201471798677 A1 I 00 O 0000 OO 0

O methods of treatment involving such compounds are also provided.

(19) World Intellectual Property Ny
Organization é
International Bureau _/

=

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

AT 0O 0 AR

(10) International Publication Number

(43) International Publication Date / WO 2014/179867 A1l
13 November 2014 (13.11.2014) WIPO I PCT

(51) International Patent Classification: (72) Inventors: MAWJIL, Nasrin R.; ¢/o British Columbia Can-
C07C 69/18 (2006.01) A61P 35/00 (2006.01) cer Agency Branch, 600 West 10th Avenue, Vancouver,
A61K 31/25 (2006.01) CO07C 69/16 (2006.01) British Columbia V5Z 4E6 (CA). WANG, Jun; ¢/o British
. e . Columbia Cancer Agency Branch, 600 West 10th Avenue,
(21) International Application Number: Vancouver, Britis% YC olumbia V5Z 4E6 (CA).
PCT/CA2014/000414 BANUELOS, Carmen Adriana; c/o British Columbia
(22) International Filing Date: Cancer Agency Branch, 600 West 10th Avenue, Van-
9 May 2014 (09.05.2014) couver, British Columbia V5Z 4E6 (CA). ANDERSEN,
- . Raymond John; c¢/o The University of British Columbia
(25) Filing Language: English University-Industry Liaison Office, #103-6190 Agronomy
(26) Publication Language: English Road, Vancouver, British Columbia V6T 1Z3 (CA).
FERNANDEZ, Javier Garcia; ¢/o The University of Brit-
(30) Priority Data: ish Columbia University-Industry Liaison Office, #103-
61/822,186 10 May 2013 (10.05.2013) us 6190 Agronomy Road, Vancouver, British Columbia V6T
(71) Applicants BRITISH COLUMBIA CANCER 173 (CA) SADAR, Marianne Dorothy, c¢/o British

AGENCY BRANCH [CA/CA]; 600 West 10th Avenue,
Vancouver, British Columbia V5Z 4E6 (CA). THE UNI-
VERSITY OF BRITISH COLUMBIA UNI-
VERSITY-INDUSTRY LIAISON OFFICE [CA/CA];
#103-6190 Agronomy Road, Vancouver, British Columbia
V6T 173 (CA).

74

81

(84

Columbia Cancer Agency Branch, 600 West 10th Avenue,
Vancouver, British Columbia V5Z 4E6 (CA).

Agent: DEETH WILLIAMS WALL LLP; 150 York
Street, Suite 400, Toronto, Ontario M5H 385 (CA).

Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AOQ, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
Bz, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR,
KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, ME,
MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ,
OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA,
SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM,
ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,

[Continued on next page]

(54) Title: ESTER DERIVATIVES OF ANDROGEN RECEPTOR MODULATORS AND METHODS FOR THEIR USE

Zs
12

R ),

R I"RS

R4

Z X2,
JLE \lr T -%MJZ
4 Z ..z-'. Z (

R‘l
n2

Cl

(57) Abstract: Compounds having a structure of Structure I or a pharmaceutically acceptable salt, tautomer, or stereoisomer thereof,
wherein R}, R%, R3, R, RS, J1, J?, X, Z, n'and n? are as defined herein, and wherein at least one of R!, R? or R? is an alkyl, alkenyl,
aryl or aralkyl ester, are provided. Uses of such compounds for treatment of various indications, including prostate cancer, as well as



WO 2014/179867 A1 0000010 00T 0O

MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SL, SK, Published:
SM, TR), OAPI (BF, B, CF, CG, CL, CM, GA, GN, GQ,

GW, KM, ML, MR, NE, SN, TD, TG). —  with international search report (Art. 21(3))



WO 2014/179867 PCT/CA2014/000414

ESTER DERIVATIVES OF ANDROGEN RECEPTOR MODULATORS
AND METHODS FOR THEIR USE

CROSS REFERENCE TO RELATED APPLICATIONS

[001] This Application claims the benefit of U.S. Provisional Application No. 61/822,186,
filed on May 10, 2013, the entire contents of which are hereby incorporated by reference in

their entirety for all purposes.
STATEMENT OF GOVERNMENT INTEREST

[002] This disclosure was made in part with government support under Grant No. 2R01
CA105304 awarded by the National Cancer Institute. The United States Government has

certain rights in this disclosure.
BACKGROUND
Technical Field

[003] This disclosure generally relates to ester derivatives of bisphenol-related compounds
and their use for treatment of various indications. In particulaf‘ the disclosure relates to ester
derivatives of bisphenol-related compounds and their use for treatment of various cancers, for
example, all stages of prostate cancer, including androgen dependent, androgen-sensitive and

castration-resistant prostate cancers.

Description of the Art

[004] Androgens mediate their effects through the androgen receptor (AR). Androgens play
arole in a wide range of developmental and physiological responses and are involved in male
sexual differentiation, maintenance of spermatogenesis, and male gonadotropin regulation (R.
K. Ross, G. A. Coetzee, C. L. Pearce, J. K. Reichardt, P. Bretsky, L. N. Kolonel, B. E.
Henderson, E. Lander, D. Altshuler & G. Daley, Eur Urol 35, 355-361 (1999); A. A.
Thomson, Reproduction 121, 187-195 (2001); N. Tanji, K. Aoki & M. Yokoyama, Arch
Androl 47, 1-7 (2001)). Several lines of evidence show that androgens are associated with the
development of prostate carcinogenesis. Firstly, androgens induce prostatic carcinogenesis in
rodent models (R. L. Noble, Cancer Res 37, 1929-1933 (1977); R. L. Noble, Oncology 34,
138-141 (1977)) and men receiving androgens in the form of anabolic steroids have a higher
incidence of prostate cancer (J. T. Roberts & D. M. Essenhigh, Lancer 2, 742 (1986); J. A.
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Jackson, J. Waxman & A. M. Spiekerman, Arch Intern Med 149, 2365-2366 (1989); P. D.
Guinan, W. Sadoughi, H. Alsheik, R. J. Ablin, D. Alrenga & 1. M. Bush, 4m J Surg 131,
599-600 (1976)). Secondly, prostate cancer does not develop if humans or dogs are castrated
before puberty (J. D. Wilson & C. Roehrborn, J Clin Endocrinol Metab 84, 4324-4331
(1999); G. Wilding, Cancer Surv 14, 113-130 (1992)). Castration of adult males causes
involution of the prostate and apoptosis of prostatic epithelium while eliciting no effect on
other male external genitalia (E. M. Bruckheimer & N. Kyprianou, Cell Tissue Res 301,
153-162 (2000); J. T. Isaacs, Prostate 5, 545-557 (1984)). This dependency on androgens
provides the underlying rationale for treating prostate cancer with chemical or surgical

castration (androgen ablation).

[005] Androgens also play a role in female cancers. One example is ovarian cancer where
elevated levels of androgens are associated with an increased risk of developing ovarian
cancer (K. J. Helzlsouer, A. J. Alberg, G. B. Gordon, C. Longcope, T. L. Bush, S. C.
Hoffman & G. W. Comstock, JAMA 274, 1926-1930 (1995); R. J. Edmondson, J. M.
Monaghan & B. R. Davies, Br J Cancer 86, 879-885 (2002)). The androgen receptor has
been detected in a majority of ovarian cancers (H. A. Risch, J Natl Cancer Inst 90,
1774-1786 (1998); B. R. Rao & B. I. Slotman, Endocr Rev 12, 14-26 (1991); G. M. Clinton
& W. Hua, Crit Rev Oncol Hematol 25, 1-9 (1997)), whereas estrogen receptor-alpha (ERa)

and the progesterone receptor are detected in less than 50% of ovarian tumors.

