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Background Herpes sinplex virus type 2 (HSV-2) is the | eading cause of
genital herpes. HSV-2 is nost often transmtted by sexual contact, and
infection with the virus tégb&@%&éﬁgﬁigégag!QQE&%Lth out br eaks of | esions
on the genital s and perian , ' sheddi ng of virus
particles into the genital tract. Viral shedding can also occur in the
absence of | esions or other synptons. HSV-2 al so establishes latency in
sensory daglglof the Ima@ntionj nf ection causes physical disconfort and

psychosexual rmr bi di t yhé r@%ﬁﬁﬁr&ﬁ.oﬁa&rbe@&écoﬁraeudd%tthmra@mate%t.rdt@rrel
heal th ri sks. particular, patients infected with HSV-2 are at increased

risk for MUY HE@W‘W@P%“V reé}ﬁgtobr etiEhly: s methoed raldes do Mgthedsal/ireatingn
ver ti cal lifrohitRBtBbénidiShy ZaJrﬁrntshﬁiran fcﬁt BsSgz)-[h Q3] MWQ@?I@WW §Rfhydro-3-

i ndividual s or 1n neonates, HSV-2 infections can Currently, there

i s no curBethyrs-exsvAtl-nyrazakd-yidenelbgdrazinphe dydrax- [1§ Q!P'Eﬁiyﬂﬁe GRIDOX¢ [HCthe

st udy estdrrmf)héreab@@tcangeaédebta%%‘yearf tHeRgbf PARAb R the BisAPidrdetrdfolafmidd)fsagt ed
(Looker et a ,.Bulletin of the Wrld Heal th O ganizati on, Cctober
2008, 86(ﬁ@?ﬁaﬁWHpéQﬁﬂﬁEWOFﬁ@Hdﬁﬁﬂ“aﬁenﬁﬁﬁeﬁ@e@d/%nd the preval ence of the
di sease i ncr ea@agh Wd donaRind i @Pradenteahy SHucme|.escent s di agnosed with
HSV-2 indicate that the preval ence across the population will continue to
rise, as HSV-2 infection is lifelong. Treatnent options for HSV-2 synptons
are limted. Antiviral therapy, using cooppunds such as fanticlovir,

val aciclovir, or aciclovir, limts the duration of synptons and, in sone
cases, speeds healing of |esions and es incidence of viral shedding.
Antiviral drugs are not curative, ho and do not prevent recurrence of

out breaks or clear the virus co-wlet- n addition, use of antiviral
drugs requires patients to re

pt ons of HSV-2 infection, then
obtain a confirmtive diagnosi d ultimately, conply with the antiviral
regi men. These requirenents may~\peé enabl e in regions of the world where
antiviral drugs are not readily lavailable. In addition, patients are often
unaware that they are infected, Mither because they do not present
synptonms, or because the sy ons of th initial infection subside,
suggesting recovery fromthe jfli sease. address-Nthel nedi cal and soci al
probl ens associated with %§|s h §Hry desirab g to devel op

phar maceuti cal conpositions nhi bit or counteract

(1
and Compound B refers to the corresponding salt free compound or a

pharmaceutically acceptable salt thereof).

Description of the Related Art
Thrombopoietin (TPO), also referred to as ¢-Mpl ligand, mpl ligand,

megapoietin, and megakaryocyte growth and development factor, is a glycoprotein that

has been shown to be involved in production of platelets. See e.g., Wendling, F., et. al.,
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infection by HSV-2. An effective conposition may be used to elicit an
enhanced i nmune response agai nst HSV-2, thereby preventing initial

i nfecti onyolzboxissesg t he ability of the virus to establi PTIES@0OF620H0
sensory ganglia, elimnating recurrence of outbreaks, and/or preventing
viral shedding. The inmune systemis known to nount a defense agai nst

HSV- 2, asBiétvib&enCemi4RI6I-EL UNoe8) KuldreOlJ. osts awhirhe @’ﬁ({%@g}ﬁﬁl 1\#8-#(?6‘(9397%);, Iesls
I nt ense t an ecrease reque ver ti . Wiile the ultimate goa
o o oD N el (e BT e obh £ Bt PS L abi e and I ainbarid Sepuitenn.
L he fsgJppraws:@sﬂh@rt:D:riAh degRAze @%Whi@mﬁ?muﬂ)ébnabéshribéd)v@ﬁ%l &h9.§i 5,aaﬁ,5b¢-,al th
enefits. e 0 e curr 0 far ei _ ctic or therapeutic
vacci ne i"¢% Dr‘L(?L@'e '%PFH?%LIA%@& é%dgyiil\@‘{]\%h@l Héﬁ‘@dé? %@“Y?Q?rﬁ;'yr’ieﬁﬁﬁy and
| at en;[j I N#giel geg:l.ss‘éb@:me(ma;p%@g,i 8setadl., Na@pb)dGa%F%asq?g%),elwdmamg, been )
tested in clipic t i sappointing results i ole virus, ii
protein sﬂlb-bl)‘ﬁfbﬂ’e’g’ﬁ&- H?‘Lfﬁgg‘ﬁéébased subunit vaccines (Stanberry et al,
E : Ini gal Infect. Dis.In 3z 1@459m| 5§,Grpc2cmmi]§y ﬁuh&h&om9&ﬁéi?? ofHgero efe
illed vi vacgci nes wer e e one iC re effi.caci ous.. Mre
fecent | y HiD S840 4780 Crked AL B bPPJeERrtt RPN ineg i s Srafip disic
vacci nes dggaétteoiiad been ésniibédaee d.y.c YRjoatetians Phay éNdie dpbad.| $dil, 8als5b30-
eval uat egs i %i nation with different adjuvant formul ati ons. One
devel ope 663( 'on contains truncated forns of both glycoprotein D (gD2)
and gl ycopr ot ?i n B (g:ﬁlZ):e@éir&Hﬁétaﬂcelspumdd ireedulatorsn magnsd ecefad irfChicatise a
Hanst er Ovar el ls and formul at in, the adjuvant 59, Anot her
Hovel aped bV e Gt bttt bt R Tt oot oo Pes: oq
wi t h adj uwanBasearletial. BubdB9:H@GeH@B| (29%EY); Farnephias pholew Englpl. diad. GB&RUD4- Bot h
vacci nes re.i ogenic, and. well tolerated.in phase [/IIl.trials., However
o ace A ok R ek R e B B e bt Bl ol ol dius P8t
agai nst HiB\ted ts eh@aotheripg iadd/oca natiatonkhevapy @riteonéatmeatof cEheerGBKexsaiene
showed si.gnificant efficac 3-74% in - 1. HS\L2 seranegat.i ve nen
volont cor@ Mt T afipiaiathak Piud T d pleRateveldo) TEaT L SRR REkaE B
woul d benkH® agahisy compawetd idGéased prtadstslevélbiede dertoiml ipstaneed, estectgg 9ROy a
smal | nunbe f vaccine possibilities. This.i,s because.the vaccine
di scover ynrarleths, Srauate eadsdh of Sl ranibicto ey GRAT &N (hAlTec dlinged
assunes trieate ¢ellesent ati on of the pathogen itself to the i mune systemwl|
generate optinmal | mm?_%'h p III ndne%dr t heinbrf?ciltth an tdurtrz]itri OntiOfII i mune.
responses to whol e pa oégny’vaaccfﬁggehl gaoer?ccé)lupy haveE Been é(ttfeere t'Aan
subuni t et ima subjéldwevds aftpad pageryedipeyiod bf irhe dudira reatsiendreyimerst Foe
consi dered., byni t  vaccgi.ne d ye n I ed,for.vaccin
Cooti ne ExempHD A InclRE 8 HhagbedlBh o R RR8GRALE Be iR 18] in A SR
i mrunogenisoigtaymdintenagce ddscofiecohPO Tinekitatarppaoeaadue sftdraveeeldaritdaimed. one

candi date agai nst HSVTH\@ tsrt]arlojam tdggin fgrh&jang%orl ﬂhesgg}%gg&r;[d Bf)theef n'v%ﬁt%’n isn
ot her formul ations. Thus,” new and™ | fipr oved net hodol 0gi €s T or  herpesvirus
vacci ne diesemligcynsideeddedigh with freodrectntagascloseéd veinpesatiinsefg@isation No.

eSSBS kD' SPLIPReR0 K5 RRual CONR L ee
ef f ect i vePubdicationeé¥unalgsiVi©t200I8M32843 and an International Publication date of November
13, 2008, in which the highest dose prepared is a 100mg tablet. However, the amounts
described in PCT/US07/074918, specifically a 50mg, 75mg and 100mg dose, were found
to not meet the target platelet improvement counts in patients receiving
carboplatin/paclitaxel as presented at the Multinational Association of Supportive Cancer
Care — Annual Meeting, 2007 in a poster titled: Efficacy and safety of eltrombopag, a
novel, oral platelet growth factor on platelet counts in patients with cancer receiving
carboplatin/paclitaxel chemotherapy - by Baranwal et al.
It would be useful to provide a novel therapy which provides more

effective and/or enhanced treatment using 3'-[(22)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-



