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invention relates to crystalline forns of the conmpound
3-[5-(2- fluorophenyl)-[1, 2, 4] oxadi azol -3-yl]-benzoic
acid., pharmaceutical dosage fornms and conpositions
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United States Food and Drug Administration requires the identification and control of solid
forms, e.g., crystalline forms of each compound used in each drug product marketed in the
United States. Accordingly, new crystalline forms of 1,2,4-oxadiazole benzoic acids can

further the development of formulations for the treatment, prevention or management of



[1, 2, 4] oxadi azol -3-yl ] -benzoi c acid, which has the
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of 3-[5-(2-fluorophenyl)-[1,2, 4] oxadi azol -3-yl]-
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nonsense-mediated mRNA decay. In certain embodiments, the invention provides
methods of making, isolating and/or characterizing the crystalline forms of the invention.
The crystalline forms of the invention are useful as active pharmaceutical ingredients for

the preparation of formulations for use in animals or humans. Thus, the present invention
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i nvention disclosed herein. Applicants intend that the
speci fication and exanpl es be considered as

WaxRMIB3Y, but not limting in scope. [024] TRET/US2007/020633
crystalline fornms of the instant invention can be
characterized using Single Crystal Data, Powder X-Ray
Diffraction (PXRD), Differential Scanning Cal orinetry
(DSC), and Thernogravinetric Analysis (TGA). It is to
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XRPD pattern which is substantially simlar to the
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3-[5-(2-fluorophenyl)- [1, 2, 4] oxadi azol -3-yl ] -benzoic

acid are shown in FIG 2. A representative DSC
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sanpl e, as denonstrated in the representative FormA
DVS isothermin FIG 3. Accordingly, in certain
WeRBBMAt s, Form A is non-hygroscopic. [0321PRT/US2007/020633

representative 13C solid-state NVR spectrum of
3-[5-(2-fluorophenyl)- [1, 2, 4] oxadi azol -3-yl ] -benzoic
acid is provided in FIG 4. In certain enbodi nents,
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acid was found to be substantially non-hygroscopic. A
[030jon- hﬁgcmmmpmbodumend FommAi of 31-{33(2—ﬁbbmphmyl)a[1\/234]0&11@421201-3-

easo ncl udi r f.or processi ng and
y11-§5nBp B G RLS S B iy a1 SBHGAH o feen
pro&:@ﬁﬂé tzﬂ)erltlons In certain embodlmenﬁs Form A is Ph)éswallf' stable when stored

fluorophenyl)-[1,2 oxadl azo enzol c
for @dasds atase of morebfttbe fdlophysietaive husidityc(Rdi) watlitipnst53bt RH at

0 LIk B Ak G b Piapda¥ ol el oengmbagiments,

For@fA Wy@ﬁﬁﬂ’% EthGl@leEﬁtn%ﬂb@btsan‘i*tHéﬁt%d aﬂﬁfbuirﬁﬁtzh‘tr t€mperatures. In
processi ng, and stor age. Form B

othfzzemfbocianws; doup hPersmhySIQaﬂlﬂstdhlc)wadm almied:-}n ph¢ obmnmoifghe

foll%\ywl ggé{ltl{)ﬂse 1r'1:8 ?ﬁ*(@-‘f?ﬁz aé/ a %rp egf rer%?)grg ur<|: r}\r{ %Hforofjgrm for 2
daySal 59 (G ahb %Qﬂl‘éﬁiéﬁ‘dlﬁéthar{e]fOZZ dhpyagoazol - 3-yl ] - benzoi c

acid. In certain enbodi nents, Form B can be obtai ned
[03Hy cr ;thralA b at [Sf@-fluosenhenyl)-6 L2, 4dexadismels3-yl mehzalt agid was
imted..to t et r ahydr of ur
vl PR E by P coRRYT oIy Deredies of Feiyrg uptake
and&‘fdlﬁure rételd 38l a BT FreldGed l@Lﬂﬁldlt '(Kﬁt) Meke BthIREd upon cycling
di et et her, di oxane, water, i sobut yl ket one
bet\(ffmn@(/z andr@i%)RHeff hg makwnwn elp(akEKoas a Lttlf)d}é% bithe tatalmass of the

samﬁ@ %er% g]aieg ue glerrfeﬁsge&gqqg/ﬁ%lp r}\ﬁ\&flsotﬁerm ﬁ& 30 "

Accbididgl4] i@cedthiazalbodinidnlts, PFeRa Al & A&-HydiaseopR! vent in the
crystal lattice ip an anount_ whi ch depends upon one

[038r  norerepasantativnsCsalidrstate NMR spegtrumjofi 3-6(2-8uoropheny!l)-
C [
[1 2@%%%@440{]?' njg@&lzofc a%ﬁit ded@é?‘?gls 2 grgn%er%% gt]ﬂtjg&m%nfs Form
A of 13e[5-( (2nﬂ1mbp®ﬁyl)¥[®,t2m]B(dd?&olsﬁ)ly‘ll]ehiﬁnzolﬁ atidds chiaradtedized by >C
i ce ertaln enbodj nents, Form B is
CP/@%@ ﬁ?lldai;tﬁtfr‘ NVBes @RI Igparehet ans of more plthe fpllqwing ppproxinmte
certai n enbodi nents, the maxi nrum conbi ned nol ar
equi val ents of solvent per nol e of
3-[5-(2-fluorophenyl)-[1, 2, 4] o6xadi azol -



3 yl']-benzoic acid in a sanple of FormB is |ess than

6, less than 5, less than 4, less than 3, less than
WO 200888843 han 1.5, less than 1, |ess than 0.75PCT&§3007/020633

than 0.5, or less than 0.25 nolar equival ents.

Wthout intending to be limted by theory, it is

bel i eved that the characteristic -7 W 2008/ 039431

PCT/ US2007/ 020633 variably in the solvent content of
p051EOﬁ$nlB2 a1 1676, 13188, axi 9T76NgH 0lheh dxddrhalGerefhétag ko

whi ch_can accormodat e di f f er ent types and/ or anmounts

glyce &di70emPm.-and which permits the addition and/ or

enov -
0390l B ol Pk EirpalPPAREATE, LPAD-MBGOBREME Agragicol-3-

yl]- l’kmlzmcacrdeqammemlbsrabﬂn‘acﬁamtalsﬁw foathel pestssigtandAr manufacture of
fam |y of  c¢rystal for i n_enmbodi nents, Form

druggpipdudt cautaiNng, é@r@suumpaewwt,%mop«eqilmolfaogwuzow acid. For

exa@ﬁ?%ﬁs%ﬁ%ﬁhég?@gﬁ%@f ?@rtﬁm f& gf 3] [gF(g dﬁﬂ O@-Iegylg 24loxadiazol-3-

yl]- lamnzdlclamdri';w\al relatvéln highGnelling poing evtich i aﬁﬁhpdlftiﬂ’ﬁ l&h@racterlstlc
Form_ A o
for, guremsalias prcgssingandpanufpqturings Mereqvery i) cestain qrobpdiments, Form A

o B HHBORLA AT 65 Syl it
nond@gmscdpclc 1A noakygtost&pi® solidbfauin 1§&Ies?rahrecfoﬁb6aﬁet)2 Of feasons

i grees 20. It is understood by one of skill in the
mclaflpg, fohgramitlerfospogesHNg aad Alosee kanesmsa MokaHerd ivfertain
r
emiGRTEE LR 8 SISO Al AP SR AR sposc i vas
foumi‘nﬂoflies;)hl}'mczilbearmlashlehm@ﬂyGfab%RﬁHBnpﬂh&kﬁuzahﬂn, acr@ethad of particle size
present inventiqgn, Form B of ) )

redt{@tlps PEE qauéﬁa Wfﬂ)lmpmaré P&?Wdﬁ? Rbymeageyticpl watssials during
man%?dc%rl: rg&g lhg vgtq %}/ is characterized by an XRPD

patte ant i simlar to the pattern

4.4 pl al?edn BnofFB(BS (Z-flubnopiemy Bt [ib, 2ed bt inzi{3sy 1] -benzoiBacid

exhibits a XRPD pattern substantially simlar to the

[034]at t edmonk epbedimdni, thefprédenbinbetitiongbvibiéd the Fomh B @héthltform of
eak posjtiaons resulting fromthe presence or

5a@sfi ephenyhdéi4lpxadiazgl-wil kengpic\agide rin icprtain embpgisneats, Form
B cégﬁﬁéébﬁﬁneaca E%lsfa Hﬁﬁﬁﬁg&t\%}l ng{se s %ﬁ&cﬁ%é‘%upéot':% i to,

(second otto are cdrrpa e

tetre(}tydm)funaﬁ (BHF} h@:ﬁarfel, mopmp?l@ﬂ@dh)oi (IPA) ethyl acetate (EtOAc), acetic acid,
2, 4] oxadi azol -3-yl | -benzoic acid in FIG 8. In
- b%lr%csia , aFRSeRs; Aumithy! cthsrefligihbahef, dirgno, pater.aethyl isobutyl

e PD
ceRURRABRS! AN Sl RO opfie g g
[03ijhar adn eertt exmbodimeatsd i iaveftiohpF omBB@if 3-[5-(2-fluorophenyl)-
yl ]-benzoic

2- h | 1,2, 4 di |
lzaﬂ @diazyé A r‘?@é&%ﬁ@hﬁ% S%lvsnt]ig K 'rﬁﬁd%cwﬁw@ow& hich
dep&ti8\WBoh BndbGnoft ¢ éﬁdf{@ﬁs LREr gn&ftﬂﬁ? @Blt&ﬂ(}scg@{am 1on Jreatment,

sanpl e, presente ts two nmass
proaegeng, fornoulatiom smnhifassiriag @n stom‘geaﬂmcnrta&?/embodlmmmf aﬂe

. f t | f b t 25 C
inveFRg T Orme fas SHltena BB SR LA Ju SR AbodE R ER B i
esseﬂhal%bﬁb’é o%@ve@t itk %F}@ﬂ@la@ﬁé’ér Q§ E&P&fn Eﬁ%@é’i'rﬁeqtst ﬁétm&pﬁum

first mass | oss event resulted fromthe | oss’ of
con@medemlammlﬂ@dem@faOIWnbmrUMe of §45-42-fluatapheey])-Ein2i41dxediazol-

d nt d f h bl
5y BN T ool &Y ¥ B oot Ep 5L B i ST FRA 8% than 3
lessithihi X; 8ds8 Ghanhias, 1Esartnan’%1 Qéss Bhan[(R74, Zesk kA 009 R M8k thidn 0.25 molar

1,2, 4] oxadi azol - enzoic acid had formed. A DSC
equivRightso JY ﬁhﬁ%ﬂm@rrm%g gﬁd@erﬁrglt%%pthéoryprte%wleé@rl that the charggteristic
exhibits

-7.



-8 WD 2008/ 039431 PCT/ US2007/ 020633 a sharp
endot herm c event with a peak tenperature at about 243
We 2008889488 ponding to the nelt of the Form A sBBTUTAE020633
The DSC of this Form B sanple al so exhibits at | east
one other event at a tenperature bel ow about 220 C.
These thernmal data indicate that this sanple of Form
B of
vari@bly5n (12> foll vent oghenylf Fofrl Barispofranti the oxistdngd df-dlenico channel
whlagl d cont ai ned ter and/ or solvent in the crystal

C8 681 2agomerpdate diflRteniy PesnA(or AMENRES QfplENtaaRe) Which permits the
oGRS AT A EAR00 B30 8 Bu SR i, g geran

embdiments, nthe strdcairn oéﬁbmdBrreptmerms‘ the lbasis ft)t%ﬁhstd@ﬁu&thﬁl famlly of
char act er.i stl cs of Form B will exhibit

CYY%Q f{’E’PSn Ipertaniegibodisante YaRp el 4 desalyed solyate crystal form.
nbodl Sr<0 i ch
O3 e RELDRRPSY Fork B Bo1s0- el
[1 2@4<]hxztdlazo:h-3 )é];lbenzawtacai is peavidemisia RIGS §. O cédfih Ellneﬁdiﬁients Form
i nmes

A Oféyg Hl“%v aboﬂﬁéﬁrﬂqﬁe&dﬂaﬁg E3 e‘m%{p@%dﬂﬁé Hraglerizsy by XRPD
peakdRc&Bd Epénetd?‘?n@rg ‘39%}%&%%0@; ﬁ@gﬁlgﬁs.tﬁg&&m‘o& Pla(? about 14.1,

converted to Form A one e ment o
aboihlehitabont, 1 72 st ahoBt 3@\ ﬂr;dlegareem(i: it e wslesstdodAgcbrierod |§k111 m the art
out,, 0.1 nol ar, equi val en of IPA d about

that:?glllAegPs%gv&BFs\pgfi/é)ﬁtvsgtetsfarev\%{dg OpEsmOoY rémbql crysta attlce the lattlce will
sligBtly 5xﬂa?1d§ b%nﬂﬁ&efb)éhl}mg in %ﬂl@f%ﬁﬁﬁlw é)oglt%h]oﬁmﬂi[? hgaks In

acl d,” based upon analySis using
certsm@mlfqdon@nboﬂnhmMSsntoﬁvmuen; ForenB iob 13- Sa(2Hbhusrophedgh)pl e

I{)gapm%gf%séf%nzg plﬂfco sg?év?%% \ghltz 1sacrha1?a%gelr1\£gcll g}r) tam ())(fRPD pattern
sub§t§ntf§ll‘&%'irﬁﬂ£}q8 Ythe a{tﬂgmzdlﬁlﬂlgﬁqh 346}, 531% lé‘%% %Bbc%im%ﬁis Form B

is tefmed a nononydratée anot her
exhibits @ X R paaerﬁcsnhst&tmamsirmlamw the patismtdigddyed ibDFIGas bum

exhﬂ%té Igpng lasgi%ség %f#epfq%{&gég Beg]u Oy tegg%}aqgépo(t)raalbsence %?tspeciﬁc
solVeHR R GHbedtih Yheadi‘?zité/lzl%c@ycg% ?ép?éﬁ‘eﬁ‘t*ﬁﬁb'% Xi@lj FatRRRWE Form B

185 T. In certalin enbodi ments
(secohd freet @put@,bm@nm@hmaa@dd@‘p‘mthop)p@rs tﬁh@ -fu@mnphdnyl)-

f th t and/ or ter ip th
(12315l 3 hebeple 45 in Bl B o8l RrieBiehiy. Bprn B has o
XREDYatterth substhntiathyRirRildr 1y 8hé 8t 6R JHtheIXRY: ferﬂsQi& ed in FIG.
total quantity or identity of solvent and/or wat

8. the crystal lattice. In certaln enbodi nment s,

t f I
103008 o "R ek S SR et B Fo B o oo eRter -
[1,20f | o a0B 3 Wi d] bergzzsmdaid crpfaliSed FHAIALS ST h@xa% iR &te
as describéd supra, but with mnor peak shifting

showpiin FHg- 6.r Hrd Gﬁuthfrrmoemgf ihis FpuranB sarpplaptesentddde G 6,

/ :

o8 g0k KT L AP S0F U85 B Bak OSRRY TR/l Tl of

sampiAlpodHehfingdBormBoGk 2570 & dborOr16% 9, afRARE@Hd MR loss event
overlaid in FIG 8 secondfromtopto botto 391

commengietah ppow %88(3 yaggrmicrescopivsealeshthatithe ?rm rhass faps event
res %E;E‘lofrﬁr@ntl {)ilgent ot Wag:& ?xigpne%l%t F}%s?ﬁ tleﬁf; gema{r? 1.0 Qcond mass

i'S observe
loss&@@ﬁi/r@ﬁﬁtéa froﬁﬁﬁelﬂﬁlﬁ}ﬁiﬁd}ﬂﬂ@?@m BnRB®Dnamalsisadf thé‘lﬁsultmg
nvent FormB is |1y stabl e upon stor
subl}:r&pteéncbg%;gd that g]q)]tgm A ofp@f; (2- ﬁuor)(/)phenyl) [1,2 E]oxadlazol 3-y1] -benzoic
acid had formed. A DSC thermogram of this Form B sample, presented in FIG. 6, exhibits

-8-



of the following relative humdity (RH) conditions:
53% RH at 40 C, 75% RH at 40 C, and 50% RH at 60 C.

