NOVEL PHARMACEUTI CAL COVPCOSI TION FI ELD OF THE I NVENTION 5 The present
invention relates to granules and solid oral pharnaceutical dosage forns,
sui t abl y wekbeses4sui t abl y capsul es, conprising 31-[(2Zp¢cfi/us2000874b18

di met hyl pheny1l) - 1, 5- di hydr o- 3- met hy1- 5- oxo- 4H- pyr azol - 4-yl i dene] hydr azi no] -
21- hydroxy-[1, 11- bi phenyl] - 3-carboxylic acid bis- oet hanol am ne)
represented by 10 the LEHBARMAGHUTYGAL COMPOSITION o referred to as
"el trombopag ol am ne" or Conpound B: BACKGROUND OF THE | NVENTI ON 15

3'- {IN 41- (3, 4-di met hyl phenyl) - 3- net hyl - 5- oxo- 1, 5- di hydr opyr azol - 4-

yl i dene] hydrazi no -2'-hydroxybi phenyl-3-carboxylic acid (hereinafter
Conmpound A) is a conpound whij s di f %} | ai med, along with
pharmaceutically acceptabl e ,O ' - tes and esters thereof,
as being useful as an agonist 20of the TPO receptor, particularly in
enhanci ng pl atel et production and particularly in the treatnment of

t hr ombocyt openi alhcipresent mverdiongplates Apglanglas phsolid. or@@hatseEntié863, havi ng

an Internatjonal.filin a f 24 001: I nternat,i I blication
uber W0 eraogem, T Sy s BaE Rt Bk ke B venber 29,
2001; whi Crﬁillﬂ@ﬁlyghieﬁgﬁﬂlS_Leﬁh?&ro@ﬂlbih@ﬁsidiﬂ-m FolUp2@he iRURLEHS1 3AI , havi ng
a United States Publication date of Januar 9, 2004; now United States
Pat ent No. ydieo;:[dAGbinheaylEd-caehewntiyaad b@ﬁﬁ/@mnowhénqia@mleb@meéemd Which is

her eby 1i0”‘3%£’?orn%§x§;?%§ Oglgd]:](%zag]iﬁglgr%nafgr 5%%111’&1 B R LARARSHARNRLAE-NE) salt of

this compound T1s se
3'-[(22) - [ IcdmpeimdiBret hyl phenyl) - 1, 5- di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-

CO,H

4 AN 1A .\49 M A

(Compound B).

BACKGROUND OF THE INVENTION

15
3'-{N'-[1-(3,4-dimethylphenyl)-3-methyl-5-0x0-1,5-dihydropyrazol-4-
ylidenelhydrazino }-2'-hydroxybiphenyl-3-carboxylic acid (hereinafter Compound
A) is a compound which is disclosed and claimed, along with pharmaceutically
acceptable salts, hydrates, solvates and esters thereof, as being useful as an agonist

20  of'the TPO receptor, particularly in enhancing platelet production and particularly in
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10yl i dene] hydr azi no] - 2' - hydr oxy-[ 1, 1' - bi phenyl ] - 3-car boxylic acid, which

al so describes Conpound A) in International Application No. PCT/US03/ 16255,
havi ng arwonveysedssonal filing date of May 21, 2003; | ntremrnmskoocnadols
Publ i cati on Nunmber WD 03/098002 and an International Publication date of
Decenber 4, 2003; which has United States Pu I|c?t|on Nunber US2006/ 0178518
A, havi ng the ratiept aithrombogyipnglis.da dntgmatienal Agp %&@aé‘ﬁo 10, 2006; the

di scl osur e @fTWMROEN k3, haTB ﬁn'lﬁt?ﬁaﬂ@ﬁﬁtf‘ﬁq%la){te 8001 ; InternatiBRoUNd A

is disclosed for the treat degeneralive dis€asés/injuries in
| nt er nat i orfaiblidgpin NatbarvNd) 1/§9857 aeddh Dit8468onah Bublngtiam ditaér nat i onal

b4y 008154 DNebeaiRb et 00k hat Dbl Salst PR cibr NP DD 641016 o .
whi ch has Uj tlﬁdmgtaqmﬁed@mkg p@uc@mﬂ\wf%m@ﬁ@&w @a@ﬁ%aaz Iﬁhted@é’tb@g a
United States Pubflication date of M 10, 2007; the di'sclosure of which is

her eby i ncdtapnt Aoed. 16,87 @figsuedh danuary 200?}dh@dl§¢1p$1m§fwh@ﬁl igrhgrelsont ai n
Compound A. and/or ; g%m%o end B are disclosed in International Application No.
PCT/ US01/ 16863P°'f§ Ofigl  25Application No. PCl T1J503/ 16255 and

I nt er nati onal Apnidtﬁﬁtm@fﬂbemnolaﬁ[ﬁ@&aeéf@l%ound is disch6¥ctl ddie¢lased as
phar maceuti cal %f—éﬁe forns are gopul ar and useful forns of nedications for

dlspen5|ng:bﬁ8 ﬂﬂ@@ﬁmymﬁ@@ﬂ & Schybordacthul-goxpetpypzdth forns are
known, nc ' ; J ers. 30
Howeverllo Hegh (ﬁg%ﬁ& n2 ?egﬁﬁhl:lﬁ § Cla}b%gl?cgﬁ?&%r@?%la%gutl cal dosage
formon a crtamrﬂres(hhlpsumi a) nrslnmﬁatmnm&pplsdanan ot PGTTMS(B/IGIZIS& liavingul @ and

process of nuf act ur e. mu rovj de an. inte I sqlid dosage
form that dPanisaingal ftlgng.ffﬁf 9&?@9? tioppld ubheatp %/6% m nust
al so posse&g/@%@@%@@mrﬁérﬁamnm P&mlcamh diSbbegftct qnzmo%{cﬁﬂh% 0 as to

provide the desired profile in use. Pharmaceutically active compounds with
| ow sol ubi |UnitedaftaeoPulilivatiorcinmbeald 82006/ 786 bl lyavu@dUmt@d Piatest s can

e B M T Al T B B e U IR S

of the sol iy drsawe form The formulator nust bal ance the drug's unique
properties with the properties of each excipient in order to prepare a
safe, efficaci odsoraprindasis dislasse faydhe teaimsaigyf degenerativictdiss gried ami ne

presents L Ne LhaIHbAA Aol ba QL B 0051 R 8y A DR SHRIBAG, for il ate

this corrpoun 0 a oral

suitably a datddfeApril9i 2o, yntam@a@muPabllomlbm\alndﬁswabh@9@rﬂrm@nk| netic
profile, particular I]%/u@on a comercial scale. Such concerns include, but arc

not | i it edntegnatiopdd H%W@ﬁa@roftwee@ﬁbbbr?@%owlméh RS HBGIUBPES et al
conpl exes WBRGRANIGHES 1420070165801 Sal igla GARKA ReBpGARGAONREEND et al,

sl ow di ssol uti on of
of May 10, 2007; the disclosure of which is hereby incorporated by reference.

Compositions that may contain Compound A and/or Compound B are

disclosed in International Application No. PCT/US01/16863, International
25  Application No. PCT/US03/16255 and International Application No.
PCT/US04/013468.

Solid oral pharmaceutical dosage forms are popular and useful forms of
medications for dispensing pharmaceutically active compounds. A variety of such
forms are known, including tablets, capsules, pellets, lozenges, and powders.

30 However, the formulation of an acceptable solid oral pharmaceutical dosage
form on a commercial scale is not always straightforward. The formula and process

of manufacture must be such as to provide an integral solid dosage form that

.



15 conpound from solid dosage forns and the tendency of the conpound to
under go a Maillard reaction when contacted with excipients that contain
reduci ng wogarssL3cs3sgni fi cant realizati on of these conceras/useéo7onane an
adverse effect on the in vivo admnistration of eltronbopag ol amne. it
woul d be desirable to provide eltronbop olamne in solid oral 20
phar maceut imﬁptaaﬁéﬁg%te%wn&ﬁu%?dc %ﬁé?léf g@Sag% fre mpst ﬁ?sa PREST abl e

phar macoki netigaiiE @fsidifiion and disitfgraRbR SRIPertleAUG R W0l ide i Rek&d to
granul es a% sl%ili d 1Sra mﬁlh%nr rrellscleu%acal §ﬁ%sagee ?or r%soé}toklate contlaﬁ

el t r ombopagréflriimese. Rhatrabdeyticdly awolé¢ dordpmage withrlowisslubilitabhdor, thaui t abl y

the solid dosage formis a,capsule,.suitably these sol|d, dosage forns 25are
br oduced o4 NP EPRIMCBAEIED CSORIGRRY “ORMTRE PARNENT CERyeness 11 The
present si NRE5ARR hig Ala@sy JoidHoddpel 88 RFcS Mol phySical proftafidsament gl 30
dosage fornms conpriSing a therapeuticall effec%ll ve anount of eltronbopag
ol ami ne. Theflignge thd mapatiewoirtbe salislsdosegcfopnodés sorhulatoramisidalgnemiices and
solid oral (Prlrllars rm.l(:%ut {roc%{rtied%vsl%gtﬁefpr i3 arc. Seixgl 'e%L }nro%ggrqga c %%eaa{n. ne.

Anot her aspec% OF PR AL on® PEPat &3 gran Fes"ahd s o @ ot Al

phar maceut isaf, clRsages 4mardasy toSubetsalid Yodagdketns, suitably capsul es,
conprising eltronbopag &nine that are fornul ated using diluents that are
substanti al |y f ridsogbopaglenig rsesgats she {prmnelatol svithsWHIUeoBPHNERECR n t he

cl ai s {iyncl A - I and;that arc
subst anllto i aI#%%Pg%t%@%%%&%@%a@%ﬁaﬁﬁiﬁg? g?ulﬁ?éé%hlggr%ﬁ aIecre el n1 and in the
cl ai ms i ncldodese fdirh usmiitbislytahtalil ctasdtabtyeecapbule pwithl b dagirably phatahckistic h
granul es and solid .oral pharmaceutical dgsage fornms exhibit inproved

or oper t1 es PreGieHPATIGRES prepErtTidsCHe _gu CoBe? gw%? Wt ect i ve
treat ment . ARRLAG! (R3RREACIF hBbSmbAUANS i FSbiabIe kA bhipRcoahes
phar maceut i cal tablets I0conprising eltronbopag ol am ne, erein the film
coat cont aicestanted cotr cicragriththaneingdis a coordontiyg artaemdisséluteoetithnat i ng

nmet al proxi mat e equal, to or. | ess tha . 025 .parts of ound B. Such
bl et SoxreBITpUR P BLEe goSise forBenddih it s gugkes BUUHET £ Fo ensur o
safe and efNigihidRadtioRalHERHontabRAWIAY x@ERERS thaf cdnbiis rddav@BlL@is el ates to
granul es and solid oral 15pharmaceutical dosage forms conprising

el t r ombopagighifipimecalizationaefdh¢ssreandcaedilihavh an adedrbafdconhegamtioc] e si ze

range where .about 90% druy arti.cle size is in the range of 10 to 90
m crons. Suaéiﬁ]llﬁ)lg%iltéot%so%itﬁol%lﬁ%agr?%armolgee‘d properties. Such inproved properties
hel p to ensure dafeulid Rbk€té togotidealtf@itopafoRidigs inas@édioraf this

| nventign rpehlalgr;[laecseu‘;[ic(:)al %gs%lgg Ifoerfn gl? g cosrglniegciaolrsgallle with a desirable pharmacokinetic
profile.
The present invention is directed to granules and solid oral pharmaceutical
dosage forms that contain eltrombopag olamine, suitably the solid dosage form is a
tablet, suitably the solid dosage form is a capsule, suitably these solid dosage forms

25  are produced on a commercial scale.

SUMMARY OF THE INVENTION

The present invention relates to granules and solid oral pharmaceutical
30  dosage forms comprising a therapeutically effective amount of eltrombopag
olamine. The invention also relates to a process for making granules and solid oral

pharmaceutical dosage forms comprising eltrombopag olamine.
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20 pharnmaceutical dosage forns containing cltronbopag ol am nc conprising a
hi gh percentage of disintegrant, suitably an anmount equal to or greater

t han 4% ysochosiabd4et s exhi bit i nproved properties. Suchprcrmsesed7ynoperti es
help to ensure safe and effective treatnent. Another aspect of this
invention relates to a nethgﬂgﬁf treating 25thronbo€¥t?penia, whi ch net hod
conprises adni ni‘st¥hsTRgrechobthis By arionirglaise iyeppdredid Rlidwedlapeut i cal |y

ef fective : r i raj; utical -dosage form of
t he presenﬁﬂ?ﬁeﬁﬁﬁﬁ%%?a%%%? er’%@%@@?hgfgtﬁﬁgpgﬁ% nt?%%h$§+%@%s to a met hod
of agoni zi mitrerheophROlangioe ptadare fatmdhtedwsingdiloentpthias as sabhtamialy érceng to a

2 'Sorid o AFO B P EAE ARt oPfrupt e Pl BRI R Rnd "

Al so i nel udggd dffedRfhogue S8 Mnd tRMQRE é&@taﬁﬁﬁlﬂ%é’&%o&ﬁn&ﬁ&ﬁ@ﬁ&l@]@ﬁi@ﬁi ng

granul es or a solid orall pharmaceutical dosage form of the present

i nventi on wistuied hgreinand ac thievekaimg girebutice dileent GBR EF OESORI®TNGNOF THE
DRAW NGS Fi gure «. L.Figure | depict he dissoluytion.conparssaon of tablets
cont i ni ng THESoSBEbREHUE i BB A dshFufti it - BE G RR bR B st

cont ai ni ng #bpdraed Y irApdvad pRpehiet atlpae bhardsdigantl ¢etite trdfimkhgur e
-2Figure 2 depicts the effect of APl particle size on the dissol ution of

cl tronbopag fromMyeshey aspast et Gis inserpArelEos ESOReEI oM aopaceHECa ESET | ON
By the jper r@oﬁgﬁg%%}drﬂ@oﬂl@%ﬂﬂim@,%& 'g?ﬁedﬁﬂﬁ?&da@go ﬁ@h@ 'éoﬁﬂglagﬁél vatives

t hereof, as used Hereirn i's”nmeant ‘a ne or a metal contarning excipient,
sui tabl y a m¢thlspsrtanlypin aed@it of ovdrdinatimgmicalb hgirociaatdln gquahtest lass, thavhi ch

Lﬁiggngocongfgmyﬁgggyas 20 a %pehg%f co lL?x, in q% resefnc of
pa aHErRd Boush b Iqib ey A RIPYifeP RS cal ci um
copper, COtlﬁig}oyleH?rébertiiers%l FRANRE s4Tan FRAGANE R 21 NC By the term
reduci ng sugar s ‘used herein Is neant a sugar or sugar
Another aspect of this invention relates to granules and solid oral
15  pharmaceutical dosage forms comprising eltrombopag olamine that are formulated
with a defined drug particle size range where about 90% of drug particle size is in
the range of 10 to 90 microns. Such tablets exhibit improved properties. Such
improved properties help to ensure safe and effective treatment.
Another aspect of this invention relates to granules and solid oral
20  pharmaceutical dosage forms containing eltrombopag olamine comprising a high
percentage of disintegrant, suitably an amount equal to or greater than 4%. Such
tablets exhibit improved properties. Such improved properties help to ensure safe
and effective treatment.
Another aspect of this invention relates to a method of treating
25  thrombocytopenia, which method comprises administering to a subject in need
thereof a therapeutically effective amount of granules or a solid oral pharmaceutical
dosage form of the present invention.
Another aspect of this invention relates to a method of agonizing the TPO
receptor, which method comprises administering to a subject in need thereof a
30  therapeutically effective amount of granules or a solid oral pharmaceutical dosage

form of the present invention.



25cont ai ni ng exci pient, suitably a diluent, which reacts with el tronbopag
olamne to forma Millard product when adm xed together. Exanples of such
reduci ng wogaosz13s83s| ude: | actose, mnaltose, glucose, aralpcmaseocandsdiis uct ose.
The term Maillard reaction is well known in the art and is utilized herein
as 30to its standard neaa n Generally, the t g]M?lII rd. reactlon is used
herein to mean tA&0 Mehder imihsmrescigayetiog sy gsihodsal caatdmigistar®eein, in a
formul atio ratﬁﬂéstd}t%l 61id o?a{‘gh@rﬁla%utﬁg Udka ﬁﬁ‘&eoffﬂ% senwvgnﬁdﬁmﬂbopag

ol am ne that produces a pignent or pignents, suitably a brown pignent. The
pi gnment s arferth@fastivethgtaidngs. ei n as Mail | ard products. The production of
such Maillard products is an indication of chemcal instability. As used
herein, the term"inproved properties” and derivatives thereof,

5contengl ates several RIMPHPESCRIPTION ORAMBIKADANGS profile of the in
vivo rel ease of Conpound B froma ftornulation, surtably granules or a solid
oral pharnmaceuti cal dosage forn1 that utilizes an aspect of the present

|nvent| on en C rrpar atl 0 that oes v4s that aspect
of 1 he pre?‘é o e aitgu d Fpl R MY R BRo BndRER of Bbist donleffing 1

commer ci al eﬁt@@h@opagraddwnnhdtalvoaﬁmnﬂ@gaemwnn@uﬁmaméte cdxﬁ@m[ﬂgl elttﬂérabo@gmaat of the
invention being utilized. Exanples of inproved properties include:

i ncreased &%n'%P@bmqlﬁlﬁgldﬂlﬂ?ﬁ reduced formation of insoluble metal

conpl exgs, inproved chenical stability, a consistent pharnmacokinetic
profile and a consistent dissolution rate. As used herein, the
term "drug"Figure™ &t i @gum@rdegioanthe cfoc ocﬂe,\tﬁl\palttici/aeﬁze:kﬁl thh dissaiitiomefins
Conmpound B tro By the term"commercial scale" and
deri vat i vese?tf?fB]j’ rg)%’ggg‘?%aﬁ@? -ein is meant, preparation of a batch scale
greater than about 20 kg of granulation mx, suitably greater than 50 kg,
suitably greater than 75 kg or a batch size suitable to prepare at | east
about 50,000 tablets, suitably at |east 75,000 tablets, suitably at 20l east
100, 00Q .t abl ets. We t < herein and in

t he cl gisms are substmﬂgﬁ%;&égﬁn@ﬁﬁiﬁﬂiﬁ@& .Iﬁ\gnd/ or that are
substantially free of reducing sugars, it is contenplated that m nor
amounts, for exanple: about 5% or |ess, of the diluent conponent could
contain a coor dlﬁﬁathﬁﬁg’nﬁéloatdllaﬁﬁln@én@ﬁléf apé deasrdigatparedalsi g dergativer

