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[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

S=50l 10-2123243

L3ke X 7hssith

dE 5o, 24 e 12 A3 2 slollA, L-22UE dHd olAEHo|EE AA3Ig oz dutzorg Hof
A F 9r). dE S, dEed G 2L (49, 4° TEE -21° O)dA H7tste] xZ3s gHomRE -9 =Y
g Fld olAH | EE HAA7IE Hojth. olgkE HIF Al AA FE S sk & FRAE ATl §l
o, dE Eof, AtolER A, 1-ZE23E, YYEstEde]E ) N-HEIEHd (NP), ddgd e, 2-5F
e Ful, od FEHo]E, o4k E olAHlE, -4y E-1-FES T ol ¥,

716l Z1A1E vhel] whel, L-E2UYE Fd oM EHEE Azt 3 WA, AV 342 54 28 W
HE o]ggtozH e 2 A& & dut. dF B9, L-2E2YHE Hd olAHo|Ex AL eSS H
7Fete] YH 1§ AEgoeEx E8E & vk

A7 e 12 317] AAldelA dME] AEEe vdst BHE o83t A8 Y. B 12 -4 B 34
(XRPD) el 93l +Ald el 19 24 F2E yeido, dsst gyoe= 538 P 12 ¢F 4.9, 13.2°
17.4° , 20.8° 9 24.4° 200904 5AH I3 E veERdh. L-22YE dHd opAE|o]Ee] A4 el oF 4.9
° 18,27, 17.4° , 20.8° , H 24.4° 2094 AEE sy o) EAA wA(d, sk, 7 AN, Al U, Ml

Fall Zopoll A FAE wkel o], Zold 7]71E olgste] X-4d IE Ads
(

= Ao gefdoz 3
o 2AlEH(20) Fkel 0.2° W=z o , £0.2° ), 93 A7} TL3} =

Sof, W%

o

=& 7k
kAL 10709 714 AEe 34 v 3o ZE Ago]l +0.2° WA ZREA A Axstm 1 ¥ T A
2 A B A oAz Q8w 9A

A A717F 20% o]de.' WA edeui,
o] 0.2 WelAdel A f1A= TAI AR Hs3

ki
[\
rlr
ot
fu)
=
2
ol
2
>
)
N
>
e

Fob AFAII 5= drh. oF 203° CollAel Al 2 W]

of 7best EAE FRlsty] flste] e [

3o veEhdel. Fef 12 ok 35° ColA 11.28 %<]

g8uisl 9/xE g5 WHolE YehE 3E Al

ofsl e = Qrk. 54 AAdA, L-22Y"E Hd oA

o= glHT. 54

3 , 9F 35° ColM oF 11 %9 5% 74As U

9 AA oA, L-o2UE HYd oA EolE AR = ok 203° Co £8HS el
ol

gl A oAl
H,b9141), 3.15

o

ol
=
rir
)—]
[ep}
=
il
{ih)
o
>,

4= e A7) EE (R A2 3oskshe Wels ekt 7] A2 L-e.2Yy
olES] EAE #Ir: 7.5 (IS (), 3.8 (Nl 45E CH), 3.6 (Fd opAEHoIES] C

(NHoll 2173k CHy)E 1.9 (A5 CHLYH$1A) ppm (A0 5: 1 :2:2:4 A=} 1.2, 0.25, 0.5, 0.5, 1.0). o}
WA 2 Slol=EsA SFARE 4G FAY A 2 EEA ol = T oA A ngtoz Qlste] A
A gFdrt. A = 5= FE Id dig 954 TV F50VS) 235 YERT, oF 0.2 %Y = & U
ERdith, DVA 4 = XRPD A (HZA])= YFH To] Aolgt sdoldA= MR g2 & BAFY. wa
A FE 12 Bl-F5Ad0™ ohst WY o AA A Aoz E1HATt

40° C/75%RHANI A el 19 79 obgA Atel| 2w, e [129 Wk A7 ZAsIeA dojve= AS &
SRtk FEH 12 7d EE 149 Foll, JFE oJFd BAIGe] w2 2ZolA (4], 80 & 120° ¢) HH 11

2 AgkEn. webs dy 12 Fkg Aol
Tk T AA X-A 3] H(SXRD)S ARESEe] 20 © B -123° CollA FE 19 F2E FRlete 2 1 9 %
e, el vERd viel o], e 12 we] A o] kg 2 = BAE 7 E &ulstEoelt).
AA oA, -2 2" Fd olAlHo|Ee] A Fe= A CipllsN0s= FEAIATH. 44 AAJoA, L-2
Hd otAlHolES A4 FelE A [CHuNO. I [CH0.IEtOH. HO0Z FAETH. 54 AAldoA, L- &
obAHlolES] AA Felle= AA wivl ®Ert shrleh diE 9% 9l A X-A B3EAS vERdth: g9 A
TFR a=5.3652(4) A, b=7.7136(6) A, ¢=20.9602(18) A, «=90" , B=94.986(6)° , y=90" ; ©Alg A

9 P2, .

e
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[0126]

[0127]
[0128]

[0129]
[0131]

[0132]

[0133]

[0134]

SE53d 10-2123243
[ 1] -20° CollM =3¢ e 19 AAZHA vlolE
y Cis Hag Np Og or
Empirical Formula
[CsH13N20,][CsH;0,]EtOH.H,0
Formula Weight 332.39
Crystal System Monoclinic
Space Group P2,
i ) _ a=5.3652(4) A o= 90°
Unit Cell Dimensions b=7.7136(6) A P=94.986(6)°
c=20.9602(18) A v=90°
Volume 864.16(12) A°
Number of Reflections 1516 (2.5° <6< 28°)
Density (calculated) 1.277 mg/em’
[ 2] -123° Cold =3¢ Fel 19 24384 tloly
C]s Hzg N2 06 or
Empirical Formula
[CsH,3N,0,][CsH70,]EtOH.H,0
Formula Weight 332.39
Crystal System Monoclinic
Space Group P2,
. o a=5384009) A a=90°
Unit Cell Dimensions b=7.7460(12) A B=95.050(12)°
c=21.104(4) A y=90°
Volume 876.7(3) A®
Number of Reflections 1477 (2.5° <6< 18°)
Density (calculated) 1.259 mg/cm®
el [1(Form I1)
274 e 115 FAdste Aest 232 Fddom 449 = i, AA Adsva g9 g2 s Al
Ldhe= A= 7hssit.
AE 5o, 24 FH 1= AR" 23 stellA, dubzor dojd 5= vk, & 5o, 24 ¥H 11+ L-&
24d Hd ool ES] x3t 7] &S SEAFHORA Axd 5 duk. I 11E de= u A8E 3
o #71 &Ae FRee AlFo] flod, odE S0 des, olE, IRYEY, tE2Ed (D), HHE
AEZALO] = (DMSO), olE oFMH O] E(EtOAc), FHMIEUEZL (MeCN), WE olAHO)E(MeOAc), UEZHE, EJE-
59 Hwe olHZ(TBME), BlEZstel=miFed 31 E74dS 23t e &rls 1 2 119 Ed=S 4
3 5 da, 1,4 U5, 1-8Eg, AlolF &k, IPA, THF, MEK, MeOAc ¥ E& X3l oldl A=A &
=t
T3 P 1= IPA9F o] L-224H" #d olMH ol Ee gt whgmlE H/tgozi ¥ {7]8 o2 HE
L-e=2Ud #d opAlHelES AHAAZ oz 52 F vk, FH [Ie 5 H9le 2=(d, 42, 4 C
2 -210 Ol 24 Jdd 5 Aok, 23kd #7] &0 g AHg o] FFoll= Aol gloy, dE &
o] Ao]FR2 A=, 1-Z23E, UuE JlRolE, N-mEdyEENP), tol4aZad oH=, g o
2, dgd SeE, UuEzEo = 0NF), 2-FeE, i, o]aid opAlEelE, 3-vE-1-eE, Bl oy
&5 XY, didtdez, ViA4d FAT &ulj(d, Ale]EREAE)E AREEHe] L-2YE Fd opAlH ol E
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[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

Azste el welA, 37 FHe 54 el

= KeN
g 453 5 Ao A8 o), L-22Ud A9 olHlEE IPAS FAAAL 7] &
A 2l

I 62 XRPDo| oJ3] &AW e 119

2k 6.0° , 13.9° , 14.8°

L-$2Ud #d ofAelo]Ee] A4 el dif 6.0° , 13.9° , 14.8° , 17.1° , 17.8° % 2

AuEe s o) B4 ga(d, sy, &, A, M, oA e oA e E3F 93)E 7HRIT.
A

]

H [¢) = =
o FE 112 §es = 28 oueitt, gl 1= %3 = 8ol Yeld vk} Fo], TG/DTAE AHE3te] 4135191
S o IF &uieh A@so] oF 9.7% TF AAE UEha k. ®=g oF 202° €O &84S TGA WMHORE
el 4 9ok, 54 AAdoA, L-22Yd #Hd olAHolES A el oF 202° 9 §8HS UEhe

HolE yehdith, A7) 482 L-L2YE dHd oA

Wk CH), 3.8 (NH.ol 2183 CH), 3.6 (39 olAlEHlo|E9 CH, YA, 3.15

(NHzoll 14¢ CH)E 1.9 (A4 (Y9 A) ppm (BE: 5: 9)

WA 2 Slol=EA AT 4G FAY A 2 EEA ol = T oA A ndtoz Qlste]
e =

= [e] =
W 9FH 7 FFOS) AHE Ui, o 0.3 FF6 T F5E
A

H
2
=
(%
e
2
N

—~ 0111
oL
~~
=
=
=]
N~—
)
S
Ae,
Lot
%
)

1 :2:2:4 %A= 7.0, 1.4, 2.9, 3.0, 5.

9
o
ay)
e,
N
oX
P

N

A3 A(SXRD)S Abgalo] 23 2 -123° CollA e} 119 x5 43
3 4o VrERSATE. 3ol v wkel o], FH I1E FAF R Y 13 Aol

248 #Hd oA EHolES] AA el A CullyN.0,2 FAETH, 54 AA]doA
o A4 el A [CHN0 [CH0 ]2 FAE 5= k. 54 AAdedA, L-e24" dd olAeolEel A
FelE 24 vy W s)ek g s vl AR XA FFEAS YERATE: @9 A FE a = 6.594(2)
A, a=90" , b=6.5448(18) A, B=91.12(3)° , c = 31.632(8) A, y= 90" ; ©Aq ZAAA; P2, &,

5
to
[
v
o
S
e
e
=
=
9,
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[0141]

[0142]
[0143]

[0144]
[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

SES06 10-2123243

[ 3] 23" CollA =3¢ Juf 119 274384 dloly
Empirica] Formula C]3H2()N204 or [CsH]}NzOz][CgH702]
Formula Weight 268.31
Crystal System Monoclinic
Space Group P2,

a=6.594(2) A o= 90°
Unit Cell Dimensions b=6.5448(18) A B=91.12(3)°
c=31.632(8) A y=90°

Volume 1364.9(7) A®
Number of Reflections 3890 (3° <6 <20.5°
Density (calculated) 1.306 mg/cm®

[ 4] -123° CollA =€ Fe 112 284 vlolH

Empirical Formula Cy5 Hag Nj Og or [CsH3N20;][CsH70;]
Formula Weight ‘ 332.39
Crystal System Monoclinic
Space Group P2,
a=15.3652(4) A o=90°
Unit Cell Dimensions b=7.7136(6) A B=94.986(6)°
c=20.9602(18) A y=90°
Volume 864.16(12) A’
Number of Reflections 1516 (2.5° <6< 28°)
Density (calculated) 1.277 mg/em’

He] I11(Form I11)

e 111& FAste 49 z2de Adder 449 S da, 24 Hdsiva g

2%
Edhe AE 7Hssi.

dE 59, 24 e 1112 o= B9 EFE(d, 53 FiE Hu9 O}Aﬂ%ﬂr %)91 L—g:éw% A o}
AEo)EY X3} A oF -21° ¢ 2% AP o=

A
oHAslol=el Sk Solol [PAS Wigomn 4Ly I 1118 443 - qn. dE S0l 34 1118 oF

-21° C9 A oA o]A& OMAEIOES L-22YHE #Hd olAH|o|E x3}g Nl [PAE HIUITo=H +5
g 4 3

upeba], d7] AAIE L-2 24" dld ol Ho|EE Alxdte T4 WA, ] 34 5A & 2 &
WS ol gFgoZN e 1118 AAPE + Uk, dF 59, L-224HE #d oMAH o EE ofbE B9 &
T2 el A FgNR Fol o 217 ¢ W FAel Fol Fel 1114 F53% £ 9l

% 112 XRPDZ A3 e 1119 2A Fx2E vehdoh. dest oz $£59 5 s Jdd 112 o=
5.8, 14.1° , 18.6° , 19.4° | 22.3° W 24.8° 200°|A EAZ ¥3E vetdtt. EF AANdoA, L-0=
Ul gld olMH ol Ee AA EE= gk 5. 8° , 14,17, 18.6° , 19.4° , 22.3° 9 24.8° 202%HE A€

=S ool 544 WA, s, E, AL W, oA EE o4 Aol 544 ¥2)E

12 e 1119 thale] Axp FAF 93 =AM ODSO) ez de 232 yehiok. A7) 2358 ) 1119
& oF 203° COM ol el I 2 e 119 &gHY eF Fdioh. =3, AE 11L& oF 40° CollA

2 2 oo
fe rlo oo
__>i’4/
il FlO
i
o,
%4 £
k)

[1& ®=g = 13¢f] vrebd ukeb Fe], TG/DTAS ARE-stel B4 4§ &
A etk B oF 2037 Co] §8F2 T6A AFom gdd #
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[0152]

[0153]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

SE50l 10-2123243

AN, L-e2Ug sd opdElol=e] A4 Wej of 208 o §40E UEhdrh. 54 ANeelA, L-
22U g ohauel2e AAPEE AR T4 AP Sl JalA o 407 A WeAT s Aow
SEgich, 54 AAeolA, L-o=Ud Y okl Ee] a4 Feje Aol

40° C/75%RHON A &E) 1119 7¢ <rAA AFte] w= .
2, Jy 115 79 5 4Y Fol, A3 ofFo TAGe] molA kA3, 7] dxE B39, 3
Bl [112 EehgAdeoly Fel Boks ehge 218 gelsisitt.

