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1- (3. 4- Dl METHYLPHENYL) - | . S- DHI YDRO- 3- METHYL- S- 16 0CT 2008
0X0- 4H PYRAZCQL- 4- YLI DENEI HYDRAZI NQ| - 2' - HYDROXY-f | . 1" -

Bl PHENYLI - 3- CARBOXYLI C ACI D bi s- (MONOETHANOLAM NEI 5 This invention rel ates
to an inproved thronbopoietin (hereinafter TPO mnetic, the

bi s- (nmonoet hanol am ne) salt of 3'-[(22)-[ 1-(3,4-dinethylphenyl)-1, 5-

di hydr o- 3- rewoyboBIRx0- 4H- pyr azol - 4-yl i denel hydr azi no] - 2&wbwpsteossy-[ 1, 1' -

bi phenyl ] - 3-carboxylic acid. The conpound is represented by Structure I: 10
CO2H OHNH NYOHO 2 N(I) The conpound of this invention is useful as
an agoni st of the TPO recept or parti cuI arI y in enhanC| ng pI at el et
production. 15 Det a® ' i 3 AMHYBROB3-ME

1- (3, 4-dinethyl p

yl i dene] hydrazi no}- 2" - hydr O¥WH 4.c ﬁ%ﬁk%’fé‘AdDaC' I's a conpound which
is disclosed and cl ai ned, arong wW.rn ||y acceptable salts,
hydrates, solvates and esters ¥ ful as an agoni st of the
TPO receptof, 20 particularly in enhanm ng pl atel et production and
Rgrltl CU|t ar| leon }Dh%erﬁ@ﬁ%g?éiat&ft%aﬂlm Fbﬂt@cﬁﬁb&gﬂﬁ%ﬁl(he}eihah&tﬁbﬁ'at' 3“?' .

plication avi.n g date o y
24, 2001; Int e?lﬁléetﬁcélr\e ’s'égt?ﬂﬁ%bag?l )Iﬁ%ﬁ%gr l(%,ﬁi?@i}f@@&@*ylpg bé% | nt er nat i onal
Publ i cati on dafibydss-3-Rsthehbeyo-4tbpyrargbd-ylideprdhydraginple2-hydrexy-[1,1-

biphenyl]-3-carboxylic acid. The compound is represented by Structure I:

PO

10
CO,H

Y
The compound of this invention is useful as an agonist of the TPO receptor,
particularly in enhancing platelet production.

15 Detailed Description of the Invention
3 {N’-[1-(3,4-dimethylphenyl)-3-methyl-5-0x0-1,5-dihydropyrazol-4-
ylidene}hydrazino}-2-hydroxybiphenyl-3-carboxylic acid is 2 compound which is
disclosed and claimed, along with pharmaceutically acceptable salts, hydrates,
solvates and esters thereof, as being useful as an agonist of the TPO receptor,

20  particularly in enhancing platelet production and particularly in the treatment of
thrombocytopenia, in International Application No. PCT/US01/16863, having an
International filing date of May 24, 2001; International Publication Number WO
01/89457 and an International Publication date of November 29, 2001, the entire
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160612006 W 03/098992 PCT/US03116255 di scl osure of which is hereby
I ncorporated by reference. International Application No. PCT/US01l/ 16863
does not specifically disclose a salt formfor any of the conpdb 100

di scl osed therein. It has now surprisingly been found that the

bi s- (nmonoet hanol am ne) salt of 5 3'-[(22)-]

1- (3, 4-di net hyl phenyl ) -1, 5-di hydr o- 3- net hyl - 5- oxo- 4H pyr azol - 4-

yl i denel hydr ago ssapsee - hydr oxy-[ 1, 1=bi phenyl ] - 3- car boxyl iper@&isas268S numer ous
advant ages over the free acid. The free acid is poorly soluble in water
(approximately 5 mcrograns per mlliliter). This poor solubility adversely
affects the ability of the free acid to be fornulated into pharnaceuti cal

dosage forns a W in vivo.
Wil e the frequsd% ﬁe% mcwﬂ%%kgggﬁ q'tw&){h%tﬂg‘ PO receptor,
particularly i M H%QH ﬁbﬁ% é%c&r%fpeﬁﬂs% G A BB y (1 ¢ he
treat ment of tchmpevndsodiscloprsithesein.t he bi s- (nonoet hanol ami ne) salt of
-[(22)-[1-(3,4- I has now surprisingly been found that the bis-(monoethanolamine) salt of

Idl net hyl phenyl )y E@E)b[g?yg&ﬁ §1§H&2§w5’ %05 %F% Sr%Q‘IHéa%[dlﬂene] hydr azi no] - 2

15 hydroxy-[1 | C._ac has the d advant ages of
enhanced sol uB’;hfi"r“E’y)‘Y prerol e deery-Blnt- PﬁPP‘i?y 1Firarbesiip aUhes SFMEASs i nventi on,

-[(22)-[ 1- (&ﬁﬂandgmhyﬂqﬂee Rgid. )Tlm fese acid is poorly solub]e in water
dl hydro- 3-met h Lpp%xﬂf@a piedRlpemilikede NGls iyl sBiebiNgladversepgtE@xy - [ 1, 1 -
bi pheny! ] - 3- car, E’ea%é}i ?gflme%eema?obfmgﬂeﬁ%%& Alenel gLl - “Active 20

I ngredi ent” recep particularly in
enhanci ng at@“&s%%%lﬁ?@ﬁ H’E COEROUMLIINER| y i n the treatnent of
t hrrombocyt openi a. TWaile mefrea/ae:dlmlgg!ﬁylusem ascaaagdnist aftihe TG teatpd, i N a

Convent ' Ona: daagRatyd h! SR et PYoduti ldY aﬂﬁulﬁﬁ}ﬁnﬁﬁttﬂehiﬁm%t'agr edi Snt Wf[ th a
convent i ona ceutica cce uent according to

t echni ques reagﬁf’gﬁfﬁ%@ﬁ"% oe%ﬁg’g%mg#msomrfe?faho ﬁé@%ﬁ 1 3 95 such as those
descri bed in | riimastkyirbenibal. S-dipysire-g-anethyh-Rikp- atbpyrpaghbylideselbBiazingk2- 1 out e of

adm ni st r at 15n hyayxysH, 10bighenylpaicabbxgliadcidtias the pdded bdvarthges bfenhaopar ent er al - as
used herein i nghmﬂg@aw&g@mg : | ntranuscul ar, subcut aneous, intranasal,

et ol Bt A AN B AL 1. O @

dihydro-3-methyl- 5-0x0—4H-pyrazol 4-y11dene]hydrazmo] 2-hydroxy-[1,1-
biphenyl]-3-carboxylic acid bis-(monoethanolamine) (hereinafter - "Active

