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METHODS AND COMPOSI TI ONS USI NG THALI DOM DE FOR THE
TREATMENT AND MANAGEMENT OF CANCERS AND OTHER DI SEASES
W@ 2005l0kdsby OF THE | NVENTI ON Thi s invention rel aP€BUSI04/037083

met hods of treating, preventing and/or managi ng

speci fic canceMETHODSAND COMPESITIONS USING, but

not limted tOTH&Eﬁsomwnﬂ“fm TREAprMENT
char act g .='. : ‘t

adm ni ' T T
wi th ot her therapeutlcs In partlcular t he |nvent|on
enconpasses the use of specific conbinations, or
"ceckt FIELD OF THRINVENTIONer therapy, e.g.,
radiation to treat these specific cancers, including

t hos ghsahvereibR kdatetoCBHeds éfarating, flﬂé@ﬂﬁng diPor managing specific
invention also relates to pharnmaceutical conpositions

canvdrsdayl etherrdiggapesrincluding ENCRORDUNEY (OFthppEassERE Wi, or
AND OT S
R SRy e R B O STl bibne orn

cBimbRANGH With ofiftk ifergRutide dn phfituRr,ghe/ Bem@necoinpaseethe use of
i nvasi on of adjacent tissues by these abnormal cells,

spacifiemhinationsrorpredirilioraflragsraad ether theginyg A&n gadigtiqngo treat
t}(eﬁe I?e%{f% c%nsérgl @au&ggﬁf’oagpe(}ratc%ag tdséo?l% t?dntaﬁ Tagé. The invention

ecar

aBbuelars td pihingadaatitdldbmpasicers il dosiiglrégisieap process

t hat begins with m nor preneoplastic changes, which
may, UNdgA CRERAUND OF THIR IS VENIIONS t 0 neopl asi a.
The neoprastic resion nay evolve clonally and devel op
an increasing caoaC|t for |nvaS|on gr owt h
nmet agilasi S, PATHOBIQ W EE CER AND I QTHERDISEASES
conditions in which the neoplastic cells escape the
host Chncmdmrmrwed Iprisnacidy, byReyi increase in By pigmbdriof abnca’mal cells

oS3 SR Do B0 6 B Bl et o

1 %Sl%?k%r Woﬁtboaﬁeesﬁ@ﬂcﬁflnhﬂ%nbrﬁ cOBd @i regiballl Hﬁ@dé&‘;&hd to distant
erature, Exanples includes cancer %f thgIﬂ
%gqtpmger 1s a

su@ﬂ (oretastasis)- uﬁilnmld!ﬁaam meleean biolegisi Sﬁldl%snadllcma

nC|den
Hél.gﬁ%tFp PrOﬁCSIS C%ln? ages l(ﬁglnéljﬁ eév'é\ﬁ)zaas{ﬁ(g gtr?asnggp v@‘ Cl'} Jﬂg%uxader certain
coRdifibaCHBElel © Iﬁ@pllaélatT}w’ﬁboﬁ)last@b lesipR aRlyevbive Qtdnal‘ly whd develop an
ADDSor excessively exposed to sunlight) grow A
ingr AN RODAC AR TSR P W MESEPIgt IS, gIHeis20geREich GoReciay under

[

C%ﬁ&rglglig 1&1'\\;2{1511 {hg%teoﬁl‘}#hctl:glr%gés?:gp% t?lgthggtz%c ﬂ l#n%g Roitt, 1.,
Bibsroff, NﬁﬁlSIEahle leI tainiedlogd 1priorers(3kd edml\/bsby, St Louis, Mo., 1993).
angi ogenesi s. Several _of the nechanisns inyolved in
t urorlHiersdis @8 NQFMAUS yaTietk 0§ cHIgeRs WHehate dgeqripsd dydetaihin the medical

l[l%‘sittu{ | &Gl %f mEl'ﬂ?ecsecaH&%?)?mesiﬁﬁ% cﬁlotnhfecﬁl‘?l‘f %§t£9 Y¥ast, brain, and
unor e cyt oki nes 'w

ipestfirer tThe Sncidenaeapf e*cmcaf continse te yhmblamdm gmbnaﬂpo;mtatdmcages, as new
and basic fibyroblastic gromh facto

CARGSTOARSIOR; anfas SPGBl P HaN g e & fméﬂé ?@E%& withAdP)S or
2B iy @ podlt6 SiHehYrdw. WPferfabl! eridHd th&eRAS Exists for new

methods and compositions that can be used to treat patients with cancer.

Many types of cancers are associated with new blood vessel formation, a process
known as angiogenesis. Several of the mechanisms involved in tumor-induced
angiogenesis have been elucidated. The most direct of these mechanisms is the secretion by

the tumor cells of cytokines with angiogenic properties. Examples of these cytokines
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angi ogeni ¢ peptides through the production of
prot eases and the subsequent breakdown of the
wezdosaeehs ul ar matri x where some cyt oki nes ar epST/OsBU4/037083

.. (e.,0. ...b-F . i ' [ ed
it gl ot s AR EREC R TR RErCR, G, pscutar
eritottetial g@owih fadloa( VEGFRGNAIINIYE S AlrntivElg] tunfod bslaaiélease
rel ease of angi ogenic cytokines (e.g., TNF-a, bFG?). A
angiggesiopeptidest theugh itheapeduction @f araiensefeang the subspquent breakdown of
th%%%f)rgéeﬂhﬁag mvgltrﬁ)gwhglre SSE@%E&)&(S{CE ‘Zn%dst ¥d g&%dﬁ—%‘dﬁ.d ngiogenesis can
angrogenesi s. 'For ‘exanpl e,  enhanced o hr egula o8
aldd Bé a@acaBindirdAly theaph therkéraninet: dfinRarnmatoey cefs (particularly
di seases and nedi cal conditions including, but not
magtephages) and theipubseqienlreleash of angiogeniseytokines (68-d ANF-o, bFGE).
neovgs‘&ﬁle? of%ltl%? %f’ﬁ%%es 51?(% Hﬁ@rdgxs%xﬁglg& L&F)Cl?fea SAmS ?r characterized
rubeosi’ s "(’neovascularization o € angle), vira
byliundasied angiegéidss. Gos &asgse, enhidcadvhimeyuldied @Agi®genesis has been
~al lergic diseases, and autoi mmune di seases. Exanples .
irpplicgiedtin gingebseefl disraseswd imedised conditiongdncluding.dyg nofdimited to,
oJ:dlgp x{eggastc?l'ar gfs@zﬂ@st 'cﬁoJoﬁfa* {Q&Q'%Jﬁ)'a .dﬁs%géeg,qgﬁﬁMeo%scular diseases,
prematurity; corneal graft rejection; neovascul ar
nibedsis aray ascelariadtntod thef dngtedplind daeasasndepetid difeasat inflammatory
vitreoretingpathy. Accordingly, conpounds that can
diseases gllergirgdisrpese andawPimmefiteasese Eaﬁﬁlaf?étof 8ihgiseases and
o n . - . J . .
RIS LR nol O] Mial i Ruinlpiny ety I promaturity,
carneal ighaforegectidn 2nebiAsddiRSglakconREAdtkdlGit ANCEpaCar and iprroliferative
cancer therapy may involve surgery, chenotherapy,
ViSPIRSAgP2tRher apy and/ or radiation treatment to
exantl S SRER RLAPOURls 0Bk i LehiR AU0ERksis SPRI e production of
catuin Bgdkines mcletisg TNEg magyrbenBefubacthe treatmént arkbprewdritipn of
cancg&ﬁthera&g coul d al so i nvol ve bi ol ogi cal therapy
VHIOYS PITAYS /B %‘%fﬁ“‘l{}sr of these approaches pose
significant drawbacks for the patient. Surgery, for
exanpl e2-2 ORI QEIREATING GANCGER { he heal th of a
patient or may be unacceptable to the patient.

Addi Cugral qapcershargst payriny oG tsutgsrp ickeraperapyadipgmonal therapy
oBE AR ebh PN AR, AR PR e flto! Frehlntfe

SseRaile, MOBYyMedicinevall 3, Rubkhv¢in And Federinas,sads., CRasieald, Soction IV).
t herapy can also often elicit serious side effects.

Regamibyneanceniberapy could alsp dnxplyys Riglogical therepy gr inmpeqgtherapy. All of
5k SR EP R SRRl ALRA SRR, Ygel rgamete, may be

use y recurrence

caittahidicdtéedud toekd haaith f h pukern enmag de uhaccepableitd thegfatient.

cancer_cells. Biological therapies and i nmunotherapies )

Addiionally isurgernmay Apleso el dgMBY G BRAPEASHS HEsUgt Bé@@gon erapy is
i U= |vis .

o Eivd FpPe Aol s Aprp it 18R SUERATRo padiation than

nprmadlltissoe. Radétioe tigirapyr @aalsoarften eliciP seritins kide effpets.t Hbomonal

chenot herapy, there are a varjety of ch t herapeutic . ..
RIS T 1A %8 arsahele peeat: i lporgh h@gﬁe@ﬁ g?eAam’aﬁagﬁ)ﬁ&#gctwe, itis
oftbn GEHAGE pr&vRRIBH BN APGHENES 0o fGhcdDafleNBinbY frddt8ents have removed the

majority of cancer cells. Biological therapies and immunotherapies are limited in number

:.Vl_.n.f 2434 by | LAl QXr ‘olk ol

and may produce side effects such as rashes or swellings, flu-like symptoms, including

fever, chills and fatigue, digestive tract problems or allergic reactions.
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DNA synthesis, either directly, or indirectly by
i nhibiting the biosynthesis of deoxyribonucl eotide

wo poophasphat e precursors, to prevent DNA repl i palt/Usmw04/037083

 ana SPREPPRERahefial BB VBT oEbnghhomerdBNE ens

avdiigbRE6Uratment FRhiceEdA hdjbfAyal clihder chéd¥eathdf@pditics act by inhibiting
Despite availability of a variety of chenotherapeutic
Difesinshesisheithst dseethy Ohals‘lrﬁ%tbyb)umg\h@a&tb? b petkerdy of

a9 freofe wihoaphei St e 10 BreoRA R sefition afsgneomitan

céll @ivisofi. Gilnft eNSTBIdIRIARY Gibk&Es: Fh&Phbmi@blogicalBasis of
of ten dangerous side effects including severe nausea,

Theyapeuiigsr omtiBe r(dMaGrew HilnNewnfRikbs uppr essi on.
Addi .0nal | Yo 16 i1 o ppr e -
CAT O e T

28§ dfdwabatkQ rStekekdalep pelRHies VEINS RMRNEBA and Federman, eds., ch. 12, sect.
chenot her apeutic agents. In fact, those cells

196598+ Admostallhemptherapeviicageai@fbionis apbehamotbesanit cuses
. n r .
Bl G AR 8L ORRSERRHERLHBLR Wi o
deprédsiing mid meabeRuppredsicim Addisenalily, éver wilthugininiseakionof
the specific treatnent. This phenonenon is referred to
cargbinpenstof herroheragewic agants | MANYFUPIOE FelisA5e Esisat gy deyelop

reﬁgfst RE il ghérﬁéthéltagaﬁfc’ aoBRYY £APE MoRe PARVEsibEhE ‘Eﬁe%a}‘ticular
0 standard chenot erapgutlc treatment protocols.
chdnstherdpariaagento nseddn did treanaera psarocd tofteln pidvie to be resistant to other
characterized by, undesired angi ogenesis are _als X
dgies5vER i thovs agplisect grent megiat Jhete o hairygs used in the

S}gere(:ﬁ?jfztg%aﬁflmth as'eﬁheﬁgrqex%nelg Qéfgﬁedh%vﬁ_pﬁ@&%eﬂg% ?fl%%‘? thifi@drug

Int treatnment of certain sp
raissamas.eBecalisg bfthe dtugalesistaiNgt oraey 28XeB@ro(c@8adtpry to standard
g%éﬁgan et.al ., Science 221:719 (1983); and U. S. Pat.
chggrotherapgyic {regtmen PIPIEIS- 443, Thal i doni de and certain
der | Yaldr\igagk of Eorliiishs AbSRiaRBNIIR P BRAEefid Yyl Endesired
treatment of such di seases and conditions. U S’ patent
angiegenssis 98, De0Jifficuiao neat7 Heyerver some codpomids 3u¢h zspiotamine,

6,114,355 tp.D to. Sti there.ig a sjgnifjcant .
gl oicP ooy Reertrartid o Bt RBEE B oeplo: pl6&Gin specific
dRERXENTAYIEr @RM, NBARSRITI3ERN98T); BONtnh REAL HcRRas 231 A1Y(1983); and

conditions, particularly for diseases that are

U-@fRaad¥es: §.006,136 andi4HB4 ¢4 balhadidomidesandteersinglgriyatives of it have also

di ati h h h
o peEbgse i G RBHme TR SRR SR ARl FleEf s
5698 ©00 55,655 9%, 317,201 6107 U EHAE L4, 355ab D’ PR es.

2.3 THALI DOM DE Thal i dom de is a racem c conpound sold '
undeBtitlhereria d signifieentmegsl dori saferand pfigcidteampibady of trrakiag) preventing

a%@ %ﬁ%@%ﬂé (géj(lnlgig: n(é?(}ptgérrl ésl%% yelrsn)agﬁ? g‘?r%dgtli%ngbi)aergicularly for diseases that are
réfrazfoty £ stahda@ reathen® O3B WNsLirb@y, Sitifatieh tietaply, chendtherapy and

-Thal 1 dom de was originally developed in the 1950's to .
hprreenal therapynyhile radpeias or pyiding the toxicities and/or side effects associated

with the conventional therapies.

2.3 THALIDOMIDE
Thalidomide is a racemic compound sold under the trade name Thalomid® and
chemically named a-(N-phthalimido)glutarimide or 2-(2,6-dioxo-3-piperidinyl)-1H-

isoindole-1,3(2H)-dione. The compound has structure I:

-3-
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due to its teratogenic effects was w thdrawn from use.
Thal i dom de has been approved in the United States for

wo bmsacdsbre treat nent of the cut aneous mani f est B T/U8040637083

eryt hema nodosum | eprosumin e S)q Physi ci ans' Desk
Ref erence, 153-1157 (5 /- 4 Because its
admnistration to preg se birth
defects, the sale of t - de trlctly

controlled. 1d. Thalidon1de GS reportedly been
studied in the treatnent of otrher diseases, such as

chronic graft-vs-host disease, ¥heumatoid arthritis,

sarcoi dosi s, several inflammtory skin di seases, and

i nfl ammat ory bowel disease. See generally, Koch, H. P.

Pr og. Thklidonfide mas degihGBy 2é1dpkaabihe 195€°sad soat IMiﬂnir%r sickness, but
DR, et al ...Immunol . 159: 5157-516

(1997):
Jugiq nt%tﬁwmceff&cts wegs withd r% IPEetife Fé? idq hasbepp approved in

A8y LGS
tnbdbsludﬂ]ﬂpnd)eumam ldpeosyo Iﬂh!ynadnw Ddsk (Refaeezmcell 1gS- 1167 t(S'Bhled 2003).

i schem al/ repercussi on associ ated with ro#}rgé/ ag

SEFRBF 45 REIYRIIGR o BEEENAt YoM IR CANG O g {8¢ sale of

mmmh&e i fIpe e&ﬂkﬁ@dh ¢4 emalmnﬁ&é 18 @gﬁ&wdﬂmeh deRiedsn the
has reportedly’ been clinical I nvestidgated’in

trrce@ieneof othér damamsf suchtay phemnm:f grafgive-dost, digast rlwmatmd arthritis,

refract.or | e el o brain | anoma, , br
BB e Ha B hR SOR BhssRcpeil T ERAGRLOONS dscise. See
zge all 'K&haHP S’nogeMeélChenNQW 1%5@4@&998]5) Nedaiso, Moller, DR., et al.,

©1565-1571 (£1999); and al,” Proc.
Mmr&m)l 3% 5157160 9Y); 1\8asd£a¢aka(s1@99)et al. tGhHsoemﬂrwhe}’ 117:1278-

SR R et e 12 EOTLTE S0 HoE 0 HUEE, 1 v
GRS Bekly. al@%@ﬂﬁpﬂﬁhﬂbmﬁg%ﬁ@be Eorfbine® WwithlothdBldAnd to treat

92(10: suppl .” 1'):235b (1998). O her reports concernin
tiyohemindrepéreussisn ageneiated with conpnanyead iweugbrabpcalpreen. f §ag U.S. Patent No.

ude on-.wWth carboplatin in
SRS MRE I BeBrt B R b b s e Necann, 1.
Drug TipRii@smidé hdLrepdtiedty Bden A1y idveadigtaitindire hafment of specific
al so reportedly been used as an antienetic during the

tLYRES Of BINCCTS SUEH1Ap ERITACETH mum@l@ fyetoma, hyaimh apglanomgs;, Hegqst, colon,
16(1 8- 1689 h
RN RS SR DR o, 0255 SedhoBO% P fpotand . e

@ﬁl&ﬂb’@S@ﬁMS’ﬂr(ﬂ%@)ﬁ and\Maki, &, NEMM]SPHJ&CA@&S@C 8¢, Oncology 18:454a
e.&?, Moreira, A.L., et al, pr. Med. 177:1675-
16%9)(

ih0s furiioe begghTep@tod tratahilidonties £a8 beruagblo PrPYar s

0 T BRI loB S Sy Bhontiy s P
IBlved/e2(10:6imil. 1):285b (19983 OdweAteperts sorierrdny ihamge ofwalidomide in the

agent t hat can suppress tunor necr osis factor a
(teRpocay obspgcifisrcapsesy iachidg jts combipgtion ik Garbpplatin gpthe treatment of

aggk?ﬁt%n?&ellnfogmg Al\/{c%anﬁl v l?rug meé;}ql @gne'sﬂ'p [ 99@1 &halidomide

Thay alk6 Fépoit6 Bl bed ), as an Sntlé?a‘tt&rdurlhdgshe toea@8nt T @strocytoma. Zwart,
5 629 327, and 26712 2911@&1? J to and U. S. Patent

N Arznas: Fgpschy (k%b o83: vitro studies suggest
t hagt tIPﬁJeféle P odferdf §hEGHafishl sy Whitd elidBmhid aid M3hd &Lafment of some

of
cancers, 1ts nature remains unclear. See, e.g., Moreira, A.L,, et al., J. Expr. Med. 177:1675-

1680 (1993); McHugh, S.M., et al., Clin. Exper. Immunol. 99:160-167 (1995); and Moller,
D.R., etal., J. Immunol. 159:5157-5161 (1997). It has been reported, however, that
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proteins. See, e.g., McHugh, SSM, et al, din. Exp.
I mmunol . 99: 160- 167 (1995). Thalidom de may al so
wa@tdosoicsmechani sns related to epit heI i al or eneot/ostona037083
Proc. Natl

"ty 88 ot ioRenit B S P el ey Aol figactor o (TNF-o)

ahd\MERMELEN 1PNIS- 1I2Npeahéth. a6 xR avpisr, MR Neds., of Immunol. 159:5157-
treati ng and pr event i ng certaln t¥ées of cancer

Sﬂ%GIQBVhé’Iqrﬁnrmﬁry ahd..ffeEam tMed. 4 T¢AATE1680 988); U SiPatent Nos.
SRR A SR L A G0 G5 P 95501 o Kopon

Aaldmz Ditfd lidieOsulgBes? tHad tHaBiBdmide affeed ﬂw‘prawdﬁloh lof atvaﬁaty of other
prevention a ther liavﬁeut ically or prophylacticall ]Zﬂ
T sintt Jopoe. anbIAHUED! S Mhati aho FHILEO et pHAPIEL 6T 6095
Tﬁ?lccfcﬁmﬁ? %y?«)l?SO &ffg%t?rhééc%taﬁ smlg ¥%at%£f,ﬁo eﬁ{rl]]\glé%t rsceggEtFlellal function or
gRIVRRDESSe® NEhoklProf. N aghd Scf: 1 1488D-40852894). (€. 9. ,
preventing or prolonging their recurrence, or

| esgt heqymMARY OFEHE INVEBNEEONN) Wwhi ch conpri se
adm nistering to a patrent rn need of such nmanagenent

a pr V t '
2 DAk E St LSt R e g B o
cartoer, édleding primatyednidrmdtastatr capcardasugelt fecanodrs tHanare refractory or

e melhods ot the, Hovention thall 6 9615 s ptn
1&9&%\4%&&%&1&&%@?rév@nﬁ(fne@ﬁler E&Ycall O?Ee g_@&?cally effective

cancer. Exanples of such conventiona api es
amouhtufehalidomide, er mpharmangutiedlly @qcepuablgealy,,solvate hydrate,

SEROTOGIeC AT bt HRFOLHR (G QPR F3p SToXTIGRSs gpthods of
nhaSing BERIPBARES (FBL PRAenGig &gﬁéltohﬁigﬁ tHE RO ce! or lengthening the

preventing di seases and di sorders other than cancer
tireatf remissigakwhichicentpribe ddministeringte e petiént gundgy of such management a

el AR ARG ot L domEB R AR AN e sac

sOINV 8¢ SRMfdr 28, sterédISsnidtCelhiheAd,|of pfidrips defik.act i cal |y
ef fective anount of thali dom de, or a pharmaceutically

accep pitieulgimmethodoofithe éwehtyfm thadidomidsrie éfilrgtmﬁi_iered in combination
m’f?ven%:r%tgﬁ bor%venff&gglr lﬂge& per&et revleﬂ c?rtnqer ”%ar{‘ ; ng*{m%les of such

S AR R “EOh

chhiehtiendl fek & i66108€ Dt Seabt Nmits@d) mgéxrygatamdmamn tradiation
or manage di seases or disorders associated with, or

thﬂﬁ%ﬂYab@@rqnzb@e@yy hipleaisak therapy and BewRgtEerap anpl es of
S“Ch T%%rli{%htnog IRb eh@(ﬁféﬁag étﬂ&ds%‘i“%reatzﬁ‘éé {T?a‘hﬁglggtgf gr&\/'enting

er apy,
dh;@iim aad disbrdes m:yher ltflaml cafter alhat bi‘t&fsﬁﬂ:}’at&hdlth or characterized by,
i munot herapy.. - 5 -This invention enconpasses

up#éfrﬁﬁe@g}%@sws dﬂﬁﬁlbgqmpr&?sadngmﬁ@r@g i3 patiggsimgieed of puch
u‘é&%eﬂg njdnd é}ﬁaﬁ o@gfévgﬁdo% avﬁl&&gflg&gﬁj %HS&OEF@H{&QH} fective amount

|dhar ceutically accepta
oh ;lﬁhacbm;desdsﬁ pharsadeRtical bl tépratile salg solpatediydgate segresifomer,
and a second, or z%ddltl onal , active agent. Second
CE’@F?R‘?e"%@%‘Wé thegeqfude speci fic combinations, or

' coclt BihkSmethods of the invention, thalidomide is administered in combination with a
therapy conventionally used to treat, prevent or manage diseases or disorders associated
with, or characterized by, undesired angiogenesis. Examples of such conventional therapies
include, but are not limited to, surgery, chemotherapy, radiation therapy, hormonal therapy,

biological therapy and immunotherapy.
-5-
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of drugs. 4. DETAI LED DESCRI PTI ON OF THE | NVENTI ON A
first enbodi nent of the invention enconpasses nethods