Such vacci nes can be used either therapeutically or prophylactically. The
present disclosure also provides specific antigens and nethods for using
t he anti geo=0t00138856cit an i Mmune response agai nst HSV- 2PCirrusene/oaepect , t he
present disclosure describes a vaccine fornul ation conprising a
pharmaceuti cal -acceptable carrier and at | east one pol ypepti de consisting
of SEQ | Pné¥¥3:-5-8xo-8H-pfraabidd-Hlidehe iy diaima PR'IBA sy [ 1, aTBBREnyi| B R8dxyli@ndid
optionally further %gg@risiqg SEQ ID NO 1 or an inmmunogeni c fragnment
t her eof . & RNZEBARUIEZYATCERIPRIR SRS rise a first polypeptide consisting
of one of the above SEQ ID NOS, and a second pol ypeptide consisting of
anot her one of the above SEeJEQ@Q§§%Qﬁ5§&£§r t of the present
i nvention provides a vaccin ' #giﬁié&g a pharmaceutically
a]gcept ﬂal e carrier, a@nadbmwa?tneaomarthsi m?emlw grdovmrsea piaeihbt ecf iréat]gtg'sogs
o] ui ] a saponins, .and at | east ope tide. conmprising.any o EQ ID
Nos: o, GhiogRaRgORtEs 15 A hiiam Boaenc Rerdas i beriiiser e aaBRT OHA 7
]1: urt Eer deaP Hbsd ]'?g tHBECdrh oG :l'_-[(ZZ)@n_(a',mmgﬁgmyf)ma@mmrotsfﬂeu@eg}‘-ts-oféo-
urt her aspect the present Jinyentio rovi des,_.a vacclne fornul ation
conpr 1 si are prasEu hEERA Yoo P e s SatP sl i | B @
gonsi sti rmagﬁ?é%ﬁ@:éllgb da&ptablersalamﬁirénﬂm, lmgﬂpitmdﬁismoﬁ%ﬁthéﬁm&ﬁé)l salRegi dues may
e truncate rom (D) . 2. The ept.ide na e cosylated, or m
be ungl ycosyl APERES 1Y 4% P ERdR L 5ERke o edosbeatint Pt & ™
provi des mdamaacféu:twmlfy@rca%mabl'eealt thevguf) ﬁjitagquoﬂiia-l(rlﬂiaﬁ(mllhérﬁﬂ?dmiﬂe)%wept abl eOI
carrier and a po epti de ¢ risjn Q1D NO: 5 erein eptide
ks i 1 or at 1 sbet 0o 8o B8Rl Sl Eanienied: ArobBR et Bh R
t r ansnenbreatrepeltarin A lpaIn i gedd SHetktef Sv3dil c3bRriseAcibor atinigiyatioonef asqeeict of

th t i ti i . f I i_op i Si

bhar hacedteeat e compblis o H2r BB Ry b el B R el R ettt o

NO: 4h Th epypardoy-pefidene¢hyaieazinad 2Ghydcagyt at-Bidhelqﬂ]amBa'rbbﬂ/Iiungl yici?,syl afred_. aStill
t t 1 t { : , t

conpr 1 si MRt el GePraanP salh MEERY.SRaPL 34 SETmBod g F AR LA rpr 1 i ng

SEQ ID Nﬁ: 5. Thloweal ?perﬁet iadanimstyatibe dofl  oesytbedred, c(jjmse ofamebeommtgjfnyic@slxal at ed.

Yet t t t t i Nt OVi il ti

conpri si e AnaT Rl agprRiate 53E e anfebl e b monsefansRnipe e onpr i si ng

SEQ I D NO: 3. The pol ypeptérdeodimgntbel Glisy dosyliat phvides avmyethed ohgicyeasing at ed.

oo, SHRRE TRy B RER0h 35 Fohf 6 B35 BFub R e R blith o7 o

henocyaniload Hoseobhére eorbpolindedit[27)] 163, 4-daethgplienyhul &tihgdre-J-methyeb-ogopr i se

an adjuvapt .  The adjuvant be, one or. nor uribfied fractions of quillaja
saponi ns%@?ﬁ@éﬂﬂdg?{%ﬁw&g? ﬁgls)f r%?rﬁég@’or 'Ffr]re@élﬂ ?r?@ﬁoé) Xglifbj ee(':cg)d’sufqrer iang
from or simceaddutitalytacceidsble saihfhecdadf cuitbyly dunbisi(mbesetimgnotemiedf s&dtt | ve anount
of a vaccine f | afi i : her ei n.. S i h t hod
nii bi £ s Hov- J0STRSE Bhae PURFUSEESD O e e T R RSl e
I es! ons, mdnmemgcqlly@cnﬁme solt thetagcd, suitsbilpjtrechis-€mprodtiearedsmine) gadit | C
| esions, reducing inf %%gle%ﬁmﬁ\{ﬁ% invention provides a method for enhancing the
number of peripheral blood stem cells obtained from a donor comprising administering to
said donor a load dose of the compound 3'-[(22)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-
methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazino]-2'-hydroxy-[1,1'-biphenyl]-3-carboxylic acid,

S

or a pharmaceutically acceptable salt thereof, suitably the bis-(monoethanolamine) salt,
followed by the administration of a maintenance dose of the compound, or a
pharmaceutically acceptable salt thereof, suitably the bis-(monoethanolamine) salt,
in an amount sufficient to enhance the number of peripheral blood stem cells prior

to leukapheresis.



in an uninfected subject, increasing the 1gGtiter and/or T cell response
to one or nore HSV-2 antigens, and/or reducing the nunber of herpetic

| esi ons awothw/Bseset of HSV-2 infection. In another aspe@ctjustie/opizesent

di scl osure describes the results of a highthroughput systemfor in vitro
screening of libraries of efficacious T cells to identify their specific
ti'ilrget danti gegs fr?m Dhe @mB?dhﬁlbgt l@)lthigomiﬁelﬁlfonHﬁMvﬁiesTﬁi@eh@@BWErf@?%g

al l owed the identification of jndiv gens to . be effective
in vivo, 'BOMAOCHEPENA B ALty P:e ?‘F éfg%ht PRSI QE‘? eagyistfatog

arsl pect, hegedBsa e tHy Bdh AGhdS 8V @7 1- g44‘d|n¢e1hy|prﬁ@iygmtﬂ,-umyi{roﬁﬁinletr\?nyog@ns

t hat can i ncq r.at nt.o pr, a sitions that elicit an
e AEBHBES Dl e e S R L R RO U OBV Byt e

phlar Wach%HaﬂaéceQJflﬁmﬁ)Sdcbémﬁﬁle@Qlltmferédfr@utbl«.ﬂ? g bugxormend)amﬁﬂee?inppéaytpeptl des f
sel ected from po ypep S mno acid sequence o ast one o
SE0 1D NOS. 1. 58, br " bR Smbdet & PR Ut eraaes § et neh Tastnser
the i nventeiuaap@f@\m dermnvacm n@eof tHendfathich soinpadesi melamhamatration of a high

phar maceu |cal accept ab and e co g at | east
e of_ Seigef s S5rBaind A2 ik SR MRe LB R R BB EnefyiRoer
enbodi rTer[tySazot m@/h(ﬂmie}'r@ﬁrﬁzirdﬁ-m;lﬁ)jmd»@t-[s 10b|paényl]easérb0iyﬂcof st | D ¢OS: al- 38.

Anot h t t th
A 3 T R T S R e T A L R
ef fective anount of aOwacenbalimentrof aiid WeﬁrorappiWWemmﬁth@alof GroongeEsiigt | on

ti ; |
SOt o HatER Bibtan R A B0RAL T pead herbor it Ho8uieE I8 AP 2one of

SEQ | D NO®fgh HeS8 of tite atmpoomdn®'d 9i)-¢1- t3agnmthylpﬂfm1yedf5 difedrosBoictigt-5-aspect of

t he pres i nventi i de t ho reduci,ng ,one. or nore s rrptoms of
v- 5 it r B BB S A TR e B SRR s A sutf o an
ef fecti vwharmarrmjtloeillyaacxzaﬂablaealft thienadf aduitaibly dive lbis{dhanoatcanddmniat) sadtposi ti on

having an an no-aci d OB SR grRap T EROE e B s R R RERS IS,
i nmunoge muentfer af) peiphetdi dioadfsterh relsoohgai@ath dimnae dorsgr doh@rlsmgraﬁonmstelﬁng-ﬁv-

i nfection_c ri se _one, or e of lesiaqn i,0 i ti,on

| ten no. R0 RS nBcuste RS Rineofifd 3RS HEnaRRo B LR ¢ e
aspect ofméthg- aaogserﬁwramlenyilqumrydmzmsz ehynlnbdqutatﬁlphe‘rfyi]m-¢arh@<ytldnecmnset

of HSV-2 inf ctl Ot q aI’CI SI n@ a nlrsc')tferlltggl ﬁffr%ctlv r%rITaDrHlﬂt Oeflt a

vacci ne fOPRIPAPPSHIEHVE 8%91% gl? e h% % g |so?%\§ ed HSV
pol ypepti des deleahednt s@hmmilt(ypelpnnodebe hambergofa}enajmramlamd stesemplie pder of at
| east ong ?e kg S[I)SNOS 1- 38, or an inmunogeni c fragment thereof.

Appl i cant & 01 8¢ 8€€% anot her aspect of the present invention, which provides
a method of inhibiting devel opnent of a latent HSV-2 infection in a subject
exposed to HSV-2, conprising adm nistering an effective anount of a vaccine
formul ation or a conposition conprising two or nore isolated HSV-2

pol ypepti des sel ect ed fOOMAILED DESCRIPTION OF THE INVENTION

It is to be understood that both the foregoing general description and

the following detailed description are exemplary and explanatory only and are not
restrictive of the invention claimed.
Definitions

Unless specific definitions are provided, the nomenclatures utilized in
connection with, and the laboratory procedures and technigues of, analytical chemistry,
synthetic organic chemistry, and medicinal and pharmaceutical chemistry described
herein are those known in the art. Standard chemical symbols are used interchangeably
with the full names represented by such symbols. Thus, for example, the terms

