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-1- NOVEL CRYSTALLI NE FORMS OF
{2-[1-(3,5-BI S- TRI FLUOROVETHYLBENZYL) -

WG2WFNEISK 4- YL- | H-[ |, 2, 3] TRI AZOL- 4- YL] - PYRTDI NeGF/¥E3004/@30914
- CHLOROPHENYL) - METHANONE The present invention
relates to novel crystalline fornms of
{2-11-(3,5-bistrifl uoromsthyl1
berizyl)-5-pyridin-4-yl-1H[T1,2,3]triazol-4-yl]-pyridi
n-3-yl}-(2- chlorophenyl) - nethanone, processes for

their preparation and isolation, novel internediates,
ANO Vil Ta CRICSTA LEANE RORYES OFoi3s16@5BISTRIFLYOROME THYL-

PENAL R T fog B ok SRR YR30

di sorders associ @HeHRNOPAENYEXSEEFHANOREBNYKI ni ns
conprising admnistering to a patient in need thereof

an effective anount of a crystalline conpound of the
ggﬁ; ! Iege\ﬁ %ver?trl]on rBﬁ%%Q%I\Q cg:ste;[ﬂ'r:e o WEDF %f—j[\{-@jf bis-
trilffﬁmfdmdtﬁylﬁvehkﬁ)-ﬁrpyhﬁm-gmmmL2—,3)]&ﬁb2z361-)1=y5]-mfd11ﬂ8ry1}4-(3tl -

chlqrosfxmyll)aizl@thaaorw propgpsesfion theinpreparationang dgnhiony nyvelet h

BRSSP o B

inVERN0 I 23&i}ion, BRE pltctsfmt iventianpouidds rr&t}mds lfafrhrdatm@ dlsoxfders
the NK-1, subtype ? chyki ni n receptor, the co
OISR P TR & 14BN COBPTIEIPE BTN L0 & %I&}m need
[
e S P b S I o o ion.
depressive di sorder; anxiety, including generalized

anxi ety disord ' [.SQr compul si ve
di sorder, and %F%ﬁyﬁé%ﬁf% ﬁ?ﬁm?ﬁ% v

di So‘fﬁ@éo 'dZ{QF{IT @@'—lﬁs ﬂﬂ%d?@)l’ﬁ@thypﬁé&ﬁg}gtﬂ ﬁyrﬂhﬁﬂr[ﬂqfﬂi,
i ncl udi ng pol ar |sor er; neurodegenerative

[1ea, ébm@ﬂé ﬁhpmcas 3dséhﬁhﬁlllarOphﬁnylbrma&@ngwwasaﬁ@éd@sﬁnb%d in

e S AR PR 201 SRR AR oo

BBYHRSE the@bh@yindd Bnd nhlﬁl@lm?tolflﬂwmﬁrl sdmmdjfm@hymm receptor, the
i nconti nence; enesis, including chenotherapy-induced

corapmd innwiEldor e Fratinephyicdiseus jassocigiadrvigh an excess of
t .
R B e e
d&ptes\éﬁ@@ﬁisdr&rj axiandnsladiog pastralizedianriatedisordercperdsdisorder,
angi na, Ll%ra| ne, .and Rey naug s di sease; hot _.fl yshes:;

o%ﬁ?ﬁﬂl%e%ﬁ’ép ﬂY%ﬁs%rd@bglg(} sacialp OQPPWI a%&@’ e‘gs‘g h o
sAfohrehBS I ARy Ao BL ARSRICRY s AAERgRBEUTDN 2

ospasm C onl c bronc t| S er cough,
neurodegenerative disorders such as dementla 1nclud1ng senile dementia of the

Alzheimer's type or Alzheimer's disease; disorders of bladder function such as bladder
detrusor hyper-reflexia and incontinence, including urge incontinence; emesis, including
chemotherapy-induced nausea and acute or delayed emesis; pain or nociception; disorders
associated with blood pressure, such as hypertension; disorders of blood flow caused by
vasodilation and vasospastic diseases, such as angina, migraine, and Reynaud's disease;
hot flushes; acute and chronic obstructive airway diseases such as adult respiratory
distress syndrome, bronchopneumonia, bronchospasm, chronic bronchitis, drivercough,

and asthma; inflammatory diseases such as inflammatory bowel disease; gastrointestinal
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and asthma; inflammatory di seases such as inflammtory

bowel di sease; gastrointestinal-2- disorders or
waele®emsxsss associ ated with the neuronal contr ol POF/US2004/030914

vi scera such as ulcerative colitis, Crohn's disease,

functi onal dyspepsia, ;and irritable bowel syndrone

(i ncluding constlpatlon pred§n1nant,

di arr hea- predoni nant, and miXed irritable bowel

syndrone); and cutaneous di seases such as cont act

dermatitis, atopic dermatitis, urticaria, and other
diend@ne: Oisehseeasadirted svthlthe haraes coml afisiseete amlazg;eﬂmatlve

to find a highly crystalline fo the und t
cobi, GRER B EPeACH B YR BTG PO T opt B S (nefiding
co?l b ?édoﬁﬁﬁ%ﬁ c%lgﬂﬁéaﬁﬂe&&ﬁngﬁvﬁ{d}ﬁﬁ&ﬂ‘irrﬁ’iblé"ﬁowel syndrome);
roved process’ for the syntheS|s of
arﬁi&:ufdne@& dsehies-such &4 comtapirderinatibe atopliq dermatitis, urticaria, and other
5-pyridin-4-yl-1H[1,2,3]triazol-4-yl]-pyridin-3-yl}-(
“%@BNPE$QRWWQH °) - nethanone we surprisingly discovered

nov ej saqég d%ht\é RS fifd a hip81EayReIEAG form of the compound
her ei na s%rl be as Form I{%ﬁayr:}d Form V. SUWARY P

th@Fcal HE rémmlwdhﬁﬁcpmwmparmﬁ ¢osmmprsial a¢ade. dlguring e
oS 35 B ot b B St 1036 g
bé?ﬁ%?l') '54&{}& din- @Wl-'l@l I, 233}fh&zo{-3f—y1}3ﬁﬂlﬁmﬂ-ghﬁm(t xhisesphenghencthanone,

Form | I n anot her enbodi ment, the present invention
we elrptisisglyalistovered naval raybxdépu& H?@’Tﬂ@iphﬁ? pf the ComPOUHd hereinafter

hyl benzyl ) - 5- pyri di -
obgably oty s oot b e )= prri o n-- 1

yl }-(2-chl or ophenyl ) - met hanone, Form V. The present
invention also relates to a ﬁgfrnaceutlcal conposi tion

COrT'prisi ng, as aSUMMARY(k YENJON | v or Form
aé:c ep]tl%ﬁﬂgpén@ ﬁ}x}eﬁ{]ory\fstrg\ @H?o REryiRIIfeRBAR HP ?—Ff (3"391 | y

"e"carriers uents,” or exciple

@frﬂfu@fdn@éﬂhﬁhém@l)@pjmdmﬁeylpl&ésbnﬁ]trlmm}ﬂ%ylﬂ}pym@hs& Elé -Bo
a pharnmaceuti cal %glg) ition conprising FormlV, in
C@@WBhW)i'@ﬁ hgnene, § * nmore pharmaceutically

acce 1315531‘?1{6?1’( e 151%'?6% fhve@fonS¥RkdRit6 BlsSconli Rrtalline form
furt er e ment present invention relates to a

ofr2-fie®, ﬁblsnﬁluou@ncihydbomdi)sipﬂpdlweﬂt% by, 3disiereltdryldpyridin-3-
Fo . In additj on resent invention enconpasses

M P&Q“}Pé 1};{@3 ?I{fﬂn 1#@2\41 ng conpounds represent ed
by F@Lhle¥erR inveRfidA Mso relates to a pharmaceutical composition comprising, as

an active ingredient, Form IV or Form V, in combination with one or more
pharmaceutically acceptable carriers, diluents, or excipients. Ina preferred embodiment,
the present invention relates to a pharmaceutical composition comprising Form IV, in
combination with one or more pharmaceutically acceptable carriers, diluents, or
excipients.

In a further embodiment, the presént invention relates to a method of making
compounds represented by Form IV or Form V. In addition, the present invention
encompasses intermediates useful in making compounds represented by Form IV or Form
V.

In a further embodiment, the present invention relates to methods for the treatment

of a condition associated with an excess of tachykinins, comprising: administering to a
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In a further enbodi ment, the present invention relates

to methods for the treatnent of a condition associated
wowdk/ogsiexcess of tachykinins, conprising: PCT/US2004/030914

adm nistering to a-3- patient in need thereof an

effective amount of FormIV or FormV. That is, the

present invention provides fgr the use of FormIV for

the treatnment of a disorder associated with an excess

of tachykinins. In another enbodi ment, the present

i nvention provides for the use of FormV for Ehe
patieetin meert thofeofanipRestiye prgusiodiFarBd VATHRTEN e kB ds thiypresent
. tachykini.ns.. ln_ano ool ' :
inkEoH a0 o RBF R RS e LAE BN EE Moo A BRGLRR with
anFekc b RO R Skintnk & IIPARSIRs tenibou et dhe presant desnfior prokides for the

use of Form IV or FormV in the manyfagture of

usged Fomdhfor therireafiaent péadirerier aysogalgl sy exﬁg%’g tagbigfginins.
with an 0 i . .
e Ry SRR ML Bt ph ROy o i

thé@py.t Fedlidrmgreytieqiresdapineationgraiideridethe usonpFomi Fgor Form V in
adm nistering to a patient in need th.err%of an

the pfaasfactree ahpmadicanet fethe (reatment af g dise B aspQgiated, with an excess

Qﬁg@g@hﬂﬁpt, the present invention provides a nethod
for “treati ng generalized anxi ety di sorder, conprising:

adni hi sspreferted etbodingeat, itbepresant inyentiarprowiges amethod for treating

effective ajount of Form V. .ln another .oreferr
maiep SRS SRR A e P QvieBE Bk flgrporan
effivt b8BhA M FBARITY. di sorder, conprising: adm nistering

to a patient in need thereof an effective anmpunt of ‘

For nin ariotHen pefiotddemmbmdishenty the peastiss dnyeagen prayides agathed for

i nvention,. provi des..a thod for tr i s
USSR TR RS e oy e oihg: g iRHlne to a patient in need
{HREWE Bh SH8HIvE ArdoRnfoffiEN i n need thereof an

effective anount of FormIV. In another preferred

enmbolti aneftter prefierrqsk aaladimenty A Prespt IR GRLgR Froyides epgthod for

faor treatjng,social.phobka: l,al ¥ iheRbLESH effecti
trgag%rﬁagllcndés.og%%’rﬁOr??ﬁsr%sgﬁ' %%ﬁ{ng&% gat %éjr?? Q]i)&r%ﬁ%é%djﬂht her eof ¢
adbugfdfEeth ¥¢. anount of Form 1V. I n another preferred

enbodi nent, the present invention provides a.gethoqh 4 f

for Irawthesgrafered aphalimeiieine HUaTEHIRECTIOR REFTLESS fghethod Tor

agdmini ! 8t od 1 2 bilgli 86t tient in need
tr%%(‘j‘m gﬁbﬁ%séfdg%aﬁtﬁ lsgvfe odrr ?n&i @nﬁﬁ% gt her1 pr% erarpeadlen e

tiegqfah effetttrepresantf Farmdt i on provi des a nmet hod for
tr eatIr|1 erl]rgother preferred embodiment, the present invention provides a method for

treating social phobia or social anxiety disorder, comprising: administering to a patient in
need thereof an effective amount of Form IV.

In another preferred embodiment, the present invention provides a method for
treating irritable bowel syndrome, comprising: administering to a patient in need thereof
an effective amount of Form IV.

In another preferred aspect, the present invention provides a method for treating
major depressive disorder, comprising: administering to a patient in need thereof an

effective amount of Form V.
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mej or depressive disorder, conprising: administering
to a patient in need thereof an effective anount of
WO-or0s0¥54%- 1 n anot her preferred enbodi ment, tPET/US2004/030914
present invention provides a nmethod for treating
general i zed anxi ety disorder, conprising:
admnistering to a patient |Q need t hereof an
ef fective amount of Form V. I'n another preferred
fnboglnent, the present invention provides a method
or treating panic disorder, conprjsin adm ni st eri
to dn pathemrefonehebodment dic BRscer e Topeanga meftod or
not her
e RARFBIEET By s G B b REa e bR rne 08 pRiGR hecd

th&&ﬁ%%ffé@u@%ﬂﬁﬁbﬂ%ﬁivor der, conpri sing:
admnistering to a patient | n need, t her eof

of 1 dn enofberamroiared BRDSFINY 9 gD N RGP P Bfipymethod for
odi nent t
trapgl%ljg pFcd Is%réi&g ggl gﬁﬁﬁ% d{nrgﬂlgi}hggm af)ﬁigﬁgﬁlg%esd g%%?ggreffecme
anfoARDS FIrRgV. adn1n|ster|ng to a patient in need thereof
an effective amount of Form V. |In another g};%f err

enbddiapether pr@f@geé p@@@ﬁ}gnqnﬁ\ﬂéq]}?re?ﬁm B}VSW%]&F A5t PP(? od for
trea? 1{1# Bﬁs%?sﬁizé“@o Jlél(l@msgrd@f"e’@}nﬁﬁylﬁgr AAnisEONPkd § bitgsnt in need

erin at | ent neéd t hereof an
th@‘eéme;ﬁbeuwmummof FEmu M.V. DETAI LED DESCRI PTI ON OF.
THE | NVENTI ON_A

f
Tre LT OUA Dl of, 10 100 B AVLLORLE i £
trééﬁfl glinatop S&al %ﬁ%sdrﬂ@ﬂ vslaplihd: @demiistating to a patient in

sca n|ng calorinetry, tHernogravinetric analysis,
ndeﬁmlmtwfansﬁemvemmsgﬂf}mmﬁ C Cross polarization /

magi ¢ angl e s n I '

et BeEyE RSBy Tl TP e S RER SR pymetiod for
treStih mg)’rrl@ﬂ)‘l@&fwéi ishAdrae] @maprisingt h@iﬁﬁus’fﬁiﬂgada paMdemtdy need thereof

diffraction and solid state NVR spectroscopy

ara@f&ctmergmqm‘éfoﬁfofl@ﬁ’ i dentifying and di stingui shing

bet ween crystalline forns, based on their |ong- and

short-range order, respectively. Analysis of each of

these par apEEAHLEDOESCRIPTION OIEHE INVENTION f or m

of {2-T1- : : : ,
(3, L& piasiber of methesketrh gralebiae haagisripegrystallipp fqrms of ogganic
cog%éogllpgg ﬁlléonréaf(gllm epﬁl;ée%&h%aé’ LbTudé differential scanmng calorimetry,

none originally resylting fromthe

( thl@frﬁ@g&@ﬁnﬂ&ﬁ:@mlab%d mmstllme s@pn@u/dcseaatmpp’l Copsoprlagzation / magic

60/ 376,121 (WD03/ 09
angheSHDRING MAS) nuclear rr?agﬁ Fl%rrg%oln nce spgctroscopyn(tsohcp §9te NMR or

SSNMR), and X-ray powder diffraction. Of these methods, X-ray powder diffraction and
solid state NMR spectroscopy are very useful for identifying and distinguishing between
crystalline forms, based on their long- and short-range order, respectively.

Analysis of each of these parameters indicates that the crystalline form of {2-[1-
(3,5-bistriﬂuoromethylbenzyl)-S-pyridin-4-y1-1H-[l,2,3]triazol-4-y1]-pyridin—3-yl}-(2-
chlorophenyl)-methanone originally resulting from the process described in United States
Application No. 60/376,121 (W003/091226) (Form I) is different than the two novel
crystalline forms (Form IV and Form V) described herein. Variations in the

characteristics of Form I versus Form IV or Form V are discussed in greater detail below.
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crystalline forms (FormIlV and Form V) descri bed

herein. Variations in the characteristics of Form|
woersoesEorm |V or Form V are di scussed i n gr eB€EUS2004/030914

detail below -5- X-Rav Powder Diffraction X-ray powder

diffraction patterns were obtained on a Sienens D5000

X-ray powder di ffractomster,_s_equi pped with a CuK

source (I = 1.54056 A) and a“Kevex solidstate Si(Li)

detector, operating at 50 kV and 40 mA. Each sanple

was scanned between 3 and 40 in 2, with a step size

of X{Rayibowdenbiffracttdmi nrum scan rate of 9.0

secopd/ ste Wit nm dj ecel Vi [

oo R VRl e EhFhOREE MR AL 15000 xer

po@{@é? HEh QemRRAYeqphed Hath of QUK a8yured (en 15HYSE Al ahdh Kevex solid-
the relative intensities and peak w dths of the

state Si(Lajcddtenorp eperatingaat 50arY and 40 meA a Baclhbample fwap geanged between
i nc ing the effects of ferre i,ent at . 1d/

s 5 40 8 S RELSRLE <26 B FU e ShheThAbuRB R e or o

sePZ:)%Hf/éféﬁ Sy iRl ndednld rg&@\\’i’%} kiits bA@a Al'tmm dugdcistisnig

grindi ng of the sanple. ere the effects of
pr ef e is well kndveninghé arystaldgrephypart that fos agy givepewystal form, the

resent, .peak . .intensi.ti e .altered, but the
rebiF e S PR EONE TG00 ROy RO jos mumber of
fabRENANUREng B8 R felis 8f prefdiRd UichR€lobhal/espdriice sRe OPRif@red
#24, National Fornulary #19, pages 1843-1844, 2000. .
orfentativarefiisrie can be menigtized byen¢thadrowell kppwmmi the art, including light

crystallographyart rha r V. . .
el S s P e LB G A pf b sz are
pre¥edfeslk imdEikics aflytie@neredabut gl §Harabtegistio peaknmisitions of the

di spl'acenent or a variation_in the tenperature S‘i ,
palfinetphaare upghaagsds Seaad-8z She Upites, Sigteg Pharycapeia #24, National

di spl a t r r I 1/, i 5 4
PRSP LT e LA P S0y Tihebre 200 QR ADRIO f b
cry@all@hipliyt art bt Br dny givén ¢itybtal fongutheranpulecpenk posiibnamay vary

typical laboratory diffractaoneter) will not. hinder the. .
stighthic For SHEIY PSTR pavions yak B 1H<Ne 19 SRl SRDRRERGHeLapHation
inl Y B2 hure TR G AN A1 PR 2KaIRAK. 1PrBVided Sangpl@Bfdplacement errors

corre pon?irl ng rel atlvg IntenSity data (1/1" ) for all
arp eaikanized, and theeamalysiséscangueted aoroom tgmpetasire.taizeak Bositen

the | argest peak for -[1-(.3,5- . S
VALY OF G S teeRyihe @ﬂéﬁw%nrs@(lﬁw Pfip hrpica) jabpygtqry diffigptopeter)
wRFRS 'hqﬁ(%/ rgﬁepi}ﬁéﬁt cgﬁé%%ﬁ} the CAstafiHeA6RROSNNUE hriEit HARANEN.

aretlls ed 1n the tables below Accordingly, using the

met hode haayargdesic poditichs dd 06 endvdrresGokdin gkl atvie antensityrdasa (I1o)

rdiad Py FTIPSIRB RV SE0h STPHEE RBAVE Halp FBESLRSEK Iof (2:1-(3.5-
o Gl G Bt By RALES ARPL b OR00-40-p9RER 5y A 2E-

chlorophenyl)-methanone are listed in the tables below.