[006] An effective treatment available for advanced prostate cancer is the withdrawal of
androgens which are essential for the survival of prostate epithelial cells. Androgen ablation
therapy causes a temporary reduction in tumor burden concomitant with a decrease in serum
prostate-specific antigen (PSA). Unfortunately prostate cancer can eventually grow again in
the absence of testicular androgens (castration-resistant discase) (Huber et al 1987 Scand J.
Urol Nephrol. 104, 33-39). Castration-resistant prostate cancer is biochemically characterized
before the onsct of symptoms by a rising titre of serum PSA (Miller et al 1992 J. Urol. 147,
956-961). Once the discase becomes castration-resistant most patients succumb to their

disease within two years.

[007] The androgen receptor has distinct functional domains that include the
carboxy-terminal ligand-binding domain (LBD), a DNA-binding domain (DBD) comprising
two zinc finger motifs, and an N-terminus domain (NTD) that contains one or more
transcriptional activation domains. Binding of androgen (ligand) to the LBD of the androgen

receptor results in its activation such that the receptor can effectively bind to its specific DNA
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consensus site, termed the androgen response element (ARE), on the promoter and enhancer
regions of “normally” androgen regulated genes, such as PSA, to initiate transcription. The
androgen receptor can be activated in the absence of androgen by stimulation of the
cAMP-dependent protein kinase (PKA) pathway, with interleukin-6 (IL-6) and by various
growth factors (Culig et al 1994 Cancer Res. 54, 5474-5478; Nazarcth er al 1996 J. Biol,
Chem. 271, 19900-19907; Sadar 1999 J. Biol. Chem. 274, 7777-7783; Ueda et al 2002 A J.
Biol. Chem. 277, 7076-7085; and Ueda et al 2002 B J. Biol. Chem. 277, 38087-38094). The
mechanism of ligand-independent transformation of the androgen receptor AR has been
shown to involve: 1) increased nuclear androgen receptor protein suggesting nuclear
translocation; 2) increased androgen receptor /ARE complex formation; and 3) the AR-NTD
(Sadar 1999 J. Biol. Chem. 274, 7777-7783; Ueda et al 2002 A J. Biol. Chem. 277,
7076-7085; and Ueda et al 2002 B J. Biol. Chem. 277, 38087-38094). The androgen receptor
may be activated in the absence of testicular androgens by alternative signal transduction
pathways in castration-resistant disease, which is consistent with the finding that nuclear
androgen receptor protein is present in secondary prostate cancer tumors (Kim ef al 2002 Am.
J. Pathol. 160, 219-226; and van der Kwast et al 1991 Inter. J. Cancer 48, 189-193).

[008] Auvailable inhibitors of the androgen receptor include nonsteroidal antiandrogens such
as bicalutamide, nilutamide, flutamide, enzalutamide, and investigational drug ARN-509, and
the steroidal antiandrogen, cyproterone acetate. These antiandrogens target the LBD of the
androgen receptor and predominantly fail presumably due to poor affinity and mutations that
lead to activation of the androgen receptor by these same antiandrogens (Taplin, M.E.,
Bubley, G.J., Kom Y.J., Small E.J., Uptonm M., Rajeshkumarm B., Balkm S.P., Cancer Res.,
59, 2511-2515 (1999)). These antiandrogens would also have no effect on the recently
discovered androgen receptor splice variants that lack the ligand-binding domain (LBD) to
result in a constitutively active receptor which promotes progression of androgen-
independent prostate cancer (Dehm SM, Schmidt LJ, Heemers HV, Vessella RL, Tindall DJ.,
Cancer Res 68, 5469-77, 2008; Guo Z, Yang X, Sun F, Jiang R, Linn DE, Chen H, Chen H,
Kong X, Melamed J, Tepper CG, Kung HIJ, Brodie AM, Edwards J, Qiu Y., Cancer Res. 69,
2305-13, 2009; Hu et al 2009 Cancer Res. 69, 16-22; Sun et al 2010 J Clin Invest. 2010 120,
2715-30).

[009] Conventional therapy has concentrated on androgen-dependent activation of the
androgen receptor through its C-terminal domain. Recent studies developing antagonists to

the androgen receptor have concentrated on the C-terminus and specifically: 1) the allosteric
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pocket and AF-2 activity (Estébanez-Perpifia et al 2007, PNAS 104, 16074-16079); 2) in
silico "drug repurposing" procedure for identification of nonsteroidal antagonists (Bisson et
al 2007, PNAS 104, 11927 — 11932); and coactivator or corepressor interactions (Chang ef a/
2005, Mol Endocrinology 19, 2478-2490; Hur et al 2004, PLoS Biol 2, E274
Estébanez-Perpifia et al 2005, JBC 280, 8060-8068; He et al 2004, Mol Cell 16, 425-438).

[010] The AR-NTD is also a target for drug development (e.g. WO 2000/001813), since the
NTD contains Activation-Function-1 (AF-1) which is the essential region required for
androgen receptor transcriptional activity (Jenster et al 1991. Mol Endocrinol. 5, 1396-404).
The AR-NTD importantly plays a role in activation of the androgen receptor in the absence
of androgens (Sadar, M.D. 1999 J. Biol. Chem. 274, 7777-1783; Sadar MD et al 1999 Endocr
Relat Cancer. 6, 487-502; Ueda et al 2002 J. Biol. Chem. 277, 7076-7085; Ueda 2002 J. Biol.
Chem. 277, 38087-38094; Blaszczyk et al 2004 Clin Cancer Res. 10, 1860-9; Dehm et al
2006 J Biol Chem. 28, 27882-93; Gregory et al 2004 J Biol Chem. 279, 7119-30). The
AR-NTD is important in hormonal progression of prostate cancer as shown by application of
decoy molecules (Quayle ef al 2007, Proc Natl Acad Sci U S 4. 104,1331-1336).

[011] While the crystal structure has been resolved for the androgen receptor C-terminus
LBD, this has not been the case for the NTD due to its high flexibility and intrinisic disorder-
in solution (Reid et al 2002 J. Biol. Chem. 277, 20079-20086) thereby hampering virtual

docking drug discovery approaches.

[012] Although progress has been made, there remains a need in the art for additional and/or
improved compounds that modulate the androgen receptor. The present disclosure provides

these and related advantages.
BRIEF SUMMARY

[013] This disclosure is based in part on the unexpected discovery that certain esters of
bisphenol-related compounds have desirable properties for use as modulators of androgen
receptor. In particular, the esters described herein are potent modulators of androgen
receptor. Further advantages related to use of the described esters for modulation of

androgen receptor (in vitro or in vivo) are also expected.

[014] In accordance with one embodiment, there is provided a compound having a structure
of Structure I: A
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or a pharmaceutically acceptable salt, tautomer or stereoisomer thereof, wherein R R% RS,
RY, R’ 1, %, X, Z, n' and n” are as defined herein, and wherein at least one of R!, R> or R® is
an alkyl, alkenyl, aryl or aralkyl ester. Pharmaceutical compositions comprising a compound
of Structure I, a pharmaceutically acceptable carrier and an optional additional therapeutic

agent are also provided.

[015] In other embodiments, the present disclosure provides the use of a compound of
Structure I or a composition comprising the same, for modulating androgen receptor (AR)

activity. Related methods for modulating androgen recc:pfor are also provided.

[016] These and other aspects of the disclosure will be apparent upon reference to the
following detailed description. To this end, various references are set forth herein which
describe in more detail certain background information, procedures, compounds and/or

compositions, and are each hereby incorporated by reference in their entirety.

BRIEF DESCRIPTION OF THE DRAWINGS
[017] FIG. 1A is a 'H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)-2-hydroxypropyl acetate.
[018] FIG. 1B is a *C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)-2-hydroxypropyl acetate.
[019] FIG. 1C isa *C APT NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-
2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)-2-hydroxypropy] acetate.
[020] FIG. 2A is a "H NMR spectrum for the compound (S)-1-chloro-3-(4-(2-(4-((R)-2,3-
dihydroxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-yl acetate.
[021] FIG. 2B is a '>C NMR spectrum for the compound (S)-1-chloro-3-(4-(2-(4-((R)-2,3-
dihydroxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-yl acetate.