“hydrogen” and “H” are understood to have identical meaning. Standard techniques may



pol ypepti des having an am no acid sequence of at |east one of SEQ I D NCS:
1-38, or an immunogenic fragnment thereof. In a related aspect, the present
i nvent i orwprow/idesea nmet hod of reducing viral sheddi ng PATAISSMDj0BECY4
infected with HSV-2, conprising adm nistering an effective anount of a
vaccine forrmulation or a conposition conprising two or nore isolated HSV-2

pol ypept isteuseg! ret exbniicMspahyReptdndascdiaxnangean phatmsccades pepdermics, of at
| east one of mmnogenl c fragnment thereof. Further,

an aspector(?f“'?tﬁ’g ﬁﬁ’%ggs?ryr ﬂ@%ﬂ??t{ﬂ‘?”gﬁ) RAUBRS a nethod of reducing recurrence
of outbreaks in a subrrﬁ@ttemnﬁﬂm:b adn\myt FeféiS\o 2, b.@l@gi@al &dtivgy adidksdver tong an

effective a a. vacci ne tion or ositiqgn ri sing two
o oo eS dlher sty e Eah HaY e piaette B SR cRiRsey GO S
?m no acnﬁlclmufmm@ee %E glhlté@@@tpr@l’feraﬂf)n %F@ dhrDjuff@gntial'roB&)f ogéiitor gBIENRYEN C

ragrrent reo a tional, as t o t esen nvention rovi gdes a

et hod ofPr TG RIS OPRES B aioRde it e BERREE! ol BHS tHScrTdohbove,
conpri si n@grex@lessidylesiatich sMbroptboePopem@l ypept i des; and isol ating said two
or nore pol ypepti des. ﬁgg cant

tﬁ f rthter di scl‘pse tan asB { of rEhe phgasent

i nvention which provi ”Het BEGY G ISy 'Cefel ‘E@ 'Y¥ PP in a
sulb{ ect ecconoéraetien ohphteldtSin the taotpsfisSpatign ls)belmawuau ||l@oﬁswéréatnbﬂﬂalcﬂgr T )
cells in response,.t utolo nt i t|n ce ed wt
one o moreTgupgied B eBadRbr el -BhPaSasn g, S Aokt B

forth ! n LSEQgngm(#I])OJ.gBB,DO%Or 3a®100(umn5lé ngjl z(%dmm)ggﬁmtoaoham&mto ged ng,i )t
Comme! LS, VBT ORREER Sra ) SR BBl 5ol
experienc r ' 10 (3] X g @RF% tcé‘?{ |°rf1 &4se in said
responses relative tOTh@ﬁ@’ﬁEﬂkﬁE&ilﬁgS&'(ﬁeS abnded abasn Willabe sadadsteodfegicahas | ess
severe sy he,. sub ect as toatic). A significant increase
e por I Rsd B sho Ay ol pCeSR RN ehipotipd BvinGSS rdgcr
greater, rigteoltharotheg m&ttma,ncé ofo@b dadminigﬂemt &r thelQitjeult do maplqweactrease)theeven
20-fol d i.ncrea i.nvent

r eat er Anot her. as f t he esent

o ovt dos ot EeanARRUE R Rr i o o RBG b sRoy sl TR Men B ik bl
i nf ect ed will bl fidBivV12p mmaps i ssiitalgly (roin ﬁ&ﬁ‘Sdaymgumiﬂy ivcamndn odays; wétably fér om
nat ural |y, i nf cted V|ru osed s j.ects in respons entin
one or mpe?) Eist Sufanlub R B2 S aY GEble by’ PORPRE i RE RE | "
forth in E&E@nlngcN@S cah-iB&easy than bldmnmmgemtrailoﬁrdghrmndrug her@@fﬁeramldlcéliy )
conparin evI to referen | s..qQb alndfromlnfect bj ects
ovport endBEn, IEEE Ant b HEMRedie F1o° 18Rl MESeL BN b aSE I TS
activati mmnc«ait&ltloneoft ther dfugr mwcaetheemmwcallydetﬁeamee Itahﬁtmsemnjurmhbp egith faas

t t K th
T ecent | niAARICIRetd 18t cnl S REARE BEENER e AITR AR R berdlay] B°
ant i body rhévatthdi ok dep dey ¢.91 upty €timss bat éay) HSV pol ypept i des sel ected from
the list consisting Ofl' ?Fegnl P N%ée L?%Gdt eré}I[]]V\)ﬂmu Oo%?&b&{ {orrﬁgémghaldl es a

thereof. Moreover, a difierent aspec resent donvent ioon provi
nmet hod ofdosing regimen of Compound A or Compound B havmg a dosage higher than the

maintenance dose administered to the subject to rapidly increase the blood concentration
level of the drug when the subject is experiencing extreme thrombocytopenic situations.
Such extreme thrombocytopenic situations can result from: treatment with therapeutic
agents, such as chemotherapeutic agents; diseases, such as cancer and precancerous
conditions; and organ failure, such as liver failure; and are, for example, when the
attending doctor considers the subject is in danger of a catastrophic hemorrhage. In
some embodiments, the “high dose” can increase the blood concentration of the drug to a
therapeutically effective level. The “high dose” can be administered once per day in one
dosage formulation, or in multiple dosage formulations more than once per day (e.g., up
to 4 times per day). Suitably, as used herein, a “high dose” for use herein is an amount

greater than the amounts disclosed in International Application No. PCT/US07/074918,



i dentifying i munogenic conpositions for HSV-2 by testing two or nore
pol ypepti des sel ected from pol ypepti des having an am no aci d sequence of
any one oOVOSEQ/138558Cs. 1- 38, or an i nmunogeni ¢ fragnment PCharse@/ 036204
ability to pronote cytokine production in a mammalian T cell, wherein an
I mmunogeni ¢ conposition is one that elevates |evels of a cytokine

si gni fi caniving abmienbiiehal ame) gatefoft Aafust ¥} 2Bd MantefRuea P UlicationaNVi@ber

mamal i a ell . A significant incr e .in cytokjnel evel ally one
Tharei & ) £fla)rag8a3 wifan 15N tighal  elionaia pENORTYG| 0. GROS YRR T of 4
the | eye|th@h@dy§t%sbbr®am\é§ a]g@bhmg t&bled, bnﬁg\e/tg’g;eéteama@bo@tf«{cohﬁg present

I nventi on provi des a 0 0 tectl - | a sa ro Su ect,
Sl d et hod commr i s ndTe 5GP ENRRCE ard L ey v Be gindasast

ant i bodi efedrabShfdeapa iss:ter@nya admlnTQé@dp(@éry@@mipléieét k26t Mgcan apgiwHicae d
sequence .

of 38 or i rmunogen ragment  t her eof d (ii)

Getoot ) rdeal A e e U afticy Sode CHUCHIA S LR ohant Corsingat: 2
pol y_pgpt |tdﬁabémmawleﬁa?mh@el ,Firnalnainta@nguchsp ererapeliticg queem@nrta?@mmretl on
provi des ar maceuti ca itions.co rising nor.e i sol at
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is not an absolute term. In medlcme preventlon is understood to refer to the

prophylactic administration of a drug to substantially diminish the likelihood or severity of
a condition or biological manifestation thereof, or to delay the onset of such condition or
biological manifestation thereof. Prophylactic therapy is appropriate, for example, when a
subject is considered at high risk for developing thrombocytopenia such as because the
subject was exposed to high levels of radiation, for example exposure to high levels of
radiation due to a nuclear accident.

As used herein, the term "effective amount” and derivatives thereof
means that amount of a drug or pharmaceutical agent that will elicit the biological or
medical response of a tissue, system or human that is being sought, for instance, by a
researcher or clinician. Furthermore, the term “therapeutically effective amount” and

derivatives thereof means any amount which, as compared to a corresponding subject
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the compounds are administered in the same dosage form, e.g. one compound may be
administered topically and another compound may be administered orally.
TPO is known to have various effects including anti-apoptotic/survival
effects on megakaryocytes, platelets and stem cells, and proliferative effects on stem
cells and megakaryocytic cells (Kuter D. J. Seminars in Hematology, 2000, 37, 41-9).
These TPO activities effectively increase the number of stem and progenitor cells so that
there is synergistic effects when TPO is used in conjunction with other cytokines that
induce differentiation.
Compound A and Compound B of the current invention are also useful
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act on cells for survival and/or proliferation. Such other agents, or “further active
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administered per day as a maintenance dose of said compound. The loading dose of

Compound A or Compound B can be administered once a day or it can be divided into
smaller portions and administered from 2 to about 4 times a day. Suitably, the loading
dose can be administered in an amount ranging from about 50 mg to about 150 mg
administered from 2 to 4 times in a day for from about 1 to 7 days, or in an amount
ranging from about 200 mg to about 600 mg administered once a day for from about 1 to

7 days.
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In some embodiments, the amount of maintenance dose can be from

about 25 mg to about 150 mg per day and the amount of loading dose ¢an be from about
200 mg to about 600 mg per day. For example, the amount of maintenance dose can be
from about 25 mg to about 100 mg per day and the amount of loading dose can be from
about 200 mg to about 500 mg per day. Suitably, the amount of maintenance dose can
be from about 25 mg to about 75 mg and the amount of loading dose can be from about

200 mg to about 400 mg per day.
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maintenance dose can range from about 50 mg to about 150 mg of the TPO modulator, if
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concent r &tdndn toew eings af atZehqemeevadort fora 1t foetapey, isarddly feinf £ed TwRaykevel ,

or to nmin such a therapeutically effec |ve Ieve The ce dose
*L onor dPIGhe R & radlaleBgnabdets Gita d JBk 6 e Of teadent SHEADY e

Ba: nt enanﬁ&) dﬁﬁjalaltd‘rflé adeinidtérat dnbﬁ evotyad4 ks jh iﬁh)églooﬁt thgte%dnomdyh _mhgd@ze-

nl ess ot her efi osi ng protocols describe erein, the
regi men dJfo ”&%ﬁ@g G’rﬁq)r?“w%(f - whether a |oading dose, high dose or

mai nt enance dose regi rm@TPGimbﬂullatﬁr daavi é@nmmﬂme)nﬂ&e wadriityt bieths tsatdcteaf
treat mrent and t@r@ atte wth, the endrg tre%tmantt iS o%y requi red that
the nunbdPTHPURGALBEVRICTGE PARIRY 75,2 MRN8 JeEmBLI C?’EF’%HH‘ ni stered, or
t he indicated dosing pfgﬁb]mﬂé, exmrmnbmgtex&eme tpmmrttocylwperlﬂg stthﬁuo@@ua; Sh&ghOf
t r eat nent erm erijyvat.iyves, t her ein,

et e L SRt g G o, & R BE PR bR n S RasoRE e
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Cherapy s al'so cont SSUTREIN: AERLE A Cilupf efCafbhithe s TRAKSAG o o
t hat " pr evbighidose aiosorrdbtg tmnthal:me&aﬂt énvieation willnberadi asnaent sétem:wde‘rrﬁm @bdui s
under st oodto refer t he F?tfég Iactlc a.mnl

