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which is commonly known as quinapril.

DISCUSSION

[000Z] Quinapril hydrochloride is the active pharmaceutical ingredient in
ACCUPRIL® and ACCURETIC®, which are marketed by Pfizer Inc. for treating
hypertension and congestive heart failure. Quinapril, and its principal metabolite,
quinaprilat (quinapril diacid), are known inhibitors of angiotensin converting enzyme
(ACE). ACE is a peptidyl dipetidase that catalyzes conversion of angiotensin I to the
vasoconstrictor, angiotensin II. See e.g., U.S. Patent No. 4,344,949 issued to Hoefle
et al. (the 949 patent), and U.S. Patent No. 4,761,479 issued to Goel et al. (the *479
patent). See also Klutchko et al., “Synthesis of Novel Angiotensin Converting
Enzyme Inhibitor Quinapril and Related Compounds. A Divergence of Structure-
Activity Relationships for Non-Sulfhydryl and Sulthydryl Types,” J. Med. Chem.
Vol. 29 p. 1553 (1986).



WO 2004/ 087671 PCT/1B2004/ 000942 [0003] Processes for
preparing quinapril and its hydrochl oride salt include
woreihoss7based on the ' 949 patent and on U S. Rel/&B2004/000942
No. 4,686, 295 issued to Youssefyeh et al. (the '295
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with (185,25)-2-(1-carboxy-ethylamino)-4-phenyl-butyric acid ethyl ester,

OH

or with (25,4S5)-2-(4-methyl-2,5-dioxo-oxazolidin-3-yl)-4-phenyl-butyric acid ethyl

ester,



CH3 \ NN HOp O5 Both reactions are carried out
in an aprotic solvent, such as nethylene chloride. The
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upon wor kup, the hy ochloride salt nU|napr|I O
CH3 N HOO OH HCl [ 0005] The {
based on the ' 949 dﬂ 95 S
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to a di ket opi perazine. See G afd et Q.
Characteristics and -3 WO 2004/ 087671
PCT/ 1 B2004/ 000942 Chem cal Degradati on of Arerphous 5
Qui napril Hydrochloride,” J. Pharm Sci. Vol.

Both reactions are carried out in an aprotic solvent, such as methylene chloride. The
reaction involving the N-substituted amino acid (Formula 3) includes the use of a
coupling agent (e.g., dicyclohexylcarbodiimide) and a catalyst (e.g.,
N-hydroxybenzotriazole), whereas the reaction involving the N-carboxyanhydride

(Formula 4) employs catalytic amounts of an acid.

[0004] Following treatment with a mixture of HCI and a solvent, the benzyl
protecting group of Formula 5 is subsequently removed via Pd/C-catalyzed

hydrogenolysis to yield upon workup, the hydrochloride salt of quinapril,

¢
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[0005]  The synthetic routes based on the 949 and 295 patents employ readily
available starting materials (Formula 2-Formula 4), but suffer a 20 % to 40 % yield
loss based on the limiting reactant. The yield loss has been attributed to

intramolecular cyclization (aminolysis) of quinapril (Formula 1) or its benzyl ester

(Formula 5) to a diketopiperazine. See G. Guo et al., “Physical Characteristics and

S



89 p. 128 (2000). D ketopiperazine formation is
accel erated at tenperatures above about 45C and is
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remove the hydrogenolysis solvent. [0006] The present
invention is directed to overconm ng, or reducing the
effects of, one or nore of the problens described
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(flds, t_hgr claimed process produces quinapril and its salts in substantially
higher yield (approximately 25 % greater yield), which results in significant cost
savings. Additionally, the method eliminates the need for hydrogenolysis, thereby
obviating difficulties associated with handling hydrogen and significantly increasing
process throughput. Indeed, the present invention provides an approximately three-

fold increase in throughput when using existing equipment.

[0008]  Thus, one aspect of the present invention provides a method of making a

-

o O

compound of Formula 1,

O OH 1

or a pharmaceutically acceptable salt of the compound of Formula 1. The method

includes reacting a compound of Formula 4,
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with a conpound of Fornmula 7, HN OO 7 to yield a
w@ormpostedl of Formula 8, CH3 NN -- f H O O CPGI/IB204(100942

i s subsequently contacted with an acid to yield the

conpound of Fornmula 1 or a pharmaceutically

acceptabl e salt thereof. [0009] Another aspect of the
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with a compound of Formula 7,

to yield a compound of Formula 8,
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o~ CH,

which is subsequently contacted with an acid to yield the compound of Formula 1 or a

pharmaceutically acceptable salt thereof.