20  Ingredient"), is useful as an agonist of the TPO receptor, particularly in enhancing
platelet production and particularly in the treatment of thrombocytopenia. The
Active Ingredient can be administered in a conventional dosage form prepared by
combining the Active Ingredient with a conventional pharmaceutically acceptable
carrier or diluent according to techniques readily known to those of skill in the art,

25  such as those described in International Application No. PCT/US01/16863. The
route of administration may be oral, parenteral or topical. The term parenteral as
used herein includes intravenous, intramuscular, subcutaneous, intranasal,
intrarectal, intravaginal or intraperitoneal administration. Oral administration is
generally preferred.

30 As used herein the term “monoethanolamine” means "2-aminoethanol”,

Doses of the presently invented Active Ingredient in a pharmaceutical dosage unit

as described above will be an efficactous, nontoxic quantity preferably selected from the
range of 0,001 - 100 mg/kg of total body weight, preferably 0.001 - 50 mg/kg. When
treating a human patient in need of a TPO mimetic, the selected dose is administered

35  preferably from 1-6 times daily, orally or parenterally. Preferred forms of parenteral
administration include topically, rectally, transdermally, by injection and continuously by

infusion. Oral dosage units for human administration preferably contain from 0.05 to 3500
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30 As used herein the term "nonoet hanol am ne" neans "2-am noet hanol". Doses
of the presently invented Active Ingredient in a pharmaceutical dosage unit
as descri bed above will be an efficacious, nontoxic quantity preﬁ&ﬂ& I‘lﬂ
selected fromthe range of 0.001 - 100 ng/kg of total body weight,
preferably 0-001 - 50 ng/kg. When treating a human patient in need of a TPO
mmetic, the selected dose is adm nistered 35 preferably from1-6 tines
daily, orallwoesespasenterally. Preferred fornms of pareng@n@bsisssgdm ni stration
include topically, rectally, transdermally, by injection and continuously by
i nfusion. Oral dosage units for human adm nistration preferably contain from
0.05 to 3500 -2 1 6 DCT 2006 WD 03/098992 PCT/ US03/ 16255 ng of Active

I ngredi ent, no opA&ifv@ir@iwémfﬁxm&e&g@omﬂ@Qoﬁmﬂg)&m&&emﬁe&eﬁgredl ent. Oral

adm ni strati on, Par ent er al

admi ni strati ononﬁm""% “ﬁtﬁm c;'écg ?%Iowﬁrd\l\fe%%/eéwm %dgfp?:'%"ﬁmg%d T Rn safe and
conveni ent f or highdossses hasayer. alfpean beusesd seherizste arskoonvenins fopthe Eﬁ"f"l‘}e'rhﬁr eferred
amount of the Abdved&ages eflapchoatt prefotfed ems@tiofabe AGive greliemexpessetas| t Wil | be
recogni zed ky oQpepi;igkill in the art that the optimal quantity and spacing
of individual dosages.qf the A |ve will be determ ped by the
nature and extent '["ﬁ’&’?fm Bﬂ“"‘o"é:"\ﬁ%mtt eeaé‘ttﬁﬂtheoﬁ'ém‘flﬂ}‘ﬁ‘y te and site
of adm ni st r atspaging Ohnfﬂvr!ilhﬁédtpﬁages pCthe Aetivp Ingredignt Wil berdetermimad bscthe and t hat such
opti mums can 1Qathe aftpix@hidrRREoRditich®eing Bédeddi¢ fonRGbie sHdefc ol t W || al so be

appr eci ated by a&’;ﬂxﬂhﬁ’afuoﬁ %& the 8#.—[1 d%éi‘gatéﬁt%beﬁlﬁ Blagd yed, h&thPaft %JERL%%RMS%% of

treatnent, |j S Ive Ingr ent’ given per day
for a defi n]é)d heftEmingd W?““%teﬂ@‘q&%‘c&rwléﬂﬁ%w Pppretipely oneRiskilag i n t he
art using convanhe mam tlwolpnmel cofirse of eraatyrent.ti.e d the ovmben af dosgs of e AstiveGener al | y

speaki ng, the ¢opaa Aday &rhﬂéﬁ&@dhlﬁﬁbei&dwse&ab@&c&béuﬂd&&%sw ng 15 the

free acid, 3- L,ge@ mc sl@agﬁhaggm@fﬁtﬁm A et Y-S oxo- 4t

pyrazol -4-yliden razin carboxylic acid,

in an appropriat e %Pead‘&gv‘@ﬁfom P'éif fhigp “E“é’t‘i‘ E‘EW&VG solVitther ei naf t er
THF) or etlfianaﬂe/fﬂemx( Bﬁmzs{r-tmmmyiymmlbus prydno{3)metlxyl-|5toeo #Hg the resultant
mxture to "emﬂy&ol-@-(?H&eﬁ@]hﬂﬁ&in%]-ﬁlﬂ@rﬁx)aﬁqr Highehn{-3- cﬁ%ﬂm&m inana sol ution of

two or more equlyal 2ot 0f .20, eLNANS) Al kaf el SRR TFFG! veNt . pref erably

ethanol/IMS (Induslna] Methylatcd Spirit), filtering the resultant mixture to remove
contaminants, then adding this solution to a solution of two or more equivalents of

20 ethanolamine in an organic solvent, preferably a water-miscible solvent, which may
contain 2 measured amount of water, preferably up to 5 volumes of water with
respect 1o the free acid. The compound of this invention is filtered off and dried, for
example, dried in vacuo or air dried at an elevated temperature.

Ethanolamine, 99%, was purchased from the Aldrich Chemical Company,

25  Milwaukee, Wisconsin.

Tetrahydrofuran (THF) and Industrial Methylated Spirit 74 O.P. (IMS) were
purchased from BDH Laboratory Supplies, Poole, England.

The following examples further illustrate the present invention. The
examples are not intended to limit the scope of the invention as defined hercinabove

30 and as claimed below.