) t t
Subst ant i 2o GiARPR! Ay L A B efbklereH] aBRurch oo eout
bi ol ogi caﬁ75nm'lstﬁ|%lyatheomnodnﬂmlbbe seiectbd)frdml apout hesron sesbont 35Qrog; smaiabiytl on
or bi ol ogj cal i festa Ia ther 0 te,
Por et BB 22 St hAR TR AREIRIEE SlohIchRYY! edRRRR P
t hr onbocyeop2img swtablyaShd)euwws’evwlhbeslﬂ@n@;tsumtﬂy ethposmeduritowilii lgth 17 8vgl s of

radi ati Ons’wtgtg%,nﬁéaﬁ&ﬁnéSQH)%%Uﬁ(ﬁ)ntlé’ %yltggg,lr Fﬁveg ﬁ)r{t \X/lﬁcgeaﬁéé)nq détﬁtaél? the

nucl ear acci herein PectVe afdin
deri vat i vasounhailebé 2a8mpssuitably, dreoamoburdfwith ber]’@mgr spitedalyraloe atiooad widgent

that | LagBhlcf e ol ShBRNSah 099088 iapli ARORE PP BIGHE: oSl O

human t ha ern for a researcher” or c?ini Ci
Fur t her ndhe amohst WIérbmS'nSmg apicainlyi, trad dryowitivalt be eOmgp udtcordimgly,dbe aratinlves

thereof npans, daﬂn&n(t:orwé:(%lﬁ]% B Y nHRERAL P s p%rta%fcgrr@f%&f oP%eSpPésgﬁtt who

has not receive such resu TSN nprove
prevent i dnvenion aifebé an snaumt eéleated|f®easboutdh%mgderaboot 4Q0ndg EDF emrnpler a

decrease tingl éntf'(ﬁm':[ ac;fng%pound A or Compound B administered as part of a high dose
according to the present invention is suitably selected from 125mg, 150mg, 175mg,
200mg, 225mg, 250mg, 275mg, 300mg, 325mg, 350mg, 375mg and 400mg. Suitably,
the selected amount of Compound A or Compound B is administered once a day, in one
or more tablets.
Those skilled in the art can readily determine the efficacy of the

present invention by comparing the claimed dosing protocol to a maintenance protocol, to
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advancenment of a disease or disorder. The termalso includes within its

scope anounts effective to enhance normal physiol ogical function. The

phar macewpDcaldps@e6cept abl e salts of the conpounds of tRE€TiUSe@0BE@H4 ar e

readily prepared by those of skill in the art. Conpound A and Conpound B

are disclosed and cl ai med, along wth pharmaceutically acceptable salts,

%gr ates, at §t@h&@'ﬁ&ﬁ)sﬁ1@fbrﬁ§drﬁ,_r§r fohe pr@ébo féﬁ)lt&?l lngtfd;rS@a‘agipletaSa agedl #is. gfn the

recept or ul ar n_enhanci n ele oductj on. an

parti cur BETEoT ik Bl HuleboBoh comts iy Rumesindd Rring dratTiat Soialy of

égpl |2 ggtl Iccrrlmdélo OrRG’EIgVSPde@)B%etnh@Vh &gm@n of rﬁoeon@gbwrmistrér;tbl \m@redtamcq{ MayI
nt i ona i.an_ Nu nt er nati ona

bubl | cat | BAGHE &% Gokgseriiry 2B, 28000 THEAPSERRt F dlan < Ao Bs BIagEr Gpen | <

her eby i rrg@g.p@rsmo@dtobyssreeé, @Hieﬁ@ﬁr%ty (@gaeyingh A padarthacokinetisdofBeltambdgagd mepar ed

as descrrbeﬁ g}ln ernati onal A@glrc tion No. PCT/US01/16863. TB.

bi s- ( mondEPHER S ARPARYOREL(E N pat r?d"’%" 3PS 1e5RYIGE Hgx oI and

descr i bedfosfanlidg’ ebwa@hmletﬁmplth@aﬁsmUh@of REBIZHIRO I cbasifidedi 15y defsasncbed in

| nt t | | ti . P US03/ 16255, h | nt t

f |n | ?Lgadé{ﬁ a%?%égﬂ%eog’egg?" Prn?é‘?ﬁﬁ %SSrPé?tO%lﬁ’%\é} Q’?ﬁ‘ %%“‘rt\ﬁnll?ﬂerég%(ﬁ%’gﬁogsggz
and anhl (rjllsefunaﬁ)'r gmhpIEiJWhiarﬁ:ahé G{Ut;{d(a:r%soéxpgﬂér&imedir |4tex36&8d thgp%rfe@rf:era:l ng
to net ho m NI StTr 1.0 e erm 0O a ster.l erlivaltl ves
hereo ”dtosli A e iBeeley St catn ek e tamaahe STk es i ahowH o

manner ofto $epaediieofyadatnt.i al adm ni stratr on of Corrpound A or Corrpound B,

as descri bed herein, ?Hd a further ac aé;e]n% or ent s, as desc I
herein. Preferably, if ¢feMRAMH %tCPH{ o =l B 'P\ér‘?{‘é'8[}§re 9ﬁ%era y
conpoundsadafigisteesd as sh@ﬁmzheijﬂibaaccrhpsﬁtrdnsrm repecatiorisyrebdilyelermwnotohtBose in

Furt her e, It does, not e C S all red. in the
Came dosdn artsiueh %8 ueohe bRttt A AP ERRETG, 2 BB TlRaf e el

anot her doepetional mango elated rof nNAsduat et] 00GH; | bnterﬂ'ﬁ(anbs Aubdgationo Noaber WO ous
ot o AR H0R A0 CROBh A pBLPLPYIE) (B1L5F My BT BRI B
rregakaryoﬂgd@unaad)ﬂ\mrtmtrmeuymcbrpcﬁemdrb@rrrsfererncblerratoI ogy, 2000, 37, 41-9).
These TPO activities ff%e}%tl vel C%éi'“lgen’ﬁ %eggg\% r%%é ot[%sgeggﬁqe{lrr%%ﬁt %lenl t or
cells so that there iS s er t S YActi on
wth ot hejonq)ptsitﬁbrh nerstamh@t%mmmﬂ Alof CementmcaBramrd a ﬁ&tmprauaﬂrcﬂll;amd:eﬁmmound B

of the current nve%l on ar al so _us fuI t| naqqﬁ)m%ﬁ for 6VI val

and/ or prCS'Ir q‘rera PN ?ﬁm(% ?IC8F‘p8H” eCt Fero age l:())Ouac BH cell's

f or sur visuithblgnaboot 1p0rog itd ebrattradﬁmgSermtabdyt Iaboutaftjéntgst,o ajout Bmmgresurtably

Compound 00 28080 fnaba Aty 0de SlSar it tpbed PRl b Lkl
TPO, M CShitaliipQ200ngibstitaply] 223mg, sSE@Bly, FASUBg; isgaaidy, 213/g; Ié_.urtablyj BOGMg;l L- 1,
P 00e PR AR B Dol ey SR RRLRH Sy, 2o ve dertyat ve o
1998, 26, 1195-1201), thrmabféosagés(baurlmrzprb@entm iai/ent@brrpor,nabmdsemnd& Phvs

Part %OHE)l}Ya‘?roRé ﬁicgé% adrlrér%%égedlr‘}l%é b%GI’g%(?Ig) etgrjé% o(etg%neo%% |Il-gg n? %e gh Int.

J. I muno I'es | ed as
havi ng arEtrlda\pldipIam with the particular compounds or comblnatron in use, the strength of the

preparation, the mode of administration, and the advancement of the disease condition.
Additional factors depending on the particular patient being treated will result in a need to
adjust dosages, including patient age, weight, diet, and time of administration.

The method of this invention of treating thrombocytopenia in humans
comprises the in vivo administration to a subject in need thereof a therapeutically
effective amount of a TPO modulator according to a dosing protocol of the present
invention.

The method of this invention of treating neutropenia in humans

comprises the in vivo administration to a subject in need thereof a therapeutically
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survival or proliferative properties for stemcells, progenitor cells, or
ot her cells expressing TPO Receptors. As used herein Conpound A and
Conmpound WBocan/1386560!l | ectively referred to as "TPO nodulParars2010/036234P0
nodul at ors”. As used throughout the specification and the clains all

wei ghts, amounts, indicated dosage quantities and the like, of Conmpound A

and Conpaytfadiivd ameuntndi aated msdilfer Satdrdinge @rdokingeprdticdl amenpresknt t her,
it is understood that the conmpounds of the invention are generally

adni ni st éP¥RPH a phar maceuti cal conposition. The nethods of the invention
specifically include FBginmdteéd af tm@m%n@ﬂbpumbrﬂr@mae%mw pRripkeral

har nace co ions, in the specification an
e e tbiogtatad e bl et g e, FE nPis ok dhe Ty e SeE AR & POURAL I at or
can be admineegtirereds b aherapaliticamt effective edlet af hEP@paodllgtoRBREAdINgfto a

Conmpound Bin he subj ect nore rapidly than would occur by
r epeat ed (Q’ﬁﬁ‘lglpé?tng‘g g‘eoqreieé‘i YVEQHounds for the treatnent of

t hrombocyt openi a or neuérmemodaof (BﬁzgtumiemucrormoumCm_baplatamUbr@HectiBHOn

activity require a si ficant perio tine to ac ve t her apeut i c

o fect  ALERaIcRERyStRBein 43 A PR @0  naTBieks Bt GefeT e SRRl ¢ i pi o
of the qusfetiiey ambubthef SeTIB@traddLﬂ@tﬁp@U&ﬁfdmdnﬂona siosingdprip&icoday thas peesent

mai nt enance gose of said conmpound. Further, the |oading dose can be

adni ni st dPEFUPY i ncrements form1 to 4 tines a day. For exanple, the total

| oadi ng dose can be f Thgirakotidn Aséd pm&jersdo@ﬂheutse&ctorﬂm@ tbraedayu@w;brbtdﬁobf t he

sel ected adm ni st a na nance dose of

conpound. o TRoIeBEH REBL o bR RRGHAer & 6B TIHBHINE B BRI eI er ed
once a daiytrwtreettmeaﬂ“oflﬂ&ombwcyimbmmhmusn“ambJ er portions and adm nistered from
2 to about 4 tines a t h adjng dos iﬁﬂ? nistered in
an anount rangi ng froﬁﬁ%lﬂ%\{?{‘h Lfé ?Q?V'?B%E?r §Ou§?g°§8 ?@%]O "o%2 to 4
tines in raardﬁycttﬁrerofbrrmﬂu&dmm:ﬁfotu@elﬁthdaa)ps or in an am)unt rangi ng from
about 200 ng to about rTHt adn|1 ni st er ed]c on;{g}% %/ q from abgut lto7
days. The amount of Co %JH’& O P SeERPAR B 2 IR P S UFd POMPOs KON 1 Vi%aual

| oadi ng dmserdemn tbe af rdomngbcptﬂto&ﬂ) ol the atm;eht GO¢entign  frr othe abeatmend ofy to
about