SRS

ol Yyehditt, 7] dELS L-2LE2YHE Hd oA
HolE9] &A1& Q‘ﬂf&ﬂ: 7.5 (%H%}%— CH), 3.8 (NH,ol 2143 CH), 3.6 (Hd olAHoEe CHYA),

3.15 (NHol Q1H%H CH)E 1.9 (X< CHLYA) ppm (K 50 1 :2:2:4 A= 4.2, 0.8, 1.7, 1.7,
3.0). ofql A 2 Slol=FA AT o A HA ¢ FFHA ol E v oA PR uFow A3}
EE A gk, = 156 FE 1110 dist 954 F7] S50VS) 24745 ey, oF 2.0 T 2 55
HQIth, DVA B4 Zo] XRPD AF (M EANE Z&] e [11o] Aoldt Ao AARE #slEA &o AL Felsh
ok, FE 111 el [ 2 119 v8le] & F58L o}, oJds] H-F&5Ado)m thakst Heol Hd A
oFAQl RS sk,

3] V(Form V)

24 e V8 A= AT 2L A¥gdor A4ddE £ da, AA Hdstia Edd B HHS A
T3l A& 7besid.

dE B0, 2A e Ve Ao|ER dAl=e] L-2E2YHE Hd ofAE|o]Ee] x5l NS oF 21° ¢ Yid 2
T Ao Aoz dojH F gtk dE B, 4|9t FU X3 SN §uE TN I
g V& AT S .

A Ve YolAaX 2 JHEES A AFESIE L-224E Hd olAeo|Ee] ¥3}gdo2RE FAFET,
dE B0, oF 1:29 tlo]Axzd o= 2 [PA &1 ¥]E&S Rl EFENS oF 47 (o W &9 F
s w PFE VE AFESHA "k, E3 oAz ad qEHE §uvhs EFEteE §98 o 210 09 W %
of =& u e VE AT F )

ki

162 XRPDZ 43 FEj Vol AH 2S5 dEhdn. ded o

549 4 Jde dH Ve dF
13.7° , 17.47 , 19.8° , 20.6° % 23.7° 2094 E5AA 3aE yepdtk. 54 AAdCdA, L-224UH ¥
d olAElolES AA el Wi 13.7° |, 17.4° , 19.8° |, 20.6° % 23.7° 20 EHEH AgdE= 3 o4
of EAA HAA(d, s, &, A, 9, == N A8 5A4F 9a3)E 7HHH.

T 172 Y Vo tiste] AlxF FAF dFF SHHE(DSC) o2 B4 AAE vehdt. v ARE F8 FH Ve
&8> °¢ 196° ColH, ol t2 HHEY S8R Wb, T3, g Ve 9F 174° CollA WS vehd
ok FH Vi E£3 £ 189 Yl ulel o], dF BAH(TGA) S AMEste] 43 H9 &84 olstollAe=
frojatnkel S AAE Rolx gkl wEhA FH Ve FAEA AL FAsinh. of 1967 €9 §§HE =
g TCA Ao 13 & k. 54 AAdelA, L-e24d #Hd ofAHo|ES] A7 Fu= oF 196" €9 &
F4E Yedth. 54 AAddA, L-224" Hd ofAlElo|ES] AR el AlxF FAF G S o3
A1 o 1747 CollA W2AE 7M1= 3& Rtk 54 AAldeA, L-22U"E Hd ofAHES A4 &
e FA o)),

L 19% ¥y Vol oig dA7]TH(NR) A 2 stEA wolE vEidith. 7] A8 L-22YE #d ol

o|Ee] EAE &eldlt}: 7.5 (WEE CH), 3.8 (NHol <1743 CH), 3.6 (Hd ofAlHlo]ES] CH,E9IA), 3.15

(NHoll Q1A% CHy)E 1.9 (A9 CHE A ppm (B8 50 1 :2:2:4 FAAF 4.2, 0.8, 1.7, 1.7, 3.0). ©}
9 FEA D Sfol=FA A A A 9K 2 GEA ol F ot oA A o R Qlate] Y
A gk, W = 19 Fu Vel tigk dwA SV FF0VS) AdE vEiH, oF 0.75 $39%Y E S5
Heltk, DVA &4 %9 XRPD A=A+ Fe v FHIIE A3k 38h% 248 WskA] geve A
g5tk A7l 2FAES Sote]l FE Ve H-FFA0lv e H9e] FRe ZA bAoA 4 A&
15k

40" C/75%RHN A G Vol 7 QHA Aol wEw, A7) 2Astel FH 1129 wgho] dojyitt; shA|nt,
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s=s4

AY AR S ek WA, L=
. ey

i<

‘4‘?‘_ ﬁﬂ‘é O]_H]EHO]E

3+ di

L-

[0164]
[0165]

T =
= Wf = AR mw Mo & 5
pT pEERIZ A A N R
= o K A~ T o 2] HoZUl oy = W NF ) B %
- o FNE W %o o
i{ EETﬂ o %m W@JE Mﬂ]x ol . L o LW oTo =
28 ol K = pugils oy g Xy o KT R ok X N B =
g i oo _ S 2 ~ o oM < T F T T 5 " ° o=
Eez ) ol W) e~ of J) S W oF —~ B =
oﬂau%l LE%HIWHW Ciclieny dl,olu.e.urLy ﬂﬂﬂvoeﬁdoné,@uo» ﬂ%]% =
. o— o = N —_ N ! pas Ny O -
g 5T B LR SRE 5ET -3 TR e z
i s o . F T X z 3 TR M N s
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[0173]

[0174]

[0176]

[0178]
[0179]

[0180]

[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]

[0193]

[0194]
[0195]
[0196]
[0197]
[0198]

[0199]

frage e AS, A%, A, A EH, Ao, FAAZE, oy, wjdE, B AR FFE Tl wt

I HEE g 2dE 5 dSe GHAeAl BeEitt. dE B9, Fingl 5. 1975, "The

Pharmacological Basis of Therapeutics." ©]Z , .18 B oA Fxg). upgEd

sk Aule] ot TR, fra FoFe 44

ggE k. FAALE, AAES A 9 A&l AL AsdE 42 Fo] FELE JfAEAR, F
g

A= [e) —_

ogol WA EN7t WA WA AT detgon, AW v ATl HEHE AL Agetel, o
2 S 5 =
=1 - 5 &

e oFerA gy : ofF B Fo] Ju2Es F¥T 5 v
L-22U" 7d opige]Ee] AP Al FolgFe oF 0.02 A oF 1.25 g/AF kg (FEAFAE o 0.1 WA
°F 0.6 g/AThe) Welolth. TR, T2 o 500 mg WA °F 50 g (MbHH A= %k 5 g A °F 40 g,
2 U vhEAsAlE oF 10 g WA oF 30 g) Wl

9 P FelFo] Foln & vk, WHHOR, T FolR, dF Fol, F W, AW, vl W EE oA W
om Folg 4 gtk 1@ UF Tl @ 9 EE o] 79U Ei I FUo AAA Felw & k. 54 4
AN, B Fold mE T FelR, dF ol 2,3, 4 Hi 5 8 Folge] W Fold  qlnk

[HA]

X-A Ea 34d (XRPD)

ABE 40 2D 507 20 AtoldlA] ~7NdsHAA], XRPD 2418 Bruker D8 o] =HlA IE= Seimens D5000 Aol A]
Tkt Bruker D8 A& AME3F= AAlAd A, <F 5 mge] AIEE XRPD7} ¥F WMagk=gl e 96 4
AR Fudol A 7PEA SEsT. ts A7) AlBE AR Bruker D8-Discover 3 @E-A 7)o A A3}t

171 23zt A Bt

ol

2 7] 7] D8-Discover

< diolE &4 BRUKER-binary V3 (.RAW)
FA = Gonio

=4 A [0 201 4.0000

4 A [© 20.] 49.9800

>® 37] [© 20.] 0.0200

FAR 25 AIZE [s] 39.1393

FAF F A

LA [*20.] 0.0000

ik &8 fF a7

WA 28 F37] 0] 2.0000

Al 2ol [mm] 10.00

¢ €3 327 [mm] 0.1000

=4 ex ('] 95.00

4= =4 Cu

K-35t 1 [A] 1.54060

K-432 [A] 1.54443

K-t [A] 1.39225
K-A2 / K-Al H]& 0.50000
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[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]

[0207]

[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0233]

[0234]

A7) A% 40 mA , 40 kV
SRR e P 1] 4]
e 0

AY e W [m] 250.00
=4 Ag-22k £3 [mn] 91.00
JARF T 51| sl
3l 182
Seimens D5000 FA& AM&3l= AAJdolA, 2k 5
= el 7PEA hEEelth. v, sy AF =4
Seimens D5000 3] & &AM 7o) st 4319t

< dojg =X Siemens-binary V2 (.RAW)

=2 914 7 20.1] 3.0000
T2 994 7 20.1] 50.000
2% 371 [* 20.] 0.0200
FAF 28 AI7E [s] 0.8
FAF 9 A%

xA [*20.] 0.0000
Wk &3 f3 ks
b &8 =27 [0 ] 1.0000
A& o] [mm] thok

T &8 271 [mm]  0.2000
=4 &% [° (] 20.00
d= =4 Cu

K-} 1.54060
K-&32 [A]  1.54443

K-wlet [A] 1.39225

K-A2 / K-Al ¥]& 0.50000 (&)

A7) A" 40 mA, 40 kV

S HEM7] F3 d5000

S HEA7] & 0
ayeny 94 [mm]  217.50
JAG @A 8 e
3| dR A sld=] (Graphite)
3] 2] e

9 24 X-A 3]H (SXRD)

Mo-Ka Fo=z zEsls=

Bruker Smart Apex 3|dEA7|E A&
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[0236]

[0237]

[0239]

[0240]

[0242]

[0243]

[0245]

[0246]

[0248]

[0249]

[0251]

[0253]

[0255]

[0256]

[0258]

[0259]

[0261]

SES06 10-2123243

oW, Hole= 26 2 ¢ Al JH AE AFAAN FHIE 60 -2 10s o] H[olA DA

Azt FAF E#F 549 (DSC)

°F 5 mgel ARE &4FvE DSC Woll Fi ¥EE dFvE FALE FASAT (M-HIHNoR). Uy A7

D
AR WL Seiko DSC6200 (7] Tl AAeh, Wzsti 25ClA FA8

0

PR
o] dolAW, Amel hEFS 10 C/E9] FA} HEE 250 C sldeta, Avtw
A71 N1718 AdF E EFES AMgste & 2 d-f

=l H
2 AGHE Muse 54 AZENE Az ARG S5 Az BAL ST

A AR FA Bad. 2

=
71715, 100 mg iz TF 2 JF dx FE=S AHEske] 42 2% 2 2= HFFsit.

o945 =71 5 DVS)

=7 &4 HA Mo ¥l Scientific and Medical Systems (SMS) #|3&<1 DVS-I
71 4 A X—VHOP“EP o o o] As7E 7155 A S W7k 0% 5 FES fFAS)
zZ39t. U A8E 10% T7HECR, 0 - 90% At £ (R 712 433 d, oHAs T3

= Xr=

= S

(o]

o
—
(=]
=]
0Q
>
tm
i
i
o
i
=
i

Q& 18 4

» Off
ofi
_EE

o
ne
oZ @ MUl o)\

e,
ro

'INMRS Bruker AC200 AFolA FFalabaith. zH Alme] NMRS d-H00lA a3, 7 Ales o 5 mg FEa
L-%

Folaglth. L-22y® WzoolE B L-92Ud s olAEoEd td MR ~HERE = 21 R 220] 77}
VER AT

A =
oF 25 mgd] AlEE wloldol =i Adgk §u] A AYE 5o} By FrhEoR MUtk 4 AU e, £

galol skl FAsa, obFd a7t oW, ERRS 50 (2 shesta oAl FAs. oleld 1A

_Q_ KeN
$ai7h BE WA w el 100 W) $17k BrkE w A%stan.