EXAMPLE 1
Preparation of:
3[(2Z)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-methyl-5-oxo-4H-pyrazol-4-
35  ylidenelhydrazino]-2™-hydroxy-{1,1™-biphenyl]-3-carboxylic acid-carboxylic acid bis-
(monoethanolamine)
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contain a neasured anmount of water, preferably up to 5 volunes of water with
respect to the free acid. The conmpound of this invention is filiﬁrﬁ ﬁ@f and
dried, for exanple, dried in vacuo or air dried at an el evated «;D ez ture.
Et hanol am ne, 99% was purchased fromthe Al drich Chem cal Conpany, 25

M | waukee, W sconsin. Tetrahydrofuran (THF) and Industrial Methylated Spirit
74 OP. (IM5) were purchased from BDH Laboratory Supplies, Poole, England.
The fol |l ow ngoex@egpt es further illustrate the present imvaseiesns The
exanples are not intended to limt the scope of the invention as defined

her ei nabove 30 and as cl ai ned bel ow. EXAMPLE 1 Preparation of: 3'-[(22)-]
1- (3, 4-di net hyl phenyl ) -1, 5-di hydr o- 3- net hyl - 5- oxo- 4H pyrazol -4 35

yl i denel hydr azi nol - 2' - hyd&9ky-[ 1, 1' - bi phenyl ) -B%@ar boxyl i ¢ aci d-carboxylic
acid bis- (nonoethanol apreae) -3 16 OCT 2006 @0 03/ 098992 PCT/ 1JS03/ 16255

2H CO2H OH OH NH NH 10 TNFi Et hanol M0 O HO Z 2
NNNNN3-[(22) -]
1- (3, 4-di net hyl phe -1, 5-di hydro- 3-ne - 5- oxo0- 4H pyrazol - 4-

yl i dene] hydr azi no] - " - iroxy-[ 1, 1' - bi pAenyP§-3-carboxylic acid, | g of
crude 5 orange solj@H in 16. 75 m of THENvas stiﬁrred at apjr oxi mately 30C.

Water (2.0 M) wap added sTBREYto nmiftain a fe at greater than 28C.
When the additi ¢ © conpffétheretLh at ur M ed to 30C and the
solution filtereogy- hrough a glass fibgegypad (2 x Wat man GF?CfiIters) to

remove particul ate er.

3-{(2Z)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-methyl-5-ox0-4H-pyrazol-4-
ylidene]hydrazino]-2-hydroxy-{1,1-biphenyl}-3-carboxylic acid, 1 g of crude
5 orange solid, in 16.75 ml of THF was stirred at approximately 30°C. Water (2.0 ml)
was added slowly to maintain a temperature greater than 28°C. When the addition
was complete, the temperature was returned to 30°C and the solution filtered
through a glass fibre pad (2 x Whatman GFC filters) to remove particulate matter.
The filter was washed through with THF (2.0 ml) which was added to the filtrate.

10 The filtrate was allowed to cool to room temperature. Ethanolamine (0.324g, 2.35
mol. equiv.) was dissolved in IMS (26ml) and stirred under a nitrogen atmosphere at
room temperature. The filtrate containing the free acid was added to the
ethanolamine solution over 20 to 30 minutes. The resulting dark red suspension was
stirred for 3 hours and the solid isolated by filtration and dried at 50°C in a vacuum

15  oven over night to yield 1.22 g (96 %) of the title compound.

Proton NMR (400 MHz, DMSQ-d6 + 20ul TFA, referenced to DMSO-d5 52.5):
8221 (s, 3H), 2.26 (s, 3H), 2.31 (s, 3H), 2.85 (m, 4H), 3.57 (t, 4H), 7.07 (m), 7.14
(s), 7.18 (d, overlapped 3H), 7.61 (i), 7.63 (dd, overlapped 2H), ~7.7 (m, overlapped
20 2H), 7.79 (d), ~7.8 (br. s, overlapped 2H), 7.96 (d, 2H), 8.13 (s, 1H), 13.8 (br. s, not
measurable, superimposed on TFA resonance) and signals for THF 1.76 (m) and
3.60 (overlayed by ethanclamine signal) integrating at 1.05% w/w and for ethanol
1.06 (t) and 3.44 (q) integrating at 1.3% w/w.
IR Data (Nujol mull)



The filter was washed through with THE (2.0 m ) which was added to the
filtrate. 10 The filtrate was allowed to cool to roomtenperat .

Et hanol am ne (0.324g, 2.35 nol. equiv.) was dissolved in I M ?EM)Z[@M
stirred under a nitrogen atnosphere at roomtenperature. The filtrate
containing the free acid was added to the ethanol am ne solution over 20 to
30 mnutes. The resulting dark red suspension was stirred for 3 hours and
the solid iswoatessy filtration and dried at 50C i n a »agusomsiss oven over
night to yield 1.22 g (96 % of the title conmpound. Proton NVR (400 MHz,
DMSO- d6 + 20ul TFA, referenced to DVMSO-d5 82.5): 6 2.21 (s, 3H), 2.26 (s,
314), 2.31 (s, 3H), 2.8 (m 411), 3.57 (t, 411), 7.07 (in), 7.14 (s), 7.18
(d, overl apped 183d) 1508, 186, (1878, 134861394, dehz3, mserizannesh, 2147, 1118,.166d m over | apped
20 2H), 7.79 (%15 7671 H7Cpr. s, overlapped 2H), 7.96 (d, 2H), 8.13 (s, 1H),
13.8 (br. s, not heasurabl’e, superinposed on TFA resonance) and signals for
THE 1.76 (m and 3.60 (overlayed by ethanolam ne signal) integrating at
1.05% w w and for ethanol 1.06 (t) ExaétFBE44 (q) integrating at 1.3%ww. IR
Data (Nuj ol 5rrul ) -4 16 OCT 2006 qu%yg 92 PCT/ US03/ 16255 1636, 1015,
767, 747 cm'. EXAMPLE 5 Preparatl L(ZZ) [ 1-(3,4-dine

t hyl phenyl) - 1, 5- di-H¥@Hd: (%J,"fﬁ\gtethaf@Pe%D IMJM# W proH-pyrazol-4-

yl i dene] hydr azi no] - ﬁidm}qirydmymﬂﬂ-Mdrdmyfihefo}ﬁh]m)&]-bmlimﬂw acdbaei d bi s-

