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FIG. 4

CH.Cl; {2:1). Evaporated.

Method Observations NMR Results
Ad&mg ’Qf?jaogz 'SQ} ution Rotary evaporated to dryness, | methanesulfonic
(:0) to salt solution dried in vacuum oven acid peak present
({CHCL) ‘
Addition of 2 {3 3 — . g .
Addition ngaQH olution Yellow paste, dried in vacuum | methanesulfonic
{H,0) to salt solution oven acid peak present
{CH,Cl) ‘ i peak po
Water added to CH.Cl
solution : L .
Agitated by hand. Removed Sehds premglat:;: n the water -
the water CH,Cl, Iayer, o
evaporated.
Added NaOH (m water}tothe | .. ... .. ..
water layer. Added CE,CL, | SUcky solid: dried in vacum -
agitated by hand.
.- methanesulfonic
R d CH,Cl, layer, ste n vac w .
i emO\éiaporazteg ayer Paste, dried in vacuum oven. acid peak present
Slight precipitation, white,
Addition of NaOH solution placed in refrigerator. Rotary | methanesulfome
{EtOH) to salt solution (EtOH) | evaporated dried in vacuum | acid peak present
OVelL.
Addition of NaOH solution
(EtOR) to salt solution (EtOH) | Paste, dried in vacuum oven. free base
2:1. Evaporated
Addition of NaOH solution
{EtOH) to salt solution (EtOH) Dred in vacuum oven. free base
2:1. Evaporated
Addition of NaOH solution
{EtOH) to salt solution (EtOH) | Paste, dned In vacuum oven. free baze
2:1. Evaporated.
Addition of aqueons NaOH
solution to salt solution in Paste, dried in vacuum oven. free base
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FIG. 5

Salt Method Observations NAR Result
. . R Clear solution. evaporated. Clear T
e e oy | Sl durid e, | PRt
- White, giass bike solids.
Besviat Free base solution 2dded to | Clearsoluion-refrigersted Placedm
SR acid shory (CHaCLY) freezer. )
. ) Slighily hazy, vellow finfed solution.
'qud;?goﬁiﬁ;& m)b&e Very small amount of solid, -
on {Acetone refiisersted.
Frea base solufion 2dded fo White precipifate. Shunied, solid )
actd shary Et0AC) __appears paste-like. Evaporated.
, o et Whife precipifste, paste-like. Placed
Frimfmhmg S{i‘;& to on the orbit :ﬁaker at 50 °C. Clear -
- . solution, refiiperated.
Citrate Paste-like precipitzte. The solutonis
shightly hazy, shmed. Clear solufion,
Free bass solution added to | white paste. Placed in vacuum oven Citrste <alt
acid shurry (EtOAC) White solid, unknown ‘
morphelogy/clear glassy film in areas.
No bireflingence
. Clear solution. Refrigerated. Solution
fre:&f;:::;.ihhﬁ ﬁj to solidifies, brought to RT, clear -
R solufion. evaporzted.
Edisylate | , .o e | Noprecipitate. Clear vellow finted
éxfdﬁiﬁi?;ﬁ% z;age} solution, refrigerated. Slowly )
EO ﬁ‘;} evaporated — colorless oil. Vacuum
- dried af ambient
White precipitate, suspension stred
HClin Et;O was added to for ~ 30 mms, vacwum filtered. Solid HCT salt
base solution in Ef,0 of uzkrown morphology, no
o] birefrinzence
Whits precipitate, suspension stirred
HClin Et;0 was added to for ~ 13 mins, vacmm filtered. HC] =alt
base solution in CH.CL/ELO | Viscous solid. Added acetone, sluried
for 2 days
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FIG. 5 (Continued)