[022] FIG.2Cisa C APT NMR spectrum for the compound (S)-1-chloro-3-(4-2-(4-((R)-
2,3-dihydroxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-yl acetate.
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[023] FIG. 3A is a 'H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-2-acetoxy-3-
chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[024] FIG. 3B is a >*C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-2-acetoxy-3-
chloropropoxy)pheny!)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[025] FIG. 4A is a '"H NMR spectrum for the compound (S)-3-(4-(2-(4-((R)-oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[026] FIG. 4B is 2 "C NMR spectrum for the compound (S)-3-(4-(2-(4-((R)-oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[027] FIG. 4C is a *C APT NMR spectrum for the compound (S)-3-(4-(2-(4-((R)-oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[028] FIG. 5A is a 'H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[029] FIG. 5B is a *C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.

[030] FIG.5C isa >C APT NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-
2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diy! diacetate.

[031] FIG. 6A is a '"H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol trisuccinate.

[032] FIG. 6B is a *C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol trisuccinate.

[033] FIG. 6C a *C APT NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol trisuccinate.

[034] FIG. 6D illustrates electrospray ionization mass spectrometry data for (S)-3-(4-(2-(4-
((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol  trisuccinate
with positive ion polarity.

[035] FIG. 6E illustrates electrospray ionization mass spectrometry data for (8)-3-(4-(2-(4-
((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol  trisuccinate
with negative ion polarity.

[036] FIG. 7A is a "H NMR spectrum for the compound (S)-1-(4-(2-(4-((S)-2-acetoxy-3-
chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-yl acetate.
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[037] FIG. 7B is a °C NMR spectrum for the compound (S)-1-(4-(2-(4-((8)-2-acetoxy-3-
chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-yl acetate.

[038] FIG. 7C is a °C APT NMR spectrum for the compound (S)-1-(4-(2-(4-((S)-2-
acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-yl acetate

[039] FIG. 7D illustrates electrospray ionization mass spectrometry data for (S)-1-(4-(2-(4-
((8)~2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-yl acetate
with positive ion polarity. ‘

[040] FIG. 7E illustrates electrospray ionization mass spectrometry data for (S)-1-(4-(2-(4-
((S)-2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-yl acetate
with negative ion polarity.

[041] FIG. 8 illustrates dose response data for various compounds of the disclosure (3¢, 7c,

and 13b) and comparative compounds.

[042] FIG. 9 illustrates dose response data for various compounds of the disclosure (1c, 3c,
7c, (8)-1-(4~(2-(4-((5)-2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-
methoxypropan-2-yl acetate (Example 21)) and comparative compounds.

[043] FIG. 10 depicts cell proliferation assays, which demonstrate that a compound (7¢c) of

the disclosure is twice as potent as its active compound (compound A).

[044] FIG. 11 illustrates that a compound of the disclosure (7c) is effective at reducing

tumor volume in a xenograft model.

[045] FIG. 12 illustrates that a compound of the disclosure (7¢) is effective at inhibiting the
growth of LNCaP xenograft tumors.

[046] FIG. 13 illustrates the IC50’s of various compounds of the disclosure.

[047] FIG. 14A is a 'H NMR spectrum for the compound 1-chloro-3-(4-(2-(4-(2-hydroxy-
3-methoxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol bispropionate.

[048] FIG. 14B is a ’C NMR spectrum for the compound 1-chloro-3-(4-(2-(4-(2-hydroxy-
3-methoxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol bispropionate.

[049] FIG. 15A is a 'H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
(propionyloxy)propoxy)phenyli)propan-2-yl)phenoxy)propane-1,2-diyl dipropionate.

[050] FIG. 15B is a °C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-3-chloro-2-
(propionyloxy)propoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diy! dipropionate.
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[051] FIG. 16A is a 'H NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-2-
{butyryloxy)-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl dibutyrate.

[052] FIG. 16B is a 'C NMR spectrum for the compound (S)-3-(4-(2-(4-((S)-2-
(butyryloxy)-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl dibutyrate.

DETAILED DESCRIPTION
L Definitions

[053] In the following description, certain specific details are set forth in order to provide a
thorough understanding of various embodiments. However, one skilled in the art will
understand that the disclosure may be practiced without these details. In other instances,
well-known structures have not been shown or described in detail to avoid unnecessarily
obscuring descriptions of the embodiments. Unless' the context requires otherwise,
throughout the specification and claims which follow, the word “comprise” and variations
thereof, such as, “comprises” and “comprising” are to be construed in an open, inclusive
sense, that is, as “including, but not limited to.” Further, headings provided herein are for

convenience only and do not interpret the scope or meaning of the claimed disclosure.

[054] Reference throughout this specification to “one embodiment” or “an embodiment”
means that a particular feature, structure or characteristic described in connection with the
embodiment is included in at least one embodiment. Thus, the appearances of the phrases “in
one embodiment” or “in an embodiment” in various places throughout this specification are
not necessarily all referring to the same embodiment. Furthermore, the particular features,
structures, or characteristics may be combined in any suitable manner in one or more
embodiments. Also, as used in this specification and the appended claims, the singular forms
“a,” “an,” and “the” include plural referents unless the content clearly dictates otherwise. It
should also be noted that the term “or” is generally employed in its sense including “and/or”

unless the content clearly dictates otherwise.

[0S5] The terms below, as used herein, have the following meanings, unless indicated

otherwise:
[056] “Amino” refers to the -NH; radical.
[057] “Cyano” refers to the -CN radical.

[058] “Hydroxy” or “hydroxyl” refers to the -OH radical.
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[059] “Imino” refers to the =NH substituent.
[660] “Nitro” refers to the -NO; radical.
[061] “Oxo” refers to the =0 substituent.
[062] “Thioxo” refers to the =S substituent.

[063] “Alkyl” refers to a straight, branched or non-aromatic cyclic hydrocarbon
(“cycloalky]l”) chain radical which is saturated or unsaturated (i.e., contains one or more
double and/or triple bonds), having from one to twenty carbon atoms (e.g., one to ten, or one
to six carbon atoms), and which is attached to the rest of the molecule by a single bond.
Alkyls comprising any number of carbon atoms from 1 to 20 are included. An alkyl
comprising up to 10 carbon atoms is a C-Cyg alkyl. A C;-Cyp alkyl includes Cy alkyls, Cy
alkyls, Cs alkyls, C; alkyls, Cs alkyls, Cs alkyls, C4 alkyls, C; alkyls, C, alkyls and C, alkyl
(i.e., methyl) and includes, for example, and without limitation, saturated Cy-Cp alkyl, C2-Cjo
alkenyl and C,-Cyg alkynyl. Non-limiting examples of saturated C;-Co alkyl include methyl,
ethyl, n-propyl, i-propyl, sec-propyl, n-butyl, i-butyl, sec-butyl, t-butyl and n-penty, n-hexyl,
n-heptane, and the like. Non-limiting examples of C,-Cyo alkenyl include vinyl, allyl,
isopropenyl, 1-propene-2-yl, 1-butene-1-yl, 1-butene-2-yl, 1-butene-3-yl, 2-butene-1-yl, 2-
butene-2-yl, penteneyl , hexeneyl, and the like. Non-limiting examples of C,-Cyp alkynyl
include ethynyl, propynyl, butynyl, pentynyl, hexynyl, and the like. Unless stated otherwise
specifically in the specification, an alkyl group may be optionally substituted (i.e., a hydrogen
atom in the alkyl group may be replaced with an optional substituent). Alkyls include
cycloalkyls as defined below.

[064] “Alkylene” or “alkylene chain” refers to a straight or branched divalent hydrocarbon
chain linking the rest of the molecule to a radical group, consisting solely of carbon and
hydrogen, which is saturated or unsaturated (i.e., contains one or more double and/or triple
bonds), and having from one to twenty carbon atoms, e.g., methylene, ethylene, propylene,
n-butylene, ethenylene, propenylene, n-butenylene, propynylene, n-butynylene, and the like.
The alkylene chain is attached to the rest of the molecule through a single or double bond and
to the radical group through a single or double bond. The points of attachment of the
alkylene chain to the rest of the molecule and to the radical group can be through one carbon
or any two carbons within the chain. Unless stated otherwise specifically in the specification,

an alkylene chain may be optionally substituted.