%eggfl g_?ng[ﬁgreg a% %soeld |fleé. Sprﬁeant eItaIT%rl nv?arf rgtaim%exc LPlen u?t gld that very
i ncor por at efilueid, or inbal cbdtaiﬁimg tﬂﬂma@m mWehBD%1@d%ﬁﬁ§$an§IH(esﬁlbh ag t abl et
performance. The term "effective anmpunt” and derl vatives thereof, neans
that arfunt? delae auerley b theauesepee oirlirembenie alamineExpmples of uchhe

bi ol ogi cal gt edical response of a

aluminum, calcium, copper, cobalt, gold, iron, magnesium, manganese and

zinc.
By the term “reducing sugar” as used herein is meant a sugar or sugar
25  containing excipient, suitably a diluent, which reacts with eltrombopag olamine to
form a Maillard product when admixed together. Examples of such reducing sugars
include:
lactose, maltose, glucose, arabinose and fructose.
The term Maillard reaction is well known in the art and is utilized herein as
30  toits standard meaning. Generally, the term Maillard reaction is used herein to
mean the reaction of a reducing sugar, as defined herein, in a formulation, suitably

granules or solid dosage forms, with eltrombopag olamine that produces a pigment
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ti ssue, system animal or human that is being sought, for instance, by a
researcher or clinician. Furthernore, the term"therapeutically effective
anmount” meansosalys4anount whi ch, as conpared to a correspondise@7oadjiect who
has not received such amount, results in inproved treatnment, healing,

prevention, or anelior%}ion of a disease, .disorder, or side effect, or a
decrease i rPMPHENGILY SUGOIRAPENEEMBRE b The RigRens aregpicgied & BEPin 2¥he term al so

i ncl udes wiyyhigyd nﬁcrédé&é? pﬂl@ﬂm&%ﬁ%ﬁE&%tmma%@gl%&&%fs%nﬁﬂ&wﬁ#n of.

physi ol ogi cal functi on. used herein, the term”fornulation" and
deri vat i veshtimerabofstabuny.ess ot herwi se defined refers to granul es and/ or

solid oral pharnpceutical dosage.fornms of the ijnventi.on.that caontain

el tronbopag ol aﬁ%@edgﬁreflhglfettga?n 1%Qf9ﬁ?ﬂﬁl?rﬂpgﬁgsr i%_g%eﬂﬁ%w&éﬂ}e&%\% ves t her eof
as used sher@hfniptatd QiR ant acﬁv‘ahﬁ?és DI tRAIpRARMBEIIN AR IPro¥i IS oF BHel iRR IV reRAY MaNNer
of separate sequential adm nistration of granules and/or a solid oral

phar maceut id4jongwsagd8 fromm formulpiéon seitabht gianylemor osplidrdalpharmadesticact i ve

| ngr edi ent f5a ie&%{rﬁ he nl}tﬁi’z ska{]novgnI eétoof 1;[hree af‘t et Q0% PO(I:ly\;Jﬁ)eD ec%irna ar idntc laudi ng
chenntherapy-l% uce ?%ron%ocy%gpcnla dnd Done NErrow tra sﬁiaﬂtation and
ot her condifoiromation thbt diepheswitkc phatsicet ofthe grisértdiventios, shbitdy md ur t her
active ingredient or ingredients, as used herein, includes any conpound or
t her apeut i doEg&AEois@Riuced o a commegapdaale r adadillaavadersadsgenphoperti es

when adg nilﬁa}t?d’u?aq a%é)etcpofrﬁglitfven@oﬁr b&th M fiRSddC 'Exgﬁlgfeﬁ ro?mlﬁ;{irgv.&{ Ptropgtﬁes .
adm ni stration 1s t sinultaneous, e conmpounds are mnistered in a
cl ose ti ne ipclodd: imdryastdomhblvacdilability, Fradiceé foraragion of indoleblenottalmat ter i f the

conpounds are adm nistered in the 20 sanme dosage form. c.g. e conpound
may be adnmi® %ﬁ%dmpaﬁiegghwwa@&abahm ﬁé?nse%%%ﬁﬂawﬁa%}n% biaiernder ed

orally. consi¥A ML RRh r@tcf Urt her active ingredient or ingredients for
use in conbination with the presently invented formul ati ons include but are

not limted to: Ahewdpreirecthd teem Gdrugy et Gptiot eprédientagehdsivetieds as G CSF,
BB1001Q .(C.enons et 2RKkal . reast. Cancer Res. Treatnent 1999, 57, 127),
omi Fostione RPNy I RanRRHERS B CIuPTIOoRHE TRRICOp: i on | n Hemmt . 2000, 7,
255-60), SCF, | IBylihe tdfePbmnhdrcikt @1 andd S vESRUAOO RS BbcBhorein B €M Cel | s,
1999, 17, 100-6), TNF-a, TG--b, M P-la (Egger et al., Bone Marrow Transpl.

1998, 22 ( Suppht, prparagan g6y batalscade grertenbhesbrw S0ikgmhgranubgionsnikavi ng
anti - apopt Otsﬁigafbl Sgr%\a’t'e"éﬂan% tk%rsou'it'aﬁl%r ‘%‘éa{té’r‘%h&”ﬁé”ﬁr bl 8B ABY s LillfI LG M
an dye ; gd se er% gf"ers %O

"granul es" ivatives ereo Su 'n"re ormul at ed

particl es thapataiidakssboat $0,0000@pRE, Qliabiyng lcadi 710U ablehatuiabl at
substantially free of coordinating netals and/or that are substantially
free of20r edl@nPO09§4rictsand suitably al so binders and/or |ubricants and/ or

di si nt egrants SLWﬂerf ﬁ%&ca{iﬁ%ﬂﬂﬁ{h@d@lhgﬁs Ar%se Pétrefhbeln% ih e éf&iHsia at on In
preparing solid oral pharnmaceutical dosage torns. It Is also possible to
adm ni st er tlistatiaiyfres ofledoedinhtyng metalssambljoe dtat ane snbeahtialigfeofofas a

medi canment . wever, it is antici 4%¢d that the q;anule are ﬂﬁ;t
Sappr opr i ai SIUPCHEEFEd! S FORREPGH SHERHRIEA SBPUL I P EOBIEIe REF ALt | cal
dosage f or Mies@%f the diluent component could contain a coordinating metal or metals and/or a
25 reducing sugar or reducing sugars. In this aspect of the invention, it is believed that
very minor amounts of coordinating metals and/or reducing sugars can be
incorporated into the diluent component without adversely effecting tablet
performance.
The term “cffective amount” and derivatives thereof, means that amount of a
30  drugor active ingredient that will elicit the biological or medical response of a
tissue, system, animal or human that is being sought, for instance, by a researcher or

clinician. Furthermore, the term “therapeutically effective amount” means any
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i ndi cat ed above. By the term"solid oral pharmaceutical dosage fornt
and "solid dosage form' and derivatives thereof, as used herein refers to a
final phavomoeuBssxal preparation that conprises cltronbepagseéoanvsyes such
tabl ets, capsules, pellets, 10l ozenges and powders (i ncluding coated

versions of any of such preparations) that are su'@)ﬁbl e for. in vivo

admi ni st r at3yRnt which, asgamnafid fo 2 qgEeoRqinEsY biSHIV RO FesrivER asPaceut i cal
dosage for ng, R -B&1R5E dAVERhERM GARRJrSRnbbh, R TRRREGHBH BFh Ne, a

di luent (also krnown as féﬁ}f)\ér or bul ki ngﬂg’ ent )n and sui tabl y al so a binder
and/ or a | ubsdasadisorted/cwsida cfficst, nt @decacrse il BThas of sdkianbederit of o descaset wi | |
recogni ze that a,given nmateri.al r.ovi de one or e.functions in the
tabl et for fCkeTdsm, ThF (RO PrEdsay ED 4 SFrciepdni IR LRI PR & pri mary
function. Thempessedlawes ipftigh! uent, binder, lubricant and disintegrant
provided herein and in the clains are by weight of the tablet. Diluents
provi de bul k, foks exdipted, thnteon dermutationk end ¢reivetibisdhergofppaless cal 20si ze
for processing. -Dildents.nay alsq ajd, pracessin far ex | e, ~ by providing
o bved: pRyATiR SHERLEATRL BulfleBb Yy RORAE B el iy IR G sl o

har dness. Bdceauinecfontthe cosladt élvempopigdilammiecent age of diluent and the
amount of direct_ contact between the diluent and the active conpound in the
typi cal phar nmacdd theddmt sormdnpisrngt #d dostvatiwestth@polop usebhdpindent with t he
active (o i Lcular r f .Fxanpl es of
i 1 uent sapiapp iy SimERbL Aol R RRATERY bhA HEHE Shtlepeidts *an

wat er - i nsoladnirisfratidnerfgramilsslandsr aabled ol pleespbaitieal(dsape, foth ofitiek tri  basi c,
hydrat ed or anhydrous), 8al ciumsul fate, cal cium carbonate ma(t;nesi um
carbonat e, WESPT #Yisinapd GPRberFynmgERdiss of gtediats. KR ioe (e. g.

m crocryst %ﬂo'nﬂ%cft%bérHL,Q_ﬁéludiHQW&ﬁ&ﬂer‘éﬁﬁr-‘iﬂ&u@é@ﬁhmrﬁﬁ&%?d hiaNihdgdnst ar ch,
starch, 30lactitol, mannitol, “sorbitol,” maltodextrin, powdered sugar,

conpr essi blmearsag &rpspsantatosend dext cosktiomnwith dasessal plafthe pdiduggort. sThchat  do

not contain_ coor i natin rreé.al s and diluents Fat. are non-reduci ng,sugars
arc sui Eabl gt BB“rtB/an%? lFleteor&‘Eﬁr?‘g‘ﬁ?ts’i ar?\}lé?f{ BH" @ﬁll’gsso‘l“ty C@ﬁﬂ?&ﬂ?s for
use in thi ritRieitutie Agdn kKheWe tdbChCdfondtrdtbdsdvaftabsthR peopchRYIETad

cel lul ose, pregelatinized starch, starch, lactitol, mannitol, sorbitol, and
mal t odext r iadmivsistadtvaith EPQidrgefiQ@ mimetiq direteastdy ufihsladsphstrationgs got, di  and
tri basic, hydrated ar anhvdrous cal-ci um. sul f | Gl um car bonat e,
5magnesi umsérélr%ﬁ%lﬁa Séfal &6 pl%hm Saar{%i ag%ﬁlésﬁergml%%cggé gﬁﬁ&gor%@gylt%g%cose. In one

enbodi ment @ler! Farthsramentit doty aot matier if e codmpoends arSadivinaesedinahe one or both
of Mannitol and mcrocrystalline cellulose. The granules and solid oral
phar maclut iSRBE d@éaﬁé@mp,cﬁr wngpomﬁ@tﬁrr@%bﬁ administered topically and another

compound may be administered orally.
Examples of a further active ingredient or ingredients for use in combination
with the presently invented formulations include but are not limited to:

chemoprotective or myeloprotective agents such as G-CSF, BB10010 (Clemons et

25  al., Breast Cancer Res. Treatment, 1999, 57, 127), amifostine (Ethyol) (Fetscher et
al., Current Opinion in Hemat., 2000, 7, 255-60), SCF, IL-11, MCP-4, IL-1-beta,
AcSDKP (Gaudron et al., Stem Cells, 1999, 17, 100-6), TNF-a, TGF-b, MIP-1a
(Egger et al., Bone Marrow Transpl., 1998, 22 (Suppl. 2), 34-35), and other

molecules identified as having anti-apoptotic, survival or proliferative properties.
30 By the term “granules” and derivatives thereof, as used herein refers to
formulated particles that comprise eltrombopag olamine, diluents that are

substantially free of coordinating metals and/or that are substantially free of
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invention typically conprise from about 25%to about 89% of one or nore
diluents. 10 One aspect of the present invention conprises granules wherein
t he granuweoerBedser mul at ed using a diluent or dil uentsprChatS2@r7m74918
substantially free of coordinating netals and/or that are substantially

free of redu g sugars. One aspect of the present tion conprises
solid oral rsqi}éﬁ%walfsr and s ela@@%wﬁ% quré}ﬂ?rlctaﬁe aea%i‘fﬁlsaﬁ%%{ SPehns are
fornul at ed 5iRg %@l’tlgl'eé Henbitie fordkiliY&HnSin Fb?:_tarlﬁg §ol§d~'(lﬂ~§f Yice]flr ee of
coordi nating netals and/or that are subst ialTy free of ucli ng sugars.
One aspect dobageferms.els erdlsd poseibtd tordoomper the grapuéns nae el iocaaiubjeabinet s,

wh in the tabhl t f t.ed [ di | ts that
Substanti arioy HHETaF » BGRBIRAL o Metar s saheped bl Bl R ol |y

free of sr e%ﬁf@%a&%@@tﬁl&ed?@%%@}ﬁpﬁﬁh di’%ol‘id‘@ra%%ﬂ&eu‘tl@éfl%% YofRIRY | ses
pharmaceuti cal capsul es, wherein the capsules are fornul ated using a

di |l uent or iadicafedelovehat are substanti al | y free of coordinating netals

and/ or that are su stantia e of red BUGArs, « Bi nders i npart
cohesi ve pr opertllie@et%m} hsglldéwéi@r elglaﬁ%ftlecral qsa 6\Exon% Ia%% ooflld doﬁ%eeﬁrs sui tabl e
for use in fohe” m&@@ﬁhuvmwbmom h9ed hueber re$ér§tc£zhﬁﬁﬁ pharmfpastil

25pregel ati ni zed, mnuci | age) 6gél atin, sugars gagql sucrose, lgI ucose,

dext r ose, rﬁyméfst&l thfl‘téc‘@m?@ées NpOReS q&%minﬁoﬂuch B capsples, pellets

pol ynetacr ic acids
and sal Itas t rg@%mﬂ%h&&?é o |ung9#a3ﬁl\;egsé gum ?rogsgccgpq%ﬁdlrﬁ 1 s%la?mss
extract, pamnywsuitaglenfor ghnatd bdginigtrago@r gum zci n), ceI | ul ose derivatives

[ such as carboxy | cellulose and salts thereof, neth ul ose (M),
30 hydr oxypr opyl %{3%( fhegan Sdlees?lwbﬂre;p Wﬁ??}‘)’(‘ﬁﬂrd&ﬁ %@Wﬁ%ge (HPO),
hydroxyeth res(éﬁ{ 1'11%191%‘1:"1 c()hjggse @l%nﬁ)toﬁé@r olﬁﬁlllﬂeuhgﬁﬁetﬁ %&fgc;l-known as filler or

pol yvi nyl pyrrol i done, l'arch abogal act an, pol yet hyl ene gl ycol,
waxes, vvat éwjking @@m@)l andragnabb'ledmealblud@rrmdﬁos allubrwaet; angiot ab?esmt@gnaneS I n one

enbodi es entlon t he bi nder cQ

pol yvi 191 pyiost PABRL R oy it Eekoafie b efien senta! Sy e eions o more

phar maceut i faRdtiohe e tEtTrmRllatidie aRRASAMhe MaANEAL is @8yl lyRh&adddfoE @NMPr i se up
to about 8% bi nder. The formul ations sui tabl(gﬁSconprl seé up to about 5%

suitably up)rtr@armﬁ@mwe%Fb@b nereentages of dilpgnbrhineast lybagaat grchdisiatdgganised t o

enhance prgo%8V18e4‘§er aﬁld?ﬁ‘%%%alms f’ wggﬂtof%'h%%le?” of the formulation
mat eri al ur|n ceinterparticle friction, inprove

rate of flow of mlme:nfsqfrmhabumnforeﬂ%ple assd&tio ajake thcanblef a praetidadr mul ati ons
fromthe manuf act uring e(i?l pment. Exanples of lubricants 10suitable for use
in the28r esSé?ﬁt fof pipesisingn Lhentsdeay alsg ad peacessing &ar examgle, byagvidingm

stearate,  SabENELGAN ekl 6P oM Bl Bl OShER AL Alnadkear | o aci d

hydr ogenat e vege glycery ate 1 yet ene glycol
et hyl ene oB@eumajfyMemt@eLygngh @%Wﬁ)lueﬂtlaqduﬂ(b qmmmibf dilrecso(ﬁhtaxm | auryl
sodi um o| eat e, di um st eﬂr fumar at e,

sul f at e, gne5| u fate,
DL-1 euci ne, o Wiepndf pinlend %@P@&C%@{O@ng In tE ST RITEEPHERD i oxi de,
col | oi dal Sfbhhﬁ:lﬁmorpl’ﬁeoiﬂ?e%&oﬁ btﬂfé%m@ﬁt%hy%%e@e &%Bdﬁﬂh% df @y natc) .
In one enbodi ment of the present invention, the |ubricant conprises
magnesi2dm sooegrat@the formulator. Examples of diluents suitable for general use include:

water-soluble fillers and water-insoluble fillers, such as calcium phosphate (e.g., di

and tri basic, hydrated or anhydrous), calcium sulfate, calcium carbonate,

magnesium carbonate, kaolin, spray dried or anhydrous lactose, cellulose (e.g.,

microcrystalline cellulose, powdered cellulose), pregelatinized starch, starch,

30 lactitol, mannitol, sorbitol, maltodextrin, powdered sugar, compressible sugar,
sucrose, dextrose, and inositol. The diluents that do not contain coordinating metals

and diluents that are non-reducing sugars are suitable for tablets of the current
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The granul es and solid oral pharnmaceutical dosage fornms of the present
invention typically conprise up to about 2% ubricant. The fornul ati ons

sui tabl y wWOcossp3s®ie up to about 1.5% suitably up to abeatr/uk2edobmigant .
Disintegrants are enployed to facilitate breakup or disintegration of the
formul ation after gdm’ ni a,tratifgn. Exanpl es of disintegrants suitable for
use in the Prdignt Spijhdn dilusnts foe pesda this ineptey inclide mjfresstallgigns |

crossl i ”ke%eﬁﬁl'owﬁb&zdel%ﬂ‘éeﬁlh&[ gf‘e%gﬁﬁﬁi_z@(g&g}cﬁ; st Na@RolC Rafnifdiar ch, potato
starch, pregelatinized starch, 25modified corn starch, croscarnell ose

sodi um cr cspotol.dodenaledelitum Shnawithladilveotsanr@udevadégumphvsphatet(byl, dcel | ul ose,
m crocrystal l,ine cellul os cel | ul ase, .nodi fied cellul gse gum (e.g.,

ne Do Bpas nydrRefen SR SR ERr oM pE- sfumafiiaR Sponge. cat i on
exchange refidhesiulQArkhaRaRARINT B8 Pray ridl or aRRYHBES labtoROt MU , al ginic
acid and al gi nates, guar gum citrus pul p, 30carboxynet hyl cel | ul ose and
sal ts t her enfboginaent 8% thequiesgm insientipn, digidilaent is parapressd ahwrd ertiotued si | i cat e,
hydr ous al LMlénnl{O a§1i(li cal e st§1%9i lcjgﬂu%s%ar bonate in adm xture wth an