WP R0§0HM3 enbodi nents of the invention, Form BPFE/US2007/020633
substantially non-hygroscopic, as il I ustrated by the
representative FormB DVS isothermin FIG 7. In
ot her enbodi nents of the invention, Form B exhibited
partial conversion to Form A upon storage for 6 days

a shatp ¢ridetieanit dveonwinh a P&k tehipatatid aCaboun248 #&corresponding to the
diments of, the _invention, FormB is physically
mel§gg

@ oA e Fublignats- e Slag BRCAIf g Fare Busaple dehprhibits iﬁrheaSt one
L T
samplheysfi eaml B of t3afs-@- fidrroplsenyl) il 2ct6xudiakoli 3yl Jaenasioiaeidtcontained

watgk ior a0l e &y SabHeE s Doracapunief Heperighicvarer Andios solvent
| t
conlﬁi?g e‘f'ﬁ rt rl]eZS dgiﬁoéh?af ML grﬂeﬁéﬁh%g%ﬂz;ﬁ 4T<¥)!a81azol 3-yl]-

benwait amd h c‘&rth/bntdmddxsllméntkbfeth[e Gm&htlﬂﬁ theithiethaheliagadteristies of Form
s of treating,_ preventing and managi ng di seases

t
B Wgﬁ eQ}agg GPTRHR YataRan Jios XM, lpﬁee%@wpbggmntsaf the invention,
I
sl FURR B AR o8 s EeO8E Wall: 86 Ldtlen: donop exhibit a
substemtyal iTGA aviss lossoreDS@ ghdrmahT\&gt ?m\w about 220€¢. tBweh@eForm B
ffect nt of sol | orm.o
sub e ap by i en A A (RpLinTA] o i B . fosign forsbmgrtogherm i
afte?ﬂiedsag%%ﬂaﬂs cl) é}{ég t@?@ﬂﬁl i\ment, pr ovi ded herein are
net ho for t trea pr evention or management

[0385]f anyndns embedmfeat of the aﬁz%ﬁmbrah%rmm Bangpl@ &hch crystallized from
X hi |t| rerratur transl ation ternm nation and/or
qutd Ratalareduy ofdBAyand phoyJemalsn etHivalents of water per

mol‘é'o’f 833Q2iffuo ’enillg [?Qrdf oxaﬁ%z&hﬁ aocehzc?f: a&id pﬁagéé {1}%}1 591faly515

t he gene resultin
usirgpEGAfand H)&‘éM}H da spémﬁemabodmfnenh oﬂhﬁ}e mxdsntimmt a BoeBtsdimple

whith 305 St e Bl St AT PV GRRIEBRIEF unalent of 3-(5-

2- ﬂdo%ﬁieﬁ&l‘)-‘PTQ 4t]@)¥a|ﬂ]a‘%6f~3 9[] &B%l@ racﬂ‘?f]{%ﬁﬂ%fa AR AT d e "hother

decay aré found
emtfdivhers af KmthloﬁOzﬁ)BeIﬁIQB&aﬁlile whrch eds tivkteddgd vadiim drying at

B I T Y O
sub$Raétly andlyzed b? TG A GBRPHAL ?ﬁto‘%gﬁi R, rﬁfc%ﬁﬁlﬁceﬂ%ﬂoglments

its entiréty. 1042] Diseases I sorders associ
the {pinh Bcnhaainwlrusmmhadh bre ctebendeup\upoensthe qQuantitty arpi/@mﬂérurtg of the

o R, B OB L A T

exhfbliSR@afon GANGEIpectad RUbRI HHAMRRY i ﬁl@ﬁtﬂ? of %lbé&%ﬁd/or water in the
di sease, a collagen disease, diabetes,

crysial Uatti e glerrertain enebodisents eegaadlpssmftheeqmtxwearw@em;ty af solvent

R0 AR, Pl VRO RO o AL

chafkteeistid 6 orREB 4O Uescribyd §uil, Hus @3 eninbP sﬁﬂﬁﬁg 5ﬂ1§ing from
genetic diseases within the scope of t met hods of

diffensacss ity gwantion and/picidenfity obthe sahentand/ariweterd thegform B crystal
lattlgyﬁ;/ f{%@g%&ﬁgﬂzg %RI‘I? pgt?e%% ﬁ‘l%%t?atgnt yp%gk élhlftlng among)c’ertaln Form B

samples are overlaid in FIG. 8 (second from top to bottom).
[039] In certain embodiments of the invention, upon milling at ambient or sub-

ambient temperatures, conversion from Form B to Form A is observed. In other
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nmucopol ysaccharidosis (type | and I11), congenital

adrenal hypopl asi a, adenonmatous poliposis coli, Von
WHiZ#s*43andau Di sease, Menkes Syndrone, henopRCIT{US2(07/020633
henophilia B, collagen VII, Al agille Syndrone,

Townes- Brocks Syndrone, r habdoi d tunor, epidernolysis

bul l osa, Hurler's Syndrone, Coffin-Lowy Syndrone,

aniridia, Charcot- Maria-Tooth D sease, myotubul ar
embodopetthgf thxinentien Fwymtﬂlbmhasicﬂwwlhypo@@tbﬂagkﬁﬂ 6 days at one

of it Rl aie R an e hpi i REEon HPRRE Skl A P57 390 Syt 40 °C:
and 5899 Riak 6@d€nqne&fe|a§needlhﬁﬁélomm \f@r heF SRS ashanaly

deficiency, phenylketonuria, neuro omatosis 1,
nonfhegrastoic,asallusiateddy thé rdpedsertatiee BoraeBIREV S TsavherBdn F¥G. 7. In

di s ndr one He mansk ud| ak Syndrone
OGS TR BRINS ol PGS O™ B SABgp 10 PP TR0 1o Form A upon
stork@é’ for %‘a&i atQHégmmrpﬁtﬁ%Fgluaé 0L oth oh er embodlments of the

hypophosphat aem ¢ adreno odystrop gyrate
mv@ltmo,riﬁym Rispyoselle Btabllemd&m@memmmﬂne@ﬁdhﬁé&&ompressmn in

st oni te | nt.. por ria,
the BESRHER OB d BB TRl LD G feb! ather esﬁaoﬂsé’ea!sp theon
mvéa'n%ﬁ ap §rm B'i§ ﬁﬁﬁéa‘ll%kdb’l@@héy é]ﬁiﬂ'rféﬁ%r pél' idtht A Serature in a

deficiency, "giantism dwarfism ypot yro Ism
1:1 myxteret dfyrHoF elmdshqpteagl iy ptlmbembmq'tmeﬁmr éumsxsmnsofdﬁosma‘i;&) Form A

is o%g\{?&gﬂg sf:uHré/g}gtdIl: S the?freﬁt}gij 1so§ gtone or a H mlxture of

diox@haxhdwhekangi ect asi a, fam l'ial hyperchol esterol em a,
retinitis pignentosa, |ysosomal storage disease,
t 4ber oMkethadsafdises, Duchenne Muscul ar Dystrophy, and
Marfan Syndrome. [0441 In another enbodi ment, the
[04Qjenet iProddsEzseniase mathads of treating, piewedag and mafaging diseases or

. preferred ea’&gd ment, the autoi mune di sease is
discrgge e Brraea v s Bypprespiog Pgmema&rg tranglasiqn tegmigatigneand/or
nongé;)@é Tl @NARRE a&30 gL e%g@g#éﬁg%@%ﬁ?ﬁi&oqoza op%tlent in

| ood di sease. In a par |cu ar
needj ilwemd en eﬁfeﬂm&wﬂuulnt af asolMdformv\bF B ¢ 5+(2+flioch-pleemy - (t ype
123%] t ax §| an ct asia, b-thal assemi a or kidney
azo[ ABOIZOE e enbodi ment, the genetic

[04Hi Seasg ohé‘erﬁb&ﬁHeﬁQ ?fbvqjdea%?e@n aﬂer}n@tho&%f {HeWeBfment, prevention
enbodi ment, the collagen disease Is osteogenesi s

or rmampgermmt phany diséase Hos lssassociamekalth @ ganotxiebitiagiprahateet

t di sda 1 In_another ..
nangifet %H’lﬂ iog héﬁé‘ér?@isw@ehv SRV desan 15 e Eippgiment, the

disedeSig@8€,in bRrt Ao tRAfakk 68
Ui sease l?? B Chr tan - eﬁ%ﬁ%'&ﬂé’%&hgﬁsﬁﬁldg%dﬂmrﬁgﬁ{re stop

CodpTT m@sﬁ‘m;ag@mgg gep@adiich maanmhlbe ipremmasordi trepsiation teemination
and%err}etl c di s(glla%g ﬁ]ﬁ% gentral .nervous % di sea
e R AR MR A R SR A e B P e S3 G aranstation

termlﬁatﬁ)nrh@lufd? (ﬁ@ﬁ@ﬂ%-ﬁfedi\éféd%ﬁﬁ@s&ca} BreFouPint ) SUP&ENt Application
enbodi nent, the central nervous system di sease IS

Pubfcationgie 29@5@2@35325, titteks dMittheds Koy ddantifiing ShubRdoleeules That
Mo%ﬂ‘fgtg? mat}l ran{fﬂ%’d&nﬁ‘rﬁéﬁ%@ﬁ rmﬁiﬁoriég&s%q\gedl%d m%GX Decay,

whith Bah ra@alhsre(iﬂ,bm&reme iRafslehAg@n’ s di sease. [050]
| n anot her enbodi nent, the genetic disease is cancer.

(0431 o PRiseasesur sisordarpesapiaiad Withins apshewied by tbe seprsessvadt
pretﬂ&%eﬂ%@laﬁgx ?erm‘?ljﬁaltxlan aHE’/H} HOnsEMe%édlatgé gﬁﬁ@g lﬂi%cay 1ngl%1Eié, but are

not limited to: a genetic disease, cancer, an autoimmune disease, a blood disease, a

collagen disease, diabetes, a neurodegenerative disease, a proliferative disease, a
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bone, lung, colon, signoid, rectum stonach, prostate
breast, ovaries, k| dney, liver, pancreas, br
WORISU43E  heart or adrenals. The cancer can B€T1U52007/020633
primary or netastatic. Cancers include solid tunors,
hemat ol ogi cal cancers and ot her neoplasias. [051] In
anot her particul ar enbodi nent, the cancer is
associated with tunor suppressor genes (see e.g.
cardBavaseular diseast, a R@EnariidveGenanlibflathiatdry disehdeyorrcsnted] nervous
Proc. Natl. Acad. Sci. USA, 95: 15587-15591,
SyStR’EPrféseéfé al . 2000, Nature Medicine 6(12): 1335-1340.
uch tg
[04’|§]I o e?@?gc %Hﬁ’é?fc%&%fesgﬁﬂﬁﬁ tHe%Jl):s%d@f tthrtetrﬁ')'Ei?%f‘ﬁ’ite m%entron
incl@bK Rt arbiE0s linFEed tofiultiEle dndsf8ine he&itysid (yme h@ranrdc&)J anylyidosis,
err . nbo i ment . the tunor, su e is the
muggpg ysg%ﬁ%“ R Rd b EonarE A BLERPlnsth rdenomatars
polibbdis 8518 VAN pRaIL AN E DRRELR, MHﬁkésC@trﬁgomé hefrfdBhita A hemophilia
everal nonsense nutations in the p53 gene have béen

B, cotageni Vil cdllagdlesSyndragne, Tomass:Baoaks Szhdrom20th@abddid kahor)
00, Mol

epid%xaﬁgﬁsiiﬁ%giyg%% Hﬁlﬁgré% .Sglydromﬁﬂ%fﬁ%hégl'ryrﬁyg&ome aniridia, Clharcot-
Marg%i(l“é%zﬂlq?%?é:a%ﬁ,ilffgcfigbtﬁﬁr ﬁ#opat@g%gbln@mgﬁxégw gr}}é% -Hfked

FI nkel stei'n et al
chosdroylysplasia] X-la{eidyagammeagloblilinemia 988ycySlis kidaeptiaenss, spmal

mus%é ggltrégggl %mh%{%%%p&%po 1po§1gé§%?mL %gf@menase deficiency,
phe%ﬁké‘t&ur;ag %%I@ﬁbl%‘fﬁﬂé@?g ] %u@ﬁbrorﬂﬁggs 2|szhémg?*§‘agease Tay

é 3; Wang- Gohr ke et Oncol
Sachq dipeas&-Ra:tt S;mdupnetHearmanskyQQ@Jak]Sylﬁecpn@@chrmal dysp1a51a/skm

fragiliy Syncgte ey G BugkRofgro teqie 1ok s AapPlisppataenic,
adreh@%@ko@str@@ﬂyﬁ#zraté:\)@trdph?t atﬁérosclér%%@ seﬁ’.ﬁﬁ‘&@@r@?deaft&ess dystonia,

ut om ppon Ri
Denrs@(rmye gmgarrgernﬂttgn@gr@yga, @d)wdemlggsaseﬁh‘lcrlhtz-tmdmbtsm
ncer

bullﬁ & ?{é’%sogélls%%r?ége}?hgﬁ Cg‘lms S?{@%gmeprrgvaty_lg : dgficiency,
glarﬁﬁ{nl}iwﬁﬂﬁsﬁ) h%drl?x‘%ﬁhﬁ'h }%Jperthﬁa%m Q\@n& Bﬁég'i@t ParklRS& O liisease,

Oncol . 16 pell ey et al. Leukem a
Nle@@@) Pick’ lgeasq\,ﬁr Qysticd lbnosnar muscnwxﬂystﬂop@r/; lmaa@rdmdase kidney
30; . Hor 994

stong® R Elandecigsl, iy B parendieigiosemis A sigrasosaglysosomal

stor&%&(dr?éaséz%&ls seryYbsi0 DucBénn@ Musch B2 Bys t%lﬁ@g@&?Marfan Syndrome.
1):127-33; and | shioka et -12 WO 2 /0

[0444CT/ uézmh@mmmmt the goretic dBieasshie an Bilophypengdisease. Ina

A7 t he, di scl
prefe oo h S iy E S B T BN o T o B0 s host
disch§31 I n ot her enbodi nents, diseases to be treated,
revented or managed b adrrj ni sterin patient in
[045]ecd Amanaiber cabodiments tho achabslineasstis G%Mdr diseasg: nhngf particular

ernbg;c:il[nger{tzthf: ft)g)eardgse?&qurl:&1 O%h"xpgm i e Wll%%Panfi%bQél %elfﬁgylgzj? ataxia-

telaﬁ@éﬂm b-thalasienniaeskidhéyostessdr coma, myxosar cona,
posar comnn, chondr osar conma, osteogenlc sar conm,

[04@hor dé%notgﬁgﬁn@gﬂ@@ﬁﬂathe EeRESic iisepsssia g colegen disease. Ina
part| LR BARAUARAN 8L Bollacby HROAD: %nsés?%%%%g;rlhl%%ﬂfe&g%Pclrrhom.