[065] “Aliphatic carbon” refers to a carbon atom which is not aromatic.
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[066] “Alkylaminocarbonyl” refers to a radical of the formula —C{=0)NR.R; where R, and
Ry, are each independently an alkyl radical as defined above containing one to twenty carbon
atoms. Unless stated otherwise specifically in the specification, an alkylaminocarbonyl group

may be optionally substituted.

[067] “Alkylcarbonyl” refers to a radical of the formula ~C(=O)R, where R, is an alkyl
radical as defined above containing one to twenty carbon atoms. Unless stated otherwise

specifically in the specification, an alkylcarbonyl group may be optionally substituted.

[068] “Alkoxy” refers to a radical of the formula -OR, where R, is an alkyl radical as
defined above containing one to twenty carbon atoms. Unless stated otherwise specifically in

the specification, an alkoxy group may be optionally substituted.

[069] “Alkylamino” refers to a radical of the formula -NHR, or -NR R, where each R, is,
independently, an alkyl radical as defined above containing one to twenty carbon atoms.
Unless stated otherwise specifically in the specification, an alkylamino group may be

optionally substituted.

[070] “Aminocarbonyl” refers to a radical of the formula —C(=0)NH;. Unless stated
otherwise specifically in the specification, an alkylcarbony! group may be optionally

substituted.

[071] “Aromatic carbon™ refers to a carbon atom which is part of an aromatic ring.
Aromatic carbons are SP* hybridzed and from part of a conjugated, unsaturated ring system
having 4n+2 electrons in pi orbitals. For example, aromatic carbons may be members on an

aryl or heteroaryl ring as defined herein.

[072] “Aryl” refers to a hydrocarbon ring system radical comprising hydrogen, 6 to 18
carbon atoms and at least one aromatic ring. For purposes of this disclosure, the aryl radical
may be a monocyclic, bicyclic, tricyclic or tetracyclic ring system, which may include fused
or bridged ring systems. Aryl radicals include, but are not limited to, aryl radicals derived
from aceanthrylene, acenaphthylene, acephenanthrylene, anthracene, azulene, benzene,
chrysene, fluoranthene, fluorene, as-indacene, s-indacene, indane, indene, naphthalene,
phenalene, phenanthrene, pleiadene, pyrene, and triphenylene. Unless stated otherwise
specifically in the specification, the term “aryl” or the prefix “ar-“ (such as in “aralkyl”) is

meant to include aryl radicals that are optionally substituted.

[073] “Aralky]” refers to a radical of the formula -Ry-R. where Ry, is an alkylene chain as

defined above and R; is one or more aryl radicals as defined above, for example, benzyl,
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diphenylmethyl and the like. Unless stated otherwise specifically in the specification, an

aralkyl group may be optionally substituted.

[074] “Carbocycle” refers to a cyclic structure, wherein the bonds that form the ring are
each carbon-carbon bonds. Carbocycles generally contain from 3 to 20 carbon atoms within
the ring and may be mon, bi or tri- cyclic. Bi and tricyclic carbocycles may be fused (i.e.,
share two or more common carbon atoms), spiro (i.e., share one common carbon atom) or
linked via a linker atom or atoms. Carbocycles, include cycloalkyls and aryls as defined
herein. Unless stated otherwise specifically in the specification, carbocycle group may be

optionally substituted.

[075] “Cycloalkyl” refers to a stable non-aromatic monocyclic or polycyclic hydrocarbon
radical consisting solely of carbon and hydrogen atoms, which may include fused or bridged
ring systems, having from three to fifteen carbon atoms, preferably having from three to ten
carbon atoms, and which is saturated or unsaturated and attached to the rest of the molecule
by a single bond. Monocyclic radicals include, for example, cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, cycloheptyl, and cyclooctyl. Polycyclic radicals include, for
example, adamantyl, norbornyl, decalinyl, 7,7-dimethyl-bicyclo[2.2.1]heptanyl, and the like.
Unless otherwise stated specifically in the specification, a cycloalkyl group may be optionally

substituted.

[076] “Deuteroalkyl” refers to an alkyl radical as defined above, wherein at least one of the
hydrogen atoms is replaced with a deuterium atom. Unless stated otherwise specifically in

the specification, deuteroalkyl group may be optionally substituted.

[077] “Fused” refers to any ring structure described herein which is fused to an existing ring
structure in the compounds of the disclosure. When the fused ring is a heterocyclyl ring or a
heteroaryl ring, any carbon atom on the existing ring structure which becomes part of the

fused heterocyclyl ring or the fused heteroaryl ring may be replaced with a nitrogen atom.

[078] “Halogen” or “halo” refers to fluoro (F), chloro (CI), bromo (Br) and iodo (I)

substituents. Halogen substitutents also include halogen radioisotopes.

[079] “Haloalkyl” refers to an alkyl radical, as defined above, that is substituted by one or
more halo radicals, as defined above, e.g., trifluoromethyl, difluoromethyl, trichloromethyl,
2,2, 2-trifluoroethyl, 1,2-difluoroethyl, 3-bromo-2-fluoropropyl, 1,2-dibromoethyl, and the
like. Unless stated otherwise specifically in the specification, a haloalkyl group may be

optionally substituted.
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[080] “Heterocyclyl” or “heterocyclic ring” refers to a stable 3- to 18-membered ring radical
which consists of two to twelve carbon atoms and from one to six heteroatoms selected from
the group consisting of nitrogen, oxygen and sulfur, Unless stated otherwise specifically in
the specification, the heterocyclyl radical may be a monocyclic, bicyclic, tricyclic or
tetracyclic ring system, which may include fused or bridged ring systems; and the nitrogen,
carbon or sulfur atoms in the heterocyclyl radical may be optionally oxidized; the nitrogen
atom may be optionally quaternized; and the heterocycly! radical may be partially or fully
saturated. Examples of such heterocyclyl radicals include, but are not limited to, dioxolanyl,
thienyl[1,3]dithianyl, decahydroisoquinolyl, imidazolinyl, imidazolidinyl, isothiazolidinyl,
isoxazolidinyl, morpholinyl, octahydroindolyl, octahydroisoindolyl, 2-oxopiperazinyl,
2-oxopiperidinyl, 2-oxopyrrolidinyl, oxazolidinyl, piperidinyl, piperazinyl, 4-piperidonyl,
pyrrolidinyl, pyrazolidinyl, quinuclidinyl, thiazolidinyl, tetrahydrofuryl, trithianyl,
tetrahydropyranyl, thiomorpholinyl, thiamorpholinyl, = 1-oxo-thiomorpholinyl, and
1,1-dioxo-thiomorpholinyl. Unless stated otherwise specifically in the specification, a
heterocyclyl group may be optionally substituted. Heterocycles include heteroaryls as

defined below.