HPLC §3l= 2
7 g &eElE AZslal ARE oF 48 AIFF B¢ 257 ColAd HEEth. v 4 ARE ZHE 53 A
efal, oI=S HPLC wleld = &7 48t telH =58, 7Jr %u o dig L-224¥ #d OMIEﬂ ojE &

si=g dAstatt
25 Ao Ed AF

SolE FAoRE Pojxl AnE olgsiel 24 7] A

JYE
OFO
=2
>,
[
juii)
=2
R
>,

=
28 40 CEE 257 CoIA 4 AR Afo|FR 72 AIZFESH LAY 13RS Wy
e gtow Hxeta, AFEA egrow, oete] LlaArt. nFEL M F9)
A7t ek AzAF

R84

=% W2 (Crash Cooling) A3

o=

AEE A7) 2a7le] AEE gul Axgo] g A E5 §92 40 C L 21 CHGeNA] oF 48 A
7o FE WA 292 S99 el 28 2L 59 nWEe RAM 9 AGelA oF 24
ARE 79 SEel A AEAR.

_Z_% AlS
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[0262]

[0264]

[0265]

[0267]

[0268]

[0270]
[0271]
[0273]

[0274]

[0276]
[0277]

[0278]

[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0287]

[0288]

[0290]

[0291]

[0292]

HElE AlRe] 2s}h golo] A bgoRA vkl b Ads skt © ool HAel flE Wk A
7he AEESaL, ARE 24 AR Bt o8] SRR AT B2 2R, 9 £, 4 C Ee 21 €. b
&, A= welska, S 79 @Al 24 AlRbest ARAIZAY

A= ghol7b FhHEr & olu| A Ax AZEY S (Firecam V.1.0)2 Y3 Leica Leitz DMRB H33 343}t
ndS Abgste AAAY A (HEE)E ZAASIY. HuE dge] §le ¥ BE oA E 10x yEAE
ARES 71 S ST,

e

o HRA

R 1 S |

BE S BAO Agilent 7500ce ICP-MS AFoll Al F=8)&}9itt.

af 83 &=

ok 100 mg9 Zt FHIE tho] (A7 12 mm)oll FaL tho]E =k AE7]ol A oF 2 B3 5 Bl gt sloA gETH
o2 gagz ¢EUnt. JE5S AR v S wwelE &3 7]7] Sotax AT7E AFR3}o] EP2 W USP2=
golstodrt. 72 Fele AR vz A A (o, gAaE AZ=0 24 "rrela wiA e viezbA] "ol ®

= 3i3ith) k7] pH x4 stellA A@dskh 1.0, 4.5 2 6.7.
60, 70, 80 ¥ 120 ZolA &3 &V|2HE FE32 APl v =
I FA e AL 6 EE 7 ) HoRRH, 1f &I SE
o] HE FEoA Fsrt.

HPLC-UV _7]7] A

wiA o] 1 em’ B2 AJZE 10, 20, 30, 40, 50,
o] tisle] HPLCZ Algslgich. &3 F4& 12
e Axkskdet. RE AEe 37° ¢ 2 150 rpm

O

7171 Agilent 1200

A Gemini C 18, 5mm, 150.0 x 4.6mm

x;

s gfske g9 Fe A%S n) oF 1 AlE|nE "ol FeolEd Fth. the, ZHoE
& opAElo]E (95:5) &w) &3 U%f%}—E TLC = =0l %‘-QM. SrE ZAE FEoz A

siElol = Alg EdEd Al Hd & Eft=el o8 SHolE FelA g ewtdd. 23
ks

m{n
FUO =
o
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[0293]
[0294]
[0295]
[0296]
[0297]
[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0307]

[0308]

[0309]

SES06 10-2123243

OLAA AF: pH 1, 4, 7,109 14

—/:E%E] (j/,}_ﬁﬁl_ B.oﬂ- DH B.oﬂ Ux] a1
mg’] ETACY oﬁe EE%E]Q‘O}'O:‘E]' = Z—}'
seele 1uY B9 ASHo
S EEEREER IR IS

o)

FoF 250 WE A7kt B3k O ol BAHA BES S ef 100
ool thste] chepek pi 3ol A Fulskelch: o 1, 4, 7,
78 ud SRS, A48 9F9e 7 phel sl

==

Q3 ZE 372.75 ng$ Dol&F 25 mlol ol 0.2 M S WEoBA pH 1S JHIE AFAS Az
E}° TEHog 0.2 M A 67 mlS H7IEte] (o]AL 5 M Aoz RE A|ZAT; 10 mlS "ol 40
A7 skl 1 M €98 wEa o] ¢ YA FATE; 20 mlE Eol5 80 mlol] H7Fste] AAel 0.2 M &

_]

(e}

B
~%@é%w>%a%pmzixamq.

ZE 4 ZTEYolE 1.02 g& "ol24 50 mloll =] 0.1 M &9& Ao 2N pH 49 #FS A= g5d
S Az

QA ZHE dA7]A 680.00 mgs Eol24 50 mloll Fo] 0.1 M 84S wHoZHA pH 79 SFHS A3 ).
o2, 0.1 M =48t YEF 29.1 mlE @ 7bske] (o] AS 1 M &Aoo zRE AZXEHYY; 5 nlE Zol25 45 ml

0.
of A7keted Ysk= 0.1 M &5 AT Ash= phE AU

mlm J%
rU o
é
N
ﬂOL
2
o
o

, 0.1 M =28t YEH 10.7 ml& H718te] (o)A 1 M o=z RE AZFHUT; 5 ml

ZEF UEF 210.00 mgs "ol 50 mloll =9 0.056 M &4 wHo =4 pH 109 <
L o
Azbste] 24 0.1 M & w=Arh) dstE pHE L9lt).

ol O

rUO

At ZF 372.75 mge ol 25 mlell &afste] 0.2 M 89S wHgoEA pH 13.29] &FNE Azl
o5, 0.2 M 48 HEHF 66 mls H7Fsko] ( ]Z\% LM gHomiE Axsdrt; 20 mlE 2ol 80 ml
A7kete] 0.2 M &S RHET) pHE 1302 2AsY. v, 1M F4s HESS H4e S

At

AAld 10 2A e JA

L-2 24" #d olHHo|E X3EANS Mg nle} o], &% Alo]EdH,
7} A3tk A HES PLM 2 XRPDS o] &35te] A4 e (wek EA)FA)
[Racabii=sh=y

NJ

o
N
o
rN
2
-
it
_1
_W.L
ot
Ru)
=
ﬁ
o L

3@ 32 oo
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[0310]

[0311]

[3 5] 27 9o Azl

Crystallization
Test Method Solvent Results
1 Temp. Cycling cyclohexanone Form i
2 Controlled Cool (4°C) cyclohexanone No Solid
3 Controlled Cool (-21°C) | cyclohexanone Form V
4 Evaporation cyclohexanone Form V
Anti-Solvent (IPA)
5 Addition Elevated cyclohexanone No Solid
Temperature
Anti-Solvent (IPA)
6 Addition Ambient cyclohexanone Form Il
Temperature
Anti-Solvent (IPA)
7 Addition (4°C) cyclohexanone Form Ii
Anti-Solvent (IPA)
8 Addition (-21°C) cyclohexanone Form li
Anti-Solvent (Ethanol)
9 Addition Ambient cyclohexanone Form |l
Temperature
Anti-Solvent (Ethanol)
10 Addition (4°C) cyclohexanone Form |
11 Ahil-Sshuan (Einanal) cyclohexanone Form |
Addition (-21°C)
N ethanol/acetone
12 Temp. Cycling (50:50) Form Il
o ethanol/acetone .
13 Controlled Cool (4°C) (50:50) No Solid
. ethanol/acetone
14 Controlled Cool (-21°C) (50:50) Form lil
. ethanol/acetone
15 Evaporation (50:50) Form I
Anti-Solvent (IPA)
16 Addition Elevated ?;2?;;’)" acetone Form I
Temperature i
Anti-Solvent (IPA)
17 Addition Ambient ?5“(‘)?5“5’)" acetone Form Il
Temperature ¥
Anti-Solvent (IPA) ethanol/acetone
o Addition (4°C) (50:50) Form |
Anti-Solvent (IPA) ethanol/acetone
19 Addition (-21°C) (50:50) Farm
Anti-Solvent (Ethanol) ethanol/acetone
< Addition Ambient (50:50) Far U

_27_
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[0312]

Crystallization
Test Method Solvent Results
Temperature
Anti-Solvent (Ethanol) ethanol/acetone
wli Addition (4°C) (50:50) Form |
Anti-Solvent (Ethanol ethanol/acetone
s AddMon(21£C) ; (50:50) Farm
23 Temp. Cycling acetic acid Form IV
24 Controlled Cool (4°C) acetic acid No Solid
25 Controlled Cool (-21°C) | acetic acid No Solid
26 Evaporation acetic acid Form i
Anti-Solvent (IPA)
27 Addition Elevated acetic acid Form VI
Temperature
Anti-Solvent (IPA) .
28 Addition Ambient acetic acid Form IV
Temperature
29 ng;t‘?:r:vaqtc()lPA) acetic acid Form IV
30 ﬁzgﬁ;:vzgg S,I(SA ) acetic acid Form IV
Anti-Solvent (Ethanol)
31 Addition Ambient acetic acid Form IV
Temperature
32 ﬁgg;t?:r""a'lg)‘gtha"d) acetic acid Form IV
33 ﬁgg'iggr'\"(e_;ﬁ S'ét)ham') acetic acid Form IV
34 Temp. Cycling 1-propanol Form I
35 Controlled Cool (4°C) 1-propanol Form |i
36 Controlied Cool (-21°C) | 1-propanol Form |I
3 Evaporation 1-propanol Form |l
Anti-Solvent (IPA)
38 Addition Elevated 1-propanol Form il
Temperature
Anti-Solvent (IPA)
39 Addition Ambient 1-propanol Form Il
Temperature
40 ::zgi’?::lv&':g)'PA) 1-propanol Form i
41 ﬁgtclﬁt?:r:‘lggz S,Ig)A ) 1-propanol Form Il
Anti-Solvent (Ethanol)
42 Addition Ambient 1-propanol Form Il
Temperature
83| e oy )| 4-propanol Form 1 /11
44 ﬁggit?:rl‘v(e_gg E'é‘)ha“') 1-propanol Form |
45 Temp. Cycling dimethylcarbonate Form li
46 Controlied Cool (4°C) dimethylcarbonate No Solid
47 Controlled Cool (-21°C) | dimethylcarbonate Form Il
48 Evaporation dimethylcarbonate Form Il
Anti-Solvent (IPA)
49 Addition Elevated dimethylcarbonate Form Il
Temperature
Anti-Solvent (IPA)
50 Addition Ambient dimethylcarbonate Form il
Temperature

_28_
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[0313]

Crystallization

Test Method Solvent Resulits

Anti-Solvent (IPA) .