Salt Method Observations NMR Result
Clear solution, evaporated. Clear glass-like
Acid added to filterad baze solid, shuried in ether, White film like Ethasesulfopate
Esylate solution, CHyCl, solid, does not have a distinet habit, no salt
- _ birefmgence.
Acid added to baze No mmmediate precipitate. Varv small
solufion, EtQde amount of solids w/stiming. Refrigerated )
F : Free base solution added to | WVery little precipifate wistivring. Partialiv X
acid shary (acetone) evaporated. Refrigerated
Aeid ;o{uima (Hzg) adled Droplets of oily maferial, solvent decanfed,
to hase solnfion ot} dried in zmbient vacmum oven, )
Glutamate (H;OEOH) ' _
Acid solution (H,0) added Yellowish o1l pracipitate, clondy white
to base solution {acetone) solufion. Sonicated refirzerated )
Free base solution added to , . o
20id chury (zcetons) Clear sohrhion. Refrigerated. -
Malaate N ia Immediate precipitate goas into solution
Aaid added fo base wistining, Very slight preciptee, i
i refnzarated.
Tmmediate white precipitate, stired for
Mesylate Acid added to base solution | approx. 30 mins. Vacuum filtered ~viscous Mesylate
‘ m EtO solid, washed with ether, vaouum dried at salt
ambient, Glassy, no biefringence
Shghily hezy solution. Evaporated. Fine
Acid (F:0) added to base white solids-freezar, Broken glass, )
Phosphate solution (hazy) E10H aggregates of unknown morphology, white.
~ Doz not appear birefiingent - sjorage.
Acid zdded to base solution | No precipitate. Refrigerated. Light vellow )
(acetone) otl, vzcum dried af ambient.
Acid (H;0) addedtobase | Heterogeneous rezetion. Light precipitate,
Sulfzte solution in 2 mixture of vigorous stining for approx. 30 mins. - Sulfate salt
Et,0 and CHLCly white suspension, left for evaporation
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FIG. 6

Salt

Ohbservations

XRPD Result

Besylate

light yellow selid, glassy, no

hirefringence )
glassy, no birefringence amorphous
e glassy. no bireftinsence -
Citmate unknown morphology, clear
glassy film no birefringence )
glassv, no birefiingence amorphous
Edisylate pink glassy solid, no
birefringence j
_ white glassy solid, no
Esylate birefringence )
Fumar orange glassy sohid, no i
Fumaate birefingence
Glutamate glassy. no birefiingence -
\ white glassy solid, no
Maleate € SASY SOUG, )

birefringence

Phosphate

white solid, unknown
morphology, mo bireftinsence

Hydrosulfate

fluffy solid, needles

lizht vellow o1l

light vellow o1l -
e, white solid, unknown
Sulfate morphology, no birefringence )
N glassy. no birefringence -
Tosylate classy, no birefringence -
HCl white solid of unknown

morphology, no birefrincence
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FIG. 7

Sale/ 2 . — XRPD
Sample ID Solvent Afethod Obzervations Result
rasthanel: toluene 123 SE gizé W}I amorphous
Citrste acetone: iso-propanol 1:2 SE glassy, no birefiingence -
mestharol: ethvl acetate 1:2 SE glazsy, 1o buefinzence -
acetone: ethyl scetate; heptane , ras aEime: )
2.3.1 SE glacey, no bireSiineence
acetone: toluene VD glassv. no birefrinzence -
Hydrosulfate | ethyl acetate: heptane 6:1 SE partaly gy o | amombous
ethyl acetate SE - B amesphous
3E very viscous off -
MEK: n-buty] zcetate 1:1 vacuum- | off white solid, glassy, no X
dried birefringence
acetone: toluene il glassy. vo birefiinzence -
Suifste e bt . , glaney white colid, no )
MER: n-butyl acetate 111 SE birefrinzence
methanol: toluepe 2:1 glassy, o bireSinzence -
methanol: ethvl acetute 1:2 SE plassy. oo birefiinzence .
mﬂk» Pd s ¥ r}‘ -
methanol: acetonitrile 1:2 SE ” bnizsaﬁp} » slightly ameorphows
Drhydro- , .. . unkoown morphology,
phasphz:e meathanol: toluene 1:2 SE 1o birefiingence -
‘ white solid of urknown Tlina 30
SE morpholozy. birefiinzent | =3~ x
, white solid, agglomeratad low
1 ethyl I“?’fmz SE plates, birefringent crystalime X
n-batyl acetate 111 TE ~iocos cohid -
vw viscous light vellow colid -
Glutamate ethyl scetats: haptans 1:1 SE glassy, 5o bireSi )
mgtharesl: tolnene 1ol SE __glassy, vo birefneance -
it L e
Tosyiate methanol: tohuene 112 sz glassy, no birefringence )
acetone: iso-propanol 12 SE gizzoy. o birefiinzence -
CH.CON: toluene 122 SE glasey, no bivefimeence -
ethyl acetater n-butyl scetate: ; N < as _
% VD glassy, o birefimgence
‘ :p.m -
me{k}’} Eﬁ:’} ~3L§Onﬁ. h&p‘f&n& SE g&;:}; m &' .:t # = -
acetone: toluene 111 SE glazsy, To birefiingence -
HC ethyl acetate: kaptans 5:1 SE paay passy, o .
white zolid of urlmown -
. ‘ morphelozy, birefiinzent arystaliine A
acetone: tokume It 58 ~hite colid of admomn -
morphology. birefiinzent crysealiine A
EO: CH:Cl, FE *pglomees ofceedles, | oo riitine 4
/ Tt ActEr ok : —
acatons ey 28 “nil :31 e:%{ize‘%%gi? erystalline &
dried in vacuum 2t ambtent - caryztalline 4