(monoet hanol am ne) 10 3 (monoethanolamine)
[(22)-]1-(3, 4-di net hyl phenyl) 1 5 di hydro 3- nmet hyl - 5- oxo- 4H- pyr azol -
yl i dene] hydr azi no] - 2° - hydr enyl ]-3-carboxylic acid, 8 g of

crude orande solid’ K@@sﬁcﬁég’ﬂ?%@hﬁ‘ﬁl) lé&ﬂ%wﬁfﬁ@‘%ﬁﬁw@m m) in a

50¢ nl round lymehqmdsazmepmﬁhrsiya{sh " BRRRYI]-Bedibdxy RORM, & BDGRizer €.
Et hanol amne (2.2 ni 2 nol ar (gw val ent s) added via syringe over 5
m nutes. The rQ@psesplifh ashissolvedpt "Eﬂgfﬁéat%?’&r?g%a@“%‘ﬂ)l“‘r%@oé@ Tquabhm

tenperat ure f obotlonts-hKHdTIaski\dérRitEREN dindsphbra tFEEAnBmine (2.2 ml , 2 molar
equivalents) was added via syringe over 5 minutes. The resulting dark red
15  suspension was stirred at room temperature for 1.5 hours and the solid isolated by
filtration, washed with THF (16 ml x 2) and dried at 50°C in a vacuum oven over
night to yield 10.37 g of the title compound (more than quantitative yield due to
residual solvent - approximately 2.4% w/w THF as determined by NMR, otherwise

similar to Example 1).

20
EXAMPLE 3
Preparation 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-
25 {monoethanolamine)

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, 8 g of crude
orange solid, was suspended at room temperature in ethanol (800 ml) under a
30 nitrogen atmosphere. Ethanolamine (2.2 ml,- 2 molar equivalents) was added via
syringe over 5 minutes. The resulting dark red suspension was stirred at room
temperature for 45 hours and the solid isolated by filtration, washed with ethanol

(10 ml x 2) and dried at 50°C in a vacuum oven over night to yield 9.83 g (96%

-5-



filtration, washed with THE (16 nil x 2) and dried at 50C in a vacuum oven
over night to yield 10.37 g of the title conmpound (nore than qﬁgpg'nﬁﬁive
yield due to residual solvent - approximately 2.4% w w THE as ed by
NVR, otherwise simlar to Exanple 1). 20 EXAMPLE 3 Preparation of:

-[(22)-[ 1-(3, 4-dinethyl phenyl)-1, 5-di hydro- 3-net hyl - 5- oxo- 4H pyrazol -
yl i dene] hydr azi no] - 2' - hydroxy-[ 1, 1" -bi phenyl]-3-carboxylic acid bis 25

(rmonoet hanol weioseds9923' - [ (22) - [ PCT/US03/16255
1- (3, 4-di neshyl phenyl ) -1, 5- di hydr o- 3- et hyl - 5- oxo- 4H pyr azol -
yl i dene] hydrazi no] - 2' - hydroxy-[I, 1" -bi phenyl]-3-carboxylic acid, 8 g of

crude orange solid, was suspended at roomtenperature in ethanol (800 nl)

under a 30 n'troﬁfrhﬁ‘etﬁﬁ Qrtr};? " Mas.@lﬂﬁarlﬁlﬂ%neégf%mmm O“ﬁ?mr)lé r eqU| val ent s)

was added via I nge over tin suspen3|on was
stirred at roohmnDEHWQNamure for 45 hours and the SO|Id i sol ated by
filtration, washed with ethanol (10 m x 2) and dried at 50C in a vacuum
oven over night to yield 9.83 g (96% -5 16 OCT 2006 WD 03/098992

PCT/ US03/ 16255 yield) of the title EXAMPLEdA NVR simlar to Exanple 1;

et hanol content 1.3% ww but no THE present. EXAMPLE 4 5 Preparation of:
'L[(22) - 2- (3, 4-di net hyl phenyl ) - J.QF%ﬁm&ﬂﬁo 3- et hyl - 5- oxo- 4H- pyr azol - 4-
yl i dene] hydr azi nd]-KZZ)-[yi4-dmngthlylphenyl)-1:5hiitpykerd ntthB-Seexodbbqyrazad-d4aci d bi s-

( m)noet hanol am ne) dhfdenelhydrazino)- 2’-hydroxy 1,1-bi henyl] -3-carboxylic acid bis-

-[(22)-[1-(3, 4-di et hyl phenyl ) - %n éﬁm& 3- met hyl - 5- oxo- 4H- pyr azol -

ylldene]hydra2|no] 2' -hydroxy-[1I, %lp eny carboxyllc acid (259.0 g) was
stirred in THE (4660 nil) at roon1tenperature until conpletely dissol ved.

The sol utijgn was f3{hB[eds AbithelYRhén§BHG SQUihyIRSNREMYILL Sk o MR SrakétR- (520 M) via
the filter. ylidene]hydrazino)-2-hydroxy-[1,1-biphenyl]-3-carboxylic acid (259.0 g) was

stirred in THF (4660 ml) at room temperature until completely dissolved. The

solution was filtered and the reactor washed with more THF (520 ml} vig the filter.

{Combined filtrate = Solution 1).

15 Meanwhile, another reactor was set up for atmospheric distillation with
overhead stirring. The reactor was charged in turn with IMS 74 O.P. (7770 ml) and
then ethanolamine (354 ml). The solution was stirred vigorously and heated until
the contents started to distil (BP. 76 - 77°C).

Solution 1 was transferred to the dropping funnel fitted to this reactor. When

20  the contents of the reactor were distilling at a constant rate (ca. 50 ml distillate
collected), Solution 1 was added from the dropping funnel at about the same rate or
slightly slower than the distillation rate. On completion of the addition the dropping
funnel was washed through with IMS (260m] x 2) ensuring that all the free acid
was washed into the reaction mixture. The apparatus was rearranged for reflux and

25  the resulting dark red suspension stirred at reflux under nitrogen for 30 minutes. It
was allowed to cool slowly (overnight) to room temperature (ca. 20°C) with stirring
under nitrogen.

The suspension was filtered and the dark purple solid washed on the filter
with IMS (520 ml x 2). It was vacuurn dried at room temperature, then dried at

30 50°Cin a vacuum oven over night. Weight vield = 323.9g, 98%. Residual solvents
(GCS) THF = <0.05%.ethanol = 0.12%.