Wwobossnesbs ng, managi ng, or preventing cancer WACT/S2004/037083

conpri,ses_adm ni steri eed o

t r eat Ht‘“‘é"r““ﬁ? gg%wgag%e gginﬁlgpcg té‘%r F%IQ\WSQIO(W smglg Hglt dosage forms,

AbSIRE Vd gafiénsCald K¥ts thﬁ&xfddn&tﬁlsamabmﬂfe bhaphARAL&Ricaldf ackeptable
pharmaceutical |y acceptable salt, solvate, hydrate,

salsseypisohydrateciterepisemer, cl@ﬂlf@imumngdrpgéne&ﬁf an|dra second, or

f‘ﬁﬁi# @%Lq%bggﬁéeqlgd% étagf?\goaggﬁts (Pe SgF?lgb C Hﬁ{mns, or “cocktails,”

anakfger drug ("second active agent™) or nethod of
treating, managing, or preventing cancer. Second

act iyve e
ol I4V aﬂE;?ﬁﬁLE‘ibe@@Eﬂ PFION'® gﬁJEQ§V’lﬂdTi@Ngml es of

whi ChAafu%t 9&1?%&191%& J}etﬁee nﬁel%t h ef % pa3e dﬁn@ﬂﬁb&se&’ treati g, Mmanaging, or

Met hods, era e used 1'n conbl na
\ptdvhnﬂiﬁ@ca&dm whish c@hpmes adminiaériggow afeatiemch neel ofuth treatment or
are not limted tg, surgery, .blood transfusiops,

PreYERaMEhspeutisially o P@ahylﬁﬁ&ablwffe?% AgqUghok tﬁéhl%vde ora

?HQ{T{P&%Q&[caﬂg Qcc%gféglegﬁﬁ es‘é)l\talf@ 'hgﬁ’llaf‘es st@fe%%%me} Xl Io%r]pdrug
reat revent manage canc Anot her "enbo

ltlm‘eofnvent i on enconpasses nethods of treating,

managi ng or prev i ng di seases and di sorders_othe
{ han_ dARwEFuBLEE el TR APASEA DY ﬁ@aewg dimess ,%@omde is administered
A AGRNEH with INFRE IS C9Dnd %H?Je' %%glﬁ’ 8t method of treating, managing,

adm nistration of a théerapeutical
pr preivehtagt daoedr| 3%‘eaﬁﬂe}ctlvwmeatmndudmmalhmloledokri; amed laoge raolecules

har naceuti c ept abl.e salt, solvat drate
€2 BorabRT angbadEs SPEMBIS o} Sttt §e BHEP GRS igtellas stem cells.
MetHbREESBErapiRs, tﬂﬁt%ﬁﬁ 86 LS dBR T8fbRaBEn Withithe Qdmmlstratlon of

characterized by, undesired angi ogenesi s include, but
ghadidootidd inglude dbut @re nohliliedrto, eurgeryi bload vpsfasions, rmmneotherapy,

eas vi ral ses netic di,seases
SR Inerk, Poc e B, o it B kR0 Bt BreSently used o
@k&egﬁggn(ﬁmgmggg@hcaeovascular di seases, retina
neovascul ar di seases, and rubeosis (neovascularlzatlon
of th ekr@ﬁ@lr embodipent of the awanioreencompesses tictods ebtreatislg, managing
ShBBSERLE R3PS Ao BB BERELFH RE Pt by ndesiva
taBgio@etets O TBBIeanethOdsl cONPRGE theMitif SR ionsTla@B@hHdUtichll Por
retrovirus replication, wasting, meningitis,

Pronhylactiepilycettectivamaint of thelidemiss. orrphesmagelieallyi asceptable salt,
sgltvg{e Xte détesr% ? Eﬁg{h!rgg 3({}%%( it g%&&& ed

crre
per [ OCBXlahipIds%f dgbzﬁ;@s amd dl&rd&ﬁaﬁmmtddavfﬂﬂleifbﬂaracterlzed by, undesired
refractory anem a, and 5q ndrone. - -n particul ar

REgRERNS SIS Ardvgsa Buteate BYt ltrmt nwélamﬁmry diseases cayfaigEng diseases,
Qfgﬁ] &%%Jsgs{ ggneln@ d?s%ggék,rh"ﬁ nﬁ@df‘%&s@s, %a&gﬁﬁwse?gs,' élc%hﬁglgmascular

or nmet ho treati ng, agi ng, 'or preventing the

diissess schoroidal mdotdsoular Geaodsredinh hd@/aa@&mcﬁsdaml atdierubeosis

smal | nol ecul es_and | ar %e mo! ecul

(neovascularization of the angle). Specific examples of the diseases and disorders
associated with, or characterized by, undesired angiogenesis include, but are not limited to,
endotoxemia, toxic shock syndrome, osteoarthritis, retrovirus replication, wasting,
meningitis, silica-induced fibrosis, asbestos-induced fibrosis, veterinary disorder,

malignancy-associated hypercalcemia, stroke, circulatory shock, periodontitis, gingivitis,

macrocytic anemia, refractory anemia, and 5q-syndrome.
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(e.g., proteins and anti bodi es), exanples of which are
provi ded herein, as well as stemcells. Mthods, or

WO besapises, that can be used in conbi nati on w pdT/UN®04/037083

??m F ggt&}rggllllgl{]?lg 0 hgr}sngxgg]ssg(? 3% Qﬁ%gr?@%cggl%%lt %{a‘ﬁd&%ﬁde is administered
iMEBAhARNAPYh a BEcoh@dittRl agkMer afdthod @qré&hhg MnAda@ Py preventing
and ot her non-drug based therapies present used to
theadiseasqrespaditionr Saeandgetivh ageatsdnelnde yoalbimelegnles and large molecules
SSOCI ted

%ra ?an?l}%%&f:ﬂc hat B etﬁ%glwiléc q,% prﬁlé(g ?é’greln as well as stem cells.

Mb’t'lﬁdlﬁcétlthélﬁpﬂes GRATRAS bé hQﬂSn c6mBinatish With&hd MUrhinfGa6&E0f
forms) that can be used in nethods disclosed herein.

ﬂmﬂlﬂor@tﬂeanclpqim braare got lerattecb@nﬁ@gmm blﬁgd tramybugiens, immunotherapy,
‘531 ?{g‘d?a eﬁe)t}ja/r aa[dia?tltoﬁrtﬁe:rrgac%ﬁ t)t%g I Iﬁllga fige%%eraglre%gfesealtly used to

stef €0’ soner
tre|y ﬁx@fvent@ﬁ ¢hadageediouade aad ¢dﬁﬁltﬁ)ﬂ§ ﬁisocﬂtea viaBYBEL NP 1€3kzed by,
THE | NVENTI ON Conpounds used in the invention include
vadeshpd angiegangsti de, stereomerically enriched or
stere '
accepta I{e"%@!é‘:’ al?c%rﬁi B‘Q}?&seg u@i%gl c%{t]rg{ g%l%ggf,é aénlléie unit
dbaigb f@s} thatbh R 12ed igmethbas et@éloseﬁshebaﬁ dPﬁlﬁb@lhﬂpiﬂiﬂﬂaceutlcal
unl ess otherw se indicated, the term"stereonerically
semaosm%@nﬁmé%%b@?rtltdérprtarﬁttanewmaébfsaceﬁéable salt, solvate, hydrate,

y free

§¢ef‘erofs%gr1%9 S'E?z{élgrgo 8 oﬁ@ﬁﬁgﬁﬂ%ﬁ@f“ Qnd 2 segzgﬁg ta;ye a?%ﬁt.
stereonerically pure co ound co pr i ses gr eat er than
about 80% Bl we GOMPE diHE INVENTION
conpo om tqu t?s%? H{ &%an%RP (lilrg mCir)nSfF ?Qlc&né? %?mldgf SQCrF%rPerically

stere ouRd

bﬂlﬁkfheal@ﬂ bllfere%ﬂ{’énbadl irg tﬁahﬂf)mﬁi%?arﬁi ﬂtaﬁﬂh@ﬁﬂ&illy‘lfooéﬂl@la salts,
compound and | ess than about 10% by wei %ht of the

selmates, hydragss; Sengpisomersy ‘Ftéthé%%p
pref erqllyy §5:€ uhﬂ:@potﬁp le 1913 Feeg U?EEE 1D¥/pure”

ki
st er eol soner @ e COfT'pOU ess an a

weiaghd c@hpdsittonthiesontprisésmiesaiedisarhertdfia comppanthshd ig8ebstantially
nost preferably greater t han about 97% by wej ght of
dise of PhpLYrepiiRmEY thfcormpaprding typiee! |St@§@rtqtlgﬁll>a%etcompound

%o/ Ms &R@Sr 11 e(s;aﬁt N By vs?btlog{ﬁ %F bﬁ@ﬂ@tre RbmEDSE the compound and less

erel n’and unl 655 ot NEr W sé
|tlnnt| atbautem% bheveight nf Stherentaovivemheradf]the mpmﬂnddfhoraaaﬁer@ly greater

conp Sltl that copprises greater than ab 0%
ttangaﬁpmo‘%o bR Vetebi BoPREEROIRmET <§é RroeRimRpUn agd &sa@nay about 10% by

Wefirtk BF thie vAbr 3ARisofferoPhe WBINPBEnd, @érﬁmefeeﬂr@fe%ll}y greater than about

greater than about 80% by wei ght of one stereol so
O5%t hyeweightpafiomd stefeisosed ofh theeompanud aml lesssthari Hlennd %eby weight of

i.ndi cated, .the term "enantionerica ns
e icsasigtiey o HeogBpib PR GhoLpreler i gerafnd CHAAPRY 7% by
Qrefont BF 6 st&‘é&ts&her of tHe co?hﬁﬁdnﬁ BhY fest HntaB6W3% b P, weight of the other
enanti omepcal | y enri ched” nmeans a stereonerica

sterdotdostr obteesmpowrd. of a conpound havi ng one chir aI
cent ©A's used herein and unless otherwise indicated, the term “stereomerically enriched”
means a composition that comprises greater than about 60% by weight of one stereoisomer
of a compound, preferably greater than about 70% by weight, more preferably greater than
about 80% by weight of one stereoisomer of the compound.

As used herein and unless otherwise indicated, the term “enantiomerically pure”
means a stereomerically pure composition of a compound having one chiral center.
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Thal i dom de can either be comrercially purchased (from
Cel gene Corp., New Jersey) or prepared according to

wo b@sknsen net hods. See, ) . . Fratta et abCT/US2004/037083

SR, im0 s@%ﬁéﬁgﬁ%&r em‘wh%ﬁ%%ﬂgﬁéﬁefe@grwﬁmfgwhed

tombosiaet 6 soribdafd hewag vRechifdl behtkmown resol vi ng

agents or chiral colums as well as other standard

synt h@baledmlgaﬁamelﬁﬁém eqmipercidlyiugehased Ewa Celggne Corp., New

SR oI T OO B, S A, ER Y . Toico

?J PhaFﬁEz&HiC’D 268 (1985), and IaSleferédRE djsclobed tereh. hﬁ{aﬁtlﬁmerlcally
ess otherw se specified, the term "pharmaceutically

ae@ébelai@rréd%%antl(egymlvmswé@w resolping 4aenis er Girabgelpns as well as
Bief (bt byrhitic U Aliden) Bl 508 G BILEIGE o

AfrzrephivrelfovistAung 291 DEHD- 1mr(gm)psmw aragamhem akidgls 103'@161965); and
acids that can be used to prepare pharnmaceutically
SasiBhe by Eareqcq b dri 1¥A0381%64)-of such basi ¢ conpounds
are t f ke

e e T T e S

azﬂt(@)ﬁ Snclies salpl of aoidiaod liasﬁ:QnGiStletsrtﬁ"lthlﬂﬁ)mﬂimﬁld@D & Which the term
limted to, .maleic, furmrl c, benzoic, ascorb

sqfersi Biasic mpilies are ¢apable of foyming 2 widgy %ﬁewféalt% with yaieus inorganic
I 1

at nnx%)ﬂnc%mdﬁeffﬁé Qctlg%{rllllgfé%as uasll;:ctf‘fbt Cﬁr‘é%t ggfé‘%@l’ab%lgc?rlll}( ia%c’eptable acid

gddidon satts of bnum]amsrc coglpoandsi ate thpkeithat famnmonstaxichaaidi addition salts, i.e.,

i soni coti.nic, anesgl foni c, ethanesulf

5a1fsa°atéﬁg%n>haawe OB NeAEERIPYIE ARIONS lagab?eoqrgﬁaﬁawes include, but
Ghe o tinditell to, 'i'ﬁ‘z{la)fl RRRHP] Renbdic s B s% WQE&@?%lC oxalic,
acids. Suitable inorganic acids I ncl ut are not
iprapidrec) tartn,rlchgatmcy)bch lcaric,cgludopily, tﬂatlo,rmandehy,dmmauﬂc (D,lelc tanmc

[ or nitric acids. ounds

|Sa %%1];1 % Ié t% , . h(?)rf» nﬁgg;ﬁﬁ ‘é’(hfi %‘HW“F%rgWCﬁH}ﬁ’ ﬁ]é‘E%rl‘,? 1cc%ﬁ°f“]§/a”° 1sonlcot1nlc

AfcaRRtAMoRicS ehhfesWibiic @fdl@ﬁ%s%h{bobé}ﬁbge%ulfbﬁlc a6} tdrBmoic Gi.e.,
to the aci ds mentioned above. Conpounds that are

adi" aiethylenenbis(2-bydoay Cappbtheats) adids. rﬁmglbbahorganmtamds include, but
al | L e. Th .
Varl g‘g’ﬂl%gzr 3@@ Ex %%Tlg%ié?q%c;%ﬁgﬁﬁggé G 812]1fl|1r§)2 %hos%ﬁgrslc or nitric

@@iﬁ@ Pt amburds Hteat Atlidel BAnfiAE Dicdy caLfofmPphbmhdceutically acceptable salts
conpounds are those that form non-toxic base addition

gathtvariops aminoggids singdditian o rhg agidla mm@gn@bah@at ly

acceptabl e catdons

ot o CQPrappd ke JUF if Booart g Piloole dF ping Spns i arious

gﬁﬂﬂfﬁ&bﬂii&h]lﬁ BctiepfabRbaRes! aHheibdBs 3adt icn bougedrtd F)delaﬁbr pharmaceutically
ui tabl e organic bases include, but are not limted

@@cepmbmiiismddzmrmm (0B piécdi agiflireompavngs @rsrthﬂ,sauﬂm form non-toxic base
%ﬁé’ 161? gal eet A0 8&;15%[}@ Sph%n%’co?c%?c%'llg Tc&ﬁnab?e&u%ﬂ"saé&féﬁ as, but not

ucam ne

higfigd o, taﬂkaﬂi&ﬁaﬁll drallaliee mmﬂtaosalfs hadittedal dih SinYgnes ftén, sodium or
term der i vative" means a conpound or chem cal noiety
RABFERA SP‘F?e‘“d’éﬁK@@oS“%@i’t‘%?%ﬁ“@ hagsp ingludes Ryt are pet ltremﬂ to,

?gﬁ d&HBll%e 1 ?wﬁﬁ egc%lo?oﬁéd&me clg)%]lg J]@tﬁa %F n%,géggggrgedlamine,

mldmyaiﬁ@@éme&tybgtucamhepl}&ﬁedanﬂ [irbczﬁnedl f f er ent atom or
a chenical noiety.

As used herein t0 describe a compound or chemical moiety, the term “derivative”
means a compound or chemical moiety wherein the degree of saturation of at least one bond

has been changed (e.g., a single bond has been changed to a double or triple bond) or
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Exanpl es of different atons and chem cal noieties
i nclude, but are not |imted to, hal ogen, oxygen,
wordsogsns sul fur, hydroxy, nethoxy, alkyl, anP@BUS2004/037083

AP S5t SR D s 9 ALy RS moir

Ef@hpleabf diffefeht tofR AR dRéhichiahoieass iAyldda by gre noxlifhité€ to, halogen,
or otherw se react under bi ol o%i cal conditions (Zn

oxygenobiogen, vilius) hysironio metioxynalkyl Asingn amidexkgipnes gng aldehyde.

r odr, i . £ Jd ‘ | vat |

or "t A esee fkic i uftls GG nbicHih S L BRIIE S o
dé&rinakive st »eohpsimaltyaahh dydiolydesoxidizg oy dthelwigabdaet under biological

esters, biohydrolyzabl e carbamates, biohydrolyzable
conghitiensdinadiro BT ghyiun)de prayidecdthe campaund. Zigmples of prodrugs include, but
oM ARy PRSP ORI RRya TOBGLAYAREY it su
biohgdratigabltiamiddMbiphydechizatie estéRiDiohydedlyeshle dgbarasies,

herein and unl ess otherw se jndicated, the terns

biohydnelrable parpnaes Siabydiol wablevscides, and biphudsplyzable phosphate
abfher ex4H | es B l e
SRR R ALY ISR LA B BRI
ichalepNat, eNOs,e PR, tar vOND, mbiedesconpound t hat either: 1)
does not jnterfere with the bj EJ ogi cal activity oI t rle
conpéingedhfreinand upisseothersase pAispid dAp Mg biohydrolyzable
&g td g v ake;
BRSO R PSSO SRS Uit
pbosphatg? amhih ¥ catbammbieyenrbertatd, sreide vephasghate, respectivedy,tofi@ compound

bi ol ogi cally active compound. . Exappl es of
3¢ B 41 JoRABPEeKleBe MR Re PRlagifaLActtify of fhs Gagpound but can confer
u 6@%@&1ﬁopﬁ)émh Qﬁ%t@ebﬂé pHBpéaes iSRS tsﬂl&lluefs %?tak_e, duration of action, or

t hyl ene m nes, am noacl ds, hydroxyal kyl am nes,
ohset of antipo] dr2)anbliolneicallyanasting bt ispdmeded andvel heblodogically

am nes. As ed herein and unless otherw se indicated. .
o oainniind, BRG] 9 AUDArUEIe SHBAe O Dde it G nat limited o,
IGATRAYMNHBR kuttihR&T éthHknéiRaRin8 andiRdaRds SiRirdd yalk yldiSines,

bi ol ogi cal activity of  the conpound but can confer
hetemeyelivaanddstasearamaticisminesgad polysthepaminieas i n vi vo,

such ,as upt ake, duration of. action r.onset .of »
act 1 o esFhas ol ot BeSyindiibichbo 86 @B SiarSlrotyzable ese
@Y A éses of & cwinpBuidthbh@thli: 0l Yadbes abt itedfetd with HRMHSIUgidal activity
Exanpl es of bi ohydrol yzabl e esters include, but are

ofy gte comppurdibytgan confer uppnidhat cempenad adyap@gAsPIrepeyties in vivo, such
ters,. alkyl | anj e eand: i .
SSRGS A oL BN ARefl i 2L Bna PR B

cbiderte@ invive toihy Bidddgizall Riiaerteitpouri@aBxampled B Bhodrobyzable esters
conmpound that either: 1) does not interfere with the

insilegleo Bitcass nefdimitadity, lower pkykestap dHOXBRAYIQaesiesn Alkyl acylamino
u dvant ageous properties in vivo,
ag(&g%t%ljg’aa?}st%g@r?e %gerrgt ion of action, or onset of
act i @;used hétpini and hinlek o giheddibeyindivaet) the tdani “bishydrolyzable amide”
converted in vivo to the biolggically active conpound. .
npseah argidsof picompaynsl aztaither: abi dass notipterfgrs, Wiy thediglogical activity

hip | Rhnlihe AR advaR bitriics in vivo, such
ol STt O LS v
afuptdRS .duration of action, or onset of action; or 2) is biologically inactive but is
converted in vivo to the biologically active compound. Examples of biohydrolyzable
amides include, but are not limited to, lower alkyl amides, a-amino acid amides, alkoxyacyl

amides, and alkylaminoalkylcarbonyl amides.
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- 9 -4.2 SECOND ACTI VE AGENTS Thal i dom de can be
conbi ned wth ot her pharmacol ogi cally active conpounds

W@ 2@soarsds act i ve agents”) in nmethods and conpoBCT/US1U84/037083
of thediZvSRCOND-ACHIYEDAGENES t hat certain
conmbi nati ons work synergistically in the treatnent of
par t Thalidamidey gmshedonbimederitatieceaaacoloficAlysetvantnpounds
condi tions assgociated with, or characterjzed by

(“sor984 RFIEYE agERIS OB Meedinads anyl spmpesiiions of sbe | lgw%l% dids plieved that
cez?{akr?é/d iRt PN o s nﬁe@ﬁ&i%ll?%?@l%'tﬁeta Wof ?arﬁ@nﬂ'&latzﬁes of cancer and
second active age one second Ive ag
cetaain discaseethdt@nditiopy asabdaatad waths er ﬂfafawetr&ediby aaidedired angiogenesis.
with thalidon de. One or npre second act

Thalighogye %wlwrwargéﬂﬁge\e%tﬁ ageTseel crwwwt?ﬁﬁw%&%ﬂ%m gecond active

%‘eﬁ{gp 91? §dn‘;ns%c%{ Se agéfﬁg]édno& Us@dfd Q%‘Vba\f\é %(nlerse effects associated
alrdom d econ I've agents can be large

withltieatidbatide( . g. , proteins) or small nolecules (e.g.

synt hetic |norgan c,. organgnetal lic, or or

ol eOF S5 MOTESEEAR Live fareigus ﬁbilg&etﬂcanézeel?%aﬁglnagfem@ods and
(#ﬂgésﬂ%s oPHfe i é?mBHE%éeg{& Wadl tflﬁldoprﬁ&@t S’&Gh@&étﬁre%&% Ban be large
tors cyto I nes nmonocl onal and pol ycl ona
matdcules (. gsproﬁmso iof srmald vmigzhlkes (of., syrehactinargamgenganoaretallic, or
antj - ngnocl onal antibodies (such as, for exanple,
OLEANICAR) ec”i]ﬁ tone deacetlyase inhibitors (such as, for
exanmpkgmp l@ﬂiﬁ ?%%qnélé@ll@g&}ve aE@xﬁE 1&hﬁfékblﬁra9é £t iR to,
i nhi bltors C for exarnpl e, - AAG) ;
hem&upwlnmt gﬂosytlgfaomrh cfymkines, andewmpmakandaméyclonal antibodies.
nhi bi t or cul ar endot he

Seippiis 2R R apcits e calidP AL RopeoRE ffhogies Guch as,for

eﬁﬂﬁﬁ@ 796N140§mlgt&l@déa&@twag@ﬁhmﬁtofse@@m A for BRARpIL S AHA and LAQ
| ysophosphat’i di ¢ aci d acyl transrerase i nhibitors; |kB

824 nheat-shodki fptedr- 20 inbEiorsiKuchnds, FiresampleElFRAGKinshlintike growth

fq%%%-clzre ffﬂt? L@é’r}sg ! 1{50%?{ \%gguilt |0 Idgt)l(lalﬁ% lgéowt?x rfgcq?r fece H%&%}' kinase
ihitReRUEINAS, Yor eRBRPREPTHZETR s (A Biokwak {ctdPredeptoy BHTHtors;

anti bodi es (such as, for exanple, bevacizumab

Iysaphesphatidiagoid acyliEmsrrasainibiess:kBdurese ihibifasy; p3SMAPK

R iR KR R A

aﬁmﬁialIHstuchQE tfﬁﬁébmniﬁle téastetmbt Hdrcépoin®) 4slisdituasmall (@mnitarg™));
exaFr{g PHA- 665752 nonocl onal anti bodi es such as,
antrhorlies (ich asifRbexammle, bewasizunyab (Ayastini¥bim¥FGFR inhibitors
e B
ERS LS B BB o2 5 pesasss
P33 nhltibissre (suchhg GOIOeadampi?d eouinesnin UCIMadnhibiters &ucl as, for
occurri}tLg or _artificially made proteins. Proteins that
exareplpdr A 9 4)y maseslonal apigqgics (Fyheast fop xample. jifaxima
®
CRA S0 RoudfiBonb' ELLA D, ettt noRTY B G250, apd ant TNF-o
ahtibodies| ogi cal |y active poietic ceIIs invitro or in
Vi vo, O:hers sti mJI ate the divi

n and
di f f dwBiek lateednpletuleative peents %ﬁej’t‘ﬁ gcd Relpgples sushasingturally
of&l 1u%gpargﬁlg:la Radb I‘OYélMQ Prlofisdd tﬁ&l tep@'ﬁ@ﬁlﬁx‘l?ﬁseful in this invention

I'nc fe not limted to: euki ns, such as
indlude protenis ekt sgmulate the survival and/or prohferatlon of hematopoietic precursor

cells and immunologically active poietic cells irn vitro or in vivo. Others stimulate the
division and differentiation of committed erythroid progenitors in cells in vitro or in vivo.

