoni st conpound resulting in the rel ease or
Adticlescaf Manufactutrargbiitound for a sustained or extended

peri oy Oferle dlﬂ{ﬂ ﬁ?‘lf thd S9&kioh @sranaarf?&é bPRaifadthrgRombiniig
S Ionger t

e conmpound was made avallableg$
inhterials usefoltfer tlhatrbatmemrof [gmimlomgl agnlaregr 52re0id diseasgnAPe 9{11016 of

t he ded |
@6%?%?{? %Prﬁyggeg ﬁﬁ‘%%s‘f Op%éOE% %" :mgx{]% %g %eﬂ([agé-ﬁls&t on or associated
ARt vontmes, OSuiablelcantainers dicltdesfon eximple, btles:pials, isypinges, etc.

%%éq%%gé%}? gt? &gﬁede er%%evaggtgrmfllmaa én%ﬂ%u&?éé g‘f’t&gg{ }jﬂﬁs%c 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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sem - perneabl e matrices of solid hydrophobic polyners,
bi ogradabl e pol yners, bi odegradabl e hydrogel s,
suspensi ons or emnmulsions (e.g., oil-in-water or
water-in-oil). Optionally, the extended-rel ease
formul ati on conprises poly-lactic-co-glycolic acid 20
(PLGA) and can be prepared as described in Lew s,

theé 3t %ﬁ#ﬂo@ﬁoﬁ% £EBF1 aQ§1m§h§ﬁﬁibeﬁof the RiveRiono Mt second or second
Lacti de/'d ycolide p " in Bi odegradabl e Pi,h%/fwg

and tlmdmrrmesrho@rryay 's}d@wne RI MEeSepaaty, centainers L label pr
pé)'l@g% die t Tridicates élNF ﬁ(e%gfnggmtuﬂpis uded¥er tr&lhg gﬁﬁ blosha andilldre,

ormu tion Is stable an
DGAiov sarymf Thérabél %Apackagﬂ ingpotwvidl furthes sompgie 15%108%‘!8581 y

[ th st f
Amintedsi b roppeiog B ¥ Blichl Fuolifsennféisid Gtruddions
cﬂﬁtrﬂnaﬁfyabttlhdeﬂl if gorﬁ@leﬂ:tal @ﬁkhgeasaf thevaptwtic- produgtsl that contain

ol yval ent ticles
P bR b e 80 PSR iy Bfins andior
@&nﬁgaw@%ufg&h&@ﬁw buthfergRutiapodias. sAddigdnally;the artible of

rea

nment of ‘granul opa annu] are or, sarcoi d di
vt e festhor RORIISS ACOREINEE SPRATISES 2 haymageqticaliyncoeptable

buRidt @hms(}ﬁ&gn@stitﬁlwcﬁer%r iRRERAN® W3 Shbsphateduffered saline,

assdcl at e he contal ner. Suitable %}?m al ne%gl able
ngd:rlsdelutlbmﬂn(bd@atfp?re@hﬁe@tItQ@,Y Trthgr dnchudy ofhey matengls desir

a%gl%f-l%wl dsﬁoﬁft Wﬁgutilh Hih%r Mﬁfe‘rseﬁﬂudihfs filters, needles,
erra SUC as g s or pl as At | east one

mm?ﬂﬂgﬂer hol ds a conposition V\,hl ch is effective for
t t th -
a(r: g: Sllg / %B?c[lg(t ?rggo%'n&%rﬁbr}lhggﬁm Bmath@Yf eﬁhﬁhﬁeﬁi dofhposition, and

e contal ner nay be_ an
the bﬂc&c‘d@cﬂmblﬁ't mdicates that the goropositwnwambe reditniges dissepipeipd
pi er ceabl e poderm c injection needle). Two
W%?%‘B%ﬁ’f‘f%arg@%¥3|ti ons may be provided in the
article of manufacture. At |east one active agent in
13 5 the first conposition is a CD 11 a binding
Experientablixamples v ention. The second or second and

t hi r drGeFERes dbicABes e Hfa ]!ih@ibﬁt with madbrae tnerere peprsia with
containers. The | abel or 'h ? in e (gﬁ E%%ﬁvelblologjc
savare RGA thas reselyrd pem trea GFelizpmal aﬂ‘é AR