[0009] Another aspect of the present invention provides a method of making a
compound of Formula 6,
— 5



HOOOHHA .6 and includes reacting the conpound of
Formula 4 with the conpound of Fornmula 7 to vyield the
wa@orrposTedl of Forrmul a 8 (as descri bed above). TPeT/m0ou0942

al so includes contacting the conpound of Fornula 8
with HJ to yield the conpound of Forrmula 6. [0010] A
further aspect of the present invention includes a

nmet hod of maki ng an nor phous form of_the conpound of
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[0010] A further aspect of the present invention includes a method of making an
amorphous form of the compound of Formula 6. The method includes reacting the
compound of Formula 4 with the compound of Formula 7 to yield the compound of
Formula 8 (as described above). The method also includes contacting the compound

of Formula 8 with HCI and with acetone to yield a compound of Formula 9,

0. _0
~ CH, 0
0~ SOH .HC 9

and subsequently recrystallizing the compound of Formula 9 from a polar aprotic

solvent to yield an amorphous form of the compound of Formula 6 upon drying.
DETAILED DESCRIPTION

[0011]  The following table lists abbreviations used through the specification:

Abbreviation Description
DCC Dicyclohexylcarbodiimide
DMSO Dimethylsulfoxide




h, mn, s hours, mnutes, and seconds HOAc acetic

acid HOBt N hydroxybenzotriazole MCl2 nethyl ene
w@hbdoans@er MeOH nmet hanol  PTSA p-tol uenesul f onPCT/EB206H/000942

RT room tenperature, from about 20C to about 25C

inclusive TH Q
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'I'I [ | e 3 o.0.4.291

e LCLIGI[yUI of-t-an LUUJ.LJ Scirere——Houstrates—=
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MeGht - but y| meibylere ¢dpFdal a 7) in the presence of
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t hoxy car bRy temppRBKs o5k St 3 (nk) 2bpEoM bnipciusive2, 3,
et rahyd
T]ﬁle(%t - but yl (3&—{1 Z?ﬁ%'gg%hngﬁg_l%quﬁﬁgg%?}@% iri{:egc ion is
THBrri ed oufetrhliydpst@radr nore aprotic or protic solvents -
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acid having similar pKa) to yield quinapril terz-butyl ester, (1S,25,35)-2-[2-(1-

ethoxycarbonyl-3-phenyl-propylamino)-propionyl]-1,2,3,4-tetrahydro-isoquinoline-3-
carboxylic acid tert-butyl ester (Formula 8). '

[0013] The reaction is carried out in one or more aprotic or protic solvents at a
temperature less than about 60°C, and more typically, at a temperature less than or
equal to about 45°C. Although lower reaction temperatures help minimize formation
of undesirable side-products, the reaction is usually carried out at a temperature of
about 15°C or greater to ensure substantially complete.conversion in a reasonable
amount of time (i.e., less than 3 h). Thus, the reaction temperature typically ranges
from about 15°C to about 45°C, inclusive, and more typically ranges from about 30°C
to about 35°C, inclusive. Useful aprotic solvents include, without limitation, aromatic
solvents such as toluene; haloalkyls such as MeCl,, chloroform, and the like; cyclic or

acyclic ethers, such as THF, diethyl ether, and dimethoxyethane; and ketones such as
7



sol vents such as tol uene; hal oal kyls such as MCl12,

chloroform and the like; cyclic or acyclic ethers,
wGeawh/oss7THF, di et hyl ether, and di net hoxyet haP@l/1B20et/000942

ket ones such as -7 WD 2004/087671 PCT/1B2004/ 000942

acetone, 2-butanone, and the like. Useful protic

solvents include, without limtation, al cohol s such
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ert-butyl ester (Formula 7), the tert-buty
otharwisecanyrrgiegmen i ihs dissleswigdo ByeRRSARTETENE% amﬁarﬁvgq ete.,

mﬂﬁ%estg {n\éica?eﬁ gﬁ 1letgrrrul a 8) with aqueous or anhydrous

fochl oric aci The reaction is carrled out in one
or nore aprotic or protic solvents (e.g.,

[0045]12, Folddwiapthe @tipling aﬁthaplpaamb(onyanleldyldﬁl@ (Hnmlaw)@lnd JHIQ
solutlon drochl ori de.

e eaoe P are ThiBe et bty ROl EStk TP i er el PRt
qugrga%igg Rk Buipf Q¥ "(‘Forﬁfu@ﬂi)ﬂblfﬂ@&q&ﬁu@& d’nﬁg&xbh:@ﬂydfbétﬂéﬁcﬁamd
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f
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other acids, reacting THIQ zeri-butyl ester with HCl allows for deprotection and

hydrochloride salt formation in a single step.