Particular proteins include, but are not limited to: interleukins, such as IL-2 (including
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- 10 -reconbinant IL-1l1 ("rlIL2") and canarypox IL-2),
IL-10 [IL-12, and IL-18; interferons, such as

wo pdosioiespdn al fa-2a, interferon al fa-2b, interbP@r/us2004/037083

AL Pl A 2 12030 P2 B s,

E’ﬁfntdrfdﬂbr&ilfepﬁ@hﬁbfférohh&’h 2baintdrfererssia-n 1 ihtefervatalfads, interferon
and conpositions of the invent |§J1§| ncl ude, but are not

petailieand igterferomygammphb; (HYIF prd GG SFnandEPON; t ed

State

Thous SATRK efolfng e R TRed (RO REMAY, AL B fsitions of he
Uniehtich SHthidebuy ﬁfk&fot llhﬁtetl ta@dfil grastien, badiidhi is €6l )in the United States under

(I munex, Seattl e, ;oan recgn‘ol nant. EPO, which is
g1 tepde pams Neyppgea® @%rag@sT ARRGRA O (/s arggaostinn, which is sold in

rruﬁg@g%@%r%&ge? l&%éqglgr{“gggﬁggepar (J"‘E@’gs elg??l}lt %gi

ratohdbfanpBPONhivhds sdid 30the 4Bted Sta8@&3indé¢Othe arade name Epogen®
5,229,496; all of which are incorporated herein by
fAmgen housand i®%@ht and nutated forms of G CSF can

be pr ﬁ%@%rﬁ ngt gag’ﬁzlg%itgg ?osrizr{é oP GM-xH (%tbegﬂépared asad[elscrbbfed in U.S.

4,810 823; and 0, 755;
\phmemfncmr 2391485, 5c3981850; et %220 ,486; aBfof méuncheare ﬁmosporated herein by

venti n on”pass s the use o nat ur
EISRSS: ReComBina PR OPRGPLED 8 belticadigd a5flescribed in U.S.
IEDH%BWS £, @W@W%S@@ 294t 9'39@ 8885 hndl 819803555V 8 ofl Whibh are incorporated
Ified fornms) of naturall’y occurring proteins that
brfeitbby reférencel vo, at | east sone of the phar rmcol ogl cal

e armpI1l BrertiOt P Shpse eSSl ey nAGal Bl Ry 9 recombinant

?f&&ﬁg Phd BREn AMEBHRARNLSmPRES BfaAR afd H&l‘fﬁﬁbéﬂ@egs modified forms)
hat differ fromthe corresponding residues in

efinatnelllyycogiog pratgins thahexhalfit, i ezvg,ratﬁtl@lsmmwfébe pharmacologlcal

SRURTAS o B YN B BB b, e

mot lhabd ¥, pfdtéihg ihadhdve ol of fofb aming l%@idyréﬁéﬁlésahaﬁ differ from the
forms). Exarrpl es of derivatives include, but are not

cprespending resishigy iruthe aaealiyvaecvviag farmes qfiike proteinsotAlsp gncompassed
E) gl? 3P M O smsaré g 0 rqs tggt 1 (H(f’ c]h rr‘lgoh Arate 1%01e#1gsq§ rEn%ll&?)?esent in their
4 or f ep 1 .

Hor a I ve ion o otein o

fekiralB: @curridgfoshele. g. Mohglyasuy1dved fdrﬁlsm ExSni.ples of derivatives include,

| munol .  Met hods 248 91- 101 quc‘)‘gé) e nol ecule

Hut arg aobkimiled toyngehaed der vatixe usign p ing sAghugs proteins formed by
C t

0 B ST Rl S ARy YRR SRS O B, s .

|P|enﬁhetQ¢IBFandaﬂdrr@bh GSE., galmragol) S\edhods 24I8631n15(11k(ad61)

pharmaceutical conpositions, and kits of the

i nventliagge mejsgule éCthe agenis ﬁlsa}’ be agminigtergd m@frfPI'mQBPli‘ﬂ gcer

Malcin -Eh For eg rrﬁeal 7&0&%&34%9&%}&&' Or EHiSe ﬁfé‘%@&h’@{‘é&f 9ytof(1;1§s such as

iNVent i on, Parge ecul e active agent reduée

dL4m€SESanddBMp®SE et be aved adltherrseathadst pluztrmaeemcalabmj)osmons, and

with the administratiqn of thalidom.de. Dependi

s ofifhsdnetion. dires ia&mBedh-A-14 Ght ¢ QAo ob e ) 77-84
¢@hbihncl ude, but are not

In one embodiment of the invention, the large molecule active agent reduces,
eliminates, or prevents an adverse effect associated with the administration of thalidomide.
Depending on the disease or disorder begin treated, adverse effects can include, but are not

limited to, drowsiness and somnolence, dizziness and orthostatic hypotension, neutropenia,
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l[imted to, drowsiness and somol ence, dizzi ness and
orthostatic hypotension, neutropenia, - 11 -"

WO nfosoidsens that result trom neutropenia, increasEs2004/037083

“Q&ﬁ%ukﬂh{ ﬁat Jeglﬁgtroglr %é@{ng% ‘fi'ncréitsgd’ HIV: vn:%Pﬂﬁé gﬁ?éycg{jd’lé), "Stevens-

oxI Cc ‘ep and sei zur

Whassh &yiidrcﬁﬁa Mmtl ﬁ)lxﬁn"@)dernﬁabr&emlf/sm andlverwes @fd. egrind Mmal
neutropeni a. Second active agents that are snall

eanvalsians A speciic avsese ¢Eieet is BeWTaPEYRat e adver se

ef f ecgécoﬁgﬁ&?\l al %ﬁjts\ﬁﬁe{tp Jﬁ?alﬂﬁ&‘e WS¢ &ALl Cl¥se:d to alleviate adverse
t hal Hows e sone Iar ge nol ecules, many

dfetdakocmed with theadmipatagorodf thalaxiumidagHaweyenemga SimecClarge
ef fect when adm ni st er ed vvithE}( before, after or
golpgriea UYL pelicvad fobmeapable BFPdl“Egg Bynergiptic effect when
Y Bl
F&Lﬁfs%&&% @ﬁﬁg@?l _ﬂgfg%eé gﬁ@%gg%f%ﬁdﬁ%b&%& tg;ﬁl}&ggﬂ{i@ ples of small
motacnleseaKlesdvey sgeageantlade, dadars mer limited td-ymtinohresr adents, antibiotics,

anti-cancer _agents include, but are not limted to:
%MHPWCS%Wgé@EOWdﬁter@{déner cept; doxycycline;

bor t e7 Rkt Blos 8kl Glnler ageh@g%@a , Bt AERAIARAEL to: semaxanib;

hydr oc acroni n esi n; euki
eydospbring emmer@pb @lnymynhnamartamrmbnaudcim aﬂﬂ‘,ublcm acodazole

Reberionde: agagine; Sloreiesn AOUaN a3 ey Brrnbonyer: ametantrone
E&E s@&ma@ gﬂ%ﬁgﬁﬂ@' an?dr%kléihaﬁg%gmg&es %fﬁe’ﬂ'?rp Qzacitidine; azetepa;
yl

rochl ori i 'snafi de di hes bi zel'esi n
hntoemrymn,rbaﬁuiaﬁmt é)enmdegajlbn@iut&ox;ﬂleubnﬁarbneuphydirm:hiel;lde bisnafide

usul f an cti erone caracem.
dipalerembizElesiy; Bapsen sl s @00 ba Rigimie: busultan;
BYSnOmYEAT EflGsterbRS; 28t aShide: @ﬁﬂ&fméag@drbop@ﬁi@e%&tme carubicin
(COX-2"inhibitor):; chloranbucil; cirol emycin;

hyd;ptldtmdf: cmizaldsmbcpqdefmgnh stexowib (ﬁﬁ@SrIZamlebltor) chlorambucil;

h d t bi
G PRy St SIaSPR: roRaRy B SORE o RogRbayds; cpaabine:
G@dé%a&ﬁﬂl @ctiflomySRGNABIBRIn chxra@mm& I@edTRiBIHeal&ormaplatin;
di azi quone; docetaxel; doxorubicin; doxorubicin

H%g@mm; sir:mualmm@rrmylatéh@lamqwleodwemél dpxorybigin; doxorubicin

0 FRERDRRE R BRIPIN i BB fAL REH s oo

edudeRnB] Elorfitine Birdteride I@lsﬁmhhﬁ:hﬂ ehb()@la@ﬁhérfﬁdnﬂﬁe eplpropldme
erbul ozol e; esor ubi cin hydrochlorlde estranusti ne;

eglmtambvdn@éhlsﬁéwhlathé@wﬁ@m?lcm hyrsireriaside; esapisbne gstramustine

08
A PR 5 PPl e S ARSI oA coprig: ftronote
hlydidaﬂlahdeﬂ eazmhmmh géreetirfide BloRuridiae;| ﬂudﬁfabt@@hb@;ﬂiafbe ﬂuorouracﬂ
fosqui done; fostriecin sodi um gentitabine;

&@fﬁﬁt@l@m@ rfesqﬁmlscﬁﬂsmepmo By rgéwymtg%p gerrsitahinehygrochloride;
&lfomkmﬂﬁbm Can q‘%ﬁ& #@gﬁ%‘ %o ds%o%hﬁ)gatm irinotecan:;

|no cdan |r|no ride: anre

aﬁx&itwaﬁ hydietllozat; elanrhmderaabuatéeleaoe&lai leuprblide szaite liarozole
hydr ochl ori de; | onetrexol sodium |onustin

hydraRlAEAcs hemelyRRob sl Wenusiiaes desouamione gioseridg masoprocol;
% GRnQhe! Mgﬁﬂ&@mﬁ%%e%k&hhﬁﬁa nﬁ’i@%ﬁbf Qetzﬁ@e? el rfgestrol acetate;

engestr acet at e; nogar |
ezl shaRing pieno gueil; mat:hmbplemt methoatiae; rmethd)teemmhodiwn- metoprine;
met opri ne; . met uredepa; mtindom de; carcin;

metgedena mitindomids: mujogarciy; fASTERIA: mllfpg ,lﬁ,d:l?lppmalcm mitomycin;

mitosper; mitotane; mitoxantrone hydrochloride; mycophenolic acid; nocodazole;

nogalamycin; ormaplatin; oxisuran; paclitaxel; pegaspargase; peliomycin; pentamustine;
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m tosper; mtotane; mtoxantrone hydrochl oride;
mycophenol i ¢ aci d; nocodazol e; nogal anyci n;

w@revaphaEbs n; oxi suran; paclitaxel; pegaspar gasegT/US2004/037083

pel i oanmyci n: pent stine; - 12 -pepiopycin sultate; .
BEPP BV lale” BTt e et Bosn . mise3 Rty it dvdrochloride;
hYiddR¢dih;1bMestark; pEANE isBdiuRl; PERROMPEN; Freddihi¥Biine; procarbazine
sodi unm porfiromycin; predninustine; procarbazi ne

thy dioskleride; peompeinppemycin pydroshloride;ipydazotiing ribderine; safingol;

pyLazofurin:. riboprine; safingol; safingol. .
R hYsbrhiefiod 3R, SRR R §5prps spagsomycins
%ﬁﬁd)géﬁnaﬁiﬁﬁfl%@%&ﬂdﬁde?iﬁifoﬂﬁ@ﬁ@@Fiﬂ@@lﬁk‘i‘rﬂrsﬁ@ﬁtbﬁ’irgﬁﬂ?étreptozocin;
spironustine; spiroplatin; streptonigrin;
sulofgnup Aglasomycin lesbgalan sodiwn] toxeipist tegafusdelgasnirone hydrochloride;
%Jdi um. ,ttaxiotgre;eteg%feufé Oﬁ)e&oxa{]tg one g_ .rochl.otit}ggée .
CERGAHP (RPPHS STTH: (eSOl s AL PG taiog e pa;
trfAb Gt A tirdPazatriihe? B3tamifems citrlile Olr@RFond AcR%@d; Whidifibine phosphate;
tirapazamne; torenmfene citrate; trestolone acetate;
tHmetreRaks; Hamplreraishelneuronate; veptoestiag wbulozpledrydeochlogide; uracil mustard;
I i A in: I Le . ochloride:, .
S iR i BB DL B P s
wiiritfehias bilfete; Stihdpadifs sulfates Virgl yoirtatsS il fadd; @inlatirfigsdulfite; vinorelbine
vi ndesi ne sul fate; vinepidine sulfate; vinglycinate
Jutrpigs winrasidinesilits; Ninzeliding swlfatejiveenzelen pemaplatin;izingstatin; and
i i di fate; vinzolidine sulfate; vorozol e;
\zégﬁllrbg‘ﬁ%ﬁ#%&}?#}ﬁ%egt atin; and zorubicin hydrochl oride.
Ot her Gahér antiagaqedr deigsdacliudys budkee nbulimAédton 20-epi- s ed
to: 20-epi-|,25 dihydroxyyvitam n D3; 5-ethynyluracil;
Sidgexey gamin B3y ethndpsacilabimaterongs adarubicat ped iy ene; adecypenol;
i1 S ; = i : e i
SOARGE allies BUHEEAFE K el ARAARR, B Samustine: amidor:
amifostisy ahiimilevudinichcid amurithicinnamsateiae;ranagrelide) agastiozole;
ol s e en e g P G ragonist 6 Bl
.I . Qa .I - - . . . . . .
A o e KRS RO &l prostaic carcinoma; antistrogen
antinevpigstons aispnserligemurdentides; gphidicotin gl ystemte; apoptosis gene

aphj dicolin gl yci nate; apopt osi. e rs;.. )
TSl aranusts. S gt aC Db Bl e deaminase
AL AHHRE A RRIMAB 2B im @Sk AXin361in At FORHLARNE: axinastatin 3; azasetron;
atri nusti ne, axi nastatin l; axl nhastatin 2; axl nhastatin

Jzatgxiasanatyosing bacaasin Al devivativessdhiatanpol; tbatimastatn BOR/ABL antagonists;

erivatives: balanol;: bati.nastat: BCR/ ABL t agqni st's; .
e Bl o IR pinodRs L bBem Eabys: e AlHine bitactamycin
I8 Weddihic R Ed; bPEFanbRN bREluthea X igmehd) bRazibRinyldpairkine;

acid; bFGF inhibitor; bicalutam de; bisantrene;
thiisnatidle; ibaitrateing g bidekpsing breflater bropirithingt pudotirpge Huthionine sulfoximine;

bizel esi;n; . Qref.l ate: bropirim.ne;: budoti.tane;

SRR RN B S AL S o

Gampk fthive Ginfinélerid 6B cMB6x y 688G EihiAE CRest M3; CARN 700; cartilage

car boxam de-am no-triazol e; carboxyam dotri azole; .
dgrwert infibitoGARIgelEeD; caseintkinaseg énhditdry dGOSHntaptanespermine; cecropin B;
C .esim. casein kin i bit.ors. (| 3) ¢ -
BB A B AR e Mt i ap OXEisporpyrin lacbine

chmifarainaloxadst dletrfidzoly) abllisdyciai A aplRalycin B; combretastatin Ad;
ci s-porphyrin; cladribine; clomfene anal ogues; )
Ecrmbrqtapiatis 9@?1066% cog#geaim crmbestidingipceripngol; cryptophycin 8;

%%E%}ﬁlty@ﬁlt@hbqvé%es, curacin A; cyclopentanthraquinones; cycloplatam; cypemycin;

cytarabine ocfosfate; cytolytic factor; cytostatin; dacliximab; decitabine; dehydrodidemnin
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conbretastatin anal ogue; conagenin; cranbescidin 816;
crisnatol; cryptophycin 8; cryptophycin A derivatives;

W@ 00804439A,; cycl opent ant hr aqui nones; cycl opl at B@T/US2004/037083

YRR SR BB R Mo BRIE v B sl piavone

dil8mmiEB; diask;WicthylRd@peti®d; dilaard-5aEalstinesdidfid@aixol, 9-;
dexrazoxane; dexverapanil; diaziquone;, didemin B,
digkamycingdiphenyl spirospusiing;rdocetaxelydncosamoti dalasetrati; dexifluridine;

I hydrot axel .. 9-:. di oxamyei n:  di yl I ronust i ne; .
olsHIE L b toritele arBh RN el SR PR PR caetfosine
edtes16mbb;CfIdrnithiy; erehiead:emithf@n apiribitin; PR feRideYGirAmPAine

ebsel en; econustine; edel fosine, edrecol omab;
apglogiehestipgpr agaslidsiepieogea RNtageripts; Apiidansles etpposide phosphate;
epristersde: estr i Lo cx @ en. .
R ® Do P AR SR D BRER aypisy
fleRosphet fRiasRxREEStdandhind: ﬂdbﬂﬂ@ﬁxﬁimﬁi@ﬁ&fgﬁhicﬁﬁiride; forfenimex;
fenretinide; filgrastim finasteride; flavopiridol; L
farmestane; Sestriecin;ffpigauisine gadolmiyry s6xaphyrin; gallium nitrate; galocitabine;

QL 0 .o i de: AR : .
SR A AU SE i LRyt s
héexepiérnertisagalatideyhippdricat; éhandrincadididarebicipa idoxeknes ;
k?elatinase i nhibitors; gentitabine, glyathione )

i rﬁﬁprgpgqj ﬂgqof%lﬂfé @lpfnéﬁﬁat, Ff@?té[@b K4-&> G#é:)\(gqré,t lﬁ'ygltlﬁ@d.; 1rr.1munost1mulant
PR RS AR YRRt Cbr1 oy RIS AR For il Herd HRAS Wlerterons
intenduk ims piobengyane; Ghdreloeoribic)n; ipomepnolydd iroplact; irsogladine;
N nosti mul ant peptides; insulin-ljke growth factor- .
ISPRERGILAF: nﬂﬂheﬁ?qndrlﬁtl?é IRRALEOR: &@ﬂﬁ#@ﬁ%ﬁ?@ ﬁﬁaé@lfd@r% rgellarin-N
. 5. ane; . n )
e e I P Romrn R A S 408 1chB R Rirozole
leukednanohibitingdactor; teuBpcyte alpbh imerferpadphpkiideestdegen+progesterone;
kahal al i de F; Linellftjn-N t[iacetat ; Lgnreﬁﬁqu; ,
IeluB}'(H%\l}ﬂ; &ququlsfoéeh igrozets; h{leqr &R yiam zg]@r ()fggf, .}pop ilic disaccharide
pEﬁRfe?iiﬁépﬁ\ﬁlﬁJ‘platlirﬁfrﬂ Mé&nd&;q}ég&mnﬁmﬁ&m : I%Habfh@inf ReiPikine;
[‘'eukocyt'e al pha i nterferon;
ldreeiyexol; lehedasine dgsxapirage kixeribime; luttetgpam dwktium texaphyrin;

| evam sol e; ljarozole:.linear I yam ne anal oque; .
tysplsdisier P ngplidse mapHisine BRRRosn ABARPIE: BHSARorgl maspin
nfe@PSH RetSbitdrs SAfEK infRAN dpfotdinadeaRmiBltdls | Menddafib rhérbaBhe; meterelin;

| onetrexol ; |onidam ne; | osoxantrone; | oxori bine;
meghripwinassametoclopeaniden MEx mpibjtor;mifepristsing! milregosiney migmostim,;

eptides; i tansi.ne: mannostatin A .mqari.ngst.at.
RUIOBE OBl A Ot} SAIRENES: i il maUStaRiR fbgoblast growth
fARdralab&H; PhiRixAAG6ne; ﬂ’ﬁif&bteﬁé;&hol?ﬁﬁ’&gﬁﬁi;ErbitﬁE,ﬁMdﬁQﬂbrionic
op

meterelin; methioninase; netoclopramde; MF _
gorAdopploin; mangphesphorddipid Armyebasieriven cell walklstmenidamol; mustard
.t ogu e; mtolactol . m i npanal eques: . .
o8y I8 ) TR By S AR ycsporone
N-actdinglage) N-§libsfifutedbaniandides; nafatalinghfiestip; naloxone+pentazocine;
mol granosti m Erbi tux, human chorioni ¢ gonadotrophin; )
NARAYS HERNS BIPELy Inartogrpyim-nedei atén: @emgribiein] nefjdrqnigeid; nilutamide;

. ; [ . ! N | OX i :
LR R S
(GesaisyPy 0 teh Hdguainey batdotiué; ekideanie bligaficlcoader ehipistone;

nagresti p; nal oxone+pent azoci ne; napavi n; naphterpin; o
ORGANSEERT SR aRSCUHEY AFACHY PRl CHekine infucet o atiy; @paterone; oxaliplatin;

L e

nersen
palmitoylrhizoxin; pamidronic acid; panaxytriol; panomifene; parabactin; pazelliptine;
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(Genasense(r)); -benzyl guani ne; octreotide; okicenone;
ol i gonucl eoti des; onapri stone; ondansetron,;
wW@Deansahs on; oraci n; oral cytokine inducer; PCT/US2004/037083