The title compound displayed NMR and IR spectra essentially as indicated in
Example 1 with only traces of solvent present.

35 EXAMPLE 5

-6-



(Conbined filtrate = Solution 1). 15 Meanwhil e, another reactor was set up
for atnospheric distillation with overhead stirring. The reactor was
charged in turn with IMS 74 O P. (7770 M) and then ethanol am C(T%[ﬁ m).
The solution was stirred vigorously and heated until the contents started
to distil (BP. 76 - 77C). Solution 1 was transferred to the dropping funnel
fitted to this reactor. Wien 20 the contents of the reactor were distilling
at a const anworsare®ca. 50 nl distillate collected), Sotwmspzwss was added
fromthe dropping funnel at about the sane rate or slightly slower than the
distillation rate. On conpletion of the addition the dropping funnel was
washed through with IM5 (260nl x 2) ensuring that all the free acid was
washed into the reaction mxture. gIpg 2RRANALYS was rearranged for refl ux
and 25 the resulting dark red suspension stirred at reflux under nitrogen
for 30 minutes. |t Theaelubility oh&d(2Ebl1d84tdimdthylhgnytiol e dihydghB-methyl-§-oom

tenperature (c 191 ion was
filtered and t%xo—ﬁ@ﬁr purgrlg&g]g dr o]é" gﬁbxﬂlflhfeﬁg@ﬂfl IQﬁbé&ﬁ i (520 M x
2). It was vacuaute fied asd (ﬁommml @ﬂrﬁ%ﬂlﬁbl&il@omm@nlmwbﬂlté@mu@C in a
vacuum oven sov [g,lgg‘m] . |l s0l vents (GCS)
THE = <0. 05% e?rj]anol 8%&2’%&Tdhﬂé%“??y“g%ﬁvﬁp%gSnlﬁagﬁg‘gt?g’gﬁﬂl{‘/% and | R
spectra essent |d@EPPlyS'aBm¢rﬁ€ﬂle§’@‘é€i1MOW Exanple 1 with only traces of solvent
present. 35 EXAMPLE 5 -6 16 OC T 209?) o WO 03/ 098992 PCTI US03/ 16255

Rel ative Soluhilities The solubility of 3" -[(27)-]

1- (3, 4- di met hyl pheny$dlvent 5- di hydr EoBpovnd Ayhs/sl Compound B mg/ml

0x0- 4H pyrazol - 43Xfubﬂ ! H%gram no] 2'mmﬂdroxy [1.1"-biphenyl]-3-carboxylic
acid as the Round [ 3 mi ne) salt
(Conpound 5 B) was dé’fiéqu ned in threeoﬂli’lfferent systerré42wat er, 0.1 HC and
met hanol . The dataggggggumarized in_Jgipl e 1 bel ow. Tapghg 1

—h

methanol 1.9 6.4

The present invention includes within its scope pharmaceutical compositions

10 comprising 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}, as the active ingredient, in association with a pharmaceutically
acceptable carrier or diluent. The compound of this invention can be administered
by oral or parenteral routes of administration and can be formulated in dosage forms

15  appropnate for each route of administration including capsules, tablets, pills,
powders and granules. In such solid dosage forms, the active compound is admixed
with at least one inert diluent. The oral dosage forms can also comprise, as is
normal practice, additional substances other than inert diluénts, e.g., lubricating
agents, glidants and antioxidants. In the case of capsules, tablets and pilis, the

20  dosage forms may also comprise buffering agents. Tablets and pills can additionally
be prepared for a sustained release.

Preparations according to this invention for parenteral administration include
sterile aqueous solutions although nonaqueous suspensions of emulsions can be
employed. Such dosage forms may aiso contain adjuvants such as preserving,

25  wetting, osmotic, buffering, emulsifying and dispersing agents. They may be
sterilized by, for example, filtration through a bacteria retaining filter, by
incorporating sterilizing agents into the compositions, irradiating the compositions
or by heating the compositions.



Sol vent Conmpound A ng/m Conpound B ng/m ( Solubility at 25 deg ng/ m

ng/ M Water <0.001 14.2 0.1% HCl <0.001 <0.001 nethanol 1.9 6.§ HEF
present invention includes within its scope pharmaceutical conpo it o060
comprising 3 [(2Z2)-[I-(3, 4-di net hyl phenyl ) -1, 5-di hydr o- 3- net hyl - 5- oxo- 4H
pyrazol - 4-yl i dene] hydrazi no] -2' - hydroxy-[ | , |'-biphenyl]-3-carboxylic acid
bi s- (nonoet hanol am ne), as the active ingredient, in association with a
phar maceut i cebloyessmzcept abl e carrier or diluent. The coquogedsss this
invention can be admi nistered by oral or parenteral routes of

adm ni stration and can be fornmulated in dosage forns 15 appropriate for each
route of adm nistration including capsules, tablets, pills, powders and
granul es. In such gptfollowiagaamplkofuiiber illuiteatfié hhafn2QNPA YaHpdkitioddmi xed Wi th

at |east one ipept diluent m}l;q%emo@il dosage forns can al so conprise, as is
normal practice, additi onar substances other than inert diluents, e.g.,

| ubricating agents, glidants and antioxidants. In the case of capsules,
tablets and pills, the 20 dosage f diXaMBE6al so conprise buffering agents.
Tabl ets andspills can additional | yapip€ompiies €d for a sustained rel ease.
Preparations accorﬂiacrt\&etn%ﬂt hi %alliinré\égln* isog O Dar ant | realn adm ni stration
include sterile aguedus Sortt ons al tHOUGH nonagests "etEPehsi ons of

enul si ons can rarateans p (2o 1-Guichimetbdeigay X bi-ddydray-reatvbSeentthi n adj uvant s
such as pr eser wraag-4-pienatiytiaigo]-20bydedxy-¢1, 1 bighémet - aybogyliclasitl bigi ng and

di sper si ng agegfofoethhiii¥mifE) areMendiiff thb glg?ﬁ&ﬂomwn% TSRy, Thk! tration

t hrough a cteri,a retaining,filter, incorporating sterilizing agents
into the cgﬁpo e ?,cof“P?eﬁfgﬁ"é‘fc’ltﬁbetThe conpositions or by heating the
cofipositions. -7 16 OCT 2006 WO 03/098992 PCTI US03/ 16255 The fol | owi ng
exanples further illustrate the pharrmsleati cal conpositions which are a
feature of thigdrpyipiton. EXAMPLE 6 me.