2. SE =zlow evaporztion, FE =fast evaporation, SC =zlow cooling, CC =crash cooling
. original sample
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FIG. 7 (continued)

5;:;;3) Solvent Method? Ohservations gﬁ
methanol: toluene 1:2 SE glasey, no birefonzence -
acetons: izo-propanoi 1:2 SE elassy, no birefineence
MEK: n-butyl zeatate 1:1 SE  yiscous solid
CH-CN: n-butyl aceiate 121 SE viscous solid
CH,Cly: BtOAe: Bt,O SE glassy, no birefiingence
5C ¢lear solution -
iso-propyi acetate: methanol IE glassy, no birefimgence
31 cC elear solution
SE elear glassy solid .
SC clear sohuion
1 haptaneMEK: ethanol FE glassy, no bireflingence
Mesylate 6:1:2 CC clear sohubion
' SE clear, glassy solid
acetone: MTBE 1.2 SE glassy, no birefimgence
acefone; touens 12 FE glassy, po birefinzence -
iso-propznol: toluene 3:1 FE glassy, no birefiinzence -
fso-propanol: l'z:s;fgwrapyl gthar FE clear, glzssy solid )
~ CC clezr solubion
mﬁ%ﬁ et SE moyphology unknown, 9 )
) birefiingence
iso-propyl ether: CC clear solution -
CH.CN:MeCH 20:5:2 SE glassy, no birefiingence
acetone: n-butyl acetate 1:1 SE elassy, so birefingence -
CH:Cly: iso-propenel 1:1 SE glassy, no birefingence -
mebobtohmnall | SE | PUEVERTOR | ol
metharol: ethyl acetate 1:1 SE parﬁzﬂ;.: gl s patially amorphous
Fumarzte - blt&ﬁ"lﬁEEﬂi -
partially oily, partially
SE birefringent (fibers)
methanol: toluene 1:1 hil_lfitlt yellow gé
zht yellow solid,
mg:lf unknown marphology, wap!zu} N
o birefingent e
methanol: toluens 4:] SE glaszy, no birefrngence

a. SE =zlow evaporation, FE =fast evaporation, SC =slow cooling, CC =crash cooling
b. onignal sample
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FIG. 7 (continued)

5;;§zm | Solvent Method® &bg&mé@s z‘i%
Exylate MeOH: n-butyl scetate 1:1 SE | glasey, nobirefringence -
acetone: tohuens 1:1 SE glassy. no birefrinzence -
ethyl acetste: heptane 4:1 SE glassy, no birefimgence -
Besvlate acetone: toluens 1:1 SE | glasey. nobirefinzence
CH,(Cl: iso-propanel 1:1 SE glassy, no birefimeence | .
MEK: n-butv] acetate 1:1 SE glassy, no birefiinzence -
e acetone: n-buty! acefate 1.1 SE glassy, no birefingence .
Edicylate N T partilly glasey, parially
MeOH: MEX: tolusne 1:1:1 SE birefineent amorphows
Maleate MeOH: n-butyl acetate 111 SE glassy, no birefingence .
acetone: iso-propanol 1:2 SE glassy, no birefiingence .

2. SE =clow evaporation, FE =fast evaporation, SC =slow cooling, CC =crash cooling

b. original smple

11/127




T8t 35wl AT 03 paptodal are

SSUTIQNIOS UORM[OSSTP JO ST MOTS € 10 PAZIyn suontod JuaA[os T Jo JWM{eA AT JO 3sNEdaq 1)ea5 g
AvT SaTIQRIOS [ENGOR TOHNIOS & AATS 0] Pash JUIA[OS 210} A O Paskq PaYEMIYEd ATE SATIGNI0S '8

o= AT[AseTm
(SNOJSTA AUTRIG} C'() o= BT
; 1= SIBIMSOIPAT
L> 1DH
«msugmwﬁmw .&E&zwmw ) ES

8 9ld

12/127



- - - ——— -

[eLIaJEN PIjos

b~ 30 JUNOUTE J[Ems D¢~ v e
I [0 offak 759
Afto Apjenred syooj Pl ~ | i SJEIETIN,]
™ AIp 5300} e~ 9%£C
AIp §Y00] 10T~ %Ll
(™ AID $§00] pg-~ 0,20
ATp SO0 |3 e o . ¢
. JEINEOIP:
@ 1P £400] ¢~ %ES : HISOPAH
_AIp S300] 707~ %St
R R wg $J00] pL~ PSP WNNoBA
- %<6 [OH
< AIp YOO pT~ -
@wawwwww SHONEALSGQ) aumy @m.,wﬁwwﬁ S910N g