PR B4 P TR B R0 S, BRI Befisotes pertubron

p@iﬁpsjfaffairdbyﬁiuypabm@magiﬁ@hy&ih;qzﬂehghwaqk,fpho@ﬁrékﬁé%Hisitors;
aci d; panaxytriol; panom fene; parabactin; )

pisiheail] piacarpene hydrerhlqsidgapipambisie pirjieex ipsplacetings plasedaB;

| ysul Lum pent.ostatin:. pentrozol e )
PSP BRI or R BBl PGS Rofipouncs
phiiad@ztiaameciofipldx) podfinaa 8 bdiugi; ppHRsRehasRdhisdHe pfpyE;
pi ci banil; pil ocarfl ne hydrochl oride; pirarubicin;
bisiacridensy prastaglandsx §2; pmteasome éhiibitoss; psptaimhetpdimmune modulator;
A t i.nhibitor: . ti X ex: I .
PG KTRSEC' B, B Rk TSR HicsBh A Bl e
phesphataikibitorspp@ths rieReside pagphotylSe atibie@§ Gurpurins;
prostagl andin J2; proteasone inhibitors; protein )
pyrapeleadidingrpiadpodpicchaemoslohin palyax xathdere @njugates raf gatagonists;
Ciqhihi M Lo DLOLE1L Do
R S e T S
iplisicpheteylipaine demsibyldteal; shenjlinh Rer1i8 tidioyarRz tHifoxed; iribopgnes; RII
pyri doxyl ated henogl obi n pal yoxyet hyl ene conj ugat e; ) )
retippmide; jdtakesromuglids; roqurigiex; dibigdranedhl; rubaxyk sativgo)y saintopin;

i t Dl E@rS, . i 1 Qr.s. .
SRECNG, rdopAB] & 8RErlrdlifh SO Comichfifs) Rl sEncscence derived
ifRébifidB  ; sdnisel oligratueleotidusz sigmal transdnodymrizhjbitskd; sizofiran; sobuzoxane;

retinam de; rohjtukine; ronurtjde; roquinipex; .. .
wﬁw OFRSARtaS; SO lwacpklmla@m;ﬁ@{yﬁfol'ssgm%?w bigdingpuptein;
Ssermgh? P%Jermséd:aﬁgggg%élg E:Di’v ﬁéﬁgﬁﬁiﬁingtlor T?ﬁlsne’r%goengmatm L
sqlalgoinecitipoimide strosielyssl inbibaos dudfinasime;; mipelrdctioe sasoactive intestinal

si zofiran,. sobuzoxane, sodi um borocgptate; sodi u e
Pl izgehist suradisiy o pmin: S AR RS A TR Hioh GrmPaieR mphiodide;
tRIPERANINE; taPRSlehO S g@ah dodiit fBHHE BIltPapyiRliifAMeRindifse inhibitors;

spl enopentin; spongistatin 1; Squal am n€e; “sti pi am de;
tesnopontin; yeiiposide kdtiacldorydecadixfdentstriapaming) fhalillesting gthiocoraline;

vasopact.ive intesti.nal peptide antagonist; suradista;, .
PR (rPrBSRe A bR Ef SRS Myfisop et FeceDlof agonist
iR dHRM; @8iroidaH AL hBRnodea Aa fiyPBEoputRERY kapAzamine; titanocene

sodium tegafur; tellurapyryliuny telonerase
bichlsriger l@pgqntipewcqg@ifement;rartsﬁﬁipp aiibjigors; tretinoin; triacetyluridine;

t et.r.achl.orodecaqxi de:. tetrazom ne; thaliblastine; . ..
b Rer TR b Riss FRbPART: AFewiraRo baefiit kifisdniibicors:
tyrpd¥Eihé; ASB O inHibydTPAMeRinieRr; (1EEHIT0kindgaEid; growth inhibitory factor;

thymotrinan; thyroid stinulating hornone; tin ethyl
ueakilgase FesaptPhanteganiyss ¥ aprenidde; vprialoB eypdarpsodvesamige; verdins;

LN j f Ctr | ati inhibitars: .. . . .
V%‘?ﬁ‘}%%%.J‘ﬁf“’f%l?.{ng&‘{‘%lﬁ?? ilt‘%lgl‘?l, ?(ﬁrlo%lﬂ?,i z%?%tgfon%, Zeniplatin; zilascorb; and
zinoktaBh k@xalhger.t ri ptorelin; tropisetron; turosteride;

tyrosi ne kinase inhibitors; tyrphostins; UBC o
i nhi QIthesscondiRetiysasents induda bhtare sprlimiterbio, PRy inbifiters (such as

ryARlvBly pbrdeBf, Bamictbie TS MACES L 0budit 2088 R s

1MBCOMATRIX vasdime peitdsoide inhilbikarPSi- 31, etahérdipt/inesna, bortezomib,
vorozol e; zanoterone; zeniplatin; zilascorb; and
azacytdingtand ed4GoReMtisHds. Ot her second active agents

| nel Ydeeii ool SotVlagk kel Bt AR 1MRUGRL! Aol Ykadiol,

telomestatin, inducers of apoptosis in multiple myeloma cells (such as, for example,

-15-



10

15

20

25

30

rapanycin), androgens, pam dronate, D1/3-MAGE3 peptide
vacci ne, NY-ESO 1/1 SCOVATRI X vacci ne, proteasone

WO nivshidses PS- 341, etanercept, mesna, bortezonmPdir/Us2004/037083

Ve hdine, and gl L rticoi opecifig. second . .
THORL e SRl P R 5o, avmerse
26 ek by e sdniiiogtiep Hocetk D BBt i, Mmelphdlats @6 fan@dthasone (Decadron®),
apoptosis in multiple nyeloma cells (such as, for

é&’émlﬁ, gemcitapine, mnﬁuqur tSmeEplamides ai9RXHAG. Cyglophosphamide, temodar,

rj £l aner ¢ yel zom b, . ®
SHBOREPR S e ShRRERERR G pbftn, RRRGR Avisa®, ol
Clofe®)fludrout®lilp leak evoring itRtehilacvde, CRPEdadingieén dlpha, pegylated
steroi ds, gentitabine, cisplatinum tenozol om de,

atterfrren avha &8+ BERIBTIRONY; capesitrpite, cispleipghistans, fludarabine,
OB RSom o hich SO R, o RBALE SRl iplptine. 1.2

IGMCBE) dhdurbdziden oinefotiine, x6ledebmic 46T, phlmitionfte) Bigxif/busulphan,

al pha, pegylated interferon alpha (e.g., PEG . ® ]
reARORPPISDRasPBeRataTFaic HPIdE atingristing, doxepicin (Doxil®), paclitaxel,

f i b I ' B{ ¢j it .

gM@IB@R ardﬁarggé'ih (%Bjaﬁltukﬁhe éopﬁlﬁg@g@bhé}?@g@t },E{él’rlhqaﬁ,_ aél’d etoposide.

ytar abi’ne, xet axol, paci

o v 00 O BRENAE S i

bi sph hopat.e,. arsenic trioxide, vincristine, .

doxor NRLBTAN of i FIVERYa ensampresshods g ishns, pfqventing andior
AL ARY ¢ hffousQ§hes DMt PEnSAGHNEE HIGRINRE adsEETMH whifh) br

sul 1 hdac, and et oposide. 4.3 METHODS OFTREATMENTS ARD
PREVENTZe0 yMendesided afgiagenesis. nAewteld dwresm colgasthervashspesified, the

o PR AT e e
QAdiG R AR dgeRCafRY thelbI&f %%Fm| AUE R iCularfisddSE6t disorder. As

herein, unless otherw se specified, the term o
uggddiereingnless ptheswise spasifieddiiiei¢rat fraeventingt refers tntho @dmiinistration

of. the inveption or other di.tional actjve agent .
Bripki¥ o, SHENGL b ificnBI b pRM RESk T sFRET s gtper iseases
and dissdeaksochled wRH, dteh&iabterizid 185 Snddshed WhdiGgenesis. The term
specified, the term"preventing" refers to the ]
gngmtg)pr anclusles e @blbtt@ntqf a szmlgg{m of the pagticeles disease or disorder.
%@ﬁéﬂtf Mtﬁl rfélﬁllléphlgl%} (?fnéaﬁce%tan{i 'dfs%zas%g aﬁcﬁgigglrdk:rs%rs]sdoc?a"tghe vrvith, or

I Seases and di sorders associated w th, or
chanaerizdibyeandeyired ipicdenesis &0 prefgentsindidatd €orl [#eventive regimens.
"prevention” includes the inhibition of a synptom of
Aidsehherpia and unieps ethervisy indicaigd he termg imanagimgppgempasses

pehd Ok fibleclr EARELY Al GARGRIA M aaf Bl WHohad suffered
dwogi vgmdee lengtteningrthé emeagadamavidaiadsufferedgroay dietdisease or disorder
regi.nens. As used herein and unl ess ot herw se

FERIBREEMISEE: t er m " managi ng" enconpasses preventi ng

the r . 0 d o i -ql SO,

o ebeeREndhe et Rahodre Hfldck bBER3: Bnifl T8 K6 rumors and
Ibodthoeniungrs. HEhd terme “eanper’irefiets totdiselisedf skinfteswd, éngams, blood, and
the di sease or disgrder renmins in renssion. As used.
Pféﬁselisn‘PCIPa’é‘gt Lot Hmifed pov cpncers i dhe blager; hong g bloof; raia, breast,

(cBhvixS ChdsH bRDERIrGRL kDR  kiliay, !

" gpg}]ceré"s refers to dirseasge{)p@? édslkls%w?%a?s u;gg sy(%%gnr%mph nodes, lung,
imomtd neckn dvaries, pancreas, prostate, rectum, stomach, testis, throat, and uterus.

i)

Specific cancers include, but are not limited to, spinal cord tumors, pheochromocytoma,
advanced malignancy, amyloidosis, neuroblastoma, meningioma, hemangiopericytoma,

multiple brain metastase, glioblastoma multiforms, glioblastoma, brain stem glioma, poor
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vessel s, including, but not limted to, cancers of the
bl adder, bone or bl ood, brain, breast, cervix, chest,

wa@odosngesendr onet ri um esophagus, eye, head, KiBOEYS2004/037083

liver, | h nodes, |ung,,.mou neck, avaries . .
BEARDP s ETBpngL PEava e gt ey eun@oaBpy gipima, anaptastic
@ﬁfbc?*&ﬂid,i fnaphiR€6 bfib6denarizabmal Mukét@ocriettuMbE r&@4] adenocarcinoma,
limfed to, spinal cord tunors, [:l)heochror_mcytoma, _

Bxiren€ i Dresllorgetaleapceravyessictablel eplorpetalrasiiagine megtastatic

RERA OB coy P RORRok BRLS SR OTP R eGP QpBangic eukemia,
IpoAbKinSst 19 MpHbi 8, Fon-Mewikin’s kfnphdnt) B@shebuSELCENBMiphoma, cutaneous
Drain tunor, malignant glioma, recurrent malignant

B-Celympheay diffuse lasge Bdeajk lymphomadpwaasadedfollicular lymphoma,

RGP AR B BERERT M A P b led o, ocutn)

?Bﬁ@ﬁ@&kaﬂéhﬁm&@bﬁ{ﬁﬁ@r@labroﬁﬁlﬁﬁbiﬁ@ﬁﬁ, gyRtélsgidishieoma, soft tissue sarcoma,
epat ocel | ul ar carci noma, Kaposi's sarcoma, karotype

seshtodermee cwinepss yascalile haager lldrisgiocytepihdgigmyosarcoma,

gfg)?% Ly e@gésﬁl n's_s?_fga%ﬁ%{/b%g%%iﬂg,&{o%ﬂﬁﬁﬁgeé&' tagf%éro%%g?ﬁ@; resected high-risk
lsyfrebRRarcbma, @irasdecthisie hegdibcilulay ogbiaoma, Watdenszsrd’sor

nmet astati c nel anoma (of any kind, includi ntg but not
magraghebuligemise smaldsring ewelogie ldoleat Byelgra, fallapian tuheycancer,

ég‘?@g%ﬁ ﬁﬁé@é‘?? 0 n&é@ EHRED %8’1’02915 g%%gil?rﬁ Qtfake E\'/ noltmetastatic prostate

oder cut'dneou tis; Langerhans
@&hder, hoshbms itk asitive prestasyaser, chemothtiapy-oukgagitiespastate cancer,
ossi ficans progressive, hornone refractory prostate .
@api¥laty, thyreikeargigomp drlliculog thyseid carcinome, el thyroid carcinoma, and
t L i .
L
ryadeo isarefri@blyopiresistindeeo clememtherapydr mdtion.ndependent

prostate capcer, androgen dependent. .sta | V
P et 8 PHE P GUL e A ER SRR HOMG P SBHLSAgrthe terms
BURSLsRL 6r HISRAEK assobRIRIWET, FP¥hdrAGER U byY BndRE P&t lgfogenesis,”

cancer, papl I%ry thyroi d carci noma, follicular
t“diseseslocdisarilers associateduv ittanydesingd aigibgeaests, hamk' diseasks or disorders
I

ionmyane., I n a specific emjodi nent., the ,cancer i.s ...

FREFAALY e st EEREBA TEhC e e AR GETagd Conditions that ae
rgfidedChOdidted or h@&IdEd B aRddsied NANRANRE R RN coHrollad hidibResis,

As used herein to refer to diseases and conditions o
dedleding,Hah netdimsited tot mélameratery dificassasasoimmutic signeasss sgenetic diseases,
associated with, .or..characterized b ndesi red .

Fii Bicares bacterigt st Sspap pEpadie ety YPieidgfnppaseular
Wndasds! A rafigd RUOAREIaS diseded " di seases or disorders
characterized by undesired angi ogenesis" refer to .

di seadempliisof sedy discapes @ dirgrderparsoqisiad wathaindesiesd @ngiogenesis

nedi at ed or attended by, undesire n: .

TR Bl e BN Bp S Ehonl MR o Premappgy comeal rat
tr@jectidi, hédVaBdudir\glflico@asRoleatal AbiPLURR, PiocHERSBR, vitreoretinopathy,
geneti c diseases, allergic diseases, bacterial » o
drashersagnyapid 0aHC Rish waislemiGkergpeQuncsivitishyppic dgratitis, superior limbic

%aa:é@ﬁ,gé&r&rgiu% E%gtzt?sssiccﬁggo%rgﬁg g&&g&%@&,&g@%&wﬂ%@% %@?Rilis, lipid

_ suc i'seas rdi sorders ocCl a
UlRgerfrdtiil, Bagdrdg eres ftngahelcerd Blerpes singlex inddctioh Hérpek zoster
to, diabetic retinopathy, retinopathy of prematurity,
dgﬁeg@q}, Prtegaan infection, Kaposi sarcoma, Mooren ulcer, Terrien’s marginal
degeneration, mariginal keratolysis, rheumatoid arthritis, systemic lupus, polyarteritis,

trauma, Wegeners sarcoidosis, scleritis, Steven’s Johnson disease, periphigoid radial
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rej ection, neovascul ar gl aucoma, retrolental
fibroplasia, proliferative vitreoretinopathy,

W0 ec@shessas nyopi a, opt ic pits, epidenic PCT/US2004/037083
t VLG r
%gtﬁ)_gtmg)‘; (I%g;rka ceﬁl ahbth garg(éllﬁﬁn%kéoﬁé ol}dsz’lsé’éz}s?:ig&a}ﬁ Igﬁ%ots dlsegse vein

o&@huxtor, @ﬁ&@&ﬁcluﬁbﬁl @@étﬂbﬂs&ﬁttﬁve diseﬁb‘d lchi®nid uweitld, chronic vitritis,
degeneration, bacterial ulcer, fungal ulcer, Herpes
Lgmﬁmdes@aw Fales dispaseBeqhess Q’é§45§ffetlwﬁléxﬁhio&idltlﬁrflfﬁ%‘f@ér?cmaf
f I
hls{a)lpf“a%}n ?13 d%g gsgde%?égﬁs §E]a‘ig%gsrc}1%é%§]’%$% ngzg} clgnl%gc' rEfinal detachment,
hyﬂb@ﬂmﬂy gyrirdhed, tdxdplasyesis, rmbedsispmcodmé yeletostsi $driugis, psoriasis,
trauma, Wegeners sarcoidosis, scleritis, Steven's
pgmﬁﬁs%kr@ﬁl%ﬁyéangﬁés PioRtitbiPEMeay bikiary. sresis, idiepathicqulpgnary
I
S Bofiflic pBDRMPenddRhERE 1orRE SHCR L FOE o BB Rrovirus
rdpﬁbﬂtdndw@hﬁig( mehingelsdmﬁwmducadrﬁbmsls, alsweatdsuﬁdu(ﬁh Ifl(bmS(S

vitritis, Lynme's disease, Eales, di seam Bechet'
mgligeansy: aSSIOQtaIteﬁll hypsrealcamiap stapke; sircylatary shaek. @@UP%&HUUS gingivitis,
[ t S
il R BT Sra R el SRS Smd Rl 4Rl L e BRBrdcPBASed by
fama dmmmaedeftcwnop Iva'asmequmc: infediens laﬁemmamm&,d]apnse arthritis virus, visna

sclero soriatis, psoriasis, primary sclerosing
V’é'%l“%ﬂ‘?é’i Yifus Orﬂ)“rné‘c‘flﬂsl s, primary biliary srosis,

i di opag ﬁbﬁw%ﬂ&ﬁﬁ'&%méf e ﬁrcv'eﬁtvwr?ldfs@mg delQ&B@lts'a'ééo%lated with
endot o toxic s k syndrone, osteoarthritis,
undxisired angisgenesis ile aoti ioclpdeemigestye heen failyire, |cardxomyopathy, pulmonary

3{:3‘1‘14 %ﬁ%(lﬁggllrjl;g%id%;: %eg)illc Eg«b%f eéff% gﬁ?l;{rrx] uce tp(sfe Ica?rih%c aﬁograft rejection,

%E&Hiaﬂrﬁﬁr}fu% ek, h@[ﬁ-{tl‘tl@ dRRitirkdpfratody BQirddssySdrome, bone-resorption
crocytic anema, refractory anema, 5qg- Syndrone,
dmnabeydtremic nhstgpcdyg pmld@manyaumsbsbghrbeﬂc ipnbmonary 1nﬂammatory disease,

def fect
TS G TRRSH, venfis SioskHepTE, SngbERlE G B8R R Ehgmic shock,
s&fstsh§n@onleCPést is¢héR repeifuSOAGhHjul FRORRRA SBRSY, %a&lfexiahg}aft rejection,
i'nvention, diseases or di sorders associ ated with

rhewensedid spordiljtis gsteepdrasisialleesativierolitisl anflasmgatory-bewel disease,

oSSR N ERELL oA BBA. K5 cprosum in sy

AR ddhalgs, asthaiad hpserantit apedlhi 1n;’|1ﬁjy S@hliaff, myaobeaeddl ahfection, and
i nfarction HIV hepatltl s, adu respiratory distress

OBPOTHIGTHE infigetins e frep lHVsease, chronic obstructive

g IU|S ggggsrl}{ de%ti%ﬁ %ﬁ?o%nspa%ws Q@é‘ﬁo‘ﬁlﬁér cat 5gy pdstfé%{ ?{ﬂ‘&?&lgg éeen previously

1128188 fér, cafCH OF A aseS bﬂﬁb’ordh@ ENdy g witls o0 Clkaraaaﬁl&dSby, undesired
syndrone, post ischemic reperfusion injury, fibrotic

apFieBAeas, Rl AFFDNCeSRANSIVE 1@ pRdard Hisrapigsetitelbasthose who have not

p?&?(ﬂﬂ& teh ?rea ﬁt ?ﬁ@g{ g@%@ealw &f%ﬁ%%ys@s {eh'rogé of treatmg patients

répasdiessiof platumm’s age,ydltheugh m;&dm&sgstdrelﬁmﬂmdm wiore common in certain
| eprosum.in | epros radi ation darmge asth
apg BELB%i Ebaainyerioaruithgrepgompaspetrmath OM&S%%%P%“&F“S who have

h@%@&ﬁf‘h ger 'ﬂgarpﬁ&%ﬂt WirSit e diba8C B%&gﬁnf flsaﬂstsué" ds el those
vent 1 on ‘enconpasses net treating
wintHasahet. VBED:aM\mtlhﬁe withreaw¢en asd ;hsezrseﬁamtﬂlﬂarders aharecterized by
or di seases or. di sorders assogi.at

d
uBAeNISE AREIPEASSIEPave iIeRoHs Sy %Slaﬁé\‘éf@twwpd Aprying clinical
o%rr[c}:? 3hO Héét}ﬁ%nlt Avél @kiend xﬁ%‘ ARV Efepefind'Bh hisARr pidgfGsis. The

ave
skilled chnlclan w1ll be able to readily determine without undue experimentation specific
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previously been treated. The invention also
enconpasses nethods of treating patients regardl ess of

weadosenshs age, al though sone di seases or di soPORUS2084/637083

PRPEEF TR eSS SR BRI R hom s bKT DBl ypegopy that can

bavBedtivdgnged ey Geki gf indivibud PHadddt W cahCertah@ athet BReases or disorders.
di sease or condition at issue, as well as those who

have Nsthodseneampasasthydhisgnygntinn campese adaeinifesing oag or more

nd .di sgrder har j i red .ogenesi
T R ot R
6t prodfi theredf B patidnhee. 4. | CREHERT) tsuffervie) of Bkély P@buffdn] from cancer or a
may vary, depending on his/her prognosis. The skilled
distase or disorder mediategpiyandgsiredpagiogerfsiser ni ne wi t hout
undue;exper i 8 [ specificCy-. - e
types ISR R I EREGdsralid o B BT ARH nd caiy in
hhemafyt df fiim st 58 teibone 2j00e mg, prefetably fioneabouwd 50 to about 1,000
i ndi vi dual patient with cancer and ot her diseases, or

d1gs andimPEe PIRASE MY Somyabe kAL ©tP0upe -t Iy aptefppied empgdiment, the

onDr | = i Li . o
IR Be A e o b0 froRl BB F0 33 b 86T 880 ofY,
st er et & opeeific erthiddimardtethabidorpide iy adinih et &bihn, antamamnt of from about

patient (e. % , a human) suffering, or likely to

209 merto abpyR0P P& BT A3y PRiieaisaih tlapsrd BUHRIE mygiome dn another
i ngj is n. i t

RS A T BARABHRE Socr sy b Rl 200 me

dbaout \B00 mgato patientm withfsofid am@bdot paflictlar alnbodiniznt) @alidgmide is

preferably fromabout 50 to about 1,000 ngy, and nore
ﬁ?@f"é?‘%ﬂg" PatisRSBiIElelige2-t 0 800 ny. In a preferred

eﬂbodingﬁ ifiQEnBbSREAPIERARGLARE §s AmihREdéd AN
froma 081%6%%0 rr%&it;lg abo%t&i%oo . IIIun arspeci fi
200 arh tomhoyt 8300ahg permdag eor dteamitively syenyether danrio aatants with diseases

of .from about 200, to about 800 er day to. . .