Qﬁf d6ator PGA Or sarcoi d. The | abel or package i nsert
VM urther conprise instructions for ni st eri

the cArfBexsindldmale with aBisiosy plemed ﬂ%%&%" P % J?SOF'ésf‘se\ggs first
ts:‘é LJA8d (it %}a}gﬁﬁmﬁ%ﬂﬁﬁﬁfe‘?ﬁ@”d With MGsidhd @ftidlTy sppearal oh Als hands.

a es O erapeuti c r od UCtS that contain
maewmtfhmnnmumsmerewmddh@tuhsﬁsi nqf davgdiabgiss ggeéhm a disease

gtg??c“gl F}S;CH? 3 2 \SISI;{' &l%h 1IORS aAMA4re! WithRhdnigsSof his initial

erapeuti c products.
Aﬁghdsmﬂallbs}nnsBﬁemhmlmsmoulmmme may further

ggg?;hblgmcp@ 99!9 ntgs Eﬁ)‘gg 1'8% %&F$10P51ed coHﬁrmmg the diagnosis of

PREA . From M ath 2000ahuigh Octoberj 2002, ithin patRAFvRs treated with numerous
phosphat e- buf f ered sal.i 15 Ri nger.

@250(s 1598 24eRfitP FHnoge 1%&9‘*‘1‘&??’#@}5%“9 gﬁ@gcﬁ%@é‘fﬁ%w
'ﬁ?&zﬁa‘iés%{l& £45L0§kiRe and clofazimine; intralesional corticosteroids; psoralen plus
ultraviolet A (PUVAY); 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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froma commercial and user standpoint, including other
buffers, diluents, filters, needles, and syringes. In
a specific enbodi ment, the container contains an
efalizumab conposition, and the package insert

i ndicates that the conposition can be used to treat

di ssem nated 20 granul oma annul are (D&A). -

Myl (oheRtel SR ¥l osP8iSiel dnd §Roleranesecaidary to
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chéaranime-D@cedhdinrrheasol ved upon treatnment with
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l'abetes mellitus, a disease state wth ques
antioadod et done of KRB HACH Bria W CAkartS, oA P e

L oSink BLdrl 2 ' ' 5 ORS. janncdaluiation o
e P A e K Dt cember 1000 e PR
shelyitieemapyveasdl 2vesiss follawed by extensdes gpemiabe]itegiisat 1of gy o an

ondl 48 W 0bel miPHQAwk.t FélRowing initiation
z@%logzﬂﬁ m“gg?%%gﬁgﬁgﬁt Egﬁ%ﬁ(ﬁs agents in a

n
leEatioyhatt thermpyahepdtiest’ DEd eapadoppidly, With fprksdAmprovement noted
inclydin st.em c ' S afir Yitd DGR dsResobRd (see
‘E’Ir’}B? ﬂ%ﬁ%‘i’%“ﬁhﬁ?",%?ﬁgg%gp{ﬁy t :ngsterdi ds; psorsal o
Fibste 15 51UASri1200%) e clofatiiinesyas dissdntingstl.c A of Hiby 2)fi3ethe DGA
such as corticosteroids,. desoxi : :04.908 th
fél“é@éf‘h%c&“stﬂnoﬁf% eé’ccpgﬂgofgac% oi s of R%énrgcﬁ?Fieg’l T
Ml 18K 9T ek Revielirsed ofarkedilyf impaaved a@bat tholevelfachinyed at Week 12,
atient's plaque psoriasis and : b
Siingcupiganat o P GRS YD TROI b . Hblffon of ofalizuma
@;Xé%%nc“ on related to cycl osporine and intol erance
secondary to cl of azi mi ne-i r]_duced i arrhe