51 Addition (4°C) dimethylcarbonate Form Il
Anti-Solvent (IPA) )

52 Addition (-21°C) dimethylcarbonate Form Ii
Anti-Solvent (Ethanol)

63 Addition Ambient dimethylcarbonate Form Il
Temperature
Anti-Solvent (Ethanol) "

54 Addition (4°C) dimethyicarbonate Form |
Anti-Solvent (Ethanol .

55 Addition (-21 ("C) ) dimethylcarbonate Form |l

56 Temp. Cycling NMP Form I

57 Controlled Cool (4°C) NMP Form Ii

58 Controlled Cool (-21°C) { NMP Form i

59 Evaporation NMP Form Il
Anti-Solvent (IPA)

60 Addition Elevated NMP Form I
Temperature
Anti-Solvent (IPA)

61 Addition Ambient NMP Form Il
Temperature
Anti-Solvent (IPA)

62 Addition (4°C) NMP Form Il
Anti-Solvent (IPA)

63 Addition (-21°C) NMP Form 1l
Anti-Solvent (Ethanol)

64 Addition Ambient NMP Form I
Temperature
Anti-Solvent (Ethanol)

65 Addition (4°C) NMP Form I/l
Anti-Solvent (Ethanol)

66 Addition (-21°C) NMP Form Ii

67 Temp. Cycling I(%Itg/;\clcyclohexane Form It

68 Controlied Cool (4°C) '(Efg';@’ cyclohexane | 5 solid

69 Controlled Cool (-21°C) 'atg;'\‘:/cy"bhexa”e No Solid

70 Evaporation (e1t F)Z,)B\clcyclohexane Form Il
Anti-Solvent (IPA)

71 Addition Elevated ?,]t Qz?c/cyclohexane Form Il
Temperature i
Anti-Solvent (IPA)

72 Addition Ambient ?fg’;‘c’ cyclohexane Form Il
Temperature ) .
Anti-Solvent (IPA) etOAc/cyclohexane

73 Addition (4°C) (1:2) Foung Il
Anti-Solvent (IPA) etOAc/cyclohexane

74 Addition (-21°C) (1:2) Farn il
Anti-Solvent (Ethanol)

75 Addition Ambient ?fg‘;\‘:’ VYRR ek e Form Il
Temperature )

76 Anti-Solvent (Ethanol) etOAc/cyclohexane Form |
Addition (4°C) (1:2)

77 Anti-Solvent (Ethanol) etOAc/cyclohexane Form 1711

Addition (-21°C)

(1:2)

_29_
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[0314]

Crystallization

Test Method Solvent Results
78 Temp. Cycling etOAc/toluene (1:2) Form I
79 Controlled Cool (4°C) etOAc/toluene (1:2) No Solid
80 Controlled Cool (-21°C) | etOAc/toluene (1:2) Form I
81 Evaporation etOAc/toluene (1:2) Form Il
Anti-Solvent (IPA)

82 Addition Elevated etOAc/toluene (1:2) Form Il
Temperature
Anti-Solvent (IPA)

83 Addition Ambient etOAc/toluene (1:2) Form Il
Temperature
Anti-Solvent (IPA) :

84 Addition (4°C) etOAc/toluene (1:2) Form Il
Anti-Solvent (IPA) .

85 Addition (-21°C) etOAc/toluene (1:2) Form Hl
Anti-Solvent (Ethanol)

86 Addition Ambient etOAc/toluene (1:2) Form 1l
Temperature
Anti-Solvent (Ethanol) y

87 Addition (4°C) etOAc/toluene (1:2) Form |
Anti-Solvent (Ethanol) .

88 Addition (-21°C) etOAc/toluene (1:2) Form 1l

89 Temp. Cycling l(l:g/)dusopropyl gthgr Form il

) Controlled Cool (4°C) '('1:{“2’)""””””' ether | Eorm v

91 Controlled Cool (-21°C) é’:g’)""“pmpy' ether | eormnl

92 Evaporation zl?g/)diisopropyl esher Form 1l
Anti-Solvent (IPA) -

93 Addition Elevated 2':{“2’)""S°Pr°py' ether | Eorm 1l
Temperature i
Anti-Solvent (IPA) -

94 Addition Ambient Péidiisopropyl Sther | gy

(1:2)
Temperature
Anti-Solvent (IPA) IPA/diisopropyl ether
o Addition (4°C) (1:2) Farm )|
Anti-Solvent (IPA) IPA/diisopropy! ether
8 Addition (-21°C) (1:2) Farm Il
Anti-Solvent (Ethanol) .
97 Addition Ambient '(':g’)d”“pmpy' ether | eorm 1t
Temperature i
Anti-Solvent (Ethanol) IPA/diisopropyl ether
9% Addition (4°C) (1:2) Form |
Anti-Solvent (Ethanol) IPA/diisopropyl ether
29 Addition (-21°C) (1:2) Famm LAY
100 Temp. Cycling DIPE Form Il
101 Controlled Cool (4°C) DIPE No Solid
102 Controlled Cool (-21°C) | DIPE Form V
103 Evaporation DIPE Form Il
Anti-Solvent (IPA)

104 Addition Elevated DIPE Form Il
Temperature
Anti-Solvent (IPA)

105 Addition Ambient DIPE Form Il
Temperature

106 Anti-Solvent (IPA) DIPE Form Il
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Crystallization

Test Method Solvent Resulits
Addition (4°C)
Anti-Solvent (IPA)
107 Addition (-21°C) DIPE Form li
Anti-Solvent (Ethanol)
108 Addition Ambient DIPE Form I}
Temperature
Anti-Solvent (Ethanol)
109 Addition (4°C) DIPE Form |
Anti-Solvent (Ethanol)
110 Addition (-21°C) DIPE Form Il
; nitromethane/water N
111 Temp. Cycling (20%) No Solid
112 Controlied Cool (4°C) [‘z'tgf,’/o")‘etha”e’water No Solid
113 | Controlled Cool (-21°C) | TyromeManeMaer | no solid
’ nitromethane/water
114 Evaporation (20%) Form Il
Anti-Solvent (IPA) »
115 | Addition Elevated nittomethane/water |\, solig
(20%)
Temperature
Anti-Solvent (IPA) N
116 Addition Ambient '(‘Z'tg‘;")‘Etha“e"”a‘er Form Il
Temperature °
Anti-Solvent (IPA) nitromethane/water
T Addition (4°C) (20%) Fonm |l
Anti-Solvent (IPA) nitromethane/water
118 Addition (-21°C) (20%) ol
Anti-Solvent (Ethanol) .
119 Addition Ambient [‘z't(‘;f,}";ema“e’water Form II
Temperature °
Anti-Solvent (Ethanol) nitromethane/water
120 Addition (4°C) (20%) et
Anti-Solvent (Ethanol) nitromethane/water
121 Addition (-21°C) (20%) Form 1111
122 Temp. Cycling acetone/water (20%) No Solid
123 Controlled Cool (4°C) acetone/water (20%) Form Il
124 Controlled Cool (-21°C) | acetone/water (20%) Form il
125 Evaporation acetone/water (20%) Form |l
Anti-Solvent (IPA)
126 Addition Elevated acetone/water (20%) Form 1l
Temperature
Anti-Solvent (IPA)
127 Addition Ambient acetone/water (20%) Form 11
Temperature
Anti-Solvent (IPA) "
128 Addition (4°C) acetone/water (20%) Form 1l
Anti-Solvent (IPA)
129 Addition (-21°C) acetone/water (20%) Form I
Anti-Solvent (Ethanol)
130 Addition Ambient acetone/water (20%) Form Il
Temperature
Anti-Solvent (Ethanol)
131 Addition (4°C) acetone/water (20%) Form |
Anti-Solvent (Ethanol) %
132 Addition (-21°C) acetone/water (20%) Form |l
133 Temp. Cycling 1,4 dioxane/water Form il
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Crystallization
Test Method Solvent Results
(20%)
& 1,4 dioxane/water
134 Controlled Cool (4°C) (20%) Form Il
B 1.4 dioxane/water "
135 Controlled Cool (-21°C) (20%) No Solid
. 1,4 dioxane/water
136 Evaporation (20%) Form Il
Anti-Solvent (IPA) .
137 | Addition Elevated 1:4-Gioxansiwater Form i
T (20%)
emperature
Anti-Solvent (IPA) "
138 | Addition Ambient A% dioxanepwater Form Il
T (20%)
emperature
Anti-Solvent (IPA) 1,4 dioxane/water
149 Addition (4°C) (20%) Fom |
Anti-Solvent (IPA) 1.4 dioxane/water
140 | addition (21°C) (20%) For I
Anti-Solvent (Ethanol) .
141 | Addition Ambient 1,4 dioxane/water Form II
(20%)
Temperature
Anti-Solvent (Ethanol) 1,4 dioxane/water
142 | addition (4°C) (20%) Form |
Anti-Solvent (Ethanol) 1,4 dioxane/water
143 | Addition (-21°C) (20%) Farm 1
144 Temp. Cycling diethyl ether Form Il
145 Controlled Cool (4°C) diethyl ether No Solid
146 Controlled Cool (-21°C) | diethyl ether No Solid
147 Evaporation diethyl ether Form |l
Anti-Solvent (IPA)
148 Addition Elevated diethyl ether Form Il
Temperature
Anti-Solvent (IPA)
149 Addition Ambient diethy! ether Form Il
Temperature
Anti-Solvent (IPA) .
150 Addition (4°C) diethy! ether Form I
Anti-Solvent (IPA) '
151 Addition (-21°C) diethy! ether Form |l
Anti-Solvent (Ethanol)
152 Addition Ambient diethy! ether Form Il
Temperature
Anti-Solvent (Ethanol) i
153 Addition (4°C) diethyl ether Form |
Anti-Solvent (Ethanol) .
154 Addition (:21°C) diethyl ether Form 1 /11
155 Temp. Cycling ethylene glycol Form |l
156 Controlled Cool (4°C) ethylene glycol No Solid
157 Controlled Cool (-21°C) | ethylene glycol No Solid
158 Evaporation ethylene glycol No Solid
Anti-Solvent (IPA)
159 Addition Elevated ethylene glycol Form I
Temperature
Anti-Solvent (IPA)
160 Addition Ambient ethylene glycol Form Il
Temperature
Anti-Solvent (IPA)
161 Addition (4°C) ethylene glycol Form Il
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Crystallization

Test Method Solvent Results
Anti-Solvent (IPA)

162 Addition (-21°C) ethylene glycol Form Il
Anti-Solvent (Ethanol)

163 Addition Ambient ethylene glycol Form 1l
Temperature
Anti-Solvent (Ethanol)

164 Addition (4°C) ethylene glycol Form II
Anti-Solvent (Ethanol)

165 Addition (-21°C) ethylene glycol Form It

166 Temp. Cycling meOAc/water (20%) No Solid

167 Controlled Cool (4°C) meOAc/water (20%) No Solid

168 Controlled Cool (-21°C) | meOAc/water (20%) No Solid

169 Evaporation meQAc/water (20%) Form |l
Anti-Solvent (IPA)

170 Addition Elevated meOAc/water (20%) Form Il
Temperature
Anti-Solvent (IPA)

171 Addition Ambient meOAc/water (20%) Form i
Temperature
Anti-Solvent (IPA)

172 Addition (4°C) meOAc/water (20%) Form Il
Anti-Solvent (IPA) o

173 Addition (-21°C) meOAc/water (20%) Form Il
Anti-Solvent (Ethanol)

174 Addition Ambient meOAc/water (20%) Form Il
Temperature
Anti-Solvent (Ethanol) o

175 Addition (4°C) meOAc/water (20%) Form I /1l
Anti-Solvent (Ethanol)

176 Addition (-21°C) meOAc/water (20%) Form Il

' meOH/acetone
177 Temp. Cycling (50:50) Form Il
5 meOH/acetone .
178 Controlled Cool (4°C) (50:50) No Solid
o meOH/acetone "
179 Controlled Cool (-21°C) (50:50) No Solid
. meOH/acetone

180 Evaporation (50:50) Form Il
Anti-Solvent (IPA)

181 Addition Elevated ggg’;;acem"e Form Il
Temperature i
Anti-Solvent (IPA)

182 Addition Ambient gggg{acem”e Form If
Temperature .

Anti-Solvent (IPA) meOH/acetone

183 Addition (4°C) (50:50) Form Il

184 Anti-Solvent (IPA) meOH/acetone Form Il
Addition (-21°C) (50:50)

Anti-Solvent (Ethanol)

185 Addition Ambient E‘;g%'g)/acem"e Form Ii
Temperature )

186 Anti-Solvent (Ethanol) meOH/acetone Form |
Addition (4°C) (50:50) °
Anti-Solvent (Ethanol) meOH/acetone

57 Addition (-21°C) (50:50) Form I/ 11

188 Temp. Cycling DMF Form Il

189 Controlied Cool (4°C) DMF Form Il
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Crystallization

Test Method Solvent Results

190 Controlled Cool (-21°C) | DMF Form il

191 Evaporation DMF Form Il
Anti-Solvent (IPA)

192 Addition Elevated DMF Form i
Temperature
Anti-Solvent (IPA)

193 Addition Ambient DMF Form I
Temperature
Anti-Solvent (IPA)

194 Addition (4°C) DMF Form 1
Anti-Solvent (IPA)

195 Addition (-21°C) DMF Form Il
Anti-Solvent (Ethanol)

196 Addition Ambient DMF Form Il
Temperature
Anti-Solvent (Ethanol)

197 Addition (4°C) DMF Form 1 /1l
Anti-Solvent (Ethanol

198 AddmOn¢21SC) ) | pMF Form Il

189 Temp. Cycling 2-butanol Form Il

200 Controlled Cool (4°C) 2-butanol No Solid

201 Controlled Cool (-21°C) | 2-butanol No Solid

202 Evaporation 2-butanol Form Il
Anti-Solvent (IPA)

203 Addition Elevated 2-butanol Form Iil
Temperature
Anti-Solvent (IPA)

204 Addition Ambient 2-butanol Form I
Temperature

205 Qgtc'l'it?:,i"arltc()”’” 2-butanol Form Il
Anti-Solvent (IPA

206 Addition (-21 EC) ) 2-butanol Form I
Anti-Solvent (Ethanol) -

207 Addition Ambient 2-butanol Form Il
Temperature

208 | Aoy | 2-butanol Form 1 /1]