Accordingly, using the methodology described above with CuK, radiation, X-ray
powder diffraction patterns were generated for Form I, the crystalline form resulting from
the process described in United States Application No. 60/376,121 (WO003/091226),
Example 132. The crystal form is characterized by the angular peak positions in 26 and
corresponding relative intensity data in Table I, which lists the 26 values (+ 0.1°in 26)

and relative intensities equal to or greater than 5% of the largest peak for Form I {2-[1-



Exanpl e 132. The crystal formis characterized by the
angul ar peak positions in 2Q and correspondi ng
WO 200a0#25€5 i ntensity data in Table |, which |i sPGI/Uk®0£030914
values( 0.1 in 2 ) and relative intensities equal to
or greater than 5% of the |argest peak for Form|
{2-]1-6-
(3,5-bistrifluoromethyl benzyT()'-S-pyri din-4-yl-1H][I,2,
3]triazol-4-yl]-pyridin-3-yl}-(2-
chl orophenyl ) - met hanone: Table I (Forml) Angle ( 2Q
(3| 3-btr{fidordmé&th PBezyD)15-pyddin Y- 111 18- 7,2 B ttidz&- B¢l yfidind3-yl}-(2-
40.3 13.6 38.4 15.1 6.4 15.3 9.5 15.8 7.2 16.0 8.9
chiqrophepyl)imqthamonsy 2 18.2 6.3 19.8 6.8 20.3 9.8 20.8
100.0 21.2 12.4 21.4 6. G383 17(139m3) 22. 0 12.0 22.7 13.4
23.2 9.1

Angle (° 26) 11, (%)
4.5 84.2
11.7 10.1
11.8 7.1
12.9 52.5
13.1 40.3
13.6 38.4
15.1 6.4
15.3 9.5
15.8 7.2
16.0 8.9
17.0 11.1
17.5 21.2
18.2 6.3
19.8 6.8
20.3 9.8
20.8 100.0
21.2 . 124
21.4 6.0
21.7 39.3
22.0 12.0
22.7 13.4
23.2 9.1
23.5 15.6
23.9 15.3
24.1 6.2
24.4 6.0
24.6 7.8
25.0 7.0
25.8 10.8
26.1 7.7
27.4 17.3
29.8 10.0
30.9 8.8
36.1 6.1
36.8 7.4

The present invention is directed to crystalline Form IV, characterized by the

angular peak positions in 26 and corresponding relative intensity data in Table II, which



23.5 15.6 23.9 15.3 24.1 6.2 24.4 6.0 24.6 7.8 25.0
7.0 25.8 10.8 26.1 7.7 27.4 17.3 29.8 10.0 30.9 8.8

W@ 2003/08515 36. 8 7.4 The present invention is di PEDUSZH0L/@B0914
crystalline Form1V, characterized by the angul ar peak
positions in 2 and corresponding relative intensity
data in Table Il, which-7- 7ststhe 2Q values ( 0.1
in 2Q and rel ative intensiti’es equal to or greater
than 5% of the | argest peak for FormlV
{2-[1-(3,5-bistrifluoronethyl benzyl)-5- 1pyrl din-4-yl-IH

lists the 20 values (£ 0. 1° in 20) and relative intensities equa to or greater than 5% of the

i (I
P R L Rcbuibe.0 12720 3

Table II (Form IV)
Angle (° 26) 11, (%)

6.8 6.1
7.7 13.6
8.3 32.1
11.2 28.3
12.1 100.0
12.7 30.3
13.5 26.0
14.3 41.5
14.9 31.4
16.2 33.9
16.6 534
16.9 53.3
17.4 7.9
18.2 10.1
18.5 63.1
18.9 26.5
19.3 35.2
19.8 5.2
20.3 31.2
20.7 60.0
21.1 19.7
21.4 15.9
21.7 39.5
21.9 92.6
22.1 38.1
22.5 27.8
22.8 17.0
23.4 33.9
24.0 24.0
24.3 18.7
24.9 56.1
25.6 8.3
25.9 40.8
26.4 10.7
26.9 15.8
27.3 5.0




16.2 33.9 16.6 53.4 16.9 53.3 17.4 7.9 18.2 10.1 18.5

63.1 18.9 26.5 19.3 35.2 19.8 5.2 20.3 31.2 20.7 60.0
WQ1003/04315 21.4 15.9 21.7 39.5 21.9 92.6 22. 1 BOI/USA4/630914

27.8 22.8 17.0 23.4 33.9 24.0 24.0 24.3 18.7 24.9 56.1

25.6 8.3 25.9 40.8 26.4 10.7 26.9 15.8 27.3 5. 0-8-

28.1 5.5 28.5 7.7

-8-
28.1 5.5
28.5 7.7
29.0 13.2
29.3 14.7
29.9 5.4
30.2 10.3
31.3 14.5
31.5 13.9
32.6 7.5
33.3 6.6
354 6.0
36.1 5.5
36.4 5.8
36.8 10.0

In a second embodiment, the present invention is directed to crystalline Form V,
characterized by the angular peak positions in 26 and corresponding relative intensity data
in Table III, which lists the 20 values (+ 0.1° in 20) and relative intensities equal to or
greater than 5% of the largest peak for Form V {2-[1-(3,5-bistrifluoromethylbenzyl)-5-
pyridin-4-yl-1H-[1,2,3]triazol-4-y1]-pyridin-3-yl}-(2-chlorophenyl)-methanone:

Table III (Form V)
Angle (° 26) /1, (%)
7.9 10.7
11.2 11.2
12.5 100.0
13.1 12.1
14.0 10.8
15.8 32.5
16.3 10.0
16.5 33.2
17.4 19.5
17.6 7.3
18.7 7.9
18.9 13.1
19.1 61.8
19.7 33.6
20.9 61.1
21.5 67.5
21.7 29.8
22.2 14.6
22.5 5.2
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29.0 13.2 29.3 14.7 29.9 5.4 30.2 10.3 31.3 14.5 31.5
13.9 32.6 7.5 33.3 6.6 35.4 6.0 36.1 5.5 36.4 5.8 36.8
waos/osas1:m second enbodi ment, the present i nvePtT/U82008030914

directed to crystalline FormV, characterized by the
angul ar peak positions in 2 and corresponding relative
intensity data in Table Ill, which lists the 2Q val ues
( 0.1 in2) and relative i nPensities equal to or
greater than 5% of the |argest peak for FormYV
{2-11-(3,5-bistrifluoronethyl benzyl)-5-

pyridin-4-yl-1HJ[Il,233triazol -4-y6#-pyridin-3-yl}-(2-
chl orophenyl ) - net harmine: Tapl e |1B9.4Form V) Angle (
20) 1/lo (% 7.9 105641.2 (1.2 1235 100.0, 13.1 12.1
14.0 10.8 15.8 BZ5,833 10/ U 16:5483. 2 17, 4 19.5 17.6
7.3 274 282

27.7 12.1

28.6 18.1

30.0 7.2

31.8 7.0

32.3 6.8

32.6 5.0

38.7 9.6

Thus, a properly prepared crystalline sample of Form IV {2-[1-(3,5-
bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-[1,2,3]triazol-4-yl]-pyridin-3-yl}-(2-
chlorophenyl)-methanone may be characterized by X-ray diffraction pattern in 26 values
(+ 0.1° in 20) using CuK,, radiation having peaks as described in Table II. In particular,
crystalline Form IV may be characterized by X-ray diffraction pattern in 20 values (+ 0.1°
in 26) using CuK,, radiation comprising at least one peak, which peak is at 14.3 + 0.1°in
20; alternatively, comprising at least one peak, which peak is at 12.1 + 0.1° in 20; more
particularly, comprising at least two peaks wherein one peak is 12.1 + 0.1°, and the
second peak is selected from the group consisting of 7.7 + 0.1°, 8.3 + 0.1°,12.7 £0.1°,
13.5+0.1°, 14.3 +0.1°,14.9 +0.1°,16.6 + 0.1°,16.9 + 0.1°, 18.5 £ 0.1°, 21.9 £ 0.1°, and
24.9 + 0.1° in 20; more particularly, comprising at least two peaks wherein one peak is
12.1 + 0.1°, and the second peak is selected from the group consisting of 8.3 + 0.1°, 14.3
+0.1° 149+ 0.1°16.6 +0.1°,16.9 + 0.1°,18.5 + 0.1°, 19.3 + 0.1°, 21.9 + 0.1°, and 24.9
+0.1° in 26; more particularly, comprising at least two peaks wherein one peak is 12.1 +
0.1°, and the second peak is selected from the group consisting of 8.3 + 0.1° 14.3 +0.1°,
16.6 +0.1°, 169 + 0.1°, and 18.5 + 0.1° in 20; more particularly, comprising at least the
following peaks: 12.1+0.1° 14.3 +0.1° 16.6 + 0.1°, and 18.5 + 0.1° in 26; more
particularly, comprising at least the following peaks: 8.3 +0.1°,12.1 0.1°,16.6 + 0.1°,
16.9 + 0.1°, and 18.5 + 0.1°% more particularly, comprising at least the following peaks:
8.3+0.1°12.1+0.1° 12.7+0.1° 13.5+ 0.1°, 143 + 0.1°, 14.9 + 0.1°, 16.9 £ 0.1°, 18.5

+0.1°, and 24.9 + 0.1° in 26; more particularly, comprising at least the following peaks:
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18.7 7.9 18.9 13.1 19.1 61.8 19.7 33.6 20.9 61.1 21.5
67.5 21.7 29.8 22.2 14.6 22.5 5.2-9- 23.5 36.4 24.2

W@004/02518 13.3 25.6 54.8 27.4 28.2 27.7 12. 1 PGr/6S184/130914

30.0 7.2 31.8 7.0 32.3 6.8 32.6 5.0 38.7 9.6 Thus, a
properly prepared crystalline sanple of FormlV

{2-11-(3, 5-
bistrifluoronethylbenzyl)-5-ﬂ&fidin-4-yl-lFL[I,2,3]tri

azol -4-yl]-pyridin-3-yl}-(2- chl orophenyl)-nethanone

may be characterized by X-ray diffraction pattern in

1I9G oaf’,LBes+(0 0, 12.1 &t @1% 128 iiry 1 CAR Sl tlddnt AdYi Idep £ 0.1°, 16.6 &

o Rt PerES it e hay BL” apdpa Bl Ty X 1 ay
gjf f 'h?&tséc%ﬂd RA{bb&MEnt B t%QpYe%EIH:‘?ﬁvéntlQn 1 ﬁrﬁﬁe?ﬂ%% ﬁelr@(g crystalhne

K radi ation conprising | east one
sarﬁplatof Fdr8 VO{2H[ i-(3, QQstrﬁlLtoecvmdhylsbehgy,l) @pypdlnsﬁi yﬂngﬂ 1 2 3]tr1azol-

dPRradinarly Ccslisnher il M aPels paf b Budneteatdiat ey
ARGtk ih20lvathel (- 819 id 56 using CuK, radiation having peaks as
described in Table III, and in particular, cofnprising at least one peak, which peak is at
125+ 0.1°in 20; more particularly, comprising at least two peaks wherein one peak is
12.5 4+ 0.1°, and the second peak is selected from the group consisting of 7.9 +0.1°, 11.2
+0.1°,13.1+0.1° 14.0 £ 0.1° 15.8 £ 0.1°,19.1 £ 0.1°,19.7 £ 0.1°, 20.9 + 0.1°, 21.5 +
0.1°, and 25.6 + 0.1° in 20; more particularly, comprising at least two peaks wherein one
peak is 12.5 + 0.1°, and the second peak is selected from the group consisting of 15.8 +
0.1°,16.5+0.1°,19.1 £ 0.1°,19.7 £ 0.1°,21.5 + 0.1°, 25.3 + 0.1°, 27.7 + 0.1°, and 28.6 +
0.1° in 20; more particularly, comprising at least the following peaks: 12.5 +0.1°, 25.3 +
0.1°, and 27.7 + 0.1° in 20; more particularly, comprising at least the following peaks:
12.5+0.1°,25.3+0.1° 27.7 4+ 0.1°, and 28.6 + 0.1° in 20; more particularly, comprising
at least the following peaks: 12.5 +0.1°,15.8 +-0.1°,16.5 + 0.1°,19.1 + 0.1°, and 19.7 +
0.1° in 20; more particularly comprising at least the following peaks: 7.9 + 0.1°, 12.5 +
0.1°,13.1 +0.1°,14.0 £ 0.1°,15.8 £ 0.1°,19.1 + 0.1°,19.7 + 0.1°, and 25.6 + 0.1° in 26;
more particularly, comprising at least the following peaks: 7.9 + 0.1°, 12.5 +0.1°, 13'.1 +
0.1°,14.0+0.1°,15.8 £ 0.1°,16.5 +0.1°,19.1 + 0.1°,19.7 + 0.1°, and 25.6 + 0.1° in 26;
most particularly, comprising at least the following peaks: 7.9 +£0.1°,11.2 +0.1°,12.5 +
0.1°13.1 £0.1° 14.0 + 0.16, 15.8+0.1°19.1 +0.1°19.7 +£0.1°,20.9 + 0.1°, 21.5 + 0.1°,
and 25.6 + 0.1° in 26.

3¢ Solid State Nuclear Magnetic Resonance (NMR)
BC Cross polarization / magic angle spinning (CP/MAS) NMR (solid-state NMR
or SSNMR) spectra were obtained using a Varian Unity Inova 400 MHz NMR

spectrometer operating at a carbon frequency of 100.573 MHz and equipped with a

complete solids accessory and a Chemagnetics 4.0 mm T3 probe. Ramped-amplitude
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second peak is selected fromthe group consisting of

7.7 0.1, 83 0.1, 12.7 0.1, 13.5 0.1, 14.3 0.1,
wazed/043131, 16.6 0.1, 16.9 0.1, 18.5 0.1, 21rCr/us204/030914

and 24.9 0.1 in 2 ; nore particularly, conprising at

| east two peaks wherein one peak is 12.1 0.1, and the

second peak is sel ected frongihe gr oup conS|st|ng of

8.3 +0.1, 14.3 0.1, 14.9 1, 16.6 0.1, 16.9 0.1,

18.5 0.1, 19.3 0. 1 21.9 0.1, and 24.9 0. |n 2 ;

nor e partlcularly, ri sing at |east two
crobrep@anizating (BAMP@) a 2 KH2 andhifyep-puee @@é@mdpbaan (EPPM)

conS|st| of 8.

%%lgp 1%&50&(8-{?; Qr% élg y Coillslté?{’dpai %tersdvefe a%fc%]’éwsh%(?5 eproton

' ra?gn.r ﬁéq‘ﬁgh%; 151% 4. Rﬂﬂ&ﬁ.i{)’s}lsngorﬁﬁct LGRS0 hﬁe%lfgl%;eﬁ%ﬁtglﬂl, tﬁﬁéé‘ h‘éﬁs MAS

16.6 0.1,
frBgUeRcH 20 kH(z,udpacﬂral widibraorkid, agd atquisitist timb 60 fid. | Gheimigal shifts

peaks: 8.3 1, 12.1 0.1, 16.6 0.1, .9.0.1, and
wem, rsfegenped Fﬁ)’ihé nieahy igeanpafihsxamei i bengeng %i? ?ng@fnﬁwéample

re@?l ler(r)l n%h@%ﬁ%@m&i cg)nd ct%d t:]lré Ié telgpé:llratu%ez lgll 8%1“%8 aé?rorf\lided in
piéiﬂs 1&{ ﬂtﬂlzmilf(plflfl)zand mee paal{ positidravarigbility ot 0 p';gn at
eas e foll owing

12. 1Thg)spectrym for F@rmlf)?%_-gl (53 5~81s@ﬂ@&orget%@;lbinzyihg-@ynémf yl-1H-
1
[lof,%ﬁfl?]&fhfylrﬁy@dm% 91% éége%n‘&é%@ene %Jetl@anoge éomﬁ‘ﬁ‘éés 2btrdpic peaks

a seco of the present
afi thy €siloinang cleenpicashifisy SarSe:paﬂewlc(B y$t211RR Bet 8.anHled 1f0.2, 128.7

+532r To0pg: 626143 036 ek Wt B8 P BDGiA Wbl 43:3 0501 £

02[ ?1]2@ 3ld.3, 'aﬁ&QbZL L 5 0.2
pyridin-3-yl7} E chl or ophenyl ) - net hanone may be

char Abus lthezlﬁdsebym)(emtayl iddiréetedto kmamplat {2 (3.3 2Q

BB Bk Shp e L 2 A Y RGPSl

cﬁl@fﬂ%hé@lﬁﬁleﬁianbﬁ@%ld}f@nﬁﬁﬁks isyddp@kalst the fellowlidg Shemical
nore parti cul ar]YE/ conprising at |east two
D1

: 2Q
slp&akssz M@r?eand k9r$e4 heSonny Ypreprefegably, theimvenfionsis dgpeied to

FBm{il hlﬁﬁl gl%&ﬁgﬁ‘fé£0? 1%5%1{9 éﬂg fglgéﬁlhg%h&glcgloshiﬁsg f% 34+0.2,
1@3 3+0L2 127.20+ 0.2, 201.9+ 02,133 3%: 52 03619 +an) 126.76+ (}29149 340.2,

. _hore partlcul arly, at | east two
15bA it HrAdoR doh e YiastPpolbiabiio g intgRiop Rodiiseiega Form IV,

oo rRe! 56168 (EATLLRE OIQHD: CARaLENg: 553108 15+ 02,

19. 7/~ 0.
107.2+ ®Z, 129.63+ 0,2, aBH4 28). 5 1306.51 0.8, B54m%1369+02 1467+02

t l arl | t the foll k
VT ORI AR LERE Dol B PN e
par t 'Iﬁ: Hﬂ(ﬁﬁér%m%ﬁ{méﬂt Shé gre%nt lRRak o ﬁQinfeQﬂeH @d/\”F&gn p’e%k[q -(3,5-