aci dul ant sUGHIRS BEMAPTSEING IR ric acid. In one enbodiment of the

present inventi Orhe drivtulel SidbegbANphirfas@dicklndsh@y Hmgbytelpadsent The
granul es and solid oral pharnaceutical dosage forns of the present

i nventi on tipnsian typiedhsompaisa Foayabent 25% dnplou 837 apbere ormgrgiddpertegr ant .
The 5fqpnul ati o I j 9 9 Ltably
from aggut 7%t orﬁ 1396‘?/%é h%@%#@éﬁéﬁ% { ﬁ@eﬁt{oﬂ%ﬁgﬂééﬁ %6r gﬁ %?Sa‘?ﬂéggglrtﬁrgé%aﬂé%al
dosage f or mee faamhutaadal ysingadblidicnt osdiiltcats|tyat aapsibsastialbf fréde goorieingi nvent i on
will typically be sized up to 1. gram ¢.g.,. fromabout 0.01 gramto about
0.8 gram 'Fﬂ%% a%/;fé‘%i‘)@é@@@%ﬁﬁ%?ﬁeﬁﬁf?giPF‘?géB%?ﬁi se 10 from about 5 ng to
about 900 ng of @hé&g@&%@ﬁ&g@&&mmerﬂ%a& 98, ot Bral R fhict ARl:P

enbodi nents, the solid dosa fornms conprise from abo to about 200 ngy
el t r onbopagloségerfiorros fveemgin, the solahd@bgaforme 0red0tmuigted wsiage dilwemjor Tabl et

formul at.i ons, of the inventio ave a variety of, s es, including

i aondS. modesdE asoUPa e TR ST aal B s SR g ey opt Lonal 1y
have a til tsybdtante®R! RS reducing Kigarghoi ce of particul ar types and anmounts of
exci pients, and tabletting technique enpl oyed depends on the further

properties of el@ruispepadths papicneinspriionCORPriescPviaatostical taplets,

conpressi bility. f] il rficle siz c ipilit and density.
T tabi et bty SPBR A e BRATAY 318 bRl e HonBRB

i ncl udi ng dideasflcocAMRIiag sictdls atl/yr thitame hiitistadtiallyf fred off doeekigy aupatsat i on, and
wet granul ation, and the type of excipients used will vary accordingly. It
has beefl found tPrfaspest of flieriuesent BreTtonsAMPrise RirpacsyticsprRSUSr  provi di ng

hi gh strengfi..h oy %?s O%ﬁﬂ%% 1204 ﬁ§iﬁ% G AMRE: gt—) ggltléngéotﬁgﬁ'; AE E%SE&QQU% A

concentrations of eltr opag ol am ne {e.qg., or no
scal e sui t dbdesffcoordbmnme neitds agl/adbat arosubsGutidlabfrec st dgrianulgatsed t abl et s

of the Tnvent: o corpr o5, T es, <o 39, o Lienbopgoolanns, and one
m xed wi th @gdid §0RBle tHi §de8h thdPrBLSE invEhiRInthagi@RtardN@/Orpaktebri cant to form
2 25  pregelatinized, mucilage), gelatin, sugars (e.g., sucrose, glucose, dextrose, molasses,

lactose, dextrin, xylitol, sorbitol), polymethacrylates, natural and synthetic gums

(e.g., acacia, alginic acids and salts thereof such as sodium alginate, gum tragacanth,

Irish moss extract, panwar gum, ghatti gum, guar gum, zein), cellulose derivatives

[such as carboxymethyl cellulose and salts thereof, methyl cellulose (MC),

30  hydroxypropyl methyl cellulose (HPMC), hydroxypropyl cellulose (HPC),
hydroxyethyl cellulose (HEC) and ethyl cellulose (EC)], polyvinylpyrrolidone,

Veegum, larch arabogalactan, polyethylene glycol, waxes, water, alcohol,

-9.-



30conpression mxture that is conpressed to formtablets. I ncluded in
the present invention are pharmaceutical conpositions in tablet form

sui t abl y woeparlas4en a conmercial scale, that conprise ectrruseiwopagiol am ne,
wherein the tablet is nade by a wet granul ati on process using a diluent or
diluents that are s bstanti,[e,llly frge of, cogrdi natjn rretaflé and/or that are
subst ant i alP3EICPIEE BFMPEHLY 1??@‘33?‘1‘}6 prfonifgss dn pRe FRIBRHMERt AH C Preedént

i nventi on gp &Sk thP BRIIFRGEMHsE@bolG o Hblighs gt contain a filmcoat,
wherein the ﬁ: | m coat cont al r%rsS n Ogggg&gi ne{tﬁﬁ%g( rre:)al s, or only an anount
of coordi nati ng Hetghndgpmdxsbhdvel phaquatuticel dosage®sms hbthe@rd2et parts of
Conpound B.. . AL.so included in.th resent .1 nyention arc ar maceuti cal
compos ¢ i orEVEHaR T SETER PBIHISAG: 1 St T RAGRorRe BB et 1 < nade
by a wets grmpridé LPR PRESHS suifiblyt @PloYabel B, GRMIEr Ci al scale, using a
diluent or diluents that are 10 substantially free of coordinating netals
and/ or that are Isibysertpaicagengraily @seddgp enkange ipragessiiga ey, cxamglcasoRieva@0% of t he
el tronbopa | am n rticles have article size greater than 10 m cron
but Tess t HATCH! f tbF Gorimaion miifel % RRhufaERinR oqfipsFedhes nvent i on are
phar maceut iig@lpag@dt® &sdtioh OigréVatatcCaI W s€the férirudidpaghdddrairiinesjcotidgr ei n t he
tablet is made by a wetsogranul ation 15process, suitably on a commerci al
scal e, usi i the PrmplsHensoironithemanufagtiape aqupaes Examples of lubrisanty

coor di nati ng: g r t: ubsianthal of , Led4ghNg sugars,
and abggt ng'b%g%{e @%@gggﬂh?cgﬁ%g%a% cl)]l(ﬁgﬁﬁ ne (%aﬁa{l?g{eé%aftﬁggg"%m gl’tl cle size

gr eat er t haitcatfle, raakeion stoaitatd, ems stchae, @ﬁ)l.rrﬁiotsteamte)sslfeetrﬁbicjd, ydaparatddhan 20

m cron but |ess, than 50 m.cron. 20Als ncl uded in. the esent invention
are phar TacEgeARIg IR IoheBsriats: wab SdutRar e é0g|e%1%ym@5 POMARSTHe, wherein

the tablet g wBdeROYy AXUH! l_i@g@gh&'aﬁﬁﬂ, %‘diﬁﬁl%ﬁézﬁsulﬁ%@,hﬁ%#é’shﬁﬂ lﬁlrgl]?mr cial

scale, using a diluent or "difuents that are substantially free

coor di nat i rylfatet sldsunantbaey sadnah seacyl SubsbwnDiLaklging, red sidita deuativayg sugar s,
and abqut 50% of . t. .t r opbopa |l.ami ne particl.es,.have S5particle size
o eat en ot hat & Sl e e Seel Bale ey e e T iaR G By EaRE t han &

m cron but so@R$n §ilculdRinicd." RBibne embodirhéht @R the§¥ERRA iiB&tiof tht MgbrRiags ent
invention, the tablets of the present invention conprise: 30(i)from about

2%t 0 aboutcosBY¥ised magebwpbyicaalri ne; (ii)from about 25%to about 89% of
S tobrs i 20 RR IR g PO e Syioht dhgProhls BPRN L& O! NeT
y up to abo 9 suitably tp to abou
invention typically comprise up to about 2% lubricant. The formulations suitably
20  comprise up to about 1.5%, suitably up to about 1% lubricant.

Disintegrants are employed to facilitate breakup or disintegration of the
formulation after administration. Examples of disintegrants suitable for use in the
present invention include: starches, celluloses, gums, crosslinked polymers, and
effervescent agents, such as corn starch, potato starch, pregelatinized starch,

25 modified corn starch, croscarmellose sodium, crospovidone, sodium starch
glycolate, Veegum HV, methyl cellulose, microcrystalline cellulose, cellulose,
modified cellulose gum (e.g., Ac-Di-Sol R), agar, bentonite, montmorillonite clay,
natural sponge, cation exchange resins, ion exchange resins (e.g., polyacrin
potassium), alginic acid and alginates, guar gum, citrus pulp,

30 carboxymethylcellulose and salts thereof such as sodium lauryl sulfate, magnesium

aluminum silicate, hydrous aluminum silicate, sodium bicarbonate in admixture
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(iv) up to about 2% | ubricant, suitably up to about 1.5% suitably up to
about 1% and 5(v)from 4% to about 12%disintegrant, suitably 6% to 10%
sui t abl y woanms/3ss46 9% Suitabl e wet granul ated tabl et spPcomseesm749y wei ght
of the tablet, from about 10%to about 95% of eltronbopag ol am ne active

i ntragranul es and fyom about 5% t o about, 90% of er nal . exci pi ents;
wher ei n theWé'ihtWts{vgaa@ %a%tﬁ“éaﬂa&ﬂ%%t@mﬂda Paﬂ%%‘g %&%w f4BS by wei ght

of the intr@&rs@rﬁ%&e%tmmflé @i M{n_l@s@dmn%%tg)%‘i@tsltronbopag ol am nc;

(ii) fromabout 10%to about 96% dil uent i1i7)” from about 2% to about 5%
bi nder; and (i v)Tltepgramxh@sl dnyl sbhd nrad pharmaahvgt] diagh ©irms efthamprgsedts5and wher ei n
t he external exc

th | et 0%t
bout roos dn SRR MRS BRERsAEE Hrot IRt Qubht 255 Sstitsatit) ThE om abour
0.25%1tg a%%ul&tl(%@%ﬂtéﬂ:h% c6@Pptisc & abbiiti 6% td Qd@ufl%%os@tlagl&tfr&n@%out

disintegrant. 20 In the foregoing enmbodinents, the diluent is suitably a
conbi nat i or/%to %rdismf@graahd m crocryst all'ine ceI I uI ose, the non-reducing

sugar is suitabl I suita vin rol i done, the
| ubricant is suﬂ?habﬁoy a? 1elasl u 619 eg(f?oas?%ef 8’Stuh ?%léé%’éblr abﬁ is suitably

sodi um st ardabs@ésy6£>ﬂhatpeeselﬁun¢z@laby will BgpiBiyricrsa@d apud € grdrh| €., fréma m xture
of mannitol and mcrocrystalline cellul ose and the external flller IS
i crocr yst AP0k arapytogdeut 0.8 gram.| ‘Fhesg solihrsdeerionms fpi¢aly conmrisnt

cont  conposiTaro R Sl B B P R A BT e
present i nwaitihle nmbodmm’en&;etha sbiid dedage Ifomg comprise from about 5 to about 200
mg eltrombopag olamine (e.g., in an about 100-800 mg dosage form). Tablet
formulations of the invention may have a variety of shapes, including diamond,
modified capsule, modified oval, and hexagonal, and may optionally have a tilt.
15

Tablets

The choice of particular types and amounts of excipients, and tabletting
technique employed depends on the further properties of eltrombopag olamine and
20  the excipients, ¢.g., compressibility, flowability, particle size, compatibility, and
density. The tablets may be prepared according to methods known in the art,
including direct compression, dry granulation, fluid bed granulation, and wet
granulation, and the type of excipients used will vary accordingly. It has been found
that wet granulation is particularly suitable for providing high strength, low
25  breakage tablets comprising relatively high concentrations of eltrombopag olamine
(e.g., about 40 % or more), on a scale suitable for commercial production. Suitable
wet granulated tablets of the invention comprise granules comprising eltrombopag
olamine and one or more of fillers, binders and disintegrants, wherein the granules
are mixed with additional filler, binder, disintegrant and/or lubricant to form a
30  compression mixture that is compressed to form tablets.
Included in the present invention are pharmaceutical compositions in tablet

form, suitably prepared on a commercial scale, that comprise eltrombopag olamine,
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30 polymer, water as a vehicle, and optionally one or nore adjuvants such
as are known in the filmcoating art. Wen the filmcoat contains a

coor di natwogoosei3es43 as used herein, the anmobunt of coor @cmatseevgomsial i s
approximately equal to or less than 0.025 parts of Conpound B. The
filmform ng pol. r is selected to form.coatings wth pechanj.cal
properties (RUET F’Lﬁéﬁhﬁwg& 3% A G ERnY le&mePﬁw)ngsﬂﬁl@mf Behet

per f or mance ypf QUL LGRS fres ¥E Rodtira R Rcl-2M & 9hR¥rd Qﬁsﬂaﬁﬁeﬁﬁ{j@& ose
environment (e.g., dissolfution profile in gastrointestinal fldids), and/or
use (e.g. sodducingmugirs.cdssotingludddaaripd presant invanticidre sfigh phafroagruhcplpol yner s
i ncl ude cel | ul osi.c ners. (e.g. el]ulo hers such as HPMC, HPC, MC,
eC HeG, B mBguiu R attortistt il bl whitrREe FLAFREHEMPP cel I ul ose and
the like); I@@ér}diﬁaﬂﬂ% Rt b ORI an Z&iotnt @H%oﬂ(ﬁﬁé%ﬁ]g'm&almﬁkmh&eﬂy%qgal, _

met hacrylic acid/ me hacrgllc acid ester copolyners such as nethacrylic

aci ai met hy| teehlassrthim 822 ppdd gfrkegrapaad B-he |ike). Cellul osic polynmers are
preferred in the S I i . e i | ul gsi hers.and nore
Capect ai 'y rene TR PSR SRS a3t R her
aqueous or Qb@pNicCeltOmYee diasdd, $hdrdin thamblt isafakdisa desgengdatois. However,
the polyners 15 may be provided in dry form alone or in a powdery m xture
with other EEWpBnEHtESl@ yoommesiasedldiuse ahigrarordbiuertaihaf arenhi ch is made
nto a ol uLhiRfahnF hEPEF Sopnhing AEh38h/P-AAT KM kR agueous
vehi cl e. e aqueous film coat conposition turther-conprises water as
a vehi cl e f exducing sogdrerand abpurddht of tht oltfoadiophg akenitidyedrticldehawary to t he

tabl et surface. The vehicle may opti.onall urther conprise one or nore
wat er sol ubPESE %r&reﬁteré!*a? ,%) 511%8‘?15}1%16%5&.“@‘{ ?5 Fe$"A%nol , i sopr opanol ,

propanol) and keiRA&RIRd%h thedr&ERNBYentibl@rSHlarineduRtilicBAPoGiabnSBheCt
appropriate vehicle conponents to provide good interaction between the
filmforn ngopptiyemnairomhapaghdaniehi whacindherblet & ryadedbyf 4 Wot grogetian es. 1 n
general,,. polyner - .vehicle interaction is desjgned to vield maxi num pol yner
I5cha; riSext BYSEOn S St et PRI D e S e ile s Bilefe ctrength
and thus neghnintially Re®BEEIdr@ifiatin ¥et@RHEROE fa$ a@%ﬁbs’lbrﬁﬁll?@fe@‘é‘fed to provide
good deposition of the flln}fornlqﬁ pol ymer onto the tablet surface, such
that a coheraheingmugasitadahoutfiolnel the gktonthppeg olpmencapprBdashdviclam coat i ng

conposition_pay, opti I | . j nt jon the
art, such aQQ%¥§§£%E§§§%§¥m§o o#%ﬁ?g?ﬂggﬁg%ﬁ?q?%%§€Q%§%%X§§?§Q$¥?%$%orn1ng
pol yners, fhawoaibdslessthah 86haabs. (e.g., to assist spreading), maltodextrin,
and pohédextrose. , Plasticizers provide flexibility to the film

whi ch Ay r educerlpp Meluded dkthspressat INHPHGD STaRivERREsHIEY cop@osiEpnsehat Syt abl e

plastici zer soblile AEOR0GIAN0ARNE, InOMABIIRR RI4ORMPAL! Rublibiotdt th the
filmform ng pol yner an §u I ci ent permanence such "t hat e coating
properties areegenetadly gh stabhercidbxeaiplwmgafdibunt allilactiptlasticci zer s i ncl ude

glycerin, PLORYIEATy Fe SPtoor Ry mita R0 aM Y2 sbitfhtial T HEGH 2"
reducing sugars, and about 50% of the eltrombopag olamine particles have a
25 particle size greater than 5 micron but less than 50 micron, suitably greater than 5

micron but less than 20 micron.

In one embodiment of the present invention, the tablets of the present
invention comprise:
30 (1) from about 2% to about 65% eltrombopag olamine;
(i1) from about 25% to about 89% of diluent;
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wei ght from 200 to 20, 000, including Union Carbide' s PEG 400, 4000, 6000,
8000, and 20,000), glycerin triacetate (aka triacetin), acctylated

nonogl ycewode)s/sss43at e esters (e.g., triethyl citrate, acetuskooznreuhyl
citrate, tributyl citrate, acetyl tributyl citrate), phthalate esters
(e.g., diethyl phthalate), m al _oil. and hydrogepated 10gl ucose syrup. In
one enbodi ment dft heuPﬁPé‘E%‘Htg% b pblY myopﬂbggﬁ‘%i SO dnAGeH 11 om

pol yet hyl ene gl ycol s,gotriacctin, propylene glycol, glycerin, and m xtures

t hereof . The aqueous film coat composition suitably conprises one or nore
colorants. In additi o tbebeutl2dnhbibngamssthieblycipetp pbait, 1. 3% esutteblyrugpric provi des
pr oduct 15identificat%onf(;Mitable colorants include those approved and
certified by the FDAZPHC}Gudy FDRC and D&C approved dyes, |akes, and

pi grent s, and tiani urdekoxiodPou 0¥ datledral suifaBlyfddk €9l sig@Bkal NS no
coordi nating netals, or only an anount of coordinating netal approxinmtely
equal to or |ess thardt@n@2siofdrts of Compound B. 20Suitably, the col orant

comri ses_one ors LR s L I ARG BRHEE 1S AT YIS AL IRE RS St g O

red iron oxides, re ron<oxi des, yél yes and

| akes, titaoioumm stioaxdsie of aldnibdgh@olafatdiciiee ift@raxRIphe frobhuboaob%r ant may
be selected to proyide a |light beige shade, for exanple consjsting
essent i al | o 8PouP0reef xtaplexrigients: sdcrpethe ghemghoppg @lanireacty yell ow i ron

oxi de, jyel Iiﬁ%{/xﬁgg_t & cd {Sg,rbyy\%ig@\g)ﬁgg{&rag%gulgg: titani um di oxi de.