sSynovi ong, NESO
[047]ei ompoazotherrembodivadrd oy geittic diseasedsdabetesr ci nona,

ancreati c, can er br east cancer ovarlan cancer,,
W“@r ost & anqtherEembodisaent, 1he genctic|diseaseds Ap inflamynatary diggase. Ina

partfcl% eRBBBiment, the inflammatory disease is arthritis.
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adenocar ci noma, sweat gland carcinoma, sebaceous gl and
carci noma, papillary carcinoma, papillary
WQaaRAsH3i nonas, cyst adenocar ci noma, medul | ar §CT/US2007/020633
car ci nonsg, bronchogenlc carci noma, renal cel
carci noma, hepatoma, bile duct carcinons,
chori ocarci nonma, sem noma, enbryonal carcinona,
Wl nms' tunor, cervical cancer, testicular tunor, |ung
[04%G ar ci hoarethes raibodinednt, theigenetiadiseaserimna coitend demvous system disease.
i thelial carcjino lioma, . astroc

car cj nona, , t ;
In of e boBER B R PP ER AV B R RlRAFgRaaEt Ve discate. Tn.a
partiS@RPEMbEdiRRNE Ql'i@centrgl ﬁk@@ét@g?steﬂmﬁ i 28510 Werosis, muscular
acoustic neuromm, oligodendfoglioma, nenangi ons,
dystrcmhanﬁnwennemusdailasdyemphyg Aﬂzheubd:réssdlsﬁaae Tay!Sacksodibaase) late

ut e ohl ast acut e

infap{ BB RE ol BPRarrns S ALINGES OSBRI o] bateast i o
[050]- el In AfkS ThibodiidHt Ghe E@’rﬁh@*&ks@a?ste'&ca{rﬁk’}(qm ?Pk r€

promyel ocytic | eukem'a, acute nonobl astic |edkem a,
embadimeant, the glatrhcloﬂselﬁkiemead hedikenki eye, slanfmouth, throat, esophagus, chest,

akar obI astic | eukem a,  acute el gnmonocyt i, .
bond. e PIAR: SIERPI: RS FIT TS RIPE aioa HEaTH avarigpugigney, iver,
pan&@%‘ brag, %Eétﬁ‘iteeﬁ’eahedi”ﬁ@f@nﬁl’s THE @AHcEr cAMR lﬁﬁﬂiﬂy‘br metastatlc
ukem &, chronic | ymphocytic |eukem a, hairy [

Canb@& keshidg, sobd turpdrs, hgineitolngichlancer Saal @hg neoplaslas son s

[051211rI ey &%ﬁoﬁhe?&&hgigain%gw ﬁﬁeegpn%?gg%esog%?eg V\llaltumor
supf@ﬁbf@&ﬁb‘(de@@'g CARRRSY bi. 2082, Lt GeEN A1 1S4y KRYers e al.1998,

conpoSitions and single unit dosage forms cohprising a
Proq dNaploAnatl. &ki. tUHRA,i 33V didb 8B1h 5 5D, Kangleaak@060) Naterk IMedicine 6(12):

15353 Seerudr YRRt Bt obRine 30k el BB T ARG A T
BRAGE BRXED MM, LY REUEDINIONGYENFo! WBr 106nd P

i nvention may surtable for oral, mucosal |nclud|ng
[0SHubl i hya aartlcu]lady (pmfgarrq:cb@nmdlmnmtsﬁie tumpr sm)grassﬂr)gene is the p53
L ncl udi i ntranmuscul a

e N GRERE S gt v e deriier BF i3s3 efhd SLRGHE Epen implicated

in cAdc@nSSieeMhonRhsd AMaths AARS gﬂs%ern@th'a&)@beeh]l@emm (see, e.g.,
2008/ 039431 PCT/ US2007/ 02063 Single unit

Ma&uldsatg@l-,ﬂaﬁw akhi § Rep Chudded. 8A(2:68- 790 Ohab bk, 3090, Mok Cells

108D, L B poaf oot BOLRYFoos VAR oD vARgu Zhone
Liu 27k 21(2):8 €480 Rinkk18{eirPéN43.C VOB, MADihgH. B@W.’ﬂeéfll Qia)r%/alﬁﬁ etal,
transder mal administration to a patient.

1998 dhis dispphiaghs. 14 PTI98 Kavpparae! addo$3%s Levk s @B(Z)HéS 26;

Rackg 0" 1608, Stnh pARY a5 R, SCRBERY B RRs L IFY kaf
76(3@@9%83%#001&1%&&”\!9% lCQﬁol/\Réﬂ S5YBFas- 8%@&% 1998 J
anot her wi | be readi |l Far ent to those skille

ReprafMaf 143(Bebl 9-27; é"anIRé'meﬁg 0kP94, PRampateledsi i kd43): 173- 8 ‘Hsieh e

| i sh 0
o PEERARS 1381 M Eon VRS R LD = oo BOREOT, 8 107, o
et allOSBFENTPPOAR i GHOPSI($ E): TI6E-8) FréBoey etCaéR[ 199, 3um J Hum Genet
exci pients or diluents. Suitable exci |ents are wel |

S6(IHIR % Hovh 8@ IR camort Skl S5 > IAJSEPRACH., 14A% Br J
Haeﬂf&'ﬁb’llﬁcgld)t ﬁﬁ@ G@E&{/@%tl 059931“'&1???%? ‘Heﬂ{a%lténc%f . 96(4):341-7;

erern ‘her” & par |cu ar exci
Lepslllﬂ}fcabzll £199%; Levicorip.B(8): 1342-9; Mdn@r@htaﬂnﬂ@%tll Cdai Oncol.

CSYRORLHeon oy daaA9% form depends on g variety ofp, oo,

Cancer Res. 83(12):1293-8; Davidoff et al., 1992, Oncogene. 7(1):127-33; and Ishioka et

-12-



including, but not Iimted to, the way in which the
dosage formw ||l be admnistered to a patient. For
waRaEBe3lor al dosage forms such as tablets maVCE/&SFQQWHZ“”
exci pients not suited for use in parenteral dosage
forms. The suitability of a particul ar excipient may
al so depend on the specific active ingredients in the
dosage form 5. EXAMPLES 5.1 Synthesis of solid forns
al., ¥99 1, Beoahiem3Biophs RésuOsmamnanyi7)3):901-6; the disclosures of which are
1,2 4onaa|azo -3-yll-benzoic acid [058] The
hereé)y[lgcc{rgorpqe S éﬁ'ﬁ‘?? yn their sntaeigdi azol - 3-yl | - benzoi c
[05?CI d B Bfillégémb&mn%h ehsdak %t@qreﬁ%ﬁt @'@?érﬁe&j&’.srﬁaﬂa%gg by
upra nay be crysta 1776d o recryst
administeeing o a pmeslt tronegd elhededﬂaa eﬁr’abm\d: dnaguis oDd sélieform of 3-[5-(2-

fuoggr bl 5 pRadigal o Pemic 4ei inchide ghut sz not opjiad o, soid
tumg}’%@r%ﬁ%l' &?mh%gi fibiRartolm; ig&xéé Eﬁphgi%g?on{a cl%on‘&l]rosarcoma,

oXadi azol enzol ¢ acl pro ned a

ostedeatic sdreanheherdoman angiosasdontd, bﬂ(ﬁﬂht&ﬁ)sﬁO@rﬁhAybthidgéﬁosarcoma,
s]. ow evagoratl on fro the ‘each one of the

lymgﬁf;nhgg%nﬁ@t %‘PS\‘}W HIO¥OFH» Pﬁs‘P el 1meb (RYERS S (UM% pr opy |
leiogl_y?%?l(:’(%??,?ﬂ%ordg P{rjmi %Bg)%r reihe %%&gatﬁzf(]anc% breast cancer,

ovagan chneers pmseweacmden squafruk oeli Caitmdrrﬁplbaselrﬁellaﬁﬁbmoma
soni ¢cat ed between al i quot additions -14 WD 2008/ 039431
ad ewrcum?ws@ﬁa@ capneraa,issbacepushlandyta¢inema, randlrycarcinoma,

papmaﬁI é&feﬁo&fﬁﬁ@ﬁgs %gﬁme%hgargmﬁﬁﬁl ey ?asrf:xltnUglge&oE c?ga?]lc

ua servat’i ution was ered t
carcandn® venal cé¢lt earcindine, }idphtomaedllsdﬂmﬂcm@mowaas chaldcarvfitbnia

RS S RTBEL A el B,
oSNNSy, PO g IR IER, g

astrﬁasmmE\mq:lhﬂlabiasmn{aOé‘x@ﬂJoﬁlmyngloma ependymoma Kaposi’s sarcoma,
yl ] -benzoi c

2-fl uoyophen 4] oxadi azol -
Pinclren. SO PR, HRHC TR CbEa B e genangioma,
mel&hofsd, %lehﬂo%?agtoﬁ% FeRinBbAstBhal zh?l Hﬁ ﬂijﬁ F}I rfRife 1 hoblastlc
the follo oy

evaporation from each one’ o wi ng solvents
leuksmis glevterlymplyatilastis B-delbletkemia; acdieniytriphallestioeF-cell feukemia, acute
' or mani de a

g B o S S 0 T S0 RO St
erytBrodeukefrd le@kemih, m&%egﬁﬁgbﬁlﬁﬁé ISTRERBN Ut el%nﬁﬁ’ib%‘tic

equi val ent sodi um chlori Sol ut1ons were prepare
leukemia, muﬂen@nb'mlﬂKbCMiC\lad@ma, asute wadiffesgrsiatedh larkdmia, chronic

R SRRSO S R, S
myélbhgOKEH & ON HaASsdrnidBRaR:iBN s ¥f ﬁz%ham&%@tﬁiﬁ%ne Bpﬁmwald et al.,
solution was filtered through a 2-m filter.

edsfppt@ﬁ&&%(d)ﬁtbtﬁadomﬁﬂlas al lowed to evaporate at a

ur e of 6 r850 in the cases of t-butanol
aﬁ' i the case of the t-

[OSaEte Q?hplagac:?“ é(iraﬁ:@rgpr%sdn%ragd sn¥1g e ur;?lt ciosa anfo?rgs com}.)rxslng a

compound of the invention, or a pharmaceutically acceptable polymorph, prodrug, salt,
solvate, hydrate, or clathrate thereof, are also encompassed by the invention. Individual
dosage forms of the invention may be suitable for oral, mucosal (including sublingual,
buccal, rectal, nasal, or vaginal), parenteral (including subcutaneous, intramuscular, bolus

injection, intraarterial, or intravenous), transdermal, or topical administration.
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i sol ated and characterized by XRPD as Form A. 5.1.1.3
Slurry Conversion [0611 Form B of the free acid of
WQ2pa/08%31 | yor ophenyl ) - [ 1, 2, 4] oxadi azol - 3- y| ] - PEERP07/020633
acid, obtained as described herein, was converted to
Form A by the nmethod of slurrying in the sol vent
system 1:1 di oxane:water. A slurry was prepared by
addi ng enough Form B solids to a given solvent so
[055]hat Sxngbs snis ddsags fomems ©f red sesnition Bleesuitalide foreoralanicoiud (e. g.,

d | | f 60.C.
nasilgbfingiay gl Bhoch of adalf pateniefaod tepapaptiuitavenous,
bolusiihjetdn, %raﬁﬂgcﬁgxa'b?ﬁftt%ﬁh@r?ﬂ) BYtr?ﬁﬁagl-r@aﬁ agﬁfdﬁtpatfghttg‘a%atlent.

m nor anount FormB. 5.1°1.4 Su
[056feat | Ahe [cOl&ﬁQsﬁm ishapeohind type of dosage forms of the invention will

typiGbayar S BeReTAEE OnBLEah TR H et waan WIFhoPEaRe desage
forn'fsoérﬁbrﬁgg%ed B tﬂ?trgvr@?nﬁoép&/mgf;&%% Et{d}ﬁ? rr%r%%%ﬂl%é 8@;8% Fh%dlly bfparent to

one exper i ment
those rsldélled wnathmm, Seere. @SR evningtomss Rlaarmgicaltidaiiitreend8 &b, Mack

e.ch terized by XRPD as Form A. | n anot her
PUbg(i}B PAF@P%‘S was nelted at 255 C, followed by

irec I -
T sl s

carriess, ex¢iplentstor diluevts  Sitableodxeipiaasian ywelRRDwasto Ehxrsmsléﬂledi im the

th t me|ted. at 255 C a
art G RB AT & TPy NG RGBIea OF S DISARE PO B B aded hercin
thﬁeroiwpaaﬁéumea%m sﬁeeblexfo%?fé’@p&%n&mmé\ h 8ut13ca1

Synt hesis of Form B | ow Evapor ati on
coniphsition or dosage form depends on a varlety of factors well known in the art

inclg@ka_b&%égl gr?urtgcgg)te g%/ l\wlééw%aél@)?%géa?fe lgxingvyhl l’% rpuzn?stgred toa
patiérity Forbtdnfe A8 doR4dP BrYsuch s f%qdi?% ?fcoﬁ‘tlcl&v!xc plents not suited

evaporation fromeach one of t oW ng Solvent s

for wseah parentedil wesdgg Iformish e saitabiliptdfyal paetiduydr ekeip@nemay Also
ti f .. . )
dep§Rt &t thS Spelific e gaTsdipnts i e dRshge SUBH- 3- y1 1 - benzoi ¢

aci d was %repared in the indicated sol vent and
i etween aliquot additions to assist in
di ssolution. Once a mxture reached conplete

[1.2{4]bxstimmd] Sexllsbemmvicvadd al | owed to evapor ate at a

058151 onre -G yepriebylh o piatfoziR irhenp bd produe

obtéil‘iéfitf?drﬂ 'tH@sthH’éQ@'d%c?%ed [SW }ndyrbecd?%tﬁﬂg&%%&gstalhzed in a

fl uor ophenyl)-[ 1,2, 4] oxadi azol enzoic
numipet of WWO Jicld tewetld ifornes crféhdwmxgmtdme Provii tiad lstﬂbwtaremeveral non-
I gas oLFa clean vial. The vial was filtered through
mi g)e)éa TIter covered with alum num foil perforated

w th pi nhol £49) hkdi€of P&¥ny@nt al |l owed to evaporate.
The solids that Torned were 1sol ated and characteri zed

by XRPD as For nd.B.1.D@&¥IH Eyarjoratienis illustrated in
[059'l]'abl eT%e(.% 5(?2)ﬂuorophen)211) §t oxa% 220 yﬂ%enzmc acid product

obtained as described herein was crystallized as Form A by the method of slow

evaporation from the each one of the following solvents: acetonitrile; -butanol; isopropyl
alcohol; and isopropyl ether. A solution of 3-[5-(2-fluorophenyl)-[1,2,4]oxadiazol-3-yl]-

benzoic acid was prepared in the indicated solvent and sonicated between aliquot additions |
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[0651 The 3-[5-(2-fluorophenyl)-[1,2,4]
oxadi azol - 3-yl ] -benzoi ¢ acid product obtained as
WP herein was crystallized as Form B by CTi52007/020633
nmet hod of fast evaporation fromeach one of the
foll owi ng sol vents or solvent systens: acetone, acetic
acid, 1-butyl acetate; dinethyl ether; THE and
di et hyl ether; dioxane; nethyl ethyl ketone;
to assist irodiegohation; d@l’&b faythixcge rdwl(iqd cangiles ell'issalldﬁbllne% Juidged by visual
(2.5:1); anpd dioxagne:water (3:2). Solutions were
obsexy oy Z.ha SPEJUPH avas pilfieeestirpugh P@%Hmcﬁlteéo IThe fiftered splufipn was
. o . i . .
0P8 FAAPGAIEH SBNEE e B s el hOBSp of (B3RS, ih v
coveted sothuumimumateil condgenk piythole@laThofisrls dait fermedtvige isolated

sol ution s filtered through a 0.2-mfilter. The
and charagterized byoKRPPs FRER Al | owed to evaporate at an

el evat ed tenper ag'm? Fﬁﬁm%g&%i"w al. The solids that |
formed were isol ate i zed by XRPD as Form
[06B. - 16he\B- [SGIQ&I@SQﬂﬂﬁylHJEQMWﬂ%;zG@@H&)enSOi& aidproduct A
Sl Co [ 066] For 0 )
obtaanﬁ%{?@ssqf%g @g%ﬂgw%s sry]ftil_,hz,eﬁ]?%m 4bythempthodipé fash praporation
ForBELch o YOG FSH S O s BBy GRAL B e .
butdhol; laonixnge sHtHiwnestliyd foracmiide amtwalter; Isdpudpyll ethegtaat @;miatude of -
ni fronmethane. I n_one enpodi nent, 3- i i
buta[né[:rvzt-ef (1p@riop Faioy l)mplf?ngwirgdmé&@ol and;| Mok eayivalent sodium
chichfy SHRFioR, el EEp PR AMnElealcarc o RhLorglvEab i and sonicated
betwdenediqdatysiditivas sodsgsnin dissslutivanmdneela mixprerettied cdmpbde