6 Old

13/127



"33 J5AIAT A} O} PAPURAI
are samyeradom) saderd [ewmosp 7 0} papmmar 3 () sSSP IERA (), ) amyende) arEyRd B 38 (94) 550] IERM 'q
ALIIP JSATEI I O} PAPUNOI AME AMYeRmR ], "EWINEW noyiswey are papodar (1)) samyerdm) WMROPT? =0pi &

%ZS% €T ol
001-CT W 170 e
@ﬁuw QMZHQ ﬂomg paLp wnnoepA
] SUITEISAL dddx
AMONIS/A JIJSISUOD o WINN H;
HY %866 oL 5501 1% L0
HRY %67 Wog WS 30 % 60 28N
ERL %S 18 SSO[ 1 % £ ouoro08 wois
091-CC &/ 0T'F 9L
001-CC 2/ 660 1
('u03ap) §¢T "Ly OpUo e IS0
] Suf[EisAn ddIx
JsIY/SIsA[eay anbmaa ] Do Ijdues

0l Old

14/127



"PRFaD JSAIHU A} O} ppUNOs

are sanuerdme) seoed [eunosp ¢ 0) papunot am {o;) sedueip wdea () amyendume TeLED B 3e (94) S50 HERM q
‘9GP J52MLIT 3 0} papumo are samjendwe ] ewnxew nogsnen awe papodat (7)) samierRdiue; TURHOPTR =OpiR &

HOI Jo o J{ow {1 TN H;
0TT-o1 L9 .
$91-6T ¥ 00 19l
{LT 90T '§8]1 OpUS pa1sppoTs eS80
[ SUT[RISAL aqax
JnsRYSISA LTy b

Ll "Old

15/127



FIG. 12
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FIG. 13
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FIG. 14
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FIG. 15

14 12 10 8 6 4 P -0 [ ppm’
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FIG. 18
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FIG. 19
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FIG. 21
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FIG. 21 (Continued)
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FIG. 22
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FIG. 27

Elap Time
min

0.1
18586
369.1
5526
7382
923.7
1108.2
1284 8
1480.7
1666.2
1851.8
2037.8
22233
2410.8
2598.3
27839
29694
31549
33384
35215

Weight
mg
4.804
4.880
4.881
4.885
4.888
4.892
4,897
4.902
4.908
4.915
4923
4.920
4915
4.910
4.904
4.899
4.893
4.887
4.882
4.888

Weight
% chg
0.000
-0.279
-0.255
-0.192
-0.123
-0.029
0.058
0.170
0.291
0.435
0.602
0.528
0.428
0.321
0.214
0.101
-0.020
-0.131
-0.236
-0.114

34/127

Samp Temp Samp RH

deg C
2506
2507
25.06
25.06
2506
25.05
25.05
2506
25.05
25.04
2504
25.03
25.03
2503
25.03
25.04
2503
25.06
2502
25.04

%

467

495
14.98
2517
44.85
54.90
64.87
74.97
84.82
94.94
84.97
74.96
65.01
55.07
4513
34.89
25.04
15.23
33.97



awiy pasde|3

,\'(
& #’
0 0oy c.%vmm cumﬂam 0'0pse 0°0p0c 00psi 0aop , ﬁ.v@
- , \”\ ¢ 0000
, , A .ﬁ; R , oL 0
ﬁgmwﬁucwwa L Xk x»x \ N
uondiospy —c— .« .\ 00z 0

(eBueyd %) ublom
35/127



FIG. 29
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FIG. 55

Compound (1)

Compound (I

Sampling fime

Concentration pM

Concentration pM

0 min 148 3.08 5.6 154 247 6.07
120 min 143 286 565 148 304 574
Recovery 97% 93% 95% 96% 102% 99%
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FIG. 56A

Apical to basolateral: Compound (II) detected

1.5 uM 3uM 6 uM
% passage % passage % passage
;Sag';izng Mean + SD Mean + SD | Mean * SD
80 min 539 + Q468 | 227 + 038 441 =+ 038
120min | 2022 =+ 147 411 =+ 073 784 = 089
FIG. 56B
Basolateral to apical: Compound (il) detected
1.5 uM 3;13‘4! 6 uM
% passage % passage % passage
SaMPlNG | fjean + SD | Mean + SD |Mean & SD
B0 min 581 + 095 | 104 + 034} 042 == (.16
120 min 5256 + 092|106 + 025] 060 =+ 0.01
FIG. 56C
Apical to basolateral: % of passage
Detected as compound (1)
25