Al ternative e colorant “ma ect to provide a pink shade (e.qg.
consi sting esseni) al IfyorohbdutR&htourbodi &80 dlrommepagdlanting) oxi de, red dye

and/or red lake),;. a |ight gr shade .., _consisting essentially of
yel l ow i ron oxi d&) yéh%%ﬁpgﬁgsgﬁﬁﬁgPUV%ﬁ?g@P@%ke, i ndi go carnine, and
titani um di oxi dgjijy a fd@lboRhYetoSIRAeS%Bither; n@NSi Sting essentially of

titani um di oxi de 30and indigo carmne); or an orange shade (e.g.,
consi sting of edsant iaptibyalbf fromt0&ntomhod 4hiddentag@nsunset yel low). The

above ntioned colgrants that. contain a coordinatin al are acceptable
2t e dvel SRR AN e darinfteDrhsls DRk ATBERS of Compound B
I n suitabl e altegpnatifysn eMPRULEBRIM®B, diltkéhtagqueous filmcoating conposition
for use in the current invention conprises: 5(i)a cellulosic filmformng

pol yner; and (ii(Jia plfsesnipboutdr25% to about Ty swatsbly, fremehowdddsta dloms f urt her

conprise a colorant. sitjons may optionally further conprise one
or nore additional adﬁ%@gﬁﬁgﬂgﬁ%ﬁ&%s a detackifier, flow aid, surfactant,

and secondary filiiy f dksth A%, @AbYHETNY disintegrant
20

In the foregoing embodiments, the diluent is suitably a combination of
mannitol and microcrystalline cellulose, the non-reducing sugar is suitably mannitol,
the binder is suitably polyvinylpyrolidone, the lubricant is suitably magnesium
stearate, and the disintegrant is suitably sodium starch glycolate. Suitably, the

25  intragranule filler is a mixture of mannitol and microcrystalline cellulose and the
external filler is microcrystalline cellulose.

In one embodiment of the current invention, tablets are coated with a film
coat formed from an aqueous film coat composition. Aqueous film coat
compositions suitable for use in the present invention comprise a film-forming

30  polymer, water as a vehicle, and optionally one or more adjuvants such as are known

in the film-coating art. When the film coat contains a coordinating metal, as used
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10Exanpl es of optional detack fiers include lecithin, stearic acid, mneral
oil, nodified derivatized starch, tapioca dextrin, and pol yethyl ene glycol.
Exanpl es wO 207136833l secondary fil mform ng pol yners i neCuds2&0m749ms

al gi nate, propylene glycol alginate, and pol yvi nyl pyrrolidone. Exanples of
optional syrfactants include diaoctyl sodium sulfosuccjnate and polysorbate
80. Exanpl €¥TOR %ﬁWBW&IOfFP‘ETWn&PH%mf@ HAPRERXIPAICY, Cqug d’ri‘?SP {A@&,O-%nt onite,

hydr ogenat %ﬂgggggg,?bgn@g] s, stearines, and waxes. The aqueous film
coat conposition wll typically conprise fromabout 5% to about 25%

sui t abl y about 5Bhetfdmafsoming2@dymeniasélogedl fods coatinghevithehedlagical n sui t abl e
enbodi nents, the solids i gal l ompr.i.se. fr. about 25%to about 70% 20
Ui ably aBBOReT RS o SisetR- S abeve Fr R oA g GRS Rabe AR o apout

10% suist albyuirheuts, 6%htR tm@tﬂéqf@é’éqi_b ltRstntidé®lise ARFomontc20% t o about 35%
colorant, by weight. A nunber of suitable aqueous film coating conpositions

are commer dligsplujionpzefile bl gastrpinécstinddbuds)fdndar aoafe. & oafybion viseesityhy be
provided int ar, X i r..di e Al ternatively, the
Conposi t1 o A 53TV B T b RO s FRSE SBR B UEREREE W i1 the
vehi cl e congetinend shas cactisIgPNIC, SO MEEC MSEC UCAPOSliah byl tddlutsdat i ng t he
tabl et. Suitably, aqueous film coating conpositions are those commercially
avai | abl e fHatecEbR sty gellulgse apddhe Ive)npolypaylpyiedidens; rein fie nane

DN o A A el R S S
ar ¢ avai | abhehasylikr acid/ndethytmeathiherglacosopobintdroms] thhaike)c aiellndo s paliyreeksi N wat er

shortly before ;,[Jse. .OPADRY and OPADRY 1 1. orr'ﬂll at.i %Es conprise a cellulosic
filmform rige Persrrdrin dhe Rycsenpyentigiy FeecigherelUpRC SRgrs @BAMATM pol ydext r ose,

mal t odextr ie@%ec‘?alﬂzl BpCCAETPC € THe pollyfleRCHE! _'ca}?l?g)l‘@\;i@é/d ANGhS MBS
pol ysorbate 80, a colorant (e.g., titanium'di oxide, one or nore dyes or

| akes), andirergaitwlvatbasadelufionsmrfagnedusgigpotsyomer slogpevey, the polymers

acryl ate-met hacryl ate copolynmers). 5.Suitahle QPADRY.or OPADRY ||

For i 51 oruSns HoBie FRBS AR eS8 paRS G Mo S RO Rt 1 i n,
and pol ydextlgQeel4stibebididng BlbrafiRtwhiciis hedetifoa)solutioA©eHisperaidd by

pol ydextrose or maltodextrin or |actose, or b) polyethylene glycol and
pol ydext r ogbe vyer hrladwéang withthe aqueous vehicthe tabl ets are al so suitably

d [ Lf ' ' | i Th
Cypi cal Iy coat ed o trabmh SRR AR R Hher SRR AR MRHATHF 5 £o°

about 5% shé behbt yoradamehts totfaciliic their delivietouthe el @ duitfadel dthecohiek ar ¢
coated with the aqueous film coating conpositiagn by nmethods well known in
the ar 20usimgy esionalle futhey coptiseaue O B yawhsolplegolventhanisalpelodt a- cot a,

Vector Hi- %%t,%ethaggmébﬂ'@ﬁnglﬂarophﬂol) and ketones (e.g., acetone). The skilled

artisan can select appropriate vehicle components to provide good interaction
between the film-forming polymer and the vehicle to ensure good film properties.
In general, polymer — vehicle interaction is designed to yield maximum polymer
25  chain extension to produce films having the greatest cohesive strength and thus
mechanical properties. The components are also selected to provide good deposition
of the film-forming polymer onto the tablet surface, such that a coherent and
adherent film is achieved.
The aqueous film coating composition may optionally comprise one or more
30  adjuvants known in the art, such as plasticizers, colorants, detackifiers, secondary
film-forming polymers, flow aids, surfactants (e.g., to assist spreading),

maltodextrin, and polydextrose.
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15general, the process usually involves rolling or tunbling the tablets in
a pan, or suspending the tablets on a cushion of air (fluidized bed), and
i nt er m t twot2bgs/1B684d0nt i nuously (preferably continuousl ypcsasagozogoas fi ne
m st of atom zed droplets of the coating conposition onto the tablets, the

droplets wettin spr eadi d es e surface _of the tablets to
Form an_ adner encIEnG SOEP et TFRDH bbf@a?%ﬁ it g iy cal ly.
heated to abgut, P&Refaahéﬁbn% tRdlabRp! yu@abawlaﬁélzfe{%m nel%ug havd¥hht havi ng

a tenperature of up to about 75 C, suitably about 6 C. Process of
maki ng t he degtdeatf compatibility with fhledimefoeningqelyrnatindssffiofent henianemost i on t hat

are wet-granul at can be 25 ar ed ocC i Sl the steps of:
1) preparignggu{glﬁﬁ1 g&]ﬁr‘fﬂf‘é%gpr%%oréﬁgp%Sﬁﬁ?ei%@sSt?wg E?%(B%engf ﬁll Xi ng toggt her
the dry smatf4stielzsrsGAIRAd %Uy&gme btdp9rEae BRGoR bat g lend ﬁ@lcbklﬁ{@g;, nil&unger, and
optionally a disintegrant for a tine sufficient to genl ze the

mat eri al s; 80glkidrang 260 Q?%(h@ﬂ(hmqligillﬁg Unipnt(rbide’shibe 409G 4800.4000.0H08r i al s,
preferably fiohof] 105, WP 2008 K3RRASPOTL USAROTL AT 4818, 3. Mng e

granulatlng I"ui e mx erral’s ranu atlngtlrre

sufficient dsergenetabihyl ¢itbfeoiddtyy tiehyltoreate iyiburplt @tratd] setys aitagylt o f or m wet
granules; d) wet-mlling the vvetﬁgranul es; be) dr@q@1 g the wet-m 1l ed

granul es t c?ltF%?)r'rPHﬁh?laEfreém es. ¢ Y]th}harlﬁtP) nHperelil ghdhygregenrted to form
granul q? of 1 RRL Eﬁﬂp SLIF&e énlll)qu'irﬁ&ﬁro'fM nf ﬂl%r‘?&ovnr W% dﬁﬂnﬁ%@ﬂ"s 'cﬁ@s%nt he

step m X1 ng ranu repared 1n ste external

exci p| ents ﬁtcﬁnpmethslemg g&rcblsl irfacctnapfa;iytemegtytcoargd)ycamﬂ,laldmmlegxra;nt for a tine
sufficient h %fom)geni ze the granules and external excipients; and b)

conpr essi n §'Re" mi xture conprising the granul es and external excipients to

forma tablet. Theaqueous film coat composition suitably comprises one or more
colorants. In addition to enhancing esthetic appeal, the colorant provides product

15  identification. Suitable colorants include those approved and certified by the FDA,
including FD&C and D&C approved dyes, lakes, and pigments, and titanium
dioxide, provided that the film coat contains no coordinating metals, or only an
amount of coordinating metal approximately equal to or less than 0.025 parts of
Compound B.

20 Suitably, the colorant comprises one or more coloring agents selected from
the group consisting of red iron oxides, red dyes and lakes, yellow iron oxides,
yellow dyes and lakes, titanium dioxide, and indigo carmine. For example, the
colorant may be selected to provide a light beige shade, for example consisting
essentially of a) red iron oxide, red dye, and/or red lake, b) yellow iron oxide, yellow

25  dye, and/or yellow lake, and c) titanium dioxide. Alternatively, the colorant may be
selected to provide a pink shade (e.g., consisting essentially of titanium dioxide and
red iron oxide, red dye and/or red lake); a light green shade (e.g., consisting
essentially of yellow iron oxide, yellow dye and/or yellow lake, indigo carmine, and
titanium dioxide); a light blue shade (e.g., consisting essentially of titanium dioxide

30  and indigo carmine); or an orange shade (e.g., consisting of essentially of titanium

dioxide and sunset yellow).
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15Suitably, the tablets arc further filmcoated, especially agueous

fil mcoated. In preparing wet-granul ated granules, the dry material s
may be mwedosists4sui t abl e equi prent such as known in tIRETAISROTT4PIS

Ni r o- Fi el der Blender/(}aﬂulator Bear Varim xer, Key High Shear

M xer/CIanuIatode %r atinme squ|C|ent to hoan Lze the terlals e.g.,
for about 3 ni nutleEbosRPRBLQCE QIO ThPat FaRiN A LOPHER EHOBEEEEATEE ¢ he dry

mi xture, pra%agft@d% Mt é"ﬂ%bél%pﬁi‘o&irﬁ&elygaﬁal% BPRkIaRG, o‘zls?ags bFCsMbb@Ri iy, water,

al t hough may alternatively be conprised of water 1n adm xture wth one or

more of binders Isuuimléealwvﬁatamtmhlébi@uenﬁs,dmmbo@us il aofatieg tompdratian 30 v/ Wi
of the gragﬁlatin based on the total wet granulation m xture, is

suitably u ]Ejuse'llﬂgh g“ruélf‘?ﬂ QIVFII'Ib)nf‘IOHIpalS%d dry 25materials may be nixed using

sui tabl g equi pmgpt S%llﬁ&sf&ﬁﬂﬂ@fdnﬂu%}%lﬁh&r 6®4 9., N ro-Fielder
Bl ender/ Granul at or, Bear Varim xer ey Hi gFl Shear M xer/ G anul ator) for a

total time suffl(@iIentaFﬂ@St@m@érally uniformy wet the dry material so as to
form wet granul i I 0, t ut,e 1y the
frurd s added coieRl: SRR mpBlnaR ko dofuPREUsobrall BFEmeRIGES ¥

30t o about %y dsptmnmﬁfurthlaecbrhﬂst@etdhb@km @ddlﬂl@lallrhdg&cbnftmucalas additional tine
(post - granul ating fluid-addition tine), of about 0.5 mnutes to about 6

mnutes.  detackifigrflasypidapirfciepband porndars fibmcforoing pabses. about 30 v/ vv%
granul gt ng fl ui tying tine of
about gbm nut es ]%r ﬁfbgessgoﬂ a%%%ggﬁglhﬁt%{asgﬁd{l&%&bgﬁtﬁgCz%léa'n?%c ogl?%ﬁ%ldéfu ng fluid
and a post -rgodified atrivagzéd slardh,atdpiota daxtign, and palyethylane geycof. esplesan 3

m nutes i s used, .5 m nutes. (ﬁi i t.abl g . about 1fsﬂnv/ W%
granul at | ng)PIthﬁ?lc?e%ﬂ%&a’é’angE Oralﬂ%aﬂﬂ IEPFRGNGYIS QIBEEINGH: goRMIFNGt i ng time of
nore than Zjadihpiaes ahd P&'lzgﬁilglp%nghdo&b%nﬂ)léyd? %bﬁénal surfactanid¥@c ML

granul es arc’ thenm wet-m d by “nmet hods such as arc known in the art for
provi di ng ailqéyﬂeﬂoamlny&dfustlmrmtq/alsi peybonettc $hsExqnsplehoftdptionalflovgaidnul es dry

| at I I h I
oo SR s ) AL G bt e LR ST R W o] S
but not linjded to a 0.375" screen), or extruders. The wet-m || ed

granul es are dried by nmethods such as are known in the art for providing
general | y uni f orFhecaypeny, filngcoat ¢ampastmingyisl] ty piss intonetrisg fgnutonk At o1 ui d

(ref er abl v ok, 01 0RO hy 890 20l S AT S, 201 © rving

15eqU|pnent ranu gsare using known

met hods to spft@Mb dmbg@ﬁeml thy sUhdﬁt@piﬁth{y sdragtkedtan ldb(ﬁﬁ 26Untiorabded 70%,
di stribution), particle dianmeter of |ess than 240

ni cr ongd (fcﬁuﬁéblwbwt&%@ %bﬁbt%&/eélrezfﬁmﬁg palymcsraboty e taabquid e,
dry-mI1ing 8&%1& RE&R6) {E)Ceiﬂéﬁ?%c@ HL z%r Gy 2vg;, Ibl%bogpishﬁ%lomntt

havi ng a O. screen. e granules an e dry ma erlals
of the conpm@gmlon m x are generally unlnndal in size distribution, in
i eneous mx .and to mti e possible

order to facilit WL tlobq of ah{mg g
segregation of t fSUE? %P@I?B%ﬁ. PALNGLEWRIIONS HE CAMPFHEHST i al s may
be pre-scr ea%ﬁéi)lé.oﬂﬁ’é R8s KIREce S BELitRA hb§bepRIvARd in the form of a
25  solution or dispersion. Alternatively, the composition may be provided in a dry
form that can be combined with the vehicle components according to supplier
instructions prior to coating the tablet. Suitably, aqueous film coating compositions
are those commercially available from Colorcon, Inc. of West Point, PA, under the
trade name OPADRY and OPADRY II (nonlimiting examples include Opadry YS-
30  1-7706-G white, Opadry Yellow 03B92357, Opadry Blue 03B90842). These
compositions are available as dry film coating compositions that can be diluted in

water shortly before use. OPADRY and OPADRY II formulations comprise a
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25di stri bution. Screening of the lubricant may be particularly useful to
deaggl onerate the |ubricant. In preparing the conpression m xture,

t he granuwwe=posiizkssar, and di sintegrant are nm xed over aPswiusad7oa749esi od of
time, about 5 to 15 mnutes. Lubricant is then added and m xed for a

sui tabl e perjod of. time, about Ito 4 minytes. The m xture is. 30then
Conpr essed FHEBSEABTPEHBEPAYY T € e LTI ATdier HPE) RO SRt art e.g.,
rotary tablgfyRERSS) ma_ltodex{cr_iﬂ,ta ﬂ%ﬁc%@@@.g.,QH%tihb%&Iyétﬁggﬁf%%greanU| ating

fluid | evel's,” granul ati ng imes, and exclpients provi
processi ng.poGapehate’), 5 colorant (T he titihoine diogfdepanda drgudradyesypdskahdndioount s  of

exci pi ents, and sul ati on techni que enpl gyed ends on the further
ropor 1 es S S ERES Ay P re AT R EG NS e BR A gOoIyers).

conpr essi bidyitayle G ABRYR OP AR YPR it &iohk Ay ©RIFPIRE h PldsiidiYer saB@ndensi ty.
The capsul es may be Prepated according to nethods known in the art,

10sui t abl y drimarp pfmaltedextiamead pakydpitease (inaludingdiub notriingisgsktalag trygeetin

el tronbopa ! i Wi .exci pi cnt it.ab filld a standard two
o1 cce nar d GEPEbE B R ERE BT o i ePleke shib i S Thi's

i nvention, plydeattbye d@mnatodeatia). suitabl e for conmercial production. Suitable
capsul es of the invention conprise granules conprising eltronbopag &am ne
and one or nor e O trblpts grsalsiuighlycoaied ta Brpaviderit whtosmicoatinghwithoy t he

gr anul ar hxedw it i)l I S L:eqr nd/ or

Punr i can: 5o PutEy 1M MR AORl cohlondp preBhdtiiy (A DR AN o

I ncl uded i rfrarheb@rt@genboutddentitdly abeutharf@ceuti cal conpositions in
capsule form suitably prepared on a comrercial scale, that conprise

el tronbopag ol arfizaincwdied eiblet thes erpdlce with thedgudsss fin dodinguent or
diluents that arc substantially free of 20cqordinating nmetals and/or that
are subst arfOPHEBNion by ancihods seplidiney nsin gl at using commperciliypvpilehdel i n t he
present inv i Phah i Nposi-ti AR el t ronbopag
ol am ne, mﬁ%p I'n %ﬁggtapsu¥§&$%Eh§§%19§U|tat??agﬁcgﬂﬁ%&%ercga scal e, using
a di | udidt  aqrenelial, lenprocdskh asuadly dnwliastraiing @k tymblingehofabooindi prat ong et al s

and/or that are substantially free of .reduci ugars, and out 2590% of
the eltr ontsupEg et W@f%%m { epsbtonyed s (ﬁuwéﬁeﬂ?beﬁbggé PGSOt han 10
m cron but éoﬁﬁﬁu&ugﬁgg%%%rimélglrcgfgténuously% S ﬁﬁ% b ik weeich AlafbrhiB&d @Foﬁ%%f

invention arc phar i npositions that conprise eltronbopag
ol am ne, whbe edatingltempapson entoshalblets, theidreditty wettine, spoakngimd scal e, usi ng

a diluent or diluents th are. s tantially free of 30coordinating netals
Bnd or ¢ haroaPariti B T s BTG i o adheEhsdhe OBRER QhBe
20  coating. The tablets are typically heated to about 40 to 50 °C, suitably about 45 to
50 °C, e.g., by air having a temperature of up to about 75 °C, suitably about 65 to 70
°C.