209 232&?;'\"(6_;‘1 f,gham') 2-butanol Form 1 /11

210 Temp. Cycling cumene Form Il

211 Controlled Cool (4°C) cumene No Solid

212 Controlled Cool (-21°C) | cumene No Solid

213 Evaporation cumene Form |l
Anti-Solvent (IPA)

214 Addition Elevated cumene Form i
Temperature
Anti-Solvent (IPA)

215 Addition Ambient cumene Form Il
Temperature

216 ﬁggf :J]vaqtc(;PA) cumene Form Il
Anti-Solvent (IPA

217 Addition (—21£C) ) cumene Form Il
Anti-Solvent (Ethanol)

218 Addition Ambient cumene Form It
Temperature
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Crystallization

Test Method Solvent Results

219 232;;?;'}"&’1‘0()'5“‘3”"') cumene Form Il

220 ﬁzgf:liv(e_;g (olét)hanol) cumene Form I /11

221 Temp. Cycling ethyl formate Form I

222 Controlled Cool (4°C) ethyl formate No Solid

223 Controlled Cool (-21°C) | ethyl formate Form Il

224 Evaporation ethyl formate - Form I
Anti-Solvent (IPA)

225 Addition Elevated ethyl formate Form Ii
Temperature
Anti-Solvent (IPA)

226 Addition Ambient ethyl formate Form il
Temperature

227 QSEEESAV&QE(;PA) ethyl formate Form Il

228 ﬁzg;t? f,lvﬁ ;l; S'(';)A ) ethyl formate Form Il
Anti-Solvent (Ethanol)

229 Addition Ambient ethyl formate Form Ii
Temperature

230 ﬁgz}t?:rl]varltc()lz tharti} ethyl formate Form 1

231 ﬁggf:rl‘v(e-;t‘l E'é‘)ha“') ethyl formate Form 1 /11

232 Temp. Cycling isobutyl acetate Form I

233 Controlled Cool (4°C) isobutyl acetate No Solid

234 Controlied Cool (-21°C) | isobutyl acetate Form Il

235 Evaporation isobutyl acetate No Solid
Anti-Solvent (IPA)

236 Addition Elevated isobutyl acetate Form Il
Temperature
Anti-Solvent (IPA)

237 Addition Ambient isobutyl acetate Form Il
Temperature

238 ﬁgg;t?oorlxvarltc()lPA) isobutyl acetate Form Il

239 ﬁggﬁ;’;"f_;ﬁ S'(';)A> isobutyl acetate Form Il
Anti-Solvent (Ethanol)

240 Addition Ambient isobutyl acetate Form 1]
Temperature

241 ﬁgg;t?;""&’lg)'ztha"°') isobutyl acetate Form Il

242 Qggf::’igg Elét)h anol) isobutyl acetate Form 1 /1

243 Temp. Cycling 3-methyl-1-butanol Form Il

244 Controlled Cool (4°C) 3-methyl-1-butanol No Solid

245 Controlled Cool (-21°C) | 3-methyl-1-butanol No Solid

246 Evaporation 3-methyl-1-butanol Form Il
Anti-Solvent (IPA)

247 Addition Elevated 3-methyl-1-butanol Form li
Temperature
Anti-Solvent (IPA)

248 Addition Ambient 3-methyl-1-butanol Form Il
Temperature

249 Anti-Solvent (IPA) 3-methyl-1-butanol Form Il
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Crystallization

Test Method Solvent Results
Addition (4°C)
Anti-Solvent (IPA) ‘. ]

250 Addition (-21°C) 3-methyl-1-butanol Form Il
Anti-Solvent (Ethanol)

251 Addition Ambient 3-methyl-1-butanol Form il
Temperature
Anti-Solvent (Ethanol) ~ TE

252 Addition (4°C) 3-methyl-1-butanol Form | /1l
Anti-Solvent (Ethanol)

253 Addition (-21°C) 3-methyl-1-butanol Form I /1i

254 Temp. Cycling anisole Form |l

255 Controlled Cool (4°C) anisole No Solid

256 Controlled Cool (-21°C) | anisole Form Ii

257 Evaporation anisole Form |l
Anti-Solvent (IPA)

258 Addition Elevated anisole Form Il
Temperature
Anti-Solvent (IPA)

259 Addition Ambient anisole Form Il
Temperature
Anti-Solvent (IPA) .

260 Addition (4°C) anisole Form 1l
Anti-Solvent (IPA) .

261 Addition (-21°C) anisole Form il / IV
Anti-Solvent (Ethanol)

262 Addition Ambient anisole Form I
Temperature
Anti-Solvent (Ethanol) .

263 Addition (4°C) anisole Form |l
Anti-Solvent (Ethanol) :

264 Addition (-21°C) anisole Form |

265 Temp. Cycling I(I:g/)lsopropyl B Form Ii

266 Controlled Cool (4°C) '('13{';/)'5”' opylacetate |\, goig

267 Controlled Cool (-21°C) '(fg’)'“pmpy' acetate | N solid

268 Evaporation I(I:g/)isopropyl Ariale Form 1l
Anti-Solvent (IPA) "

269 Addition Elevated '('1’{2/)'S°p’°'°y' acetate | porm )
Temperature i
Anti-Solvent (IPA) .

270 Addition Ambient '(':g/)’“pmpy' acetate | eorm 1l
Temperature )
Anti-Solvent (IPA) IPA/isopropyl acetate

27 Addition (4°C) (1:2) Form Il
Anti-Solvent (IPA) IPA/isopropyi acetate

272 Addition (-21°C) (1:2) Faim Il
Anti-Solvent (Ethanol) .

273 Addition Ambient '(':g’)‘”p"’py' acetate | eorm
Temperature i
Anti-Solvent (Ethanol) IPA/isopropyl acetate

274 Addition (4°C) (1:2) Frm 1
Anti-Solvent (Ethanol) IPA/isopropy| acetate

ks Addition (-21°C) (1:2) Form |

276 Temp. Cycling EtOH: 1% H,0 Form Il
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Crystallization
Test Method Solvent Results
277 Controlled Cool (4°C) EtOH: 1% H.0 No Solid
278 Controlled Cool (-21°C) | EtOH: 1% H,0 No Solid
279 Evaporation EtOH: 1% H»0 No Solid
Anti-Solvent (IPA)
280 Addition Elevated EtOH: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
281 Addition Ambient EtOH: 1% H50 No Solid
Temperature
Anti-Solvent (IPA) e "
282 Addition (4°C) EtOH: 1% H,0 No Solid
Anti-Solvent (IPA) Ca0s .
283 Addition (-21°C) EtOH: 1% H,0 No Solid
Anti-Solvent (Ethanol)
284 Addition Ambient EtOH: 1% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) ’ .
285 Addition (4°C) EtOH: 1% H0 No Solid
Anti-Solvent (Ethanol) . .
286 Addition (-21°C) EtOH: 1% H,0 No Solid
287 Temp. Cycling EtOH: 3% H»0 Form Il
288 Controlled Cool (4°C) EtOH: 3% H.0 No Solid
289 Controlled Cool (-21°C) | EtOH: 3% H,0 No Solid
290 Evaporation EtOH: 3% H,0 No Solid
Anti-Solvent (IPA)
291 Addition Elevated EtOH: 3% H,0 No Solid
Temperature
Anti-Solvent (IPA)
292 Addition Ambient EtOH: 3% H,0 No Solid
Temperature
Anti-Solvent (IPA) - .
293 Addition (4°C) EtOH: 3% H,0 No Solid
Anti-Solvent (IPA) - R
294 Addition (-21°C) EtOH: 3% H,0 No Solid
Anti-Solvent (Ethanoi)
295 Addition Ambient EtOH: 3% H.0 No Solid
Temperature )
Anti-Solvent (Ethanol) . a0, '
296 Addition (4°C) EtOH: 3% H,0 No Solid
Anti-Solvent (Ethanol) W "
297 Addition (-21°C) EtOH: 3% H,0 No Solid
298 Temp. Cycling EtOH: 5% H,0 Form il
299 Controlled Cool (4°C) EtOH: 5% H,0 No Solid
300 Controlled Cool (-21°C) | EtOH: 5% H,0 No Solid
301 Evaporation EtOH: 5% H,0 Form Il
Anti-Solvent (IPA)
302 Addition Elevated EtOH: 5% H,0 No Solid
Temperature
Anti-Solvent (IPA)
303 Addition Ambient EtOH: 5% H,0 Form Il
Temperature
Anti-Solvent (IPA) 3 5
304 Addition (4°C) EtOH: 5% H,0 No Solid
Anti-Solvent (IPA) . .
305 Addition (-21°C) EtOH: 5% H,0 No Solid
Anti-Solvent (Ethanol) . .
306 Addition Ambient EtOH: 5% H,0 No Solid
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Crystallization
Test Method Solvent Resulits
Temperature
Anti-Solvent (Ethanol) . .
307 Addition (4°C) EtOH: 5% H,0 No Solid
Anti-Solvent (Ethanol) . gl .
308 Addition (-21°C) EtOH. 5% H20 No Solid
309 Temp. Cycling IPA: 1% H»0 Form Il
310 Controlied Cool (4°C) IPA: 1% H,0 No Solid
311 Controlled Cool (-21°C) | IPA: 1% H,0 No Solid
312 Evaporation IPA: 1% H,0 No Solid
Anti-Solvent (IPA)
313 Addition Elevated IPA: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
314 Addition Ambient IPA: 1% H.0 No Solid
Temperature
Anti-Solvent (IPA) . AT "
315 Addition (4°C) IPA: 1% H,0 No Solid
Anti-Solvent (IPA) . & .
316 Addition (-21°C) IPA: 1% H,0 No Solid
Anti-Solvent (Ethanol)
317 Addition Ambient IPA: 1% H»0 No Solid
Temperature
Anti-Solvent (Ethanol) . 10, .
318 Addition (4°C) IPA: 1% H.0 No Solid
Anti-Solvent (Ethanol) o L) .
319 Addition (-21°C) IPA: 1% H»0 No Solid
320 Temp. Cycling IPA: 3% H,0 Form i
321 Controlled Cool (4°C) IPA: 3% H,0 No Solid
322 Controlled Cool (-21°C) | IPA: 3% H.0 No Solid
323 Evaporation IPA: 3% H»0 No Solid
Anti-Solvent (IPA)
324 Addition Elevated IPA: 3% H»0 No Solid
Temperature
Anti-Solvent (IPA)
325 Addition Ambient IPA: 3% H,0 No Solid
Temperature
Anti-Solvent (IPA) . g
326 Addition (4°C) IPA: 3% H,0 No Solid
Anti-Solvent (IPA) . =0, .
327 Addition (-21°C) IPA: 3% H>0 No Solid
Anti-Solvent (Ethanol)
328 Addition Ambient IPA: 3% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) . "
329 Addition (4°C) IPA: 3% H,0 No Solid
Anti-Solvent (Ethanol) | B .
330 Addition (-21°C) IPA: 3% H,0 No Solid
331 Temp. Cycling IPA: 5% H,0 Form |l
332 Controlled Cool (4°C) IPA: 5% H,0 No Solid
333 Controlled Cool (-21°C) | IPA: 5% H,0 No Solid
334 Evaporation IPA: 5% H,0 Form Il
Anti-Solvent (IPA)
335 Addition Elevated IPA: 5% H0 No Solid
Temperature
Anti-Solvent (IPA)
336 Addition Ambient IPA: 5% H,0 No Solid
Temperature
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Crystallization