[081] “Heteroaryl” refers to a 5- to 14-membered ring system radical comprising hydrogen
atoms, one to thirteen carbon atoms, one to six heteroatoms selected from the group
consisting of nitrogen, oxygen and sulfur, and at least one aromatic ring. For purposes of this
disclosure, the heteroaryl radical may be a monocyclic, bicyclic, tricyclic or tetracyclic ring
system, which may include fused or bridged ring systems; and the nitrogen, carbon or sulfur
atoms in the heteroaryl radical may be optionally oxidized; the nitrogen atom may be
optionally quaternized. Examples include, but are not limited to, azepinyl, acridinyl,
benzimidazolyl, benzothiazolyl, benzindolyl, benzodioxolyl, benzofuranyl, benzooxazolyl,
benzothiazolyl, benzothiadiazolyl, benzo[h][1,4]dioxepinyl, 1,4-benzodioxanyl,
benzonaphthofuranyl,  benzoxazolyl, benzodioxolyl, benzodioxinyl, benzopyranyl,
benzopyranonyl,  benzofuranyl,  benzofuranonyl, benzothienyl  (benzothiophenyl),
benzotriazolyl, benzo[4,6]imidazo[1,2-a]pyridinyl, carbazolyl, cinnolinyl, dibenzofuranyl,
dibenzothiophenyl, furanyl, furanonyl, isothiazolyl, imidazolyl, indazolyl, indolyl, indazolyl,
isoindolyl, indolinyl, isoindolinyl, isoquinolyl, indolizinyl, isoxazolyl, naphthyridinyl,
oxadiazolyl, 2-oxoazepinyl, oxazolyl, oxiranyl, 1-oxidopyridinyl, 1-oxidopyrimidinyl, 1-
oxidopyrazinyl, 1-oxidopyridazinyl, 1-phenyl-1H-pyrrolyl, phenazinyl, phenothiazinyl,
phenoxazinyl, phthalazinyl, pteridinyl, purinyl, pyrrolyl, pyrazolyl, pyridinyl, pyrazinyl,
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pyrimidinyl, pyridazinyl, quinazolinyl, quinoxalinyl, quinolinyl, quinuclidinyl, isoquinolinyl,
tetrahydroquinolinyl, thiazolyl, thiadiazolyl, triazolyl, tetrazolyl, triazinyl, and thiophenyl
(i.e. thienyl). Unless stated otherwise specifically in the specification, a heteroaryl group

may be optionally substituted.

[082] The term “substituted” used herein means any of the above groups (ie., alkyl,
alkylene, alkylaminocarbonyl, alkylcarbonyl, alkoxy, alkylamino, aminocarbonyl, cycloalkyl,
aryl, aralkyl, carbocycle, deuteroalkyl, haloalkyl, heterocyclyl, and/or heteroaryl) wherein at
least one hydrogen atom is replaced by a bond to a non-hydrogen atoms such as, but not
limited to: a halogen atom such as F, Cl, Br, and I; an oxygen atom in groups such as
hydroxyl groups, alkoxy groups, and ester groups; a sulfur atom in groups such as thiol
groups, thicalkyl groups, sulfone groups, sulfonyl groups, and sulfoxide groups; a nitrogen
atom in groups such as amines, amides, alkylamines, dialkylamines, arylémincs,
alkylarylamines, diarylamines, N-oxides, imides, glycines, and enamines; a silicon atom in
groups such as trialkylsilyl groups, dialkylarylsilyl groups, alkyldiarylsilyl groups, and
triarylsilyl groups; and other heteroatoms in various other groups. “Substituted” also means
any of the above groups in which one or more hydrogen atoms are replaced by a higher-order
bond (e.g., a double- or triple-bond) to a heteroatom such as oxygen in oxo (i.e., C=0),
carbonyl, carboxyl, and ester groups; and nitrogen in groups such as imines, oximes,

hydrazones, and nitriles.

[083] For example, “substituted” includes any of the above groups in which one or more
hydrogen atoms are replaced with “NRgR;, -NR,C(=O)Rp, -NRyC(=O)NRgRy,
-NRC(=0)ORy, -NRgSO:Rp, -OC(=O)NRgRy, -OR, -SR; -SOR,, -SO,R, -OSO;R,
-S0O,0R,, =NSO3Rg, and -SO;NR,Ry,.

[084] “Substituted also means any of the above groups in which one or more hydrogen
atoms are replaced with -C(=0)Rg, -C(=0)ORg, -C(=O)NRRy, -CH2SO:R,, -CH2SOsNR R,
In the foregoing, Ry and Ry are the same or different and independently hydrogen, alkyl,
alkoxy, alkylamino, thioalkyl, aryl, aralkyl, cycloalkyl, cycloalkylalkyl, haloalkyl,
heterocyclyl, ~ N-heterocyclyl, heterocyclylalkyl, = heteroaryl, N-heteroaryl and/or
heteroarylalkyl.

[085] “Substituted” further means any of the above groups in which one or more hydrogen
atoms are replaced by a bond to an amino, cyano, hydroxyl, imino, nitro, oxo, thioxo, halo,
alkyl, aikoxy, alkylamino, thioalkyl, aryl, aralkyl, cycloalkyl, cycloalkylalkyl, haloalkyl,
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heterocyclyl, ~ N-heterocyclyl, heterocyclylalkyl, heteroaryl, N-heteroaryl and/or
heteroarylalkyl group. In addition, each of the foregoing substituents may also be optionally

substituted with one or more of the above substituents.

[086] “Prodrug” is meant to indicate a compound that may be converted under physiological
conditions or by solvolysis to a biologically active compound. Thus, the term “prodrug”
refers to a metabolic precursor of a compound of the disclosure that is pharmaceutically
acceptable. A prodrug may be active or inactive when administered to a subject in need
thereof, but is converted in vivo to an active (or more active) compound. Prodrugs are
typically rapidly transformed in vivo to yield the parent compound, for example, by
hydrolysis in blood. The prodrug compound often cffers advantages of solubility, tissue
compatibility or delayed release in a mammalian organism (see, Bundgard, H., Design of
Prodrugs (1985), pp. 7-9, 21-24 (Elsevier, Amsterdam)). A discussion of prodrugs is
provided in Higuchi, T., et al., A.C.S. Symposium Series, Vol. 14, and in Bioreversible
Carriers in Drug Design, Ed. Edward B. Roche, American Pharmaceutical Association and
Pergamon Press, 1987. The present disclosure is meant to ecompass all compounds of

structure 1, whether acting as a prodrug or the active compound itself, or both.

[087] The disclosure disclosed herein is also meant to encompass all pharmaceutically
acceptable compounds of Structure (I) being isotopically-labelled by having one or more
atoms replaced by an atom having a different atomic mass or mass number, Examples of
isotopes that can be incorporated into the disclosed compounds include isotopes of hydrogen,
carbon, nitrogen, oxygen, phosphorous, fluorine, chlorine, and iodine, such as *H, °H, e,
B¢, e, BN, UN, 0, "0, 0, 3'p, 22p, 333, 1B, 3¢, By and "2, respectively. These
radiolabelled compounds could be useful to help determine or measure the effectiveness of
the compounds, by characterizing, for example, the site or mode of action, or binding affinity
to pharmacologically important site of action. ~Certain isotopically-labelled compounds of
Structure (1), for example, those incorporating a radioactive isotope, are useful in drug and/or
substrate tissue distribution studies. The radioactive isotopes tritium, i.e. *H, and carbon-14,
i.e. "*C, are particularly useful for this purpose in view of their case of incorporation and

ready means of detection,

[088] Substitution with heavier isotopes such as deuterium, ie. 2H, may afford certain
therapeutic advantages resulting from greater metabolic stability, for example, increased in
vivo half-life or reduced dosage requirements, and hence may be preferred in some

circumstances.
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[089] Substitution with positron emitting isotopes, such as N B8 150, 1'2 and 13N, can be
useful in Positron Emission Topography (PET) or Single Photon Emission Computed
Tomography (SPECT) studies for examining substrate receptor occupancy. Isotopically-
labeled compounds of Structure (I) can generally be prepared by conventional techniques
known to those skilled in the art or by processes analogous to those described in the
Preparations and Examples as set out below using an appropriate isotopically-labeled reagent

in place of the non-labeled reagent previously employed.

[090] The disclosure disclosed herein is also meant to encompass the in vive metabolic
products of the disclosed compounds. Such products may result from, for example, the
oxidation, reduction, hydrolysis, amidation, esterification, and the like of the administered
compound, primarily due to enzymatic processes. Accordingly, the disclosure includes
compounds produced by a process comprising administering a compound of this disclosure to
a mammal for a period of time sufficient to yield a metabolic product thereof. Such products
are typically identified by administering a radiolabelled compound of the disclosure in a
detectable dose to an animal, such as rat, mouse, guinea pig, monkey, or to human, allowing
sufficient time for metabolism to occur, and isolating its conversion products from the urine,

blood or other biological samples.