Process of making the tablet

Pharmaceutical tablets of the invention that are wet-granulated can be
25  prepared by a process comprising the steps of:
1)) preparing the granules; which comprises the steps of:

a) mixing together the dry materials comprising eltrombopag olamine, a
diluent, a binder, and optionally a disintegrant for a time sufficient to
homogenize the materials;

30 b) adding a granulating fluid to the mixture of dry materials, preferably

while mixing;
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90% of the cltronbopag ol am ne particles have a particle size greater than
10 mcron but less than 90 mcron, suitably greater than 20 m cron but

| ess t harwBQoos/ 166833 . Al so included in the present POTAIs2éGN7BIE
pharmaceutical conpositions that conprise eltronbopag ol am ne, wherein the
capsul e i s made, suitabl n a S5commercjal scale, using a diluent or

di luents that ar® suﬁgkxa{&tgsgwu}%f@éﬁaﬁ Wb iR YTR QT At RMEIAR TG that are
substantial ly free ofgfadiiNInSUERERt BHEnARN hniRAWP el € o8 t r ombopag

ol am ne particles have a particle size greater"than 5 mcron but |ess than
50 micron, suitably gn#getigs, sohato formiwetgnanulgs; | ess than 20 nicron. The

i nvented granul e and sol iﬂd or al ?har rr]iac‘euti cal dosage forns may be | 0
admi ni stered i n Yher apeutt &aﬁ%w@ Petti e amounts to treat or prevent a

di seasesstate, e)g., ing @IKCH DRI Bridifosad eh 49T RiRINGeEnd Nt er nat i onal
Applications Nos. PCPUSOI/ 16863, PCI/US03/ 16255 and PCPUSO4/ 013468, the

di scl osures of i ch diy eulegéhndiyrmrorestatfensn gipnvles ef daswed sike; wi | | be
recogni zed by one of skill in the art that the optiml quantity and spacing
of individual dosages of eltronbopag 15 olamne fornulations of the
invention wij | hecgheingiing tablt; byhittheommisds eheanghseft ent of the condition
being treated and the particular patient being treated, and that such

opti muns can be det erPixHEdhs grapgles eFprEsddn sicadhiivgthexterngl oxpIpienty so be

apprecijgt ed by one of., .ﬂsingianﬁﬁ Ca ﬁBh?&IR?EdEG itﬂg%r.hﬂ%r £OHEErRlent
treatnment, i.e., the nunber “of doses of eltronbop ol am nc given per day
for a defined nunber tohotaysyizethn gmuRBasd exttmahedifiynts;iemde skilled in the
art using converhtai onal course of treatnment. determ nation, test A

met hod of this iHventSBRIOPIBARUREHECFPBPLYORiLE Srary er%cgﬁ%t%nﬁmns

conprises adm ni steridfgiktodoIHith §¢dpidtn need of such activity a
therapeutically effective anount of a solid oral pharnmaceutical dosage form

of the present invention. 25The invention also provides for the use of

eltro pag ol amd ne, i n.t he manufact ure of olid gral pharnmaceuti cal
Gosnga1B0ag o ARG hh D Ao A finloaled SansCiaflt BeRuR P EEM-oot es
for the use of ahipigabapagt-otaNaf driindl&e tH¥R hRGdrileme bameeldiwitior al
phar maceuti cal dosage form of the present invention for use in enhancing

pl at el et prsotdlde carpmeET™Ieh pnkmtn wrihaps éc.pr DiodaeldeoBlendgs/ Grapulator,
el t ronbopa | .. i he, . f act: olid.. I ceuti cal
dosage for 21368‘11{ %ge}%bérrglgé%ﬁl nveﬁ?%ﬁé’r&})@]&%@ga flﬁ%? Pg{z’iefglurflfga%ﬁg%nbocyt openi a.

The i nvent il@mcksiac feauateigsis foof., fr sbdit 3 minalesphar maceuti cal dosage form for
use as a TPO mnetic which caonprises eltraonbopag ol am ne an

) d a
phar macd8ut i cal | yIieceaptainedlud s then adged t theghe gdxurs, aiedereblyyvhile The
i nvention ' s\A 30l J h L formfor use
in5 the t?lelgigl r%gnlﬁl\éog? gﬁﬁirtg{ﬁb%ug% o%g%?g%v%ﬁéﬂmgg%ﬁaggs%r&gﬁfo %(e)pag ol am ne
and a phar macguisecaf Wytcamceptistioteewtiapné ermofe dffbindersesiehtis PNPanti on.

The inventi 0 provides for solid oral. pharmgceuticgl. dosage form for
use in enh ﬁjg %ﬁpﬁ%b@%? (?Wr”‘g%&b?l?%lﬁ b\,ﬁ{"&ﬁ Oéél%pfir?’% ating ‘r“an]f?éf)(z@g Cami ne
and a phar ngeeti gahliiacasRi@Pkuedly L&Y, qfhctgbﬁlup.&ﬁgmﬁd hvgytion. 10The
invention also provides a process for preparing solid oral pharnmaceutical
25  materials may be mixed using suitable equipment such as known in the art (e.g.,

Niro-Fielder Blender/Granulator, Bear Varimixer, Key High Shear

Mixer/Granulator) for a total time sufficient to generally uniformly wet the dry

material so as to form wet granules, suitably for about 3 to about 15 minutes.

Typically the fluid is added to the dry material with mixing over a period of about 1

30  to about 15 minutes, then the total batch is mixed for an additional time (post-

granulating fluid-addition time), of about 0.5 minutes to about 6 minutes.
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dosage forns containing a diluent or diluents that are substantially free
of coordinating netals and/or that are substantially free of reducing
sugars amsoaowshBssapeuti cally ef fective anount of eltronpopag2azamome, which
process conprises bringing eltronbopag ol anm ne into association with the
diluent or diluents. 15No unacceptabl e toxjcol ogical effects are_expected
when the conpourld do¥i{He PRy AETAOR 10070 @ta@&é@ YWaeearaaies id h t he
present i nv@nati Rt oranulating M\aihrgau{ﬁowg&mﬁﬁngtﬁlb@épatbben@ ifuttSor1&lsiigved t hat
one skilled in‘the art can, using the preceding description, utilize the
present i nwsed.i Buitably,iabsutf2dV/ edb gevaukning fllkanfdal pootigraguEkagfluels, t heref ore,

o L0 0o, MRS AR TR LB S, B0S0SL, 2B SySRhen o the,
are standarghibR! MRfeUS VG, PERMRINSFRIiPheDS ?o@é@dﬂu@a@ihg flui BRI AHERT OUS
manuf acturers well known to those in the art. Exanples Exanples 1 to
7--Tabl et Srapdatagtone shporeghanib apiautes tsalsPétoss. caept 4 siimgesel t r onbopag
oL am e ond e WG SE BB s TR b

art for providing a generally uniformly sized wet mass (such that the granules dry

relatively evenly). Suitable wet-milling techniques may involve screening (e.g.,

10 manual screens), comminuting mills (such as a Co-mil, including but not limited to a

0.375” screen), or extruders.

The wet-milled granules are dried by methods such as are known in the art
for providing generally uniform drying, to a low residual amount of granulating fluid
(preferably about 0.5% to about 1.0%). Fluid bed dryers are suitable drying

15  equipment.

The dried granules are then dry-milled using known methods to provide
generally uniformly sized granules (unimodal distribution), suitably having a mean
particle diameter of less than 240 microns (found to provide improved content
uniformity). Suitable dry-milling equipment includes Co-mils, including but not

20  limited to having a 0.094” screen.

Suitably the granules and the dry materials of the compression mix are
generally unimodal in size distribution, in order to facilitate formation of a
homogeneous mix and to mitigate possible segregation of the mix after blending. If
necessary, the dry materials may be pre-screened to provide the desired particle size

25  distribution. Screening of the lubricant may be particularly useful to deagglomerate
the lubricant.

In preparing the compression mixture, the granules, filler, and disintegrant
are mixed over a suitable period of time, about 5 to 15 minutes. Lubricant is then
added and mixed for a suitable period of time, about 1 to 4 minutes. The mixture is

30  then compressed into tablets using presses such as are known in the art (e.g., rotary

tablet press).
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50 nig 75 nig 100 ng G anul es 40% Drug-|oaded (39.9) (79.7) (79.7) (159.4)
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It has been found that the above granulating fluid levels, granulating times,

and excipients provide improved processing.

Capsules

The choice of particular types and amounts of excipients, and capsulation
technique employed depends on the further properties of eltrombopag olamine and
the excipients, ¢.g., compressibility, flowability, particle size, compatibility, and
density. The capsules may be prepared according to methods known in the art,
suitably filling a standard two piece hard gelatin capsule with eltrombopag olamine
admixed with excipients, suitably filling a standard two piece hard gelatin capsule
with granules prepared according to this invention, suitably on a scale suitable for
commercial production. Suitable capsules of the invention comprise granules
comprising eltrombopag olamine and one or more of fillers, binders and
disintegrants, wherein the granules are mixed with additional filler, binder,
disintegrant and/or lubricant to form a granular mixture that is filled into capsules.

Included in the present invention are pharmaceutical compositions in capsule
form, suitably prepared on a commercial scale, that comprise eltrombopag olamine,
wherein the capsule is made using a diluent or diluents that are substantially free of
coordinating metals and/or that are substantially free of reducing sugars.

Also included in the present invention are pharmaceutical compositions that
comprise eltrombopag olamine, wherein the capsule is made, suitably on a
commercial scale, using a diluent or diluents that are substantially free of
coordinating metals and/or that are substantially free of reducing sugars, and about
90% of the eltrombopag olamine particles have a particle size greater than 10
micron but less than 90 micron.

Also included in the present invention are pharmaceutical compositions that
comprise eltrombopag olamine, wherein the capsule is made, suitably on a
commercial scale, using a diluent or diluents that are substantially free of
coordinating metals and/or that are substantially free of reducing sugars, and about

90% of the eltrombopag olamine particles have a particle size greater than 10
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29.7 29.7 59.5 59.5 89.2 118.9 Povidonc 1.6 3.2 3.2 6.4 6.4

10

15

20

25

30

WO 2008/136843 PCT/US2007/074918

micron but less than 90 micron, suitably greater than 20 micron but less than 50
micron.

Also included in the present invention are pharmaceutical compositions that
comprise eltrombopag olamine, wherein the capsule is made, suitably on a
commercial scale, using a diluent or diluents that are substantially free of
coordinating metals and/or that are substantially free of reducing sugars, and about
50% of the eltrombopag olamine particles have a particle size greater than 5 micron
but less than 50 micron, suitably greater than 5 micron but less than 20 micron.

The invented granules and solid oral pharmaceutical dosage forms may be
administered in therapeutically effective amounts to treat or prevent a disecase state,
e.g., as described in the above referenced International Applications Nos.
PCT/US01/16863, PCT/US03/16255 and PCT/US04/013468, the disclosures of
which are herein incorporated by reference. It will be recognized by one of skill in
the art that the optimal quantity and spacing of individual dosages of eltrombopag
olamine formulations of the invention will be determined by the nature and extent of
the condition being treated and the particular patient being treated, and that such
optimums can be determined by conventional techniques. It will also be appreciated
by one of skill in the art that the optimal course of treatment, i.e., the number of
doses of eltrombopag olamine given per day for a defined number of days, can be
ascertained by those skilled in the art using conventional course of treatment
determination tests.

A method of this invention of inducing TPO agonist activity in humans comprises
administering to a subject in need of such activity a therapeutically effective amount of a
solid oral pharmaceutical dosage form of the present invention.

The invention also provides for the use of eltrombopag olamine in the manufacture
of a solid oral pharmaceutical dosage form of the present invention.

The invention also provides for the use of eltrombopag olamine in the manufacture
of a solid oral pharmaceutical dosage form of the present invention for use in enhancing
platelet production.

The invention also provides for the use of eltrombopag olamine in the manufacture
of a solid oral pharmaceutical dosage form of the present invention for use in treating

thrombocytopenia.

221 -
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9.6 12.8 Purified water Extra- granul ar conponents
M crocrystallinc cellulose 119.4 238.8 238.8
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The invention also provides for a solid oral pharmaceutical dosage form for use as a
TPO mimetic which comprises eltrombopag olamine and a pharmaceutically acceptable
carrier of the present invention.

The invention also provides for a solid oral pharmaceutical dosage form for use in
the treatment of thrombocytopenia which comprises eltrombopag olamine and a
pharmaceutically acceptable carrier of the present invention.

The invention also provides for a solid oral pharmaceutical dosage form for use in
enhancing platelet production which comprises ecltrombopag olamine and a
pharmaceutically acceptable carrier of the present invention.

The invention also provides a process for preparing solid oral pharmaceutical
dosage forms containing a diluent or diluents that are substantially free of
coordinating metals and/or that are substantially free of reducing sugars and a
therapeutically effective amount of eltrombopag olamine, which process comprises bringing
eltrombopag olamine into association with the diluent or diluents.

No unacceptable toxicological effects are expected when the compound of the
invention is administered in accordance with the present invention.

Without further claboration, 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, therefore, are to be construed as merely illustrative and not
a limitation of the scope of the present invention.

All the excipients utilized herein are standard pharmaceutical grade

excipients available from numerous manufacturers well known to those in the art.
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159.1 159.1 79.3 NA Sodium starch glycolate 14.0 28.0 28.0 28.0 28.0 28.0
27.6 Magnesium Stearate 1.75 3.5 3.5 3.5 3.5 3.5 3.5 Filmcoating
conponentwo 2008/136843 PCT/US2007/074918

Examples

Examples 1 to 7--Tablet preparation

5 Wet granulated, tablets comprising eltrombopag olamine and the ingredients

in Table 1 were prepared.

Table 1
Component/Tablet Strength 12.5 25 25 50 50 75 100
mg mg mg mg mg mg mg
Granules 40% Drug-loaded (39.9) | (79.7) | (79.7) | (159.4)| (159.4) | (239.1)| (318.8)

eltrombopag olamine, milled | 15.95 31.9 31.9 63.8 63.8 95.7 127.6
Microcrystalline cellulose 7.45 14.9 14.9 29.8 29.8 44.7 59.6
Mannitol 14.9 29.7 29.7 59.5 59.5 89.2 118.9
Povidone 1.6 3.2 3.2 6.4 6.4 9.6 12.8
Purified water - - - -
Extra-granular components
Microcrystalline cellulose 119.4 | 238.8 | 238.8 | 159.1 | 159.1 | 793 NA
Sodium starch glycolate 14.0 28.0 28.0 28.0 28.0 28.0 27.6
Magnesium Stearate 1.75 3.5 3.5 3.5 3.5 3.5 3.5
Film-coating components
Purified water - - - -
Opadry® white 8.9 14.0 14.0 14.0
Opadry Orange 14.0
Opadry Brown 14.0
Opadry Blue 14.0
Total tablet weight (mg/tablet) 183.9 364 364 364 364 364 364

10
Granules were prepared by separately weighing and screening mannitol,

microcrystalline cellulose and povidone.

As a general procedure, the ingredients were blended with the active
ingredient and then wet-granulated (in a high-shear wet-granulator) with purified
15  water. The wet-granule mass was wet-milled, then dried in a fluid-bed dryer and the

dried granules were milled.

Then extragranular ingredients (microcrystalline cellulose, if needed, and
sodium starch glycolate) were separately weighed, screened and blended with the

granules. Magnesium stearate was added and blended with the mixture. The blend
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Purified water Opadryg white 8.9 14.0 14.0 14.0
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was compressed and the tablet cores were then film coated. The tablets were film

coated with an aqueous suspension of OPADRY film coating preparation.

Example 8 Tablet Preparation

5  Eltrombopag olamine tablets containing diluents with the coordinating metal
calcium phosphate dibasic anhydrous were manufactured in a similar manner as

described above. Tablet composition for the tablet coordinating metal diluent is

provided in table 2.
10 Table 2
Component/Tablet Strength 50 mg
Granules 40% Drug-loaded (159.4)
eltrombopag olamine, milled 63.8
Calcium Phopshate dibasic anhydrous 89.3
Povidone 6.4

Purified water -
Extra-granular components

Microcrystalline cellulose 159.1
Sodium starch glycolate 28.0
Magnesium Stearate 3.5

Film-coating components
Purified water -
Opadry® white 14.0

Total tablet weight (mg/tablet) 364
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In figure 1, the tablet prepared with no coordinating metal diluent (indicated
as “with non-coordinating metal diluent”) is a eltrombopag 50 mg tablet generally
prepared as described in Table 1 above and the tablet prepared with the coordinating

5  metal diluent - Calcium Phopshate dibasic anhydrous — (indicated as “with co-
ordinating metal diluent”) is a eltrombopag 50 mg tablet generally prepared as
described in Table 2 above. Dissolution comparison was performed using USP

Apparatus 11, 50 rpm, in phosphate buffer pH 6.8 containing 0.5% Tween 80.

10 Example 9

Figure 2 depicts the effect of API particle size distribution on eltrombopag olamine
dissolution. Eltrombopag olamine 75mg tablets were generally prepared in the
manner described in Example 5, using different particle sizes. The particle size

15 refers to the particle size of the drug granules used in the formulation.

Dissolution comparison was performed using USP Apparatus II, 50 rpm, in
phosphate buffer pH 6.8 containing 0.5% Tween 80.
20
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Total tablet weight (ng/tablet) 183.9 364 364 364 364 364 364 10

Granul es were prepared by separately wei ghing and screeni ng nmannitol,

m er ocr yswal2besnses#al | ul ose and povi done. As a genecaluspooooesus e, the
ingredients were blended with the active ingredient and then wet-granul ated

(in a hlgh-%&%ahﬁ§§£§$ﬁﬁﬂégtor) with purified 15water. The wet-granule

mass was wet ted in a fluid-bed dryer and the dried granul es
were mll ed. Then extragranul ar ingredients (merocrystalline
cel lul ose, if néeded,A ahemaselitisal @blst exmpyisjegod d29)-hdP é- separ at el y wei ghed,

screened a htehy: . i ded and

b endod i CE BRI AR P oo Bl 2 R R MBI C o1 s
wer e t hen fhydmxgydatlédiphding]-8abttekglicwerié bisi(monochbwdaminehwaearcaghieous
suspension of QPADRY fil m coating. preparation. Exanple 8 _Tabl et Preparation
5El t r onBopdeP!sl 1amiade upiag Iaéiﬂlélelét&ﬁ%&}l?ﬂth@aﬂ?‘f? ﬁ%‘?ﬁ@t\?ﬂ? free REceBdiatiteat | ng

met al calcgﬁgh@gﬁggpgkpmgg Iﬁmﬁpﬁ¥g59ﬂgu&ﬁ%§u£§§ufactured inasimlar

manner as describ above. Tabl et” conposition for the tablet coordinating
nmetal diluent is provided in table 2.
2. A pharmaceutical tablet comprising 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) wherein the

10 tablet is made on a commercial scale, by a wet granulation process using a diluent or
diluents that are substantially free of coordinating metals and/or that are

substantially free of reducing sugars.