3-[(2Z)-[1-(3,4-dimethylphenyl})-1,5- 8.45
dihydro-3-methyl-5-oxo-4H-pyrazol-4-
ylidenelhydrazino]-2-hydroxy-[1,1*-
biphenyl]-3-carboxylic acid bis-

(monoethanolamine)
microcrystalline cellulose 112
lactose 70
sodium starch glycolate 8
magnesium stearate 2
EXAMPLE 7
Injectable Parenteral Composition
15 An injectable form for administering 3™-[(2Z)-[1-(3,4-dimethylpheny!)-1,5-

dihydro-3-methyl-5-oxo-4H-pyrazol-4-ylidene]hydrazino]-2-hydroxy-{1,1 -
biphenyl}-3-carboxylic acid bis-(monocthanolamine} is produced by stirring 5.0 mg.
of the compound in 1.0 ml. of normal saline.

20 While the preferred embodiments of the invention are illustrated by the
above, it is to be understood that the invention is not limited to the precise
instructions herein disclosed and that the right to all modifications coming within the
scope of the following claims is reserved.



5 Tabl et Conposition Lactose, mcrocrystalline cellul ose, sodiumstarch
gl ycol ate, nmagnesium stearate and

-[(22)-[1-(3, 4-di net hyl phenyl ) - 1, 5- di hydr o- 3- net hyl - 5- oxo- 4H1 6 0CT 2008
pyrazol - 4-yl i dene] hydrazi no] -2' - hydroxy-[ 1,1 -bi phenyl]-3-carboxylic acid
bi s- (nonoet hanol am ne) are blended in the proportions shown in Table 2
below. The 10 blend is then conpressed into tablets. Table 2 | NGRED ENT
ng. 3" -[(22)- [1 (3 4-di net hyl phenyl )-1,5- 8.45 di hydro- 3- net hyl
5- oxo- 4FLR§ ng dg ylldene]hydra2|no] 2' -hydroxy-[ 1,1
bi phenyl ] car oxyllc acid bis (nonoethanol am ne) nlcrocrystalllne
cellulose 112 lactose 70 sodiumstarch glycolate 8 nagne5|un1stearate 2

SXPLE Ty | BGASBhe P T SRS, 1 gRuA sl s Lo o

di hydr o- 3pyr@bhydytifenepedrdtingy2” azdlox ¢ i | ‘Hegra) ing damskyiR]acid biddydr oxy-[ 1, 1" -

blphenyll-3car@i | ic acid bis-(nonoethanol am ne) is produced by stirring
5.0 ng. ‘Gronpgikang Wﬁﬁﬁnd in 1.0 M. of normal saline. 20 Wile the preferred
enbodi ments of the invention are |IIustrated by the above, it is to be

under st ood t hat the invention js not |limted to the precise instructions
herei n discl osBhamacericy C‘t“f‘ié’s'r“i‘)@ﬁ?m?f&”éel:ﬁ lederl bt imsHy lnbemithl wi thin the

scope of dikRird-9l l-@g)xgjﬁl@«! adoB41VASEE WS kazinS -2 by @eky 20 POhipMARY-3L S cl ai med
is: 1. The conpoun

(2
| - (3, 4-di qqlﬁ:pﬁylpcpﬁqgirqu §mqpogt.h@ﬂ iPe)-28d wrakdippceslicaly aggptable carrier or diluent.

3. A compound as claimed in claim 1, for use in a method of treating thrombocytopenia in
a mammal, including a human, in need thereof which comprises administering to such mammal

a therapeutically effective amount of a compound as described in claim 1.

4, A compound as claimed in claim 3, wherein the mammal is a human.

5. A compound as claimed in claim [, for use in a method of enhancing platelet
production in a mammal, including a human, in need thereof which comprises administering to
such mammal a therapeutically effective amount of a compound as described in claim 1.

6. A compound as claimed in claim 5, wherein the mammal is a human.

7. The compound as claimed in claim 3, for administration by the oral route of

administration .

8. The compound as claimed in claim 3, for administration by the parental route of

administration .

4. A compound as claimed in claim 1, for use in a method of agonizing the TPO receptor
in a subject which comprises administering an effective amount of a compound as described in

claim 1.



pyrazol - 4-yl i dene] hydrazi no] -2' - hydroxy-[ 1,1"'-Dbiphenyl]-3-carboxylic acid

bi s- (nonoet hanol am ne). 2. A pharnmaceutical conposition conprising
-[(22)-11- (3, 4-di net hyl phenyl) -1, 5- 16 OCT 2006

di hydr o- 3- net hyl - 5- oxo- 4H- pyr azol - 4-yl i dene] hydr azi no] - 2' - hydroxy-[], "' -bi ph

enyl]-3- carboxylic acid bis-(nonoethanol am ne) and a pharnmaceutically

acceptable carrier or diluent. 3. A conpound as clained in claiml1, for use

in a nethod of treating thronbocytopenia in a nannal including a human, in

need t her epf i npris mni s t her apeutically

o fect | ve Grmoun P ar STBRIE G BEr e dr] BrPHSL R = prerRocelisBing ae

cl ai med i seceitilenadier wheihehrandhe effemabmomt af hiecomgdundas ds@ibepmuondmas cl ai med

inclaiml,. for use in.a nethod of enha | at el et roduction in
1 Wk BorsS EomAsen e et Lo e S B i Rl g t o

such manmmpardackitRapp@itpistad tari@fok etddnye amount of a conmpound as described in
claim1l. 6. A conpound as clained in claim5, wherein the mammal is a human.