. d characterized XRPD F B (T 5.1.2, 4
disseRHPF. A Tl SrSH OB e PRtV Hltered throighi & 03-ym

- Irhs 61 = il [ = 3 - i @ or ;
e e SISO SRR ol & tat St apngl g cin
the EesoB-thytartvd and isgpopykbathar 81 £C sihtheensd of the £-pr opanol

(I t 60 f 1 day on an arbit shaker. The
butw%@r@&%ﬂ?}\'ﬁl@ﬁsw@% A BT wef g %935%}%1% fopied were
el RVARY: (I , the solvent was
ISOlédtgggrﬁ(?%@r%@téﬁg&é\%? gg Fé??% under nitrogen. XRPD

anal ysi s as fornd.B.1.3Shirl€oneémsibni n Table 4. 5.1.2.5

h nbqdi 0468 .
068 " ESFR T ERRERgRe o 215G esmnheng-Th2 yagionalst-o1-
benZ5it deill 28 Bine J@sﬁ%béﬁq&reiﬁ,llvvisrzdoﬁge):ﬂtéa t8 F%}br?ﬁteA‘n?f tf¥fmethod of

t et rahydr of uran/ heptane 1/°1 ( at a
slurtyengar the soleeritoystdm IdhgioxAde wated Aalurryt Was mepared byvadding
seeded with Form.A (1 and Form B..(,9 and .
enoGgiFoie spts Gt Btk SrBEARS By ST sEP S NP prefefe The mixture
wasaHeH 44iQRAllin RREALAvaBAEEmpRSnAE dL60 °C AXRF 2 AhiW, ENd BUds were
. the sanple a total of 7 days additional FormA was
isolatdd by vea oy jiltration ahe charagigrezed by >R PR @s Eamedh wish B@ni@or amount
fFSol ilfls were collected after slurrying at 50 C for one
° 8§§). " The solids that forned were isol ated and
characterized bysXRPPsablimafioh Bnd ¥iR3lnganal ysis is
illustrated in Table . [069 ] o .
[06%- [ 5- Form B ef ép{ﬁe(a;ﬂtyorqpilmylag[ b 4dnxadigrol3-yl]ibeperie a¢id, obtained
i R TY. AR B ressed in .
os 7 yfbol FRIVG, AT s L oy A B P2 o ROOTRRERn ahd heaing
In 08® kkptsinidmtFdror Beds weblinddsn|180-298 aagutdea vasivet, ifgre3h Bjhutes to

. XRPD as Form B. XRPD anal ysis is
yield white needles which were characterized by XRPD as Form A. In another

experiment, Form B was melted at 255 °C, followed by direct placement into liquid
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illustrated in Table 7. 5.2 Analytical Procedures

07%/ The follow ng nethods of solid-state analysis
brzﬁ H¥3dxanpl es of how the solid forms of  PCIT/US2007/020633
3-[5-(2-fluorophenyl)-[1,2,4] oxadi azol -3-yl]-benzoic
acid of the present invention may be characterized.
The specific nmethods descri bed bel ow were enpl oyed to
obtain the solid-state characterization data descri bed

nitrdgenéo picld drystailing @@8drB 9Ahjh \R@Tdhbﬁ@&ﬁiéd)ﬁjaKKPD & Borih A. In

X-ray Powder, Diffractio XRP 711 Ce t.ai n XRPD
anothergXpermeqis &Qr%br‘ﬁ’?ﬁ‘ﬁﬁléeqﬁg‘ i2Ag '92; itheRerPQ eﬁ@@v@@@@yleld
crys 1 Y maRRYOSHi cHiwak LRELAPES de%rby%f{pg agl‘-'oﬁ? A adiation.

e Instrunment is equl ppe l'ong tine focus
X—ray t ube.5.T2e $Swithesiobf Bgen Bnd anperage were set to

40 kV and 40 mA, _ respectively. The divergence and
scattering slitsd \]v@r]eg-@&t-ﬂ‘&ﬂ’lﬂ%d the receiving slit
o4 d
[0633’5‘5 ShE 395%- (%tﬂ]\ﬁr(gﬂﬁeoﬁ') &f ba 5)&31&% . ?Q'B%Hz&’@%mgg) Gfilcf

a Nal sci ete tor cont I nuous
obta:i;tmalras desc3ibet hereth waseystalliaed st Bgjn B rbgrthéZmEthbd o loROevaporation

was  used.. A i con ,standard zed to chec
from paehiqpef ¢ theﬁfrllo‘amggﬁeh@ms Sans, ABreDng STHEE cod i ethyl ketone,
A s@igdysed 4 -HGOI% b i)qg/27tg99ad(azo$3q'l mlceaild’@ﬁieprepared in

prepar ed f ana I acl ng m In a sa
the indicdted. so[v@ﬁt2a]nd@entcaued batRreEn ah@lqt sdditiors © gesistio rdmsdlutlon Once

usi n nel 3000 diff onet e ui pped with.a
o it foadhorbPranieic honl damaos v badrel o drgilich v
ﬁltegdatﬁﬂﬁlrgh fo. ﬂ-ﬁﬁr filRgalTht nRredabritioR R\?as %ﬁb&@& Eoeéba §1'a

adi ation at a resol uti on of ue
temparhtuaged HNC @OHPE mgbe vase of swthyl ethaerkétMleand a3\6almévered with

es tively. The ochromator slit was set at 5 mm
alu%‘;?u%’lrﬁon‘?ﬁ%n%ﬁwgngpl s di splayed from2.5-40 20. An

[ um . :
O B D (PO ART) 2 ARl nzoic acid
wastdnssniwedumdmmlmwalhlee dT Il sedgtiomapas| irm a eban EmthThe vial was filtered

capilla s nmoun to a ni r th

thro3gh B0 7 SBTeH W hii g P p WHIEPphEER) apfthe
solvdft ﬁlow@@l%’ 'e%ﬂo'reﬁ@ TR S0l I3 MR ESmite rv?er@%laygoe&ilxdf(ﬁﬁragggzed by

sec. Instrunment calibration was perfornmed using
XRBDIas Form Bef¥RBRewalysiandidlustratgdindlabied (R10On XRPD

patterns were colLl.ecied with a Bruker D8 Discover
di ffractometer a%a%gmgm%l Area Diffraction
[osﬁet ectﬁh@@ [SYQLRBroSHRRHR [ 19 4 oﬁdﬂ&zgpﬁ-yl]@%nk&% Iaeﬁrgro&iﬁ;am

a radiation was pro uce usi ng fine-focus
obtalnﬁﬁeasmgcrlw hezein way crystallizod ks Fomy Brby tbm metshoc of fastrevaporation
dou ho eci nen l,e
fror SN el AR e o SRR sy RRESHPR: Rt posfiE FBH Tshury
acet&@@%etlﬁ/l\étlﬁ@ol"lqﬁﬁﬁd dietHll etheA YedxaN@ RetHpleghy] RefRsi ti oN
the area of interest to intersect the incident beamin

mtr@mathgmﬁ, ot t@ebmeltlfeyone:riﬁblﬂma@f:e@ﬁ b)eand digsansceataed:2).

Im ze qientat eam

Solffou§ et b fdh LEE Mdiefed dthen? bl felvsms Sy At bMBealfbgoween

aliqheMidanng o assist ff digsohition. DRIt @ hilktudereackedl dogtplde dissdliGon, as
a H -Star area detector |ocated 15 cmfromthe
judged by visual observation, the solution was filtered through a 0.2-um filter. The filtered

solution was allowed to evaporate at an elevated temperature in an open vial. The solids

that formed were isolated and characterized by XRPD as Form B.
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san‘pl e and processed using GADDS. The intensity in the
imge of the diffraction pattern was inte
Wﬂ%?“ﬁﬁ”%%tep size of 0.04 20. The integrated Bﬁ?&’é?oﬂyoz“”
-18 WD 2008/ 039431 PCT/ US2007/ 020633 di spl ay
diffraction intensity as a function of 28. Prior to
the analysis a silicon standard was analyzed to
verify the Si 111 peak position. [074] Certain XRPD
files generated 5123 Shety ERRrsiont r unent s were
onvetedto zu.raw file using File NMnkey
1066]er s | 1 Ayofy 3 %gﬂgafgwr%w}) l[]agr“ﬂ‘?"]aé‘a%%@ Yldrll%é‘%}% agidygptained
i d%%?é’%%*?‘?gf oS RS Ferel by iR 485y in cach one of the
follpeing tsolvatits nazatis atitiel bm;yl aaemte; rahélmardnyetbefnea Ipeaketipodiment, 3-

(5-CaetloOBnbay P e lovidiaesl T ToeBRoIG AT 98 SRt on Abprbyohaker in
1-batgneaceg@et @3mi &t ik &msp@&tﬁa PGOPIRS. VBIP ﬂﬂé@gaygtﬁékoﬁv*b%t was

i mdzu XRD- 6000 "Basi c Process ver si on
remavgioyi pipette, dSad atdeclagactaized bp XRID at FoypaBt(@abis.5) The

background was sggtr ted to find the net, relative
intensity of the é_rb_lﬁ_m K al pha2
05 o ) T SO R S Sl P Do

obtdimftdeis_sie'sqnb‘ed theein, thcbwmd t®&F@rn2 BEbyflfean&glbn an orbit shaker in 1-
TSI AW G N L M
0.2 ﬁ?ﬁm rSnfdld di ne\fi%} N 13 G3129! @ SGL%IW\M{%%%M&PZ& the sample

sanpl e was placed into an um num
drietl medewsiigbgena CCRIP apdlysis es:ﬁmﬂdﬁ is 11]Ihﬂrqtmhnvhbleo4)v ered

with alid andéezcgi:g | !hesan‘plecellvvas
equi |l i brated at .26 r a nitrogen
[068ur g€ 3ts5-@- fmlr@pﬁe&%l}% @mgbﬁdla%el [1&ehbatah I‘df{mﬁg A HFEB) was

of 350 C. | ndium s used s the calbrat
slurgechimckamal tuiReyd dettabipidtofrpeheptemeel 1 42 enljtat tinbient ®ngpietatura for 1

oy TR e S s R AT s ABT B GTarBLP [ ehang

slurfiéd fd?%h raam%raha da§ Ot r WHECHRMEE 3XdifTBdl urenﬁ @a{m&%g waE3gkd.

sanpl e was placed in an al um num sanpl e
Aftérrshemtiegithie stmplelagtoGof U dauescaeidltiﬁhel Formn acway\ukie(i {30rsg) and the

enfMLIPREEE Bt Syt QEALED et HLL e
The@oh&‘i ﬁ%@fornﬂ@&jwet%' iWoRled Mhiverfadiseldas XRPDGAFolth & | RRPD

standards. 5.2.4 Dynam c Vapor Sorp i on/ Desor ption
analypv$s) 111[1161?5/t§=d iVbTailtlfuﬁe sorption/desorption data were

10680, o rofy G oRealbre b S B b vDaREeie i (DRMERSURED

QUANTIEYOFORM BY v ¥reds6d AL 7596 rélatme%ﬁﬂid{rﬁhi) 4(P4C ?&%ﬂiys The

interval s under a nitrogen purge. Sanples were not
solidy thatdfopnedwereo selata wad shar@ierizedthyi XRPI2as Ferm 8. WSBBDfapalysis is

. Lysi e less than 0.0100% -19 WO 2008/ 039431
il BI85 0653

5.2 Analytical Procedures

[070] The following methods of solid-state analysis provide examples of how the
solid forms of 3-[5-(2-fluorophenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid of the present
invention may be characterized. The specific methods described below were employed to

obtain the solid-state characterization data described herein.
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wei ght change in 5 mnutes, with a maxi num

equilibration tinme of 3 hours if the weight «criterion
W(Rgg‘)sf?é?“het. Data were not corrected for the PRT{SA}07/020633

noi sture content of the sanples. NaC and PVP were

used as calibration standards. 5.2.5 Karl Fischer (KF)

[078] Coul onetric Karl Fischer (KF) analysis for water

determi nation was performed using a Mettler Tol edo

DL39 Karl Fb.2dheK-taytRoxtder Diffppction (XREBDY 21 ng of

10780t o CAF A X AP AHANSES HHEPEHRRT AL R SR Fo04 SRDF6000 X-ray
powdier &i?ﬁée’cgéjrget%f’uﬁﬁg @gg(&lh%l?a‘?iloﬂt 8o ins?xnﬁleﬁfiggé&‘gﬁi@(gw}tﬂg%ng fine

trtrat y nea a generator elec

focrXdascmbe. Dhé tube Wyltedeamidrangieeige Gadre Sotitela0 kVind20ImA, >
12 + 2e. Three replicates were obtained to ensure
respeeshyelis uEpadivenggneesing seattesing shigevave setat tdbpyd the rekiving slit was

set 401 S AL TR0 B Fels Bt B S SHoBipieh Gickor. A .20
contiicRid sEM di BoAif (03 GERE.02OME PRSI i 5 {3 48° 50U ash8&d. I ilicon
col or canera for acquiring I'mages. | nmages are acquired

standgiidnyasSetyzeéditeacheeld theohistwareat alvgmsingnD4taSyée bolildetbddatie

une 9 5 S ted. The canera was whjte )
analy i R 51 GG 38 ShmpleR s hoperasd I ataban by placing
therAGHIH kdRfle Sideg @ 20x0.40 N. A [ong working distance

objective with crossed polars and first order red

[07%onpeksstaioy XRBRmphkysesaeere ppifomas usmgaan lnelv¥R 6300
. ot her coversl i, en aced over, the sanpl e,
diffagtameleypgpipp wiiad B3 @Wﬁfﬁéﬁ&%ﬂgf‘a@ﬂw)ﬁ%@%@rewmg 20range

' Ui L . .

of 15 94434 BB REDL Sl U 5 20

ThelVad €olR28hed wgmg@@eﬂ&@t toMeabeand Mrae trespeEipRPN aTIRE
Spectroscopy (13C CP/ MAS ssNVR) [080] Sanples were

monmchyparater b was sdtiatS by 1VRNE Jde tpateroopdisblpyqsfreani@gs-40° 26.
h [ \ . [ [ . S
An G smelf Ser WSSl ST Aot O PG were prepared for
anaFy@i's%?gfai:lQHg dRntOThid-3@118PL1ass capilRiiks CENMhHaBiIREy ¥admounted
.ts 0.0 d f 0.0 nd a

. egczi, an acquisition tine o 0 s, an
ontgpaenipaictopherdihalfis mpogived toperriuspisnog phting capillenytduringfdata

1.0 I | ect lLarizati.on was
ol e 35 e R A5 A r SHE 385 SR kAR RR S rformes
usirdSa dil®ndefepetiRk 8thndadl eus with a contact tine of 10.0
A magi c angl e spinning rate of 12000 Hz was used.

(078pect (HraieXER s irealkeodo i oBiykge Do Discosts. 5
iy by ORI Gl fted DU Mufoethg $6HTRuABDSY.

4.1.200 A [RMeAt bedth o B K cf Pt R SMsréuckd BsifiP 8 Finkifbcus tube (40
enbodi nents of the invention described hefein. Such

KV, duilaciiite] arigor, andadddnoddubleepicbotp askiettary A specingi of the
2008/ 039431 PCT/ US2007/ 020633 follow ng cl ai ns.
sampla WA RELES A GRS VRO BUPBTITI SR04t FigRR camera and

lasefRREd @8 pasitidH the afRVFidtbeith MeRER tREMBIdRNt beam in

i ncorporated by reference into the specification to
transiissivargeomgirant he weidefit raghwanstavnadutaloppoiiie ar@ntation statistics.
A bgaan%-%{?)tp Was u%‘&'i ?onrtnin?a?zlela?rastclat X flom thséeggildérllt %Lrln%t ﬁ)r\]zsgangles.