3. A pharmaceutical tablet according to claim 1, wherein about 90% of

the drug particles have a particle size greater than 10 micron but less than 90 micron.

15 4. Pharmaceutical tablets according to claim 2, wherein about 90% of

the drug particles have a particle size greater than 10 micron but less than 90 micron.

5. Pharmaceutical tablets according to claim 2, wherein about 90% of

the drug particles have a particle size greater than 20 micron but less than 50 micron.

6. Pharmaceutical tablets according to claim 2, wherein about 50% of

20  the drug particles have a particle size greater than 5 micron but less than 50 micron.

7. Pharmaceutical tablets according to claim 2, wherein about 50% of

the drug particles have a particle size greater than 5 micron but less than 20 micron.

8. A pharmaceutical tablet according to claim 1 comprising:
a) from about 2% to about 65% eltrombopag olamine;
25 b) from about 25% to about 89% of diluent;

c) up to about 8% binder;
d) up to about 2% of lubricant; and
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10Tabl e 2 Conponent/ Tablet Strength 50 ng G anul es 40% Drug-| oaded (159. 4)
el tronbopag &am ne,
Povi done wo2otumsss43ed wat er - Extra-granul ar conponent s PCiuse@cnystal | i ne
cel lul ose 159.1 Sodi um starch glycolate 28.0 Magnesium Stearate 3.5
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10.

11.

comprising:

12.

comprising:

mlled 63.8 Cal ci um Phopshat e di basi ¢ anhydrous 89. 3

e) from 4% to about 12% of disintegrant.

A pharmaceutical tablet according to claim 1 comprising:

a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;

c) up to about 8% of binder;

d) up to about 2% of lubricant; and

e) from to about 6% to about 10% of disintegrant.

A pharmaceutical tablet according to claim 1 comprising:

a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;

c) up to about 8% of binder;

d) up to about 2% of lubricant; and

e) from to about 7% to about 9% of disintegrant.

A pharmaceutical tablet according to anyone of claims 2, 4 or 5

a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;

c) up to about 8% binder;

d) up to about 2% of lubricant; and

e) from 4% to about 12% of disintegrant.

A pharmaceutical tablet according to anyone of claims 2, 4 or 5

a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;

c) up to about 8% of binder;

d) up to about 2% of lubricant; and

e) from to about 6% to about 10% of disintegrant.
-27 -



Fil mcoating conponents Purified water - Opadry(r) white 14.0 Total tabl et
wei ght (ng/tablet) 364 In figure 1, the tablet prepared with no
coor di natwogoosei3es43di | uent (i ndicated as "w th non- coor #cmatsS2evg/omsial
diluent") is a eltronmbopag 50 ng tablet generally prepared as described in
Tabl e 1 above and the tablet prepared with the coordinating 5 netal diluent
- Cal ci um Phopshat e di basi ¢ anhydrous - (indicated as "with coordi nating
nmetal diluent”) is a cltronbopag 50 ng tabl et generally prepared as
described in TablPe 2 Abby@aceyticabiablet shsortngpioranyen Hedaipert dofed usi ng USP
Apparatus |J, p?@inr pm in phosphate buffer pH 6.8 containing 0.5% Tween 80.
10Exanpl e 9 E}gurg'z depicts the effect of APl particle size distribution

Genor al Iy prepared 1 1t he TARARy tase B B8 R TPl Bt g di 11 or ont
particlg sizes. The rti ckdn sbae 2390 ©fdbst 499, bheilpat;-t i de size of the drug
granul es used in the fornulation. D ssolution conparison was perforned

usi ng USP Apparatus |19, 501rtppoitR'pRbbipHet e buffer pH 6.8 containing 0.5%
Tween 80. 20 WHAT | S, CLAI P - har maceuti cal tabl et
conmprising 3'-[(22)- [%f ( Sl%ﬁgglbﬁel@ttzh/flﬁwgﬁ%qfé , 5-di hydr o-3-net h

y1-5- ox0-4H pyrazol - &)yl i fden tejbond7aztonbdutDs of disintegrant.

hydr oxy-[ 1, 11- bi pheny1] - 3-car boxyl i c acid bi s-(nonoet hanol am ne) wherein

t he

10 14. A pharmaceutical tablet according to claim 6 or 7 comprising:

a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89 of diluent;

c) up to about 8% binder;

d) up to about 2% of lubricant; and

15 e) from 4% to about 12% of disintegrant.
15. A pharmaceutical tablet according to claim 6 or 7 comprising:
a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;
20 c) up to about 8% of binder;

d) up to about 2% of lubricant; and

e) from to about 6% to about 10% of disintegrant.

16. A pharmaceutical tablet according to claim 6 or 7 comprising:

25 a) from about 2% to about 65% eltrombopag olamine;
b) from about 25% to about 89% of diluent;
c) up to about 8% of binder;
d) up to about 2% of lubricant; and
e) from to about 7% to about 9% of disintegrant.

30
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‘.5tablet is made using a diluent or diluents that are substantially
free of coordinating netals and/or that are-substantially free of

. reduci ng sugars. 2. A pharmaceutical tablet conprising

" 34(22)41- (3, 4- : :

dinethylphenyl)-l,S-dihydro-3-nethy|-5-oxo-4FprrazoI-4-yIidene]hydra

zino]-2'- hydroxy-[1,1'-biphenyl]- carboxylic acid

bi s- (nmonoet hangl am n mherel the 10t bIet e pn a onnerC|aI
e or ks ReR R gt ik

scale, by a ARG SRR acqRr toacﬂm preir e iiiiht s ¢ hat
arc SUbStc%ﬂilpbﬁédtféoﬁ-lfxﬁ&sanoﬁfiéﬁ\iéiﬂ%%hgd}gmﬂrﬁﬁ@rb&yﬁﬁl%é’EeIHI&E arc
substanti al free of reducing sugars . A pharnmaceuti cal

tabl et accordllrsg { Oh ikl utio A aBoRiR o IR Pf whilEinihe!SorPRthdifg ©S

have a particle size greater than 10 mcFon but |ess than 90 mc
154. Phar rgasus Maanitalathe dindenis polvanyigyrelislone.dhadisintogtast isisndiatpotarci90% of

t he dr ugré?gc é:zlan%lsthgﬂ%%cgnt@?xgﬁérﬁsﬁ stea'?at reater than 10 m cron but

| ess tha har maceu ‘ical tablets according to

claim 2, whergi,n about 90% tIC.| hav tcheS|ze
greater than ‘;8 ??@ﬁ%ﬁ?eu?%@iq‘?ﬁ eﬁ Eerem%%é)%

Phar naceuwbinpaher a&h@ﬁ@s a@@@rr@uuagxgtseg@laﬁd ﬁ&ocr%ﬂhﬁé ceimagl 50% of
20the drug particles have a particle size greater than 5 mcron but

| ess than 50 1g0oCr O pharmaceutidal tdBiet abREERE toCadimt Bk Bréin WS TeBEbifd

claim 2, wherein about 50% of the dr partl cles have a particle size

greater tSHE lsmm%ﬁh%hmd$régﬁolmwyg31 dang therdisintegrant is godipm starch

phar nace 1 conprising: a)from about
;gﬁlﬁc%gg X @]P{h%tl QH{ 19 ésﬂn{f L%g%

2% to ab tro m nc; from about 25%to about 89%

o L iR B P ool i MRSl

di si nt egrcamponedt dorpivisenaaenHréduaingtsagar etd mdaroorgstalling cellulasem 1
conprising: a)from about 2%to . about 65%eltronbopag ol am ne; Sh)from
about 25% to about ASSPMrmabcedtital eablet according to claim 21 wherein the non-reducing

sugar is mannitol, the binder is polvinylpyrolidone, the disintegrant is sodium starch

glycolate, and the lubricant is magnesium stearate.

23.  Pharmaceutical tabiets according to claim 18 prepared on a commercial

scale.

24, A pharmaceutical tablet comprising 3'-[(2Z)-]1-(3,4-dimethylphenyl)-1,5-
dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazino]-2'-hydroxy-[ 1, 1'-biphenyl]-3-
carboxylic acid bis-(mnonoethanolamine) wherein the tablet is made by a wet granulation
process using a diluent or diluents that are substantially free of coordinating metals

and/or that are substantially free of reducing sugars.

25. A use of a pharmacentical tablet according to anyone of claims 1 to 24 for
the preparation of a medicament for treating thrombocytopenia in a human in need
thereof.

-29._



“.Cc) up to about 8% of binder; d) up to about 2% of |ubricant; and e)
fromto about 6% to about 10% of disintegrant.-1010. A pharnaceuti cal

. tablet according to claim11 conprising: a)from about 2% to about 65%

‘el tronbopag ol am ne; b)from about 25%to about 89% of diluent; c)up
to about 8% of binder; d)up to about 2% of |ubricant; and 15e)fromto
about 7% to about 9% of disintegrant. 11. A pharnaceutical tablet
acco[) di ngaz3 00/ a:&yonﬁ\b e aflaqjhamazeut&ggxa?l& a200dingab Bgyona pf élﬁm lah@sﬂfm]?%
to about oeltro opagoam U out 25% tqQ abouyt 89% o

di | uent ; thoRippgIation Hfifdnedicmant ?m@somwaﬁwﬁ’b%a%ﬁforzl%a B RR Peeent ;
and e)frqﬁgréd@to about 12% of disintegrant. 12. A pharmaceuti cal

tabl et according to anyone of clains 2, 4 or 5 25conprising: a) from
about 2% to about 65% el tronbopag ol ami nc; b) from about 25%to about

8% of diluenty; ) NP ARYS b R LldRhmetfuther uARREL arffefl

| ubri cant;
selected from the group consisting of: a colony stimulating factor, cytokine, chemokine,

interleukin or cytokine receptor agonist or antagonists, soluble receptors, receptor
agonists or antagonist antibodies, or small molecules or peptides that act by the same

mechanisms as one or more of said agents.

28. A solid oral pharmaceutical dosage form comprising 3'-[(2Z)-[1-(3,4-
dimethylphenyi)-1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazino]-2'-
hydroxy-[1,1"-biphenyl]-3-carboxylic acid bis-{monoethanolamine) wherein the solid oral

“pharmaceutical dosage form is made using a diluent or diluents that are substantially free

of coordinating metals and/or that are substantially free of reducing sugars.

29, A solid oral pharmaceutical dosage form comprising 3'-[(2Z)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-ox0-4H-pyrazol-4-ylideneJhydrazino]-2'-
hydroxy-[1,1"-biphenyl]-3-carboxylic acid bis-(monoethanolamine) wherein the solid oral
pharmaceutical dosage form is made on a commercial scale, using a diluent or diluents
that are substantially free of coordinating metals and/or that are substantially free of

reducing sugars.

30. A solid oral pharmaceutical dosage form according to claim 28, wherein
about 90% of the drug particles have a particle size greater than 10 micron but less than

90 micron.

31. A solid oral pharmaceutical dosage form according to claim 28

comprising:

a} from about 2% to about 65% eltrombopag olamine;
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~.30c)fromto about 6% to about 10% of disintegrant. WO

2008/ 136843PCT/ US2007/ 074918 13. A pharnaceutical tablet according to

. anyone of clainms 2, 4 or 5 conprising: a)from about 2% to about 65%

“el tronbopag ol am ne; Sb)from about 25%to about 89% of diluent; c) up
to about 8% of binder; d) up to about 2% of lubricant; and e) fromto
about 7% to about 9% of disintegrant. 1014. A pharmaceutical tabl et

according to clai my or frontagut 2S¥ngabo} B9%ref dlkadit; 2% t o about 65%
el tronbopag ol am ne; b)from abogéf gS%t.o about 89 of diluent; c)up to
about 8% bi nder: d)®p t GPABERAVESH BIMPR L i cant: and 15e)from 4%t o

about 12% of di si ntgar ank.to Ao 2P IEREERE kil tablet according to
claim6 or 7 conpriSing: a) fromabout 2% to about 65% el tronbopag

ol amine; b) from atsdut I8 ¢% takbont 13¥oef disintegramint ; 20c) up to about
8% of binder; d) up to about 2% of lubricant; and e)fromto about 6%
to about 10% of disintegrant. 16. A pharnaceutical tablet according to

claimé or 7 PP 3}id Bral pharmaceutical dosage forms according to claim 31 prepared on

3 commmercial scale,

33.  Anuse of a solid oral pharmaceutical dosage form according to anyone of
claims 28 to 32 for the preparation of a medicament for treating thrombocytopenia in a

human in need thereof.

34. A use of a solid oral pharmaceutical dosage form according to anyone of
claims 28 to 32 for the preparation of a medicament for agonizing the TPQ receptor in a

human in need thereof.

35.  Ause of claim 33 wherein the medicament further comprises an agent
selected from the group consisting of: a colony stimulating factor, cytokine, chemokine,
interleukin or cytokine receptor agonist or antagonists, soluble receptors, receptor
agonists or antagonist antibodies, or small molecules or peptides that act by the same

mechanisms as one or more of said agents.

36. A pharmaceutical capsule comprising 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 bis-(monoethanolamine) wherein the capsule is made using a
diluent or diluents that are substantially free of coordinating metals and/or that are

substantially free of reducing sugars.

37. A pharmaceutical capsule comprising 3'-[(22)-[1-(3,4-dimethylphenyl)-
1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidenelhydrazino]}-2'-hydroxy-[1,1'-

biphenyl}-3-carboxylic acid bis-(monoethanolamine) wherein the capsule is made on a
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~.25a)from about 2% to about 65% el tronbopag ol am nc; b)from about 25%
to about 89% of diluent; c)up to about 8% of binder;-d)up to about 2%

. of lubricant; and c) fromto about 7% to about 9%

-of disintegrant. 30 17. A pharmaceutical tablet according to
claim 8 wherein the diluent conponent conprises a non-reduci ng sugar
and m crocrystalline cellul ose. 18. A pharmaceutical tabl et

gpcgr di nq,ohmlaez-¢iai s{&ulbjuml fed giluent dﬁ;&ﬁl}eﬂ; e aieisiigstatigity ’(fjr!séoﬂ\&iﬁfﬂiﬁdﬁing t he
ol ycol at anéie wdlis Pkswe sumeis v e RPdin R oRR o, 19, A

phar maceuti cal_ tablet according to claim1l wherein the djl uent
conponent conpd sed Bhassacqutige] caprylesasgerdingie cldne p6.o¥Resein byt @0% of

cel l ul os ; EM@{ i I : i . 19
wherein 1?‘ R%d‘ﬁ‘gﬁ?‘ﬁ%%ﬁg‘@\ﬁg? ugarg‘g#é m%ﬁ?@%l?%{lﬁ%ﬁ%}ﬁﬁfgiﬁhi&?@hﬁr&.

pol vinyl pyrol igdone fib?mgi:e%iti{?él%ggs{ﬁg&ach&d&%‘?é%I‘Hiniéghgrﬁ x%éﬁ( ol ate, and

the lubricant Ts naghesium stear tical

tabl et accordi ng t%Pd ai n%ébowpf%%{ygﬁlﬂ%ﬁie% 4 oggggg&qgé}t conpri ses

a non-reduci ng sugar and m Crocrys I'ne ce 22. A
phar maceutical tablbpt adear shonp23% tebimun8®4 ofidueat;n t he non-reduci ng

sugar is mannitol, the binder is polvinylpyrolidone, the disintegrant
is sodium starch gl coIé?é?sﬁﬁﬁg%hgmﬁﬂbricant i s magnesi um st ear at e.

23. Pharmaceutical gabl %EZ)% P JTIubrRaftt &dn 18 prepared on a
commerci al scal e. 4. A pharnaceutical tablet conprising

p CE
3' -[(22)-[ 1- (3, 4- diehet hfiophEria pbaut §2% of disintegrant.
di hydr o- 3- et hy1- 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi nol - T- hydroxy-[I, F
- bi phenyl ]-3- carboxylic acid bis-(nonoethanol am ne) wherein the

tablet is nmadegnby ranul ati.on praec i i_Luent or .
i uents t hat St o SRR PR BLiRGRRES ot 30 pRotisy B8N coBimereis
that are ggalestantially free of reducing sugars. 25. A use of a

pharmaceutical tablet according to anyone of clains 1 to 24 for

41. A use of a pharmaceutical capsule according to anyone of claims 36 to 40
for the preparation of a medicament for treating thrombocytopenia in a human in need

thereof.

42. A use of a pharmaceutical capsule according to anyone of claims 36 to 40
for the preparation of a medicament for agonizing the TPO receptor in a human in need

thereof.