[0016] After forming solution-phase quinapril hydrochloride salt, the reaction
mixture is placed under vacuum at about RT to vent residual hydrogen chloride.
Acetone is added to the solution, which is cooled to a temperature of about 0°C to
precipitate quinapril HCI as an acetone solvate (Formula 9). The resulting crystalline
solid is separated from the mixture by filtration (e.g., centrifugal filtration) and is
subsequently recrystallized in a polar aprotic solvent, such as acetonitrile. The
recrystallized solvate is subsequently dried to give an amorphous solid. The method
gives amorphous quinapril HCl in good yield (i.e., 90 % yield based on THIQ zerz-
butyl ester PTSA salt).



Acetone is added to the solution, which is cooled to a
tenperature of about OC to precipitate quinapril HC
W@sgooansmecet one sol vate (Formula 9). The resul t PEIIB2004/000942
crystalline solid is separated fromthe m xture by
filtration (e.g., centrifugal filtration) and is
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ven .
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suberate, sebacate, funarate, maleate, nandel ate, )
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[0013] Pharnmaceutically acceptable base salts jma
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caﬁé{lg{ i érgﬂtﬁe JiBY CBx AR oA AL aRineRlidtRdeNG it i hitation,

N,N ’-dibenzylethylenedlannne chloroprocaine, choline, diethanolamine,
dicyclohexylamine, ethylenediamine, N-methylglucamine, and procaine. For a
discussion of useful acid addition and base salts, see S. M. Berge et al.,
“Pharmaceutical Salts,” J. of Pharm. Sci., Vol. 66 p. 1-19 (1977); see also Stahl and
Wermuth, Handbook of Pharmaceutical Salts: Properties, Selection, and Use (2002).



wel | as am nes. Exanples of suitable netal cations

include, without Iimtation, sodiumcations (Nat),
w@oiassicam cati ons (K' ), nmagnesium cati ons ( Mg2ad/1B2004/000942

calcium cations (Ca2+), and the |ike. Exanples of

suitabl e am nes include, without limtation,

N, N - di benzyl et hyl enedi am ne, chl oroprocaine, choline,

’l

di et hanol ne, dicyclohexylanine, ethylenedian ne,
N- net hyl @ ine, and procaine. For a discyssion of
S ﬁ

useful a ddi tion and base salts, see SM Berge
et al ., Rhar maceutical Salts,"” J. of Phatnz. Sci.,
Vol . 6 p. |1-19 (1977); see al so Stahf. O Wennut h,
Hand b Phar maceuti cal Salts: i es, CHs
Selectio and Use (2002). ‘ 671
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2. Acetone ~~(r) (r) CH3\ 0 N / NH \ 0 0 OH HC
.9 Schenme | -10 WD 2004/ 087671 PCT/1B2004/ 000942

w( 2®10%76@neral |y, one may prepare a phar maceurCTEB2044/000942
acceptable acid addition salt (or base salt) by
contacting a conpound's free base (or free acid) with
a sufficient anmount of a desired acid (or base) to

duc . .-
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ree base ree acid dits respective acid
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ghgiposes of this disclosure. [0020] As indicated above

ay ﬁlfﬁghée -Sxshhibly, eryplaletrugiire AYETascopjeibs et ot FeraPquad’s
Qla sal V. I .+ 3l n-
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foﬂplﬁpbseabﬁtﬂns‘diﬁmsm&e as a solvated form including
hydrated forns. Phar rraceutl cally acceptabl e sol vates
Iud hydrat es and tes in ich .th
[092(flst s idgaahoar gub e g P! ?ss%ﬂ% quipapsil hydrochloride is

isciiBd bd it Rthne SoFrate PRGm IS 9 R (&R othBBcompounds of this

disclosure may exist as an unsolvated form or as a solvated form, including hydrated
forms. Pharmaceutically acceptable solvates include hydrates and solvates in which
the crystallization solvent may be isotopically substituted, e.g. D,0O, ds-acetone, ds-
DMSO, etc. Generally, the solvated forms, including hydrated forms, are equivalent
to unsolvated forms for the purposes of this disclosure. Thus, unless expressly noted,
all references to the free base, the free acid or the unsolvated form of a compound also
includes the corresponding acid addition salt, base salt or solvated form of the

compound.