Diffraction patterns were collected using a Hi-Star area detector located 15 cm from the

sample and processed using GADDS. The intensity in the GADDS image of the

diffraction pattern was integrated using a step size of 0.04° 20. The integrated patterns
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individually indicated to be incorporated herein by
reference. 5.2.8 Single-Crystal X-ray Diffraction
WO@E8B[03%3tp| e Preparation [083] The crystal s uPfTUp&7/020633
for Form A structure determ nation were prepared by
sublimation of the Form A The crystals were renoved
fromthe cold finger after the sanple was heated
bet ween 155-206 C for approximtely 90 m nutes. (Table
dispBryEdiffenctiore mtaisjty af & 8bictibabi2@oPli@ab itlearaB8E]a Micon standard was
colorles needle of C15HO9FN203 havi ng appr oxi mat e
analyzeden yeRhisthe A1 (l)lhﬂe%kpoéltlfa x 0.03 nm was nounted on a
| ass r I
07 SEhRS P TR A IR AR ID Bl PRl biess pqnppged o
Shinkadzn adweffi e aging Xite Moﬂc’b@'ﬁars&n 20.4. ThbiShirisdzsappafievas

procpRsedi i Somedio XRISAUGTaraRn 2 &eso%ﬁa%%@%ﬁaqw% Bes aonk
posﬁQﬁs q;}ﬂgé:g;@ék rsﬁ%&%{;’?ﬁ&agg%e' rﬂf‘yg@@{n 186135‘!?1&%’ gf;] % 2ok Fgfntenéltg profile.

Paramratam tsddi inpeataseléctioh are shatva it tid loott alf vlraeh phtasiere det of the
east squares refine h the setti n , .,
dataarTglﬁégl QYIng PEAFSSTeR MeEYSed Math tSﬁ'én FR-600Q < BagpoProcess
nosai city from DENZO SCALEPACK
vers d&ezwéﬁiﬁggﬁn Z.; Mnor, W Methods Enzynol. 1997,

. Mootﬁ&é)wae/aﬁné)oaall pafigthgat i ng good crystal quality.
The space roup was determ ned by the program XPREP
kgroxmgewps pubtigpied xorfing theenemelatlvsmmrty pikBe ipagks;

Mty S G e B e e
k%e%@rate@"lgf &6 RIS ESYEHA) RS 5§%Hﬁ€eﬁ§tfr foe bl pEREHY. .
e space group was detern1ned to be P2I/n (no. 14)

[087] The dazad val ue of

O e AL T S 1) w}nﬁfa Sidrod s

Instiustetts iffetehtialScannih\@dloriéter MEXONOThR sEMPIWAS pldRA dnto an
276, 307). A total of 13862 reflections were

alurgig MRS € pan,and ke weighazguraigly eecardedudhe pan was eoverad thh alid
and et BPFRORI G st B 55 o hesled Gieip ileen
P“f%%@f?@% 8639 o5(sEEkS Pl RSEARMRL33h N EIRHAR! HeRf s used

as tHeQ@alibratios kiandatd, Rédonted teriferiBich aptsat Hinzyamsitioni&kima’ 76,
307) was apgl ied. Tr ansm ssion coefficient s ranged

from 0. 951 al
orre
10700 ¢ Thbohat ﬂ% s ichE e dimeld %sﬁﬁ'%n?%é?sgﬁ\
295®fheﬁnbgnamgmnmc ﬁmlymmEacli 9&1'@:13 V\'/I'd?@lefcled]ai arcwlaﬁmﬁmum eznﬁple pan and
efi ned i n_| east-squar es, i n absol u

insefjgd 189 the e &yapge: ecfpne%wefa(fgmequr@wt% s ml@emé heated
und%dﬁ{{g%%bas e%g of 96 SE/Hi [ﬁt uI; &¢d ffal t&ﬁpetrgiﬁreaé/fef%g@ NilRS and

Alumel™ were used as the calibration standards.

5.2.4 Dynamic Vapor Sorption/Desorption (DVS)
[077] Moisture sorption/desorption data were collected on a VTI SGA-100 Vapor

Sorption Analyzer. Sorption and desorption data were collected over a range of 5% to 95%
relative humidity (RH) at 10% RH intervals under a nitrogen purge. Samples were not

dried prior to analysis. Equilibrium criteria used for analysis were less than 0.0100%
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intensity. [090] Structure Solution and Refi nenent

g091] The structure was sol ved by direct nethods usi n/%
WapRagsdsH3tBurla, MC., et al., J. Appl. Cryst PCPHE§2007/020633

38, 381). The renmining atons were |ocated in

succeedi ng difference Fourier syntheses. Hydrogen

atons were included in the refinenment but restrained

toride on the atomto which they are bonded. The
weiglttcharigerie Swninutesf witle d maxiriurhlequitibration Itiesesaf Slypuas Fshdweight

A AT oS s Ry i G
samFifeQ- OROQRYIPvIRefeusEd Fs ce{hﬁgatf'c')ﬁ%%}l/dérds[ 094] Scattering

actors were taken fromt nternati onal Tables for
Crystal | ograpldy"KatlFiecheaiKbhal Tabl es for
yst a] | pgr aphy, . C | uwer. Academni Publ j shers:
1078507 ar SO He K e é,am_vt@yéfow%w tggmynagiog vegsperformed
3. (4 7 : : 0
usin advicutS) Tofchio DIB0IEREFI-GRE Litlol O RBpidx it} 21ig of saggple was
placed irethe dddtiirationcalssall cartainggRy dkatad t-al ouddmAID and mixed for 42 -
refl ections re used.in the calculatio The fi nal
50 sggrnds Qnsuredivgg tdfihﬁéP’E}H'@d’Wébe‘\/‘éWt%Ebén}%’F ggngrator
p a)’ <.
cleBOM GHRNGESEcd QAR AR EABEN, AL, D O T
replicates ivgine ebtaiand toreisgtetreprodyeibiditent factors of: [095] R
:Y_IF-FIég F, =.0.062 = WF. 2 - Fc2)2 /Y WF
23)2 1 = 0.18% eRrlcr The standard devi ati on
¢ an At . . ' _ . '
079, i FRASREAM R0 whbdrfoifled Iink G L ik ETILE00hARARE with a
TMB9 B dorgyoli8r mdhatedioniarhemari2iatP mecrpeake edpappal wWith gSpovihsight
-0.33 e/A3. [098] Cal cul ated X-ray ,Powd Diffractio
color ¢ppge Tphacagfrpe impge 5%9r5§§qltg?§dp@ﬁ,g b7V 566 saftware
vers P S U Bl B g, ZOPURBLI AL R RS PhPhhObalkbed prior
to ub¥. NStonyHedeereiobsereBarlh agsiredMsind\Nw L @e).4@N. A cldrg &lorking distance

.Institute for Materials Research and Testing, Berlin
objecHy e cressed nejars png figst oFder sedsAAPeRsIPTi SRles werg placed on a

o Tabet ‘ . .
R T S T N
obsérhed CSRhERade ags heatedh S hp hestage dvas salitgratRTERg [UIP melting point
Johnson, C. K ORTEPIII, Report ORNL-6895, Cak Ridge
Stanl@iiSonal Laboratory, TN, U.S.A. 1996, and OPTEP-3 for

W ndovs V 1585 . oS o
1937?\/\20’ 5%2;:_7 olfP8{adCTossPolarizelt

0

NugleaniiMbghétio/R esongne¢a Sypictros évgyridlC EPYMASHsNMRPacki ng

[08(5:1i agr %ra{gqu\egrv?ere prepared for solid-state NMR spectroscopy by packing them into
4 mm PENCIL type zirconia rotors. Scans were collected at ambient temperature with a
relaxation delay of 120.000 s, a pulse width of 2.2 ps (90.0 deg), an acquisition time of
0.030 s, and a spectral width of 44994.4 Hz (447.520 ppm). A total of 100 scans were
collected. Cross polarization was achieved with using '*C as the observed nucleus and 'H
as the decoupled nucleus with a contact time of 10.0 ms. A magic angle spinning rate of
12000 Hz was used. Spectra are externally referenced to glycine at 176.5 ppm.

[081] Those skilled in the art will recognize, or be able to ascertain using no more
than routine experimentation, many equivalents to the specific embodiments of the

invention described herein. Such equivalents are intended to be encompassed by the
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prepared usi ng CAMERON (Watkin, D. J. et al., CAMERON,
Chem cal Crystall ography Laboratory, Univers of
WRPBd243Exf ord, 1996) nodel i ng. [01021 Resul thﬁ/ﬁI§2007/020633
Di scussi on [01031 The nonoclinic cell paraneters and
cal cul ated volunme of Form A are: a = 24.2240(10) A b
= 3.74640(10) A c = 27.4678(13) A, a = 90.00, Q=
92.9938(15) 90.00, V= 2489.38(17) A3. The nol ecul ar
follcmiin. letaims. 284ubBeagions) patensrmhd patenBarfphivetiensnérsiontdiin this
nber of drug nol ecul as ric n|t
speq P AH SN CAPEEI A PaAbEAes [0 ThecaraD cat@ném@)same extent
o B G B Ay PRI iSh g SR RS Gng
indimduathindidated pabe inporpapatedheraiminr gfenéncehe cryst al dat a
and cryst ékggrhlc dat ol l ection paraneters are
provi ded as AR Sl LAXAQOB  fornmul a
[0823&%' ahisaABfh- BSpoRAse Oroup P 1 21/n 1 (No. 14) a, A
4.2240(10) b, A 3-74640(10) «c, A 27.4678(13) b, deg
[083]2. 993B¢ izaastals\;utlltxed 48Drash tf)ctuiZ dBtetmaiatipn grecnpr8pared by

4x .0
subligiy Sl By SR R & P oG LB o CO gy ader the
samgfé vzeﬁs%éaed bERRGNKSBAEOL fBf %ﬂﬂb)&ﬁla‘[él ' 9@ inRls Ig%@{

110 absorption correction app enpl I ca
Expenmﬁstai)33| on factors: mn, max 0.951 to 0. 997

ﬂlffrWnl us KappaCCD h, k, | range 0 to 28 O
[08 23 WD 2008/ 039431 PCT/ US2007/ 020633

08 I aR&10M&Y ndedi®o 1O BEFNRE M &t deYappfidmBte Fme iy AR R B4
108519 1,2 2IRIIRS nedioof O FINRA ghl{glar?g T S3( 02 X

0.13) %0 03 o5 wa2mouned Oﬁ’}l gldse fiberfin (rarfdoen-@fidr23tiod. Preliminary

examination and data collection were performed with Mo K, radiation (A = 0.71073 A) on

a Nonius KappaCCD diffractometer. Refinements were performed on an LINUX PC using
SHELX97 (Sheldrick, G. M. SHELXY97, A Program for Crystal Structure Refinement,
University of Gottingen, Germany, 1997).

[086] Cell constants and an orientation matrix for data collection were obtained from
least-squares refinement using the setting angles of 13862 reflections in the range 2° < <
24°. The refined mosaicity from DENZO/SCALEPACK (Otwinowski, Z.; Minor, W.
Methods Enzymol. 1997, 276, 307) was 0.33 ° indicating good crystal quality. The space
group was determined by the program XPREP (Bruker, XPREP in SHELXTL v. 6.12.,
Bruker AXS Inc., Madison, WI, USE, 2002). From the systematic presence of the
following conditions: 40! h + [ =2n; 0k0 k=2n, and from subsequent least-squares
refinement, the space group was determined to be P2,/n (no. 14).

[087] The data were collected to a maximum 26 value of 2469°, at a temperature of
150+ 1 K.

[088] Data Reduction

[089] Frames were integrated with DENZO-SMN (Otwinowski, Z.; Minor, W.
Methods Enzymol. 1997, 276, 307). A total of 13862 reflections were collected, of which

3201 were unique. Lorentz and polarization corrections were applied to the data. The

linear absorption coefficient is 0.110 mm™ for Mo K, radiation. An empirical absorption
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data collected 13862 wunique data 3201 Rint 0.101

data used in refinenent 3201 cutoff used in R-factor
WeaBMBABL ons FO2 >2. Gs(F 2) data with 1>2. 0sPEY/USyPE 020633

refined extinction coef 0.0046 nunber of variables

382 largest shift/esd in final cycle 0.00 R(Fo)

0.062 RWF 2) 0.152 goodness of fit 1.006 [01041 The

qual ity of the structure obtained is high to noderate,
corragtiannoinga3 @ALBY ACKe(OtRinew sk 20f MnddEW . Mer204s Erdaaall 1997, 276,

-val ues .ip _the.range .0.02 to 0.06 gre quoted for
307 S ang. MR e QiAo WRDY o A frgondary
: i : cku g
e e ort V85 D) iR NG SR TR Py o oP (P
Strusture Befinavsent,tUravetsityaof Gottihgay) Germaeyntl 99 )udlihietfinat coefficient,

refiy B TS LB BO16R Shsobe it g0 Pe i obRaerlent
refl&tiBHd @gﬁojvell:agwn hd %r%i‘ﬁé’m géc@or':ft)&he ]a%era%fgl? WRAOBE bhded on
t S a or two

uni own I'n contains a diner ecul es
inteasityanged to form a possi bl e hydrogen bond through the

dj acggt car og&l i C gglg groups. Since the acid
[09@roto L E’ 0 € the Fourier map it is

[09@?3 Eme‘éﬁctﬂﬁl V@&&bﬁ%d%%'l@%étﬁbdﬁ Lfsérggl‘g%@? BAY, gﬂb, etal,

ormA, viewed down’the crysta axr’s,
J. Apgl. €how2 006, 1, G81)0. THeGdD6ihinpwomi metelbeate KRRDcpatlingrdifference

f F A, .sh [ FIG 10, . ted fromthe )
Fougpr sypihesss) dPairogearoms ara a¢lpdecGindhe PemRuHiut simined e ride
on t%( %g tf@%mié‘lln thSRRR RAHIEET Phe QfuchRE Wab\rdfiifed ];in BulBmeatrld Sast-

‘ferences in intensities can arise from
squareebemimthiziog therfunttionn. Preferred orientation is the

tendency for crystals, usually plates or needles, to
[097! i gn €1 vigs|'Wi th sone degree of order. Preferred

orientation can affect peak intensities, but not peak

[09310Si t IThB Sveight wiRkdRYiReH sselr/pt‘té(F(,S + @9 BIP)T 4®.0000PH M here P =
2Ioca ion can arise fromthe fact that the
(F'edenidment al powder pattern was col |l ected at anbient

t , dth ingl.e crystal data cpl | ect ed
10947 oSt ey R 0y ¥ Sl TRrERe v ot o
CryStaid o apHs i nté i S Th1Es wdrysttmagfqlp&mgev& CYRIWN G- Académic
WO 2008/ 039431 PCT/ US2007/ 020633 abl e 1 shows the

Publipheesy: iReydnechts She Nethsdartlsnb192s Talles 486 Sandérbilr4) cOfithet3201
of. Form,A. .Tabl.e 1: Posjtion 2ar anet er,s_and. Ahei r :
refl@tipphiPd SRS TRl 6 Ao BraRh e > APl are yseg in
calc(()lfé(t)idﬁfg %3(2%% )t(Qal‘l;f 2886 1lecontBr&t Qied i8-tHe oH&14Dn. The final cycle of
refinement included 382 variable parameters and converged (largest parameter shift was
<0.01 times its estimated standard deviation) with unweighted and weighted agreement

factors of*

[095] R=Y|F,-F,|/TF, =0.062

[096] R, = \/(z wWF,? - F2Y [ wlF,? )2) =0.152

[097] The standard deviation of an observation of unit weight was 1.01. The highest
peak in the final difference Fourier had a height of 0.64 ¢/A>. The minimum negative peak
had a height of -0.33 e/A>.