1, and 28. . :
bmnuihlqnembﬂlyllvleazyl)f&p&ndmﬂ -gk-Hig-[1,2 3]tr1azol -4- yl]-pyrldln- -yl}-(2-

chlorophenyl)-methanone, which comprises isotropic peaks at the following chemical
shifts: 54.3 + 0.2 and 196.6 + 0.2 ppm. More preferably, the invention is directed to
Form V, which comprises isotopic peaks at the following chemical shifts: 54.3 + 0.2,
123.7+0.2,127.4+0.2,132.0+0.2, 1343+ 0.2, 137.1 £ 0.2, 145.8 £ 0.2, 151.0 £ 0.2,
and 196.6 + 0.2 ppm. Most preferably, the invention is directed to Form V, which
comprises isotopic peaks at the following chemical shifts: 54.3 +0.2,123.7£ 0.2, 127.4 +



10

15

20

25

30

at |l east the follow ng peaks: 12.5 0.1, 15.8 0.1,

16.5 0.1, 19.1 0.1, and 19.7 0.1 in 2 ; nore
w@20osioeashiar |y conprising at | east the foll owi NnBCPESH084/030914

7.9 + 0.1, 12.5 + 0.1, 13.1 0.1, 14.0 0.1, 15.8

0.1, 19.1 0.1, 19.7 0.1, and 25.6 0.1 in 2 ; nore

particularly, conprising at |east the foll ow ng peaks:

7.9 + 0.1, 12.5 + 0.1, 13.1°%70.1, 14.0 0.1, 15.8

0.1, 16.5 0.1, 19.1 0.1, 19.7 0.1, and 25.6 0.1 in

2 ; nost particularly, conprising at |east the
0. 12013001\/\# 0@, p2ARs:0.7, 1348 D02, 13711 2 (R, 14582 6.2+149.11+ 0123 151.0 =

gl 15.8 0.1, 19.1 0.1, 19.7 0.1, 20.9

Oé arldlff65t0 PPM.-and 25.6 0.1in 2. CSolid State

Nucl ear Magnetic Resonance (NVMR) C Cross pol arization

/ magi ¢ angl e spinning (CP/MAS) NWR (solid-state NVR

or SBﬂdl\/ia)lowpgmqamp\lm rfertiodyilhistrets nus¢esss éonmﬁpaamgm egmpound,

(Pt hy iy by P ST B Bl paa kel e S g 31
(?Qléﬁﬁh&%ﬁﬁﬁ@tﬁﬁﬂon@% \@elgihed??ﬁzﬁlﬁhé B6rméH D afidIF Jﬁn W Ol examples
nped- anpl i t ude- 11- cross-pol ari zati on ( RAMP-CP) at

aré Zloklhdtendﬂﬂtotbnillpllﬂnséo preassepanfdhesabrensssey PPy respect.
decoupling at 70 kHz were used. Acquisition paraneters
were as follows: 90 proton radi o frequency pul se wi dth

4 0 Ii%reﬁa@ﬁtgdﬁé cdﬂlﬁfﬁlna {0- [nm(s SpHibtEAusepettylbannyl)i5awyritih-4-yl-
frequency 10 kHz, ectral wi dth 50 kHz, and
1Hdé|12|,3§trta¢@1rﬂ-vl]rmm§91-3ré’l} -Gretiptoahenyhrmetlangaeethe reaction is carried

f f

?/nru%ﬂ%p he b gvetl hneteﬁﬁf éé é? é:fgllgp %[enﬁi_ﬁe an%u?f Qzﬁf?ﬁn{-@ yl-

Vﬁa?l)ﬁyfﬁﬁﬁg ﬁ}métﬂzﬁi@n& eﬁpealamafeef pitferabh, lteph@ﬂphatp lsai\‘/ ivefgdl -
in parts er mllion (ppm and_have osi tion

amé@m%tbylr?} Visgtlgpromg e‘?‘??éle%%&ts}“fﬂ???%s B%%Presence ofa
sélgétlt.l Bhsds Tek? thatyrHefdsé’(anQH@ FRHBEREN Dot BiyBrokidé! pdthbsium
bichrbdna¢ tsbd'mirolbiedrbyha]te pptassiim-Soyphate 1Rondiiydrase sediyin) cageonate,
S RPBATE ey opregiunh SposdE N pyigBigR CyBghate as 2

ljegeg‘reﬁ s Uge%& levths%or tla@@ea%ﬁox@m%ludéwgo {Ropropdafl; éthanol,
. 145 0. 2, 150.1 O. 2,

T]:Wléuﬂi to[heﬁq: Ewdera‘lggt, the r@tcgorppmarriﬁdlpyt iy IHMS@ eisepropanol. The
invention is dir l$FormIV

re&f:‘gceq, DI R PB@%}; Lst may FPrefe %ﬁr \Eflr% ?r%m approximately 40 °C to
aﬁﬂ?‘o{uha?elﬁk(o p¢azol -4-yi]-pyridin-3-yl}-(2-

hl or ophenyl ) - net hanone, whi ch conprises i sotrop
peaké“heprotdh@t off ¢he TAFtHRE c8R évmls@éqte%mdrR@ﬁeébyée@nmuawell known

HH %F g.gt seu&ﬁ lag Bremplvg{lgn "Hl&ét? aQ}LtYactlgll? eevhlﬂ)\fgﬁgﬂ %ufa%lon

chromatography, or recrystallization.

In preparing the crystalline forms of the present invention, the use of an anti-
solvent may be advantageous. As used in the context of the present process, the term
“anti-solvent” refers to a solvent in which {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-
4-yl-1H-[1,2,3]triazol-4-yl]-pyridin-3-y1}-(2-chlorophenyl)-methanone is significantly
less soluble relative to the selected solvent. Preferably, when an anti-solvent is used, it is
miscible with the selected solvent.

Thus, {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-[1,2,3]triazol-4-yl]-
pyridin-3-y1}-(2-chlorophenyl)-methanone (Form IV and Form V) may be prepared by
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' the prappiaties of EeampfYc

Form 1V, which conprises isotopic peaks at the

follow ng chem cal shifts: 52.3 0.2, 123.5 0.2, 127.2
wO2®5/043154 0.2, 133.5 0.2, 136.9 0.2, 146.7CT/0SDN4/030914

149.3 0.2, 151.4 0.2, and 195.4 0.2 ppm Mbst

preferably, the invention is directed to Form 1YV,

whi ch conprises isotropic peaks at the follow ng

chenical shifts: 52.3 0.2, 158.5 0.2, 127.2 0.2,

129.6 0.2, 131.4 0.2, 133.5 0.2, 135.4 0.2, 136.9

0.2, 146.7 0.2, 149.3 0.2, 151.4 0.2, and 195.4

crPstlipATBn fidin arelveerundabadimted corditnsr Esysirllizatipertonpsplution
Is directed to FormV

angias risplugien-orsiatgd phass i;pl}sfmpp%{s}}lr@n% tng‘glﬂlfleS%Sﬂom;efnplated
to%%%i%h‘%n me]sc erdfcﬁlc-p éséi{t%)rc(c%ss chl orophenyl) - met hanone,

trop c peaks at the follow ng
che rmnq&zhctﬁtb,l afmﬁnbeﬁ 4f S0)0erts amtlantio®1 GG l2vp basn founé to be useful in
preferably, the mvgntlo ted t

di
%Sglégﬂ’ﬁ?ts ﬂlﬁfléﬁ(%gpwgwlg(ai gsn g}h\e{gsa\é@cers nitriles,
@gific%ﬁrbé)ﬁ fsoﬂ'xgmpi]ez ?oﬂn I‘@ o? the]pge?seﬂt 1n0€rﬁ1,on 17312 b8 prépardd by

0.2, and
chlﬁﬁlhﬁatﬂmZ‘rqap msolvbstt setﬂcwdeﬁqm ﬂ;c gromcqnmbm pb isopropanol, acetone,

aceiquiils Peehg, pifenlci o F LBl Bt SEbaRL GuBERAS &
dlg:lglzro‘}hetﬂe?tle Q gpefelq%@ Osélgeﬁ)t ffom k@ﬂcgp?zorﬁlllgflméﬂ 68 3rysf21.112zed is

and
1sd196pﬁ101 OAﬁtlﬁpmentﬂsgc}f a7 he@@mqsgh@;‘@awpq)re\gatfzramgy] @l,so be useful for the

i1l ustrat ses for preparing the conpound,
crystaliza @%%r@tclr%?fl uor orret hyl benzyl ) - 5- pyri di n-4-yl -1 H

- [ ?@1%:1 tV hdg Ok plepatdd P¥r b einge 3f Wnjperatures. In pract1ce Form IV may
(2~ ~chl or ophenyl ) - ni et hanone, as well as Cr%uégél"
b@mmmwahtnmpﬁmwwanalné fORRFANES MRFRIHB O §

be | ié tng tﬁe Ele%t ﬁl({'g?ﬁ%lﬁg%%—glgﬁ E(ej Bfe@&ﬁﬁ%?%rﬂls@alﬁib)(wn from a

resp In pr
sd1¥ertt| F6r3e>@nip1e§ Ianﬁ I\/Umap e thyptalized filo &n pymepal orgdniy kolMent

m[lxtzres]ltl prassien. the grepnip el entseful for cpstalinalipp gRERRR Y- iadower
altagl'?oq N&ich b0 el h%ﬁ&lt drQhans]1, SRAd fe@dti Qetveldis Waxdrng th e

ovel I nterne
( 2-c h?lrﬁmhmny lo¥ F{Dﬁﬁ Vombhy elsoRy caripy pirdit temapeyatytes yanging from
rqpc%% Iteglﬁggg’ql%tt Q&Bﬁ}%&‘ﬁ yﬂg °8 r?lgretprgflgrarb?yoﬁOm%ée’;1e‘rCabl Y,

azi d@i&]%to@ Yldirry lellSnE Fef drQIPIRBS dhid BAZANSeRAC Bame for the
sui tabl e base i1n the presence of a solvent. Bases that

crmgallh& cospdunds affferm dXcndgiermnéisNethsaene §2-0ml[3,5-
St B SRRl S A LU RO ricin -

cﬁlggdpqllgﬁ}qposphate dodecahydr ate or SOdI um et hOXI de,
wi th potassium carbonate as a_preferred base. Uiﬁeﬁ
sol v &h@ sermg and pebrpwaiensoised HclheaeerpvBens 3E3AEP élfave their

nqrmﬁ meahmgs unless otherwise designated. For example “°C” refers to degrees

Celsius; “N” refers to normal or normality; “mol” refers to mole or moles; “eq” refers to
equivalent; “g” refers to gram or grams; “h” refers to hour or hours; “HPLC” refers to
high performance liquid chromatography; “min” refers to minute or minutes; “L” refers to
liter or liters; “M” refers to molar or molarity; “brine” refers to a saturated aqueous
sodium chloride solution; “MS” refers to mass spectrometry; “NMR” refers to nuclear

magnetic resonance spectroscopy; “ppm” refers to parts per million; “RT” refers to room



THF, and toluene. Preferably, the reaction is carried
out in DVBSO or isopropanol. The reaction tenperature
WO 20080%25¢F i tical, but may preferably vary fronPCT/US2004/030914
approximately 40 C to approxinmately 80 . The product
of the reaction can be isolated and purified by
techni ques well known in the art, such as
precipitation, filtration, exdfit acti on, evapor at i on,
trituration, chromatography, or recrystallization. In
preparing the crystalline forms of the present
tenipeentniepTLE heefers @ thin aperamirorsatbgrphy;fdyCNierefers to acetonitrile;

.advant ageo S int xt .of t v
lawc dglrs LN s iapn ooy PR S et o e BR B e “Buo
rd % \[{‘é.'ﬂfeﬁlyl ether; “EtQAc” refers to ethyl acetate; “MeOH” refers to methanol;

{ 5-bi $tritl uoronet hyl %enzy - pyri di n-

“BtOJ” tekbrh tq @hBiol;r iR quns o 1pqprpplam>1 3‘ A r(e@m:wtuctbphmme

P BRRE e B 5BE a R © °°

anti-solvent is used, it is mscible wwth the sel ected
sol vent. Thus,

{2-[1-(3,5-bistrifiuoronethyl benzyl)-5-pyridin-4-yl-IH
-[1,2,3]triazol -4-yl]-

pyridi n-3-yl}-(2-chl orophenyl)-net hanone (Form IV and
Form V) may be prepared by-13- crystallization froma
sol vent under controlled conditions. Crystallization
fromsolution and/or by sol ution-nedi ated phase
transformations (slurrying techniques) is contenpl ated
to be within the scope of the present process. In
practice, a nunber of solvents and anti-solvents have
been found to be useful in the preparation of FormIW.
These sol vents include | ower al cohols, ethers, esters,
nitriles, and hal ocarbons. For exanple, FormlV of the
present invention can be prepared by crystallization
froma solvent selected fromthe group consisting of

i sopropanol, acetone, acetonitrile, propanol, butanol,
ethyl acetate, nmethyl tertiary butyl ether, and

di chl oronmet hane. A preferred solvent from which Form
IV may be crystallized is isopropanol. Anti-solvents
such as hexanes, heptane, or water may al so be useful
for the crystallization of FormIV. Form nay be
prepared over a range of tenperatures. In practice,
Form 1V may be prepared at tenperatures ranging from
roomtenperature to about 85 C. FormV of the present
invention may al so be prepared by crystallization from
a solvent. For exanple, FormV may be crystallized
from an aqueous organi ¢ sol vent
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m xture h practice, the organic solvent useful for
crystallization of FormV is a | ower alcohol, such as
woreiohasshs or et hanol, and the anti-sol vent i s MEL/E82004/030914
Crystallization of FormV may al so be carried out at
tenperatures ranging fromroomtenperature to
approximately 76 C, nore pre i;ably from68-71 C. One
of ordinary skill in the art recogni ze that an
alternate name for the crystalline conpounds of Form
IV and FormV is: Methanone, [2- [I-[[3 5-
bi s(trifluoronethyl)phen 5-(4-pyridinyl)- -
,2,3-triazol-4-yl}l -3-pyr d| ( chl or ophenyl) -
The ternms and abbreviatio éeé;ln t he preparatlons
{?p (SXBIR fﬁﬁr&ﬁ&ﬁ?ﬂo&@iyﬂg -ApyHEh-AParigesg, 3qaiaz@134 yl]-pyridin-3-y1}-
herw se desi gnat ed or exanple " C'" refers to
degrees Cel si us;(2udtorepieayly-nes mnﬁélforml\ﬁor mality;
"mol" refers to nole or noles; "eq" refers to
equi valent; "g" refers t amor granms; "h" refers to
hour or hours; "HPLC' re to high perfornmance
I iquid chromat ography; "m Fbfers to mnute or
m nutes; "L" refers tg-N or liters; "M refers to
molar or molarity; "bpin lﬁfasto a saturat ed
aqueous sodi um chl ori Fey solutN "M5" refers to nass
spectronetry; "NWR' r Q nuclear magneti c
resonance spectroscopy; referéFto parts per
mllion; "RT" refers z enperature; "TLC
refers to thin [ ayer chromatogtappy; "ACN' refers to
acetonitrile; "DVF" refers to NJIN-dinethylformm de;
"DMSO' refers to dinethylsul foxiGfg; "Et O refers to
diethyl ether; "EtOAc" refers to ethyl acetate; "MOH
r ef eAddtlmzmmmwh}m3 5-blEtrrﬂﬂbrqmeftbylbeltZ@n@(3fé31&I 13.8 mobrand

oS b Ll 0 SR
21 %gﬁ&fﬂtw-gr %fngl NAidid-3=yl €6.0 g, 13.8 mmol) in DMSO (16

strifl uoronet hyl Benz [)-5-pyridin-4-y| -
milj- Heato 3Pt°Ciand stic r 9pgro191}na‘tqiy a0 @.4)}1 }Cool the reaction mixture to

Ioro en I anQ
o RN PRI TEE Ve A ang 1 pugrt 75 m.
Sdphrate Eﬁmbyerﬁ ndd Riras Selbiuears b@ybatm&th((SHZ;‘iz (50 L), ASeparatd the
to a solution of (2- chlorophenﬁy (2-hydro

lageysyedrafiine ﬂﬂfwgwmwsr@wd e LFACE |cpmé>m¢ér%g?émpﬁ§x%rﬁ e N
N&&F‘?@fg’%? 62“% oxXl rmlgepy Egéémsﬁ%carﬁé‘?ﬂ 2fr a%%?lfg}nmm and

filtbrhttfugh IG2lite®. Concentrate the filtrate to a total weight of approximately 25 g.

Add heptane (75 mL) dropwise over approximately 45 min. Seed the solution with the
title compound if necessary. Stir the resulting slurry for 1 h and then filter to obtain the
title compound. Dry the title compound, then add it to isopropanol (36 mL). Heat the
mixture until the solid dissolves (approx. 65 °C). Allow the solution to cool to ambient
temperature. Stir the resulting slurry for approximately 3 hours. Cool the slurry in an
ice/water bath and stir for 2 h. Filter and dry to afford the title compound as a white
solid. MS(IS) 588 (M+1). TLC (3% MeOH/CH,Cl,) R¢=0.17. 'H NMR (400 MHz,
CDCls): 5.46 (s, 2H); 7.19 (m, 5H); 7.36 (dd, 1H, J = 4.9, 7.8); 7.45 (s, 2H); 7.59 (m,
1H); 7.83 (s, 1H); 7.93 (dd, 1H, J=1.5, 7.8); 8.56 (dd, 1H, J= 1.5, 4.9); 8.70 (d, 2H, J =
5.9).
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anbi ent tenperature, and add the m xture to CH d (75
m.) and 1IN NaOH (75 nL). Separate the |ayers, and

w@z2i05a¢x513 he aqueous |ayer with CH2C 2 (50 nlL)PCT/US2004/030914

Separate the | ayers, conbine the organic | ayers and
extract the conbined organic layers with 1IN NaOH (2 X
50 nL). Add MgSO and aci d-wa ﬁ@ed carbon (1.2 g), stir
for 20 min and filter through " Celite(r). Concentrate
the filtrate to a total weight of approxinmately 25 g
Add heptane (75 nL) drop wi se over approxinmate

|
m n T@em@cmwecaslalmbmnwdt crutvﬁégt@fhlércmdm@dh%(ﬂ}/ hydroxy-2-

ST g SRR 9, L) Bropoe

(232@ nldamﬂ&ﬁé‘thﬂ ﬂSltﬁsthﬂucbrSﬁJ!éﬂ@llﬁﬁ@éne(@@%ﬂg) 76 hﬁfﬁﬂ 1.08equiv)
m xture unti | e solid disso|ves (appr ox.

and pasessitie carbbuate R0 £:03@dBIMAl 0. éﬁﬁillé(hﬁfetaéﬂifb raaql thegeactlon

n%étlgfe 1% ﬁ%at o8 rehu:? gorsjl%éf P[oufrso fcsdh Qﬁ gl%%.lt&:fe M) K¢, add water

urry In an Tce/water bat or 2°h.