Test Method Solvent Results
Anti-Solvent (IPA) s b ;
337 Addition (4°C) IPA: 5% H,0 No Solid
Anti-Solvent (IPA) . .
338 Addition (-21°C) IPA: §% H,0 No Solid
Anti-Solvent (Ethanol)
339 Addition Ambient IPA: 5% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) . G "
340 Addition (4°C) IPA: 5% H,0 No Solid
Anti-Solvent (Ethanol) . Eo .
341 Addition (-21°C) IPA: 5% H,0 No Solid
342 Temp. Cycling ACN: 1% H»0 Form Il
343 Controlled Cool (4°C) ACN: 1% H,0 No Solid
344 Controlled Cool (-21°C) | ACN: 1% H,0 No Solid
345 Evaporation ACN: 1% H,0 Form 1|
Anti-Solvent (IPA)
346 Addition Elevated ACN: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
347 Addition Ambient ACN: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA) wr .
348 Addition (4°C) ACN: 1% H0 No Solid
Anti-Solvent (IPA) e "
349 Addition (-21°C) ACN: 1% H0 No Solid
Anti-Solvent (Ethanol)
350 Addition Ambient ACN: 1% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) 40, .
351 Addition (4°C) ACN: 1% H0 No Solid
Anti-Solvent (Ethanol) T .
352 Addition (-21°C) ACN: 1% H0 No Solid
353 Temp. Cycling ACN: 6% H,0 Form |l
354 Controlled Cool (4°C) ACN: 6% H,0 No Solid
355 Controlled Cool (-21°C) | ACN: 6% H,0 No Solid
356 Evaporation ACN: 6% H»0 Form Il
Anti-Solvent (IPA)
357 Addition Elevated ACN: 6% H,0 No Solid
Temperature
Anti-Solvent (IPA)
358 Addition Ambient ACN: 6% H,0 No Solid
Temperature
Anti-Solvent (IPA) . RO, .
358 Addition (4°C) ACN: 6% H,0 No Solid
Anti-Solvent (IPA) i !
360 Addition (-21°C) ACN: 6% H,0 No Solid
Anti-Solvent (Ethanol)
361 Addition Ambient ACN: 6% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) . .
362 Addition (4°C) ACN: 6% H,0 No Solid
Anti-Solvent (Ethanol) - .
363 | Addition (:21°C) ACN: 6% H20 No Solid
364 Temp. Cycling ACN: 12% H,0 No Solid
365 Controlled Cool (4°C) ACN: 12% H,0 No Solid
366 Controlled Cool (-21°C) | ACN: 12% H,0 No Solid
367 Evaporation ACN: 12% H,0 Form |l
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Test Cry;'t:tl::f)a:’tlon Solvent Results
Anti-Solvent (IPA)
368 Addition Elevated ACN: 12% H.0 No Solid
Temperature
Anti-Solvent (IPA)
369 Addition Ambient ACN: 12% H>0 Form Il
Temperature
Anti-Solvent (IPA . .
370 Addition (4°C) ) ACN: 12% H,0 No Solid
Anti-Solvent (IPA] )
371 Pyl L ACN: 12% H,0 Form II
Anti-Solvent (Ethanol)
372 Addition Ambient ACN: 12% H»0 No Solid
Temperature
Anti-Solvent (Ethanol . .
373 i 4°c() )| ACN: 12% H,0 No Solid
Anti-Solvent (Ethanol "
374 S (-2150) )| ACN: 12% H,0 No Solid
375 Temp. Cycling DMF: 5% H»0 Form i
376 Controlled Cool (4°C) DMF: 5% H,0 No Solid
377 Controlied Cool (-21°C) | DMF: 5% H,0 No Solid
378 Evaporation DMF: 5% H»0 No Solid
Anti-Solvent (IPA)
379 Addition Elevated DMF: 5% H»0 No Solid
Temperature
Anti-Solvent (IPA)
380 Addition Ambient DMF: 5% H,0 No Solid
Temperature
Anti-Solvent (IPA) . .
381 Addition (4°C) DMF: 5% H,0 No Solid
Anti-Solvent (IPA . .
382 e i DMF: 5% H,0 No Solid
Anti-Solvent (Ethanol)
383 Addition Ambient DMF: 5% H,0 No Solid
Temperature
Anti-Solvent (Ethanol "
384 Addition (4°é) ) DMF: 5% H.0 No Solid
Anti-Solvent (Ethanol ) .
385 o (_21£C) ) | DMF: 5% H,0 No Solid
386 Temp. Cycling DMF: 15% H,0 Form Ii
387 Controlled Cool (4°C) DMF: 15% H,0 No Solid
388 Controlied Cool (-21°C) | DMF: 156% H.0 No Solid
389 Evaporation DMF: 15% H.0 No Solid
Anti-Solvent (IPA)
390 Addition Elevated DMF: 15% H,0 No Solid
Temperature
Anti-Solvent (IPA)
391 Addition Ambient DMF: 15% H»0 No Solid
Temperature
Anti-Solvent (IPA .
392 Addition (4°C() ) DMF: 15% H»0 No Solid
Anti-Solvent (IPA ;
393 oo (_215,0) ) DMF: 15% H,0 No Solid
Anti-Solvent (Ethanol)
394 Addition Ambient DMF: 15% H»0 No Solid
Temperature
Anti-Solvent (Ethanol ) .
395 pabr e (40(:() ) | DMF: 15% H,0 No Solid
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Crystallization
Test Method Solvent Results
Anti-Solvent (Ethanol) X .
396 Addition (-21°C) DMF: 15% H,0 No Solid
397 Temp. Cycling DMF: 30% H,0 Form i
398 Controlled Cool (4°C) DMF: 30% H,0 Form |l
399 Controlled Cool (-21°C) | DMF: 30% H,0 Form Il
400 Evaporation DMF: 30% H.0 Form ||
Anti-Solvent (IPA)
401 Addition Elevated DMF: 30% H,0 Form 1l
Temperature
Anti-Solvent (IPA)
402 Addition Ambient DMF: 30% H,0 Form 1l
Temperature
Anti-Solvent (IPA) X
403 Addition (4°C) DMF: 30% H,0 Form Il
Anti-Solvent (IPA) o
404 Addition (-21°C) DMF: 30% H,0 Form II
Anti-Solvent (Ethanol)
405 Addition Ambient DMF: 30% H,0 Form Il
Temperature
Anti-Solvent (Ethanol) . .
406 Addition (4°C) DMF: 30% H,0 No Solid
Anti-Solvent (Ethanol) .
407 Addition (-21°C) DMF: 30% H,0 Form I
408 Temp. Cycling 1,4-dioxane: 1% H,0 Form il
409 Controlied Cool (4°C) 1,4-dioxane: 1% H,0 No Solid
410 Controlled Cool (-21°C) | 1,4-dioxane: 1% H,0 No Solid
411 Evaporation 1,4-dioxane: 1% H,0 No Solid
Anti-Solvent (IPA)
412 Addition Elevated 1,4-dioxane: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
413 Addition Ambient 1,4-dioxane: 1% H,0 No Solid
Temperature
414 l’:gg;t?:r']"a’ltc()””*) 1,4-dioxane: 1% H,0 | No Solid
M5 | o cor o)) 1,4-dioxane: 1% H,0 | No Solid
Anti-Solvent (Ethanol)
416 Addition Ambient 1,4-dioxane: 1% H,0 No Solid
Temperature
417 Qgg;t?é’r']"a’ltc()'ﬂha“°') 1,4-dioxane: 1% H,0 | No Solid
418 Qgg;t?::\vﬁgg Eit)hanol) 1,4-dioxane: 1% H,0 No Solid
419 Temp. Cycling 1,4-dioxane: 3% H,0 Form li
420 Controlled Cool (4°C) 1,4-dioxane: 3% H,0 No Solid
421 Controlled Cool (-21°C) | 1,4-dioxane: 3% H,0 No Solid
422 Evaporation 1,4-dioxane: 3% H,0 Form Il
Anti-Solvent (IPA)
423 Addition Elevated 1,4-dioxane: 3% H.0 No Solid
Temperature
Anti-Solvent (IPA)
424 Addition Ambient 1,4-dioxane: 3% H,0 No Solid
Temperature
425 Qgg;t?;iv&rltc()lPA) 1,4-dioxane: 3% H,0 | No Solid
426 Anti-Solvent (IPA) 1,4-dioxane: 3% H,0 No Solid
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[0326]

Crystallization
Test Method Solvent Results
Addition (-21°C)
Anti-Solvent (Ethanol)
427 Addition Ambient 1,4-dioxane: 3% H,0 No Solid
Temperature
428 232;3::’&’1%‘?“3“‘) 1,4-dioxane: 3% H,0 | No Solid
429 ﬁgg;t?:r'l"(e_;g Sgham’) 1,4-dioxane: 3% H,0 | No Solid
430 Temp. Cycling 1,4-dioxane: 10% H,0 | Form Il
431 Controlled Cool (4°C) 1,4-dioxane: 10% H,0 | No Solid
432 Controlled Cool (-21°C) | 1,4-dioxane: 10% H.0 | No Solid
433 Evaporation 1,4-dioxane: 10% H,0 | Form I
Anti-Solvent (IPA)
434 Addition Elevated 1,4-dioxane: 10% H,0 | No Solid
Temperature
Anti-Solvent (IPA)
435 Addition Ambient 1,4-dioxane: 10% H,0 | No Solid
Temperature
436 ﬁgggﬁ;‘l"a}tc()””*) 1,4-dioxane: 10% H,0 | No Solid
437 ﬁgggﬁ;‘\"ﬁgg S'(';)A) 1,4-dioxane: 10% H,0 | No Solid
Anti-Solvent (Ethanol)
438 Addition Ambient 1,4-dioxane: 10% H,0 | No Solid
Temperature
439 ﬁggﬁ;:’;‘l‘c(ftha“"') 1,4-dioxane: 10% H,0 | No Solid
440 Qgglt?::’fgﬁ S'ét)“a“’) 1,4-dioxane: 10% H,0 | No Solid
441 Temp. Cycling MeOH: 5% H,0 Form Il
442 Controlled Cool (4°C) MeOH: 5% H,0 No Solid
443 Controlled Cool (-21°C) | MeOH: 5% H,0 No Solid
444 Evaporation MeOH: §% H,0 Form |l
Anti-Solvent (IPA)
445 Addition Elevated MeOH: 5% H,0 Form Il
Temperature
Anti-Solvent (IPA)
446 Addition Ambient MeOH: 5% H,0 Form Ii
Temperature
Anti-Solvent (IPA) .
447 Addition (4°C) MeOH: 5% H,0 Form Il
Anti-Solvent (IPA) .
448 Addition (-21°C) MeOH: 5% H,0 Form Il
Anti-Solvent (Ethanol)
449 Addition Ambient MeOH: 5% H,0 No Solid
Temperature
450 ﬁggit?:r'}"a’,‘,‘c(f"ha“°') MeOH: 5% H,0 Form Il
Anti-Solvent (Ethanol 1
451 Aant-Sol (_21SC) ) | MeOH: 5% H,0 Form II
452 Temp. Cycling MeOH: 20% H,0 No Solid
453 Controlied Cool (4°C) MeOH: 20% H»0 Form Ii
454 Controlled Cool (-21°C) | MeOH: 20% H,0 Form Il
455 Evaporation MeOH: 20% H»0 Form |l
Anti-Solvent (IPA)
456 Addition Elevated MeOH: 20% H,0 Form Il
Temperature
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[0327]

Test Cry:nt:tl::ia:jtuon Solvent Results
Anti-Solvent (IPA)
457 Addition Ambient MeOH: 20% H,0 Form Il
Temperature
Anti-Solvent (IPA) !
458 Addition (4°C) MeOH: 20% H,0 Form Il
459 ﬁggﬁ;’r“"igg E‘g\) MeOH: 20% H,0 Form Ii
Anti-Solvent (Ethanol)
460 Addition Ambient MeOH: 20% H,0 Form 1l
Temperature
Anti-Solvent (Ethanol) i
461 Addition (4°C) MeOH: 20% H,0 Form il
462 ﬁgg;ﬁ;’}"ﬁ_;ﬁ E'ét)ha“') MeOH: 20% H,0 Form 1 /11
463 Temp. Cycling MeOH: 50% H,0 Form ||
464 Controlled Cool (4°C) MeOH: 50% H,0 Form Ii
465 Controlled Cool (-21°C) | MeOH: 50% H,0 Form 1l
466 Evaporation MeOH: 50% H.0 No Solid
Anti-Solvent (IPA)
467 Addition Elevated MeOH: 50% H,0 Form |l
Temperature
Anti-Solvent (IPA)
468 Addition Ambient MeOH: 50% H,0 No Solid
Temperature
469 ﬁggﬁ;’:’&ﬂg"”\) MeOH: 50% H,0 Form Ii
Anti-Solvent (IPA . .
470 Antt ol (_2120) ) MeOH: 50% Hy0 No Solid
Anti-Solvent (Ethanol)
471 Addition Ambient MeOH: 50% H,0 Form 1l
Temperature
472 ﬁgg;ﬁ;‘l"a’lg)’ﬂha"°') MeOH: 50% H,0 Form |
473 ﬁggit?::’ggz S'(E:t)ha"d) MeOH: 50% H,0 Form 1711
474 Temp. Cycling THF: 1% H,0 Form Il
475 Controlled Cool (4°C) THF: 1% H,0 No Solid
476 Controlled Cool (-21°C) | THF: 1% H.0 No Solid
477 Evaporation THF: 1% H,0 Form |l
Anti-Solvent (IPA)
478 Addition Elevated THF: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
479 Addition Ambient THF: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA) . "
480 Addition (4°C) THF: 1% H,0 No Solid
Anti-Solvent (IPA .
481 Addition (_2120) ) THF: 1% H,0 No Solid
Anti-Solvent (Ethanol)
482 Addition Ambient THF: 1% H»0 No Solid
Temperature
Anti-Solvent (Ethanol .
483 Addition (4°C() ) THF: 1% H,0 No Solid
Anti-Solvent (Ethanol . .
484 At Sol (_21£C) )| THF: 1% H0 No Solid
485 Temp. Cycling THF: 3% H»0 Form Il
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[0328]