[098] Calculated X-ray Powder Diffraction (XRPD) Pattern
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F(222) -0.20343(15) 0.7129(10) 0.06378(14) O. 0781(14)
0(13) 0.42977(13) 0.4875(8) -0.08927(11) 0.032
‘VQ(Q%%B*@112941(13) 0.4507(9) 0.12653(12) 0.048% ﬂ@%m”m”M33
0(151) 0.25519(13) 0.4795(9) 0.10765(12) 0.0382(10)
0(152) 0.29215(13) 0.2155(9) 0.17515(12) 0.0403(10)
0(251) 0.16226(13) 0.4813(9) 0.15012(12) 0.0385(10)
0(252) 0.19645(13) 0.1939(9) 0.21659(12) 0.0393(10)
[099( 11) AOcaBhbitdd XRPDOpHBLOWaY gerBradetBie ClidhdiatiORuS9gd PdwderCell

23 B S AR U RS e i o
o8 OSEI BB ORI 5 A3RRC o

spacg(gta@p, @nmomee(mﬁa)rametmq’mmbe sifiglo £B8RG( dat. 0. 0261( 14)
g 0. 5601(12)°0.09502(18) 0.0319( 15)
HIZJ2gaIamS) 0. 15580(17) 0. 0302( 15)

121 ";‘; 7 A (24
S By i e AT B
ORTERIZ Repors ORNI2 5825, Mk Ridlg) Nadod PaHgrayy, CTNM@’S(A.?IP% and

omépl%f%% Wbz 201, daustisst . 8%%‘%"% Sl 3. toms ar
errEE B ARRDREILY BPRmE sy SR Stk ver

prepatetaRjngdC RYERQN W Akid D 3. Ay, CC/QME(MIN BT heni0AArfydtallography

Labigisi Un'5180( O8ford. G870t 11990006038 17) 0’ 0275( 1)

155 7 0412( 11 o 10614(17) 0. 0291( 15
[OI%§ ke%”é%%%d%%%%”8”14212113 0. 057652173 0. ozgzglsg
[0103] 157)Th6 nRIO6IIHAY c€ll Bar8MeteR) ard. chRABIdI R lufle OBEG(I B)are: a =

242308057 h, b 5110 B h T 3 Ot g 3790 L) . =

223 3 96 W ;
90. (@(62%432@83%@2@(&4% Tgegfgog%e?ﬂlaggwm%ngs}%&g%g/o 06g1(d2Z 8 (where Z is

the @{rAR5 Jof dug8TRCEEs PerIBPAMES)C urit) wnﬁ(ng)m . c@kﬁ:e(a@d density (dcalc,

gcne:@zﬁ‘q)ﬂd %%?z% rl%*f C@VS@@@%@%OE{% (gi pwa ?ssd to be

2 ol
PG MEHEARI B Qi DA

crystallographic data collection parameters are provided as follows:

formula C15H9FN203
formula weight 284.25

space group P121/n1 (No. 14)
a, A 24.2240(10)

b, A 3.74640(10)

¢, A 27.4678(13)

b, deg 92.9938(15)

v, A3 2489.38(17)

Z 8

deatc, g cm™ 1.517

crystal dimensions, mm 0.44x0.13x0.03
temperature, K 150.

radiation (wavelength, A ) Mo K, (0.71073)
monochromator graphite

linear abs coef, mm™' 0.110

absorption correction applied empirical
transmission factors: min, max 0.951 to 0.997
diffractometer Nonius KappaCCD

h, k, | range

223 -
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C(254) 0.0919(2) 0.0940(11) 0.25087(17) 0.0296(15)
C(255) 0.0389(2) 0.0335(11) 0.26491(17) 0.0300 %1%
WeesgB43h 0064(2) 0.1185(12) 0.23430(17) 0.0389TAS3007/020633
C(257) 0.1559(2) 0.3165(12) 0.18902(17) 0.0305(15)
H(123) 0.371 1.050 -0.241 0.048 H(124) 0.278 1.217
-0.238 0.050 H(125) 0.232 1.123 -0.166 0.049 H(126)
0.278 0.862 -0.099 0.042 H(151) 0.227 0.491 0.125
2qrange,08g H(152) 0.318 0.473 0.041 0.03145-#4.8%4) 0. 389
mosaidity)@&g 0. 163 0. 033 H(155) 0.471 -0. @® 0. 123 0. 035
progralsisé) 0.475 0.103 0.041 0.035 H(2ZHEERXTR20 0. 975
Foo -0-020 0.077 -25 WD 2008/ 039431 PCT/|ygg@07/ 020633
Welgh 24) -0.151 1.094 - o 074 0.082 H(225) -0.061 0.969

T s s S A

H(255) 0.033 -0.068 0.296 0 H(256) -0.043
umqu 9<§a74 0.244 0.039  H(25A) 0.060 0.4430b. 144 0.035 Ueg
Rim = (1/3)E,E U.,ja ;a ;ai.aj Hydrogerd. laﬁlorrs are
datauz’;edcihmfmmentcal cul ation of structure&20actors but not
cutoff uedd indtifatatlcelclatifeak Positions of FQR.G(FFpm
datawﬁaljsybg(q)ed XRPD Pattern Generated frgmpSingle Crystal

reﬁnecpéhﬁlcP%b&éfon (20) d-spacing I/lo 04@(7415 18.63 3. 24

numbét ? 20.99 6.44 13.72 4.46 30 12.10 6.46
larges g% ﬁ%y%? 10.51 8.41 1.90 ]3?0027 7.85 6.14
R(F,) =7 0.062
RW(FS%) 0.152
goodness of fit 1.006

[0104] The quality of the structure obtained is high to moderate, as indicated by the
R-value of 0.062 (6.2%). Usually R-values in the range of 0.02 to 0.06 are quoted for the
most reliably determined structures. While the quality of the crystal structure is slightly
outside the accepted range for most reliably determined structures, the data is of sufficient
quality to ensure to location of the atomic positions in the molecular structure is correct.
[0105] An ORTEP drawing of Form A is shown in FIG. 11. The asymmetric unit
shown in contains a dimer of two molecules arranged to form a possible hydrogen bond
through the adjacent carboxylic acid groups. Since the acid protons were not located from
the Fourier map it is assumed the molecules are neutral. A packing diagram of Form A,
viewed down the crystallographic b axis, is shown in FIG. 9.

[0106] The simulated XRPD pattern of Form A, shown in FIG. 10, was generated
from the single crystal data, and is in good agreement with the experimental XRPD pattern
of Form A (see, e.g., FIG. 1). Differences in intensities can arise from preferred
orientation. Preferred orientation is the tendency for crystals, usually plates or needles, to
align themselves with some degree of order. Preferred orientation can affect peak
intensities, but not peak positions, in XRPD patterns. Slight shifts in peak location can
arise from the fact that the experimental powder pattern was collected at ambient
temperature, and the single crystal data was collected at 150 K. Low temperatures are used

in single crystal analysis to improve the quality of the structure.

=24 -



12.90 6.86 15.05 14.25 6.21 100.00 14.50 6.10 8 25
14.64 6.05 75.70 15.17 5.84 65.12 15.69 5.64 4
WOR0B3%343 g 61 16.37 5.41 8.11 16.74 5.29 EET@§2m”m””33

18.44 4.81 2.04 18.78 4.72 3.13 19.04 4.66 4.05
19.07 4.65 3.81 19.40 4.57 2.85 20.03 4.43 11.28
20.06 4.42 5.41 20.30 4.37 1.92 20.39 4.35 10.87
21.11 4.20 21.30 21.20 4.19 7.07 22.03 4.03 4.07
2Pabbed] Shdd the Trdctichal 4tomic Eebrdindts fotIhSasythmedrid uﬁrﬂr of Féitn A.
WO 2008/ 039431 PCT/ US2007/ 020633 23.95 3. 71 9.

Table 3y PysitigpngbParametersandsFhejr @ytuggt@gStagQalglngwgtIomfogj‘ orm A
24.84 3.58 3.05 24.86 3.58 8.00 24.94 3.57 7.15

2%t 3. 56%2, 17 25.%% 3.56 2.09 z25. 13 3.54(A0. 36

SE(122) 3 284319872 655(8) -0.17546(10) 0.0487(10)
F(222) -0 20343(15) 0.7129(10) 0.06378(14) 0.0781(14)
0(13) 0.42977(13) 0.4875(8) -0.08927(11) 0.0324(10)
0(23) -0.12941(13) 0.4507(9) 0.12653(12) 0.0402(10)
o(151) 0.25519(13) 0.4795(9) 0.10765(12) 0.0382(10)
0(152) 0.29215(13) 0.2155(9) 0.17515(12) 0.0403(10)
0@51) 0.16226(13) 0.4813(9) 0.15012(12) 0.0385(10)
0(252) 0.19645(13) 0.1939(9) 0.21659(12) 0.0393(10)
N(11) 0.35817(15) 0.5856(9) -0.04386(14) 0.0279(10)
N(14) 0.44373(16) 0.3409(10) -0.04263(14) 0.0327(12)
NCI) -0.04134(16) 0.5165(9) 0.11065(14) 0.0305(12)
N(24) -0.09772(17) 0.3201(11) 0.16787(15) 0.0388(14)
C(12) 0.37827(18) 0.6256(11) -0.08637(17) 0.0266(14)
C(15) 0.40019(19) 0.4091(11) -0.01823(17) 0.0261(14)
C(22) -0.0926(2) 0.5601(12) 0.09502(18) 0.0319(15)
C(25) -0.0471(2) 0.3690(11) 0.15580(17) 0.0302(15)
c(121) 0.35225(19) 0.7961(11) -0.12930(17) 0.0291(14)
C(122) 0.3784(2) 0.8567(12) -0.17244(18) 0.0345(15)
C(123) 0.3519(2) 1.0117(12) -0.21257(19) 0.0407(17)
C(124) 0.2973(2) 1.1101(13) -0.21014(19) 0.0416(17)
C(125) 0.2694(2) 1.0543(12) -0.1677(2) 0.0409(17)
C(126) 0.2966(2) 0.8996(12) -0.12784(18) 0.0349(15)
c(151) 0.39702(19) 0.3013(11) 0.03319(16) 0.0260(14)
C(152) 0.34897(19) 0.3623(11) 0.05704(16) 0.0261(15)
C(153) 0.34631(18) 0.2594(11) 0.10554(16) 0.0253(14)
C(154) 0.39150(19) 0.0970(11) 0.13029(17) 0.0279(14)
C(155) 0.43977(19) 0.0412(11) 0.10614(17) 0.0291(15)
C(156) 0.44250(19) 0.1421(11) 0.05765(17) 0.0292(15)
C(157) 0.2955(2) 0.3188(12) 0.13209(18) 0.0312(15)
c(221) -0.1109(2) 0.7083(12) 0.04727(19) 0.0388(17)
C(222) -0.1643(3) 0.7823(15) 0.0331(2) 0.053(2)
C(223) -0.1825(3) 0.9272(15) -0.0122(3) 0.064(2)
C(224) -0.1415(4) 0.9930(16) -0.0433(3) 0.068(3)
C(225) -0.0870(3) 0.9202(15) -0.0316(2) 0.066(2)
C(226) -0.0678(3) 0.7766(12) 0.01365(17) 0.0543(19)
C(251) 0.00110(19) 0.2695(11) 0.18877(17) 0.0300(15)
C(252) 0.05426(19) 0.3352(11) 0.17481(17) 0.0289(15)
C(253) 0.09949(19) 0.2449(11) 0.20524(17) 0.0277(15)
C(254) 0.0919(2) 0.0940(11) 0.25087(17) 0.0296(15)
C(255) 0.0389(2) 0.0335(11) 0.26491(17) 0.0300(15)
C(256) -0.0064(2) 0.1185(12) 0.23430(17) 0.0322(15)
C(257) 0.1559(2) 0.3165(12) 0.18902(17) 0.0305(15)
H(123) 0.371 1.050 -0.241 0.048
H(124) 0.278 1217 -0.238 0.050
H(125) 0.232 1.123 -0.166 0.049
H(126) 0.278 0.862 -0.099 0.042
H(151) 0.227 0.491 0.125 0.057
H(152) 0.318 0.473 0.041 0.031
H(154) 0.389 0.025 0.163 0.033
H(155) 0.471 -0.066 0.123 0.035
H(156) 0.475 0.103 0.041 0.035
H(223)  -0.220 0.975 -0.020 0.077
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gg.;g 2.45 3.04 25.87 3.44 25.14 26.02 3.42 15.19
. .40 3.41 26.48 3.36 10.64 26.87 3.31 3.11
WORI@P3x38o 5 65 27.08 3.29 5.60 27.10 3.29 BGT/P$H2007/020633

27.16 3.28 93.68 27.26 3.27 82.52 27.45 3.25 4.42
27.92 3.19 5.61 28.05 3.18 3.96 28.20 3.16 59.41
28.28 3.15 3.04 28.53 3.13 6.29 28.83 3.09 13.36
28.93 3.08 15.74 28.96 3.08 6.42 29.05 3.07 3.93
29248 3. @652, 42 29.RWA3. 05 2. 1007909 42 3. @88D 64
29252 3. 6062 19  29.%%93. 02 15.8855 29.94 204802 66
IRBO 2. 838, 98  30. %892 94 1.68%%130. 58 2. .21
22 2. 9929 79 30.9%32. 89 1. 0%2%R1. 07 2. &8°% 23
§ﬂ§%§ 2.éb€1.65 31. 3542 84 2. 647731, 97 2. §332. 16
3:?((25 2. 7-%-?‘())4 99 0.074 0.244 0.039
H(25A) 0.060 0.443 0.144 0.035

Ueq = (1/3)2‘2;] Uija‘;a'jai.aj
Hydrogen atoms are included in calculation of structure factors but not refined

Table 2: Peak Positions of Form A from Calculated XRPD Pattern Generated from Single
Crystal Data

Position (°20)" d-spacing I/1o°
4.74 18.63 324
499 17.69 20.99
6.44 13.72 4.46
7.30 12.10 6.46
10.15 8.70 3247
10.51 841 1.90
11.27 7.85 6.14
11.59 7.63 13.97
12.90 6.86 15.05
14.25 6.21 100.00
14.50 6.10 8.25
14.64 6.05 75.70
15.17 5.84 65.12
15.69 5.64 47.56
16.31 5.43 8.61
16.37 541 8.11
16.74 5.29 14.82
18.44 481 2.04
18.78 4.72 3.13
19.04 4.66 4.05
19.07 4.65 3.81
19.40 4.57 2.85
20.03 443 11.28
20.06 4.42 541
20.30 437 1.92
20.39 435 10.87
21.11 4.20 21.30
21.20 4.19 7.07
22.03 4.03 4.07
22.64 3.92 4,72
23.16 3.84 4,71
23.86 373 2.64
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32.65 2.74 1.23 71 -27 WD 2008/ 039431

PCT/ US2007/ 020633 32.88 2.72 1.02 33.13 2.70
WQ0PPIWY0 4.30 33.40 2.68 2.97 33.64 2.66 2%@52007/020633

33.90 2.64 1.46 34.25 2.62 2.54 34.74 2.58 1.40

35.18 2.55 1.60 35.59 2.52 1.21 35.96 2.50 1.50

36.64 2.45 7.44 a. 1/10 = relative intensity b. Peaks

having 1/10 = relative intensity Il ess than | and peak

posi ta3ens greater| than 3616 020 jare neys di spljayed
Tabl e2421 Peak Posj tions3gh Form A Experiunent al XRPD
Pat t eqap7Posi t1 on |(20)8 dgspacing| I T/ 4.96 17.79
59 4 746939 13.83 52 4 3@;10 8. 75 417538 11|54 7.66
T44 Tl g4 1262 7. Ol I0T §s312. 8T [6. 9T gg& 25 |13.92
6.36 k%¢ 14 14716 ©. 253437 94 [14.554F, 08 621 46
14788,,%9,95 379 28 i5.u3§578?—t36ﬁ_1061516—5€ 5.68 223
pﬁ’n5'44ﬂ§88 2% $36§1 5-38 4GF2£V 18774 4.73