Sa iSRS eV B TP e AP BTSTTGD alogangtn gicluding, but ot
SRGfeldfth, CnBERRREMFE Mkic dhdak LHRIAE ds@oAdRRI Ry REs fePliciion,
anount of from about 200 ng to about 800 ng to

s fiegy g giths, sidica-gndugedbfibrobis, asbestes-indudedrfibsadis deteeinaty disorder,

t hal i dom de i mnistered to pati.ents wth aliom. . . ..
g o e RS AR GO BETY sl RotPllftis gingivits
infhchdtyBERAHhiaOfefrhét0r) ARMHM, 2888qGnHonahout 800 ng per

day, oOr alternativel'y every other day, to patients

with di seageps or GOMBIRSTRINTHIRAPYY (N, OF

characterized by, s including,

but ndpetifigimedipds of theridvanbive spaprisendmuinisiepioR thalidamades or a
osteoarthritis rovirus replication. wasti

ARG ety afseplaRld s foffoed FEPIES SeRQisgRP. stdfhats, guprodne
fhdESTS inSoonitdiadioh MY orfdl 5t SHE kecol@ hitnapeits dmaRs i E@dbination with
hyper cal cemi a, stroke, circulatory shock, ]
padiatiniohetapy.Ploag taagisfusiong, oryurgest i amnpdescafisacond active agents are

refractory. anem a, and 505, syndrone. 4.3.1 COVBI NATI ON
ﬁﬁ&&ﬁiﬁ‘é’%ggf‘fer S'gné?ﬂg’é}s&(}f the invention conprise
adm nisdeinisagtiéhef thalidontide afd tha sedvat ABGRIEdeain!td ¥ patient can occur

acceptabl e salt, solvate, hydrate, stereoisoner,. .
simagliangeusly @rrseg\agmaulgj by the same or different routes of administration. The

Cdu%t of from about

suitability of a particular route of administration employed for a particular active agent will
depend on the active agent itself (e.g., whether it can be administered orally without
decomposing prior to entering the blood stream) and the disease being treated. A preferred

route of administration for thalidomide is oral. Preferred routes of administration for the
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thereof, in conmbination with one or nore second active
agents, and/or in conbination with radiation therapy,
whb@sd4dspansf usi ons, or surgery. Exarrpl es of seCcDOs2004/037083

50 A S H] S3RNBA Dt 256 s, S50 st

th3Git \See, @gﬁﬁnpﬁysic%rﬁ DRtk RFtreniod) 1085 UT66(56t etianooys! y or
sequentially by the same or different routes of
adni Hi enerembodimentiof theinyeion; thy sesong, aﬁa\fet 3gend in admigligtered

1“%5"%?{‘?\,\&:(1%% t1ﬁa EOSSW%IE&I &i%e of twite 88?13{ inca;ﬁs ?IF(%LI%E Bf f'fgm about 1 to

epen e active age

gt 1 0G0 mig} fr@@rhbb@t SdbousIoermg faym bboutwOtd abdut 350 mg, or from
deconposi ngz&él or to entering the blood stream

d
ahayé 5 taseheub 20 mag The specific amowit of Hiersegpndpgtixe agent twill depend on
th% ”%&}hg %#e% gé)ézl Ih%rt}ré‘éqﬁl d&g&“@ &?%ﬁea?%r mg{a ed, r%fés,e%e/terlt\y and stage

oﬁ&@éhtsé afd itiegraeling®) of whliddnside aivbatyi @pmoanleadldhml dofive agents
t hose of ordi na%}/ skill in the art. See,
YRR aningsies néh@p@tm@é In1amthumm®étlﬁerédhe second active

ge%g?s)obhh{ér G@H;g rqer : d;s ReCSRVERS! Q 9&%41 Girdesand

I've agen I'S a i ntravenous

dsaaﬁmutrﬁn@msdtiﬁomld) Nep@tezan, tptmtomfyMInb,)Clpmﬂama@nmhmztmﬁhasone,
fromabout 1 to about é}%o rrgJg fromabout 5 t &)
vEIGUStHE, dexaswRignoGOX b IRinr B3olldy L1 TFiN o2y onlors ine, or a
bR héQBs M. The specific amount of the second

ac ?l ve agent wll depend on the specific agent used,

t he Tiy¢eetanf erdbebmsnts xbe sgrond eatwdigemt wmmaegtegmsomerase inhibitor
severity andg stage o seas e anount of .
(4 &2l QBHAYe %ﬁ@%ﬁﬁﬂ%ﬁ&ﬁ&ﬁﬁr &sasqqnﬂaﬁwe agept \?il é&j&%glomlde-
COnNCyl 4 ?mllﬂlaﬁgrﬂbéﬁlﬁﬂéﬁtr MK BeCHRbE BPD-is hmfhistered

particufar enbodi nent, the second active agent 1s
subishianeowsbndurizgrhesne day} in GMUCEFsix Be€BEyclEROm amount of from
taxqQtere, irjnotee azine, tra etinoicg_.acid
al?% gttg egﬂlt 76@ m%g(l] @W mr%gra{)g' IBPBPF%S’}J%‘? rom agout (‘25 to abdut 500
nf¥hBaR) heste Pi?efer\ibl?% hﬁhﬂnﬁﬁm oA LRt AMUuE 5O to 4Bt 250 mg/m?/day, and
inhi bitor, , IFN, Ara-C, V|norelb|ne or

nwst:mfnrzmiy iman arheuns of fronnaboet FCorabewts i Ine/m ilay; fea certain

cFBEGR PR be iRl AP BRBRRGEDE ! BRLPIL B 50
rh%/ﬁtra@@ﬁh DAL hd1B 52 Bloaiatdat 5 kdlatbup 22 tﬂcguh%day
enbodl nent , CSF, G CSF or EPO is adninistered

sehetytaneeusty; Ul aspacific sqbadisiant. (G-ESFqaapsbe administaied sibcaageously in

5P ol AL ATRAP L LRTLABE BB e o

gealicyRQOui®/ Mhé daumemwdme)ff &-abF yndybeadnan®erdd ifan amount of
from about 50 to about 250 ng/ m/day, and nost

ab@t@ﬁ@ﬂ &/ synaller patieatsy it 8lomce subentapesislys dn pseHpg gmbodinent, EPO
R el ST BRI b L OO BR(ss orweok

500 % @ dtRerl sitbod ifRdiouhhlydomvi@e inlanimiusit obfrofnrabouddolhg to about
to about 12 ntg/ m/day subcutaneously. In a specific

88frEcpendaY andziasarbasing 1ban ARANTHiOS ARAUS dros BNk U) ragim /d are
é}lrﬂ ex%H‘?(lf' Eﬁt %ts \@'@9 tHetabtalE gt{em{oﬁ'@%/ %ftl g:sﬁéc?tllé é’mﬁ'&gm‘éﬂﬂ:‘ thalidomide

uste epe ng on rise o
is admmxstered to patients with metastatic melanoma whose disease has progressed on

treatment with dacarbazine, IL-2 or IFN. In a specific embodiment, thalidomide is
administered to patients with relapsed or refractory multiple myeloma in combination with

dexamethasone.
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granul ocyte counts. The mai ntenance dose of G CSF may
be adm ni stered in an anount of about 300 (in smaller

w@adosendssy or 480 nmeg subcut aneousl y In a cerper/us2004/037083

enbodi,nent EPO be,.a ni.ster I in

an ad APOBET SPugenintRLrRiE s T B W AR hafn sh
aRRAMEhaE @dj%)z{ﬂéﬂis W1W%%16Qf&ﬁe Ih & sﬁﬁ&lfﬂi @abYdifbnt! aMlomide and
about 200 ng to about ng per day and dacar bazi ne

i stereids a«mamdrmﬁlsmtlo Hatients M atn@/lmd%@ mg/m/d are

2 Spodh AEr RRBHE: Rt B Sl PR BPREpipdne

RidplRibif thTafieI{fEWﬁtl@éa'H? aHPARBO FEmBhANE S HhsRRsAl taﬁbladder cancer.
progressed on treatnment with dacarbazine, IL-2 or IFN

| n a ép@@«bthercenebﬁskudcrrrethalldqmdﬁ iiashnigistered ladqmnhllyttlene‘dih a second

atle W rel apsed, or. .refractor
i uPEingrdiehy i Aofeh] BARGoliE b i Phls B Repged or
ProrBQiveIRiaanmBR or rédileh it shastsin A dBlebd:5b St Sisbsitetand
nel phal an and dexanet hasone to patients with

ayplophespbamide for iglapprdooriniregressived Ne ancey; ﬁemp@mrw detienggwith

I'ECe gelnggr IIJI%EI‘CFSnVCang]{llﬁg?)snglhﬁ‘SBél?anPﬁl h?}% a(1m ﬁ;lnaréglo%erlcytoma

&ﬂlﬁmpleﬂirﬁheﬁbtmdsbs ¢€1a@set i eunddts] ot ingPlypdiagnoed glioblastoma
patients with |locally advanced or netastatic

tIRWHEQTMS piEPtesd 10 netigpfg @fthgaereant glieblagterna carboplatin to pediatric

SR, Uy ) 5 O, LG O 50

trpaiighahQgliotiens] ¢y chptiogthainddena tpagerits with pbor p’ogm&(ﬁﬁn@lﬁ gnant brain
progressive _brain tunors or _recurrent neurobl ast

CBIEERTY asYsh dcaIT LS qtbsHsapma oD Gifaiel Apihigh grade
%c&feagﬁlsﬁgﬁaw gl%\llﬁ'asc @aﬁ&roimﬁ@ggﬁ@faﬂo%feﬁmreaﬂ%@am ctfltrocytoma; or

recurrent ogr essi ve neni ngi oma, na

rtepbtag:hcfmaghdmagigotﬂ)n&rmmahapim&c rstrddypdnea bzramaplastlc
igB ?nzli?egj rel apsed brain tunors, or newy diagnosed

W%l tiforms; irinotecan to patients with
r ecur rgihod leﬂh&‘@%(ﬁﬁﬁlgﬁfathaﬁ iR |i§£dnﬂnfs%r§§§itﬁuiﬂéﬂﬁ)trexate and

patients wt ai n st em | oma; procar I ne
prydiophospbampialeite patienis whh memgtaeis$>taaet caatérgnant gl i omas;

cyclo hospham de 1o patients, wi.th poor ognosi s

ol 1 onaAEOBasTbodRee iR it Ssa S shp U Batgeplaghide to patient
%ﬂﬂ?ﬁétﬁ@&ﬁﬁ@nﬁ@&hhe&or“ Giadel (r) for high grade

recurrent malignant gliomas; tenpbzol om de and

t anoxihanother erapediingmit thelidernide asyadomnistened wish gemcitabifieoio patients

DR o RO LA L o o oot BB isaithalidomide i
t doiadihidRPadARith SerAcltibietb Phdshtvivith ﬁmmr&me and

cycl ophosphamde to patients with netastatic breast
C anc erIn aneptherembrskimenth ddlidemide is adminigten¢dite patients with colon cancer in

tere > to patients with
SetitBer A RO AR TR, Bmbod ment
t hal i daniheiet EmBsHiinBhts thali@smide ihadigiiBidrédwie c&;%cuabme to patients
patients
with refractory colorectal cancer or patients who fail first line therapy or have poor
performance in colon or rectal adenocarcinoma.
In another embodiment, thalidomide is administered in combination with

fluorouracil, leucovorin, and irinotecan to patients with Dukes C & D colorectal cancer or to

patients who have been previously treated for metastatic colorectal cancer.
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with recurrent or netastatic head or neck cancer. In
anot her enbodi ment, thalidomde is adm nistered with

W@eossiiaEs ne to patients with pancr eati C cancepCT/iIs2004/037083

anot h an%'ﬁpe %}n@g&ttﬂen{ halidmds Fﬂeﬁ 5 é’\ngt S ith refractory

pat i e on c’ancer In CO

&slogealal ?canchﬂm%nﬂ;ﬂﬁl/tl@ﬁ ﬁ]Mp&’lﬁbmhnxeM‘(m B®l/or CPT-11.
enbodi nent, thalidomde is adninistered wth

capec i aiothss embogimnens thalidgmide s admadstereq With epecitahine and
G230 ] PR P B A BEIAR BB o
ﬁrecatshab celobsehl s®Binontahal i domi de is administered in
conbination with fluorouracil, |eucovorin, and

i ri nolredpther snabaém@ﬁf ghaljdopids ik edmmigered alsng 0g it gembination with
ﬁ'ﬁ‘&fe% 912)%15 ?I %a?)%% r ec%ﬁugchg% glét? %ﬁfésgcf{zﬁ)ifé 8 anot%xstta{lce g%][%gocellular

dartinetiaf or Witlatisplatih ded thioteystndopiati¢ras adthtpoinpay bemesastatit Hver cancer.
refractor y col orectal cancer. in conbination with
c apecm %&9 thes empedigeat, thalidosrideds pdmynistered 4m gpraination with pegylated

Qﬁhg oglgg&q: §tered W th

capeC|t |ne 8 rlnot can to patients with

r ef r abt atoghet emboéinieat, tivddomideis atlmirsttied rid mmbmb)tlon with
nresect abl e met astati c col orect al car ci nonma.

HEATRRIRE, éﬁf?@&f)%n%n d/QriopqterapiteBatients itk FriRclorar f&i%’ﬁ?éi or high-risk

Qéutéfh El%gpﬂd?l@tlélﬂ{@m‘m th interferon al pha or

capemta ne to patients with unresectabl e or

et asiradriothen epid dinent, thaidooadeis administered wh tdmbinsipdrawith liposomal
nd thi qt epa patients pri.mary. or tastatic
inorubihcBpott Ca elst Rubrabhsarits i s oRPl kardype acute

ﬂﬂ;@lolglag,ﬁ@[eggemﬁ conbi nation with pegyl ated interferon
al’pha to patients with Kaposi's sarcoma. |n another

enbodimamther ehndbdideemi, diealidomadinis nidmirgsterdd iim coobipatiert wish
R T R G

AHalHEmIBLaS RS ed WEB@atlohﬂmﬁﬂé&HﬁﬂatmqhH&@éan to patients with
thalidom de is adm nistered in conbination with

nppewakaell b@g isaRagbi ki one emajodiraerdthalidhmide eyadarinisieras with doxetaxol
atients rabl e karo cute bl a

Foe}aﬁ?gﬂjis W1W1i non-siy q nflﬁ(ée IE%S@C%W{H R?\ﬁ%eela Bfﬁn%oe lsf trea etds with carbo/VP

qdqh@faat(gﬁ@gpy n conbi nation with gentitabine and
irinotecan to patients with non-small cell |ung
cancen anathes gmbedisesat. el idomideais iadwministered 4n gembinpiderey il carboplatin

pac%/:&gtﬁ‘?étg%, {)ﬁl‘ﬂ c\é\)@ntbt}la‘t‘”ﬁfl Q&g@]l ﬁ%}q @}]agllﬁggiﬁ:&lg?{?el ?‘ﬁ%g)ﬁ Iél%racw radiotherapy

non- sie
ehidh¥BYith ndighallest ldeg tancad Minni spcifie dmbbdifmetio Xiedlidsalide is
to patients with non-small cell | ung cancer who have
.@rgﬁusmréd, ibenBingtioaayightaxpicrs o patenty/mithstpge 1B or IV non-small cell
5@% rapy. I n anot her enbodi nent, thalidomde is
nis ered in conmbination with carboplatin
In another embodiment, thalidomide is administered in combination with oblimersen

(Genasense®) to patients with small cell lung cancer.

In another embodiment, thalidomide is administered alone or in combination with a
second active ingredient such as vinblastine or fludarabine to patients with various types of
lymphoma, including, but not limited to, Hodgkin’s lymphoma, non-Hodgkin’s lymphoma,
cutaneous T-Cell lymphoma, cutaneous B-Cell lymphoma, diffuse large B-Cell lymphoma

or relapsed or refractory low grade follicular lymphoma.
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and/ or taxotere, or in conbination wth carboplatin,
pacil i taxel and/or thoracic radiotherapy to patients

wowdos/onsps smal | cell | ung cancer. I n a speci fiBCT/US2004/037083

enbodi nment. thalidom de is adm ni.ster i.n _copbinatj
ot DL SR AP I ool dpa T B iR pQRRRRARH AR caxocere
geh| THNY EMO@SE, &ihd/ot BacaftiizliRlto PRGN WRRVaribRal ped @istiges of
is adm ni stered in conbination with oblinersen

B@nse (r)) to patients with small cell |ung
cancer. |l n anqther ' . thali. ide is . I .
i s Rl SR R R s sl T o B n gobination wih

afiotelkiné bOpLRhERWitlS4sde 1B NdnithaBédINang tarfcetidah l¥ub@ implants.
to patients with various types of |ynphoma, including,

but  nét anqthar eadpodimentidhiz]idomide isydpiriptarediio patissirgiith various types or

I h .Gyt ous. T- Cgl. 0 t 0 - Cel | .
S LGN R R S R
palhiiacidee, \GMAUS K hadken, vanblastine ahel plyalid) ®®ulphan? @ycléphosphamide, IFN,

anotner enDo inment, inaiioomde Is_adm njstered in

palatdioaate opredisane; bisphasplonate, celecaxity arsgyedrexide i@ INTRON-A,
Zj . ' ith various types or stages

gﬁgﬁé@%hg{g?&?%ﬂ%d&qﬁééognbodi ment, thalidomide is

adm nilis sotiesd ealbodignedit, thalidoatidd Badmimistatedho patieakseh ith reapsed or

to patients with stage H B non-small cell |ungancer

Fifrastasy eltiple myglomn 18 comfingfgh mdth dorpBiicidpoxil™), vincristine and/or
tbalhARRb e D'e%a&‘gp@)m stered to patients with various

types or st(ages of ‘multiple nyel oma in conbination

wi t h drexaoisdrkabodepenz,aha dioatideisadindnistpaidto patemsd with various types or
GW CSF, bi.axi n, vinplastjne, nelphal an, busul phan, .
SPEFSAIINYPMRTANGE SUFIERS PIIHUPRRALFBRAPIA, RAPUIRY SRES carcinoma,
PR RADR! ned Br REGHLR oy BSEMler, i o Badiwith ol
ambbpletin,alvisoviibivem tgemichaling espliving xclodhypaclsaxet, eldxdmethasone, or a
patjents with_rel apsed or refractory nmultiple nyel oma
FAMBBAEPThEETSH wi t h doxor ubicin (Doxil(r)),

Vi ner i$hhdiker 2Hofim Gt RARIAASORAMARSREAIAH phtidnts with various types or
anot her enbodi nent, thalidom de is adm ni slPer ed to
pagéseoftpsosate kancar, iim cembippiéan with stladas /L4 geingitabine, irinotecan

cancer ch as ritoneal carci.no illar us .

Blp EEmsTabIS. &7 RRhesphaas, Viterin Bt GRESF celecox,
QIdré Baf@BeeIr; pdcNta& I Bdrikdhyc) dotdthxel %@hmustine, Emcyt, or a

car boplatin, doxorubicin, gentitabine, cisplatin,
xembingtioptietdof.axel , dexanet hasone, or a conbi nation

thereof. |n angther dj ment., thal.idomi de is . .

i e e ETRRRRE b A PR SR8 Baghs pithagriovs tpes o
@i‘ﬁ%rw STkl @elf BAHEEF, in EdmSiaatinNRith e4pevitdbines BFG@moRifen, IL-2, GM-
FULYV, genﬁl tabi ne, irinotecan plus gentitabine,

P8 Eplebephaeriaembinaiionithereefe, dexanet hasone, GW CSF,

cel ecoxi t i cl.ovir Jﬁl t . . .
ol oo e SRELSAA Bg i i es o
stages of gynecologic, uterus or soft tissue sarcoma cancer in combination with IFN, a
COX-2 inhibitor such as Celebrex®, and/or sulindac.

In another embodiment, thalidomide is administered to patients with various types or

stages of solid tumors in combination with celebrex, etoposide, cyclophosphamide,

docetaxel, apecitabine, IFN, tamoxifen, IL-2, GM-CSF, or a combination thereof.
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conmbi nation thereof. In another enbodi nent,
thalidomde is adm nistered to patients with various
wo quem«sps stages of renal cell cancer, in conbPCBUSIING037083
W t h | dll\é) Xi f ,
Cel e Fr‘rfér e%d?ﬁﬂeﬂk lldto elsa g}lé‘%%egl t%(p;a%{?cg]tt%\glth scelroderma or

cﬁms nrmhlmi edonthardtida thh c&ﬂ’d’ﬂr@d stoposide, lc9clophosphirbide, docetaxel,
with various types or_ stages of gynecol ogi c, uterus or

apgsttebips. JENe tamifenelLch (M CIF ox aiepmbaation tharedh. | FN, a
COX- %hisqm l[lgﬁ) als3 %ﬁ&rﬁ% g:glaqgé &d of i I%/asciﬁ ldo :9%% of all%tl -cancer

anot her e ment e IS a ere

dpgidrapém thdtichn basdfelyand gffecivety zfdn&gﬁﬁerélf toSaOédtldnd; WiihScomprises
in conbination with cel ebrex, etoposide,

a@ymlségmgstﬁ @egﬁlg@ (ego@dumag) t ah@@@qdpacy‘ adglarrp;tqqutlcally acceptable
dé@{[@}(’ S‘aﬂ’p ere n%&ja %ﬁwt&% ’h(gl B 9@;{@# ewfog P aé'!rqn&:ﬁsf S tf]t Can(? enefit by

tHiompehiot @rd thovd likel B wadufferifromeancidverdé affem usso¢ AUV it arfti-cancer
in conbl nation with cel ebrex, etopos
deuge fQFiFratps A APEFEic erpeertof tag s lfhﬁBE‘F‘{‘%PH%tlsSBFNIYmPh nodes, brain,

#}%er&ﬂm fntesan @M’oﬁearto a&r&g% tng&h()&%&Qtfe breast,

i's Thvention al'so enconp sses a ne ncr easi ng
colorectih @ gembinationsathtieof aﬁteeerdndmsgatmn afghalidobrtidd aldmmtdsseor reduces

afely_and effectively adm nj st ered pat.ient,
a)fﬁ”(ﬁ?yfﬁ?e hichsare of el sy ety et itovepld 88\%‘?&53 figitghe agount of anti-
%}é thal i dom de, or a pharnmaceutically acceptable

eri vagl ve, salt, solvate, clathrate, hydrate, or

pr odinugnet dmbc&li!henthlmhmmtsle ichmbe adminkstered btallpymd Haidy in an amount

thod are those r from ver
o bt o Ro e AT R e rer b Fom Aol tobort 3R] Fg. and more
pﬁef&Qﬁ?'ffdn? albcH 66 ko AHout BEO ﬁfg' phior # QﬁHBQQﬁ%Ftér t‘hb oedlfrrence of the
nodes, brain, lung, lNver, bone; Intestine,

ad;‘(ﬂrmffeme@s@qmtp@ muhehﬁ;adranirsanam okammmyc;anpcrakugtoea patient. Ina

t or ec or, co of . The ..
SR ST PR BRYnBideGo e P SoPngion i megific agents
S%Va‘@ megared, bgsitis, h@abin2beGAESBICdY ofPARESE )éfﬁ:&@tha't kre associated
woul d otherwise limt the anount of anti cancer drug.

with apHecaneds daigssneh as hvd inpdlomitelbtogrettropendaion thianlmcywpenia.

or al and .dai. | unt of ,froma ut 50 t
about RGBRl s B BB <R bbb R kycdils b discases and
dikofiREs ABpciALdwiRS & dhﬁﬁf:t%h@&i by, uh@éxired abidiofhetio iESBination with
800& prior to, durin or after the occurrence of

@

addido @ﬁ\@engmfi@ets ipeludig huterpt limited o antizgaricar drugsantin
e ARLd aSARGERAL UR bR, BAE LER, L1 & particular

m ni'stefed i n combi nati on

Wi t h s presthdrietbadiingns, thid Gliveation eidbripassed d hdthdd of treating, preventing
Coumadi n, or GCSF to avoid adverse effects that are
apd{ QT mARALARS %HF‘F{’ Which-compEises aglrru@éteslug thaligomide, pipa pharmaceutically

aé(!ngloélﬁﬁggfr%t F’l?g&m %C&E)lasa)nlrg nI']X{negglte@J axalgttﬂerg&e mn COIl_]unCtIOIl

witt (. gnlbﬁow, thlirm:g oLaka’ c@ﬂéntﬁbr&bﬁﬂf’dp? indadifig,adtue dotvirhited to,
or characterized by, undesired angi ogenesis in
swgety, Hampeetheirph b&daglt?#lébﬁdﬁphé%qw@fﬁ YARY}0& Athgr non-drug based

tﬂe?éﬁ;y%é&gtl?%edqe ttrelil', H}etv@rﬂ Jr %aﬂgéé can@ite efhe%%“x%ﬁled%@é bf

thalidomide and conventional therapy may provide a unique treatment regimen that is
unexpectedly effective in certain patients. Without being limited by theory, it is believed
that thalidomide may provide additive or synergistic effects when given concurrently with

conventional therapy.
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i nflammatori es, anti hi stani nes, antibiotics, and

steroids. I n another enbodi ment, this invention
wepamsnpEsses a nmet hod of treating, preventing PODIUS1004/037083

nmana oflf ' . )

i ARSECA o S SRR S SRp AL £ R eping rvening

arkbmadgingyditeat s, an&ﬁﬁioﬁlﬁﬁﬂﬁ@cﬁated: Wwathhomdharacerized byl,rumgesued
thereof, in conjunction with (e. before, durin
angiegenysip arhieheqrenvites pdminaykringhal Eﬂﬂ’iﬂﬁée %atphﬁla@acpwﬁailx acceptable
r i r