7. The conpound as clainmed in claim3, for adm nistration by the oral route

of adm nipstraA k&fpound as Jiithed QRRUNY, ARr&h Ble MREhod FurtleRt i ptised 06-
adm nistration by the parental route of admnistration . 9. A conmpound as

cl ai med i #inuniseriea thegpeugisaly; sifegrivesmesrl oban aggphiclrisd fropghapiorp exsistingr  in a
subj ect whi EEbi&ﬂfH@iHuﬁa%%g ?a‘i!{Hr'bz Fr\%'diﬁgméﬂn@frft&fehk%%r@yf{@luﬂé re@dptdt sgHMOHNd as

described in claim1 A process for preparing a
phar maceumt&ganlst@mblbblr@qemr%tm@mrrﬁbnrgstaommm@@uubaﬁaﬁsl g sma owfscalet @ carri er

or a1 uente; 884 R 15 G cATRcOF ok GATROUGI Ao flescr i ed In claim 1,

whi ch process conpri Bri N gl ng e co ound esc ed inclaiml into
association with the pharnaceutlcally acceptable carrier or diluent. 11. A

compound > Clgl gung as almefilm c%r?ig Her%m?he a&gt%}qg?eﬁec{edr}%m Og;%ri Ses co-

adm ni stering a rapeu Ica ivée ano an agen el'Bct ed from
t he groupummﬂsg&tﬂh@SFoﬁwl@SEdﬂmnymﬁﬁFﬂﬂKhKhn@e@aM&UrSCEMﬂdBanmjtﬂénokine

oceptor kgbar 6t - B anagERT s BRR N ord RN SRR or pepti dee

that act d&yiviihe ofameomeidhamtsnms of one or nore of said agents.

13. A pharmaceutical composition as claimed in claim 2 for co-administration with a
therapeutically effective amount of an agent selected from the group consisting of: a colony

stimulating factor, cytokine, chemokine, interleukin or cytokine receptor agonist.

14, The composition as claimed in ¢laim 13 wherein the agent is selected from the group
consisting of: G-CSF, GM-CSF, TPO, M-CSF, EPO, Gro-beta, IL-11, SCF, FLT3 Ligand, LIF,

IL-3, IL-6, IL-1, or IL-5 or a biologically active derivative of any of said agents.

15. A compound as claimed in claim 1, for use in a method for enhancing platelet
production obtained from a donor which comprises administering to such donor a
therapeutically effective amount of a compound as described in claim 1 prior to platelet

pheresis, blood donation or platelet donation.

16. A compound as claimed in claim 1, for use in a method for enhancing the number of

peripheral blood stem cells obtained from a donor which comprises administering to such

- 10 -



12. A compound as claimed in claiml | wherein the agent is selected from
the group consisting of: GCSF, GwW CSF, TPO, M CSF, EPO G o-beta, IL-11,
SCF, FLT3 ligand, LIF, 1L-3, IL-6, IL-1, Progeni poietin, NESg’E ?ﬂfﬂﬁ I L-8,
or IL-5 or a biologically active derivative of any of said agen
pharmaceutical conposition as clained in claim2 for co-adm nistration with
a therapeutically effective anount of an agent selected fromthe group
consisting of: a colony stinmulating factor, cytokine, chenokine,

Lrtale;nl igkclj 0102( thgl)é%ehut:caﬂg/ eff%ct:le etapl{o lt%g)t? g 331%|Pounéta%<}escrlgbgﬁrrlpa%lcxﬁ,]!sPn({I ﬁgCL?I rrg;i C!SE,
GW CSF, TI@ﬁkaer%F EPO, G o- bet a, IL-1 1, SCF, FLT3 Li gand, LIF, [IL-3,
IL-6, IL-1, or IL-5 or a biologically active derivative of any of said
agents. 15. A conpound as clained in claim1l, for use in a nethod for
enhanci ngipl at £k&hpoupd agelgitried in @ﬁhﬁﬂﬁ]@d‘nefeﬁrﬁm ﬂleﬂﬁeﬂlﬁfrthmcﬁ{'pri@@nw-i ses

adm ni ste%dgln% to such donor t her apeuti.c effect gm)unt of a
conpound ETRE HOEFPHIER %Yleﬁﬁe‘it'vﬁraFBPmtoéaB?'ﬁ t%*?oé"t“c'cﬁ BHIZDE 38¢"b0d donat i on

or pl at el @lec@@Mdini tgrodPeonfisGRITFOUEordStimuRLIAR AR cCloRind) chemblGhic, USe N a
met hod for enhanC| ng the nunber of perip herg% bl ood stem cel s obtai ned

froma dobFewt AEYRSHSTsERer aporishrditesrn fglecye anfagpnistsiqy antghodyesT 2006  donor
a therapeutically effective anmount of a conpound as described in claiml
prior to | eukapheresis. 17. A conmpound as clainmed in claim 16, wherein the
met hod f ub® herA egnpsund ascleiged du ot s wherpig the meRskzipmagenidapalsptediostihs ve

amount of ,,g, &%Etﬂﬁ%f‘% Ic&FCEM-CcERPRIPG, EPGQG'F%Q&@J I %eg?&taﬁC\/LA AMHihRgr oup

consisting of. a col ony stimul ati'ng factor, cytokin enoki ne,

i nterl eukd&F, cELTéﬂﬁwtdme brcdegeqst Iy petivg deivetive @tcﬁT€§Fo<ﬁMn6$lé&§’IOe EBft @gblm‘tast s or
antibodi eg.;; k8. A conpound as clained in claim17 wherein the nobilizing
agent is selected fromthe group consisting of. GCSF, G CSF, TPO, EPQ
G o-beta, IL-8, cytoxan, VLA-4 inhi bitors SCF FLT3 ligand or a

bi ol Ogl Cai‘}l y a&; fnvv?trcg grréx\@%}ol r}'llethg)cf( tor r}% Gc'l stlm lbn OP m%gaE?rP/MFTaturﬁg

IL-8. 19. ‘An in Vitro of ex Vivo ne renanC|n

nmegakar y ogdioe plagteti patiu@ion whid/compiieatddiet anufdiretarponwdiiachmpamdrs ses addi ng
an effectiv

f bed |t "
modl um of CSGIFL A e g ST oy o<l B P e TBOTedpr, | © & CULTUTE

20. An in vitro or ex vivo method for enhancing stimulation of megakaryocyte maturation
and/or platelet production which comprises adding an effective amount of a compound as
described in claim 1 to a culture medium of stem cells, bone marrow cells, cord-blood cells or

peripheral blood cells.

21. A compound as claimed in claim 1, for use in a method of claim 20, wherein the
megakaryocytes or platelets are returned to a mammal following chemotherapy or radiation

therapy.

22 An in vitro or ex vivo method for enhancing the survival and/or proliferation of stem
cells, bone marrow cells, cord-blood cells, peripheral blood cells or other types of cells
expressing the TPO receptor in culture which comprises culturing said cell in a medium

containing an effective amount of a compound as described in claim 1.