[0021]  The disclosed compounds also include all pharmaceutically acceptable
isotopic variations, in which at least one atom is replaced by an atom having the same
atomic number, but an atomic mass different from the atomic mass usually found in
nature. Examples of isotopes suitable for inclusion in the disclosed compounds
include, without limitation, isotopes of hydrogen, such as ’H and 3H; isotopes of
carbon, such as °C and C; isotopes of nitrogen, such as BN; isotopes of oxygen,
such as 70 and '®0; isotopes of phosphorus, such as 31p and *?P; isotopes of sulfur,
such as 358; isotopes of fluorine, such as 18F; and isotopes of chlorine, such as L.
Use of isotopic variations (e.g., deuterium, ’H) may afford certain therapeutic

advantages resulting from greater metabolic stability, for example, increased in vivo
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DMSO, etc. Cenerally, the solvated forns, including
hydrated forns, are equivalent to unsolvated forns

wo e00408m7pur poses of this disclosure. Thus, unPEEEB2004/000942
expressly noted, all references to the free base, the
free acid or the unsolvated formof a conmpound al so
i ncl udes the corresponding acid addition salt, base
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gl ass- i ned still containi ng. THI %tert butyl ester

mpry Jhedayer gqugous layer was drawn off and the remaining orgamc layer was
distilled under a vacuum of about 5 mm Hg until the volume of the organic mixture
reached about 14 L. The resulting THIQ fert-butyl ester solution was cooled to below
RT and was placed in a glass-lined transfer vessel. The interior of the still was rinsed
with toluene (2 L) to recover residual THIQ zert-butyl ester, which was returned to the

transfer vessel.
EXAMPLE 2. Quinapril fert-butyl ester

[0024] The THIQ zert-butyl ester of Example 1 was added over about a five-
minute period, with agitation, to a glass-lined still containing (25,4S5)-2-(4-methyl-2,5-
dioxo-oxazolidin-3-yl)-4-phenyl-butyric acid ethyl ester (23.5 kg), toluene (12 L), and
HOACc (0.09 kg). The interior of the transfer vessel was rinsed with toluene (7 L) to
recover residual THIQ fert-butyl ester, which was returned to the still. The still

contents were agitated for at least 30 min at temperature between about 30°C and
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kg) and water (28 Q The resulting m xture was
agitated at RT for about 10 min to dissolve the

W@ odoaig767The m xture was al l owed to separat e | PEDIB2004/000942
aqueous and organic |ayers. Aliquots of HO (37 % aq
soln by w) or NaOH (50 % aq soln by w) were added
to maintain a pH between about 8 and 9, i nclusive,
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EXAMPLE 4. Acetone solvate of Quinapril HC]

[0026]  Following the addition of acetone (75 L) to the quinapril HCI solution of
Example 3, the headspace of the still was evacuated to remove excess HCI. The
reaction mixture was subsequently cooled to a temperature between about 10°C and
20°C to promote crystallization of the acetone solvate of quinapril HCl. Following
the onset of crystallization, the contents of the still were agitated at a temperature
between about 15°C and 25°C for at least 8 h, and subsequently at a temperature
between about —5°C and 5°C for at least 2 h. The contents of the still were transferred
to a centrifuge to isolate the crystalline acetone solvate of quinapril HCL. To recover
residual quinapril HCI, the still was charged with acetone (20 L) and was cooled to a
temperature between about 0°C and 10°C. The resulting acetone rinse was transferred

to the centrifuge to wash the crystals. 13C nuclear magnetic resonance spectrum
—13—