52 4:§iﬁ.v4 4668846 3%6L8 460115 558 1994 4. 45
24815 '

25.13 3.54 10.36

25.61 3.48 1.67

25.79 3.45 3.04

25.87 3.44 25.14

26.02 3.42 15.19

26.20 3.40 3.41

26.48 3.36 10.64

26.87 3.31 3.11

26.87 3.32 5.65

27.08 3.29 5.60

27.10 3.29 33.71

27.16 3.28 93.68

27.26 3.27 82.52

27.45 3.25 4.42

27.92 3.19 5.61

28.05 3.18 3.96

28.20 3.16 59.41

28.28 3.15 3.04

28.53 3.13 6.29

28.83 3.09 13.36

28.93 3.08 15.74

28.96 3.08 6.42

29.05 3.07 3.93

29.18 ~ 3.06 2.42

29.24 3.05 2.10

29.42 3.03 2.64

29.52 3.02 2.19

29.57 3.02 15.65

29.94 2.98 2.66

30.00 2.98 4.98

3043 2.94 1.68

30.58 2.92 1.21

30.79 2.90 1.79

30.93 2.89 1.07

31.07 2.88 3.23

31.18 2.87 7.65

31.42 2.84 2.68

31.97 2.80 2.16

32.46 2.76 1.99

32.65 2.74 1.23
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20.27 4.38 240 18 20.74 4.28 131 10 20.97 4.23 602

44 21.22 4.18 126 9 21.93 4.05 44 3 22.58 3.93 60 4
WOR0EP331300 88 6 23.00 3.86 146 11 23.79 3. 7RCTH$2003/020633

24.14 3.68 161 12 24.46 3.64 61 4 25.44 3.50 104 8

25.64 3.47 87 6

26.07 3.42 111 8 26.34 3.38 100 7
27.06 3.29 55 4 27.79 3.21 173 13

-28 WD 2008/ 039

431

PCT/ US2007/ 020633
26.74 3.33 559 41
28.42 3.14 154 11

29. 09823807 63 5 [30.48 2793 55 4 a. 1620 = nelative
i nterssiigy b. Bol d denot egocharact eri stge peak set (no
peaksszwpt hin 0.2 1020 rehadi ve tol PTC 424 Formm B files
169493,40172972, 172173, 26370901, 169284; and|168717.
rabl &34, Peak POS T1ONs,@f Form[B XHPy%yatte n (file
1b94ggb0H03|t|on (UAU)dzgispaCIﬁ@ 1 ih& 6714 14. 38
737 149559 13- 062 386 35,4596 1270 513 792 11. 16
i +0—7F8—-8—20—163 33 24471t e 6—42.61 7.01
1631 | 4288687 41411352654 2{«:? 23
1877 ' 2557 i .60

35.59 2.52 1.21

35.96 2.50 1.50

36.64 2.45 7.44

=

I/1, = relative intensity

Table 3: Peak Positions of Form A Experimental XRPD Pattern

Peaks having V1, = relative intensity less than 1 and peak positions greater than 36.6 °26 are not displayed

Position (°26)* d-spacing | I/Io®
4.96 17.79 59 4
6.39 13.83 52 4
10.10 8.75 417 31
11.54 7.66 144 11
12.62 7.01 101 7
12.81 6.91 341 25
13.92 6.36 197 14
14.16 6.25 737 54
14.55 6.08 621 46
14.88 5.95 379 28
15.07 5.87 1364 100
15.58 5.68 223 16
16.27 5.44 288 21
16.61 533 405 30
18.74 4.73 52 4
18.94 4.68 84 6
19.28 4.60 115 8
19.94 4.45 248 18
20.27 4.38 240 18
20.74 4.28 131 10
20.97 4.23 602 44
21.22 4.18 126 9
21.93 4.05 44 3
22.58 3.93 60 4
22.80 3.90 88 6
23.00 3.86 146 11
23.79 3.74 173 13
24.14 3.68 161 12
24.46 3.64 61 4
25.44 3.50 104 8
25.64 3.47 87 6
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13.78 6.42 351 31 13.97 6.33 1115 100 14.30 6.19 35
3 15.46 5.73 46 4 15.68 5.65 227 20 15.89 5.57 754
WR3u882433 5 42 204 18 16.76 5.29 105 9 17. 08CHUHY07/020633
485 43 20.10 4.41 603 54 21.03 4.22 110 10 23.34
3.81 42 4 23.86 3.73 199 18 24.18 3.68 294 26 24.42
3.64 120 11 24.64 3.61 49 4 26.62 3.35 121 11 26.96
3.30 134 12 27.29 3.27 949 85 27.64 3.22 155 14
27.96269719 93 8 28.81 340 101 9 31105 2.88 55 3B
32. 38262476 43 4 32.58 2385 39 3| 36.20 2.48/ 89 87-29
WO 208374039431 PCJ/ US2003(33020633| 37. 839 2. 38] 38 341
38.28270635 53 5 $8.44 2314 83 7| 39. 1 2.30[ 45 44 a.
1710 mferati ve 1t ensi (35 b. BOld JERPT €S 13
charagggristic pegak Set gpnpared|to FQEAT A |abie]$.
Peak ml tTons of [Form Eg 7sn| ey ) xgPDPartern

1l > Fad A-2).

\|||e3 8717 r’u:nuuni,éau) d=spaci g i 642

B I e e

b.  Bold denotes characteristic peak set (no peaks within 0.2 °26 relative to PTC124 Form B files 169490, 172972, 172173,
170901, 169284, and 168717.

Table 4. Peak Positions of Form B XRPD Pattern (file 169490)

Position (°20)° d-spacing I 1/lo®
6.14 14.38 73 7
6.39 13.82 386 35
6.96 12.70 57 5
7.92 11.16 171 15
10.78 8.20 163 15
12.44 7.11 66 6
12.61 7.01 163 15
12.88 6.87 41 4
13.52 6.54 261 23
13.78 6.42 351 31
13.97 6.33 1115 100
14.30 6.19 35 3
15.46 5.73 46 4
15.68 5.65 227 20
15.89 5.57 754 68
16.33 542 204 18
16.76 5.29 105 9
17.03 5.20 485 43
20.10 441 603 54
21.03 4.22 110 10
23.34 3.81 42 4
23.86 3.73 199 18
24,18 3.68 294 26
24.42 3.64 120 11
24.64 3.61 49 4
26.62 3.35 121 11
26.96 3.30 134 12
27.29 3.27 949 85
27.64 3.22 155 14
27.96 3.19 93 8
28.81 3.10 101 9
31.05 2.88 55 -5
32.38 2.76 43 4
32.58 2.75 39 3
36.23 248 89 8
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7.00 12.63 23 4 7.89 11.20 98 15 10.85 8.15 97 15
12.61 7.01 117 18 12.92 6.85 29 5 13.47 6.57 208 33
WQ30u§/p3%383 558 88 15.81 5.60 635 100 16.45 BCBESINF020633

23 17.12 5.18 320 50 20.05 4.42 544 86 21.05 4.22
66 10 23.92 3.72 110 17 24.28 3.66 21 3 27.00 3.30
48 8 27.39 3.25 126 20 27.84 3.20 32 5 28.04 3.18
68 11 28.94 3.08 90 14 31.10 2.87 35 6 32.58 2.75
42 7 3138.11 2.49 89 14 BBV 71 2.38 19 B 38.[15 2.36 20
3 383%8 2.33 52 8 a. 1730 = rellativessintengsity bs
Bol d sBaot es characteri sijac peak|set cgnparefd to Form
A. -38.M0 2008/ 039431 PGIFgUS2007/02063%3 Table 6. Peak
aPOBI {tionrsedky. FOrm B (Shifted Z) XRPD Pattern (TiTe
b1 7 Byonptes praractetisticppsk ¢2@paredoymting | I/10°  6.10 14. 48
155 3 6.38 13.84 1068 23 6.54 13.50 1371 29 7.10
12.44 270 6 8.02 11.02 653 14 10.91 8.11 376 8

Table 5. Peak Positions of Form B (shifted 1) XRPD Pattern (file 168717)

Position (°20)" d-spacing I I/Io°
6.42 13.75 214 34
7.00 12.63 23 4
7.89 11.20 98 15
10.85 8.15 97 15
12.61 7.01 117 18
12.92 6.85 29 5
13.47 6.57 208 33
13.97 6.33 558 88
15.81 5.60 635 100
16.45 5.38 143 23
17.12 5.18 320 50
20.05 442 544 86
21.05 4.22 66 10
23.92 3.72 110 17
24.28 3.66 21 3
27.00 3.30 48 8
27.39 3.25 126 20
27.84 3.20 32 5
28.04 3.18 68 11
28.94 3.08 90 14
31.10 2.87 35 6
32.58 2.75 42 7
36.11 2.49 89 14
37.71 2.38 19 3
38.15 2.36 20 3
38.61 2.33 52 8

a. U, = relative intensity
b.  Bold denotes characteristic peak set compared to Form A.
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12.71 6.96 195 4 13.50 6.55 601 13 13.62 6.50 404 9
13.86 6.38 702 15 14.10 6.27 4633 99 15.56 5.69 158
WQ 2008439315 64 402 9 15.91 5.57 3422 73 16. 5BCE/US2007/020633
673 14 16.96 5.22 283 6 17.22 5.15 1639 35 17.50
5.06 150 3 19.82 4.48 242 5 20.08 4.42 1950 42
20.34 4.36 209 4 21.15 4.20 718 15 23.78 3.74 208 4
23.93 3.72 508 11 24.38 3.65 412 9 24.56 3.62 184 4
Table 86 Pegk Position98f Korme B (sbif@d2) XRPDPat@rn 481ed.72972)657
100 27.88 3.20 231 5 28.04 3.18 183 4 28.78 3.10

353 Bosiddéh 98)°3. 07 P48 Z0packwd. 71 2. 74 733 5] 36.{d 2. 4
639 14 «38. 10 Z. 36 253 514488.56 7. 33146 5| 39.3F Z.29
T79 4 g;33l/ 10 = T ati Vg gy ensi Ty fegBOT ¢ UEMgies
Car act gfg;Sti T _peag set pagpared [t Fgpm AT =3y
2008703¢% ‘%1 r-’k,ll UD7007I :ﬁcgoo Tab €2 7 Peak—Postti+ons
of—Fot "'S%Z\D'” fted-3) ArY_LCZPat tetn—(t 53 H "173)]4
10.91 8.11 376 8
12.71 6.96 195 4
13.50 6.55 601 13
13.62 6.50 404 9
13.86 6.38 702 15
14.10 6.27 4633 99
15.56 5.69 158 3
15.70 5.64 402 9
15.91 5.57 3422 73
16.55 5.35 673 14
16.96 5,22 283 6
17.22 5.15 1639 35
17.50 5.06 150 3
19.82 4.48 242 5
20.08 4.42 1950 42
20.34 4.36 209 4
21.15 4.20 718 15
23.78 3.74 208 4
23.93 3.72 508 11
24.38 3.65 412 9
24.56 3.62 184 4
26.88 3.31 198 4
27.16 3.28 219 5
27.48 3.24 4657 100
27.88 3.20 231 5
28.04 3.18 183 4
28.78 3.10 353 8
29.02 3.07 948 20
32.71 2.74 233 5
36.01 249 639 14
38.10 2.36 253 5
38.56 2.33 216 5
39.38 2.29 179 4

a. /I, = relative intensity
b.  Bold denotes characteristic peak set compared to Form A.
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Position (020)e d-spacing | /1o 1.79 49.38 398 3
2.30 38.42 1002 9 2.57 34.38 1008 9 2.78 31.78 974 8
WQ 29@/0384385 786 7 3.59 24.61 739 6 3.89 22. 7PCEAH26)7/020633
4.07 21.71 617 5 4.34 20.35 553 5 4.49 19.67 476 4
4.76 18.56 415 4 5.06 17.46 347 3 6.47 13.66 9496 82
6.91 12.79 1606 14 7.96 11.09 2771 24 10.89 8.12
3389 29 12.87 6.87 2022 18 13.58 6.52 381 3 13.99
Table . P2ak Poéitidis oflBo19i B5(sbBted ) XRBD Phfted (leIF2TR) 7
17.10 5.18 1790 16 20.00 4.44 505 4 20.36 4.36 1069

9 2Pofidonde28p 501 B 23-Skting. 80 P06 81 24. 79 3. A 659
57 24.8993.57 522| 5 26yo3§ 3. 32 18230gl6 £7.4933. 24
TT523 190, 27.80 31 2L 1984517 28 073218 853 3¢ 29. 08
3T 3354 ;-,6.1 Ié.l33 :33_4'1%83" - i/'i 7008 ! et at: VG
LU LY . DUT U UCTTUL CiTalr ALt Tl 1 I'C T PTan Cl
conpat e%ibo For-m—A :;zg 32 :?/
3.59 24.61 739 6
3.89 22.71 634 5
4.07 21.71 617 5
4.34 20.35 553 5
4.49 19.67 476 4
4.76 18.56 415 4
5.06 17.46 347 3
6.47 13.66 9496 82
6.91 12.79 1606 14
7.96 11.09 2771 24
10.89 8.12 3389 29
12.87 6.87 2022 18
13.58 6.52 381 3
13.99 6.32 4752 41
15.97 5.55 1724 15
16.48 5.38 752 7
17.10 5.18 1790 16
20.00 4.44 505 4
20.36 4.36 1069 9
21.04 4.22 501 4
23.40 3.80 906 8
24.29 3.66 6591 57
24.89 3.57 522 5
26.87 3.32 1823 16
27.49 3.24 11543 100
27.80 3.21 1924 17
28.07 3.18 353 3
29.08 3.07 434 4
38.61 2.33 376 3

a. I/l = relative intensity.
b.  Bold denotes characteristic peak set compared to Form A.
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-32 WD 2008/ 039431 PCT/ US2007/ 020633 Table 8. Peak
Positi ons of Form B (PO XRPD Pattern (file 170901%
WOZBBH1 (120) d-spacing | U o 6.22 14.20 3B6TAS2007/020633

6.51 13.57 1332 30 7.13 12.39 171 4 8.17 10.81 727

17 10.91 8.11 484 11 12.87 6.87 355 8 13.80 6.41

930 21 14.12 6.27 4251 97 14.28 6.20 2569 59 15.78

5.61 172 4 16.23 5.46 4368 100 16.54 5.36 684 16

17.15 5.17 1377 32 20.33 4.36 1057 24 21.22 4.18 475
Table 81 Peak P36itidbnd 6f E8kin B (PA3) XRPD. intt&?nﬁ(ﬁle3170201)'30 3. 66

201 5 27.30 3.26 217 5 27.58 3.23 303 7 .00 3.18

262 Gosith (V) 3- 10 2BY Ry.spalingd® 3. U8 3p7 7 ff. o2 7
22975 SouT? 2T 2000 o 15 TS0 IS 36y 2
TRe 4 4. 64 10U & .ol . LT [o] . 1 U =
retaty vé?;m ensttyTb- 31%'3(53 derqgtes 4 é" actert 3%40:-(:
peak—set—tonpatet—tp—orfirA—33—Wo2868/-039431
Pt LicoSdd 020633 0.81 727 17
e (T 8.1 484 11
12.87 6.87 355 8
13.80 6.41 930 21
14.12 6.27 4251 97
14,28 6.20 2569 59
15.78 5.61 172 4
16.23 5.46 4368 100
16.54 5.36 684 16
17.15 517 1377 32
20.33 4.36 1057 24
21.22 4,18 475 11
21.36 4.16 290 7
23.94 3.71 578 13
24.30 3.66 201 5
27.30 3.26 217 5
27.58 3.23 303 7
28.00 3.18 262 6
28.74 3.10 239 5
28.96 3.08 327 7
32.70 2.74 224 5
36.74 244 2635 6
38.18 - 2.36 175 4
38.38 2.34 227 5
38.52 2.34 160 4
39.31 2.29 142 3

a. /= relative intensity.
b, Bold denotes characteristic peak set compared to Form A,
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Tabl e 9. Peak Positions of Form B shifted XRPD Pattern
file 169284) Position (020)a d-spacing | I/1o 6.04
WQz08P39432 5 6.49 13.61 2151 100 7.91 11.17 B4EH/UP3007/020633
10.92 8.10 252 12 12.61 7.01 304 14 12.92 6.85 263
12 13.10 6.75 71 3 13.42 6.59 103 5 13.82 6.40 177
8 13.99 6.32 565 26 15.40 5.75 99 5 15.76 5.62 1580
73 16.51 5.37 516 24 17.15 5.17 334 16 19.92 4.45
Table 80@eaB Pogidiods oft Fdm dPshified XRP D PatkeAB(fll0 16928433, 92
3.72 80 4 24.28 3.66 285 13 24.48 3.63 81 4 26.77