Crystallization
Test Method Solvent Results
486 Controlled Cool (4°C) THF: 3% H»0 No Solid
487 Controlled Cool (-21°C) | THF: 3% H»0 No Solid
488 Evaporation THF: 3% H»0 No Solid
Anti-Solvent (IPA)
489 Addition Elevated THF: 3% H>0 No Solid
Temperature
Anti-Solvent (IPA)
490 Addition Ambient THF: 3% H0 Form Il
Temperature
Anti-Solvent (IPA) . 0, .
491 Addition (4°C) THF: 3% H»0 No Solid
Anti-Solvent (IPA) 5 .
492 Addition (-21°C) THF: 3% H30 No Solid
Anti-Solvent (Ethanol)
493 Addition Ambient THF: 3% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) B .
494 Addition (4°C) THF: 3% H»0 No Solid
Anti-Solvent (Ethanol) . =0, .
495 Addition (-21°C) THF: 3% H,0 No Solid
496 Temp. Cycling THF: 5% H,0 No Solid
497 Controlled Cool (4°C) THF: 5% H,0 No Solid
498 Controlled Cool (-21°C) | THF: 5% H,0 No Solid
499 Evaporation THF: 5% H,0 Form I
Anti-Solvent (IPA)
500 Addition Elevated THF: 5% H,0 No Solid
Temperature
Anti-Solvent (IPA)
501 Addition Ambient THF: 5% H,0 No Solid
Temperature
Anti-Solvent (IPA) o
502 Addition (4°C) THF: 5% H,0 Form Ii
Anti-Solvent (IPA) R .
503 Addition (-21°C) THF: 5% H.0 No Solid
Anti-Solvent (Ethanol)
504 Addition Ambient THF: 5% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) . .
505 Addition (4°C) THF: 5% H,0 No Solid
Anti-Solvent (Ethanol) . :
506 Addition (-21°C) THF: 5% H.0 No Solid
507 Temp. Cycling butan-1-ol: 1% H,0 Form Il
508 Controlled Cool (4°C) butan-1-ol: 1% H,0 No Solid
509 Controlled Cool (-21°C) | butan-1-ol: 1% H»0 No Solid
510 Evaporation butan-1-ol: 1% H,0 Form Il
Anti-Solvent (IPA)
511 Addition Elevated butan-1-ol: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA)
512 Addition Ambient butan-1-ol: 1% H,0 No Solid
Temperature
Anti-Solvent (IPA) 1 4 D R
513 Addition (4°C) butan-1-ol: 1% H,0 No Solid
Anti-Solvent (IPA) AT A .
514 Addition (-21°C) butan-1-ol: 1% H,0 No Solid
Anti-Solvent (Ethanol) 3 :
515 Addition Ambient butan-1-ol: 1% H,0 No Solid
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[0329]

Crystallization
Test Method Solvent Results
Temperature
Anti-Solvent (Ethanol) . "
516 Addition (4°C) butan-1-ol: 1% H.0 No Solid
Anti-Solvent (Ethanol) _4_al 10 .
517 Addition (-21°C) butan-1-ol: 1% H,0 No Solid
518 Temp. Cycling butan-1-o0l: 3% H.0 Form i
519 Controlled Cool (4°C) butan-1-ol: 3% H»0 No Solid
520 Controlled Cool (-21°C) | butan-1-ol: 3% H,0 No Solid
521 Evaporation butan-1-ol: 3% H.0 Form i
Anti-Solvent (IPA)
522 Addition Elevated butan-1-ol: 3% H.0 No Solid
Temperature
Anti-Solvent (IPA)
523 Addition Ambient butan-1-ol: 3% H,0 No Solid
Temperature
Anti-Solvent (IPA) g .
524 Addition (4°C) butan-1-ol: 3% H,0 No Solid
Anti-Solvent (IPA) 4 1. 30 .
525 Addition (-21°C) butan-1-ol: 3% H,0 No Solid
Anti-Solvent (Ethanol)
526 Addition Ambient butan-1-ol: 3% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) Al 7O i
527 Addition (4°C) butan-1-ol: 3% H,0 No Solid
Anti-Solvent (Ethanol) i .
528 Addition (-21°C) butan-1-ol: 3% H,0 No Solid
529 Temp. Cycling butan-1-ol: 5% H,0 Form i
530 Controlled Cool (4°C) butan-1-ol: 5% H.0 No Solid
531 Controlled Cool (-21°C) | butan-1-ol: 5% H,0 No Solid
532 Evaporation butan-1-ol: 5% H,0 Form i
Anti-Solvent (IPA)
533 Addition Elevated butan-1-ol: 5% H,0 No Solid
Temperature
Anti-Solvent (IPA)
534 Addition Ambient butan-1-ol: 5% H,0 Form 1l
Temperature
Anti-Solvent (IPA) 4ol BY .
535 Addition (4°C) butan-1-ol: 5% H,0 No Solid
Anti-Solvent (IPA) A s O .
536 Addition (-21°C) butan-1-ol: 5% H,0 No Solid
Anti-Solvent (Ethanol)
537 Addition Ambient butan-1-ol: 5% H,0 No Solid
Temperature
Anti-Solvent (Ethanol) S "
538 Addition (4°C) butan-1-ol: 5% H20 No Solid
Anti-Solvent (Ethanol) Al EO .
539 Addition (-21°C) butan-1-ol: 5% H,0 No Solid
540 Temp. Cycling 1,4-dioxane Form |
541 Evaporation 1,4-dioxane Form | /11
542 Anti-Solvent Addition 1,4-dioxane No Solid
543 Temp. Cycling 1-butanol Form |
544 Evaporation 1-butanol Form [ /1l
Anti-Solvent (Hexane)
545 Addition (4°C) 1-butanol Form ill
546 Temp. Cycling ethanol Form |
547 Evaporation ethanol Form il
548 Anti-Solvent (Hexane) ethanol Form |
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[0330]

Crystallization

Test Method Solvent Results
Addition (4°C)
549 Temp. Cycling acetone Form |
550 Evaporation acetone Form |l
Anti-Solvent (Hexane)
551 Addition (4°C) acetone Form 1li
552 Temp. Cycling benzonitrile Form |
553 Evaporation benzonitrile Form il
Anti-Solvent (Hexane) -
554 Addition (4°C) benzonitrile Form il
555 Temp. Cycling cyclohexane Form |
556 Evaporation cyclohexane Form |l
Anti-Solvent (Hexane) 1
557 Addition (4°C) cyclohexane No Solid
558 Temp. Cycling DCM Form |
559 Evaporation DCM Form Il
Anti-Solvent (Hexane)
560 Addition (4°C) DCM Form IlI
561 Temp. Cycling DMSO Form |
562 Evaporation DMSO Form Il /i
Anti-Solvent (Hexane) No Solid / No
588 Addition (4°C) DHSe Solid
564 Temp. Cycling EtOAc Form |
565 Evaporation EtOAC Form |
Anti-Solvent (Hexane)
566 Addition (4°C) EtOAc Form ill
567 Temp. Cycling Heptane Form |
568 Evaporation Heptane Form 1 /1l
Anti-Solvent (Hexane) No Solid / No
55 Addition (4°C) EIRETR Solid
570 Temp. Cycling IPA Form |
571 Evaporation IPA Form | /1
Anti-Solvent (Hexane) Y
572 Addition (4°C) IPA No Solid
573 Temp. Cycling IPA:Water (1%) Form |
574 Evaporation IPA:Water (1%) Form I
Anti-Solvent (Hexane) 5 B No Solid / No
575 Addition (4°C) IPA:Water (1%) Solid
576 Temp. Cycling MeCN Form |
577 Evaporation MeCN Form i
Anti-Solvent (Hexane)
578 Addition (4°C) MeCN Form | /11l
579 Temp. Cycling MeCN:Water (1%) Form |
580 Evaporation MeCN:Water (1%) Form | /11
Anti-Solvent (Hexane) 3 o .
581 Addition (4°C) MeCN:Water (1%) No Solid
582 Temp. Cycling MEK Form |
583 Evaporation MEK Form | /11
Anti-Solvent (Hexane)
584 Addition (4°C) MEK Form Il
585 Temp. Cycling MeOAc Form |
586 Evaporation MeOAc Form Il
Anti-Solvent (Hexane)
587 Addition (4°C) MeOAc Form IlI
588 Temp. Cycling MeOH Form |
589 Evaporation MeOH Form 1 /1l
590 Anti-Solvent (Hexane) MeOH Form 11l
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[0331]
[0332]

[0333]

[0334]

[0335]

[0337]

[0338]

[0339]

[0340]

Crystallization

Test Method Solvent Results
Addition (4°C)

591 Temp. Cycling MIBK Form |

592 Evaporation MIBK Form I
Anti-Solvent (Hexane) .

593 Addition (4°C) MIBK No Solid

594 Temp. Cycling Nitromethane Form |

595 Evaporation Nitromethane Form I
Anti-Solvent (Hexane) .

596 Addition (4°C) Nitromethane Form |

597 Temp. Cycling TBME Form |

598 Evaporation TBME Form I
Anti-Solvent (Hexane)

599 Addition (4°C) TBME Form |

600 Temp. Cycling THF Form |

601 Evaporation THF Form |l
Anti-Soivent (Hexane)

602 Addition (4°C) THF Form I /1H

603 Temp. Cycling THF:water (1%) Form |

604 Evaporation THF:.water (1%) Form [/ 1}
Anti-Solvent (Hexane) . . )

605 Addition (4°C) THF:water (1%) No Solid

606 Temp. Cycling toluene Form |

607 Evaporation toluene Form Il
Anti-Solvent (Hexane)

608 Addition (4°C) toluene Form Ill

609 Temp. Cycling water No Solid

610 Evaporation water Form | /1l
Anti-Solvent (Hexane)

611 Addition (4°C) water Form Il

5

10-2123243

AAA 2: 1% £3) AT

el 1, 11, 2 1119 W i &3 £:28 1.0, 4.5 % 6.79] pH =X SH4aiv. 1 A3 & 60l o
RS, 3 691 wrEbd vkl o], 3% ool b @ G e FAsGITE. EHARE, FH| 119] pH o

n
r&
=2
i
oft
fuj
ey
o
o

=
1o
g

sholl #AIglel &

o] %‘LE]ME]— I &3 FX7t pHel wet S

=
A Hrw LafEE AL AU,

23 &% (ng/en’/s)

1.0 4.3 6.7
Form | 0.41 0.44 037
Form II 0.26 0.34 0.62
Form III 0.49 0.44 045
AAd 3: g= AT
L-e2Ud Ad opAlElo]lEe] gels dEdh wdl webd FAsoith. 247 &l AsgE Al@esin:
1,4 £3F, 1-7ehe, dgs, oplE, MxyEd, A} 1224k, DOM, DMSO, EtOAc, Heptane, IPA, IPA (1%
1,0) , MeCN, MeCn( 1%1:0) MEK  MeOAc, ¥l &h-2, MIBK, YE=RHe, THF, THF (1% L,0), 55 2 &. L-224Ud ¥

d oM HCEE EolA &es HEd W, L-2 24" #d opAlH ol Ex YA &u) A]xdlAs HF
oz B84 AL BAA
L-2 24" #d ofAEle]ES i3 g(vater) £2dlE E7F A2 Fo A7) £dE AFsidint. o3&
L2 HPLCE A% A7, -2 2YE #Hd ol EH ol E &3|%7F oF 1.072 mg/nLElE AL s},

fr

oA ) uloll gk Sl E HPLCE E1SFSITH: ofghE | ofAE, wWigks, DMSO ¥ IPA. 1 A3 % 7o e

WAt

Jﬁ‘l
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[0341]

[0342]
[0343]

[0344]

[0345]

[0346]
[0348]

[0349]

[0350]

[0352]
[0353]

[0354]

[0355]

[0356]

SES06 10-2123243

[3 7] HPLC &= ZH

Solvent | Solubility (mg/mL) | Peak Area Comments
EtOH <(.0033 N/A Small peak
Acctone 0 0 API content beyond the lower limit of
quantification (LLOQ)
MeOH 0.0033 1906.75 Resolved peak
DMSO >(.0033 N/A Shoulder on DMSO peak
[PA 0 0 API content beyond the LLOQ

7] A ofAE 9 IPA E v L-22U" dd oAl ES s d whEuieA ZWo}ﬂr% A& ofv
gob owidie, 543 ¢ e SEE 7K e L-e2Yd dd obMEelEe] AP UE IHAYI=
&3k &

@, L-2=Ud oY olaEel=e] Selwg IPA % 2ol Tk EWBL olge] WLCR Hlsigich. 1
A3 % sl ekt

[3% 8] HPLC 831 AA(IPA/E)
% IPA Peak Area | Solubility (mg/mL)

100 0 0

90 295 0.0054

80 2634 0.0455

70 8340 0.1433
AAd 4: [-e2UE HY olAHEE MAY] $3 AR vjx] A

22YE HCl 9F 8.4 g(0.049 )& 1,0 42mLo] £3)5t3, MFoo]E 29 oF 11.4gS DMSO 57 mLoll £33}

Atk aEla A7) WizoolE &9 fAS [-o=UE HCI & Hulstgt. F ) EFdES =Z4How W
AuksS doyin YA M nHEACHS HAANHT. A7 1¥8ES AT %2 AAS L JHES I
FalATH (&I L-2 24" dixoo]E). IPA 200 mLE oJIEo] Hrletal EFES 4° 2 Y4AHY. o 3
A7F Bol] AR 1P Eo] AAHAIL(L- LEUE HRo|o|E), o2 AF oJFste] BHsUTt. £ 60 %
A7) L-2 24" HiFoo]E 7.6 g(0.03 )& HO0 38 mLoll &af3ta, &F #ld olAlHo|E <F 4.4g& H,0 22
mLoll g3siith. 2Elal v AF ud oldHOE £98 AY] L-e2Y¥E WlFdolE gMNd Hristar of
1027 wkakgich. oF 240 mLe] IPA(8:2 = IPA.0)E F7Fskal &94& 47 C2 §7bsbr] deoll 3023t anksiad