(FA0lthEY, aﬁ@auctbyaplﬁoﬁhfawl;m heursi Fller mhmnﬂl mmh white
sol i (t 588 (Mt ). TLC (3% MeOHZCH Cl ei
1S(9p1ppanq{|m anrt@@ un}ier 15 g(@d(pgessgqq)ai 5¢° go mql(d the title

by %ﬁv%%arf(ﬂé*refﬁfﬁﬂ% 3 faioslyel®y 07 6
8.56 (dd, H= 1.5, 4.9); 8.70 (d, 2H, J =5.9).-16-

The reaction can al so be_carrij.ed out using

(2- chl or ophenyl ) - [ 2- ( 2- h@@ﬁ@@ﬂ?l—ﬁ

pyricsl shen v idip'%- '

g 4o L2 R it R DALy P lethanone
I-azidoniethyl-3,5 bi strifl yergnet hyl benzene (20.43 g;
76 mol ; 1.05 equiv) and poi um car bonate (5.0 g;
36.2 mol ; 0.5 equiv) are addtgd, cand the reaction

m xture is heated to refl far 21-24 hours. Cool the
reaction mxture to 20 l//apd Water (120 nlL), and stir
for approxi mately hours. | er, wash with 120 L

i sopropanol /water (1:1 v/vp :nd dry under reduced
pressure at 50 Cto yield tiRe tNe conpound, which,

nay be recrystallized as descrihedNabove. Preparation

1-

(2 C%%%p?ﬁ%ﬂzk@& ﬁ%?DQémt%TWdﬁi By hmdhanbptud By 0.59

|n3y net hanone oaso ution

n(cﬂ} nfdidiaopietapt 1.1 2) ihdasro pygqncatmoaﬁlyte) adit hasfdi-teframethyl-1-

N TR L N E R AR N

SO’EENBCQ 043mA$ITo %elaésmmg hixaid ap@haskitishobssaming ny)d(ﬁh%rlte

wwin water, 57.1 nL, 0,048npl). To the resultin
(H%tuweactvelcldones mwaer, 493 Bdd 0 Ghmglparchiodrung élcarbonate (20.3 g,

0.24 mol) in water (403 mL) while stirring vigorously and while maintaining the

temperature below 20 °C. Continue stirring the reaction mixture for 30 min or until the
reaction is complete. Separate the layers, and concentrate the organic layer to
approximately 200 mL total volume. Add dimethylsulfoxide and concentrate until no
dichloromethane remains in the solution. Add 4-acetylpyridine (107 g, 0.88 mol) and
powdered lithium hydroxide (28.2 g, 1.17 mol) and stir at 60 °C for 2.5 h or until the
reaction is complete. Cool to ambient temperature and add dichloromethane (1.4 L) and
an aqueous solution of 10% sodium chloride (1.3 L) while maintaining the temperature

between 20 °C and 24 °C. Separate the layers and extract the aqueous layer with
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(13% w w active chlorine in water, 403 niL, 0.85 nol)
and sodi um bi carbonate (20.3 g, 0.24 nol) in water

W@ 2@3/0#5)5 whi l e stirring vigorously and whil e PCT/US2004/030914

mai ntai ning the tenperature below 20 C. Conti nue
stirring the reaction mxture for 30 mn or until the
reaction is conplete. Separate the |ayers, and
concentrate the organic IayeT17to approxi mately 200 nL
total volunme. Add dinethyl sul foxi de and concentrate
until no dichl oronmethane remains in the solution. Add
d}%h&ﬁ@ih&ﬂhﬁ[}% ( 1d4U)g Sepdrdtedhe Ry&S andLombined tl(rjmwga'ﬂe thyers. Wash the
ithium roxide (28.2 g, 1.17 npo nd stir_at. 6
cowbinpd grafhisaye Wﬂéltaﬁéq\r“?%‘é #olgHon gll %P@P@ chiegige (S &K 2:6L).
t 1
OBl e BBRR N o By O oLl Py P b ppthancl
(WoiL))e Cﬁmamtraterunldgr tdeeumempibtha tvee ght lo€ theeresul 24 ﬁsnindis24

aBrORERIS DB e A RAFGITEo (20 by HES hE PG HPG0 C.
Vi 60 ﬂ%?atﬁlla%&f‘llg@% .8y gﬁésphw-i@ Beili '@@S%WM %ter 67.4 g,

organi ¢ l'ayers wth an aqueous sol ution of 10% sod i um
0c38l mol).d8tix tBe )t’esﬁltﬁlgLs}urr}Qir?dé’ﬁ?tfpat eht Fellest glaviesulting salid by

BB S G PP AT P TR 0 i
sbiR@td aes%‘l‘l!lﬂdnrbq p'b@a%él%ecafb%nﬁt@ Rﬂ@ ¥igMBB86 Yhod 4 v@ateﬂ('? %nﬂg dnd stir

nor e net hanol m) . the solution to 6
farfrel. Chidedt drqrewétuug @hdéafcﬁi@etms v@sh wid HesHA mlp)canédmunder

85% 4 t i
Ve o s Cp iRoEH the 2615 Saltpaiud A firhamerolft, MBQUR (g MH
mbo%{m ok hrsggs @m{)m caaﬂv ¥é Hh, 198 heo, 1H§7>11675171@ 2H)
and d the resultlng solid to a
7528 (dtlj Y. iﬁf, Sﬁdtkasslﬁ) ﬁ14@a? b0 tras BH)ARTB7gd7 (m, 3857.851(9, J+1.83 Hz,

B Gy Mbar eI oot e B B SRR by

JHBIOITY 3EYIE7al, B3 .4 1 ﬂ{gfwﬁ(dah&zlt 80, |162Q&>ﬂ'ﬂ®1)r80838($1 J=5.81
an orange solid. H NI\/R( 0 VHz DI\/ISOD) d ppm 4. 89

stlHizH)Ggs(d/733Hz 7.09 (s, |H 7.11-7.17

15H) Zﬁ?l%%]gle% I?S;Q{(?nd é’%%ﬁ g%a g@xtﬁ% Jﬁau}&rggr alzlé QF{T% gsgﬂ}ners It is

uhderstos® 146 eddh, of dse Forlds afelencompa&sBd Mathird tHe sBorGf(tht invention.
/=3.79 Hz, IH) 8.62 (d, /=3.79 Hz, 3H) 8.67 (d, /=5.81
oH) 873(dd /=4.80, 1.52 Hz, IH) 8.83 (d, /=5 8T

. TRe t§tie conpound 5 ls as a mxture f cl

Preparation 1-B

(2-chlorophenyl)-[2-(2-hydroxy-2-pyridin-4-yl-vinylpyridin-3-yl Jmethanone phosphate

Under nitrogen, combine sodium fert-butoxide (8.99 g, 93.5 mmol), palladium

acetate (0.36 g, 1.60 mmol), bis(2-diphenylphosphinophenyl)ether (1.06 g, 1.97 mmol),
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HO OH Preparation 1-B
(2-chl orophenyl ) -[ 2- (2- hydroxy-2-pyridi n-4-yl -vinyl) py
WO p@sn04231y1 ] met hanone phosphat e Under nitrogenPCT/US041€30914
sodiumtert-butoxide (8.99 g, 93.5 mmwol ), palladium
acetate (0.36 g, 1.60 mmol),
bi s(2- di phenyl phosphi nophenyl. )ether (1.06 g, 1.97
nmol ), - 18- nagnesiun1su|faté4%1.68 g, 38.9 mml) and
toluene (160 nL). To this m xture add a sol ution of
4-acetyl pyridine (7.60 g, 62.7 mmol) and
mbgadsivomeiate @68 8-3p19)maRl) and|tolteph@d 69 e llesthis meixfuge add a

qavt;&%f - fgbibyding (409 S Hpnhlana @ o SRS
%)H&ﬁ/l)%ét%@h@{y 3t gmer ﬁ‘ﬁrﬂﬂ}i‘m té¥lend (26 niERAGdathe reaction

. uré to a solution of glacial acetic acid (9.3 nlL)
marturevia 68 PC @ stin for 3 &t iGool rawpnxmlm@wnéuermtﬁnmﬂatm Add

h
thggeHEn THGRE o Uor ey B e g e ELb T g mL. st
fdr approxinidi@% 308nid. aﬁd @ﬂt%f thhlsughl H}éﬂo@ %baﬂa@: thé Baye R RRAact the

organi c layers. and stir

aqepuobeyeravigh oluenh (5 Oannlh)\/\miﬁé . 2 &daziner?, ﬁ;6>¢t1thi@1 @ d ®dofhe

R SRR AL 2 b e

rth’tﬁA Fbhure 3005198 %Bfehﬁfeﬁlp%fh@ur@ Ol D RED @rg) thd stir at ambient
(580t and

ve the resultant oil in n-butano
tdﬁﬁief@mlfoﬁ PB. Filjer dmougdhdddyfle®, 610 cOncehtrettthe k[dufsam t@tancml

D&gﬂg%r?e%(t&%;lfﬂofn 8}5)%%{)11"@&) Itag}fl glseglg nég@ém'%)r and heat to 60 °C.
Tge%g{hg)gbﬁﬁBﬁ bofind Rixedib lo@%‘;/llﬁlogﬂyﬁﬁtri‘é ra@1dt (@ 1CrﬁEj intethanol (1 5mL).

I ent tenperature and stir rinse wt
Stiethb anturd 260rC) formepraxiynatady afnf oéﬂtbw ﬂue mlxtuur@tocmbmmnblent

G5 B8 B S o S
tlﬁp E&ﬁ]gaund]a@ 28 orah%@ dolidl 27BMSLESZ) cAd@Bor G 9519(311\]'2'@ (M +IEE)

onpo may al so be prepared by an alternativ
3@7 a@efgmdmmnrzs IBelsalid) 364 Buspashy, 16841561, 1278, 1152, 1108, 1050,

(()ﬁ e%ﬁ%%? u(lgﬁgg d r I d py rprg?(arl:d E);} ]g 5 té)rﬁgf?\géﬂ‘gé% m}ﬂapls
dEVEEd B&6w! Wd%ﬂ?ﬂémﬁiﬁlf §1-pyradiFBsyH€1- ehlofophbnyljrlwhanone (15 g)

the solution to hen add Li OH in on

andrtacsiyipysidine (7158 & deicad) shDMSQ (+9 lﬂg} undeﬁaxy rﬂse)rfaettmpﬁpéiere of
e ﬁ%gt t%%: E&lﬁtlorlr &1670m(lx ttlt%lﬁaﬁiltdgtr ?gln(ﬁ (%’ Epe Hl Jn% é)%%dﬁl tgtﬁ\@@%ereactlon

duri i reaction. € reaction ma
rrﬁht@felﬂ%d 4yuidhlt Gat wiiperateenfihe lmmtmra]furrtsffmnn salctbidark, brown during

areRtiom GORTEHoR O Mo EBIORINY s REF A Y e AT Completion of
1 SIS, &1 AR B oWinliRtulOro P & Cyith 12810 Ate £ O4th Bindi A8 CH,Cl,

(150 mL). Quench the reaction mixture in 10 min with 10 % NaCl (150 ml) containing
acetic acid (9.58 mL; 4 eq). At the end of the addition, the temperature reaches

approximately 27 °C. Re-extract the aqueous layer with CHyCl, (150ml). Combine the
“organic layers and wash with 10% NaCl (3 x 300 mL). Concentrate the combined
organic layers to dryness under vacuum and re-dissolve the residue in MeOH (4.3
volumes). Cool the reaction mixture to 20 °C, and add H3PO, (85 % w/w in water; 2.88
mL; 1 eq). Stir the suspension for 4 h at 20 °C, filter, wash the precipitate with MeOH (2

x 15 mL) and dry under vacuum at 50 °C to yield the title compound as an orange solid.
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acetic acid (9.58 nL; 4 eq). At the end of the
addition, the tenperature reaches approximtely 27 C.
wReoos¥satt t he aqueous layer with CH d (150nPQT/US2004/030914
Conmbi ne the organic layers and wash with 10% Nad (3 x
300 nL). Concentrate the conbined organic layers to
dryness under vacuum and re-di ssolve the residue in
MeOH (4.3 vol umes). Cool thelfeaction mixture to 20 C,
and add H PO (85 %wwin water; 2.88 nL; 1 eq). Stir
the suspension for 4 h at 20 C, filter, wash the
precThi £idd SodpdudMRISH o2 nfixbbe BEJaudntbrelind gametrio/muam It is
at 50 Cto yield the title conpound as. an oran
uglststend theteathef thed rmpassuAeMBIsEEt Withia the FRORE ef thedpvention.
tautonmers and geonetric isonmers. It is understood that __
edch of bheﬁ forns are enconpassed within the S$OPg
off the ipverjtion. OH H PO H PO Breparation 1-C
(- pt ' nyl ) met haptne
772 ) : [, 1.6 M{in
ta sof ut iea=et di ani e 14. 9 N
nTo B~(75 m). Allowthe solution to &Qo
tg V@ C, “and add 2- br omoPyri
t He sidjR®yi orWhil e mai nt alma)g
69 _C. Rinse contents of vessel that contained 2- —
bromopyridine with THF (10 nlL) and add this solution
to the reaction mxture. Stir the resulting solution
for mn, and then add a sol ution_ of
2- chl or obenzal dehyde (3.Bmp#ationst-CGs nmpl) in THE (15

m) i [ t

for appr oxi nit STGREHAR TG HERSESRLAIOR 1) 0 g

renmove cool i ng. Add 3 NHA (30 nL) to the reaction

Ty Al iy AR 0 e
%%ﬁg)tspglﬁakggé p?? fr9gan ‘hnln@w?ﬁ TH® @B %W'Aﬂﬂv@ﬁﬁé sgluilgﬁ@é cool

uene 50 nL and concéentrate th
bsc:kl tot476 ACt andequid 2ebromapgtiging (5t oea3 1.9 ookt tlma@lutlm while

BT EARE BrPe RN Ol o IR Ep b copined 2
bfo\ﬁu %Hi&%ﬂp'@ﬂ?ﬂ@)ﬁlg hi8dd fds liton t8 3he]reﬂé’tﬁin)mfixﬁlré hstir the

res tlng sol uti on. a separate reacti on vess
r@uktmglsvbltlsn [fénulrS min, @1%1 then pgd & solnkor @%pﬂﬁrqoenzaédeéyde (3.55mL,

3L Girkmp U e Ge 0 h & S ngrtibs, SipBE i tng sohiifn or

approximately 5 h at—70 °C. Add MeOH (3.0 mL) and remove cooling. Add 3 N HCI

(30 mL) to the reaction mixture followed by toluene (25 mL). Separate the layers, and
wash the organic layer with H,O (25 mL). Concentrate the organic layer to
approximately 2 total volumes. Add toluene (50 mL) and concentrate the solution to
approximately 2 total volumes. Add toluene (65 mL) again, and concentrate the solution
to approximately 2 total volumes. Add DMSO (18 mL). Add N,N-
diisopropylethylamine (14.5 mL, 83.1 mmol) to the resulting solution. In a separate
reaction vessel, dissolve sulfur trioxide pyridine complex (11.6 g, 72.7 mmol) in DMSO
(50 mL). Add a portion of the sulfur trioxide pyridine complex/DMSO solution (35 mL)
to the reaction mixture and stir for 30 min. Add a second portion of the sulfur trioxide

pyridine complex/DMSO solution (9 mL) to the reaction mixture and stir for 30 min.
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to the reaction mxture and stir for mn. Add a second
portion of the sulfur trioxide pyridine conplex/DVSO
waeeanisns (9 nl) to the reaction m xture and sPCT/USIHNA/030914
30 min.-20- Add a third portion of the sulfur trioxide
pyri di ne conpl ex/ DMSO solution (9 nL) and stir for 30
mn. Add a final portion of the sulfur trioxide '
pyri di ne conpl ex/ DMSO sol ut i-6f (approxi mately 9 L)
and stir for 30 min. Add ethyl acetate (50 nL) and 1N
HC (100 nL). Separate the |ayers and extract the
Aaﬁl 4 @gitbpdréiye of thetshlfet thipkida pgtidine coRplexd)M SOeqphutmng9 nilg and

036" HLpI. SAGAR S8 HU) S0F SHIBH4 ERHE BIRAN CorpRgh DMSO

t
T AP A, L 9 1
HSID (1.00i raD). tpramnsr thoe il et sedngl e.’aktl'actttheb aqwbumbser withdethyl acetate (25
ST R B 00 ISR e M 2 o
S%p%?ﬁé ﬂféqgﬁalrs il é'gn)sentﬁa?éjthta %?éhnifbdlgy&QG taﬁﬁ@xi(rﬁ’é@el?@)tota{ \r/]olumes

ropw se. Stir t eresutlngsurry
Asill iopyopinold 5Cnarcind cbneehitrate thawesHiing ecrlutlmt@pprqunately 2 total

filt th chil] ed, he
e DO romtaparel (o B ap sSssE A Banffe tvidli o
%Z?l)klﬁlatéﬂr b'%ﬁ%l(mnéﬂ'%fxd@rogarﬁl & #9), (agl')d the7n :fsﬁdgnep%né) 540 mL)
dropwdse. S‘US thaireSﬂtlmg slurzy i@-lﬁ 8. (Ggol ﬁleH}urrs’dor@\ﬂ@ @z%lr for 1 h.

T MNRT T I

u{lg%ﬁl%&ﬁidca@ aB%Tf \ﬁ;hifé &ﬂﬁl NG WMRH(SH0 MBQCIICL; BL8Mb @RI5 8 4.9,

reparation 1-D

2 OHGHIY, 8 = 3, 2100, 3 gy i7 FOAB At T-3mb6 i 8 1EDAGE-7.36 (m,

db SO0 e OCLRp B0 B2 AP0 B hiad? 43674336,

/ i ! RMI(Hd19 chRAEWSY @LHEB AN + 18§ 295.9,
1%? 1dﬂcgt )elgrghy%]rg?&?tgﬁL( 1. 28 gﬂgc\/\hl l e %%I E]t ai nlbﬁ(\glt h}g8

fdmﬂﬂ@ﬁ&tm&e bel ow 43 C. To the resulting solution add
2-fluoropyridine (200.0 g, 2.06 nol) while naintaining

the tenperature between - 66 C and - 57 C. Stir the
resulting solution bet vveplréparzaoﬁ:l@d - 57 C for 45

mn. To this solution add a sol utjon

2- chl or obenz e(lzd?éﬂ‘yreéhf(llyll)&25fl@f0p2’f thn'?’rml);mP‘ili‘aml
tetrahydrofuran (125 nL) while maintaining the

tenperature between - 70 Cand - 39 C Stir the

resu derlﬂlsg@bpylhmmet(esm @n2.83 ?Iiblﬁotao—& *Bsolitfonrof L-Hutyllithium
and t hen nmet hanol (198 18 npl). Allo g o
(Z87 o Trokexeemsahl HRLo 327 B9 Cv B A Khesgmpgure below —35 °C.