50 rom ut 300 nmbodi ts the
oadi ng dBOEeRHoRE AR kY 85 Ror PidHaisteRe Fan e EaTea e RE R noun
of Conpouwmadieh or Conpound B adm nistered in an individual | oadi ng dose can
be from about 50 ng tg, about. 60 . For .exampl e, an|n|V|
dose can be 50 . 75T TRb g e Disyids SoBETsE ashehg s PREEH g o
600 ny ofofthmprﬁ@@mtnmhmttlam arTPAO hedotitortie treenmenufestereodf Oowpicamdntor Csarjpound B
or phar al alts of Conpound B adm nistered is an

nqﬁ?npré (r:n nk éfgﬁfggmqg)g%§8§m$

anount fro 150 ng once a day for at |east two days,
suitably for at IeastTEedvzysstlorsalsd) ablvidesdor the Useastordingay s, dasing @btogof or at

east 14 e o SR (RIRRIL OO Fod" XA TR RSl RO LE Ak R B 88,

pl at el et Counht's™l 4 conpri n m ni ster ose
Conpound cAndination for use in therapy.

The invention also provides for a pharmaceutical composition for use,
according to a dosing protocol of the present invention, in the treatment of
thrombocytopenia which comprises a TPO modulator and a pharmaceutically acceptable
carrier.

Without further elaboration, it is believed that one skilled in the art can,
using the preceding description, utilize the present invention to its fullest extent. The
following Examples are, therefore, to be construed as merely illustrative and not a

limitation of the scope of the present invention in any way.

Experimental Details
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Compound B foll owed by a mai ntenance dose reginmen. In sone enbodi nents, the
bl ood pl atel et counts can increase from about 30%to about 40% from

basel i ne,wbnomakeat 40% to about 50% from basel i ne, fr @cTASoUD/03Q2% t O
about 60% from basel i ne, from about 60%to about 80% from baseline, from
about 50% to about 60% from baseline, from about 60%to about 80% from
basel ine, from about 80%to about 100% from baseline, or from about 100%to
about 150% from basel i ne based on adni ni téatl on. of the | oading dose

regi men. . For exanpl e, the%ﬁg@é‘e—&—&i@—é—@wan i ncrease from about
30% to about 150% from a readi ng of the bl ood platelet counts in the

subj ect prior to treatnent f a | padi dose regi men wt ound A or
Conpound B Sore. enbodndt Soptte, RHE 7 AHISERHS herBRaiNiG b B0 8 SSPar el et
counts Iﬂn@nﬁdrbh@qirodlwaﬁﬂrbﬁlfmgg @dmarnuaﬁdetwm@uetel padi ggatiosapafie Gampmend A

or Corrpound foll I nt enance dose of Conpound A or Conpound B,
respectl\)%‘i’rﬁ epig iy 8‘?1%891?52%%” In ﬂ%'eéﬂ%?ﬁﬁw of mai ntenance dose of
Compound A or Conpound B can be from about 25 ng to about 75 ng, from about
50 ng to about 100 ng, or from about Fglrrg! to about 150 ng adm ni stered per
day. In sone enbodi nents, the anount i nt enance dose can be from about
25 nmg to about 150 ngy per day and the anmount of | oading dose can be from
about 20QNGREDIERIGUt 600 ng per day. For exanpl e, AMeuamsunt of

mai nt enarg4N'qog8 4amebgidheoyn-atasibyl-B5oxue1, 60 about 1128 mgy per day and the
anmount ofdihyelashyrdy ot o siider@ihyideazinop2-aanoitybiBenyrg-t o about 500 ng per day.
Sui t abl y,cattfexyloaaiant of nai nt enance dose can be from about 25 ng to about
75 ng and the anmount of | oading dose can be from about 200 ng to about 400
ng per dayarsowwe enbodi ments provide a nethod of tre@bimg neutropenia in a
subj ect cranprising adm nistering a | oadi ng dose of 1Gangound A or Conpound B
f ol | onwed Ndygreesiven Btcarmnce dose of Conpound A, Conpodmndy B or a
pharmaceutically acceptable salt of Conpound B, respectively. In sone
enbodi nents, the anount of maintenance dose of Compound A or Conpound B can
be from about 25 ng to about 150 ng, from about 25 ng to about 100 ny, or
fromabout 50 ng to about 75 ng adm ni stered per day. In sone enbodi nents,
a steady state bl ood pl |nctn|e reached within 24 hrs of
adnini stration of a sinffe do<e APPSO o023 exanpl e, the steady
state bl ood plasma concentration can be reached by adm ni stration of TPO
nodul ator in an armount, ran bg%ffrrgnmfabo%t 1 gr t% abou;t] 2(80 d rrqm
about 200 ny to about Oﬁje%ga M abk l?t% t% Rb63t (21 PIERS tfrom
about 300nveptiom isbwodudd@Obyrtirring $6f@ benveidhtren t3s-{N' e[1-$$ édlimettty&jhenyi} -8od

s ng-a. IBaEPrgcts e B RorlaoREatifedb B ok Al BER TR e dse

of the T%ldﬂmsh(rhan]m‘rharidrarmoe{)e enbodi nents, the am)unt of t he mai nt enance
dose adm b ay can be from about 10%to about 50%
of the Idg ?r/i’gdye\g)éﬁerﬁeg&%%/'%ﬁgg%{)lﬁlp%tnegunt of the mai ntenance dose

adm ni stered to the subject per day can be from about 20%to about 50% of

t he | oadi ng

Example 3 - Tablet Composition

The sucrose, microcrystalline cellulose and a non-peptide TPO
agonist, as shown in Table Il below, are mixed and granulated in the proportions shown
with a 10% gelatin solution. The wet granules are screened, dried, mixed with the starch,

talc and stearic acid, then screened and compressed into a tablet.
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dose. Suitably, the anpbunt of the maintenance dose adm nistered to the

subj ect per day can be from about 25%to about 50% of the | oading dose. In
sonme enboaDreerSgesa treat nent regi nen including a | oadi RgTASIE 0086284 TPO
nodul at or can increase the blood platelet count in a subject faster than a
treatment regimen without a | oading dose. For exanple, the |oading dose of
the TPO nodul ator can be adm nistered to the subject on day one of the
treatment reginmen foll owed by adniniaﬁgﬁtlon of a nmmi ntenance dose during

t he remai nder of the treatnent regi contrast, a treatnment reginen
can have a maintenance dose of a TPO nodul ator administered to the subject
on day onRGREDIERMSEI nued t hroughout the renmai nder AMOUKESt r eat nent regi nen.
The tr eat3mnt[1}(8giDmRtiyighenyRe-nardisngkodnse of t heodRg nodul ator can

i ncrease dieirdpyead|-pyadeeiydeoinm -2t mgdréXybiphanyltdhe treat ment regi men wit hout
t he | oadigagbd¥9cacid bisdmioyipéthamolgnipeyli nent, the | oadi ng dose of the TPO
nodul at or can be fromabout 2 tinmes to about 6 tinmes the quantity of the
TPO nodulMic@icryaeinineicsligossl i n the nai nt enance doseoohey exanmple, if the

| oadi ng dwsmses 200 ng of the TPO nodul ator than t4emgri nt enance dose can
range framarapout 25 ng to about 100 ng of the TPO zmeyl ator, if the | oading
dose is 38@ ng of the TPO nodul ator than the mai nt®@agce dose can range
from aboustedsd sz t 0 about 150 ng of the TPO nodul at®img i fthe | oadi ng dose
is 600 ng of the TPO nodul ator than the maintenance dose can range from

ot e doge of e Ttk Plerds it dmbosiinatts o Mt intoR gre NS ted BRS¢ o 1

t2 2 ﬁ ti mOi/@,dua]ucsZt@ ticswundepetbb@ihllatommvemMnylsZ#bt hl?ues to1 ftrreom7e3:|dst30nstruhtmms |3 a
our eril.o r rom orm ta a owe
o o LR idcesta i that theiyigrta on, RidohiGiots B Mo whifnng Son LMD T he

TPO nodulfatawing slaiatits nessivaded once every 24 hours in an anmount that can
vary ranging fromabout 25 ng to about 600 ng. The TPO nodul ator can be a
multiple of the quantity of the selected conmpound adm ni stered per day as a
mai nt enance dose of said conpound. In subjects experiencing extrene
t hr ombocyt openi ¢ situations; a high dose of Conpound A or Conpound B can be
adm nistered to rapidly increase the blood concentration of the drug to a
t herapeutically effective level. Accordingly a high dose of Conpound A or
Compound B can be adm nistered for at |east 35 days, suitably for at |east
2 1 days, suitably for at |east 14 days, suitably for at |east 10 days,
suitably for at least 5 days, suitably for at |east 2 days, suitably for at
| east 1 day; suitably for from1l to 2 1 days. Suitably, the amount of
Compound A or Conpound B adm nistered as a high dose according to the
present invention will be an ampunt selected from about 125ng to about
400ng; suitably, the anount |1 be selected fromabout 150ngy to about
375ng; suitably, the anbunt will be selected from about 175ng to about
350ny; suitably, the amount will be selected from about 200ng to about

il

il

il

300ng; suitably, the anpunt be 125ng; suitably, the anount will be
150ng; suitably, the anount be 175ng; suitably, the anount will be
200ny; suitably, the anpunt be 225ng; suitably, the