EXAMPLE 3. Quinapril HCO solution [0025] Acetic acid

(10.5 kg) was added to the quinapril tert-butyl ester
wo e@gsm m xture of Exanple 2, which had beePCTB@HD00942

to a tenperature between about -5C and 5C. Fol |l ow ng

the addition of HOAc, anhydrous hydrogen chloride (8.1

kg) was added to the reaction mxture, with
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EXAMEGES. WasnReMEHC bﬁn(%m re in the still headspace

reached about 10 prig. Follow ng the addition of HC,

the reaction mxture was agitated at a tenperature
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acetone (75 L) to the quinapril HCQ solution of
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Th reaction m. re
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sol vate of quinapril HCI. Follow ng the onset of
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contents of he still were transferred to a
trwfﬂmdﬂ@ g@entufu&ﬁowmre thenguinapyis HAll latetenitrde selvate Sois vakl@ted
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resul ting acetone rinse was transferred to the

tegpatature ggaboud SUaehlesh eTk@rIySIIMgacem@lﬂmseavas ragsfetredto
thrgeé%?tﬂ%ga p%%@gﬁmlds whic \%&8 Ls}léb%gczuﬁe%gly dried under a vacuum of

about 5 mm Hg and at a temperature between about 50°C and 55°C until the

acetonitrile and acetone levels in the solids were less than 0.041 wt % and 0.25 wt %,
respectively. During the drying process, the crystalline quinapril HCI acetonitrile
solvate was converted to amorphous quinapril HCl. The overall yield, based on the
amount of THIQ rert-butyl ester PTSA salt was about 90 %. '*C nuclear magnetic
resonance spectrum (DMSO-ds): 813.79, 14.59, 29.92, 30.37, 30.53 43.47, 44.41,
51.84,52.52, 53.02, 53.81, 57.18, 61.93, 126.21, 126.67, 127.08, 128.20, 128.37,
131.50, 132.06, 132.47, 140.23, 168.41, 171.31, 171.43 ppm.

[0028] It is to be understood that the above description is intended to be
illustrative and not restrictive. Many embodiments will be apparent to those of skill

in the art upon reading the above description. The scope of the invention should,
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(DVBO-d6) : 813.65, 14.48, 29.82, 30.43, 30.51
(acetone), 31.06, 43.36, 44.35, 51.77, 52.44, 52.96,
wh 0408876517, 14, 61.83, 126.08, 126.54, 127.95, RCBIE28(04/000942
128.29, 131.91, 132.24, 132.36, 140.09, 168. 20,
171.11, 171.24, 208.16 (acetone) ppm EXAMPLE 5.
Quinapril HA (anorphous) [0027] Acetonitrile, which

thGPRrE 38 DR ALk ith SrAh AR NS B HIEER Bt
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for less than 10 nmin, and the resulting solution was
transferred to a glass-lined still through a filter.
The contents of the still were agitated at a
t enper at ure between about OC and 5C for at least 8 h
in order to crystallize the quinapril HC
acetonitrile solvate. The contents of the still were
transferred to a centrifuge, where the quinapril HCl
acetonitrile solvate was collected in a 1-3 mcron
pol yet hyl ene centrifuge bag. To recover residua
qui napril HC acetonitrile solvate, the still was
charged with acetonitrile (10 kg) and was cooled to a
tenperature of about 5C or |less. The resulting
acetonitrile rinse was transferred to the centrifuge
to wash the solids, which were subsequently dried
under a vacuum of about 5 nm Hg and at a tenperature
bet ween about 50C and 55C until the acetonitrile and
acetone levels in the solids were less than 0.041 Wt %
and 0.25 wt respectively. During the drying process,
the crystalline quinapril HCO acetonitrile solvate
was converted to anorphous quinapril HClL. The overal
yi el d, based on the anount of TH Q teat-butyl ester
PTSA salt was about 90 % 13C nucl ear nmagnetic
resonance spectrum (DMSO-d6): 813.79, 14.59, 29.92,
30.37, 30.53 43.47, 44.41, 51.84, 52.52, 53.02,
53.81, 57.18, 61.93, 126.21, 126.67, 127.08, 128. 20,
128.37, 131.50, 132.06, 132.47, 140.23, 168.41,
171. 31, 171.43 ppm