Add tetrahydrofuran (1.20 L) while maintaining the temperature below—43 °C. To the

resulting solution add 2-fluoropyridine (200.0 g, 2.06 mol) while maintaining the
temperature between —66 °C and —57 °C. Stir the resulting solution between —72° C and —
57 °C for 45 min. To this solution add a solution of 2-chlorobenzaldehyde (318.5 g, 2.27
mol) in tetrahydrofuran (125 mL) while maintaining the temperature between —70 °C and
—39 °C. Stir the resulting solution between —73 °C to —50 °C for 1 h, and then add
methanol (198 g, 6.18 mol). Allow the solution to warm to —30 °C and stir for 30 min.
Add the resulting solution to a —13 °C mixture of toluene (1.20 L) and 3 N hydrochloric
acid (1.85 L, 5.55 mol). Separate the layers and extract the aqueous layer with toluene
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Add the resulting solution to a - C m xture of toluene

( .20 L) and 3 N hydrochloric acid (1.85 L, 5.55 nol).
wEepanases t he | ayers and extract the aqueous |BYEUS2404/680914

toluene-21- ( .2 L). Extract the conbi ned organic

| ayers with water ( .8 L), and then concentrate this

sol ution at 60 C under reduced pressure to an

appr oxi mat e wei ght of 910 g.-2Eool the solution to 25

C. Crystallization will occur. Stir the resulting

slurry for 1 h. Add cycl ohexane (2.0 L) over a period

(19f Lf Wi thhct BRGohibebdSkdnid lgers 841l witag(1s8 Ly, axd fhen czmcehtrate this
ect the resulting solid by filtration and was

scémiqnoat\ﬁp ﬁ upglen refeced peesswO (P #IDPTOXNatTEeight ofP 10 &00? the

B e L

C}/cﬁ?}eﬁglel'@ 0 E)H)Jveg a§5n<6dalof 71?1411 aﬁd lem stli‘-bheles'iﬂ)t-lﬂg @@y for 14 h
t,
Cvll@:i the, rsszﬁf(ﬂrﬂ Sqlud)bYﬂlvsum m&i W%ﬁh thereo tg V&l@h wkghfxanes@oo mL).

hite solid.
Df)éthe smd PIE&J‘]? RaL 1443 L&Efor é h tf) aff?rd the title com ound asa w e soli

heny f'ony 2 chloroph nyl ) met han
1o RV @4000MIE, DMS@LD@) 0%pm ch (d, et 806X, IHB 6I35)(¢l, Jit &Yz, 1H)

7 RBP4 55, BT 51 G IGmoA Eh 7.75-7.55

Add THF (42 nmL) to the lithium

Ogiﬁib %§§H2%9§§£¥E§99 suspensi on. To the suspension,
add a solution of 2-phenylsulfonyl pyridine (14 g) in
THF (42 nmL) while maintajining.the tenperature between
- 65 and - 55 C. Stir fom}e—gately mn. A yellow
to orange (oY Aveae3_vAd9.

chl or obenggfﬂg%h% gteﬁ?}g@% %3 |y§d@$10(%%nlt%l &?gle?%ggne
suspensi on whil e keeping the tenperature of the

reacti o ture d n

ddi TP ek A HEHORN Fopprecsodf lacaiclny Digpgoled fo 65 °C,
a&@éf?stopﬂﬂ) ylEnhe ilf REepln sggthettempemufé  betigh Waramdt-5e °C. A

react m xture to - | oned by a careful
peedifiitatiomoasurg M HCTHF (42 ml)) to mqélthlsmrsap@p@langneaﬁh%d

to reac at th d
SRS eSS G OR iR of g b B St (14 ¢)in THF
(AYE ﬁﬁl) (ke eRenthidi tﬂlé@iﬂﬁera’c@@ Tb’@t\ﬁtfent—kiﬁ and gohPC. Beydrs,

h"with water (100 ni) and concentrate to dry
apmemat@mé@mnp Aexsllgmeotosange greginitajeiorssy 461 |ac§P£'§#P’ﬁ gt 2-

%@Fobgg%%fe%l é @@é{ 1?151*1-?%"r 1 nlﬂj 1305tg 5[&% rgs'fkgi @t Eee]aglg‘f‘he

tér@ﬁd%ﬁﬁﬁtdﬂh@teaﬁidlﬁhﬁ-tﬂre bxtyleet TEVRD —072B danip)g thEadditipheA red
Sg)l?l{algrg ;soo%taq}lé(dt uSrtler tltleore%guo% mlxttlpre for 1 h at—70 °C, then warm the reaction
mixture to =30 °C, followed by a careful addition of 3N HCI1 (112 mL). The temperature
is allowed to reach 0°C at the end of the addition. Warm the reaction mixture to
approximately 20 °C and extract with toluene (2 x 140mL).

Combine the organic layers, wash with water (100 mL) and concentrate to dryness
under reduced pressure to yield a yellow solidifying oil. Dissolve the residue in CH,Cl,
(150 mL) and add a 10 % KBr solution in water (44 mL) and 2,2,6,6-
tetramethylpiperidin-1-oxyl (TEMPO) (728 mg). Cool the reaction mixture to 10 °C with
an ice bath. Add a solution of 4 % NaOCI (728 mL) and NaHCOj (6.5 g) under vigorous

stirring and maintain the temperature around 10 °C during the addition. At the end of the
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an ice bath. Add a solution of 4 % NaOCd (728 nlL) and
NaHCO (6.5 g) under vigorous stirring and maintain the
W eqopesatur e around C during the addition. At PEEUS2004/030914
of the-22- addition, warmthe reaction mxture to 20 C
and stir for 1 hour. The organic |layer is decanted,
separated and concentrat ed u:ager vacuumto yield 25¢g
of crude oil. Dissolve the o¥fy residue in DMF (100
m) and slowy add water (160 ni) to precipitate the
title conpound. Stir the suspension for 1 hour at room
addiique vairmrtle readtem mixtue ¢s 2@0C QudGtir For It equrt Fge organic layer is

S us nqsﬁlggrgﬁﬁqaga gglgf%%rgtgg @Ir&%{:lﬁlén q yFl%gﬁg SU,H% gs qg}gsolve

f [ 1
th%ﬁtl &hecﬁl DM’P an(ﬁ)?l%g bﬁ’d slbblei/é;éld(S\gQ@r (M?U mL) to fremplta‘zre?the title

cqrophund= IlSthe stis|®0sibia ;f0111 lagurm Bbn| temperaﬁne, Qen 15 sunytps at 0 °C.

F]it}é%g‘leﬁ?speglpﬁl \xfasggﬁ)e( ]'t)reb%pﬁ%t%@lQ/IFiH7 i d%ig]y tn&cger £ vAQium at 50°C

td 8\7131(1%5@ title an nd b whiBXo 6ﬁdwhl/te-sZ>1139 H:Nlﬁﬁ (620 MHL)
.44, 1.10 Hz, 2 é =4.63, 1.61
CI[-H.,OHOH))RI\/E%}a&ppm '238 (td, J=1. 52, 1 28 HZ 1H)7. 47 (dd J=T. 80 1.30 Hz, 1

3 G B B T O3 0 s 35y 75 4

H(ZZI H2|7(B"OQPU&'7MB)Hﬂt}baT‘@I‘@d me 17!5 |1\60 Add HV .81 (dd, J=7.79, 1.56

enyl sul fonyl - pyr’i di n chlorop enylgnethan
R A G G

DVBO (150 ml) under an inert atnosphere of Heat the
solution to 70 C, then add LiOH (4 g; 4 eq) in one

portion. Stir the reacti orgyamgliaire for 4 hours and
check for conpletion of the reaction by H

{Pil A Bup Digtiflmeome i heaay -6 TyaEidio- A~ fdt?rﬂﬁfgaZPhé yl]-pyrldm-3 -y1}-

t Af t th
Feacti on” m xtur e e aEPpAR G 87 (B FOR, 1)
Quench the reaction mxture with 10 % Nad (150 nL)
[ ayerdddign ?riﬁ%ﬁf%pﬁéé&fﬁ AUt oR e Lok A and 4
%@893(1%1% E;g bie EWO%MS@' @560 AONBASNE INaS BMshRerd 8PN,. Heat

Concentrate the conbined organic
themphutontto 70 Pglmhs:s adthbHOEL Vhguieq)andne portipss Stivthetréastion mixture

d
o ke (o GHDIRAn A B TPasG RN it BPtus s from
ré'ﬂ-to dhrelbbwnHutihg tHtereSURRE MR RopPletifin Bf Rhctddh, Geol the reaction
filter, and vvas% the precipitate with MeOH ( 5 nlL). To

mlhmra/\EﬂSp"ICeandmdﬂéﬂézCéu@é@ miled Quenolatheregegign mixturawah 10 %
SIHENAM G RER B T T S
the aqueous layer with CH,Cl, (150ml). Combine the organic layers and wash w1th 10%
NaCl (3 x 300 mL). Concentrate the combined organic layers to dryness under vacuum
and re-dissolve the residue in MeOH (4.3 volumes). Cool the reaction mixture to 20 °C
and add HsPO, (85 % w/w in water; 2.88 mL; 1 eq). Stir the suspension for 4 h at 20 °C,
filter, and wash the precipitate with MeOH (2 x 15 mL).

To the wet precipitate suspended in water (35 mL), add THF (53 mL), K»,COs
(5.51 g; 1.5 eq) and stir the mixture for 10 min at ambient temperature. The mixture is
allowed to decant and the layers are separated. Concentrate the organic layer to dryness,

dissolve the residue in isopropyl alcohol (53 mL) and concentrate again. Re-dissolve the
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all owed to decant and the |l ayers are separated.
Concentrate the organic |layer to dryness, dissolve the
wo e®sdus1i n i sopropyl al cohol (53 nl) and concRCt/Ds10e4/030914
agai n. Re-dissol ve the-23- residue in isopropyl
al cohol (53 nlL), add
| -azi donet hyl -3, 5-bistrifl uohg_ t hyl benzene (5.23 ni;
1.05 eq) and K CO (1.84 g) a heat the suspension to
82 C for approximately h. Check for conpletion of
reaction by HPLC. Cool the reaction mxture to 20 C
residde adidopvap@ral¢cdsl (3ymL) afd tarigiomethy]-3 5 bisteifluowaagihylbenzene

e d BT et Ol ot o it of Subhlalln SRt

)hﬁlaEe‘lg’y of - Whbdiefos ebnPletibX 8MRh&tich by HPLC -Cool the reaction
5-bistrifluoromnet hyl benzyl)-5-p

mn)dumhtd 29 |°C|h and [a:dd waar 1(35 akofo prﬂyllp]tatsy F ilw,rwa@hwl}h
2
oo p AT PR OB 8B e mppo  itg g

cdihfhound a8 htwHiRZ6 |off4wM|td solid. .
pyridin-3-yl}-(2-chl orophenyl)-net hanone (400 ng) is
di ssolved in isopropanol (8 nmL) at approximately 65 C

FbolthetemmrMLwetC)S%é%%ﬁgaddF10(20rm)to

i nduce crystallization product is isolated
{Dy1-yR6 Wik fladrbmathiythenzy®)-5-Alytidinaayl-VEHY 2,3 ]triazol-4-yl]-pyridin-3-yl} -

2-[1-(3,5-bistrifl t [) din-4-yl-IH
{ L= 'Str —chlilc?ri)glqe% P)me 2&0%’16 (FomP Y\FI 'n-ay

[I,2,3]triazo| 4 yl]-pyridin-3-yl}-(2-chl orophenyl)-ne
t hanone (600 ng) naybe di ssol ved in isopropanol (4.5
AtrL) 2 (h(h%ustnfﬁlmomeﬂhylhenzyl) é—pszfidiml-%fyb bH|' [é2,]biaRa]-4-yl1]-

PP o B HHEEHE @%ﬁ%ﬂgﬁé‘@%@t S Gissitye G gitRgpancl (8 mL) a

flﬁﬁtely 65 °C. Cool the temperature to 54 °C and add HgO 520 mL) to 1nduce
I -(3,5-bistrifluoronethyl benzyl)-5-pyri
crystalhzatlon The sohd product is isolated by vacuum filtration.

B nand e iBo e P aredb koG S aRapY

[V B]’tnﬁ@ﬂ%yl]fbﬁﬂﬁfmﬁgf(tz%hﬁmd) 1eh§31biilne’ﬂﬁanaﬁ@(molrﬁ@)trﬁhwb@&ssolved
and heptane ( I s added to induce

1rcuscymmnoﬂ thd mdn witthleeapr B rofution ip sloway erplesd toRabaghthe solid
filtrati

el Bsollod e BRRLA Hr b el it Pentape.

cll ZIIB&ﬁdﬂhe&lZﬁthcﬁ- m }-p&ﬁibﬁhtﬁﬂﬁorwn]etwmenmlpsmdnyﬂ Y-irH-

{ hanone is dissolved in eth ? 3

(&2, 3]’2fFanl|é1pY131ﬁ¥n 953 - i y(2ichloserpeayh- @qtg?cm 400 ) id alfSdived in

d £ is hS1d 2% Qb hly ¥20E Uhd

ST (29 L0 00 SRS RGBS i s il
héRatd (10 Ib)-ibiaddedi tb lindmeo mestailizbeoz yThe frogyat idhisolatkdybly-viaplium
filtration.

D. In another method, {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-
[1,2,3]triazol-4-y1]-pyridin-3-yl}-(2-chlorophenyl)-methanone (400 mg) is dissolved in
ethyl acetate (4 mL) at RT. Heptane (15 mL) is added to induce crystallization, and the
product is isolated by vacuum filtration!

E. In another method, {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-
[1,2,3]triazol-4-yl]-pyridin-3-y1}-(2-chlorophenyl)-methanone (300 mg) is dissolved in
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[1,2,3]triazol-4-yl]-pyridin-3-yl}-(2-chlorophenyl)-ne
t hanone (300 ng) is dissolved in-24- dichl oronethane
W@ 20050)2583 RT. The tenperature is raised to 40PQy/Us1004/030914
which tinme heptane (15 nL) is added to induce
crystallization. The product is isolated by vacuum
filtration. Exanple 4
{2-[1-(3,5-bistrifluoromnet hyTzéénzyI )-5-pyridin-4-yl-IH
-[1,2,3]triazol -4-yl]-pyridin-3- yI}
(2- chI or ophenyl ) - met hanone (Form V) L
dshhirgmethihai@robpatRT.bEreiphipeiyy id mmdm 9@ ¢ Hi whlcz tghe heptane

R B Sy PP TR LIRS
(2 mL). Water (10 nmL) is added to the solutlon to

i nduce crystallization at approxinmately 68 to 71 C
The suspension is cool ed tEﬂ_ampie_énd the solid product

OGS S Bl g - A SHRE Bl pyriip-3-v1-
- (2- chlorophenyl) methanone (Form V)

[I,2,3]triazol -4-yl]-pyridin-3-yl}-(2-chlorophenyl)-ne
t hanone (200 ng) is dissolved in MeOH (7 nL) at RT.

Vat 7
ST 18, S 5
Pyﬁ@mmylf}@tdh&irbmnyﬂsn&lhaﬂnb €208 ing) s Wssbisedri kA aDH 1 mL) or

i is affl h
b BT} Lok SOl R Loy #ded ot o DI FORES cresjpligaion a

gl!,’{%ﬁ“ 2%8 t§ 31 S¢. rl“ﬁ% %Spgﬁ}s‘f&l isRO5RETo REAAd e s duct is

s are exanpl es S Wwthin the scope of
idolegedBamacugmafilttetien.t erm It will be understood that
t he st prefe

Hinder SR el h( oo PO TR EIoAEA0- Shat I 5 ¢ o
(1,8 iahii- §1g %%elfn Jren@Lldndiopitnl ?1)%&3@10% §2od thg) § dsSed in

reco ni zed at one"skilled 1n the art may affect the
Mk GQld |(7é| erls abRTt r\Eauer dg mL)olatadéerdt to ﬁh@a@émqryto anduce erysigllization.

he dlsord Qr I | actically treating a
%F&é{ﬁ’m&%ﬁlf LSP yt‘ﬁic%{lﬁg fgtli?é%or Pders with an effective
anount of the conpound of Forn1|V or Form V. Thus,

the terns "treatment” and "treating" are intended t
r ef erAstusedihpreisy Giederae pafifl’ apfarstth meaaghigatds gffbwc% @lth one or

nl%cﬁé ISP%%H dMscidld ?ﬁb Qge'gs &%ﬂg{ ﬁllnls BYined bi @ e%t %&ge gs Qa{ts émce

ression o I Sorders descri

hofses, RhglRdgdep,ant homdoearp eophyleaot lnamhrmwmmth@écopm oflthe
di sorders, but_does not necessarily indicate a total
neqaniag o theisrmas Itayill b@,uglg?ra@pd§%f}}edﬁgst psaferred patient is a human. It

is also understood that this invention relates specifically to the inhibition of mammalian
NK-1 receptors.