3. 33 pPhéidon(°2027. 14 B. 2842pRink2 27.40 B. 25 1413 B
27. 74 3.6k 175 8 ¥8.09 13617 1246 Z& 82 3. 10 1HS 8
28.99 308 488 23 [31.033¢; 88 118 5 3. 982 75 %/ L I3
3564 252y 155 7 5. 191 915 2&ﬁ.48 2.40112 3
_37; 66 215‘55 894—3862 28.1?)3 84 a 252/ Fo—+—rel ghive
PRI Y 61 7.01 304 14
12.92 6.85 263 12
13.10 6.75 71 3
13.42 6.59 103 5
13.82 6.40 177 8
13.99 6.32 565 26
15.40 5.75 99 5
15.76 5.62 1580 73
16.51 5.37 516 24
17.15 5.17 334 16
19.92 4.45 606 28
20.04 443 624 29
21.01 423 101 5
23.92 3.72 80 4
24.28 3.66 285 13
24.48 3.63 81 4
26.77 3.33 161 7
27.14 3.28 259 12
27.40 3.25 1413 66
27.74 3.21 175 8
28.09 3.17 122 6
28.82 3.10 165 8
28.99 3.08 488 23
31.03 2.88 118 5
32.58 2.75 271 13
35.64 2.52 155 7
35.85 2.50 329 15
37.48 2.40 72 3
37.66 2.39 89 4
38.62 2.33 84 4

a. I/, = relative intensity,
b.  Bold denotes characteristic peak set compared to Form A.
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b BoI d denotes characteristic peak set conpared to
-34 WD 2008/ 039431 PCT/ US2007/ 020633 _What i
ngzg‘?sﬂ@%ﬁﬂs 1. Acrystal formof the corrpoundPSi”USZO‘”/020633
formula (I): F NON CRHM 2. Acrystal formof
3-[5-(2-fluorophenyl)-[1,2,4] oxadiazol -3-yl]-benzoic
acid. 3. The crystal formof claim1 or 2 which has

the followi ng approxinmate unit cell paraneters when
Whatesaslamesd iat appr oxi mat el y 150 Ki a=24.220 A, b =

3.74640 A, c = 27. 4678 = 90; [3 = 92.9938;y =

90; V= 2489.38(17) AS3; = 8 cal cul ated density

(dcaﬁ@rysgalémyfqhgcqmeqmdgofma (3ind t he space group
is P21/n (no. 14). 4. The crystal formof claim1l or
2 which has an X-ray powder digfraction pattern
conprising at |east thr eggmaak ositions (200.2) when
nmeasur ed using Cu Ka el ected fromthe
group consi sting of o:N ti listed in Table 3.
5. The crystal form laim1l or 2 which has an X-ray
powder diffraction patern conprising at |east one
peak position (200.2)Caen neasured using Cu Ka

radi ati on, selected fromthe group consisting of

10. 10, 11.54, 14.55, 14.88 and 15.07. 6. The crystal
formof claim3 or4 which Kas a differential scanni ng
calorimetry thernmogram whi ch has an endotherm c event

\'II'Mhte h/é ?: ))%'taaq lfo -L?—Ei" Pﬁo@%er%ﬂgﬁ%ﬁ]%ﬁ&ﬁ&%lé%] fenzbic acid.

t her nogr avi met r| c anal ysis thernogram which has a
mas sTheoagstalf foha$>£ chimarn caBoultici basothe tdlkwing approgissatofinit cell

the sample heati.ng from abou Cto t. 2

C. -PRampgess @%Erf ﬁ&?&@?ﬁ@#bi@é%sa‘az“ %%g %74640
cryshat =haragrefa; ‘&'s’-:‘%ﬁ ?J@M‘ 8'°§=S%>8tva£§4@| 1817) A% 2=8;
non-hygrosci pic.” 9. sta rm

3- [ Seal@ddtedidersph édm )g dnd; )2$ 150% gaisz ahd Seyspheehernaisc”2,/n (no.
acid ,conprising FormA crystals characterized by at

| east®one of the fol | owi ng: (a) unit cell paraneters
when nmeasured at approximately 150 Ki a = 24.220 A, b

= 3THAGYRalforh of cl%?m‘ﬁ%& ﬁhlcﬁhas ﬁpX-rB)?’ owdd& REB8ii¥n pattern
90; V= 2489.38(17) A3; 8; cal cul at ed density
( dca¢anpripingatdgast dire. p‘sml? pgsmms{‘%aﬁc?)mnsmsmeg using Cu Ka

's Pz ghatlon selected from the group consisting of the positions listed in Table 3.

The crystal form of claim 1 or 2 which has an X-ray powder diffraction pattern
comprising at least one peak position (°26+0.2) when measured using Cu Ko
radiation, selected from the group consisting of 10.10, 11.54, 14.55, 14.88 and
15.07.

The crystal form of claim 3 or4 which has a differential scanning calorimetry
thermogram which has an endothermic event with a peak temperature at

approximately 244 °C.

The crystal form of claim 3 or4 which has a thermogravimetric analysis
thermogram which has a mass loss of less than about 1% of the total mass of the

sample upon heating from about 33 °C to about 205 °C.
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(no. 14); (b) an X-ray powder diffraction pattern

conprising at |east three peak positions (200 /)
WA/ ur ed using Cu Ka radiation, sel ect ed PETEISRA0R820633

group consisting of the positions listed in Table 3;
(c) a thernogravinetric anal ysis thernogram which has
a mass loss of less than about 1% of the total nass
of the sanpl e upon heating from about 33 C to about

8. 205 The ¢rg3talafodnfolf elagm Bivalhicls sanbstagiatlginonihygtasyipic.
t her rmgram vvhi ch has an endotherm c event vvith a peak

o LR PO BT £ 0 L
Cooréﬂn‘i}ﬁfisﬁg F‘&Hf R3PRMIE fhard @Bl Rd by alRastAnE oY ﬁk%llgwfn@.

3 [ 5-(2-fluorophenyl)-[1, 2, 4] oxadi azol - 3-yl ] - benzoi c
a@ dmltmﬁwarasmqngs Folram rﬂeasugpétaaa@rcharawiy ¢50 Ked =ki§,4 20 A;b=

Llle?f ngtls&ﬁf ??é%?# ‘éoﬁﬁr 1053 By %étﬁsgalﬁt a%hf €& §3Q3(17) A%z
posid g Od&i-:cu(a@&pde@srty wen réﬁf*) 4 Pgl’)” gChY; i @ sBacg fgr(t)lﬁaeis P2i/n

radi atii on, sel ected fron1 € group- consistin
posi(ho.ddy; | i sted in Table 4 (b) a theranraV|netric
whi ch has a mass | oss . of

h . .
B ey BTIR S AU Pl St SRR GRS e ok Barions
fronrakowh, WRerlmbBuRRQngIOPKE: radlﬁtﬁ)n @elgétéci £68thé 8toup

scanni ng cal orimetry thernogram whi an
endaohsistngofghe pesitiqustlisted lpé"akleﬂenper at ur e at

R PR B ARV PpgEaR) Vi e M lgs gges than
200303003 b IETOWPARRTYAROHBle 1on T FSH Aout 98 0 sbout

claim10 which has water in the crystal lattice.
The 295y€§xal form of claim 12 which has about 1 rml ar

e@ll)Ji ad he rnetntia?l scg\r’?r}lr(legr calcr)]ru%lgt?y th%%gér%rln WﬁiClEl ha eenrdoﬂglrrrelic event
3- [ Swittea 5&@&6&@8@&&& ht dpbrokithh@Kazi4er8lang- y! | - benzoi c

acid. 14. A pharmaceutical dosage form conpri si ng Form
ANed rfy@pgn@j atmig-cpardirmates approximately equal to the coordinates expressed in

fl uog?g)? fnyl) [1, 2, 4] oxadi azol - 3-yl ] -benzoi c acid
char dt%ri zed by at | east one of the follow ng: (a)

unit cell paranmeters when neasured at approxi mately
150 Kia =24.220 A, b = 3.74640 A, c = 27.4678 A, a
10. 90A pystal Jorng 983 5+2-Aue@phany | PUER4 P8 adizzol A3yl]-Benzoigacid

ool USRS bl o ihBY bl i B e upe

powder dlffractl on pattern conprising at |east three

p@RkandXsay pender d{fEQAOLIGH pattehetomEasiy fdedssihng: ;@ak 3sitions
radi ation, selected fromthe group consisting of the

posi (29502)) Whenameasyrepsing Qu Ka radiation, selected from the group
consisting of the positions listed in Table 4;

(b) a thermogravimetric analysis thermogram which has a mass loss of less about 5%
of the total mass of the sample upon heating from about 25 °C to about 165 °C;
(c) adifferential scanning calorimetry thermogram which has an endothermic event

with a peak temperature at approximately 243 °C.

11. The crystal form of claim 10 which has solvent in the crystal lattice.
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12.

13.

14.

15.

16.

(c) a thernogravinmetric anal ysis thernogram whi ch has
mass | oss of |l ess than about 1% of the total

mas
ngzoqsf?é9‘§érrpl e upon heating fromabout 33 C topgy&§?007/020633

205 C, (d) a differential scanning calorinetry

t her rogr am whi ch has an endotherm c event wth a peak
tenperature at approximately 244 C, and (e) fractional
atom c coordi nates approxi mately equal to the

coor Thanaystsl fexpro€skaad 10whidahdsewvdter ih3he drigstal lattice.
pharmaceutical dosage form of claim 14 wherein said

f f Th tal f f
ol a1 Bheie VS ormioh S 1% wlﬁ%m%ﬁgevt imolar Ba¥ivBiRntRpYadenin the
Co”péryﬁhlrlgttég: 8Eﬁﬁ§fe o '3 &Qat 1o 2%1?21 Q%@&?a% azwpﬁ-gl]-benzmc

measuied usin cte rom-t
gr ougidonsi sting of 10 10, 11. 54, 14. 55, 14.88 and
15 07 -37 WD 2008/ 039431 PCT/ US2007/ 020633 17. A

d, for tin remature translation
o mR pheriacSaichl BB Bhr i atiihs B 4RSS 963-15-Gan |
CONPAhGTbAEnS DL 24 bkl ok 8l y)- Séﬂ%bﬁ'a%id%ara@fe%&@d Y &t least one of
transiation term nati on or ‘nonsense- medi at ed nR

decathewplidwiag: ef fective amount of Form A crystal s of
3-[5 (2-fluorophenyl)-[1, 2, 4] oxadi azol -3- yl]-benzoic

o6 o OGS ybihaPlos 5! BB Rl 070 R L2480 Ao
apprmmtﬁel& 199678 Aaa 92)4 [?%2@939 7= 93)°7I46L4ZQ89\’38§17§A3
27.4678 A, a = 90; R = ,y_9d V= 2489. 38(17)

A3 78, ealcsﬂat@chdmitﬁ(dmc,e@nsl)ug/l 6 Hbgem gandrthe)spacs growlis P2i/n

{T %d the space group is P21/n (no. 14); (b) an
p% er diffraction pattern conprising at |east

tdy)ea@\ma@k BAger i fBastion pi@rrPdom ity éf‘?@a%ﬂfh?&;&éﬁk@gm%s
Ka radi ation, selected fromthe c?r oup consisting of
1

t he (R902) owkenl measeted; usingbi Koga @tagn aelected from the group
thernD ravi ric gram whi ch has a mass
RSP Eb i AR R o A

Ioss e total mass of the

tﬁeﬁwaﬁ@@tric%afy%@ ThéRREiandWhichias 8RS 10s€BPleSs than

(d differential scanning calorinetry thernogram

whi cﬂbomlsﬁa)ﬁ thertasd mapnefchesample uppn heasing depim about 33 °C to about
tenpgisalure at approxi mately 244 C; and (e) fractiona
atomg coéordi nates approxi mately equal to the

CQY rdidllﬁaieﬂﬁal@ééﬁrﬁﬁ&ﬂommetrﬂ' tRtodramhShicH hes &1 stilotermic event
formof claim?17 ich has an X-‘bé owder diffraction

pat tWitha pedkntsrmpsiagiie at appeadmaishe? :apdsi ti on (200.2)
SRS SR Do e QLA o

Table 1.

The pharmaceutical dosage form of claim 14 wherein said form is an oral dosage

form.

The crystal form of claim 14 which has an X-ray powder diffraction pattern
comprising at least one peak position (°26+0.2) when measured using Cu Ka
radiation, selected from the group consisting of 10.10, 11.54, 14.55, 14.88 and
15.07.
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17.

18.

19.

20.

15.07. 19. A crystal form of

2-f1 uorophenyl)-[1,2, 4] oxadi azol - 3-yl ] - benz

3-[5-
WQ@L‘H;/O%%‘GFW)H sing Form A crystals which exhi bi PgT@SZOOWOZOG”

powder X-ray diffraction pattern substantially the
same as shown in Figure 1. 20. A crystal form of
3-[5-(2-fluorophenyl)-[1, 2,4] oxadi azol -3-yl]-benzoic
acid conprising Form B crystals which exhibits a
powd&mexhadafor diddulatiap ipesmgrarettansiatisnifeahmatiombt yoristiese-
same dc'lateg |n Fi gure - 38,

(a)

(b)

(©)

(d)

(©)

decay 1n a cell comprising contacting a cell exhibiting
premature translation termination or nonsense-mediated mRNA decay with an
effective amount of Form A crystals of 3-[5-(2-fluorophenyl)-[1,2,4]oxadiazol-3-

yl]-benzoic acid characterized by at least one of the following:

unit cell parameters when measured at approximately 150 K: a=24.220 A; b=
3.74640 A; ¢ = 27.4678 A; o.= 90°; B = 92.9938°;y = 90°; ¥/ =2489.38(17) A%, Z
= §; calculated density (dcarc, g cm'3) is1517g cm‘3; and the space group is P2,/n
(no. 14);

an X-ray powder diffraction pattern comprising at least three peak positions
(°26+0.2), when measured using Cu Ka radiation, selected from the group
consisting of the positions listed in Table 3;

a thermogravimetric analysis thermogram which has a mass loss of less than
about 1% of the total mass of the sample upon heating from about 33 °C to about
205 °C;

a differential scanning calorimetry thermogram which has an endothermic event
with a peak temperature at approximately 244 °C; and

fractional atomic coordinates approximately equal to the coordinates expressed in

Table 1.

The crystal form of claim 17 which has an X-ray powder diffraction pattern
comprising at least one peak position (°26+0.2) when measured using Cu Ka.
radiation, selected from the group consisting of 10.10, 11.54, 14.55, 14.88 and
15.07.

A crystal form of 3-[5-(2-fluorophenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid
comprising Form A crystals which exhibits a powder X-ray diffraction pattern

substantially the same as shown in Figure 1.

A crystal form of 3-[5-(2-fluorophenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid
comprising Form B crystals which exhibits a powder X-ray diffraction pattern

substantially the same as shown in Figure 5.
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