| .
2002, Withing? mantheafier fregivg SGIZBRap. | @%ﬁ“‘eﬁ?ﬁ?’d‘%ﬁﬁp’%& This
RARS st dabe fepbrt b?égidtah!d ShocedsAll teirienrsf3evire DGAvwith an exemplary
to'severe pl'aque psoriasis. Al psoriasis therapies
DBAd antligovish efaliegabas he entered t he 4-week washout
phase prior to adm nistration of study 1o drug. In
Novenber 2002, the patient began efalizumab therapy
(anti-CDl | a nonocl onal Refedenessy) at a dose of
| ng/ k ekly. for, 12 Wi USublished applications .
i nj ech%%“"eﬂ?geé B’é@gﬁ“\gg&g@g}%lslﬁls&a%‘%terg&gﬁaﬁu%veri t I;/
hiSiker(faABtationg arelidreby ifldoepopitedinemsfesencat i on of st udy

A
cont ppmis, 1998/Bme4d66a dose of 1 my/ kg/wk. fol |l owi ng
! r‘]!i. t li)z?t}sikiolg, Winkelmann RK. Generalized granuloma annulare: clinical and
laboratory findings in 100 patients. J Am Acad Dermatol. 1989;20:39-47.
3. Muhlbauer JE. Granuloma annulare. J Am Acad Dermatol, 1980;3:217-230.
4. Dabski K, Winkelmann RK. Generalized granuloma annulare: histopathology and
immunopathology. Systematic review of 100 cases and comparison with localized

granuloma annulare. J Am Acad Dermatol. 1989;20:28-39.
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15 of efalizumab therapy, the patient's DGA cl eared
rapidly, with marked i nprovenent noted wthin 4 weeks

of initiating efalizumab therapy. By January, the DGA

was resolved (see Figure 1). In April 2003, the

cl of azi m ne was di sconti nued. As of July 2003, the DGA
remains in remssion, wth the exception of
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{e}éﬁgﬂg & {)aqgaily ﬂ&\'ﬁh e qgeﬁ}%ﬂ%ﬂ@lﬂé@ﬁg e, dmount of an

reengl neerl umani zed
milb@@agoﬁ'm whtreth thg UF@\ 1 ahlagmmmh Eﬁ&rﬂantl&CDﬂdwamibody
1996; 157: 4986-4995. 18 5 WHAT IS CLAIMED IS: 1. A

nmet hod of alleviating a dissem nated granul oma

annul ar e Oﬁi@ﬁbﬁhfl‘gfdﬂgﬁ"l mwﬁ&%fn' 9 abiR CD 112 lah@Pdy 18 ¢faligumab.

t he di'sease erapeutically effective anount "of an
LFA-1 ant agom st wherein the LFA-1 antagonists is an

ti-CD 1 10,2.. Th th f. claj.
\(’:Eelr etn t hth h“ &9% ety W’B‘%{a@ & aggg(fcﬁleﬁ %gﬁlﬁ%&r%% between
e LE: Rf4 &l gm 2, wherein the antibody is

admniStere between 0.3 ng/kg to 4 ng/kg. 15 4.
The net hod of cI aim3, wherein the antibody is

i nCt 2 |
oL 3 ol Bemogtl dim fofirtie B ahifodiEb fhifbred ot 1 meke
Weddkg 20 weekly. 6. The nmethod of claim3 or claim4,

wherein the patient is adm nistered the antibody at
an ini ti aI condi ti oni ng dose before the therapeutic

dose. The B ﬁ&@? tdAfninistered at 2 m
cond|§| on| ng ose |s (gaﬁ;{ n%eyﬁﬁﬁﬁgnlﬁod 5?lsgralafn ke

Qeekwﬁer ein the antibody is adm nistered at an initial
condi tioning dose of 0.7 ng/kg during the first week
foll owed by a dose of 1 ng/kg weekly for at |east 4

weeksg 30 Ppe H&gmﬁ%mmoi of L uBwhyfes] ﬁ’l'e?naii&ﬁ idl@éministered the

of 1 ng/kg 1s admnistered for at Ieast 11 weeks.
antibody at an initial conditioning dose before the therapeutic dose.