It is also recognized that one skilled in the art may affect the disorders by treating
a patient presently afflicted with the disorders or by prophylactically treating a patient
afflicted with the disorders with an effective amount of the compound of Form IV, or
Form V. Thus, the terms “treatment” and “treating” are intended to refer to all processes
wherein there may be a slowing, interrupting, arresting, controlling, or stopping of the
progression of the disorders described herein, and is intended to include prophylactic
treatment of such disorders, but does not necessarily indicate a total elimination of all

disorder symptoms.
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As used herein, the term"effective anmount” of a
conpound of the present invention refers to an anount

wo bas/oixs1ef fective in treating the di sorders deSDUsed030914
herei n. The conpounds of the present invention can be
adm ni stered alone or in the formof a pharnmaceuti cal
conposition, that is, conbined with pharnaceutically
acceptable carriers, or exci'ﬁﬁents, t he proportion and
nature of which are determ ned by the solubility and
chem cal properties of the conpound sel ected, the
chosag uksilegeiaf thatithitiestetitdd amoundhef séaanshand of the present
phar maceutical practice. Thus, the present i nvgntl

inyeeRaTe oA AR theh s eéf?ﬁﬁb\ffsmtt#eaﬂ%g s efivordsth esgribed herein.
co np‘ftf@g rglg df Ak rc‘ﬁ"ih\g enfiRVdRiYn A0 He AaRRNRE Shl)'hé 681 the form
acceptabl e conpoung ? the present

of ayiedtinkcsutiealrcone ositioh nihst 1e,rc©d1bh1}edaNi\‘/}thwm;we:nﬂtlcall)uztoesptable
In effecting treatnment, of atient afflicted w %

CRITISNr AePEIDIRLED AP PEPB A &%dﬂﬂ%ﬂa%deﬁ@gf%eﬁ y ghe solubility

af@{(ﬁé%n\fcf‘eﬂ %Poﬁﬁtﬁ%gﬁltdﬁgbc%hg{/ Bl 11 bnﬂfrﬁ&i’ tHOEHI QY roWRASE ddBdistration,

e I'n an effective
amdgamdard pleehackutigalgradticand parenteral routes. For
exan‘ﬁ_lﬂ% v on‘g%gg%%ﬁg E%%Ehnﬂéqvmor gc%rug]f:a\{ ﬁ§%@ﬁggons comprising a
c {9&%@{1@%% IV Bt FSHRIeCal B ha'nﬂﬁée%‘ti@il%ceﬁtﬁ}ﬁé‘ adesml
i ntranasal, rectal, occular topical, subllngual
b uccahe canpatride of thegressnt iQrettioadan he edmigisternd by a Varlety of

S n8s ke et GHh of o érd SUIT R adln ditEadts dist Bl fttin, o
c&hp&drﬁ%ﬂmnhhv @Hor@fV BArERAddnigisfedsd il st/ ifOms o£MBde that makes

readily select the proper form and node of
thecheinpiosnd biorwailabitega neicRgetiisamaunb llﬁfélﬂdln& grahpnd parenteral routes.

charac eristic I er
oSBT EP RO TR B TP PSR SRLEaH Gl SRRy
iftalatioAdiryahe sibRdta@tdB] infremesar, 1¢1tra@edﬁﬁi anasdermal, intranasal,
(Rem ngton's Pharmaceutical Sciences, 18th Edition,

RO PASE gDy, oA S LB B bston i
gglﬁe%gf%‘éfe%ﬁ Ife %&R%rf Heflrdto B ARA W‘c‘h attfO @B bR described

rmaceu |ca art. The cartier o exci pi ent nay
hbeim solid, sem - soI id, or liquid material that can
serve as_a vehic rred ium for the actiy.
o Dure skiled G146 & PESRANg iy ations £y ALY seleet fhgyproper form

ﬁ e bPacg'Hﬁls"t‘traﬁon bR nBh3REBE ﬁiétﬁaﬁ?éuleﬁ‘éﬂﬂﬁ%ﬁétﬁ:@ o Eié

apt ed for oral, inhalation, parenteral,
compowsl selmedaﬂnd dmydeb er amdnunrﬁp@pé@ated thi etagapf %nntdlsorder or

Cg‘gfgﬂ{’}g rafr{]é, ?’F gre EQlng,lﬂ‘E alfllgffef: %‘gtﬁg Js %’ézfu cﬁcgu? Sl Sciences, 18th
Edition, Mack Publishing Co. (1990)).

The pharmaceutical compositions are prepared in a manner well known in the

pharmaceutical art. The carrier or excipient may be a solid, semi-solid, or liquid material
that can serve as a vehicle or medium for the active ingredient. Suitable carriers or
excipients are well known in the art. The pharmaceutical composition may be adapted for
oral, inhalation, parenteral, or topical use and may be administered to the patient in the
form of tablets, capsules, aerosols, inhalants, suppositories, solutions, suspensions, or the
like.
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i ke.-26- The conpounds of the present invention maybe

adm nistered orally, for exanple, with an inert
waledoaems1dr capsul es or conpressed i nto tabl et BCT/B82004/030914

the purpose of oral therapeutic adm nistration, the

conmpounds may be incorporated with excipients and used

in the formof tablets, troches, capsules, elixirs,

suspensi ons, Ssyrups, waf er s,2€hewi ng guns and the

i ke. These preparations should contain at |east 4% of

the conpound of the present invention, the active

| ngr ek iﬁﬁﬁpofulﬂdi oflﬂhg phsentanvention epgridiadminigteredtdrally, for example,

particular formand may convenjently be_between 4% to

atb gnneyodiugnt W@p%é?sgfrﬁcoa}pr%ﬁ@ i tfiglefﬁhgmat AHPo8% 0{ el
e EPPRT RS M SRIRIRAS HETEe b0 AR Hh cRpients and used
ircthepesi ¢f tabists atnethps, eppudds| eirsrsagspedions, Slympshwafwmsb@wmg

gl{gg%/ gr?c%ﬁl}g nlk;ﬁ%é%?sg p(;%a?a:tgng glgb\i%?(ggﬁer ]?jﬁiﬁ 2& ogtﬁa cPlﬁgct)l?ned of the
pllelséﬁl? 1ﬂ%¥tl&1 ik %ﬁ% MNP QER, Bt nH 1R fied Hgyé(n@iﬂg‘iiﬂoﬂ Ghe particular

adj uvant s: ’“bi nders such as povi done, r ox g
farml dnd|noeyeconhgrd extky ey oy berndSto y Rbasg (70U Qfsﬂee welght of the unit. The
rin crocr stal line cel

mal t odext .
PR DBV PSS BopoR S e alfhate siitie dosggg vill b
obaR=a. hﬁfe?erre%ltc%[‘rﬁﬁsm%ﬁ@ ahd BepREtidRAGEEF8ing @ HePre@hbinvagion

agents such as al ginic _aci Prlnogel(r§
nmybsdamnnhmébﬁag@ﬁﬁﬂﬁkﬂbéMhm@@ﬁrch and the like;

st et i BOBS BBy Sbstfrochis B i A8 By TR g ormore of

tiel thil6Witg Q¢ hite:; bindeds mfats @BVMQn@g§dhbiyplﬁpjzlf‘ceﬂﬁlose
sucrose, aspartanme, or saccharin, or a _flavoring

h}g@g]qypromd anetiyg cgﬂg}gﬁ, makodexigp, Hpqcrcgsgrspélw%qegu&se (ﬁughgggacanth
[ t
LU SRy D SRt o

dfshﬂe g@ﬁﬁig&hg’éﬁi@ %uckﬁas] dlgidiccheh Prii@izel®) chosasrndioyeddayire @ starch

glycol or a fatty oil. OQther dosage unit forns may
andihedikn; lobheants,sich g8 @lmteem amé, mmxesmﬁbﬁtwat@ q& Sterotex®;
ical for f the 0sags
efARiF i = Sl ol ERS piT Pecsorfl SRR U g ppprose
a§pasaine, &Qﬁédhﬁﬁn &Ha fdvOEhg 68, sigh @Q@i‘)b&rrmﬁt syethid stlégylate or
contain, in addition to the present, conmpounds, _ sucrose

oaa@ga ﬂgslmmgemam@e adéart Whea therlesapmunit fogeyiy acprasls, igyascontain,
RGP 8RB oo ML A R8T LRERAZK oot ora

fRtyr @l mnhrm@mgteamcfoms tohe c@{mumt}&r usmhs rhaterdalslérat trodify the

i mprove the solubility of the conpounds of sent
physreah £9ranof the desses gglt,ffglf ch; SARLES, kg}sa‘qabfets or p1l?s may be

B RLRLE AT SR1IAL, Or bieSCoakilg WD & QLMBIhdyt donPin,liR Gddition to

the present compounds, sucrose as a sweetening agent and certain preservatives, dyes and

colorings and flavors. Materials used in preparing these various compositions should be
pharmaceutically pure and non-toxic in the amounts used.

In order to improve the solubility of the compounds of the present invention,
preferred formulations for oral administration are those in which solubility of the
compounds is enhanced by combination of the micronized compound with suitable
excipients that enable ionic pair formation in combination with a proton donating source.

Thus, a preferred formulation comprises an anionic surfactant and a suitable acid.

}

i
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conmpounds i s enhanced by conbination of the mcronized
conpound wi th suitable excipients that enable ionic
w@aios/ofxsismt i on in conbination with a proton dpCEUB2994/030914
source. Thus, a preferred fornul ation conprises an
ani onic surfactant and a suitable acid.-27- Preferred
anionic surfactants include, but are not limted to,
sodium | auryl sul fate and di-8tt yl sul f osucci nat e
sodium Preferred acids include citric acid (anhydrous
or nonohydrate), succinic acid, and the like. For the
PR RASAIcalc fakeniie irkludehbutapenst lomisaitondostivnaiduoyl sulfite and

ipsuloer o iR, STSBERS RN o7t Sy pa T aRDs o °°
mgg&{gﬁﬂt%s&g%@%%d kRast, 0. 001% of a conpound of the

rnv e varied to be between 0.001 and

abo UForRpubodee paintgnl thérepeit adiindsteatioonthe gbmpounds of the

conmpound  of Form or For%.\/ reslent i n_such. H
DiegsHH BYPRYEBAY 8° WiGeIRopatest intp SRV & HILRYEn W fose prgparations

ty?lt&tff% B&iflain hPRaSY.001b985 &m QT EhONFerIBY, Bt Shy be varied to be
nclude one or nore of the Tollow ng adjuvants:

bettveeri 0.60 Danduhous90% of theaeighittbereéHThe amewnti afithe epammoyad of

lution, fixed ojls, .polyethyler l's,. i ne;
el ey Ve nn St FEeanE: b e RpiuMe E8LS i be
ohtPatheidi@tond9e msf,ens‘fdiﬁhn@sglmﬁmmhe ahe ehabreast theefdiiglving
par aben; antioxi dants, suchas ascorhbic acid or sodium

adjireuts: stedle dilvehtas sunly anyeter £or ijeetipm saliersplugign, fixed oils,

i amnetetraacetic acid: .buff . o :
e e i T
agdntst QthGis bitazys WIkbhdlor syl Paebbmrantdexidintslexth asacorbivencid or
parenteral preparation can be enclgsed in anpoul.es,
safiiep bisalfite; ehplefing agends syl %SieﬁTYéef@djé@nW*&F@a ﬂémai‘ buffers, such

| . [C. f i tai ..
o S AL S BB B it o
s@fitim chiveides orpextngds Tok pateatepalgsentratiomwan be enclosed inkmpoules,
b dm ni st d topically, d 0,1
iomose PGSy TiBg UG ot S8 OLERER TSt HEIEE, o
c%g#%s@tg@% iaﬁé- Bfeg?f&%@ns heY bEYABRhiBed H?Fn&ék’i‘l}l’éd iBehoRne or

W ng:” petrolatum” | anolin, _
pol y@héybmpeinds ptihk presmtasvantion myredsoghe asinlinisigirgd tepically, and
uch as ter and alc |, and emul.sifier nd
wixp% oG Pt . CaTElh may) su&gﬁy{ﬁ?xgpp%%%s%fgprb 8“)?1&61%, ar gel base. The
b&%,nﬁ)‘? %&éxﬁﬁlbgﬁaygéorﬁpﬁs%me A chodé of1BE MIlowifs: Jert i flamutin,
about 0.1 to about” 10% w v (weight per unit volune).

palyethfyleht glyicoly, bess mak.aninsral exladibicatsisych py water and aleohghand
e{rﬁ{;ﬂt‘)}ér%gl% g@gﬁgertsp Tlolloirpalt fo%&aﬁ&%ﬁﬁa}? Lorktdlf aREEEGRhtion of a

compound of Form IV or Form V from about 0.1 to about 10% w/v (weight per unit

volume).
The following formulation example is illustrative and is not intended to limit the

scope of the present invention.
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Formul ation 1 Form IV hard-gel ati n capsul es I ngredient
Quantity (ng/capsule) FormlV 1.00 10.00 100. 00
wovegsiosshs 295. 13 286. 71 202. 65 M crocryst al | i nBCT/US2004/030914
Cellul ose (inside) 52.08 50.60 35.76 Mcrocrystalline
Cel I ul ose (outside) 19.35 19.35 19.35 Sodi um
Laurylsulfate (inside) 0.09 0.49 4.95 Sodi um
Lauryl sul fate (outside) 0.002%. 49 4.95
Hydr oxypropyl cel l ul ose 12.91 12.91 12.91 Citric Acid

32.25 32.25 32.25 Col | oi dal

Silicon Dioxide 4.30 4.30

4. 30 Croscarnel |l ose Sodi BoinduléfloB1 60 8. 60 Stearic Acid

4.30 4.30 4.30 Typicall

the drug substance is in a

m croni zed form and'E DoRBTresRURCAPSMSS| | ers. buffer,

granulator. The drug substanc

e | s m xed

wi-th-the

stur-factanty_ang_grsrmtegrant .7 1he or ggkaii i
wet - gr anul g{%%d{\e/ﬁﬂt h the binder sol uti gﬁéﬁ&gﬂg/c%sule)
Fé&oh7 shear mixer or alternatijyveby, in al10.00d-bed| 100.00

Meruitgi ent s of the inner granu

| ¥3phase (

étthi t ol ,

202.65

M RTAT ose;——C

M@Bhﬁ%ﬂ% g:ltegi}ﬂéﬁ? Qﬁé&ge propyl c

Ieﬁ'dl)ﬁlo

acrd
se)

SHBYT O

and t hen

35.76

MeERBRNE@AlRE CMIhfbst butdd)der so

conprfisinag hydroxvpropyl cell

| 130N

ose a

, by

nd_s

JEUIRY

bdi um

19.35

Sodiumyllasiylsulfats (imidedr nat i

Seq 1y r{.giupﬂs ““““

%\Q%i r

ect

c8ABact i on

495

Al
Al

& ppropri
/Qﬁ@ t he

A3

° 1"a-
HYaRAYEpyREIFuIOSED ! cally sieved
cree e.g 1016

fhopu

gh a

m) and cohined wit

N12PPr opri 4
N the | ubri

112.91

cant

Citstéaid c acid), glidant (coll

fill ar 11

0P 2i2d

Sili

8428 oxi de

[ 32.25

m eor
ALLLEA™

¢

- eetystat-tine—ceH
Coloidpl, i

in a m

by

;. dafl

The

Jn4>?"pl factar

ure i s

%30

| fate)
CRist .
be filled into size 0 hard-ge

%?iogggo(ﬁ&gr oximately 5 n

860 Th
atin,

e fi
HP

ngleom Xt ur 4
C__starch d

b 86N

SteatieAcilUi t abl e capsul es or fo

onae anmhodi nt t+ha e o
A~ 4 LAY A2 B |

ré8d i nto f{

4Blet s. - 2¢

430

Q Kt
LBLRAREN ) CTSCTITIL

of treating disorders

neQ
LA A LN ER )N N Y

H et A HEPN | +11 1
v eTTeT O pProviucsS11Iet TTOUS

Typically, the drug substance is in a micronized form and is combined with fillers,

buffer, surfactant, and disintegrant. The formulation is wet-granulated with the binder

solution in a high-shear mixer or alternatively, in a fluid-bed granulator. The drug

substance is mixed with the excipients of the inner granule phase (mannitol,

microcrystalline cellulose, citric acid, sodium laurylsulfate, hydroxypropylcellulose) and

then granulated with the binder solution, typically comprising hydroxypropylcellulose

and sodium laurylsulfate.

Alternatively, a direct compaction or compression process may be applied. After

appropriate drying in a fluid-bed dryer or a tray oven, the granules are typically sieved

through an appropriate screen (e.g., 1016 pm) and combined with the lubricant (stearic

acid), glidant (colloidal silicon dioxide), filler (microcrystalline cellulose), and surfactant

(sodium laurylsulfate) in a mixer. The mixture is blended for approximately 5 min.

The final mixture can be filled into size 0 hard-gelatin, HPMC, starch or other

suitable capsules or formed into tablets.
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selected fromthe group consisting of anxiety
(i ncluding generalized anxi ety disorder, panic
waele@sndsty obsessi ve conpul sive di sorder, and BODUS1004/030914
phobi a or social anxiety disorder), depression
(i ncluding maj or depressive disorder), psychosis,
schi zophreni a and ot her psychotic di sorders, such as
bi pol ar di sorder, neurodegenéfative disorders
(i ncluding senile denentia of the Al zheiner's type,
Al zhei mer' s di sease, AlDS-associ ated denentia, and
Downlnsons entbodinedn, th@plz:snm irdziesmrdmicXGB nethedis ogtreating disorders

selhe s T HONRIE HaPE B Y CEPR e S A Lo pder
pel F&Jgels 6b&EQPE Sdmp18VE BIRE1ABR1AYEE@AI phoBiarod 86&al anxiety

I ng peri pher aI neur opat hy, di abetic and
dlsdsrdm),t depmpxyn (induding mejor depzaskiye disetiiep psychesip sehigopmenia and

t her ur as) ronic
otﬁ;:rrwg,hcg sfﬁsé’gé ﬂl:’i‘st}’di’?'} %&‘ﬁlﬁ?r P%lgﬁg%b%r%§£%¥ls grders
1§é{ﬁkﬁﬁ% E@nlebfeﬁi%ﬁh@@ﬂﬁé’ Miheﬁneﬂft% astiRam6r's dina@eE] iADS-associated
bronchitis, drivercough, and asthma), inflammat

ry
dam@masmd Péowies smmdl@n@mqlamdtsgwrwm ipg 5@@%12661 and partial

e%. j ep@ﬁehfll%fbr ocﬁ'ﬁ%%% ( D?ﬁltdﬁn%q{lhﬁl téc?er%ﬁ{g}(f %@%ﬂ;@ﬁaﬁfcqateral

sd&b§8), asu @ﬁitﬁ(ﬂ@ﬁib&lfdlﬁ)}ders}i{lhﬁﬁ@hgpeﬁpl’[b@zhllﬂéhmatﬁy;@mfmﬁc and
and rﬁlnltls) ypersen5|t|V|ty di sorders T
chissioglemranyripyly caspreurmppiiycand rRashhapeticindpther Heuta glas acute and
con U
P ABGHIC bt 808k, RIIANE AN K S ke
b@h&mmeﬁiﬁbﬁa,tbrbn&ospusm clavhia,bronchitish drivéroouph, arfd asthma)
eczematoid dernatjtis), addicti qj orders inc# dLng
ingawRORD Sheases (s bingl Al wEmaie P wel g e as e pprayt

oSYIRALRE LA ] 48R Qﬂhﬁﬁ%cﬁis&%el% rb?‘tﬂéiﬁﬁéc'ﬂﬁﬁﬂ{eletal system (such as

syndron€), dysthym c disorders, adverse inmunol ogi cal
ostecqmmsm)saltesglem(lmudmg e«ztemmndfrhlmtahéwpamrédwnmlga@é@rs (such

as((j ]gqug{pd&&)s Q%E%@ﬁ‘?l‘é d}swag{néf e?%gqf]ﬁ{nngg ngl)rs]t Ve%al coflJ Rh&GR? tllso BOnd the
hﬁﬁs LiRidaLe afséaré@é ?Hélﬁ&iﬁ 86 fact deHRARRSatopWeidtRE, Witdiia, or
e neuronal control V|scera(ésuch as ul cerative

othet foring of Grzetmatodd dérsatis®), addistian Geraflers (aglgmgaiophalipm), stress-
relflqr}r %qa}gé.‘fﬁ:(cgﬁpg erg,spysﬂdr I ath gi gfgtgo%' Mchk?is ? der/hand

sor per-reflexia and

syB&Hs), ﬂ?ﬂlﬁﬁmcldﬂs&dﬂﬁ raavétgegmnnmﬁﬂ@gwai ema)ms (such as rejection of
at heroscl erosis, fibrosis and col | agen di seases (suc
trasspmt@it@ﬁ@@frsasedl%m@pr%tﬁéat%}@ﬁmm@ef%%%me%%yppmSlon such as