<40 ey BROSAS BRe BRSPS Dbt vih ..
béfoes idigy otiafeet) tenviehgarial therapyandluding, b agehmaerbex sur‘g’h@

conbi ned use of thalidom de and conventi onal therap 3/
lm@yncﬁh%ramd diologipal dhrsapy. eadiatian therapy. 9 qthenapn-frug based therapy

f

el nlgq'ﬁl&?n g)lttyeéi? g)%&feh{e %Irer)r/l%lﬁ]agt‘é %ﬁste?%g (Z{l/fggﬂ%ﬁs asygc‘i:ﬂ&y%th or

cmdﬁaitctrdzembglammyqumr angioenaihdi Thewenbinedyse bf) tlmhdmmde and

effects vvhen gi ven concurrently wi th conventj ona
qugpw therapy Tay pravidg g nHRE USRRFGRE FRetpen t NSémexpectedly effective

il &Y[gﬂltﬁaﬁen@n% PB&Tg Anfiel §9 ghée,fry,g{ S BEHAQd it agi%mﬁ& may
d/ or nanaglng | seaSes and”di sorders assocl ate
piuivide, additive loa symtgastuczﬁﬂ:ctsywhamrgiem conduzergiyogithn ecmvsntnonal therapy.

whi ch conpri istering thalidomde, or
phar ﬁaé&wseipm\g}e 5 thed Y‘i““ogﬁf‘%?léa“fﬁfdlﬂ%\‘t’%d of reducing,
trehtileSRUAR rﬁaéd%ﬁk ©r uﬁ&esﬁé@gﬂfé&s 306 aed w1ﬂhrl:onvent10nal therapy
conj unct| before, during, or after)
irchrben bumm Ilmtltedrta.pzyrgeny;Ichdnn@ﬁrapu,trachlatlom the;rapgdhqrmonal therapy,

th di atj.
b e A ROty ThARA o pEpecule fafodiet can be
alifEktérBd tJ £84tienPpENAB! dR{ng"SNFRE (HY eAIER P qqe adverse effect

di sorders associated with, or characterized by,
assndiesid vath mgc@gmaletm@pyThe conbi ned use of

tu 2 Ialq Y Or?e} eglglgq%@rﬁf:ntoglﬁf o Od? al h e&rﬁﬁ@%g% Pig%llo%/;nguent 8f from about 50

t&moﬁm 096 nigh pfeferhbly TropRAbSRI 56 to W@h@@oohg Aed hioi’@ preférably from
heory F is believed that thalido provi de

abg{m iPitey @b(mt 8@,@/ mcgaléx an ddfilyeadang, oasogibinagion w1th a second active
t h
GRS GRS DTSR A% D P RS

@;ﬁvehﬁd{uﬂ:t}ﬁ:ga reati ng and/ or preventing adverse or
undesired e ects associated with conventional t her apy

i ncl dip peecifinambogdiment af this meghods thaliderpide apd dpaiasoh pse,
{lxﬁﬂ{lﬁéﬂeg th %Jll%hé%l {1: %Q?L%lgﬁé SBYCH £h8 géoﬁr%glpusly treated with

rapy and | nmunot her apy om de an
cabbivie1é agl Rdiothtrapan be adm nistered to a patient
prior to, during, or after the occurrence of the
adverse ejfegpt ammmemM&Nmmlr}mRmy-

I n one enbodi nen om de can be adm nistere

an amuHouRds (ﬁfrtﬂmnalgﬂ% i bEle&pt%%dt%eQﬂ)@nﬁigof Graft Versus Host

preferably from about 50 to about 000 ng, and nore
mseaﬁce(r(h‘bﬂp)f There fology ulbe iﬁ@eﬁtmnadnouum amyethod of (reatimg, preventing
al one, or | onbi nati o ond, acti ve

L a_S
35 oo ey oty B PEats SEigsteig SRTGRTG Bt & Bfrgaceutically
abQptaB¥ daliJsol Pite, My ke, s3R01DEe? I ARMEL BE hiBARIg th&86RRYconjunction

with transplantation therapy.
As those of ordinary skill in the art are aware, the treatment of cancer is often based
on the stages and mechanism of the disease. For example, as inevitable leukemic

transformation develops in certain stages of cancer, transplantation of peripheral blood stem
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In a specific enbodi mrent of this nethod, thalidom de
and doxetaxol are admnistered to patients with

wmonnseaabd cell | ung cancer who were previ ousl BCT/USBDEM7083

D s

bsmbigedludewfnedidomiddvand tidisplahtatbmfhirage pserdddsasinique and unexpected
Di sease (GVHD). Therefore, the invention enconpasses a

pEtergism oin particitlan thalidemidepxhibits SREUBPMAGHAGIHFtvAY tigt may provide

V0, SRR L OGS P Sl oy

patemeokisloo®Icer. Cl at hrate, or prodrug thereof, in
conjunction wth transplantation, heralﬁy.t As those of
g

or di n&hglidoRnife canwertken spmbialion, wifh drantentatiQhfiBRY regcing
Gk B R PIALE: PSR PRI Tt cvi
ThRnavearioR thcmpdesss laapahodofesatiag, lpreteages and/ocaataging cancer which

transpl antati on of perjpheral blood stem- 25 -"ce )
SPTRBTRES SPMITEYIPIAN GOt RAiCRIClere: ,&rf@&ﬂn&m%ﬁmaﬁeb%ﬁﬁphﬂmﬁmﬂcaﬂy
?P@é 8816:@%?,9‘8%%@{ hydfAR, St@f&}isﬁﬁ%r, Whhrate, B%Hﬁg%é}gofgﬁé*ore, during,
r aRsp antatl on ther apy provides a unique an
bnafigrelod wahsplanetign sfrumbilicplasord blobdy pladehel bibod) pheipheral blood stem
géﬂ:h?:;ntg%pleggg gtl(%gf(gqlf]lé{ar%:@arr 'ofnacégt Itb\élné\%@h‘ggﬁt \}%T%}'/npﬁ)ersoo\%lst%% cells suitable
' iR il P al lic&rSno.
R o o el A bl Aghlcitupno
104,655 filed April 1 h&08p Py Re dHaciring at ot entératyi afnghich is incorporated
ssociated with the invasive procedure of
PISHSD BHIERSFon and ri sk of GVHD. This invention
encOoNMpASHRfer &niBoH ARt Ahis ifRAbA BncoRffaVRS b ntah &Y t&ating, preventing
managi ng cancer which conprises admnistering to a
pad/oemanggingydiseaseshandedijorddrs hisdoiafed avithg pr gharacterized by, undesired
phar maceutical | y acceptabl.e salt, solvate, dra . :
BR P eSS omlich eimPiTes PR e RN e e B figlidomide, or
%Hﬁﬂrﬂ' hgeut%llﬁﬁé&Ptabfé%ah!@)ﬂ%@é, %E&@Ed stercdfsoidicldtigate, 60prddrug
| ood, placental bl ood, perl&aer.al bl ood stem cel |,
iteemeaf Opefionet during; enaftasithe gansplantatipe af enbibisalecorhblogdy, placental blood,

Exanpl of, stem,cel |l s suit.a for in t h
SR e B R e s oty PonE RaRRHS

appl i ¢RabhOEMbsYimeaY ¢t ilis @Rfhod, tHatidoMieii$ admiinis?OBtdpatiBnts with
Hariri et al, the entirety of which is incorporated

maépla myglaned kaferse durings onafinr g transplagiatien of aytplogous peripheral blood
i p(yeput[(i)rocréuencorrpasses a nethod of treating, preventing

EhEOF nmanagi ng di seases and di sorders associ at ed

Wi t h, I®andthéfeattodirhé hblydomitel Bsidiiais@redi to gatians with relapsing

whi ch conprises adm nistering to a patient (e.g., a

mepply myetomajaftar dee steyn call HABSPAERIMN cal |y accept abl e

I't, Jppie _ .
o ot B Sy PR B AP Bl B i 6
infizAMefdnae tirkdpdno phtiembdivith ealltigle oy eldnwofblloplipctha trahsplantation of

bl ood, peripheral blood stemcell, henmatopoietic stem
aatologeua pismgellon or bone marrow.

In another embodiment, thalidomide and dexamethasone are administered as salvage

therapy for low risk post transplantation to patients with multiple myeloma.
In another embodiment, thalidomide and dexamethasone are administered as
maintenance therapy to patients with multiple myeloma following the transplantation of

autologous bone marrow.
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In one enbodi nent of this nethod, thalidomde is
adm nistered to patients with nmultiple nyel oma before,

walosngssopr after the transplantation of aut ol BODUS2004/037083

ehounenet RPPREALTE | Bnifis souil RS8R ipg g sminisiation of

Wehhlok€bemglphslaibihd thl@'tﬁnb’ﬁlﬂit@tlfﬁh étfduedlogdue sehedvliaslpatients with
tran | antati on. I n another enbodi nent, thalidonm de

@GPU @@P@lsweénldﬁmeﬁnml@ﬂéd as mai ntenance t her apy
t 0 paﬁﬂ léetrl n‘i t@ﬁlhdorrw&l QPPI!I@ '1#1?1?6‘& a&@g(%rﬂlmstered as

trans au‘t ogous em ce I'n “ano
ﬂ‘[ﬁfﬁlﬁéﬂdﬁ@é‘&crflpb% p&mmm Rh 162 afyelonesfollewigahe transplantation of
adm ni stered as sal vagn therapy for | ow risk post
ﬁu@lﬂgpu&ﬁpéﬂﬁ@]ﬁc@é ppraphiessisterneelh mul tiple nyel oma. In

anot h?‘é?er eod| m:1e f}ﬁljih(ﬁ %S aﬂﬂl‘i{m?t@f%ggfl A gﬂ\%lasﬂa%t

adm ni as nmal n en ance

GohsoliBdtonBhemotRrdpg |t piviends whie néwBrdipdnesddaduliplehyeloma to evaluate
aut ol ogous bone marrow. - 26 -another enb m
@nﬁl‘ﬁtlglag@l%lm de is admnistered foll ow ng the

adm ni ({%e%r%ﬂlb%ﬁyﬁg I O{A?cﬁ)?mgé é&% ﬁlrd% S qu‘é Qﬁmmstered as

trans Ion O ogous S emce patients

\Mdirheli‘diheéfﬂiel‘@lyai}ﬁt}tr DE}EIPCUmﬂBd&iaﬁuﬂl tfolpdveingyted tmfmneﬂtnwth high dose of
anot her enbodi ment, i dom de and PEG | NTRO- A a
mpphalantasd de wsm}w@ﬁ 35 peinhsE! Rippdstsnpegll @ ASyegfsLag age or older

wi ng the transplantati on of
gg{léqtggggg&%gﬂgf PJé{l:a?ed peri pheral stemcell. In
anot her h adm nistered with
pos:] trangao“i% -ﬁﬁ@ﬁmt herapy to patients
Wi t di sed elo eval uat . .
ant - Tn gl REGPETR i ardRuF S B RisRFu T RRaMF gb e avention are

zglﬁﬁif a0RIMased % Apfice NCHsizah&dppmvEReiRRaREMstration of an
erapy after DCEP consolidation, If)ol | ow ng the

tactdeet mnt fonia phried gﬂtnug,sfgll@\fve(h’ey pmt fon apaeriod pktime, and repeating this

;é%?% %lf élglillstg{ho& é’,grlchggﬁelré%lty cﬂl ?r{he ﬁev?lgpmex% o??esmtance to one
%r fnode 61Vthb kenpl&dERARY of fedaed ﬂl@lsﬂle%ﬂﬂé@td lofBid Sf thé Elférapws and/or

prophyl acti c or f her apeutic agents of the invention
amprayge theefficagy afitheriregtraenéd t o a patient. Cycling

% grer a%og:s?%lglll esiltl E)Il?ee sp%?rﬂcrze gﬁ’éénq i 81 ?‘ﬂ}n ﬁ'ﬁ{ﬁlcﬁ)gxﬁgé is

Qlinfihisered Mty irePsiagiend diidel diﬁsmratﬂoa]} to&d{‘rwed:k&t)rc&i with a rest period
Cycling therapy can reduce the devel opnent of

rof sbat Arveecktop tep@epls. ndiednymtiop furthes plipyete fiegusneyopumber, and

r S

lg %Sf {l(ﬁ?n é\ygﬁes ‘?(%fég fg%:?eag%ic Oﬁl% z{nﬁﬁﬁf ?ﬂeggfﬁcae%ltlﬁxment of the invention
encompasses the administration of thahdomlde for more cycles than are typical when it is

administered alone. In yet another specific embodiment of the invention, thalidomide is
administered for a greater number of cycles that would typically cause dose-limiting
toxicity in a patient to whom a second active ingredient is not also being administered.

In one embodiment, thalidomide is administered daily and continuously for three or
four weeks followed by a break of one or two weeks. In a particular embodiment,
thalidomide is administered in an amount of from about 200 mg to about 800 mg/day for
three to four weeks, followed by one week or two weeks of rest in a four or six week cycle.

In one embodiment of the invention, thalidomide and a second active ingredient are

administered orally, with administration of thalidomide occurring 30 to 60 minutes prior to
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Consequently, in one specific enbodi nent of the
invention, thalidomde is admnistered daily in a
wa@2ovglogsses di vi ded doses in a four to six weekPCyTb®04/037083

LW th J.od of : :
a s B SperPihar St LB} ot HERiE ol ERKRer chpfiment of
the &@nflo® théleshbigatiancdfabalidontiée addcy @esmblactiVbisgrediamtiher

speci fic enbodi ment of the invention enconpasses the
adypimistared by intioxensius infsipr ersTAbow S0 |igutes gyery €yclen Jypicaldy. the

t ypi cal en it | 1 Ni St . [ .
70 PP SRR B A PR Eoacen v
b@fHemEbshesRdo hbsut 24 @K €88, arord typieillydfont yisdue $wb eaibowo U6 dycles, and

typically cause dose-limting toxicity in a patient to
evgRaners tyieadlydrere abous fowrge abpw dree §YGlet al so bei ng

adm ni stered. In one enbodi nent, thalidomde is

admi ni shér RHARMACHAIIE A (O i !

weeks followed by a break of one or two weeks. In a

par t Prathracewsiehlombmpesitions bal bedoiad dethe preperition of erdisddual, single

an anmount of Lrom about 200 ,tomg(ﬁgut 8‘%0 n%/f&la?y for.
upihAQsage BPrmsy PhRnaceulicRLfqmRRsHIony 2hEORERIOTES HREen
o e, b R e A Ry el Beteotsomer,
clathgatedirginddrag theesbfii Rhatecadicek @inipositions bnd dosage forms of the
.adm.nistratjon of thalidom de occurring 30 to 60

infyeplignecan fpsthar cpgiprisggne ormore SEGRICH e nyre te t, uriga
cycl ppfrmfaPilltichPeophpos R and ddbagdRiie bf BRRENABA tarPdlso comprise
the invention, the conbination of thalidom de and a
osecmmdreadtlitivpali agtjve thigestients Gesequestlprphdrrhyceutical compositions and

i ntravenous i.nfusion over about 90 m.nutes ever .
dosget Brmongp mediprsic ekt B8 e Perai e Shbiin e
tHall8oGRIERINA ALseEdnal acii{/éeé’%zﬂﬁﬂ ExhmpRY Bt Bptidral &dohd od additional, active
patient will be from about one to about 24 cycles,
ingoedients grie slzsicloped hermndbenue. gt wertios 4about cycl es, and

even_nore t.ypical fr about. four t Qut .t
cyol SoBCuY Bt ol Brimehiot SR KR et (e nasa,
sutiPRal P aRiet Al CEH re@ral Psiséritéral@. &£ 3bafareda] intfavehsus, bolus
_preparation of individual, single unit dosage forms.
ipeciionpintamisllar corripBairteria stopieal (@@sye draps 9F oder ephhalmic
Lnvent i c o i ] g . [
oA R B BRI S i A B PR’ e o
d6dagt feradsanclade, bupste uot liredot .tattb@y supleesycapsales, such as soft elastic
conposi tions and dosage forns_ of the invention can
gelatin papsulesirhIchals troghesy fozapges: AsRArHPRS: peppositories; powders; aerosols
a i.cal OS4L.i :
R GH S FRAE B R 8Ge0BA0S ATy Pl uco
admiriisteation @6 & gattumt, 9nclading eappendidns, (e ghagumoe ot hashqueous liquid
conpqgsi tiogns and dosage forns of t,hg {bigver&éon i
SEPRPTIORSe Ol it WAL CRISIOTSr ¥ WRIEE TP HAE cuons)yolutions, and
08 g SO Ao BNt P BAG o s e ciops o
othreg vplthalntis peparadosciudisield forappical adedmistraion; andseetile solids (e.g.,
4.2). Single unit d ge forns of .the inventign.are
cosgflinrs RSP POl DAL i e egoms P DYt ok dpsaee forms

sn\é{iﬁ“gﬂ@ﬁ)lr afeHefAadmMisttRohdb k paR@fenteral (e.g.,

cut aneous, intravenous, bolus
The composition, shape, and type of dosage forms of the invention will typically

vary depending on their use. For example, a dosage form used in the acute treatment of a
disease may contain larger amounts of one or more of the active ingredients it comprises

than a dosage form used in the chronic treatment of the same disease. Similarly, a
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injection, intranmuscular, or intraarterial), topical
(e.g., eye drops or other ophthal mc preparations),

WO ecaspgspIal or transcut aneous adni ni strati on POT/ES2004/037083

lPat ient. Exargal es_ of dosalgl% forns bngl ude but%ﬁ&e qot
HERTAHOBEC {O0R) RS ConL SRALCT amgnaty Qone of mpre,of tag pguive
BbRdidnts i0edmprides RRSH|0RR doSRe TefS usdd B ¢lRBSthe sABEAWERe. These and
di spersions; suppositories; powders; aerosols (e.

g.,
otheravayspin axhichospecifin dosage formpeansompasged by thisiagentioprwigl vary from

suitapl e f oral or nmucosal adm njstratiop to a . ,

Gt arBheF iR b By SnrlIE R PsrE KU, i ik 8 Remington's
PRERAEIRRMBS dibktel,d STHISNEMEEIOPSlisRink; E&stoMl £11990).

emul sions, or a water-in-oil liquid enulsions),

sol ut Tyvineal phamnaseutidal eompasifising and desgee fasmywoBprisepiecor more

f or_.par eat. | administrati.on t ati.ent ; e _dr.ops

O niRE S et et e s hdo TuRE o oy P g3 Blifrmacy, ana
ashimitsiel XainPles of BltabletdxiclpReriOhre Pfovi@edthereif ! YWetier aparticular

or anor phous soljds) that can be reconstituted to

piciniemids syighbledotinsemperation o 8 phamprceuticat corapasiticay gl dosage form
SN 5L Gt BeRrPobh B 1 SRTRIRUM I o 1MRSet o, e way
inywhickatheyos@de)fote paN B Agmitistéloe itd a patent. FBér eXMMFIY, Bral dosage forms
dosage formused in the acute treatnment of a di sease

el ag abless may spRjain expipiatssnay suigrddonpserip paregteral desage forms. The

o . o fhse . .
SBSHR OREFChR o MBI 0E Bereies i e
&bsapd furiny Foa exandfle -thatd esongiodition 0f agfte halvaingydients dyrbe

smal | er, anobunts of one or nore of the acti

PGeglerirdint S0me eXCERiES Suel a6 lagtPsarPTYhan eaegé?\égo Pt dstre
R R L RE

aaeelerdtedodecaimpbsitien.y Consequently, thisahhationiechtortygassaagitatnyaceutical

apparent to.those_skilled in the grt. See, e.dg., )
s 2ad prragrirrashat spniaiy lgﬁe_eléenyl fﬂmse ginet meeR- or di-

SePhdrR1RE. NAls u§RAMePn R (b9 ctosd ¥Rie € fleal BAIRE SHbLAEIS lactose

conpositions and dosage forns conprise one or nore

presenpi ibans is iBsuffialehetosubitmitally snacase el degkadation tage of an active

thosenzki lled in the art of pharmacy, and non-limting

BRGNS of sui tabl e excipients are provided herein.

Whet hegictésePdd dorodttiof X 6f Bk &Viention 34 dodkprBe ERipients that are well

i ncorporation into a pharnmaceutical conposition or

keeyaym the arnané prer istedotor gxaraplecinytho U.S. Xbuuraropeinl(USRD 2 NF20

' art including, but not limted to, .the way in .
(0% Tpitheral st r 8 e Bers.colingFE ptPis gAY, o Bindertier,
Baf 4 RBticartod pleaaBdiicalty @dmpsheisROM I hafRact§dAIFacceptable amounts.
tablets may contain excipients not suited for use in
Prefesraddactpsedisersdpsagaoionps camprissuictiygingradjenss, microcrystalline cellulose,

articular, excipient may al so depend on the specific
Ergfgeéﬂilqﬁgfga&ﬁbﬁ?iqaﬁn?sﬁuén 8‘8%{% e form For exanple,
t he derRrP@stibh AR erf@fpasel hteydrdi@ pRaingdtkstidiBYofositions and
accel erated by sonme excipients such as |actose, or )
dprege Eorpe seaprisingiactare, ingredients, sinegrweireendaciliate the degradation of
' Il V..QIL se I 1./ are rticularl .
SOl B oS BEABE Vo ST YIES B Sp B Mt A o e

pledimackigiohll atts ab Ainseanf vLginubiting haPRIBAR SWBage in order to determine
phar maceut i cal COfTPQSi tions and qc}osage forms that
ehasraerstics sucheas shelt-Hig or thetability ifpEpulatigns ovey time. See, e.g., Jens T.

ELRPRSDAD S Stability: Principles & Practice, 2d. Ed., Marcel Dekker, NY, NY, 1995,

pp. 379-80. In effect, water and heat accelerate the decomposition of some compounds.

-29.