S
C
(e}
L
x
£
o
)
il
o
™
o
2
=)
(<0
o

k. 47 CollA oF 3AIZF Fo] AAA myEo] HASFAL(L-22UE H
o] Balalar 48 WA 144 nlLe] IPAZ xﬂaaam. =& 57 %

AAd 5: [-e2UE HY olAHEE MAY] $3 dfE vjx] A
L-e=2Ud #Hld olAlgo] ] F 7o /8 wjxE &17)9} o] Ax3d3ATt:

L-2 24" Ex3lo|l=2FRetol= ¢F 75 kg& & 227 kgoll &3 } JCk. o] 2ol 266 kgl DMSO] &3
102 kgo] WlZoo]E 28 A4 2 Az ol Hrtetict. 723k @ whgo] Az 191 Ash2o] Ay

Ak, A7) fAE Fe £ W5 HUFE 14 kg DMSOR Al sIATE. dAE A3eS AAs] I,
WSES 10 kgo] AgolER wHE A= FAES | mn GAF ZE AolA AIetdtt. o3 I dEE 719 75
kgl B2 AHSIGATH. T, WHEES 35+2° CollA] 7tEe Fol 80 kgol aF Y olAEHIO|EE HIbsith
oy, WHSES 35+2° CollA AHolx 30 3+ Rk,

T APIE HAA717] 91381, 353 kge] o]Ax =
o 0£3° C& ¥AAI7I, 1 AR &t wksk $o] A&

oF 86 kg9 & AAHES ATt AV AAES 4045 ColA oF 6.5 WA 8 Az B 7Axdte] ok 75 kg
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[0357]

[0358]
[0360]

[0361]

[0362]

[0363]

[0365]

[0366]

SE506 10-2123243

Test Batch 1 Batch 2
Purity 98.80% 98.74%
Benzoate 0.17% 0.14%
Silver 28 ppm 157 ppm
Chloride 0.006% 0.005%
Sodium 7 ppm 26 ppm
Total Impurities 0.17% 0.14%
Physical Form Form II Form II

AAld 6: L-e2YR g olAlE o] EWM 9 & I A

el £(157 ppm) e FHHL AN WA & FFL 24717 99 8]
2 asgith. obF W ARSI 47 WA 22PE e o 20 g9 L-e=UR A ohaHe|E
£ 1.0 399 2ol §AF ¥ 10.8 I PAZ Aohsigich. 44 FuE olgsle] 0° ColA Resian.

vl o] A=l tisiAE, 8.0 mg == 80 mg] Fud 2=7IWIA SMOPEX 102 W= SMOPEX 1128 =& 37}

skl 2 AIRE wkelglth, 7] 2RSS & RS 126 ppm ol3tE SEE dl Aujqlth. g, thE Al
Lol Aedh dRbHQl WHES A&ste] & RS 179 ppnlE ASAZTE. E thE AR A
L-2 248 #Hd olAEle]ES AABIA7]7] Bl TPAS] &N ZLejglslaldnt; 2}, o]fd Al Ed
& S 144 ppn oJstE W= dle= Asilth

upR e Al Mo AR FS HCIS A7) &6 Hrbste] 2Rl &5 AgClEA HAA7] wHoR 3313
b, AAdE JAEL A7std AASATE. A7 A WY AEE: (1) 1.0 g9 0.33 % HCI-S 20° CalA; (2)
1.0 g9 0.33 % HCIS 30° CollA; % (3) 0.1 g9 3.3 % HC1S 20° CollA H7tslduk. A7) Al Mo Al=x &
kS Zhzt 30 ppm, 42 ppm, % 33 ppmE ASARIL. ZF AEE 90% o]4e] L-22UE Y oAl E
AREE RS s, A7l AAES Bke HC1E Hrlshes Aol AR &5 oy dH syl

38 ru]
oy

AAld 6. 3 AAgle] L-e2YE g olAH o ES Axde= A

A FHomA, L-eEU” GA9e fuld RS, of ¥, WgERS AAsa, @7 &F WEAE
g AT, NaCle AN ofdstel AASIYLh, WEES YARIL AW ohAENS] B Y wg
gol Hrhetel L-o=UR sd olAElolEE FAstdrh. AE ANBS ofnetn, AHsa AxAR. ol
@ 342 £ 100 ksl tEhglet,
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[0367]

[0368]
[0369]

[0371]

[0372]

[0373]

[0374]

[0375]

ot
>
i

SE50l 10-2123243

Trial Base Eq. of Base Solvent

1 NaOMe 21% in MeOH 1.0 eq. MeOH

2 NaOMe 21% in MeOH 0.95 eq. IPA

3 NaOMe 21% in EtOH 1.0 eq. EtOH

4 NaOMe 21% in MeOH 1.0 eq. MeOH

5 NaOMe 21% in MeOH 1.0 eq. flc\)fe;?;‘gi/t ;E/O\n

6 NaOMe 21% in MeOH 1.0 eq. Acetonitrile

7| NaOMe 21% in MeOH 1.0eq. Water/IPA

8 NaOMe 21% in MeOH 1.0 eq. Water/IPA

9 NaOMe 21% in MeOH 1.0 eq. n-butanol
FEH L-o2Ud dAd obdHe B e o @8BS At Aoz e (HelE of 1 F4), FAME
¥ AwS EFete Ao vetuth. A3 Ak 2, 4, B 50l tiste] F8&2 °F 50 % STt
AN 7: e 1, 11, & 1119 AAg AT
e 1, 11 ¢ 1119 A&8E l%oﬂi A 7skal

=1
psiZ A&3to] 7HhE wHESITE.

WatE selsholn,

M EREA, Fe e AFY

FEl 1207 Coll A
e wste] o 2 #etd dse e, @

o AAAe sheby dAsE vehil.

[ex]
=

il Zi% a3tk

Aol A el 112 Ags|gont,
#2 e, 9 Ii%ﬂ—1 SRR
o3t Fu 112 Asdchs

FUEAE, o1& ATl e Feisl 1207 A P
AL G 119 599 B9H gHS wolx owA

& nele weke Aot
sopdon dsteX et @, U 11 Fo ok agshy,
179l Bebe d5kE nAAFt. YY) ARES Fiel, ) 17 Mg

oft
%
fit
2
S
ﬂ

E 114 A vheh ol =S gtAsY. Wee 6
Z4E2 XRPD, NMR, IR % HPLCZ #Alste] 7] &4 %
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[0377]
[0378]

[

F11] A A Al
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Trial | Initial Form | Temperature | Condition | Period Results
1 Form I 80°C no vacuum | 7 days | Form II, no degradation
2 Form I 80°C vacuum | 7days | Form II, no degradation
3 Form I 80°C no vacuum | 14 days | Form II, no degradation
4 Form I 80°C vacuum | 14 days | Form II, no degradation
5 Form II 80°C no vacuum | 7 days | Form II, no degradation
6 Form II 80°C vacuum | 7days | Form II, no degradation
7 Form I 80°C no vacuum | 14 days | Form II, no degradation
8 Form II 80°C vacuum | 14 days | Form II, no degradation
5 Form III 80°C no vacuum | 7 days | Form III, no degradation
5 Form III 80°C no vacuum | 14 days | Form III, no degradation
0 Form I 120° C no vacuum | 7 days | Form Il (>96% API)
7 Form | 120°C vacuum | 7 days | Form II (>99.9% API)
8 Form I 120°C no vacuum | 14 days | Form II (37% API)
9 Form I 120°C vacuum | 14 days | Form II (>96% API)
8 Form II 120°C no vacuum | 7 days | Form II (98.6% API)
9 Form II 120°C vacuum | 7 days | Form I1 (98.7% API)
10 Form II 120°C no vacuum | 14 days | Form II (>95% API)
11 Form II 120°C vacuum | 14 days | Form II (>95% API)
10 Form III 120°C no vacuum | 7 days | Form II (<30% API)
11 Form III 120°C vacuum | 7days | Form Il (>95% API)
12 Form III 120°C no vacuum | 14 days | Form II (<30% API)
14 Form I1I 120°C vacuum | 14 days | Form III (88.8% API)
s}st2 AslE Hol: AFo| e HPLC AxH(el, ¥ 11914 23 1005 # 120 Yehhdet. 7+ dstd 24
1.9, 2.2, 2.4, % 2.79] Zd B ARRDAA 2&2A I35 Uehl, o= Zold Fed g &5 4

ol 43t HARE AAMST.
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[0379]

[0380]
[0382]

[0383]

[0385]

[0386]

[0388]

[0389]

[0391]

[0392]

[0394]

[0395]

SE506 10-2123243

[E 12] €3}5 Alzol ek HPLC 23

Main Peak Retention Time Degradation/impuirty

HPLC | s.mpleID |FormTested|  Stability Test | meroint foim) PEak(E)
D (day) Retention |, Retention |
N . % Peak Area ” % Peak Area
Time (min) Time (min)
. ] 6.763 6.103
39 | W00045/45/3 i 0 ,;Z’:,:em 7 2.857 35.786
P 7.582 45.161
42 | Wooo4s/45/6 i 120 "Crurider vaoudm 7 2.787 88.885 7.598 9.389
{ca. 600 psi)
6.766 3.948
51 | Wo0045/45/1 120 °C ambisnt 14 3.499 37.826 7.569 42,525
pressure
9.707 3.628
. ) 6.763 5.975
53 | W00045/45/3 i 1=y rg;’:rze"‘ 14 3.476 30.394
B 7.583 56.459
56 | W00045/45/6 i 20 Clundemacuum | g, 3.400 87.389 7.555 11.500
(ca. 600 psi)

AA 8: el 1, 11 B [119] AkA QA A

e 1, 11 2 1119 AIEE 100% AFA FAoA 7 T 1493 A48t MR 2 IRZ #Askglth. o2 23
mad, e 19 IIE 149 Fole obFd I3t AFE HolA ¥ S Sskalrk. dE 1110 st 74
o IR ¥4& A @JJr Fold W dsrh gl Adew Flsigln. e A8 i TC A A
Rigke 7H0 & 230e HeRd

AAe) 9: Fe) I, 11 & [119] UV oA AT

el I, 11 2 1119 AEE AUV 79 & 149 7k w=Fadvh. CAMAG HE W AZE ALg3to] 254 m
pol Mgl ARE =t MR 5 IR A= 14 4 Fol Ful [ 3 IIelA {2 et dsprt gle A
o vepfodth. frAeHAl, Bl 1112 NR 2 IRl 93] #4€ Azt 7°E1 Foll ks dehlA 2= A& -2‘
datdnt. BE ARl i TLC Ao AR Rigts 7 B Agte 2 Yehfigl,

AA) 10: Fe) I, 1T D 1119 pH SHRA AT+

e 1, II 2 1119 <888 &2 A8t pH a2 1.0, 4.0, 7.0, 10.0, 2 13.282 ZA3qct. &8 &
T 14 U3 BAS Of 18ES st AAGGT. BE AmelA FH 12 FH 112 A3E s
Ak MR 2 IR 235 Fste] thekst pH ahell A 14 st dshe =] ekgkem, HPLC ZA¥oA % oF 98%
L= geld & drk. w3 FE 1% MR 2 IR 23S Eate] 79 B9 I3t YA I ﬁ
< Fdskivh. HPLC A3 AAE Eate] oF 956 oo +xE dEhdle s Rleqlth; e IR A
w2y, g [11S 74% Je) 112 dgd A ok, 28 Alged gidk TLC A3k, FAF RigkS
O~

o]

o
J .
olf

AAd 11: Fe 1, 11 2 1118 9= dF

Fej I, 11 % 1119 Al8E Fof 9 Z# 2~ (Moore Hydraulic Press)E& A3}
2 gt AAgsidt. A7 BA9 A", AF 2L FAE S =g
3

2 RE AT, FH 1 1.197 kg/m 9] DEE 7MA= gH 119 RAEZ dol®H AHE . ¥
B 1= dol2 vehiA 2ekom 1.001 ke/m e HE WEE Ax= S F9l

EhiA 2grom 1.078 ke/m ¢ HF WEE 7HE AL A5t

E _9,
O—Ll _10
O
(e}
el
off
rO
w
r
1o,
oot
o

o

ol
ol
38
o
ofh
=

rlo
=
_O,

]

-

Al 12: oIAHCIE ZFAE B3 L-22UH ¥ oA HCIESY AN FF
=Yg HClE 5 F-3o W00l 591 Y, Ikl obAlEAN(SF 5 wf F-3))& H7bste] &2dE

L
Gttt 271 s v 4rzbebeh oF 3947k 257 H 407 C Abelo] 2k =% Ak, Hd oA ERL
1 FF-L2Ydol] whste])& H7bstal of 4-6 At amteivt(Fhestttd ZhdsiuA ). wbgviEA IPAS

Z338 @rbeke] 70:30(1PAH0) &S ATk, a3 FE olstate] Helsta o 4-8 A|7F B9t 80 ColA
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