7. The method of claim 6, wherein the conditioning dose is 0.7 mg/kg.

8. The method of claim 2, wherein the antibody is administered at an initial
conditioning dose of 0.7 mg/kg during the first week followed by a dose of 1 mg/kg

weekly for at least 4 weeks.

9. The method of claim 8, wherein the dose of 1 mg/kg is administered for at

least 11 weeks.

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

subcutaneously.

11. The method of any one of claims 4, 5, and 9, wherein the LFA-]

antagonist is administered subcutaneously.
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10. The nmethod of claim 1, wherein the LFA-I

antagoni st is admnistered 35 subcutaneously. 11. The
net hod of any one of clains 4, 5, and 9, wherein the
LFA-1 antagoni st is adm ni stered subcutaneously. 19 5
12. The nmethod of claim 1l wherein the LFA-1 antagoni st
is adm nistered intravenously. 13. The nethod of
claim1 or 2 wherein the LFA-1 antagonist is

adm njstered in conjupction wth ond therapeuti,c. .
agentl%r ahhs methRds ij) ﬁ{z’é@s} Vehergj ﬁﬁ‘? i%%’"i 4*.‘“%?@'%%&'? (fggrinistered
ig{rfl‘péng{lgyl& wherei n the second therapeutic agent is

S

el ecte fromthe group consisting of cyclosporine,
isotretinoin, etretinate, topical and systemc

Elotr ﬁ ;fr’?gf : O%Ar%?@gf@gg{%[ai’srgtlgéri ﬂ/ﬁ?tte?et}r)@'ﬁe&?&rl aaln ar;];%nfgl %Sadministered
ineBhpxbdod With ﬁ,seédhﬁitﬁﬁfh%éﬁiti‘é ABk oFan MMALBSIGPIREIOO bEIRE,
dapsone, niaci nam de, 15 | owdose chl oranbucil,

cl of azi m ne, and a 5-1i poxygenase inhibitor plus

vita E...15. Th hod, of. ; erej 0 .
(et . TRCielS ARLBLS s RSBl REBACR i stced
#6m thereRy bnistihg Of WyBlodgbrineh Bbettindineetttinated topical and systemic
therapeutic agent and the LFA-1 ant agionl_st are .
epatigasteseids.c frraasicc aeif castarys . spralensnplugailiaiolst 4| (BUii/Ay potassium

2 rein ond.: . td C ; . P .
R RS TR TR GO st
edérse cRraBbucllhelofiihing, afd <5-hipoxyleénasetishibitor plhevitamin E.

second therapeutic agent and the LFA-I antagonist are
adm ni stered in a conbi nati on of concurrently and

sequey i al e [fathofl JQN WAEAR! the3Rcdnd thdfaBeTRE 4Rt Rfclofazimine or

claim™ wherein the patient Is non-respohsive to other
¢yiebosppryne. 20. The net hod of claim 1 wherein the

granul ona annul are is resolved within 2 nonths of
initiation of therapy wth the LFA-1 antagonist. 35 20

16.  The method of claim 14, wherein the second therapeutic agent and the

LFA-1 antagonist are administered concurrently.

17.  The method of claim 14, wherein the second therapeutic agent and the

LFA-1 antagonist are administered sequentially in either order.

18.  The method of claim 14, wherein the second therapeutic agent and the
LFA-1 antagonist are administered in a combination of concurrently and sequentially in

either order.

19.  The method of claim 1 wherein the patient is non-responsive to other

therapy.

20.  The method of claim 1 wherein the granuloma annulare is resolved within

2 months of initiation of therapy with the LFA-1 antagonist.
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