=
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amount will be 250ngy; suitably, the amount will be 275ng; suitably, the
anmount will be 300ng; suitably, the anobunt will be 325ng; suitably, the
anount WwbD 2be/838@ry; suitably, the amount will be 375nBCTAIs2a18l0B6294 t he
anount will be 400ng;. Accordingly, the anount of Conpound A or Conpound B
adm nistered as part of a high dose of the present invention will be an
anount selgatred duameEBhgut 125ng to about 400ng. For exanple, the anpbunt of
Conmpound A or Conpound B adm nistered as part of a high dose according to
the present invention is suitably selected from 125ng, 150ng, 175ny, 200ny,
225ny, 250ny, 1275”?@eth3@0¢’fgtrea3la§rtﬁsonﬁﬁﬁmperaa5ﬁga a0chafd OR Mbed Shkteadb whicht he

one. or  moRBHIARS OEIVAIEES diad Pece P NEntorapa PUaS 2 oy HB R RV

efficacy 10f-dinperos-areiyi- 54dStMeIJH{ py:vazdwt wueamhydngzmd]@'-ayabkgeﬂ Heghegylps-ot ocol
to a maint nance (gr ot ocpl 0a, han ar](,jqb% |t2ﬁ unt, or to a placebo

pr ot ocol @R a %8%%””5“3‘8'1‘ {91 cateep el&anpl e of such a trial is
described in an abstract presented at the Anerican Society of Cinical
Oncol ogy (ASCO) neejiiisinithe Jot¥EdSe SOhE dompjéhn@b&t;smmscam&alypa&bbabw
avai l abl e at |l east as of My 26, 2010). The abstract is titled

open- | abel , do@ér Hk§i%g '%t%)?”i%’”as@@%@gtfﬁ%msap@tt 0 efgi Eh@g?oufaﬂéo mg

phar macoki net i genigibterld freDRAY tinfestuh@aam;rtfwnorm@cw @mnbaué zﬁh BafousNt s
wi th advanced sarcomas receivin oxorubicin and ifosfamnm de" Chawl a et

al . the discl Jaugiag HP”‘\WOHHZQ%mSﬁ%BP%@QPé‘&E %‘ifn'f‘@feé?‘é%“ee a P%T%HPH@ © hi gh
dose protocol ,140day8, | oad dose protocol prior to a naintenance protocol is
useful, for exanple, when the subject has experienced or is expected to
experience a dramatic decrease in platelet |evel or count such as when the
subj ect has begbwPesate t@inihghateyvef & afaiftasineki Gsse Thehs RBPRUNESE of
conbi nations of the current inventiqgn are generally adm ni stered as

phar macelt aﬂﬁ?c%’aﬁégﬁcf:‘?%ﬂ@eé?‘” g}eé‘?fg’r ations readily known to those in the
art such as described in International Application No. PCT/US07/074918,
having an I nternatig@binf bkl ngln‘ﬂﬁ{aﬁc@fdoéb'%fsfhelcorﬁg&?nd |gpt bbby

Publ i cati on Nunmber WD 2008/ 136843 and an International Publication date of
Novermber 13, Zsosptablgsalifigreel, i§iacapeum of Eemanogh2? s :oeradeyt 13t®eFodat ed by
reference. |n gng &40 &dMional /sl Nvention relates to a pharnaceuti cal
conposition containing Conpound or Conpound B and a pharmaceutically
acceptabl e carrier, wherein the anount of conpound is selected from about
125nmg to about 400ng sui tably, about 150ng to about 375ny; sui_t abl about
175y to about? 350fgmedind oH| \Claigholit YWy e aBRstROUBdONY); 35{(?14)&5%/
125ny; 5LUl%éﬂh&%heﬂy’ipﬂg—:d|fﬁ/'dfd—@1ﬁﬂ\éfhyl—§7c5<694H 'éy’r'aké‘bll Mldeggﬁm}amﬁé!l'-z -fhgbﬁbxy-225n'9,

sui tably, ; suitab ng; suitably ng; suitably,

sui tabl y,[1 :35@' 2NYdtd- ?%B‘P)SY,“CS?gﬁ&'(%”io?ﬁ‘@f‘?'amﬂmng Opt i mal dosages of the
presently i nvent ed conpounds and conbi nati ons to be adm nistered may be
readily determ ned by those skilled in the art, and wll vary with the
particul ar compo REs | th

preparation, f{ﬁ W?éj oqfdc&ﬁ‘lj’“m st%r%@ﬁ%s%a%tdgﬁe ﬁ)trﬁ%;cngbn@mj' ? gre" Eh sease
condi ti orrang\d@hfnormamutf%@tmgso dbpenddthggoadministgred oneeilaatayplat ifrent 1 Bei’ng
treated vgalyls_ result in a need to

4. The method of Claim 3, wherein the maintenance dose of the compound is an

amount of about 50 mg.

5. The method of Claim 3, wherein the maintenance dose of the compound is an

amount of about 75 mg.
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adj ust dosages, including patient age, weight, diet, and tine of

adm ni stration. The nethod of this invention of treating thronbocytopenia

i n humanswoanwi3s&s the in vivo adm nistration to a subjpegtuszononaeds t her eof
a therapeutically effective ambunt of a TPO nodul ator according to a dosing
protocol of the present invention. The nethod of this invention of treating
neut ropeni a i rg. NIRGARIEAGICISIAS3 Witeréin the MRInEHEnBE Sibsabi 8B compausdiRject in
need t her eof {%50[51??%?“ cal yeffectl ve amount of a TPO nodul at or accordi ng
to a dosﬁW@lﬁ$8 MOhe present invention. The method of this invention
of enhanci ng the nunber of peripheral blood stemcells obtained froma
donor conprises the in vivo admnistration to a subject in need thereof a

therapeuti cal Iy ﬁfrh@tﬁgauﬁtr@gmp%u%p .TPCA ﬁ@rﬁé’rll fht edqﬁ&a%fiwnghtcemgr@é%si ng

protocol of the present 1 nvention |s Invention o

enhanci ngadptinisterieg aeaskidaseichine qemnwaﬁ@ K%ﬂﬂ1(§é§ilmﬁ@y||phew)vb5 dihydro-3-

adm ni str 7 ve
oUNt of B A B e B g 1 BB S Y Sl

i nvent i orPr am@racatiealyracaeriablpsaly ffor the use according to a dosing
protocol of the present invention of a TPO nodul ator in the manufacture of
a medi canent for Usgdinlihe IddCasILEH 18 lcohiboBRR OsYSRRRabA oty HEERBEplcThe

i nvention al so PrOVI for the use of nodul'ator in the manufacture
of a nmedi canmerf@ltf H\er%e i AN REYAHY . rafrgiégl foenebe af s®Ipkv\abges 1H8r Mg

phar maceut i cal,eaRRRd OR 5 & 4 4RRsaR PHSY g il & {084 @ag/spbptsogr%m%mt he
present invention in the treatnment of thronbocytopenia conprises a
TPO nodul at or rapging rpmateHtelR mede rhoy EO8 memdrainisiared epce efﬁ’éy forfrem 1 tn al so
provi des for Hﬂﬁkﬂ%e according to a dosing protocol of the present

i nvention a TPO nodul ator in the manufacture of a medi cament for use in the
treatnent of thronbocytopenia. The invention also provides for the use
according to goRadgy nh@tmh.s%nanh%f RY 8RffiEndrtseidde0onr e Romipelim@dgy at or
in the manufacture of a medi canent or conbination for use in therapy The

i nvent i orPhargecastieallyassentable salkereptceut i cal conposition for use, according
to a dosing protocol of the present invention, in the treatment of

thrombocyt openi a W@?euﬁ%”n%%en%n&?@d%@déﬂ %O&c)raa&hr@ RPasHERGEEdtealy Y
acceptable carrier. Wthout further el aboration, it is believed that one

skilled in theoapRiaplarsalt {aqrogf. tsran Fneduar figmabsoist 2pmacie, abgtt 150 @oray

present i nventihog dfst WSaddiidraplay@xt ent. The foll owi ng Exanples are,
therefore, to be construed as nerely illustrative and not a limtation of

the scope of the present invention in any way. Experimental Detail sExanple
1- Capsule qu?osition , , ,
. The method of Claim 7, wherein the compound is 3'-[(2Z2)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-ox0-4H-pyrazol-4-ylidene]hydrazino]-2'-hydroxy-

[1,1-biphenyl]-3-carboxylic acid bis-(monoethanolamine).

9. The method of Claim 8, wherein the load dose for the compound is or is an
amount ranging from about 200 mg to about 600 mg administered once a day for from 1

to 7 days.

10. The method of Claim 9, wherein the maintenance dose of the compound is an

amount of about 50 mg.