43, A use of claim 41 wherein the medicament further comprises an agent
selected from the group consisting of: a colony stimulating factor, cytokine, chemokine,
interleukin or ¢ytokine receptor agonist or antagonists, soluble receptors, receptor
agonists or antagonist antibodies, or small molecules or peptides that act by the same

mechanisms as one or more of said agents.
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".the preparation of a nedicanment for treating tbronbocytopenia in a
human i n need thereof. 26. A use of a pharmaceutical tabl et

. according to anyone of clains 1 to 24 for the preparation of a

“medi cament for agonizing the TPO receptor in a human in need thereof.
27. A use of claim 25 wherein the nedi canent further conprises an
agent selected fromthe group consisting of a colony stinulating
factor, cytol dag, chefmicehial f;ﬂaﬂ&@g Copiflsthe-[ QY 91 -@ maxrﬁaﬁﬁmdayl) 1,5-

agonl St or ant agonl sts, solub receptors, receptor agoni st

ant agoni sthygdip-3tiaethulsS-oxe-4Brmurazohfividencdydmzing i-hsdié@istﬂalt‘-ba&@mdlﬂt he
I

ohar mmoeL a1y 4 BT Rholthl B ind) it 8 Smples e e ushg il nih®

di met hyl rxlnbtngt&)halaﬁsdbsimmﬂy Sreeref tvprditatimgonetdls dndiyrthatake shbytantidiydicay d

razi noj dr ox %1 1' - bi phenyl ] - 3-carboxylic acid

bi s- (rmnoogtrﬁ Bllgéﬁgzﬁ ") wherein the solid oral pharnaceuti cal dosage

f d di | uent | uent s. t f
of ' Coordinati g moERpehata Sendles drbrsinsa a2l B R RE et
sugars.  dihydro- 3Qneﬂeylssnbxéizuqrp%azaha@m&@mwfa%inogigs&mﬁmnmmylpsﬁg

27) 41-
di m[e'g hyl) pﬂ@é}%}ﬂ)@ qclfsbw(wa%h@mmw|W®r%&8wgm%samnad;% 3 eranBetr a

zino]-2'-
bi s-(rmnoe ano arfilllglaee&n élfagllﬁﬁ&{ Larés%fa%%ll’%fr@ep néiclzneaal%l%me alsd“s‘??ée
formis nhaterasubstanttaliydresiodredncimeyugansi ng a dil uent or diluents that

are substantially free of coordinating netals and/or that are
substantially free of reducing sugars. 30. A solid oral

phar maceut i cal, dosage form accardi n | ai m rein about . 90%
e e by e Akoteeh At SrSssane jobl ovd b aihos! o fte Tores R BIEEE At
| ess t harmﬁ@ntr& Gﬂ@éhts that are s@ibtanﬁalﬂ@rée%f@ﬁ&ﬁuﬁﬂﬁ%ﬂ%ﬁ%ﬁ%kha@ grage

form according.-t.o-cl ai-m-28..conpri-si ng]5 fr-om.-about.--2%-to-about--65%
el t r onbopabstait ﬁr@e of refusing peapcod 8 w%ca&ueﬁ@ww%%mtin3r—[£8%}£1-c)

LD about UdsibARAELyD. O difd0 s SRaY Rk B L Ao Byafpirb LM 4%
dosage f dydmxzdtor thgnyﬂ]eS-cérhoxyhs 301#rhma€mm¢eﬂmndammnjmrdcscabe®n alkien 1,

33. A use of a soli .phar maceut i e form acc [

anyone o HaTIEE SEpOreRrEE (g R O g FE e gy P
treating dikeggbocytopenia in a human in need thereof. 34. A use
of a solid oral pharmaceutical dosage form according to anyone of
clainms 28 to 32 for the preparation of a nedicanent for agonizing the
TPO receptor 4. a Huptsmmageutiesd dabldiecwoding to anyon@é&f cldmaddo 34 farlvaé im 33
wherei n the.ne furthey conpris agent selected fromthe
gr oup Coﬁgelagzggtglﬁongl? y&pg%lfl&?f"&?:ﬁﬁlnﬁfﬁﬁmf’gctor, cytol ci ne,

chenoki ne, int erI eukin or cytol dne receptor agoni st or antagonists,

sol ubl e recept receptor oni sts or, antagoni ant i_bodi
smal | nol ecu|é or Ap@ﬁma@émsaﬂé% blef age sFPeafwameofff%@ﬁlam gﬁ%{éﬁ%ﬁb or

mor e of al capsul e conprising
31-[(22) g‘?b‘q@g%?%%{%"y ‘gﬁgﬁ@hﬁﬁhﬁ&m&y&bp

1, 5-di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi no] - 21- hydr oxy

[1 11- bi phenyl ] - 3- car box et hanol am ne el
the capsule is '}X; g‘@lﬁnﬁ' 18?%%’2 f%‘?“‘aa?ﬁ‘ PLOTIR R B ggel\ﬁh letied
subst ant ifedrh thefglf@@) @siciin oft ﬁlaéibﬂﬂstﬁ‘ﬁiliﬁrfg fagter, aytokina,t ch@fmekine,
substantially free of reducing A phar ITB.CEUtI cal

capsul e dBWHFYE Prpyiaking @zmiqr a(gsmat qanaﬁ%swﬁtmehgbif) reteptors, receptor

1, 5- di hy dj0aids BF&rR Béongk't Qﬁt%oﬁi‘é‘spéi—rs%ﬁ|m&iec¥ﬂés‘$‘?ﬁ@ﬂtﬂl¥§ﬂﬁtzéc?9%'ﬂ%]saﬁ)!dr oxy
-[1, 11- b| phenyl | car boxyl1c acid bis-(nonoet'hanol am ne) wherein

t he capsuheshagsmaakeonsroranore ofisaed egeats. scal e, using a dil uent or
diluents that are substantially free of coordinating netals and/or
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~.38. A pharnaceuti cal capsul e according to claim36, wherein about 90%
of the drug particles have a particle size greater than 10-m cron but

. less than 90 m cron. 39. A pharnmaceutical capsule according to claim

36 conprising: a) fromabout 2% to about 65% eltronbopag ol am ne; b)
from about 25%to about 89% of diluent; c) up to about 8% bi nder; d)
up to about 2% of |ubricant; and e) from4%to about 12% of

di si nt egrant. 0. Phﬁasdtab(ﬁl Hlﬂ}ﬁﬁhaoeﬁmhﬂ&ﬁgﬁﬁ)@xﬁf rad:t]diﬁngﬁ) ﬂi}@héﬂl)ﬁﬂalms 2|8
prepared o comerci a a 41. A use of a pharmaceutical capsule
accor di ngtoga PG R reAting)t @PWEO%OW«%& map engsidiaredt i on of a

medi canment for treating thronbocytopenia in a human in need thereof.
42. A use of a§har maceuti cal capsul e according to anyone of clains 36

to 40 for the r epak salidoralgthagmacsuticebdasage foon asepoding inanyoheofiubgms 28
receptor L m-41 wherein the
medi cam&*nt 1“# %f)ér?’? es&gﬁirggé’n({r? ﬁ\ggﬁfﬁlrk?gtr%%f £ gr oup

consi sting of. a col ony stinul ating factor, cyt oI dne, chenol ci ne,

e O SR L PRE B BB S BB
mol ecul esag@ﬁt sBRPleH @R &Q?ﬁou%‘"c%nﬁéﬁmtg@ aﬁﬁﬂ'&zﬂﬁﬁﬂi’dﬂn giRtGEScAtlEndl Nore

of said ents. har maceuti cal granul es conpri'si ng
3' 4(22) 41 woking, interlpykin heewjakine regeptor agonist or antagonists, soluble receptors

d hyd 1,
R e L S R b
gr anul es same nmahismd axgpng of oveof sagkagdntsuent s that are substantially

free of coordinating netals and/or that are substantially free of
reduci ng sugars. 45. Pharnmaceutical granules conprisin

31-[(22) 41- ( 3,53 di ﬁeph‘p}qnpwﬁgql)caﬂsu@accordmg to anyone of claims 36 to 40 for use

di hydr o- 3““‘%‘“? "9%91;‘% Iﬁé'fnaaz a‘}uﬂ Laengkbydrazi no] - 2' - hydr oxy- R

, 11- bi pheny IC aC| ronoet hanol am ne) wherein the
granules are made on a connerC|aI scale using a diluent or diluents

that are substgnti II free,of. coordi na netal s nd/
substant i al |y r ee AFIABCRA ] 8 Agoctaing Yo S Rt Ascisb ] for e
prepar i Ndn $gbuifln@tha| THIN A% ER6Ed ta alan @9 sadahdresMs cont ai ni ng a

55. A pharmaceutical capsule of claim 53 further comprising an agent selected
from the group consisting of: a colony stimulating factor, cytokine, chemokine,
interleukin or cytokine receptor agonist or antagonists, soluble receptors, receptor
agonists or antagonist antibodies, or small molecules or peptides that act by the same

mechanisms as one or more of said agents.

56, A pharmaceutical tablet comprising:
a) from about 15.95mg to about 127.6 mg of 3'-[(2Z)-[1-(3,4~

dimethylphenyl)-1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazino]-2'-
hydroxy-[1,1-biphenyl}-3-carboxylic acid bis-(monoethanolamine);

wherein,

b) about 90% of the drug particles have a particle size of greater than 10

micron but less than 90 micron;

-34-



-

.diluent or diluents that are substantially free of coordinating
metal s and/or that are substantially free of reducing sugars -and a

. therapeutically effective amount of 3'-[(22Z)41-

(3, 4-di net hyl phenyl) -1, 5-di hydr o- 3- et hyl - 5- oxo-411- pyrazol - 4-yl i dene
] hydrazi no]-2' - hydroxy-[I|, 11-bi phenyl ]-3-carboxylic acid

bi s- (nonoet hanol am ne) as described in claim1, which process
conprises bringi ng thd@bkoikpastudeddn séoalermﬁablato@rqs@@@uladst ghouns0,000 he
di l uent or,  diluents. 47. A pharnaceutical tablet according to
anyone of tablptsi ns 1 to 24 for use in treati ng thronbocytopenia in a
human in need dl)her ‘?ﬁgtablet contamﬁ@om'ﬁbﬁﬂ@g%QS%ﬁdt(Sg% Hya\%l%fxt oFer0bhag
to anyone of clains 24 for use in agonizing t receptor in
a human iexcipiats spheﬁeérﬁtfom microcrystalline qeHulose pewdéredpeluddse.aregslatinizad m
47 further t h roup consisting of:
a col ony 4 n{% ia"@*f’a a%%& S% (ﬁ%‘?gmﬁ % ﬁ%@ interleulcin or
cytol ci ne receptor t}ageb\ﬁeﬁi‘s fmhcaammgonl sts, soluble receptors,
receptor agonists or antagoni st antibodies, or snmall nolecul es or
pepti des that act by the sane nechani sns as one or nore of said
agents. 57. S% Pﬁr&%éuﬁcﬂ&?&let@%&fﬁg%ﬁ@i wHaegge form

accordi ng to anyone of clains use in treating

t hr ombocyt ope niha tabiet aomtamaﬁromrah«mb%ﬁ% tmabebtf 89% by weight offoneairimpror al
phar maceu d [, laims 28 to 32 for
use in agcé(n Zl nggfe%ggﬁg% re%%gﬁsgilﬁgcgﬁ&%ﬁgﬁlﬁggd t her eof

52. A solid oral pharnmaceuti caI dosage of claim50 further conprising

an agent selected fromthe grou nsi stin f. a colony st | at i ng
factor . cytol dfi. CHEMSPIREeRRHEE PRETIRTHO st Broiniee b aptt
agoni st of5. %ﬂ{g&a%aﬁtm 6%’&5@3 %(ZZQ-C[F-QS @fdﬁnethﬁﬁw&gfl SRS nfRthyl-5-

ant agoni st ant1 bodi es, or snal | ecul es or pepti des t hat act by the
sanme mec mr%ﬁa@ld@ld@m}hﬁd@zmﬂ%&y@%@éhﬂ sblphenyl] 3-gagboxylic acid bis-

' phar rraceltt?]d ?%th&%oocy% @&ggglg&egsgw&%ngegyhg%pog clains 36 to 40 for use

in treat ront bpeni man i n need thereof. 54. A
phar rracaujtr cal;capauﬂnﬁuﬁg:cordr ng to anyone of clains 36 to 40 for use
I'n agoni zi ng t %(zﬁ?@lf(ﬁﬂ%@mylpﬁe?lﬁymmyﬂfb m&#ﬂxﬂb&ﬁMH-pyrazol-4~55 A
phar maceuti cal_ capsul her .conprising an agent

sel ect ed Yliders] hﬂd@azgl?ﬂﬁphﬁ‘éf%)"& H'ridphsnyll-4-ceBroglc 28d Bt at i ng fact or,
eyt ol &l NGumofba il diine), RhElld LI of it Bl gﬁnrc%%wa AHORISHE of"

ant agoni st's, solu éceptors, receptor a nists or a tagonrst
ant i bodi @c;atﬂrthe&fﬂﬂ]ﬂﬁcrmilandﬁseﬁlanﬁompmndes t hat act by the sane
mechani sns as one or nore

tabI et conpri sPfgE ™ore excl%ifnﬁs F%ﬁ&%@gﬂ‘fl Tg'r%%al{l%e h%r?y %%ﬁgl o

- [ (2Z) 4ckt1618sef} pregelatinized starch, starch, lactitol, mannitol, sorbitol and maltodex(trin; and
d| met hyl phenyl) -1, 5-dj hydr o- 3- et hyI 5-0x0- 4H pyrazol - 4-yl i dene] hydra

2inol-2' - hydr BRPETEKCIDIES; pheny 1] - 3- car boxyl i ¢ aci d

bi s- (monoet hanglg g Tﬁzgaerer n, b) about 90% of the drug
particles havgfaa pa?ﬁl}({: si ze of greater than 10 m cron but | ess
than 90 mi crore) COmpreSSmgthehmxttminmtablstsmrdduced on a scale
suitable to pr par t abou tabl ets; d) the

tabl et cont ai ¥ Sﬂﬁ %%% Fgggogtgﬁfg%bs% by wei ght of one or nore
exci pients selp@@gtlm,from m crocrystalli ne cel | ul ose, povvdered

cel lul ose, pregelatinized starch, starch, lactitol,

sorbitol and niFPERIEsEs paTied ARt on a scalegyitablgfopaaags at I%aS’F q’PH‘i w'l?%aaqoed
tablets;
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~.57. A pharmaceutical tablet according to claim21 wherein: t he
tabl et contains fromabout 25%to about 89% by wei ght of one or nore

. excipients selected from mcrocrystalline cellulose and marmtol.

58. A process for preparing pharnaceutical tablets containing from
about 15.95ngy to about 127.6 ng of

-[(22) 41- (3, 4-di net hyl pheny1l) - 1, 5- di hydr o- 3- net hyl - 5-
0x0- 411. - pyr azedch4ableticoatains Hiout stoundl.95thg tydbook 27 6lmg of BH[ZEANH(BA3- ca

rooxylic ed bleppeeianchare) s WG B ores s CoRkints e

st eps of,
- [ (22) Adfokyd1dr H@hbﬂgﬂpﬁt«e%aylﬂe a'ér@&&lﬁﬁ&ﬂm&raﬁabﬁuﬂej ;9m@x0- 4H-pyrazol
-4 yl i dene] hy razi nol - droxy-[1 phenyl ] - 3- carboxyllc aci d

bi s- (ronoet hawhéaﬁlﬁ@pntam&om ﬁ:oab%i% t@dmb@% fy vepighy opena gran@s have

a particl

e or e ool SR loy OB bR SlAbee Wovd 5ol iRRe Hedibh 8
powder ed stath lstanﬂelacntod;gmttohsmhﬂolmdmmltpdam ch, lactitol,

manni t ol , sorbitol and mal t odextrin; and further exci pients; to form
a mxture; b) conpressing the mxture into tablets; and c) applying a

filmcoating tg, th%})@%é%taﬁeorﬂ’ihg‘t’d glesh 54 WRermoOCeSS IS carried out on
a scale suitable to prepare at least about 50,000 tablets;

each tabl et coeachitzhieticpptaing Biom abpgt BB P skoubBlSa by ¥Erehs ofpegr more
-[(22) ?eﬁg
d| met hyl pqr]ﬁ( % Sflegteglﬁi?nar%c?c%as aHlﬁe_ch%?(sg aﬂﬂl-m pyr azol 4-yl i dene] hydr a

zino]-2'- hydroxy-{1, 11-bi phenyl]-3-carboxylic acid

bi s- (monoet hangl am n ch t.abl et contains from about 25%
to about 89% B@ %ﬁ%ar@ﬁcedwgalé?blﬂr?%‘pg%gpl ents sel ected from

m crocrystal | ige ce:{drmhwls DOME es sbut ¥171.61n@ % 3- R EPAL@{4-ni zed
starch, starch, lacti manni t ol sorbitol and maitodextrin. 59. A

process afh@sﬁhaiphgntlbl,étdahwgé -Togfbylet-pro-4H-pyragalryhdenedivdrsimokens from
about 259 q_)glt Pi?ﬁe/ﬂ}@]y? %gghcoafcg]qﬁg%néndyg{agolgmﬁle ients sel ected

from mc ocry t ne “cel I'ul ose an Ito yhar maceut i cal
tabl et conpri svhegin, a) from about 15.95ng to about 127.6 ng of
3'-[(22)-(143,4- . s

di met hyl phenyP)- 1, 828k 93¢ WG&@SS%? yRaelg s ohEeatet rtidhe] nyd
razinoj - Zzﬁmrdm’cdlt!;bwﬂabﬁ%imaioﬁhenyl ] -3-carboxylic acid

bi s- (nmonoet hangl am n wher
( c) t)ablet oontﬁns from about 25% to about 89% by weight of one or more

excipients selected from: microcrystalline cellulose, powdered cellulose, pregelatinized
starch, starch, lactitol, mannitol, sorbitol and maltodextrin; and

d) the tablet is film coated.

61. A pharmaceutical tablet according to claim 60 wherein:

the tablet contains from about 25% to about 89% by weight of one or more

excipients selected from: microcrystalline cellulose and mannitol.

62, A process for preparing pharmaceutical tablets containing from about
15.95mg to about 127.6 mg of 3'-{(2Z)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-methyl-5-
oxo-4H-pyrazol-4-ylidenelhydrazinog]-2'-hydroxy-[1,1'-biphenyl}-3-carboxylic acid bis-
(monoethanolamine), which process comprises the steps of;

a) admixing:
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~.b) about 90% of the drug particles have a particle size of greater
than 10 micron but |ess than 90 m cron; c) the tablet contains-
. fromabout 25%to about 89% by wei ght of one or nore excipients
"selected from mcrocrystalline cellul ose, powdered cell ul ose,

pregel atini zed starch, starch, lactitol, mannitol, sorbitol and

mal t odextrin; and d) the tablet is filmcoated. 61. A

phar maceut i cal 3t[@&)eil - (3memnﬂthygsheﬁylpﬁﬁidﬂ1ﬁﬁo-\3kmﬁbjrlrﬁ oxo-4H-fykeol-&bl et

contains fr 59 89X e or nore
exci pi entgldg%?]g%‘fr@ﬂ“%' ' iﬁtér‘g}g‘ﬂ%w] EQ %‘B‘IYPE]P‘B 15and mannitol .
62. A pr ocgrmoétﬁanmmay lmmgrenh@aouam%f 8Rldri ARGl S 1298 h PhlcRGide d?m
about 15 to about™ 12

-[(22) @e@gthmulm@aqmb\uféwyﬂ)anﬁoamrqmydro 3- et hyl - 5-

oxo 4H pyrazol 3-carb
oxylic acid bi s%n%ljr%%?%g%g?éq{&ée?% \g\[ﬁm EX& %gli}&%%ergﬁ?dsgzb%%%dst eps
of ; a) acdweluiong plegelatmlzed starch, starch, lactitol, manmtol sorbitol and maltodextrin; and
31-[(22)41-(3 i met h henyl) 1, 5-di hydr o- 3- net hyl - 5- oxo-411- pyrazo
| -4- ylidene] hé’a&'ﬁ 1"*“3 - hydroxy-[ 1, 1' - bi pheny1] - 3- car boxyl i ¢ acid
bi s( monoet hano{oafa]-rﬁg)mmmr ei n about 90% of the drug particles have a
particle size of greater than 10 nicron but |ess than 90 nicron;

one or nore eXii porepiessingihe misyre intnfeblgiscander ystal i ne cel | ul ose,

powdered cel I y} O%‘ﬁﬂ%ﬁ%g?fﬁ;‘}%@ﬁ%%ﬁr%h starch, lactitol,

mannitol, sorbrt further excipients; to form
a m xture; b) monpedssing the mxture into tablets; and c) applying a

o o "o S R e A Smeo oS 4 AR EN A0

di met hyl phigetilphdnd)-1, stnﬂ@srd@os-rﬁahﬁyﬂ-oﬁ: M%ﬂdom&ﬂd@iejl@dﬁzh@?ﬂe] hydr a
zino]-2'- hydroxyn{)l 1 - nyl ] - 3-carboxylic acid

bi s- (mnd@’@ﬁ&ﬁﬂllé lﬁbynylla%aarboxyhc agigchis-{rappiaethapelamineliend r om about 25%

" to about 89% by, wei tcoafamg%npé ouPs A?cf( om@m g&fBPﬁiﬂJ&

m crocrystalli ne cel l'ul ose, ere | ose, atinl ze
starch, staipihis selected thiwim: Imalwnrytstallmes:oﬂlﬂoaeopomdedemmbd@mrffgehnnﬁed A

process accardin 0..claim wher, each tabl et contains
from abo ar%%@éaf‘%’ %ﬁ%@ E;l?) ﬁt‘gﬁfldg’fal%ﬁlueéuﬁ' nore exci pi ents
selected from mcrocrystalli ne ceI | ul ose and mannitol. 64. A

phat maceuti cal _tabl et conpri si fromabout 15.95ng to
about 127.6 nfdof H pl[oegsz)ac@ldl(lgtcn{clalm 62 w;xerem'

di met hyl phe ny 1dach tabi&icBNidne ﬁ%nﬁ%hvis% t&muf‘@m& %?éht fr¥hd Slengthydra

zinol-2'- roxy-[1, 11-bi phenyl]-3-carboxylic acid
bi s- (o n(ﬂpémm sah:pﬁqé)ﬁ'onumgp@pwstalhne cellulose and mannitol.