' re&%ﬁ%@u‘s@%@mﬁ%@d gésn{aﬁﬁ%ﬁgiﬂal %H&E'&séﬁ{é@%@idc%@é&’wﬂh the

socl a pressure (suc
nbyB A1 tconsbIT)viscefag uctier silcefativt cokitid, ICbUhn’:sadlscade fynctional *

d;(f&égglﬁ !argé Ilrgn oeF\‘%ﬂr V%as g%i%gosféé)g glglg%%?ss Eﬁlgéor? ﬁgrfh as bladder
dbd-ASp ﬁ§%er Jg ARG Snd 1&1@@31‘%{1{%% iR 1!&%5 ﬂﬁ)bnﬁﬁléiﬁ'éé)e Gherosclerosis,

nausea acute or emesli’s)
fibrosis and collagen diseases (such as scleroderma and eosinophilic fascioliasis),

irritative symptoms of benign prostatic hypertrophy, disorders associated with blood
pressure (such as hypertension), disorders of blood flow caused by vasodilation or
vasospastic diseases (such as angina, migraine, and Reynaud's disease), hot flushes (hot
flashes), emesis (including chemotherapy-induced nausea and acute or delayed emesis),

and pain or nociception (including that attributable to or associated with any of the
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and pain or nociception (including that attributable

to or associated with any of the-30- foregoing
w@emdiotisehs), conprising: administering to a pRCT/E81004/080914

need thereof an effective anount of a conpound of Form

IV or FormV. That is, the present invention provides

nmet hods of treating disorders associated with an

excess of tachyki nins, corrpr1'391' ng: administering to a

patient in need thereof an effective anount of a

conpound of Form 1V or Form V. The present invention
fRemigIgnditRes), bempesingusindhiseridg tea peat invedd tierdr an effectlve

treated herein and ot hers tha\; %ﬁn be treated b

ATATH g A CTRBOURESOTRSBRIS,  ETY- (e TakPICPeal Ipyhio igbbrovides
mt%{hohis gpﬁeaﬁhﬁ e @s%é%&t‘b@\xf?% affl e BesRBf ﬁféﬁﬁéﬁm@‘ccom rising:

Infns®are treat mni stering an effective
a(&fr'mwﬂdnrtgfto a patienan neledﬂlel}ehﬁmﬁﬁ@uw embunt@ipespownd of Form IV
FormJ]V or FormV. An effective anount can be readily
o8} Wi ned by the attendi ng di agnostician, as one

ski | Il“ﬁé:l telertt Iﬁ’?veg fibn c@%eﬂlﬂl@tek‘% @Eoﬁ@ﬂh‘é&ﬂ&ﬂs%?&nbed to be treated
technlq es and by observing results obtained under

hanil and otisercihatomstiedratesl byl sucki enteganists, ag appreeinted by ithase skilled
anount, the dose of a conmpound of FormIV or FormV, a
{#ifBHr of factors are consi dered by the attending

di agMRs hisGideR asbqtedtstivit an Bidesot tabhyKidifdlark @reateb By
species of manmmal - its size, age, and general health;

adrhimisgig dni affediisommierntiofe shmpeundk ¢reharpgcstiesl composition of Form

o BB o B P s L B85 i

dﬁ hoficih) AtdneRkillelen BieQaty BY ti@hise of yoxﬁvbﬂﬂiml &I‘chﬁtlumndfby
preparati on adnini stered; the dose re
ols@r‘eng eqaulta oleaingd upder 6RHREOUS SHEWRFIRRISE. Fo t%la%m@ﬁ an gffgetive

a@tgﬁ% bthegl CO(HI 0e g{e 0 % %81(}1? ?V OMOI% fVe g trlhffl%ela(glan&Brsoafre

I'nvent1on |5’ expect to vary
(f)ﬁsﬁiﬁréthﬁwﬂhe @tt&ﬂﬁngﬁﬂagm@nalﬁn,pﬂclu&mg,dgn ant hxhltmbdy thmesipgﬁes of

er da / kg/ day) t 100 f
Al p. B AR B SR Y herBaOH RIS kol 1 deeree of
r%\}?) efHeht orthe E{l\%n%} SOhe ﬁfsérd@? IRCRbEHe VF 1R iRV e the

chy Inins t are treated according to the pr eésent
mode efihdminjstiatien;tthe bioaeaitabdity degpactersitionof tha pr@lagatlon

alillqu{%&%g& ﬁg %le%g%gﬁﬁpl ssﬁ &’e Igh%%%{?ﬂ%er concom1tan¥ medlcatlon and

oﬁ{&féjé}%ﬁp&ﬁ%gméﬂ@gg and m xed irritable bowel
syndrone), and enesis (chenot herapy-induced nausea and

acut émmffed‘evcaa}mduré v iceinpewal @ahe presdna invgniiereisexpecied to vary
from about 0.001 milligram per kilogram of body weight per day (mg/kg/day) to about

100 mg/kg/day. Preferred amounts may be rea(dily determined by one skilled in the art.

Of the disorders associated with an excess of tachykinins that are treated
according to the present invention, the treatment of depression, anxiety, inflammatory
bowel disease, irritable bowel syndrome (including constipation-predominant, diarrhea-
predominant, and mixed irritable bowel syndrome), and emesis (chemotherapy-induced
nausea and acute or delayed emesis) are particularly preferred.

In a preferred embodiment, the present invention provides a method for treating
major depressive disorder, comprising: administering to a patient in need thereof an

effective amount of a compound, which is {2-[1-(3,5-bistrifluoromethylbenzyl)-5-
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In a preferred enbodi nent, the present invention

provides a nethod for treating maj or depressive
waele@sndsty conprising: admnistering to a patiBCI/UBI904/030914

need thereof an effective anmobunt of a conmpound, which

is {2-[I-(3,5-bistrifluoronethyl benzyl)-5--31-

pyridin-4-yl-1H]I, 2, 3]tr|az§1 4- yI] pyridin-3-yl}-(2-

chlorophenyl)-nethanone (For I n anot her

preferred enbodi nent, the present invention provi des a

method for treatin generallzed anxi ety disorder,
pyutipdi-di W 1,23 triara tdeyl]-nyridis- %ylﬁder%rOPhﬁnﬁBéaethw%ﬁom
I,.\«;f)n?’effectlve anmount of a conpound, which is {2-]I

(3, 5-

bi st 14 ddoues: preFedasd é?ﬁHSIicMhénﬁthB yrdsehtrindenyion lpkbfitles2, B¢thod for
azol - 4- yI} d%“ di n- (2 chl or ophenyl ) - net hanone
tretimgreensrplizadranainty ﬁlé¢rd9rr EPEPHERE AHEBRISIFERE to ¢ Ratient in need

SR ERSALANE AR, BY G iESR LRI Argtseat ing pani ¢

r
risin m ni’steri ng t@' patient in

bREFHIokBsRAbemdy RS- b?ﬁdmweyla‘mm[lnﬂ 3tiazolebyipgyridin-i fed-
'S
cl{lgropherpé)—lslﬁﬁiag?m EFeusd¥iet hyl benzyl ) - 5- pyri di n-4-yl -1 H

| g
} ( 2 LA ‘fb})lﬁ% E’g%f%‘fcgl er}{l!)d Igﬁlgth a ?)Ir:%?l#] inyention I%)r%vr%ges a method for
tr%ﬁfgq’"ahwlmcmﬁng adrmjprigerms to arpwnnﬂ iomepd theredéan affective

hod f | d -
RN T ST e e——
[?@3{1&%@4‘ LW§: p%&% yIOL 2 & FREMRHPY-mtrRe (Form IV).
bi st zﬁﬂaﬂ]mr@ndblmgd aebadiingatstheyrésantringention|prpYifles mpthed for

A o G S AR e

ﬂ{é!’r&ﬁ%ﬂteffbai«%%ﬁ&ﬁt Bf P¥dreiRsng, WEth ed{F-pr-(3,5-eat | ng _
soci al phobi a or soci al anX|etﬁéd|sorder conpri

basthiflusirernethiyvgnzyd)- rppadinghyl-1H-[hé Sdtriapelr £t pamldln-3 yl} (2-

d, which 2-[1-(3, 5-
@logcfp?lf’?%ﬁg}e%?ﬂ?ﬁ%enzy ;mgugyrl di InC4 ;/ISI{H- %I (2 3] tri
azol jfandtherPyéfedededbydibe? theqiﬂés!éﬁt)mhﬁmdn)pmﬁﬂmmod for

(FormIV). In another preferred enbod| nen t he,
trpat@geqw PRl POTPOl arieRsisardrpGamprigle: pfBiREsisig to 2 patient in

ne&f t!h%n% h DRV Xl{dﬂ U, coﬁx%gﬂlﬁ 3:%1{1@}/ 1esa{gm3 nhstering to

I'n nee reof a of a
b@&ﬂﬂlﬁiﬂ@ﬁeth\ﬂ’mleﬁiyl) S-pyridin-4-yl-1H-[1,2,3]triazol-4- yl]-pyr1d1n—3 yl}-(2-
é (3,5 blstrlfluorosethylbenzyl)-5-
anljlpwl)rn}ﬂthqnppff( osm3dMr i azol - 4-yl |- pyridi n-3-yl }-(2-
chl o0 pASHN! prafiREY éﬂBS‘Qm@EQ FHO gr&knt invention provides a method for

treating irritable bowel syndrome, comprising: administering to a patient in need thereof
an effective amount of a compound, which is {2-[1-(3,5-bistrifluoromethylbenzyl)-5-
pyridin-4-yl-1H-[1,2,3]triazol-4-yl]-pyridin-3-yl}-(2-chlorophenyl)-methanone (Form
IV).

In another preferred embodiment, the present invention provides a method for
treating major depressive disorder, comprising: administering to a patient in need thereof
an effective amount of a compound, which is {2-[1-(3,5-bistrifluoromethylbenzyl)-5-
pyridin-4-y1-1H-[1,2,3]triazol-4-yl]-pyridin-3-y1}-(2-chlorophenyl)-methanone (Form V).



10

15

20

25

30

I n another preferred enbodi ment, the present invention
provides a nethod for treating maj or depressive

wale@senddsty conprising: administering to a patiBCIE/UB2004/030914

need thereof an effective anmobunt of a conmpound, which
is {2-[1-(3,5-bistrifluoronethyl benzyl) -5-
pyridin-4-yl-1H[1l,2,3]triazaol-4-yl]-pyridin-3-yl}-(2-
chl or ophenyl ) - net hanone (Forﬁ@V).-sz- I n anot her
preferred enbodi nent, the present invention provides a
nmet hod for treating generalized anxiety disorder,

conpin sidiigsr paeheired shbsdimgnt, thegpresahi iaméntion pme\edesta‘mctéod for

an effective ampunt of a conpound, ch,
tregting gepgragzed anxiety disorder, comggsmg adi\l@nstermg to a patient in need

f H[I,2 3]t
ﬂg}%%qtff th_e Wf[{ pyr (g%k an[‘éﬁﬁouidP%E Cg?%%h[elﬁy%% m[et hano]ner |
b(sﬁmﬂﬁréﬁlethmemgl ﬁwrldme‘fﬁ?g Hfédl,érﬁ}mmﬂewl] -pyhidinpd-oBe@

| nventi on pr.ovi de 0] or treatin ani c
chlosaphgiyl)-ne : P?"satﬁémr{g)dm nistering to g Satl ent in

n eed I Qﬁd'tﬁé}f r&Brr€d ER66diNRnA IR Y sef inFerRRARROVIHes ANREHBA for
tl{eﬁ’tir[g pah’; disdoiler, cothpuong rmdtinyibtodng (ol 3 paiept/ini nged therepf an gffective

amshaf s cqmpovadgTctyf ek 3 8-y oAt Ry i A1 1E-
[ BRGNS akdTQL - \5%«@111@ ‘anaphatorppehenieshamaedrsmny). t he

present invention provides a nethod for treating
obs eds anashargugfoirsd embedingnid dre Presapiny gitipg: provides a method for

trgfatgn%gg(lﬁsstegvlgﬁgg ls&)\fég sorgé}t cérﬁ%{]s%\%i 5%%1&81}1}?% Qaélegt in need
tidr&dfrab felrfe o e dink bﬁ@zmhpo@dpwmcﬁum{zlfym SH 1,2, 3]tri
azol -4-yl ]h {’)P yridin-3-yl} -_chl or ophen‘i{rty thanog}
biseaflvareinethy heardl hravpTigied- &4%&@»&38@@% EN U ER I O

chi%}!o teh P—nfé'ﬁ?a\ﬁ' ?éea; hod for treating social phobia

or é%%lg' anxi e é)sorder conpri sing: adm nistering

t o alp aﬁdtbeﬁtpréﬂane@ eﬂbbdhﬁree'o thegneeehf metntiom movides a mbthad for
nmpound V\,hlchlsbaé %,5- . e Lo

tH5p 1 Foial ghehig PRsAC ﬁ%l S%%ri STRtiping: afminijteringtp@apatient in

?éd){heldév}’ b Fﬂé’crtfvg' oﬁn’b’éf}a oﬁﬁcli Qe Rl - (?%éhanone

n anot her pre erred errbo |rrent resent
msﬁmﬁmommhgtb@nzmé -rarridiethot Held ,mmmzph@»yl]mudabwl} ~(2-

drorre adm nistering to a patient
lﬁ}% 82’/ &!{P @:tlve amount of a conpound,

whi chy bSother ﬂr!:feh%d emBbéihdeh, |thé%1@§@t 1wk dpkb%dés a method for
pyridin-4-yl-I| 23]tr|azol 4-yl]- (2-

pyri | }-
tmlatmg mpnbmowqhemdamm@omwgwdmlm%maé@ § pafientt frpneed thereof

bR BroPiEs YRR BB IE PR RO Rben 5
p%aﬁlrmsﬁ il g-[a 1B |8iabi- W]Cﬁndhhﬂ%} (EhIdRPhetyl)-methanone (Form V).

Disorders of the central nervous system, including depressive and anxiety

disorders, have been characterized in the Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV™) (1994, American Psychiatric Association, Washington, D.C.).

The DSM-IV™ provides clear descriptions of diagnostic categories. The skilled artisan
will recognize that there are alternative nomenclatures, nosologies, and classification
systems for these disorders, and that these systems may evolve with medical scientific
progress. For instancé, the ICHPPC-2 (International Classification of Health Problems in
Primary Care) (3" edition, 1983, Oxford University Press, Oxford) provides an
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Di sorders (DSMIV(tm)) (1994, Anerican Psychiatric
Associ ation, Washington, D. C. The DSM I V(tm provi des

webk@an4xdescri pti ons of diagnostic categories. A¢EUS2004/030914

skilled artisan will recognize that there are

al ternative nonencl atures, nosol ogi es, and

classification systens for th%se di sorders, and that

t hese systens may evolve with hedical scientific

progress. For instance, the |ICHPPC-2 (I nternationa
Classification of Health Problens in Primary Care)
aligrgtivaiplassificatipn gpstenny T BYs thorriyes Sepiesppng & dempsspiedlisorders,”

T e Bty SR YRR R B E ey e

desdribe@ tity otheAdid griciis k@iryesdi sor ders” are intended to

include |ike disorders that are described in other

di agrisserding tathe &anrthaditinnafitee PSM-RE™; aiar epigpsiveotisatlers are
it Tl 15 S o Bk i AR RS P VLR et of a perid of a
et ﬁﬂﬂﬁéeksmld@ﬁreﬁgwsﬂcﬁ)ﬁ Rfoss oPpleh e, Gh aaditibe &S(Bthéﬂ/@mptoms
weeks of depressed nood or | oss of pleasure,

Twaithe glrlled amswewﬂkvmwhatrch@ BreseIf dnvefipp @dasaﬁlﬂ fos dbe
t gjtrnllc%nlcg] g? ? ?@5 tﬁ%ﬁﬁﬁ?@%#og? tog ée%’aﬁ‘gﬁt e}qfﬁ%g&t éﬁﬂzg éls de%%ees]‘sll% disorder.

r ecurTtenkilkdiastisde svib hppregiate thkftmﬂ% ﬂbmessﬂvédlﬁdiﬁérs mby&lso be
skilled artisan wil| appreciate that other depressive
tegpted by denipigipring ap eﬁ@tw S5oERt 2 couRaynd pethemgesgpt invention.