[091] “Stable compound” and “stable structure” are meant to indicate a compound that is
sufficiently robust to survive isolation to a useful degree of purity from a reaction mixture,

and formulation into an efficacious therapeutic agent.

[092] “Mammal” includes humans and both domestic animals such as laboratory animals
and household pets {e.g., cats, dogs, swine, cattle, sheep, goats, horses, rabbits), and non-

domestic animals such as wildlife and the like.

[093] “Optional” or “optionally” means that the subsequently described event of
circumstances may or may not occur, and that the description includes instances where said
event or circumstance occurs and instances in which it does not. For example, “optionally
substituted aryl” means that the aryl radical may or may not be substituted and that the .

description includes both substituted aryl radicals and aryl radicals having no substitution.

[094] “Pharmaceutically acceptable carrier, diluent or excipient” includes without limitation
any adjuvant, carrier, excipient, glidant, sweetening agent, diluent, preservative, dye/colorant,

flavor enhancer, surfactant, wetting agent, dispersing agent, suspending agent, stabilizer,
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isotonic agent, solvent, or emulsifier which has been approved by the United States Food and

Drug Administration as being acceptable for use in humans or domestic animals.
[095] “Pharmaceutically acceptable salt” includes both acid and base addition salts.

[096] “Pharmaceutically acceptable acid addition salt” refers to those salts which retain the
biological effectiveness and properties of the free bases, which are not biologically or
otherwise undesirable, and which are formed with inorganic acids such as, but are not limited
to, hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the
like, and organic acids such as, but not limited to, acetic acid, 2,2-dichloroacetic acid, adipic
acid, alginic acid, ascorbic acid, aspartic acid, benzenesulfonic acid, benzoic acid, 4-
acetamidobenzoic acid, camphoric acid, camphor-10-sulfonic acid, capric acid, caproic acid,
caprylic acid, carbonic acid, cinnamic acid, citric acid, cyclamic acid, dodecylsulfuric acid,
ethane-1,2-disulfonic acid, ethanesulfonic acid, 2-hydroxyethanesulfonic acid, formic acid,
fumaric acid, galactaric acid, gentisic acid, glucoheptonic acid, gluconic acid, glucuronic
acid, glutamic acid, glutaric acid, 2-oxo-glutaric acid, glycerophosphoric acid, glycolic acid,
hippuric acid, isobutyric acid, lactic acid, lactobionic acid, lauric acid, maleic acid, malic
acid, malonic acid, mandelic acid, methanesulfonic acid, mucic acid, naphthalene-1,5-
disulfonic acid, naphthalene-2-sulfonic acid, 1-hydroxy-2-naphthoic acid, nicotinic acid, oleic
acid, orotic acid, oxalic acid, palmitic acid, pamoic acid, propionic acid, pyroglutamic acid,
pyruvic acid, salicylic acid, 4-aminosalicylic acid, sebacic acid, stearic acid, succinic acid,
tartaric acid, thiocyanic acid, p-toluenesulfonic acid, trifluoroacetic acid, undecylenic acid,

and the like.

[097] “Pharmaceutically acceptable base addition salt” refers to those salts which retain the
biological effectiveness and properties of the free acids, which are not biologically or
otherwise undesirable. These salts are prepared from addition of an inorganic base or an
organic base to the free acid. Salts derived from inorganic bases include, but are not limited
to, the sodium, potassium, lithium, ammonium, calcium, magnesium, iron, zinc, copper,
manganese, aluminum salts and the like, Preferred inorganic salts are the ammonium,
sodium, potassium, calcium, and magnesium salts. Salts derived from organic bases include,
but are not limited to, salts of primary, secondary, and tertiary amines, substituted amines
including naturally occurring substituted amines, cyclic amines and basic ion exchange
resins, such as ammonia, isopropylamine, trimethylamine, diethylamine, triethylamine,
tripropylamine,  diethanolamine,  ethanolamine, deanol, 2-dimethylaminoethanol,

2-diethylaminoethanol, dicyclohexylamine, lysine, arginine, histidine, caffeine, procaine,
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hydrabamine, choline, betaine, benethamine, benzathine, ethylenediamine, glucosamine,
methylglucamine, theobromine, triethanolamine, tromethamine, purines, piperazine,
piperidine, N-ethylpiperidine, polyamine resins and the like. Particularly preferred organic
bases are isopropylamine, diethylamine, ethanolamine, trimethylamine, dicyclohexylamine,

choline and caffeine.

[098] Often crystallizations produce a solvate of the compound of the disclosure. As used
herein, the term “solvate” refers to an aggregate that comprises one or more molecules of a
compound of the disclosure with one or more molecules of solvent. The solvent may be
water, in which case the solvate may be a hydrate. Alternatively, the solvent may be an
organic solvent. Thus, the compounds of the present disclosure may exist as a hydrate,
including a monohydrate, dihydrate, hemihydrate, sesquihydrate, trihydrate, tetrahydrate and
the like, as well as the corresponding solvated forms. The compound of the disclosure may
be true solvates, while in other cases, the compound of the disclosure may merely retain

adventitious water or be a mixture of water plus some adventitious solvent.

[099] A “pharmaceutical composition” refers to a formulation of a compound of the
disclosure and a medium generally accepted in the art for the delivery of the biologically
active compound to mammals, e.g., humans. Such a medium includes all pharmaceutically

acceptable carriers, diluents or excipients therefor.

[0100] An “effective amount” refers to a therapeutically effective amount or a
prophylactically effective amount. A “therapeutically effective amount” refers to an amount
effective, at dosages and for periods of time necessary, to achieve the desired therapeutic
result, such as reduced tumor size, increased life span or increased life expectancy. A
therapeutically effective amount of a compound may vary according to factors such as the
diseasc state, age, sex, and weight of the subject, and the ability of the compound to elicit a
desired response in the subjcct. Dosage regimens may be adjusted to provide the optimum
therapeutic response. A therapeutically effective amount is also one in which any toxic or
detrimental effects of the compound are outweighed by the therapeutically beneficial effects.
[0101] A “prophylactically effective amount” refers to an amount effective, at dosages and
for periods of time necessary, to achieve the desired prophylactic result, such as smaller
tumors, increased life span, increased life expectancy or prevention of the progression of
prostate cancer to an androgen-independent form. Typically, a prophylactic dose is used in
subjects prior to or at an earlier stage of disease, so that a prophylactically effective amount

may be less than a therapeutically effective amount.
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[0102] “Treating” or “treatment” as used herein covers the treatment of the disease or
condition of interest in a mammal, preferably a human, having the disease or condition of

interest, and includes:

@) preventing the disease or condition from occurring in a mammal, in particular,
when such mammal is predisposed to the condition but has not yet been diagnosed as

having it;
(i)  inhibiting the disease or condition, i.e., arresting its development;

(iii)  relieving the disease or condition, i.e., causing regression of the disease or

condition; or

(iv)  relieving the symptoms resulting from the disease or condition, i.e., relieving
pain without addressing the underlying disease or condition. As used herein, the
terms “disease” and “condition” may be used interchangeably or may be different in
that the particular malady or condition may not have a known causative agent (so that
etiology has not yet been worked out) and it is therefore not yet recognized as a
disease but only as an undesirable condition or syndrome, wherein a more or less

specific set of symptoms have been identified by clinicians.

{0103] The compounds of the disclosure, or their pharmaceutically acceptable salts may
contain one or more asymmetric centers and may thus give rise to enantiomers,
diastereomers, and other stercoisomeric forms that may be defined, in terms of absolute
stereochemistry, as (R)- or (S)- or, as (D)- or (L)- for amino acids. The present disclosure is
meant to include all such possible isomers, as well as their racemic and optically pure forms.
[0104] Optically active (+) and (-}, (R)- and (S)-, or (D)- and (L)- isomers may be prepared
using chiral synthons or chiral reagents, or resolved using conventional techniques, for
example, chromatography and fractional crystallization. Conventional techniques for the
preparation/isolation of individual enantiomers include chiral synthesis from a suitable
optically pure precursor or resolution of the racemate (or the racemate of a salt or derivative)
using, for example, chiral high pressure liquid chromatography (HPLC). When the
compounds described herein contain olefinic double bonds or other centres of geometric’
asymmetry, and unless specified otherwise, it is intended that the compounds include both E

and Z geometric isomers. Likewise, all tautomeric forms are also intended to be included.