[0028] It is to be understood that the above

description is intended to be illustrative and not
WO e@b0ssri ve. Many enbodi nents wil |l be appar eneCT/mB2004/000942
those of skill in the art upon reading the above

description. The scope of the invention should, -14 WO

2004/ 087671 PCT/1B2004/ 000942 therefore, be

deternmined not with reference to the above
“ﬁ%ffﬁi@ikﬁﬂE { should instead be determined with

reference to the appended clains, along with the ful

scope of equivalents to which such clains are

ent il | ed.A Tethodiof chalisngraesongfouat! lof Hotnudd és and

references, including patents, patent applications,

and publications, are_herein incorpgrated by

reference in their Fﬁirety and for, pur poses. -15
BZOOé/ 000942

WD 2004/ 087671 PCT/ S CLAIMED | S

1. A nethod of naki®g_z ~ la 1, O CH3
N HOOOH1 [ accept abl e sal t

t hereof, the ' react) ng a conpound of
Formul a 4 :

1
or a pharmaceutically acceptable salt thereof, the method comprising:
reacting a compound of Formula 4,
O O
CH,4
N 0
J~
O 4
with a compound of Formula 7,
HN
O O

N 7
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to yield a compound of Formula 8,



with a conpound of Formula 7, HN OO 7 to yield a
conpound of Fornula 8, -16 WO 2004/ 087671

wWEDALSB004/ 000942 CH3 N N H OO O8 and cOoPCHIB200MN00942

t he compound of Fornula 8 with an acid to yield the
conpound of Forrmula 1 or a pharmaceutically acceptable
salt thereof. 2. The nethod of claim1, further

conpri sing contacting the pharnaceuti

cally acceptabl e
/ a solvent to
2, further
< Apet hod of making

HO

salt of the conpound of Fornula 1
yield a solvate. 3. The nethod of
conpri sing dryi »

and contacting the compound of Formula 8 with an acid to yield the

compound of Formula 1 or a pharmaceutically acceptable salt thereof.

2. The method of claim 1, further comprising contacting the
pharmaceutically acceptable salt of the compound of Formula 1 with a solvent to

yield a solvate.
3. The method of claim 2, further comprising drying the solvate.

4. A method of making a compound of Formula 6,

0 OH HCl

the method comprising:

reacting a compound of Formula 4,
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OOCHHA 6 the nethod conprising: reacting a conmpound
of Formula 4, -17 WD 2004/087671 PCT/1B2004/000942 O
wW@RR4/087671 N O O p 4 with a conpound of For nmul BCTIB2BIN/000942
OO7 toyield a conpound of Formula 8, ~/(r) (r) CH
3 N NHOOB8 and contacting the conmpound of Formula
8 with HO to yield the conpound of Fornula 6. -18 WO
2004/ 087671 PCT/ 1 B2004/ 000942 . A nmethod of making a
conpound of Formul a 6, (/5

Os_ O
CH,

N 0
P

o 4

with a compound of Formula 7,

&

to yield a compound of Formula 8,

and contacting the compound of Formula 8 with HCI to yield the compound of

Formula 6.
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rr1" OCH3 NN HOOOHCA 6 the nethod

conprising: reacting a conpound of Fornmula 4, O O CH3
woR@4/006Q 4 w th a conmpound of Fornula 7, HN PCX/B2604/000942

to yield a conpound of Fornula 8, -19 WO 2004/ 087671

PCT/ 1 B2004/ 000942 CH3 NN HOOOS8 contacting the

conpound of Fornmula 8 with HC and with acetone to

yield the

5. A method of making a compound of Formula 6,

O_ 0
CH,
N
NJ\W
H
0
0~ TOH  HCl

6
the method comprising:
reacting a compound of Formula 4,
0) O
CH,4
N 0
s
O 4
with a compound of Formula 7,
HN
O 0O

to yield a compound of Formula 8§,



conmpound of Formula 9, ~OOCH3\ N NHOOOHHC

9 recrystallizing the conpound of Fornmula 9 from a
w@oioansmpr ot i ¢ solvent to yield a solvate, anPCTIB206U00942

the solvate to yield an anorphous form of the conpound

of Formula 6. 6. The nethod of claim5, further

conprising recrystallizing the conpound of Fornmula 9

fromacetonitrile. -20
9] 0
~ CH,
N
N
H
0]
0] @)

contacting the compound of Formula 8 with HCI and with acetone to yield the

compound of Formula 9,

recrystallizing the compound of Formula 9 from a polar aprotic solvent to

yield a solvate, and

drying the solvate to yield an amorphous form of the compound of Formula 6.

6. The method of claim 5, further comprising recrystallizing the

compound of Formula 9 from acetonitrile.
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