% of passage

£ 60 min
g 120 min

1.5

2

Concentration uM

Recovery in the apical compartment at the end of treatment (120 min)
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FIG. 56D

Basolateral to apical: % of passage
Detected as compound (1)

Concentration uM

D Ee8 min
B 120 min

Recovery in the apical compartment at the end of treatment (120 min)

FIG. 56E

Compound (D
Compound (i}

1.5uM | 3 uM & uM
2% 0.6% 3.1%
349% | 217% | 302%
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FIG. 57A

Apical to Basolateral
1.5 M 3 M 6 M
% passage % passage % passage
Sampling | tjean + SD | Mean = SD | Mean = SD
60 min nd. + nd 1783 = 119 | 1848 =+ 476
120 min nd. *= nd | 3308 £+ 112 2337 £ 460
FIG. 57B
Basolateral to Apical
1.5 pM 3 uM & pM
% passage % passage % passage
Sampng | Mean + SD | Mean + SD | Mean = SD
60 min nd =+ nd | 256 =+ 111 ] 128 = 0866
120 min nd =  nd 178 = 007 | 300 = (68
FIG. 57C
60 min 120 min
Qverall mean (mean% = 8D) 1.84% =+ 1.18 4.36% =+ 3.62
Papp (x10 ~%) nmisec 0.56 275
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FIG. 57D

% of passage
1)
3

Apical to basolateral: % of passage
Compound ()

80 min

10
5
0 , :
1.5 3 6
Concentration uM
FIG. 57E
Basolateral to apical: % of passage
Compound (1l)
40
35
o 30
k=4
€ 25
g 20 D £0 min
= 18 E3 120 min
* 10
5
1.5
Concentration uM
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FIG. 58A

Apical to basolateral: Compound (ll) detected
1.5 uM 3 UM 6 UM
% passage % passage % passage
Sagaggng Mean =+ SD Mean <+ SD Mean = 8D
60 min 2511 £ 282 | 11.72 == 534 325 = (0350
120 min 1447 + 515 | 1326 =+ 3566 546 = 172

FIG. 58B

Apical o basolateral: % of passage
Detected as compound (1)

% of passage

Concentration uM

Recovery in the apical compartment at the end of treatment (120 min)

FIG. 58C
1.5uM | 3 uM 6 uM
Compound {I) 0.8% 1.8% 0.3%
Compound (i) 37.1% | 39.1% | 156.3%
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FIG. 59

Analytical equipment

HPLC Surveyor Binar Pump
- Auto sampler CTC, Pal
| Detector Mass spectrometer Thermo Finnigan, DECA XP
, Plus
Data System Excalibur Software
MS interface ESI
| Scan type MRM
| Polarity Positive

lon monitered  Compound ) 501.2 my/z (parent ion 484.1 — 5(1.9 — 340.9 m/z)
| lon monitored  Compound (1) 502.1 m/z (parent ion 349.5 m/z)

Chromatographic and Mass Spectrometric conditions

Analytical column Xterra SuM Cy5(2), 2.0 x 30 mm, Waters
Column temperafture 22°C
Mobile phase A FOA 0.1% in water
Mobile phase B CH;CN
| Flow rate 400 pL/min
Injection volumes 10 uL
Gradient Time Mobile phase Mobile phase
{min) % A %B
0 85 15
20 5 95
3.0 5 05
il 83 15
36 85 15
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FIG. 60A

% of living pups

FIG. 60B

Mean number of pups
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FIG. 61A
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First pup delivery time (hours)

RU486 LPS

FIG. 61B
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FIG. 61C
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FIG. 62A
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FIG. 62B
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FIG. 63B

Mean number of pups
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FIG. 64A
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FIG. 65A
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FIG. 65C
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FIG. 65E
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FIG. 66B
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FIG. 67A
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FIG. 67C
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FIG. 69A
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FIG. 69C
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FIG. 69E
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FIG. 69G
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FIG. 69l
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FIG. 69K
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FIG. 70A
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FIG.71C
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FIG. 72A

Contraction ratio
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FIG. 72C
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FIG. 72E
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FIG. 73A
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FIG. 73E
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FIG. 74A
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FIG. 74C
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FIG. 74E
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FIG. 75A
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FIG. 79I
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FIG. 80C
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