DS Yo Tl oGOyl 5B 538y it
otityes tvisyg mp@clﬂe(k@foﬂfﬁlampbm gretiesps esd idysphoiis (dlsdﬁd&s mibr depressive

ot herwi se s for,. exanpl e, re rua
(gq'iorref"@TH{%E %@qpres&vg g}so@gb 528 ? 5%?58% disorder of
SEI%%HHI&HB) klﬁ a@fhh@ﬁﬂﬁ@ %@étﬁl%nﬁéﬁﬁf)%glon 99 | Wﬁﬁ%ﬂ the present

depressi ve di sorder of schizophrenia). dditio
inveation xyrasetindfideitip rt@stmemhomooch disowlopsalmds a genarhlonedical

t t | de the t t t f
RhEHEHad MEPo TR oLt el oal | cond t1 on_and
substargassiOELe gto te@ la A ABEL tod BT Q%%ﬂy\éﬁﬁ @laﬁh YRorders.

provi des a di agnostic for anxiety and'rel ated
Thesoodidedsts ifitiadme paitis drsdleies witholr &dﬁmup@mremhdb@mgmmphobla without

i,t h th h
e s ot s BRLBP AEeiS s PRB R sBr Sty gisorder,
&E&&Wé—c@ﬁpﬁ&@e&hscﬁ‘d‘@f' Sk it O®Fess disorder, acute stress disorder,
obsessi ve-conpul si ve di sorder, post-tr aunatic stress

geherakizpdranxisty disorden; ewgetyidisordrs due iemseneral readlicah aonalityon,

e SR ShEb, AT R AT alftfh ey A HRERPlBEitfitica. As usea

hfvin, ehe/ tetth Serntlesy” ieludes h@:itﬂdeﬁﬁoﬁﬂ@&l dnik Rty didsrdeisadd related
herein, the term "anxi ety" includes treatnment of those

digoxdless Jesaribest mdhe DaNEIY el at ed
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di sorders described in the DSM I V. - 34- WHAT CLAI VED
IS: . Acrystalline FormlV

W@ 20054042583 5- bi stri fl uoromet hyl benzyl ) - 5- pyri di PEBUy10048030914

[
l,2,3]triazol-4-yl]-pyridin-3-yl}-(2-clilorophenyl)-ne
tlianone characterized by a sg}id-state C nucl ear
magneti ¢ resonance spectrum conpri sing peaks at the
followi ng chem cal shifts: 52.3 0.2 and 195.4 0.2

ppm 2. The crystalli Eﬁ Eirm IV of Claiml

characterized by a so 1 Laar ‘magnetic

resonance spectrum further conprising peaks at the

following chemcal shifts: 123.5 + 0.2, 127.2 0. 2,

131. 4. 0. 2 crys@lle Ford IV1R6[19(345-BisRiflubAtinéthytbéhz31)-5-pyridin-4-yl-
. 0.2, a 151.4 +.0,.2 ppm. . The crystalline,

1%@%?19“%%"“‘@%% leéfﬂléégﬁhr%ﬂleﬁyl)@%%npa@ chasgcierized by a

sOlERES " ORABek RadriREO RABSECE BEG U R il thS foMdwi

Eeaks at the fol ?gloq\?vi ng chem cal  shi fdting{ S%G%Q%.tgé%@gwmg

chggical shift Sgmt 04.andA85.4rty@2apm. ne Form |V of any

of dains 1.to 3. charactekjz by an X-ra wder_,

di T Pact i GheSHRaIE Koty %fﬂ‘c_j“ ' ghatrcterigrEbpa sqlid-state 15
whieatmparkc komdncd dpekbirimDfudthbcotaprisi k W )i
nF,or m I?/ée%f Can0 onfCCI %i ns 1 to 3 chpanrszancgt-geér%i sgietgﬁ%?lﬂgn% chemical
shifts al2 3p0idek 157-&&%%&3&4 DA% 375 cohdrli36idng04s 1463A510.2, 149.3
Hgw aﬁgqﬁd)@@ﬁ%’?m one peak is 12.1 0.1, and the

—second peak 1's*sel'ected fromthe group consisting of

8.3 3. 0. 1Thé4nB3tati® Form1¥. & CRirh2 chéraBteri@edby 256lidl&atd 13C
0.1in 2 . 6. The crystalline FormI|V of any of Clainms
nyClegy MagRtc EEPRANCS BRECBYMANTtRer compisgaealss 4t theafellpwing chemical
Rakt 2o £ S I t the follow ng peaks: 8.3 +

B DL O3 P A 160 0.1 and 185 0 1

in 28, 7. Thherystaflstedornri® dfammol Claimsant DéHakatdzed By 3n X-ray
ch racf:]&er'.zed b%%an X-.r.aé/ qovvder diffraction pattern
PREHE ST g OmPateEn SempTeng & lpashprfgPsskanlich peak 1sgt §2.1g: B1° in
2¢¢ 0.1, 12.1 0.1, 12.7 0.1, 13.5 0.1, 14.3 0.1,

14.9 0.1, 16.6 0.1, 16.9 0.1, 18.5 0.1, 21.9 0.1,

and 24.9 Tbe érystallihe Foin IX afrayg odllaiRs 1H@r3@hMracterized by an X-ray

2-11-(3, 5-bistrifluoronmethyl benzyl)-5-pyridin-4-y .

pp e i hagor pasen 9%@13}?5]%%5% fiuospeiks whotesnonsirsgkenid. ) +0.1°,
and "k RHAADeANRIBIERE FBRNEYrGip consisting of 8.3 +0.1°, 14.3 +0.1°, 16.6

+0.1°,16.9 +0.1°% and 18.5 + 0.1° in 20.

6. The crystalline Form IV of any of Claims 1 to 3 characterized by an X-ray
powder diffraction pattern comprising at least the following peaks: 8.3 + 0.1°, 12.1 + 0. 1°
16.6 +0.1°,16.9 + 0.1°, and 18.5 + 0.1° in 26.

7. The crystalline Form IV of any of Claims 1 to 3 characterized by an X-ray
powder diffraction pattern comprising at least the following peaks: 7.7 + 0.1°,8.3 +0.1°,
12.140.1%,12.7+0.1° 13.5 £ 0.1° 143 £ 0.1°, 14.9 + 0.1°, 16.6 + 0.1°, 16.9 + 0.1°18.5
+0.1%21.9+0.1° and 24.9 + 0.1° in 26.

8. A crystalline Form V {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-4-yl-
1H-[1,2,3]triazol-4-yl]-pyridin-3-y1}-(2-chlorophenyl)-methanone characterized by a
solid-state "*C nuclear magnetic resonance spectrum comprising peaks at the following
chemical shifts: 54.3 + 0.2 and 196.6 + 0.2 ppm.
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solid-state C nucl ear magnetic resonance spectrum
conprising peaks at the followi ng chem cal shifts:

wW®2003/040312 and 196.6 + 0.2 ppm -35- 9. The cryRCHUK1006£030914

FormV of Claim8 characterized by a solid-state C
nucl ear magnetic resonance spectrum further conprising
peaks at the follow ng chem c shifts: 123.7 0.2,
127.4 0.2, 132.0 0.2, 134.3770.2, 137.1 0.2, 145.8
0.2, and 151.0 0.2 ppm 10. The crystalline FormYV of
Claim9 characterjzed by a solid-state C nuclear

magnetic ridsshurlbocskuet ViehGleim B sharegapraddiimpsabidettase °C
ST Al ol S0 A Y i

shifts1 2 Narled; 17 dziedl 2 b}3 2200+ KR Y 3pWiE?, Ii’WfIf-F 8%t 1998 + 0.2, and

tte conprising at |east one peak, whi ch peak i s at
lgg &B@pml q. 12. The crystalline FormV of any of

G aimp, 8 e LOHMMAR V52 ¢180 9@?%ﬁ&?ﬂ%‘&‘wearsoll(ld-state Bc

diffraction pattern conprising at Ieas
mwblearghagnetie rqsendnce spebum furtﬁerlqonm‘rd;utgh&aﬁﬁaol‘ﬂéﬂfo@l@%ng &hemical

ARTHER PR ID BLfRenei st 10 of 15,9 2 0.1, Te:s
27.7110. 1 198 @r}%%llﬁle Ebrh VBf gny oﬁﬁlanﬁpg t& 1Y %gﬁ%&tlﬂqfed by an X-

FormV of any ofClains 8 to aracteri ze
rwmmﬂdéactmmyamamwnmmmgtamﬂaasmmals,uwigclapedkeast 125+0.1°
t?qfollowlngpeaks 12.5 + 0.1, 25.3 + 0.1, 27.7

and 28.6 + 0.1 in 2 . 14. The crystalline FormYV

of any of GhaiARBideFoHH ¢ BAL %%feéfafrﬁg 8 l?{ lﬁ'ahé%&?%zed by an X-

powder diffraction pattern conprising eas
réyapdveler diffrpetadogattéd. ®mpriding, at ldﬁstﬁwb géakls widrein on@ p&ak is12.5+
crystalline

O PRl el ROl Grsbp PSR 1S By 165201
IQQWCI@'IO dbf7 £ 8geixns Pahe quB @@nipri’/s*] [IIQ) fl’tafg%%%t%b;i in 20.

Towing peaks: 7.9 +
14. 013.0. 1 Thd &ry8tallthe F, othJ 5f aer df C]ﬁﬁndS t®10 chakfcterized bl,an X-

BB Bt st B, B o o s
qufj7r-,a4:()| 1@nangaggt@1;@ 1ePpai sing at |east t he fol | ow ng
peaks: 7. 72+ 0.1, 12.5 0.1, 13.1 0.1, 14.0
0.1, 14,5 8Thé)ctysta]]lﬁlﬁ For) Mof drfy. of Cl@inds 8 201®chaaclerized by an X-
ray powder diffraction pattern comprising at least the following peaks: 12.5 + 0.1°, 15.8 +
0.1°,16.5+0.1° 19.1 + 0.1° and 19.7 + 0.1° in 26.
15. The crystalline Form V of any of Claims 8 to 10 characterized by an X-
ray powder diffraction pattern comprising at least the following peaks: 7.9 + 0.1°, 12.5 +
0.1%13.1+0.1° 14.0 £ 0.1° 15.8 + 0.1°, 16.5 + 0.1°, 19.1 + 0.1°, 19.7 + 0.1°, and 25.6 +
0.1° in 26.
16.  The crystalline Form V of any of Claims 8 to 10 characterized by an X-
ray powder diffraction pattern comprising at least the following peaks: 7.9 + 0.1°, 11.2 +
0.1°,12.5+0.1°,13.1 £ 0.1°, 14.0 + 0.1°, 15.8 + 0.1°, 19.1 + 0.1°, 19.7 + 0.1°, 20.9 +0.1°

21.540.1°, and 25.6 + 0.1° in 26.

4

17. A compound that is (2-chlorophenyl)-[2-(2-hydroxy-2-pyridin-4-yl-
vinyl)pyridin-3-ylJmethanone, or a salt thereof.
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21.5 0.1, and 25.6 0.1 in 2 . 17. A conpound that is
(2-chl orophenyl ) -[2-(2- hydroxy-2-pyridin-4-ylvinyl)

w@0sdi25138- yl | net hanone, or a salt thereof.-36PCTBS20041€30914

conmpound of Caim17, which is

(2-chl orophenyl ) -[ 2- (2- hydr oxy- 2-

pyridin-4-yl-vinyl)pyridin-3-y4]methanone phosphate.

19. A process for preparing a conmpound that is

brst i) e ) idin-4-yl-1H[I,2 3]tr]

bi st r.ifl uqronet hyl ben -5-pyridin-4-yl - , 2, ri

azol -18: y| %Ehﬁme@Pmch{)él}a!f{lﬂl Whi rljJ) ?E?ﬂ(oghfé’ghﬁr@rl‘g’,dmx}’-}
L4-$i- ﬁﬁg 1Rs Ye) - [ 2- (2- hydr oxy- 2-

Iﬁ???ﬁ?ﬁlgggp-viﬁ%P%%%%?ﬁ?%?%?gpﬁﬁ%Fhanone or a

phosgRat e Aspilotess Hareparinigtarcompound that is {2-[1-(3,5-

. ’ o ; b ) h
o Ry o2 Btk a2 8GR G v raedinmt) (-
cﬁIo@@ﬂ}%ﬁyl?fneglfﬁbﬁr@H t8mphene 'ré'hcﬁf(ff gf%ﬁﬁrgobﬁe -@S\;\%Lﬁyaroxy-}

car bonat e. e process of or 20 erein

- pyHdingbyleinyDpsidies edinedthdnopenot hehospbatp sdlotisient it 1of

; o . N hanol '
PR P SRS oms T RERE I Prorrdin bt auisblsrterern 2
s@¥emherein the sol vent is dinethylsul foxide or

i sopropanol. 2 . A process for preparing a cryst al line
For m2PVv offbangpcess afiCping 19 wherein therbesd is iptgssium carbonate.

crystal i ' of . . -

{2°] P?'( 3, @%F&Q?%%fﬂffé?‘é“n%? RY P srhersip Shesolyopt iy selacteq from the
group consisting of dimethylsulfoxide, isoprogpanol ethanol, tetrahydrofuran, and toluene.
[1,2 gr]tri zol -4-yl]-pyridin-3-yl f-(z-c’h_l or ophenyl 5-_rre

t hanéfre ngﬁPrgcg%Mé}!@lm 2 wherein e selvsrt is flioreghytsd®xide or
\Aﬁ%@ i} the solvent is selected fromthe group
IScon ?Igcgl ng of isopropanol, acetone, acetonitrile,

propahol , Atprocasfor pedpayihg a(ce%s&ﬂléne F‘ﬁihhzs lyl_dhoﬂﬁllytdf f(l‘léﬁmsfl to7
) i t . R e rocess 0O
BRI NHLEERH e daPemetT BojsehpRey St
[%,gﬁﬁ;sz%m?ﬂ{-ﬁyﬁcﬁﬁfatﬁ§L_(§t-_cﬁfo¥<§£1ﬁh¥1g-pﬁﬂﬁ%ﬂé fr}(%a?a solBht.

ai ms O 7 conprising crys zation of
{ 2- [ P4.( 3, Bhdproressof Ghaiomd whbisenthy k)lvent iy sdl etitaat Bondlthd Floup

cGnslsing pfisgRpeanc) Betgyiaapinnitly; propanolhuginghivl retatemethyl

teBti@PButyy cthier, biid @ohloRFhathafd. phase transformation. 21. A
process for preparing a crystalline formof any

of O &1-ns Bha proass eb Mrims2yheneinsthe koliverdtis isopropanol.

£2-[6.(3, RSt fof bHBROREL YRR i TP oS o P castels 1 4 7
comprising crystallization of {2-[1-(3,5-bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-
[1,2,3]triazol-4-yl] -pyridin-3-yl}-(2-chlorophenyl)-methanone by solution-mediated
phase transformation.

27. A process for preparing a crystalline form of any of Claims 8 to 16
comprising crystallization of {2-[1-(3,5 -bistrifluoromethylbenzyl)-5-pyridin-4-yl-1H-
[1,2,3]triazol-4-);l] -pyridin-3-yl}-(2-chlorophenyl)-methanone from a mixture of a
solvent and an anti-solvent.

28.  The process of Claim 27 wherein the solvent is a lower alcohol. .

29.  The process of Claim 28 wherein the solvent is methanol or ethanol.

30.  The process of any of Claims 27 to 29 wherein the anti-solvent is water.
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[1,2,3]triazol-4-yl]-pyridin-3-yl}-(2-chlorophenyl)-ne
t hanone froma m xture of a sol vent and an

w@psHssivent . 28. The process of O aim27 wheP&i/nS100€030914

solvent is a |ower alcohol. 29. The process of O aim 28
wherein the solvent is nmethanol or ethanol. 30. The

process of any ofd ains 27 tq3;_9 wherein the .
anti-solvent is water.-37- 317 A nethod for treating a
condition associated with an excess of tachykidni Es, f
conprj.sing; admnistering to a patient in need thereo o
an mgf 1ectig & ftr%tlnﬁ%ecoéﬂV@g&PQOFW&dcm@mme@ﬁ oftaghykinins,

. o . o
PRI s dminickihg (98 padR TRk e S0 TOefide MILR e,
argstal Bheetnepbuhd ofaohel Glabmp 1ao16j st i ng of (rjraj or .

depressi ve,di sorder eneral j zed anxi ety disorder,

soci a2 amdteegetaeCer Glm 31 Yherap e HEdEIongssaeiadpdwith A excess
TEER TR I LB MBI i
genaplizas apRicihdiserder, sondal aoridit digordeérs irg bk dwel egndrome, and

an iety disorder or social anxiety di sor_der_. 35. The
ema%gs'od of Claim 32 wherein the condition is irritable

bowel33syndefsthctbef dlafin B2 Ytteddih itHéecoﬁﬁﬁ‘Rﬁlf@?laﬁyk d8Pr¥éssive
ofCains 1-16 for use in therapy. 37. Use o e

alline conpound of any ofClains 1-16 in the

manuf,gct u nmcanment for. the treatnent of, a ,

i sorder 20s Bk SR E R b o R i RinsrateS et
dioptva brewiil bhciely dieipasi tion conprising a crystalline
compqgund of any ofCains 1 to 16, in combination with

one 38 norl&e gkt lain 3P whesgie thetcabdision aviriiebls, bowel
sGxgbmLents, or diluents. 39. The conposition of Caim
gﬂéﬁcon’pri sing an anionic surfactant. 40. The

conpdsi t i dhe ofys@llaiervoBPouwddoLiny dfiCaiy M6¢oﬁiséfi@ﬁfe?dib§r.

is sqgdiu aurylsulfate. 4 . The _conposition of any 0

d ai 3,2 38 goﬁ%lecc {11ag qg)énpgﬁng@f #ny ofClaigge 1-16 in the manufacture

oﬁ@iﬂ&@ﬁ:hﬁa@ﬂﬁfopfh@' tRhifeht o) 81s61ddr Ed6CAEH YitnSanGdxblds G tachykinins.
acl a.
38. - A pharmaceutical composition comprising a crystalline compound of any

of Claims 1 to 16, in combination with one or more pharmaceutically acceptable carriers,
excipients, or diluents.
| 39.  The composition of Claim 38 comprising an anionic surfactant.
40.  The composition of Claim 39 wherein the anionic surfactant is sodium
laurylsulfate.
41.  The composition of any of Claims 38 to 40 comprising an acid.
42.  The composition of Claim 41 wherein the acid is citric acid.
43.  The composition of Claim 38 comprising mannitol.
44.  The composition of Claim 38 comprising microcrystalline cellulose.
45.  The composition of Claim 38 comprising hydroxypropylcellulose.
46.  The composition of Claim 38 comprising colloidal silicon dioxide.
47.  The composition of Claim 38 comprising croscarmellose sodium.

48.  The composition of Claim 38 comprising stearic acid.



43. The conposition of Caim 38 conprising mannitol.
44, The conposition of daim 38 conprising
wor@soesyst al | i ne cel lul ose. 45. The conposi t i BCT/US2004/030914

of Cl ai m 38 conprising hydroxypropyl cel | ul ose. 46. The
conposition of G aim 38 conprising colloidal silicon

di oxi de. 47. The conposition_gg.C ai m 38 conpri si ng
croscarnel |l ose sodium 48. The conposition of daim38
conprising stearic acid.-38- 49. The conposition of

48 | ] F |V
{2 [ 1 (3 ?hg%s%?m?lf%?%co (;)Sl nﬁ%ﬁ‘{ 9%@?%%3%§?9mme Form
IH-{[2 [12(3;5}1515ﬂna1aofm14eth{§1ﬂ>exﬁznlsipﬁxd$n -4-yl-1H-[1,2,3]triazol-4-y1]-pyridin-3-

ch] or gphenyl ) - met hanone
y¥} 82 chlorophenyl)‘-)meth}a/ngne