64. A pharmaceutical tablet comprising:

a) from about 15.95mg to about 127.6 mg of 3-[(2Z)-[1-(3,4~
dimethylphenyl)-1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazinc]-2'-
hydroxy-[1,1'-biphenyl]-3-carboxylic acid bis-(monoethanolamine);

wherein,

b) the tablet is produced on a scale suitable to prepare at least about 50,000
tablets;
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.b) the tablet is produced on a scale suitable to prepare at | east
about 50, 000 tablets; c) the tablet contains from about 25% -

. to about 89% by wei ght of one or nore excipients selected from

"mcrocrystalline cellul ose, powdered cellul ose, pregel atinized
starch, starch, lactitol, mannitol, sorbitol and maltodextrin; and
d) the tablet is film coated. 65. A pharmaceutical tabl et

accordi ng to cjai mpdtablRes@itdins frbia abalR126Y t6 @B&RIZVHK, By WERIXTWhe SPHoEO
about 89% by wei ght of one or nore excipients selected Trom

ni cr ocr ysex&ipienteselesterd frogy anigrogrvisiailinerceliulose, powdeggl cellulose, pragslatipized

| bout 15.95 t
about | R IR R b oMl Bl R 8 O My to

-[(22) 41- ( 3,d- di riet tablepisdiimipated.5- di hydr o- 3- net hyl -
0X0- 4H- pyr azol - 4-yl i dene] hydr azi noW hydr oxy-[ 1, 11- bi phenyl ] - 3- car boxy
lic acid bi s(nonoet hanol am ne), which process conprises the steps of;

a) adm xing: 65, A pharmaceutical tablet accordm to clalm 64 wherein:
-[(22) 41- (3, 4-di rrethyl phenyl) -1, 5- met hyl - 5- oxo- 411- pyrazo

|- 4- ylidene] h@aﬂ@iﬁtﬁeqltawsﬁ}wwwamtqqh%t%%hmel%ﬁ- eEPISIYR9TE aci d
bis- (mongethanal.atcd o miciR6yRindRER 1 GhlheRhose! ected from

m crocrystal 1 ne cellulose, ered cel 'ul ose, pregel atinized
starch, starch, lactitol, mannl tol, sorbitol and maltodextrin; and

furt her exci pients; to forma m.x re ng. t he, m. xture
into tablets: Bhd Ao wfpaaﬂ%lpféﬂﬂﬁ%e&&g%' R E SRR
provi ded: 15‘.9‘5@1@%@56&32056 mgbf 34EDIL-(DY-damstdbRerSA-T, &Hilﬁ'df@}ﬂ{e&[;%e
at | east about 50, Q00 t ch tablet contain

15. 95ng 1 o pyragal-A-ghi ﬁygrgzmﬂ-%iy @-‘gl,ll-blpheny -3-car’ oxyEm 20id Di 1s-
di met hyl p(%%étﬁanjolaﬁnlﬂl)hi(ﬂi'&ﬁ’ r%cég?é ise 1f®sRpdidE Pyrazol - 4-ylidene] hydra

zino]-2'-" hydroxy-| eny carboxyllc acid
bi s- (nonoethaﬁ@l&hmn&% and each tabl et contains from about

m o oorystal | | ReVEA g eelm SR SR e R R i o
starch, syresdlhydradiolt20hydmoryl,1'diphenol]Bi dacioxgliclagidibisodextrin. 67. A

process ?élcor(}i_l{}% tq ¢l aim66 wherein: each tabl et contains
f r om aboudopae 89% by wei ght of one or nore excipients

sel ected from g &&ﬁ&é ¥idigiehts B8e Q8 frtthOSRrédrstdBRAE dRlose, @R whered
phar maceuti cal tablet conprising:
cellulose, pregelatinized starch, starch, lactitol, mannitol, sorbitol and maltodextrin; and
further excipients;
to form a mixture;
b) compressing the mixture into tablets; and
¢) applying a filin coating to the tablets;
provided:
the process is carried out on a scale suitable to prepare at least about 50,000
tablets;
each tablet contains from about 15.95mg to about 127.6 mg of 3'-[(2Z)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene |hydrazino]-2'-
hydroxy-[1,1"-biphenyl]-3-carboxylic acid bis-(monoethanolamine); and
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-.a) fromabout 15.95ngy to about 127.6 ny of
3'-[(22)11- (3, 4-di net hyl pheny1) -

.1, 5-di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-yl i dene] hydr azi no] - 2' - hydr oxy
“-[l , Pbiphenyl]-3-carboxylic acid bis-(nonoethanol am ne); wherein,

b) about 90% of the drug particles have a particle size of greater

than 10 micron but less than 90 m cron; c) the tablet is
produced on a %ﬁhéblét@bht&ﬂs@rohpaﬁbﬁ%_ﬁ)ﬁou{mbg%@ﬂt oB6helGnore
tabl ets; and d), the tablet contains from about 25%to ahout_ 89%

by wei ghtexsivicgtiselsrtefdionm: anigroprvetalline selivloseeppwqessh celilopo prapsletinicet e
cel | ul oseg, pRWRse el LRSS, sRb ol istarch, starch,

| actitol, ar%nﬁ\r%ﬁt (?I’, csor’t?:lg. 0 é?\cg %ﬁ#@%@g?ﬁﬂ?ﬁag_ A phar naceuti cal
tabl et according to claim®68 wherein: the tabl et contains from
about 25%to out 89% by wei ght . of, _.one or nore excipients sel ected
from nicrocr @t al Iﬁ“?fé’c%%la?‘iﬂr%%toa%ﬂ%@nﬁﬁ?ﬁlf’t 70. A process for

p[) eparing pharm}gmmémahmmﬁbm&wmﬂ%&a&%m $9% by alidht of neXp ifbré O
about 127.6, ng o ) ) .

3' - [ (22) TEcipEnis sgleqist Mprp maskeeystelline gplilese snd mapaiigl - 5-

0X0- 4H-pyr azol - 4-yl i dene] hydr azi no] - 2' - hydroxy-[1, 1' - bi phenyl]-3-carb
oxylic acid bis(nonoet hanol arni ne), which process conprises the steps
of ; a) adm xi rf§: A pharmaceutical tablet comprising:

3'-[(22)41- (3, 4-dinethyl - ~gL bydr 0r 3+ hyls 5-0x azol
o ene hy BoRBHCBRE it 197 85K SO s S Ah A

bi s( monoet, fidivgtnd-aejhyl-SheoeiHipplagilid-Aifmethydraginsr 2Udypori-[Lles have a
particle size of greater than 10 mcron hut |ess than 90 m cron;

one or nd?@%}{&%ﬁé}%ﬁg@@&&%&%?%}fﬁno PYerystal |'ine cellul ose,
powdered cel | Wipsg, Ppregelatinized starch, starch, lactitol,

manni tol, sorbitol and maltodextrin; and further excipients, to form
a mxture; and)b). ebepO8¥seithe divg patticles have arma@thlabllzeoggremrdbam&: t he
process i.s..carnri .2 _scale suitable to prepare at | east about
50,000 ta IIceot%sb;rultFegS Qlﬁgg(%ﬁ@rf’gbl et contains from about 15.95ng to
about 127.6 nw)of e thhl2Apilodudeddon a scale suitable to prepare at least about 50,000

di et hyl pl"hein 1) -1, 5-di hydr o- 3- net hyl - 5- oxo- 41- 1- pyr azol - 4-yl i dene] hyd
razi no] - 282'€ oxy-[ 1, P- bi phenyl ] - 3- car boxyl i ¢ acid

bi s- (monoet hargyl anmiahblefdtitains from SRAM 25BRb Gbot 80YAIYSei kit ToADSitihordS %0
to about 89% by wei ght of one or nore excipients selected from

mi cr ocr y sxeiiankacleetes fogy anicroewstelliag celitloss pasdergshastuloss, pragoletinized
star.ch, SsEa?'EhCgméh?{élzﬂitbg'manﬂg@f‘%ﬁ'tol.aﬁ&’ﬁﬂltﬁégxtrﬁﬁd mal t odextrin. 71. A
I'ng clarm erein:

process accor 0 each tabl et contains
from about 25% to about 89% by wei ght of one or nore excipients

sel ected i 0m69.m Cw;%a}/l%%&lu%iéaq ?ab(l:eet\ laclzc%lr 11§,ge toaagmngéq\ghérgilni

the tablet contains from about 25% to about 89% by weight of one or more

excipients selected from: microcrystalline cellulose and mannitol.

70.  Aprocess for preparing pharmaceutical tablets containing from about
15.95mg to about 127.6 mg of 3'-[(2Z)-[ 1-(3,4-dimethylphenyl)-1,5-dihydro-3-methyl-5-
oxo-4H-pyrazol-4-ylideneJhydrazino}-2-hydroxy-[1,1'-biphenyl]-3-carboxylic acid bis-
(monoethanolamine), which process comprises the steps of;

a) admixing:
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. 72. A pharmaceutical tablet conprising: a) from about 15.95ny
to about 127.6 ng of 31-[(22)41-(3, 4-
. di net hyl phenyl) -1, 5-di hydr o- 3- net hyl - 5- oxo- 41- 1- pyrazol - 4-yl i dene] hyd
"razino]-2' - hydroxy-[1, 11-bi phenyl]-3-carboxylic acid
bi s- (nonoet hanol andne) ; wher ei n, b) about 90% of the drug
particles have a particle size of greater than 10 mcron but |ess
than 90 mi cron3- [(zz) [1- (3 4- diﬁleﬂab@hez@@j gs ditsrd - Bahegiod-5askoad 15§ gdagol-4-
suitable to prep 151331 gi OOtabIets nd d) the
tabl et i lidpheih -2 }3‘? ﬂl‘h@"“b t maceut i cal
tabl ets

’[(22) Z(‘fﬁ%?@&%?a%%ﬁ"‘fﬁﬁ‘sﬁiaﬁ@% b9 GRgHIcI o EBarklo size of
oxo 4H pw‘%!erlthmkﬂmwml}m}ﬁsﬁmﬁﬁlmmnhydr oxy-[1, 1" - bi phenyl]-3-carb
g?yl Ia)c gg IdeP:,lgrierr?rﬁ?o% h)?c f))le rs@éle&gd fr(\)AIQI I%wr&:ﬁrj?s?aefﬁge SRS %8&@&@3 steps
31-[(22) ékfb}lﬁl3s34pfhgﬁlaﬁin¥é¢)§1&ﬁk,k)m'& Tactliol wakinnit3h, smbitylland neaktodekithim wnd z ol
-4- ylidene] hydrazi no} 2' - hydroxy-[1, 11- bi pheny1] - 3- carboxylic acid
bi s(monoet hanoPERFLFEFFIPIsHRer ei n about 90% of the drug particles have a
particle size @ffoﬂﬁgﬁh%retgﬁd'l 10 mcron but less than 90 m cron; and
exci pients; to forma mxture; b) conpressing the mxture into
tablets: and ) eq;mxyssngthemtmem@ttabigs,to the tablets; provided:
t he process | %ﬁ&e[dl, ed out on a scale suitable to prepare at | east
about 50, 000 ¢t and each tabl et contains from about
15.95ny to aboihe pﬂcﬂissﬁs cayried 0@ on[a(s2al} 4ditab, t4 prepare at least about 50,000
di et hyl pqﬁ 1) - 1, 5-di hydr o- 3- met hy1- 5- oxo- 4H pyrazol - 4-yl i dene] hydr a
zi noj] - 2' ?}ér oxy-[1, 11- bi phenyl ] - 3-carboxylic acid
bi s- (nonoet hangR LR Lontdifs ﬁoﬂ%o@ﬁl@ﬂ&lﬁb%&ﬁ@ﬂ%ﬁﬁg bedlietz)acenadi ng

to claim56 for the greparatlon of a ament for treating

t hr orboc yEmpEHPhen- L ainiro-Brmated d-viecbaymazast-Hidsselbyregnol 2
DRy TRe bRl 3 BheAROL A Aot AL Ml cbBlotkliRoRRPar 2 on of @

medi canmen rea cytopenia 1n a human 1Tn need thereof.
each: tablet contains ﬁ'om about 25% to about 89% by weight of one or more

excipients selected from: microcrystalline cellulose, powdered cellulose, pregelatinized

starch, starch, lactitol, mannitol, sorbitol and maltodextrin.

71. A process according to claim 70 wherein:
each tablet contains from about 25% to about 89% by weight of one or more

excipients selected from: microcrystalline cellulose and mannitol.

72. A pharmaceutical tablet comprising:

a) from about 15.95mg to about 127.6 mg of 3-[(2Z)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-0xo-4H-pyrazol-4-ylidenehydrazino]-2'-
hydroxy-[1,1"-biphenyl}-3-carboxylic acid bis-(monoethanolamine);

wherein,

b) about 90% of the drug particles have a particle size of greater then 10

micron but less than 90 micron;
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-, 76. A use of a pharnaceutical tablet according to claim®60 for the
preparation of a nmedicanment for treating thronbocytopenia in a human
in need thereof. 77. A use of a pharnmaceutical tablet according

“to claim6l for the preparation of a medicanent for treating

t hronbocytopenia in a human in need thereof. 78. A use of a
phar maceuti cal tablet according to claim64 for the preparation of a
medi canent f orc)t r edld tablet ispomdmoed eropsmalesuitablatanrapare atrleasé ghbut HgPRbT |
79. A useﬂﬁf .anghar maceutical tablet according to claim65 for the
pr epar at iBHeSF A edi canent for treati ng thronbocytopenia in a human
in need thereqgh. thetaBRtisAillac0ated. @ pharnaceutical tablet according
to claim68 for the preparation of a nedicanent for treating

t hronbocytopenia in a human in need thereof. 81. A use of a

phar maceut | calyst abl el aeeht g%gagg%@hm&:éﬁtéa thits LlfiRbEBBALLAN Of 2

medi canent for "treating thr openia in a human in need thereof.
82. A usds5dfSme tplrhoutd @8 6ting af 3"+ (@8)d1-(ZéclimethylphenyDel, Sidthydro-3-aethyhs-

preparation a nedj ca for, t tin Lonbocyt.openi a in a man
' hecd e Bipitemoi - mnE Sy L SBR ICE PR e
56 for uggohbethdrRBinhing), Whick PloESY tRReis Geispgofhiuman in need thereof .

84. A pharnmaceutical tablet according to claim57 for use in treating

t hr onbocyt operi'i) a?dmXEBhuman i n need t hereof . 85. A
har maceut i cal qit j I ) -b¥b- j .
P 3UEEHY-(GASREEIRRES I SRR § Hherhiies-bib-AE 34004

t hr onbocyt openi man 1 N need the o
phar mac e utlidesd hycriding] - 24 by drodiHb 1 Haplengl] Hr@baxglic agidbisn treati ng

t hronbocyt openj a in_.a.human.in n I S .
phar mmcerrrparboihRol W HBER b0 Lk Aele nasciepe P ppthcle e of
t hr onboc ygrep@ithan 10 mitrénibEess thanedniciony anf . 88. A

phar maceutical tahlet according to claim®65 for use in treating
t hr ombocyt openf B human i n need t her eof . 89. A

phar maceuti cal il §inideQrding to claime68 for use in treating
t hrombocytopenia in a human in need thereof 90. A

phar maceut i calb)t atthpressingbe anintgre otoctrbleisi @9 for use in treating

thrombocyt openy a,fiflving a Kl ARLbIE! €O
provided:
the process is carried out on a scale suitable to prepare at least about 50,000
tablets; and
each tablet contains from about 15.95mg to about 127.6 mg of 3-{(27)-[1-(3,4-
dimethylphenyl)-1,5-dihydro-3-methyl-5-oxo0-4H-pyrazol-4-ylidenelhydrazino}-2-
hydroxy-[1,1-biphenyl]-3-carboxylic acid bis-(monoethanolamine).

74. A use of a pharmaceutical tablet according to claim 56 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof,

75. A use of a pharmaceutical tablet according to claim 57 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof,
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_91. A pharnaceutical tablet according to claim72 for use in treating
t hronbocytopenia in a human in need thereof.

76. A use of a pharmaceutical tablet according to claim 60 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof.

77. A use of a pharmaceutical tablet according to claim 61 for the

preparation of a medicament for treating thrombocytopenia in a human in need thereof.

78. A use of a pharmaceutical tablet according to claim 64 for the

preparation of a medicament for treating thrombocytopenia in a human in need thereof.

79. A use of a pharmaceutical tablet according to claim 65 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof,

80. A use of a pharmaceutical tablet according to claim 68 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof,

81.  Ause of a pharmaceutical tablet according to claim 69 for the preparation

of a medicament for treating thrombocytopenia in a human in need thereof.

82, A use of a pharmaceutical tablet according to claim 72 for the

preparation of a medicament for treating thrombocytopenia in a human in need thereof,

83. A pharmaceutical tablet according to claim 56 for use in treating

thrombocytopenia in a human in need thereof.

84. A pharmaceutical tablet according to claim 57 for use in freating

thrombocytopenia in a human in need thereof.

85. A pharmaceutical tablet according to claim 60 for use in treating

thrombocytopenia in a human in need thereof,
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86. A pharmaceutical tablet according to claim 61 for use in treating

thrombocytopenia in a human in need thereof,.

87. A pharmaceutical tablet according to claim 64 for use in treating

thrombocytopenia in a human in need thereof,

88. A pharmaceutical tablet according to claim 65 for use in treating

thrombocytopenia in a human in need thereof.

89. A pharmaceutical tablet according to claim 68 for use in treating

thrombocytopenia in a human in need thereof.

90. A pharmaceutical tablet according to claim 69 for use in treating

. thrombocytopenia in a human in need thereof.

91. A pharmaceutical tablet according to claim 72 for use in treating

thrombocytopenia in a human in need thereof.
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