10

15

20

25

30

As used herein, the term"|actose-free" neans that the
anount of |actose present, if any, is insufficient to

wepshashs al |y i ncrease the degradati on rate OPCEIS2004/037083

Tl B s REL 6o BERE0Ep AR ST RER My Giofs stfmpstore andsor

hiinidit§ afd ¢on@iiénl reﬁcddn&ir&ﬂdurfr%" mEAAGahre, hdnﬂlih?,%aéka%ing, storage,
Phar macopei a P) 25-NF20 (2002). In general,
$hapmen earfdruse of ExrpwidAtionsns conpri se active ingredients,

a binder/filler. and.a,l ubricant i har maceuti cal |y .

e onpatydsbus arm AR spRpAARhs Ao BTG i oéntion can be
Pepired hSidg bAGIBGA-Ir 6L nilRs@agoh@ m@PadidntCar@qbiv\oisture or low
I ngredi ents, mcrocrystalline cellul ose,

braidige (canditipase Pharmascshticad aempesdtiensianchdesass fenms, thatromprise lactose

i nvention further enc sses_.anhydrous phar naceuti cal
b e e Sl

prefr el eflyilroslinSidstaatidrco@bt wils idoistat @nd/MEhumidity during
degr adati on of sonme conpounds. For exanple, the
maapfectyring fpaglasine, prd/gr storsgg isiexpegtetbl y accepted in the
phar ' . . ' {]
o0 TG0l P 0% TEABS Al Sl BB 4G uch
Bhalhydidub @anike i meaisthimbl. Atyor@ingfyo aniwdasduswompoviibnd ar8referably
See, e.g., Jens T. Carstensen, Drug Stability:
Packagqdgising eaterigls kpewn toprevany expasniedewatsiskel thanthey san be
. . - f . . CH
PR Ry i 96 ESLmphEb a0 Rl AEHELSE B ar o
Rinited to, hernvaically sealed Toils, plisads, anit dede doataidergfeqaltvials), blister packs,
significance since noisture and/or humdity are

PP¥kencount ered during manufacture, handling,

packagjn Qwexﬁdd?f fAfifrer e%@brﬁﬂégsg%rsbplﬁﬁﬂaééﬁﬁcﬁfcgﬁagww)&t dfnﬁ %age forms

Anhydr ous pharnaceuti ca ositions an osage fo
thkit ¢dmeprise\oan br orcampangs tptredaceuhe e by whithamsactive ingredient

R o e8I LRl pte and Lo TOLBULE » nctue, b
&Qd'ﬂagtﬁh:itk@[b? aRikidRRAGh hOAMBHidAd Cﬁﬁl"?ﬁﬂg%r@, dragit 8fers.

an east one actlive i ngredient tha nprises a
pr i makikedhe smownsiandtypes of exaipeents; tfeanziings andspehifhatypes of active

subst.antjal contact wi.th rmoisture.and/ or humidity. .

BB ArianEe or T SR e 0n b rch sy gy g0 lmited to, the
RLRERY KHlichAis 3HY SIrRMBREPIOTaEEAE | FRWeCARPRal #6¥ge forms of the
shoul'd be prepared and stored such that it's anhydrous

maeutian ¢ompris thadidomitle osepbaarghtjcallsahgaptablessalt, solvate, hydrate,
RRBRROTE® Ly BB Sa el at BPouniah Tpmeeha) e dypu 2000

he. i”['}%ic*fiﬂ@(%aﬁ@fq?ﬁhis talpAsd MAITUNAEY oK pBarmaXafiRhIBPaEptable salt,
suita

| e packagi ng include, but are not limted to,
sl atethiydedte, ptesemigosaprf dathete, or peodrugsthergaf in aggsgount of about 50, 100,

g@gb@b %1?.%@0 h%i/ g[‘ﬁlpllc\éL&%sggﬁ ﬁg)gllglls 2{%‘%@&%@@% g%cogg gctls\;eraiggnt in an amount
phfdiiabeutt I ©AbosO3TOBInE | R6H aBoEt ThoBeER Z,socmaﬁ,tﬂi@th about 10 to about
conprise one or nore conpounds that reduce the rate by

W0 o8, erfremabow 25rgebeit@qP mg. Of course, the specific amount of the second

active agent will depend on the specific agent used, the type of disease being treated or
managed, and the amount(s) of thalidomide and any optional additional active agents

concurrently administered to the patient.
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wi || deconpose. Such conmpounds, which are referred to
herein as "stabilizers,"” include, but are not limted

w0 o005antspoXi dants such as ascorbic acid, pH bubdBUS2000037083
salt buff et.#i1 Li KORAMEDOSAGE FORMS ypes of
exci pients, the anmounts and specific types of active
agentBharaceudofl @gmpbsitiohyafthéinvé@iondB e SLﬁ@bIHfor oral
factors such as, but not limted to, the route
mleﬁtratfon eanths pieserigdpniseigicadosags forms. sHelsas, hleswsv apt limited to,

tttaﬁlg*si‘ﬁ( d . mggec'\%?e {agf ,rc%_élettshgaﬂsmé?,;gngg@e?c{ggg“ mv?red syrups). Such

e or ap ceut’

dushgeafoems byrfliatpeedesdr i diafRes of atttdingledient afdl ay b@prepared by
thereof in an ampunt of from about 30 to about 2, 000
Iﬁ@thOdSﬁf Rharmarysug]kaayhie thessskilled in theiartd Ser genespiby Remington’s
te,
GG §c%rlc q%{rfha%zf "’l\l;ﬂ:& lsJ’Uh hmg Oﬂ%a‘héer P I@}@%Z

S er eol soner,

anmourTypiéal ak ldbsa@@ ,forir&(hf t}i?d)ﬁverﬁﬁ)(ﬁ o préPhredby compindiegd the active
dosage forns conprise the second active agent in an
ABISARELS IR 2 SR BUBUTE &V {RasONSEFCIpIENT ASCORdIA R gonsentional

: u
pRcARaicd <iBoiipd MR, FxCilidnd Bhile R riciaf forms
depondihg ofi tHelfermn ef pmparaubm desuagémtadﬁhhistrﬁiﬁpe rHbr eﬂartljjie ex01p1ents
speci fic agent the type of diseas ng tre

%‘ﬂta‘iﬁlﬁﬁ%‘g‘%% s e o5 ARl @é’ﬁagﬁf OE’IPﬁalPFl&g?nbbé‘éaréﬁ’G’t Weg to, water,

Adfhiols

R ol AR el ORI B RN S b B gl of
Hegpicrac sutabledbr mrm oglid orahdosage fonms (ny.epowders,tthidets arapsules, and

suj t abl or al dm nj stratjon can be rese

Gt ndodro buc® poftim G S i, PRcResry i fine gatulose,
dlﬁlen&aéllaﬁﬁlﬁtl Ofaﬁnts RJB%@R& %lﬂ(ﬁﬁl %@alsmﬁ%ﬂtﬁfg% ents.
capsul e.g., flavored syrups). Such
dos agBedaufremf th@nc@c nf pdradmtletmm, riglletaand, nalsubﬁ rcipa:ttsentehe most

redlents and may .be pre

SRRt RE (ORge R £ Tash 5T gk ool FXREnS are craglgyed. 1f
asned, Qﬁﬂlé’ts citehd ashitAnoySstdtfuard Bi%@éﬁs' &ﬂon%e@ﬁ‘sﬁ@éhm&@s NSuch dosage
ed., Mack Publi shing, Easto A (1990). Typical oral
f@ﬁ@ag@ Beoprapared by ey ofrthe methods af phqgm@pjar Icgegral, pharmaceutical

di
AR o Rl e b bR BT i Ll i the
KORY aipréderas wixh ai qEﬁF@ﬁﬁér@ . FineBOAPled 9o INDcdrA&® Ndr®éas and then
Exci pients can take a wi de vari etg of forns depend| ng

Yaping &he prednasintgthadasiied piesensaiiondbingcspsagini ni strati on.
For IERLIIEI pl gégéibﬁ)éé SR Be El#ég!lr%g 'b? cf)ﬁ%h{]e‘é%%' Fm%[da 111%1 ?ompressed

[iquid of osage

fableistoanl bk Prepapidey, coglpresing in @ishitabl@macting the af:in’z?é/ﬁFteﬂ&nts ina
agents, preservatlves and COlorlng agentS

%‘?e Howingiferm such astpamider eiogranides, pptiansl mmzswhwnb@g&g@pwnt Molded
L{aﬁl’éﬁﬁsgﬁ Be gnzftde ﬁ}?\e{’ﬁlcﬁgl?lgllﬁ ﬁ‘? 1?3%)5136 mgaﬁlﬁé% ﬁﬁ tufaenoqf tﬁéaﬁ(gv%e?éd compound
mbsrene«twythtaallhemquekiilu&mse di luents, gr anul at| ng

agents, lubricants, binders, and disint egratl ng

agent EXxamplesefxcipients hat cag be aisest inpagl; qﬁ’F% QFPQ)?if the invention
ﬁl@lﬁb@,ﬁ%& glg:qlo? ﬂHﬁ’t@? to bﬁrﬁ!@fse fi V\ﬂ% <L E’iﬁt ?ﬁ)éﬁl%h@&%) USinders

ora e unit orms, 1IN EXC|p|entS
qiitable fpr Wy édl phdrfnaceutical compositions and dosage forms include, but are not

limited to, corn starch, potato starch, or other starches, gelatin, natural and synthetic gums
such as acacia, sodium alginate, alginic acid, other alginates, powdered tragacanth, guar

gum, cellulose and its derivatives (e.g., ethyl cellulose, cellulose acetate, carboxymethyl
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desired, tablets can be coated by standard aqueous or
nonaqueous techni ques. Such dosage fornms can be
w@e@paiam by any of the methods of pharmacy. |PCT/US2004/037083

R R R R

@litio¥€, prérgeladhieddt Sarcoh IHydroxypiopyLmethybedluldse @l gy, Nos. 2208, 2906,
di vided solid carriers, or both, and then shaping the

Oy uieracpstallingecelinlose. apd grseasitbareefn i f necessary.

For . £ onpr. eSsi..

o Bl ARl SR RS ANERR B pRAPERAIAD . e
1aaefidle ssldnag AVICELSPHt1ab| A VIGEDIFHE- 105 & VFICHELVRC-581, AVICEL-PH-105
ingredients in a free-flowi ng formsuch as powder or

@ralabledsom FME Gioapargtion, darerican IigaseRiisien fivicalSplgeMarcus Hook,
I . i i. .SUit ) i
AR B9 AP PRICRR B BB SRR Bruos

andsbiliubi cprbak yeliekhiyg oellulbseantd 8A WICEX RIS Nt SuifabRtank@dious or low
be used in oral dosage forns  of the invention include,
THeistusg excaRients Prdditves dnclyder ¥ IGEL-PH-1@1'Y and Starch 1500 LM.
di si ng L 6% il RO i HDIE FGARE ﬂl%'r#ﬂgﬁﬁa}egtli'éatl @&hﬁosfit%ns and dosage
use i n pharmaceuti cal conpositions an osage Torns
fonns didelpsddiergin inchale, butnird sat lintitedaoy talcstaAciam, capiinatede. g., granules
starch, or other _starches, gelatjn, natural and . .
@ pomden); migresrestalling cellulose apqvidered ehliylasg dsxiraiee kaolin, mannitol,

. di Ni: i Foedl Qi r t .
L B, BRI, Bl ord b BRL A 00 R pEARBRBE The binder or
filddr lin ploemmacerichldongesitiont of the invantiaxisngpitally preseht in'from about 50
cellul gse .ainm so m cartroxynet hyl cel |l ul ose),
Babgu yW?lglgz‘rRebquH%‘ffE? PhSTHFUIER) qapfRogiion of dosage form.
Pr €- o8isfhd PAt € Sre AT fmMthe BYAPSVIYRI @R We ROk to provide tablets that
cellulose,” (e.g., Nos. 2208, 2906, 2910),
disiotegrte/ wherl éxposediol anuaquenss envidonment.uTalslets tigat eoritain too much
(ﬁuitable fo%ns of nicro%%%st | i ne §Fllulose anlude,

Stegrant may disiniegraty in goraegwiiilg tose that cogfayn foo little may not
Adth t kit aldblired Skt the deiél €6hdiR6n> Bhthus, a sufficient amount of
AVI CEL- PH- 105 (avail abl e from FMC Cor porati on,
dizinicgrahthet saeikerbe iyl nor tag ligke todgiranentaliy altes thegelease of the
PA) . . and.. i xt.ur t hereof . An,.specific hinder.jis. a ..
4ot RS e e REA FF fomn SO0 P pltsts SrRB S i inention. The
6RO ¥ R inbegkart @bddW Bi8eb el dpedthe Y SeRds fBendiBon, and is readily
Sui tabl e anhydrous or | ow noi sture excipients or N
disrerniblgde those plierdinavy el irphe 203 Typiephphbrsacausipal LagPositions

S fil S le for. use in the

SHprrERT a0 2ih abdlits SHidR BefRandlr dififcbnt Aftgerptiy frpm about 1
toebent’s weightistecenbut digineeghtot. | imted to, talc, calcium

carbonate (e.g., granules or powder), mcrocrystalline
cel | UPHBeEryrnwHar e hegispd inorharmagentical cempositions and dosage forms of

. el LG i . - .
SPRE n SIbE om0 Bk Wl i, cagm cbonace
ichsteystalting tdllubise] droquammneRRe sidima] crospoRtdnt,| polderitih potissium,
invention is typically present in fromabout 50 to

981 starh\glycohite, Paratept tapipca sarchretherstaschas ce-gelatinized starch,

Pbids Oa ¥ ofl@S AR f LAt I
GRERERUG Xla Y 0B85 A0, AP oliBIA BBRGUNS nk Gl 3o

t hat Iditsicahte giiaatan bdesed éx plagadcdudicalrcoatpdsitions and dosage forms of the
environnent. Tablets that contain too nuch . .
invention include, but are not limited to, calcium stearate, magnesium stearate, mineral oil,
light mineral oil, glycerin, sorbitol, mannitol, polyethylene glycol, other glycols, stearic

acid, sodium lauryl sulfate, talc, hydrogenated vegetable oil (e.g., peanut oil, cottonseed oil,

-32 -



10

15

20

25

30

di sintegrant may disintegrate in storage, while those
that contain too little may not disintegrate at a

wale®snedos at e or under the desired conditi ons. Pdtus2008037083

.suffi-ci ent amount of disintegr h S _neither to
S o s il 1. ol R kg oD Bl G ot
eyl 1diRead&; lab e and BB Glie® tHefeoS N AW HioBS 1uBEEhntsUntladeNfsidxiashple, a

oral dosage fornms of the invention. The anount of

sarloid sitieyyged (AERQSILIRN, imanufagtised bipBhRt Grace {ige opBaltimore, MD), a
fornul ation nd i s. readi [ o] t

CGRETHET B P O 05T LR, 6B 196, B0, capo-su.
(& PYRRERIL isPit6n ARVXRIe fredifct SoTd B Wabo0CE. df BostvayMAlpand mixtures

wei ght percent of disintegrant, preferably from about

thereef. dbuied as alhdpbiganpseare bipically uggdsinpnagonnt of less than about 1 weight
Di sintegrants 1 . ' [ heal

B iF BTk s C O RE O MRS B WA hey are
inesiporded. but are not limted to, agar-agar, alginic

acid, calciumcarbonate, mcrocrystalline cellul gse, .

cr osdapraseresselid ol dapage foramel/ihe srentipn peraprises fhalidomide,

i i | . L 0G .
BRFDR HEopE PR HLISE o8l in B RofE, leAl BER. cotloidal
dhadrotiesilics; lafy gelatii.nSde, akgins., Pasdnt @ppliedtion N 69/6081078 filed June
and m xtures thereof. Lubricants that can be used in
300 2P0 sha antieaty of Whishds incarperaigrhheaeia bydeiesngg of t he
i nvention include, but are not limted to, calcium

stearate, 4hgnesiDBELAYFED RELEASHDOSAGH FORMSt
m neral oil, glycerin, sorbitol, mannitol,
pol yeAdtiMeengredients of thednventioglcgrcbd admipisecred by e@itrblled release means

di | auryl | fate, .talc, hydrogenated veget abl e
ity debivey§ defises et G ell G e thas® B proinar T B aft. Examples
ML, 'but HRTBIMBmMARY td, thds@BEscAbd inANE. PAYRERSY.:08 J8)5,770;130916,899;
stearate, ethyl oleate, ethyl |aureate, agar, an

1536,80% 8, 59RdR30dnd 408, 11% AAT4/53hr5.Q¥NI9S, 5ALLIAB, 5, F29548,

SIPTIE s alaRtb 50 Prig abten ST i SRt Hrein by
REL&RR! SAéh §0kaEO RIS car bd GRd (6BFdvRiealowYr EnEteIed rélease of one or
of Piano, TX), CAB-O-SIL (a pyrogenic silicon dioxide

porschetive ngradians wing forczample, Ryseprapylmeshyl selinlasex otheerolymer

t hereof .. I f us at al  ubri. re typically u .
R louptiBftls Blecrines, SBlf S inl Byt Bnjily Bfdopanices,
lift 0B milBepidr&sabr £ osrapiahtidnthsreof tod@swge tHeQlebiBed meledse profile in
ich they are incorporated. A preferred solid oral .
YRsxiAg ErapeFiiAns Stiible perirplledreleassSornadatians Xnpwa i these of ordinary

; ] i r i | Ll .
YRR RS LB Ll IFMERMIA B8 for e with e
iy thigpetierss bf ha inveRdoy €Tl inentiBa’huseengompads& simdé aenit dosage
Application No. 10/608,077 filed June 30, 2003, the
fownp pwtapledfor qral administiafien pushrase iy nakkimited toy tablets capsules. gelcaps,

Y, LAS, Bgé@ - Active ingredients
%ﬁ%@%ﬁh@;ﬁ%@ﬁ canEE)e a %ﬁ%igiggfed by controll ed
r el easl corasiiedaelehye ghalmacenticall produets habhas camnmongbhl of improving
known to those of ordinary skill i ﬂ‘ihe art. Egam?l 631
dryg Ithegapy QyeE that achigyied by thqipRpny epntioHed coupterpitts, ddeally, the use of an
H)ti?nal@a&egféhed\p&rtfolléd-gééasz Z)pepafgd’tl%l]rﬁl B ical treatment is characterized by a

minimum of drug substance being employed to cure or control the condition in a minimum

amount of time. Advantages of controlled-release formulations include extended activity of
the drug, reduced dosage frequency, and increased patient compliance. In addition,

controlled-release formulations can be used to affect the time of onset of action or other
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3,536, 809; 3,598,123; and 4,008, 719, 5,674,533,
5, 059, 595, 5,591,767, 5,120,548, 5,073,543, 5,639, 476,
WO 285446356, and 5, 733,566, each of which is  PCT/US2004/037083
y égr 8%88 %t 31(3{1 I%? BE)'OHI ls (ﬁftl?er (ﬁ{lg eand%ldﬁ tﬁ-luggl? gﬁethg 85 nce of side
A O provi ow or “contr ol ease

(PRE a@Vers®) effe@st i ve | ngr edi ents using, for exanple,
hydropropyInEthyI cel | ul ose, other polyner natrjces,

gel s, Mps crrizelled-relents faraulationsrast fesignpdite mitially pelcateapeamount of

OG8RI kS IATh BSRRI s S sty

a4nd Qf)hdirﬁlallyl rélédsy on gthpf frpourits ofdrug Suinamidie this level of therapeutlc or
controll ed-rel ease formul ati ons_known to those of
p@mmrly effretiaver #n exiendgd periodief] time-nk Qrgiste repidtaiy tB@d:onstant level
r
SRR BB R PN ARSI Gt Al e v
repluce e amopass Asugbeiag mewbohzadamd@ecfbmﬂrfmrs thettaidly e Chatrolled-
oral adm ni stration such as, 6‘5 not,lirrit(gidto., )
relepsecf an agtiyssineredienyeandesiimulated by yariqus copdifions igcluding, but not
e
lﬁjhar ntgéﬁu,ﬁ:érggﬁﬂg{rg llIJ‘lC né g@%ﬁ?r ggﬂ%ﬁ'@ ﬁ&l‘bg lchedmbflRase
doff@jbomilsng drug therapy over that achi eved by their
non-controll ed counterparts. ldeally, the use of an

optinal |y £l£3i gngEARBNTERAEDOSAGEEORMS$ar ation in
medi cal treatment” is characterized by a m ni mum of

dr ug EiGREANGRaRE oREs €£H3$@éfﬁlﬁnfs€ér%%aﬁént§ 89 afbustrbes including,
condition in a mninum anount of time. Advantages of
o not lohiteditor sibenkaedusr intrheanoohEn¢lnding delus injesipay) intramuscular, and

%&%*élgé { g{lﬁ%ﬁtﬂ%& g%mﬂ ﬁ%‘gﬁ yplclj(% a%gﬂ)'{;srs%s Hriod naat\ural defenses
a”gﬁﬁl%{ éHn'ta@ﬂinﬁlﬁb SRRt AN dAR oS are PRefBiAb ilé 6r &phBietof being

e tinme of onset of action or other - 33 -c &acfer )
silized priosigmdmisisisatipado afpatiens. Exagplea efiparanicrahdesage forms include,
tﬁ}géﬁecrioéﬁ] tg??ég#) ésa rsegld ?orqr? Fét{ongdr p%?é&éi%)a%ﬁ{ogb%c&fsblved or
duSpéridad trya lﬁirﬁl@@@tl@ﬁll}ﬂdﬁdb@thblefve}ﬂ&!dgoﬁ iAfdctivg, suspensions ready for
I ngr edi entgS that pronptly produces the desired
injestiep@nd emulsiansct , and gradual |y and continual |y

| over SBleBhEL BIRATHE uld B pREidodiBl HaPddbabdhoims of the
exétiviad well kaswoto thoseskilled iatittedrt. t Bxammpled iatindé, tbus are not limited

constant level of drug in the body, the drug st be )
tpe |Watseler fnierHonH Skl ggaeys eRigleasUck a5abW noRRtgg fq, Sodium Chloride

F§shidMChloride njecti
glt?q%llhg& Saﬂ&ﬁ%%gjdg ero%lr??% '(t)l ﬁgedr ﬂ%ggé% o?dlan ac(t)rll\;3 jection,
armlgt&d!tﬁhkmgaﬁs h@ecmbn;rmhtart mikcible vehi¢clesumich amdiut notrsmited to, ethyl
i.ncl udi ng but not ted to rature,

@?@%EP;O ye\%)tlg}e glygol (ﬁn @Plyrgfﬁ;g' qpp(gbyce;ang JRRRAREOYS vefjicles such as,

HAfEd o} cdmDif O5 E%E g@@ il FORMR: Gl %E}Il Bleat 1
osrﬁgge or r?sccrgn 1lb mnistered to pat | enlt S e, Isopropy
maristatesarrdcheney tienedateli ng, but not limted to,

subcut.aneous, jntraven cIu i ng bol us in'thion 1
intra pigngs haéﬁgrqqq? ﬁl&éPfubqup ope-Qrmare of the getive 1ng}ed1ents

glgéfggyd%fé?ﬁ EATall YR RbrpYradiRARIRS pRdhicRIN USsagB s ¥f the invention.

nses
For example, cyclodextrin and its derivatives can be used to increase the solubility of

thalidomide and its derivatives. See, e.g., U.S. Patent No. 5,134,127, which is incorporated

herein by reference.
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agai nst contam nants, parenteral dosage forns are
preferably sterile or capable of being sterilized

W@eR0i06/044503 adm ni stration to a pati ent Exanpl eBCD1S2004/037083
“

par ent er ald.4lé¢s ag T OBRGAL I AND MUCOSAL DNQSAGE FORMS d
to, solutions ready for injection, dry products ready
t 0 berdpicas aldi@desstl dosagefofas of thednyehdomawhide] Balakey/not limited to,
acceptabl e vehicle for, injectiagn, suspensions ready
SPEAYS.| A§FQsElsi BRULIGRS ETRYSIORS. SHPENLPNS, §Y5 O%ﬂli @hesonhﬂe!mw
r e
ARt P RO UK AR O, Bl o

Bt &Sicalsticndes, 16T and 1 8" edst, Maoki Rubtisting, BmmarPA 01980 & 1990);
I nj ection USP; aqueous vehicles such as,

but not . .

andl sy eduction oBlarraseeicat Pawse diosesidhed #ﬁg@rﬁ]“-‘glgﬂ Philadelphia
!