11. The method of Claim 9, wherein the maintenance dose of the compound is an

amount of about 75 mg.
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An oral dosage formfor adm nistering a conpound of the present invention
is produced by filing a standard two piece hard gelatin capsule with the

i ngredi ertve 201/138@6 pr oporti ons shown in Table |, bel ow. PTahiSeo1lbN&REDI ENTS
AMOUNTS 3' -{N -[1-(3, 4- D nmet hyl phenyl ) - 3- net hyl -5-o0xo0-1 ,5- 125 ng

di hydr opyr azol - 4-yl i dene] hydr azi no} - 2' - hydr oxybi phenyl - 3- car boxylic acid
Mannitol 155 ng Talc 16 ng Magnesium Stearate 4 ng Exanple 2 - Injectable
Parent eral Conposition An injectable formfor admnistering a conpound of

the present i mgemhé aethcdl GIraIdiHTe dviireidtthd Malf@enan8dbye VEHhERbMPbund is an

3'-{N - [1 3,4-Dineth enyl ) - 3-
nmet hyl - ”1 gt&ﬂ L %ég‘ﬁyrazol -4-ylidene] hydrazi no}-2' - hydr oxybi phenyl -

ar boxyl | c acid bis-(nonoethanol amne), in 10% by vol une propyl ene glycol in
water. Exanple 3 - Tablet Conposition The sucrose, microcrystalline

cel l ul ose and non- tide TPO a s.shown in Tabl e bel o are
o ed and or Sl BOBERER of REraregar st brocigien B Ruan e thereer TG | on.
The wet goaipikes admlﬁérl‘rfgeaﬂﬁbd doseedf tHa aspoundhs' i[(lzez) §1t @&blmdtlﬁw@]eﬁwd-

t i i th d d ) into
P NRED, Ers B s e R S ST iaE st )tqu{ﬁ’ﬁh% PetheBrrd 5. 200

nmg di hydroapyoxgiicobcidiolyh phlaﬁ%hhmdja&;ambtameéandh@eybl phenyl - 3- car boxylic
aci d bi s-(nonoet hanol am ne) M crocrystalline cell uI ose 200 sucrose 40 ny

starch 20 ng talc rlc aci referr enbodi ment s
of “the {nventi on_attheindaf Ratet, o fe Dppound; ¢ e WBC%C%%%%C&P%W that
t he i nventi on dagt nm¢edﬂthaﬂidmmUhheap@egls@mlaB@ﬁuaolmgskheﬂﬁun1ﬁbsabosed
and that the right. to |f|cat|ons W|th| he scope of th

ol | owi ng. or ai A stefeslom e A edR AP ED o 115 TR Fen 36 Rt EPelif ng

t hr ombocyt openaagihg framhab@an200myee dbdéut&0e afg mmistemdrpmeseaa;aﬂm‘fmnm #ring a
| oad dose of tglg conpound 3'-[(22)-[1-(3, 4-di net hyl phenyl) -
1, 5-di hydro-3 q 1 - 5- 0x0- 4H pyrazol - 4-yl i dene] hydr azi no] -2' - hydroxy-[1

- bi phenyl ] - 3- carboxylic acid or a pharnaceutically acceptabl e salt

EE%S?LM \(/a\:her %olpowerc]jebb Otﬁ oo |n|sPrat|on %f Co%ln"fendnce d(g)s%agp?ﬁee%%lm%%hrlﬁ/ or

pharmaceutically acceptable salt thereof,

wherein the maintenance dose of the compound, or pharmaceutically
acceptable salt thereof, is an amount of from about 25 mg to about 150 mg a day

for at least two additional days.

14. The method of Claim 13, wherein the compound is 3'-[(2Z2)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-ox0-4H-pyrazol-4-ylidene]hydrazino]-2'-hydroxy-

[1,1-biphenyl]-3-carboxylic acid bis-(monoethanolamine).

15. The method of Claim 14, wherein the load dose for the compound is or is an
amount ranging from about 200 mg to about 600 mg administered once a day for from 1

to 7 days.

16. The method of Claim 15, wherein the maintenance dose of the compound is

an amount of about 50 mg.
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salt thereof, is an anount ranging fromabout 50 ng to about 150 ngy

adm nistered from2 to 4 tines in a day for from1l to 14 days, or is an
anount r awmgi2og/fB38e@m about 200 ng to about 600 ng adm ni PCEMSAVI0MBE@IA day
for from1l to 14 days, followed by the adm nistration of a maintenance dose
of the compound, or pharmaceutically acceptable salt thereof, wherein the
mai nt enance doeThé nmdiitodeMPRIMAS, AhefiraiheBaginicneadd dokCoeht ABhpoeRd is
thereof, is an from about 25 ng to about 150 ng a day for at

| east tmx?”a%ﬂ?%tgﬁ% %25@9 2. The nethod of Claim1, wherein the compound
is 3 -[(22)-[1-(3, 4-

di net hyl phenyl ) - 1, 5-di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi no] -
2' - hydr oxy- [1 1 bi phenyl] 3-carboxylic acid bis-(nonoethanol am ne). 3.
The net hod of h%\ge{@l tg oad dose ff‘ﬁ t he con& nd i s an,anount
rangi ng from a al Jat WBBE Mije JOAN TN dapeodcle SogRPURYIS f r om
1to7 dza(ﬁaméljntlih@bdmmb@dqgof Cl aim 3, wherein the mai ntenance dose of the
conmpound is an anount of about 50 ng. 5. The nethod of Caim3, wherein the
mai nt enance dose of the corrpound is an anount of about 75 ng.6. The net hod

of Claim3, wherejn dase, of e conpound is an
Sbout 150 g . TS MAtHRSOL I Bhsiece s Pl ST A iR mBglo °
t her eof vgdritelet pmpﬁls,&ﬁ@odadbﬁanmbleﬂslaﬂ@@taomm@d. dose of the conpound
"-[(22)-[1-(3, 4-di net hyl phenyl )-1 , 5-di hydro- 3-
met hyl - 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi no] -2' - hydroxy-[1
, 1' - bi phenyl ] - 3-carboxylic acid or a pharnmaceuti call cceptable salt
thereof wher &0hAtethpg der eriwacing th%é‘“[’f@ﬁb@hﬁ%ﬂphéral Mnﬁ@@&qllézﬂbwﬂed

accept ab'fPon$3a| Hoﬁd?ecr rl»sm'gsa(?rﬁln%@?MBt arl(?é?)glj&&b bf em é&ﬁH&ur@o?, g@zt)-(m fhgut 150

ng adm ni stered from times in day for from1l or is an

amount raﬂwpwlph%ﬁ)rhé&hydza@rmﬁéhw Qwtit pH@@'ﬁgy“éﬂﬁ‘i’]hY%'ﬁéf‘@d? Mexy day

for fr0m[11tapﬂénylﬂ®l§arb$>@h|&%‘é%dorb¥ semaskutiBhiRt & ebiobal tHERe St BRGNEe dose
of the conpound, pharmaceutical |y acceptabl'e salt thereof, wherein the

nai ntenar{%‘é‘aﬁbgr@s@f the conpound, or pharnmaceutical |y acceptable salt
thereof, is an anmount of from about 25 ng to about 150 ng a day for at

: gagt E (“’Sz;"‘dd' ti ona,bhéﬂaﬁ&he FoadT§&seBt he LoRfpoth@i éh pharmB&s Ayt AR eppROUNd

d| met hyl phenyl tlﬂbﬁr%ﬁfhy%r%l AMRNhyRPgNg xBoaHAbH 298| 1a- {A iaheHke ] RPdM¥zi no] -

2' - hydr oxy- [Jadhmbﬂe%ewm}z%@a.mwd 8a f‘drdroma toMan@g)shanel amapRlint 9-
The nmethod of Claim8, wherein the ose for_ the conp ound is or is an

anount rangi ng’a'ﬁg'Bgrfra'B‘oﬁ.hOUE?fw g 19 Bb%&gp ”El)@drﬂ'ﬁ'sgad?ﬁ’ AP<R %Fj@ﬂfoéﬁe@ 1a"oday
for from1 to 14 @g¥s.

followed by the administration of a maintenance dose of the compound, or

pharmaceutically acceptable salt thereof,

wherein the maintenance dose of the compound, or pharmaceutically
acceptable salt thereof, is an amount of from about 25 mg to about 150 mg a day

for at least two additional days.

21. The method of Claim 20 further comprising co-administering a hematopoietic-
cell mobilizing agent selected from the group consisting of: a colony stimulating factor,
cytokine, chemokine, interleukin or cytokine receptor agonist, adhesion molecule

antagonists or antibodies.
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10. The method of Caim9, wherein the maintenance dose of the compound is
an anount of about 50 ng. 11. The nethod of Caim9, wherein the

mai nt enarwe 2dogBsesh t he conpound i s an anount of about PBTM$2d1B/036Ehe net hod
of Claim9, wherein the nmai ntenance dose of the conpound is an anmount of
about 150 ng. 13. A nethod of increasing platelet production in a human in
need thereof W The ¢RTRGd BESIAdM Nivitriedsin Me MndoMixthgdasat &f séib&ed MoRD tRd
3'-[(22)-[1- (3, 4-dj nmet hyégﬁj:ny -

1, 5- di hyd'guR3-RE#IRYNA ©F (RGAH FIFEZh1 -8 FEOnePiyiidzind) CHoxay dVbRY: [ 1

: ﬁ - bi Fhﬁmbi}oré-sclﬁrﬂllqw@agdQﬁiaCt])ci@b%iaalW%tiﬂ@@gﬁﬁdti@@br] B-@SELphaDS F’l BROL

t her eof, rein the | gad dose of the conmpound, or pharmaceutically

accept ablgl@a&io%eﬁ%%%ﬁfg‘i s an ampunt ranging from about 50 ng to about 150
ng adm nistered from2 to 4 tinmes in a day for from1l to 14 days, or is an
anount rangi ng fromabout 200 ng to about 600 ng adm ni stered once a day

for from1 tokdadfuthodl el kotRg ionitseyBBENAIR ALinaR RincaMbmcPARGe dose
nd, c It t

of the compou or pharmaceutically acceptable sa ereof, wherein the

mai nt enarﬂ_@@ﬂﬂiég% agminigier iftﬁo?rﬂ@%fhd?SQ)pf HWa@QPﬁI@%U”ﬁi %é@lzjrﬂa@e‘bﬁiﬂm@@éwlﬁ'
thereof, 1',§-dth}d@@H@Ehf%-&&'ﬁﬁ?%l-%ﬁﬁd%}ﬁ%ré\i?r%jlz'-ﬁg@oﬁg[@ Baneh@f-aat
I 14. Claim 13, whe

| east two additiona %/s. he net hod "of rein the conpound
is 3'-[(2Zaybgxyliqaxidor a pharmaceutically acceptable salt thereof,

di met hyl phenyl ) - 1, 5- di hydr o- 3- net hyl - 5- oxo- 4H- pyr azol - 4-yl i dene] hydr azi no] -
2' - hydroxy- [ oY I - i.C a6l | .S- n 1 0e) ~ 15.
The net hod of lfgfog\{é% gg?tﬂéh%a({@{]%ﬂ%[ﬁ)g?(l%tgd n%gdg(géin%g? é{lge% gg%&%ﬁ%ﬁ%roﬁ S an
anount r amgrmaceutioatly disoeptadleBaltherepfabout 600 ng admi ni stered once a day