-11-



20. An in vitro or ex vivo nethod for enhancing stinulation of negakaryocyte
mat uration and/or platelet production which conprises adding an effective
amount of a conmpound as described in claiml| to a cul ture nedi uht 6€T $86m
cells, bone marrow cells, cord-blood cells or peripheral blood cells. 21. A
conpound as clainmed in claim1, for use in a nethod of claim 20, wherein the
nmegakar yocytes or platelets are returned to a manmal foll ow ng chenot her apy
or radiation therapy. 22. Anin vitro or ex vivo met hod for enhancing the
ig{ ?/!svalpe%ng{‘]gé [aﬁ%{hg%jé 51?1{[ %Oﬂrtg%r cg%erﬁgmgfceo aéig‘fna tratlo Epa {heraBeuggalengC?Lg .?.:D%Od
recept or dffeciiwelatrionet oﬂaicollonyz gimulategSacat] ¢3mcrlqmgck&&10dme.ehﬂerlwk:raorn:gmklnm
containing an effective anount of a conpound as described in claiml. -11 16
0 C T 2008“P2528R et hod of claim 22 further conprising co-admnistration of
a therapeutically effective anount of a colony stinulating factor cyt oki ne,
chenokine, interl eukin or oki ne = receptor onls ound as

Lt e - of o Frpoupdps S i S, Fodson Srdfios Shimas BhA-TIE Sam cel |
are ret urqgdart Gt@neBENBinahhl RUHWIGE CheTOMHARE aPyadRtion 8diapli on therapy. 25. A
compound as clainmed in claiml, for use in a nethod of treating of
neutropenia in a mammal, including a human, in need thereof which conprises
admi ni st ersi Ng A orgdtahd argacrmﬁlled # clet her &peg@.h%all.ét%deeyfrtreﬁmg\benamyaﬁa Bfa a
conmpound as described in claim1. 26. Anin vitro or ex vivo nethod for
enhanci ng"&PPHuINaTIBE 2 BEMAre iR PESEIETeop MBI semBsifes whnigklegparigrsieesamading an

et f ect | vananRinla0bu 0 TRGHAAr ASorRRRAI Rd:indy (lalim | to a  cul ture medium
of stemcells, bohe marrow cells, cord-blood cells, perlpheral bl ood cells
or other types of cells expressing the TPO receptor. 27. A conpound as

cl ai med I cl %f“n va Hex Ypo hdth fﬁp%nh]?r@ fstlﬁ)'uﬁi'tlgﬁ 816neu fil r(ghut:ttf'(ﬁ . .
neutrophils are returned 1o a mammal fol ow ng chenpt herapy or radiation

t her apy. w8ch gongoispoddidg as eid¢ctivermdotnnoftd camnpn@d/dseiﬁ@rlhedsiaicwimhrtc)ratbocyt openi a
is due to el qsu ssi on .caused hat t herapy. 29.
A Corrpoun(%ilmrj% eﬁlunptg%r fen ce?lls bone Ac Rare w¥eé%hcogga).l})lhog ,n%erlg qpl))an r'llls“.sordu(:) to an
organ tramsplpansdf.cells expressing the TPO receptor.

27. A compound as claimed in claim 1, for use in a method of claim 26, wherein the

neutrophils are returned to a mammal following chemotherapy or radiation therapy.

28. A compound as claimed in claim 3 wherein said thrombocytopenia is due to

myelosuppression caused by chemotherapy or radiation therapy.

29, A compound as claimed in claim 3 wherein said thrombocytopenia is due to an organ
transplant.
30. A compound as claimed in claim 3 wherein said thrombocytopenia is due to bone

marrow, stem cell, or liver transplant.

31. A compound as claimed in claim 3 wherein said thrombocytopenia is due to idiopathic

thrombocytopenia purpura (ITP).

-12-



30. A conpound as clainmed in claim3 wherein said thronbocytopenia is due to
bone marrow, stein cell, or liver transplant. 31. A conpound rﬁ?ﬁﬁu din
claim 3 wherein said thronbocytopenia is due to idiopathic thronmbocytopenia
purpura (1TP). -12 1 6 OCT 2006 32. A conpound as claimed in claim3
wherein said thronbocytopenia is due to tnyel odyspl astic syndronmes (MS),

apl astic anem a or |eukema. 33. A conpound as clainmed in claim3 wherein
said thrombocytopenia is due to viral, fungal, mcrobial or parasitic

i nfection,, 34. - ' j | & [ '

t hr onboc;r)zfzc')pen'? gb'f%ﬁgﬁg&j%%l%? \F/Ae?famggg%%ﬁ@t&’?'g@rggg&%k’%ggﬁ%gjﬁ%éo as claimed in
cl ai m 3 wheglaysplsai dyridhmmayt BN opbaticenesiadudeukemsur gi cal  procedures. 36. A
conmpound as clainmed in claim3 wherein said thronbocytopenia is due to
treatment wth antiviral or antibiotic agents. 37. A process for preparing
t he conpoisnd of cohmiuml s claited in plamc? sheremrpidlitisesbody)opdinis salue itargral,

3'-[(22)-]1-(3,.4-di pet hyl ph |)-1, 5-di hydr o- 3- net hyl - 5- -4H
azol A0 QP RUTAR BB IS By a7 oxy- 11 1~ -bi phonyl ]- 3.

pyrazol - ydroxy-[1,1"'-bi phenyl]-3-carboxylic acid in
an appropriate organic solvent, to forma solution ii) adding two or nore
equi val ents of ethanolamne to the solutjon; and iii) isolating the
p(r:]epar ed %lonpo%%ppo_unq_gs claimed in claim 3 wherefn satd thrombocyTop)ema ?s Jue to ]l\ger
dysfunction.
35. A compound as claimed in claim 3 wherein said thrombocytopenia is due to surgical
procedures.
36. A compound as claimed in claim 3 wherein said thrombocytopenia is due to treatment
with antiviral or antibiotic agents.
37. A process for preparing the compound of claim 1, which process comprises:

i) dissolving 3’-[(2Z)-[1-(3,4-dimethylphenyl)-1,5-dihydro-3-methyl-5-0x0-4H-
pyrazol-4-ylidene]hydrazino]-2’-hydroxy-[ 1,1 -biphenyl}-3-carboxylic acid in an appropriate
organic solvent, to form a solution

i) adding two or more equivalents of ethanolamine to the solution; and

iii) isolating the prepared compound.
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