Y8 P58 LA A, RO con

fﬁﬁhtﬂﬁtemasmohﬂﬁvasbésl(ﬁlaemaﬂlgelb as but not limted to,

et hyl al cohol, ethylene coI and pol ypropyl.ene
gl ycoﬁultaamxe@wn o EEmFEIY ’é‘e%b’ﬁl crfigterig} that can be used

th g%\}u%jt H&al eﬁﬁﬁﬂy&is%}b dogé’éetigﬂﬁ§§rg:oﬁ1 bssell 92 el 1rR"ehtuon are well known
sane o eate isopropyl nyridtate, and
toetnsy Iskibled ot @haxﬁmmnwaljms, had dépend endle pdmecular tissue to which a

solubility of one or nore of t ive | lL.ents .
HYGPEEBEACHEFA CAMPSHG Sibdqsags %&Iamhrbgt%@ap%{nf\gf (ifaat fact in mind,
Cge‘l ? ‘éf nt@l‘ﬂél%  HuP ifhoPlinfid€ td, Waeh! é&fbne F&ﬁarﬁ)’l( RI&he glycol,

trin an |ts derivati ves can be used
prnpylex&sgyd:di,ebLEaIieuhBJdudlylquropyiahymte ds)pgwpyl pakgmtate mineral oil, and

deri g., U S. Pat .. 127,
ks tereohiseiPBabifi, embions,pr 88 bRk gt Tongg e and
%uaﬁﬁééeﬁtlghl%cgﬂfabwmmk dPHRnErahioRNP alke b %ﬁiiedatad

cosal dosage forns of the invention include, but are
p‘lmrmhc;entltasl dompesmmsaapd dosagedemnsif desitedt E@;n@ples of such additional

I d t,h
R RO HE RBVBERGE Wb i S GuR AT AP R el SFiences, 16"
drfaer grdds., SRRk PAbKkhindREALHA PAN1980PRAI9YBY €Ut i cal
Sci ences, 16th and 18th eds., Mack Publi shi ng, Easton
PA ( 1@1&)pmoﬁagbqrmaaﬂulcammmmnm dospgpherhanes alsp bapadjusted to
205 a%) dellzl%rsrgrrgdg é)érll% ?}F ﬁg)ré 'ﬂcl’f %e Qﬂtg eéfmlratﬂfﬁl ﬁg lo&'?ftfof a solvent

or trea

Sdr8&URS iomd dilefgthhér ohidity eaybé ¥djeasd i@einfp@(ﬁ\mﬂeﬁt/ﬁ@} &Hmpounds such
nout hwashes or as or al gel s. Suitabl e excipients
QSeSt@fateSc@ﬂrall@rb;ﬁ agided el phaamecs)ytiea) ﬁorapﬁevonfmréipﬁwiomarp
é:cgfrann%lg%orl]l(s: r%l)tgg g:%&‘&é}o%ﬁﬁfc%? lof ﬂé gcr%{ﬂ(&gﬁ%r &%ﬁ@&%ve u%gredients SO
4eSRpEdveldeRebry NIt lﬂiﬁs eEad aetattd ml sefvetas a lipidivetégie fat the

on the particular tissue to which a given

fommppHEBAS 3B SMUSHYINESIZCNRT S@ffa%%tagéig 3y qplixpryrenyancing or

f [
&%}rhtg(ﬂi %Ya{lané Iag(%né ! ﬁlcftitf%r]%{& esg]t{] glydl\tla%eg eor? @J)lggt)ég gtﬁﬂg@ QEve ingredients
einnekd tefulitibieaiusy kheqabperpesagitheeresulghy camposition.
but ane-1, 3-diol, isopropyl nyristate, isopropyl
pal mtate, 4msnerakrpsl and m xtures thereof to form
sol utions, enulsions or gels, which are non-toxic and

Typically, active ingredients of the invention are preferably not administered to a

patient at the same time or by the same route of administration. This invention therefore
encompasses kits which, when used by the medical practitioner, can simplify the

administration of appropriate amounts of active ingredients to a patient.
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pharmaceutically acceptable. Misturizers or
hunmectants can al so be added to pharnaceuti cal
W@ o0pnsishs ons and dosage forns if desired. Exapqil/es2004/037083

ch addi tional. ] ngredi ent I in.Lhe. art.
see, A0 RIS HsHHLoRRAMRALS aoldee TS bRULORR br o
A deBhificafld aceephdbids ity BV &8 Hydrat 3k évisdifer ( frB8Rigfor clathrate

1998%. The pH of a pharnmaceutical conposition or )
thersefy &Kifsomepmngssed By thieinyentipn cag feghdr gpmptise afiditiapal getive

.0f gne or .nore.activeingredmen i 1 A

BerediEfie Juoi R Rt CRRRRRErE Be Pl s ESE MR BRO.
thdtb&aint ¥acadaziae, ifidbiesdre thxberd, TRNOZO XU hrihilsitdt, pentoxifylline,
Conpounds such as stearates can al so be added to )
qipraflozasin dexametbasapo J124 [B8s11d8, AssGgeinpisitige, deptretinoin, 13 cis-
advant ageously al ter .t he hydr il Lcity. or s
BINERAAR o PhpPecsTie S A AR Cdkodls wipeat gpa ggmbination
th&ebfMEQWdIfithecddditidnal Adtive iﬁ%&ﬁétﬁs ilRie| Rit@ge S@Mimited to, those
serve as a lipid vehicle for the fornulation, as an

dsalossil hgiei(segy e, seetiand-Zact ant, and as a

del i very- W3 [ trafi. ) ' -
e S BAREhAY, O FRARS5 Ak L SR BUER! pamiicr e
dchigé Bgreidnts. CRtinijesustadc deviicss tildiideqBntge ndtémited to, syringes, drip
properties of the resulting conposition. 4.4.5 KITS
bagsinatghes; and haless.j ngredi ents of the invention are
pr ef I Qi . i t .
P SRl B2 s B oo UM s wen
dsipharthicantidalle nedeptablevehivigahstasin be tusedoi adminigdeeoneusradore active
by the nedical practitioner, can sinpljfy the,
agrerisnSt Fof PmRlE. hpbrOPFiRgTedighidd H@}J&fi in @ sphbform that must be
) - . | ' .

T
pivablewekicleiin athich the aetpteabpredeal ¢an tealissalved tdfodmat particulate-free
stereoi sonmer, . prodrug, or clathrate thereof. Kit .
SFrie AT SR eby S RALe Rinparmoies] Bt oHe EREBRSS L gharmaceutically
%@Gg[%%l@ RahicRE tdckRle! BRI THnsited 46N VARer I8t [nj&RY®R USP; aqueous

asensefr)) , nel phal an, G CSF,” G\ CSF, , topotecan,
whidesosazh ag bui notiimitedan, Sadiwo CGhlarjdel IREcti@ORiRger’s Injection, Dextrose

i nhi.bi tor, pentoxifylline,,ciprofloxaci ) T e
eIt and ot nfielon, FHETpied Rigysdniection: water-

mfebietdnfédsuch 3s, bub hsttlinfitd droa&th ¥l aléhoP polyethylene glycol, and

phar macol ogi cal |y active nutant or derivativé thereof,

polypropylems glacoloand hosr aspitoustsehintisesyclofs, bhenad diagnited gaadorn oil,

active ingredients include t are not Jlimted t

&itsosdiDepeouttharuri o P ien® Ralifbyl gl anfipeo

sdnzbdte. i nvention can further conprise devices that are

used to adm nister the active ingredi ents. Exanples of

such deyis el ude, but are not linmted to,

syringes, ags, patches, and inhalers. Kits of

t he i Ouenf the bidegicdl effette exartadphyi thaidvalitls isdhe tedodibnf afrsynthesis of

nspl.antati on as || ,as phar tical ept a
TR bR R IR AR SR BRAEBICH five-
polbidtRoni (ON6WH S THSSstinMAhtichG Hinfin PEMETbyahilidotnide was investigated in
Ingredient is provided in a solid formthat nust be
vitro. The ICsg’s of thalidomide for inhibiting production of TNF-a following LPS-

stimulation of PBMC was ~194 uyM (50.1 pg/mL).

The embodiments of the invention described above are intended to be merely
exemplary, and those skilled in the art will recognize, or will be able to ascertain using no
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reconstituted for parenteral adm nistration, the kit
can conprise a sealed container of a suitable vehicle

WO noodloiashs t he act i ve ingredient can be di ssol vedr/Us2004/037083

=

m%{*et tg%ﬁfg %1 %)E’% 1 ent L u%ﬁ r?%ﬁ;ﬁ{rous qiﬁ’\{alllént o&éi)hghf: 8gm8?unds materials,

plPprobsdatdsl 2al dueh 2geeReaRlage sopbidete@so be Oﬂltlhdﬁthe Bedpedf €he invention
not limted to: Water for_ Injection USP;, aqueous

gadhare eaeomenssteddy, theappended ¢lpimsi ed to, Sodi um Chl ori de
Injection, Ringer's Injection, Dextrose Injection,
Dextrose and Sodi um Chloride Injection, and Lactated
Ri nger's Injection; waterm scible vehicles such as,
but not limted to, ethyl alcohol, polyethylene

gl ycol, and pol ypropyl ene glycol; and non-aqueous
vehi cl es such as, but not limted to, corn oil
cottonseed oil, peanut oil, sesane oil, ethyl ol eate,
i sopropyl nyristate, and benzyl benzoate. 5. EXAMPLE
One of the biological effects exerted by thalidom de
is the reduction of synthesis of TNF- . Thal i dom de
enhance the degradati on of TNF- nRNA. | nhibition of
TNF-a production follow ng LPS-stinulation of human
PBMC by thalidom de was investigated in vitro. The

| Cso's of thalidomde for inhibiting production of
TNF-a foll ow ng LPSstimul ati on of PBMC was 194 ni
(50.1 ng/nL). The enbodi ments of the invention

descri bed above are intended to be nerely exenpl ary,
and those skilled in the art will recognize, or wll
be able to ascertain using no - 36 -mrethari r e expB
ntm , numerous equival ents of specific conmpounds,
materials, and procedures. Al such equivalents are
considered to be within the scope of the invention and
are enconpassed by the appended clains. - 37 -CLAI M
What is clained is: . A nethod of treating, managi ng
or preventing a specific cancer, which conprises
admnistering to a patient in need of such treatnent,
managenment or prevention a therapeutically or

prophyl actically effective anount of thalidom de, or a
pharmaceutically acceptable salt, solvate, or

stereoi soner thereof. 2. A nethod of treating,
managi ng or preventing a specific cancer, which
conprises adm nistering to a patient in need of such
treatnment, managenent or prevention a therapeutically
or prophylactically effective anount of thalidom de,
or a pharmaceutically acceptable salt, solvate, or
stereoi sonmer thereof, and a therapeutically or

prophyl actically effective anount of a second active
i ngredient, radiation therapy, hornonal therapy,

bi ol ogi cal therapy or i munot herapy.
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3. A nethod of treating, managing or preventing a
di sease associ ated with undesired angi ogenesis, which
w@oopniaes admi nistering to a patient in need pET/E8DN4/037083
treat nent, managenent or pr icOn a therapeutically
or prophylactically effective armount of thalidom de,
Whiat & qsiafedageutically acceptable salt, solvate, or
stereoi soner there A met hod, of treat| ng

f. 4.
managi ng r pr Avasibpd gt S T B G Bl sRecific cancer,
WARGEDh] f@e%iﬁ@%ﬁ 't@a pYfiking th SRARE sE@Sr AR R Hh&{eRnt or
to a patient I n nee such treatnent, management. or
pmveme:mta thnrageutneﬂﬁpepmphﬂhmpakby eifccawhyihmni afahalydomide, or a
ffective. anount b thaL domi de, or a harFaceuticaIIy
PRAERGTUIGRILY a%Fpia ]§8F\‘ra39 yate, pr €pisPisgmEr, her eof , and
- a therapeutically or prophylactically effective anount
of a secold aciimethodgf eelitingf mataginge p‘mtelnddg akpadifi¢ vancer,

wherein the cancer is spinal cgord
WSRO Cra8 Ja Bl TS5 26 cyeh Bl e agement o
pfk%b‘ﬁtﬁﬁl @tﬁ&ﬁﬁ&tlcﬁﬁf bf‘?{'oﬁﬁfﬁactnﬁﬂ% BEEQRR ahfoYthO&halidomide, or a
nmul tiple brain netasta i obl astoma nul ti forne,

pgamzamla@ald)mcembhersamsema@l pnfrtaret)pompr thewgfi@si s therapeutically or

pléogk-lyl%&ﬁagxgﬁaghv&ﬁng&n 8PBTCC§%(S ](y? 6[&1‘?%% %Patlon ttherapy, hormonal

tHeedpyOBiatpEdal therdpy BB immiuasthatappdenocar ci none, Dukes C &
D col orectal cancer, unresectabl e col orectal

carci noma,, mnet tocel |l ular carc
PRIy SN e IR Y AR T
mcwxhesnrea ah% TORERERB, whiRh thiRgakds AdminiMERROPa pAithOMERES of such
cut aneous B-Cell | ynphoma, diffuse
tnearrg:et Bla@égqmqny ApPrsMentiondihefapemicaldy o1 praphilagticathnefifective amount
ol” &%Hhérﬁﬁig &r frﬁgcteaﬁéa(fl %L&)@&q@salp ?51\1&8 no%%terﬁ:msomer thereof.
carclino Pous rcar nonma, gyne ogi C
sarconm, sof t t I ssue sarcona, scel_ roder ma, cutaneous
vas culitid Laﬁg@f:thadm of Eedtinghingrdging erqueenting a disease associated
| r b [ £SSi
o KGR S8 Bonc s EAEK S ARIA FPLIAALD AHRBEERIHFor s

tieatgtent, nSdnagedhdnt bt [Sﬁualtﬁ)araahél’apetwi&ﬁleyaO‘xe[ﬁrbﬁlWl&tlcally effective amount
hepat ocel | ul ar carci noma, Wal denstrom s

ofthah g@p@&@r, ar{gﬁpgacegﬁgﬂl]d'@'cp%a% sl ﬁgvatpfﬂmpeéq:ﬂlsomer thereof, and a
ﬂ{&‘ eQfiE11 fo?hh@iﬂ&l%@n%‘l’l?%fﬁ@&‘&eeim RAf Q6&Bnd Q&%%ﬁ%&‘km
state’ca an gen depen ent stage

non met astatic pr ostate cancer, hornone-insensitive
prostate eancefhe gicthegiaf slaimpl. Wﬁé’@ﬁé‘#‘ﬁ icoReep isepingl gord tumor,

o RS p L L Ao A0 b, eingioms
hhmm«gwpnmytoﬁla fﬂutnpiebﬂaudmen‘astaiealghomasmhmrmmlnfdrhm ghoblastoma
cancer i.s spinal cord, tuqn eochr onocyt oma,

h
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mul t i ast ase stonm mul t

s RSPk AR S o bl AR s TP eutmia,
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L I s W S O
localized or metastatic melanoma, peritoneal carcinoma, papillary serous carcinoma,
gynecologic sarcoma, soft tissue sarcoma, scelroderma, cutaneous vasculitis, Langerhans
cell histiocytosis, leilomyosarcoma, fibrodysplasia ossificans progressive, hormone
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cancer, neuroendocrine tunor, rectal adenocarci nonsa,
Dukes C & D col orectal cancer, unresectabl e col orectal

W@ a00sinBam, netastatic hepatocel | ul ar car ci NnONBGT/US2004/037083
HAPO®ry. prmmn&,p ieseonddylp gh-giski seft tiysak olmicamb, unrescectable

bireirellar sreomay VKETE™ & oGRS o RN gEloma

gid%feﬂ?ﬁgkl@ﬁﬁefaﬂoﬁ‘ﬁh kube)dARER r@ldrdg%ﬁ’u&f Elx?deflpﬂnloktﬁfél éﬁﬁcer androgen
[ocalized or netastatic nelanona stage

dcm:ndwﬁlstagc &Y |nonmagasml¢qg0statqganqeplhenmp@| imsensitive prostate cancer,
er neal . car ci noma ser ar ci no

DBy s s tarR PRy, PR B LR o SRt licyler thyroid

G&Eﬁeﬁ@%em&@yih'fy&m& care OGR! Alefonsma. hi stiocytosis,

| ei omyosar comma, brodyspla3|a ossi fi cans progre33|ve

hor none refract sect ed. hi gh-r

Soft trssub ar SRSARN b et 2o bRErBa Caue fogpi cord tumor,

pRéJhMR o, @nstsRhBeliRey, ‘%ﬁi}ﬂ’&%dld" ¢6tafly a@VARCEEhIaler cancer,

myel omm, |ndolent nmyel oma, fall 6pian tube cancer,

mcaswge trapsidersé aelbbladdar @gmcm,eelaawdéqram AWTPT geagressive brain tumor,
staeIangn net atic p iat}gecan

H%"Bﬂ@ﬁﬁgﬁnﬁ’s% CIHng GmAngic o&%ng%%%lg,r rﬁuqﬁlp ¢ brain mectastase glioblastoma

gludifo s Bl adtome  tirhini svein pliGva4,loer pﬂigﬁ@ﬁs m@Rgidnt Bfayh tumor,
tﬁ@i;rm d carcinoma, follicular th carci nonmm,

grani gljompyanaplasticaspeyioraa, a5ap &tiCdmg@ﬁﬁn rqglioppps metastatic breast
g&%@ﬂ ge%eﬁdogfﬂ%ﬁmﬂfr r%ctal’%ﬁ&aﬁmhgﬁa %ﬁ?&@ieﬁqﬁ c?lorectal cancer,
Isorder 1s diabetic’ retinopat retinopat 0
pnesatable ¢olorectal crmhorga aﬁdstasta}oelmpamnelluhmasmrhaa Kaposi’s sarcoma,

| aucoma, ret en flb Sia, Ilferat .,
BriPhos Peie OOt IC fkemi o R by oGy ogiafin’s lymphoma
SR AT T-Cal @hﬂﬁ@ﬂiauﬁﬁiﬂe\éﬁ BSGelAlyRiph6mi4 Edifthisd lafbe B-Cell lymphoma,
superior [imbic keratitis, pterygiumkeratitis sicca,
iaqvogtaéﬁ §olhgdarelym@b<ao@salocq@h9d excmetra&tmcsmslangmpmtagesHIB non-small cell
h_%ﬂl% ngc n%%g%tm}{#’f%mba%h?oqgél rSlycn(l:oe %,tpgppﬂrﬁ egclfucsecrﬁtcinoma
@yﬁcﬁll)(gﬁﬁatdbhﬁ%dfﬂﬂssu&@éw@ha Sa¢lecdeBma, Matinesuswas@litis, Langerhans
Terrien's margi nal degeneration, marijginal

kel} bisipgysgsss, 1“11%19’?&1&08%’ Hbrodysplasia 08§5ﬁ§wregqeﬁﬁ¢xrs hormone
|
RALREY Bidstal SopgbdePHiiEned HIBERRK SoR AL R LI, unrescectable
heyhtadellidar ea'ranonmy Waldehstene's maceopbotivdinerna; sooldering myeloma,
se doxan el asti.cum Pagets di.sease, vei
GRSIRL B Alomar [P A5 e fShes, A1cioest i afegpaient bRl cancer, androgen

deppast, sta‘é@ 9 Mofi- it At dticSprostite Qﬁkic‘ér \Hokhbid-fsersHR pPostate cancer,
di sease al es di sease, Bechet's disease, retinitis,

chemathetpy-insepitis nresdate sacer, rapilanythanid sarsinopesfodlicular thyroid
di sea eas r lanitis, chronic
PuRFRaR: peh eRRihiod keERhre, B R B orres,

t oxopl asnosi s, scler03|ng chol angi ti s, .rube03|s, .
endot oxemi &, toihcnsﬁmdkfswmuﬂdnébwmsﬁmD@mKMEmRksdmouhrm

L1
febr R el SRR reeRbBY of BBl Al Bl Piegsiops peovascular
Elﬁh@ér’nﬁ‘ &é&‘olgﬂl@m}ﬁ@plﬁsﬁqﬁb%@mﬁy vﬁﬁ@@&in@ﬁﬁﬂy, trachoma, myopia, optic
ercal cem a, stroke, circulatory shoc

péi*,le@t!’GmI‘F kqratoceyijwsitiyitisi atopivkerabiEiytsupersgidimbic keratitis, pterygium

Faﬁé& él%ay sﬁgl%%%rcré@{?s?%e COEegl {s %{yepﬂ gﬂEg g?n%;atlon bacterial

hﬁﬂﬁtfmﬁgll elce Herpeekimplec infiection yHerpessosted fitifectidanpm@iozoan infection,

ent, antibjotic, cox-2 . inhibitor,
ap051 ‘sarcoma, Mooren ulcer, Terrien’s marginal degeneration, mariginal keratolysis,

rheumatoid arthritis, systemic lupus, polyarteritis, trauma, Wegeners sarcoidosis, Scleritis,
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i mmunonodul at ory agent, i mrunosuppressi ve agent,

corticosteroid, or a pharnacol ogically active nutant
wo@roodesdsyat i ve thereof, or a conbi nati on ther epdT/US2004/037083

Stbeén?ﬂ!ﬂimwmm@lsaimﬂﬁungmea@hkkdratetosrec ecklleaell ianemia, sarcoid,

ed| abl i rse . el phal an, .G CSF CSF, .
FotnesTast o TS R e SOm RN e G-Griehy St s garotid
@osﬁ%& difabd) ich@hic @eﬁfsoéﬂr@ma%ﬁtls i%@d@&i@aa%@ MEales disease, Bechet’s

doxor ubi ci n, V|ncr|st|ne | EN ” dacar bazi ne,

diseasE retinins rcbon@ndms, pressumcépcui@ﬁ lnstomasmosm Bests disease, Stargarts
@har rmceutl c gacce sol vat e

15Ca5¢, cPags (§RronIG reﬁg@e} t%llgieaﬁﬁ F%hme&jglfcogity yyndr?meﬁ N toxoplasmosis,
ﬂ’eg?dgﬁ% éﬂolﬂ%ﬁtﬁsv Albevéls, ldn@610RémiaPlox i shodiDsyhdidmd) osteoarthritis,
retrovirus replication, wasting, meningitis, silica-induced fibrosis, asbestos-induced fibrosis,
veterinary disorder, malignancy-associated hypercalcemia, stroke, circulatory shock,

periodontitis, gingivitis, macrocytic anemia, refractory anemia, or 5q- syndrome.

8. The method of claim 2 or 4, wherein the second active ingredient is
hematopoietic growth factor, cytokine, anti-cancer agent, antibiotic, cox-2 inhibitor,
immunomodulatory agent, immunosuppressive agent, corticosteroid, or a pharmacologically

active mutant or derivative thereof, or a combination thereof.

9. The method of claim 8, wherein the second active ingredient is
oblimersen, melphalan, G-CSF, GM-CSF, EPO, topotecan, pentoxifylline, taxotere,
irinotecan, a COX-2 inhibitor, ciprofloxacin, dexamethasone, doxorubicin, vincristine, IL 2,
IFN, dacarbazine, Ara-C, vinorelbine, isotretinoin, or a pharmaceutically acceptable salt,
solvate, or stereoisomer thereof, or a pharmacologically active mutant or derivative thereof,

or a combination thereof.
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