for from1l to 7 days. 16. The nethod of C aim 15, wherein the maintenance

dose of the conpound is an agpunt of about 17, The thod of. Cl aim

15 Suherein the’ mienante HLEsfos R ot emioméou Sroninsrlisahi 75

ng. 18. The neichenabE €hlaitherkdf, whaneiamouhe lomémtieararice ldededade tand is

conmpound i s a%oﬂgﬁ%g@}eoofforgtqgé&t&goda . 19. The method of d ainl4, wherein
oduc

the platelet pr Ion"1s rncreased prior to platelet pheresis, blood
donation or platelet donation. 20. A nethod for enhancing the nunber of
peri pheral blood stemcells obtained froma donor conprising adm nistering
a | oad dose of24 fibe cowpadndf 3CHiH228; [ WhegrBind-the compound is 3'-[(22)-[1-(3,4-

di met hyl pf; T -fdi | [ - 5-RXQ- r 4=yl den razinoj -
2 Tyl og e bhen G GER-SrTE oR-A B R B S PR R LY
accept abl[& 15bibberytied-eayboxyjic pad biss(manoktiphelregies, wherein the | oad dose of

t he conpound, or pharnaceutically acceptable salt thereof, is an anount

rangi ng fromabout 50 ng to about 150 ng adm nistered from2 to 4 tinmes in
a day for from1l_ to 14 days, or _is an unt
y 25. T%e methodagf Claim 24, Wherel%rrtﬂe load dose for the compound is or is an
amount ranging from about 200 mg to about 600 mg administered once a day for from 1

to 7 days.

26. The method of Claim 25, wherein the maintenance dose of the compound is

an amount of about 75 mg.

27. The method of Claim 25, wherein the maintenance dose of the compound is

an amount of about 100 mg.

28. The method of Claim 25, wherein the maintenance dose of the compound is

an amount of about 150 mg.
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rangi ng from about 200 ng to about 600 ng adm ni stered once a day for from
1 to 14 days, followed by the adm nistration of a maintenance dose of the
conpound,wonromhiasésaceut i cal |y acceptabl e salt thereof, ROEMUS2100BEI4

mai nt enance dose of the conpound, or pharmaceutically acceptable salt
thereof, is an anmount of from about 25 ng to about 150 ng a day for at

| east two additional days. 2 1. The nethod of Caim 20 further conprising

co-adm ni ster lzrggAan&ﬁa@bpp@aﬁ\blr@Gﬁb;Ler{@mé h@mﬁﬂlr\aﬂ&@tthér‘ébﬁ%i‘éﬁ' cBﬂhEﬂééshe
group consi st ng . a colon cheno

Tl
A LA R AR L P N A S S NN e oL AL C

anti bodi a8etR-5-dalRy R8Il liddnaiuE eHyatdkyl N8 -HpRe Vi1 B-a8b 3RO taclds
sel ect ed fer}o% t he Fr:'%}j@ congllstnl ]n'%I mO]M? GY/L[CSFHBTPQS‘] EPO, o-at():et a,

| L-8, q/t%@awa”f}'ﬁ%u&‘??' HicBERiBPIS Sa%@frecﬁLTB ligand or a biologically active
derivative of GCSF, GWCSF, TPO EPO G o-beta and IL-8. 23. A nethod of

treating throrBmeEdoBgntha ddmiRishatiein of B RRRHeddRECOIseVBl e GBRRLUSESor
adm nistering a | oad dose of the conpound 3'-[(22Z)-[1-(3,4-dinethylphenyl)-

1, 5- di hy t"GIBaGRsfi P@)\y ascepiabla seibihesddl - 4- y1 i dene] hydr azi no] - 2 - hydr oxy-[ 1
1 - bi phenyl ]-3- carboxylic acid or a pharmaceutically acceptable salt

thereof fol | oned byhdréig MeNMnAInSdnaAte Qﬂ)s@fofat%ﬁb@hs&ﬂﬂc%rd&%@maéedtlbﬁlly
corrpound or pharnmaceutically acceptable salt thereof, wherein the

mai nt enance d@ée@fab'?héa'ﬁotﬁﬁ@ﬁﬁd's G gRRURRhdewen dhan Qh%c'eé?)t dece 204 s

t hereof, is amdaiBiRied fOMEIIcdN@No by, | oad dose and is adnministered for at
Ieast tvvo days. 24. The nethod of C aim 23, wherein the conpound is

-[(22)-[1-(3, 4-
di met hyl phenyl ) - 1, 5- di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi no] -
2' - hydr oxy- [ B01A- ivefhiod ngfl treasmgathmmcvaar@a dni® supadrioetdednibreel méljch 25.

The neth I IS an
arount . r aniirsty At SURHT abgt of PR e SRR e gor ORISR 2

for fromo-diydrodagethyb8-oxriiél-pysazabd- xblfie@]bydﬁuz@] Avhedrexn] 1t hdipkehyit-énance
dose of t&%%l@?&iﬁ@ré&h%a@@@t%ﬁy ?&:teﬁl%%gsaﬁh of, 27. The method of Caim

25, wherein e mal nt enance dose © e co I's an anount of about 100
ng. 28. The nmethod of C aim 25, wherein the mai nt enance dose of the

conmpound is an anpu f. abput 15 .29, A met od o atl n ut ropeni a
B hunan i n WEST e ueT e o Benprreuet B PPt iGE SR he
conpound tBéreb’( BAn drhe(r8 rdngin grizdrn yabplietBbimg tb a,b5utl4(}ﬁ)yrty m}rﬁnlstered per day for
nmet hyl - 5- 9%9 Jé-ﬁg razol - 4-yl i dene] hydrazi no] -2' - hydroxy-[1

, 1' - bi pheny‘? oxyI ic acid or a pharmaceutically acceptable salt
thereof foll owed by the adm nistration of a maintenance dose of the
corrpound, or pharmaceutically acceptable salt thereof,

31. The method of Claim 30, wherein the compound is 3'-[(22)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-ox0-4H-pyrazol-4-ylidene]hydrazino]-2'-hydroxy-

[1,1'-biphenyl]-3-carboxylic acid bis-(monoethanolamine).

32. The method of Claim 31, wherein the high dose of the compound is an amount
ranging from about 150mg to about 300mg administered once a day for from 1 to 21

days.

33. The method of Claim 31, wherein the high dose of the compound is an amount

ranging from about 150mg to about 300mg administered once a day for at least 5 days.
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wherei n the mai ntenance dose of the conpound, or pharmaceutically
acceptable salt thereof, is an anount |ower than the |oad dose and is

adm ni st ewocofoar3ses | east two days. 30. A met hod of tre®&CiIrn$2010/036294

t hrombocytopenia in a human in need thereof which conprises admnistering a
hi gh dose of the compound 3'-[(22)-[1-(3, 4-di nmet hyl phenyl) -

1, 5-di hydr o- 3- Snetrhytne&wmﬂmhmﬂr ameleitthel Higleasdehordiieagornedund'is By drmowyt [ 1

t ﬁer col . b FAmiRec] rdiscbout Hosts EARBBE: obre BHEY FECLRPRCA 19

acceptabl e salt thereof, is an anount rangi ng from about 125ng to about
400nmg adm ni stered per day for at least 2 1 days 3 1. The nethod of Claim

30, wherein t Ihﬁ 19%‘9%%&&5 df%la?lm C{1( %)ar&ﬁ-fh@‘?h ét dose of th comp ung is a unt

d| met hyl pheny - 5- 0x0-4H- pyrazo ene razi noj -
2' - hydr oXgnging from. %o;;shlagmq tosat@at a@n@at@e%p@cq@ﬂﬁb&'ﬁhb@ﬂa . 32.

The nmethod of C aim 31, wherein the high dose of the conpound is an anount

rangi ng from about 150nmg to about 300ng adm ni stered once a day for from1l

to 2 1 days. The aim 31 nthehl h dase_of the
compound | o ara Rt e gy T st e TR o i e BRE 2GRSt e
once a dagnging fratn dbeastt5tbnglimysho88300hingadreinstaedbnéd aday @t at whstri dayshe hi gh
dose of the conpound is an anmount rangi ng from about 150ng to about 300ny
adm ni stered once a day for at |east 10 days. 35. The nethod of C aim 31,

wherein the high dose of the conpound is an anount rangl ng from about 150ny
to about 300 aﬁrﬁh@?@?%ﬁ%ﬁa'cﬂ%@oa't'ﬁ'a)?o’F‘BF'S'&Q frogaaioud 4 CEIRY abeut 4PRE"9ret hod

of O ai mg3kne \WBRAHBIRY gq@zm glgs ﬂiraﬁﬁetﬁtlpméwl)cmaw% 3- ﬁweﬁﬂll 8ITRYAH-HyRRLHINg

from about 150r7% to ab m ni stered once a day for at least 2 1

days. 37.4-Widgnal M%[@é'ﬂ?t?ca‘b’d@é b%rtt'm?ﬂyt},ér?@ft?%'trgaﬁ'ﬂo?ﬁé@@fmetﬁm't‘@ about

400ng of dnlaey srmpasedical cade?Z) - [ 1- (3, 4-di net hyl phenyl) -1
, 5- di hydr o- 3- net hyl - 5- oxo- 4H pyrazol - 4-ylidene] hydrazino] - 2' - hydroxy-[1

, 1' - bi phenyl ] - 3-carboxylic acid bis-(nonoethanol am ne) and a pharnaceuti cal
car rier. 38. A pharnmaceutical conposition conprising fromabout 125ng to
about 300ng of3& Heottaono@mxtidamon[p(oziz;)n [campBsidg &omeatippt fABMYIt9 about 300mg

, 5-di hydr I ]
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car rier. 4- ylldene]hydrazmo] -2'-hydroxy-[1,1-biphenyl]-3-carboxylic acid bis- (monoethanolamlne)

and a pharmaceutical carrier.
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