[0105] A “stereoisomer” refers to a compound made up of the same atoms bonded by the

same bonds but having different three-dimensional structures, which are not interchangeable.
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The present disclosure contemplates various stereoisomers and mixtures thereof and includes

“enantiomers”, which refers to two stereocisomers whose molecules are nonsuperimposeable

mirror images of one another.

[0106] A “tautomer” refers to a proton shift from one atom of a molecule to another atom of
the same molecule accompanied by a switch of a single bond and adjacent double bond. The

present disclosure includes tautomers of any said compounds.

[0107] The chemical naming protocol and structure diagrams used herein are a modified
form of the LU.P.A.C. nomenclature system, using the ACD/Name Version 9.07 sofiware
program and/or ChemDraw Ultra Version 11.0.1 sofiware naming program {CambridgeSoft),
wherein the compounds of the disclosure are named herein as derivatives of the central core
structure. For complex chemical names employed herein, a substituent group is named
before the group to which it attaches. For example, cyclopropylethyl comprises an ethyl
backbone with cyclopropyl substituent. Except as described below, all bonds are identified in
the chemical structure diagrams herein, except for some carbon atoms, which are assumed to

be bonded to sufficient hydrogen atoms to complete the valency.

[0108] As used herein, the symbol] E
attachment bond”) denotes a bond that is a point of attachment between two chemical

* (hereinafter may be referred to as “a point of

entities, one of which is depicted as being attached to the point of attachment bond and the
other of which is not depicted as being attached to the point of attachment bond.

XY
[0109] For example, é—

chemical entity via the point of attachment bond. Furthermore, the specific point of

” indicates that the chemical entity “XY™ is bonded to another

attachment to the non-depicted chemical entity may be specified by inference.

XY
[0110] For example, the compound CH3-R®, wherein R® is H or “ -%_
R? is “XY”, the point of attachment bond is the same bond as the bond by which R? is

* infers that when

depicted as being bonded to CHa.

II. Compounds and Compositions

[0111] As noted above, certain embodiments of the present disclosure are directed to

compounds useful for modulation of androgen receptor. As such, the compounds find utility
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for treatment of various cancers, including various types of prostate cancers. The esters
derivatives described herein are expected to have improved properties relative to other known

androgen receptor modulators which do not contain the described ester moieties.

[0112] Accordingly, one embodiment of the present disclosure is directed to a compound

having a structure of Structure I:

or a pharmaceutically acceptable salt, tautomer or stereoisomer thereof, wherein:

[0113]J Uand J? are each independently -O-, -S(O)y-, -NR®- or -(CR®R")-;

[0114] X is a direct bond, -C(R"R’)-, -C(=CR®R’)-, -C(R*R®)-aryl-C(R*R®)-,
-C(=CR®R’)-aryl-C(=CR®R’)-, -C(=CR*R®)-aryl-C(R*R®)-, -CR*R®)-aryl-C(=CR*R)-, -O-,
-8(0)ur, -N(R®)-, -CHNRR')-, -C(=NOR?®)-, -C(=N-NHR"%)-, -C(=NR%)- or -C(=0)-;
[0115] Z is, at each occurrence, independently —CR'")- or -N-;

[0116] R! is hydroxyl, -OR'? or -OC(=O)R"*;

[0117] R? and R? are each independently hydroxyl, halo, -OR'? or -OC(=0)R";

[0118] R* and R’ are each independently H or halo;

[0119] R® and R” are, at each occurrence, independently H or Cy.jpalkyl;

[0120] R® and R? are, at each occurrence, independently, H, hydroxyl, halo, C;-Cg alkyl, C;-
Co haloalkyl, C;-C)o deuteroalkyl, C;-Cyp alkoxy, aryl, aralkyl, -S(0)nR** or -NR°R’, or R®
and R’ may join to form a mono-, bi- or tri-cyclic carbocycle or heterocycle containing from
3 to 20 carbon atoms;

[0121] R is H, C-Cio alkyl, aryl, aminocarbonyl, C;-Cjo alkylcarbonyl or C;-Cjp

alkylaminocarbonyl;
[0122] R''is, at each occurrence, independently H, halo or C;-Cg alkyl;

[0123] R" is, at each occurrence, independently C;~Cap alkyl or C,-Cyg alkenysl;
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[0124] R" is, at each occurrence, independently C;-Cy alkyl, C5-Cyp alkenyl, ary! or aralkyl,
wherein the C;-Cy alkyl does not include optional amino or alkylamino substituents and each
aliphatic carbon of the Ci-Cy alkyl, C2-Cyp alkenyl or aralkyl groups may optionally be
replaced with —O- or —=S(O)q-;

[0125] RM is H, C,-Cq alkyl or aryl;

[0126] m is, at each occurrence, independently 0, 1 or 2;
[012.7] n' and n” are each independently 0, 1,2, 3, 4 or 5,
[0128] wherein at least one of R!, R? or R? is —OC(=0)R".

[0129] In other embodiments, the compound has the following structure (Ia):
2 X2

z” , ~Z
LI T A,

JUV Tz

szﬂ)m 4 Lk(w

R3 cl
(Ta)
[0130] In still other embodiments, the compound has the following structure (Ib):

R /1\21/ « T?F/{: 1c
2 J; &Qﬂb R11/&)\(J2 »

T‘J nt 2 g(

R® cl,
(Ib)

[0131] wherein R''®, R'"®, R"' and R" are each independently H, halo or C;-Cyp alkyl.
[0132] In any of the foregoing embodiments, J' and J* are each -O-.
[0133] In other of any of the foregoing embodiments, X is ~-C(R*R®)-.

[0134] In still other of the foregoing embodiments, the compound has the following structure
(Ic):
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R1\1\a Ra Rg Ritc
T L
\)j)&(\/
, 0 an R“/" 0 1
Rir(’l)rﬂ nz(kH:R
R3 cl,

(Ic)
[0100] wherein R''®, R''®, R!' and R'! are each independently H, halo or C;-Cyp alkyl.

[0101] In yet other of the foregoing embodiments, the compound has one of the following
structures (Id), (Ie), (1f), (Ig), (Ih), (i) or (Ij):

R® R? p11c RE R® n11c
R\a R R\a R
Jag s T
¥ P4 R? O /&, \)\
Q F}ﬁb R11/d 0 13 0 F}z”" Rn/d o \
2
Rj/“)n‘l nz(l*[oTR OTU)m nz(‘\)\[R
R® a® . R cl;
(Id) {e)
R® R? L1t R: R® pitc
Rl1a R Riia R
Jag s T
A 7 R?_0O k J\
07 i gia” 0 Yo Qm g2 0
RE_F) (X R ot} (YO _R®
0 n n2 n n2 \Ir
1
R% 0 o; R a®
(I (Ig)

B o 8 oo
rita R R Rie Riia R R® Ric
/\W\ ’\, Y
, 0 \R\’"" R11,d/ 0 \ R\l//o 07 XY "
1
o) RJ/U)H1 nz( L)\[OTR o) OJJJ )n1
I} 0 IQ

R¥ ™0 (o] ;R0 Cl or

0

(Th) (1)
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wherein R'"®, R''® R'!® and R!!® are each independently H, halo or C;-C;p alkyl.

[0102) In still more of the foregoing embodiments, the compound has one of the following

structures (Ik), (1), (Im), (In), (To) or (Ip):

R“a R R® R11c R11a Ra Rg R11c
T A%
/&,\ /\)\ 3 0 /k,\ /‘/j\

0" “Ruw gud” O . 07 Qi g 0
Hoj‘))rﬂ nz( L)Io\[rR Oj/u)m n2( L)\EOH
HO a® . Ho ol

(1K) I

R R? Li1c
Rla R
X A
JAASS

o N Ri1d
d-IO],LJ R L)\[OH

R1¥ N0
(Im)
R11b R11d
13
Jio n2 O\H/R
1 0
R1¥ N0 Cl
(Io)

8
Riia R? R® R11c

,\W\

|/‘L
o L
R11b R11d 0

( 0 R1?

n? il

0

Cl :
(In)
R” Wnc
11D 11d
o]} RT R L)\[OH
o) n' n?
, or R13JJ\O Ci l,
(Ip)

[0103] wherein R"", R"'®, R"'® and R*!* are each independently H, halo or Cy-Cyp alkyl.

[0104] In other embodiments of any of the foregoing, the compound has one of the following

structures (Iq), (Ir) or (Is):
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R® R? pitc RE R® Rpitc
R11a R Rﬂa R
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0L e T
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R11a R R R11c
,\W/\
o I 1L
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T Y
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(Is)
[0105] In some embodiments of the foregoing R® is ~OR'. For example, in some

embodiments R'? is C;-Cs alkyl. In other embodiments, R* is methyl, isopropyl or #-butyl.

[0106] In still other embodiments of any of the foregoing, R* is halo. For example, in some

embodiments R is fluoro.

[0107] In certain embodiments, the compounds include at least one alkyl ester. Accordingly,
in some embodiments each R'? is independently C,-Cyp alkyl, for example C;-Cs alkyl. In
some of these embodiments, the Ci-Cyy or C1-Cs alkyl is unsubstituted. In some further
embodiments, each R" is independently methyl, ethyl or propyl. In even further

embodiments, each R' is methyl.

[0108] In yet other embodiments, the R is substituted. For example, in certain
embodiments, the R' is a substituted C;-Cz alkyl or a substituted C;-Cs alkyl. In particular
embodiments, the R'* subsituted alky! comprises a Nitrogen substitucnt. In an aspect, the
Nitrogen substituted R alkyl is methyl, which together with the adjacent carbonyl group
forms a glycine substituent. In a particular aspect, the R substituted alkyl is a methyl with a
Nitrogen and a terminal Chlorine, i.e. NHHCI.

[0109] In particular embodiments, the glycince substituted compounds with a terminal

Chlorine are as follows:
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NH,HC ., NHyHCI

[0110] In more embodiments of any of the foregoing compounds of Structure I, R¥and R? are
each independently C;-Cs alkyl. For example, in some embodiments R® and R® are each

mcthyl.

[0111] In still other embodiments of any of the foregoing compounds of Structure 1, at least
one R'"' is H or at least one of R““, R'"’, RY® or R'M is H. For example, in some

embodiments each R!! is H or each of R”“, R”h, R'"and R is H..

[0112] In more embodiments of the foregoing, at least one of n! or n® is 1. In other
embodiments of the foregoing, n' and n* are each 1. In some embodiments, n' is 2. In some
embodiments, n’ is 3. In some embodiments, n' is 4. In some embodiments, n'is 2. In some
embodiments, n? is 2. In some embodiments, n' is 3. In some embodiments, n' is 4. In some

embodiments, n'is 5.

[0113] In other embodiments, R* and R are each H. In some different embodiments, at least
one of R* or R’ is halo. For example, in some embodiments R* and R® are each halo. In

some of these foregoing embodiments, halo is fluoro.

[0114] In some of the forgoing embodiments, R"? is C;-Cao alkyl, C5-Cyp alkenyl or aralkyl,
and at least one of the aliphatic carbons of the C;-Cx alkyl, C5-Cyo alkenyl or aralkyl group is
substituted with a substituent. For example, the substituent may be selected from hydroxyl,
halo, oxo and alkoxy. In other embodiments, the Ci-Cyp alkyl, C3-Cy alkenyl or aralkyl is
unsubstituted.

[0115] In some other embodiments, R' is aryl or aralkyl, and at least one of the aromatic
carbons of the aryl or aralkyl group is substituted with a substituent For cxample, in some
embodiments the substituent is selected from hydroxyl, halo and alkoxy. In other

embodiments, the aryl or aralkyl is unsubstituted.
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[0116] The compounds described herein are meant to include all racemic mixtures and all
individual enantiomers or combinations thereof, whether or not they are specifically depicted
herein. Accordingly, the compounds include racemic mixtures, enantiomers and
diastereomers of any of the compounds described herein. Tautomers of any of the

compounds of Structure I are also included within the scope of the disclosure.

[0117] As noted above, the compounds of the present disclosure (i.e., compounds of
Structure 1) may contain one or more asymmetric centers. Accordingly, in some
embodiments the compounds are mixtures of different enantiomers (e.g., R and S) or
different diastereomers. In other embodiments, the compounds are pure (or enriched)
enantiomers or diastereomers. For purpose of clarity, the chiral carbons are not always
depicted in the compounds; however, the present disclosure includes all stereoisomers (pure

and mixtures) of all compounds of Structure 1.

[0118] By way of example, compounds of Structure I contain at least two stereocenters

marked with an * below:

[0119] Although the compounds are generally depicted as above, the scope of the disclosure
includes all possible stereoisomers. For example, with respect to Structure 1, the disclosure

also includes the following stereoisomers (1), (I), (I"”) and (I""):

,Z . . .
Z_X_Z g2 X Z

cl
I I
L X2, L X s
J‘—%— T SF—J2 1—%— —J2
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(Im) ! (I”")
[0120] In an analogous fashion, the disclosure includes all possible stereoisomers of all
compounds of Structure I (e.g., 1a, Ib, Ic, Id, Ie, If, Ig, Ih, I, Ij, Ik, 1}, Im, In, Io, Ip, Iq, Ir and
Is), including the compounds provided in Table I. One of ordinary skill in the art will readily
understand how to derive all possible stereoisomers, especially in reference to the above

example.

[0121] In other particular embodiments of the compounds, as described anywhere herein, the

following compounds in Table 1 are provided.

TABLE 1. Representative Compounds

No. | Structure No. | Structure

1b Ho:r) LT:OH 1c Ho:rJ kW:OH

1d | Ho, OH |2
o:rJ LT:OH
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No. | Structure No. | Structure
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No. | Structure No. | Structure
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No. | Structure No. | Structure
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[0122] In other particular embodiments of the compounds, as described anywhere herein, the

following compounds in Table 2 are provided

TABLE 2. Representative Compounds

Structure

Structure

o,
oy N
A

CH

Cl

OAc
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[0123] In other particular embodiments of the compounds, as described anywhere herein, the

following compounds in Table 3 are provided, which have positions 1, 2, and 20 numbered

for the majority of compounds.

TABLE 3. Representative Compounds

Structure

Structure
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Structure Structure
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[0124] Compounds as described herein may be in the free form or in the form of a salt
thereof. In some embodiments, compounds as described herein may be in the form of a
pharmaceutically acceptable salt, which are known in the art (Berge et al., J. Pharm. Sci.
1977, 66, 1). Pharmaceutically acceptable salt as used herein includes, for example, salts that
have the desired pharmacological activity of the parent compound (salts which retain the
biclogical effectiveness and/or properties of the parent compound and which are not
biologically and/or otherwise undesirable). Compounds as described herein having one or
more functional groups capable of forming a salt may be, for example, formed as a
pharmaceutically acceptable salt. Compounds containing one or more basic functional
groups may be capable of forming a pharmaceutically acceptable salt with, for example, a
pharmaceutically acceptable organic or inorganic acid. Pharmaceutically acceptable salts may
be derived from, for example, and without limitation, acetic acid, adipic acid, alginic acid,

"aspartic acid, ascorbic acid, benzoic acid, benzenesulfonic acid, butyric acid, cinnamic acid,
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citric acid, camphoric acid, camphorsulfonic acid, cyclopentanepropionic acid, diethylacetic
acid, digluconic acid, dodecylsulfonic acid, ethanesulfonic acid, formic acid, fumaric acid,
glucoheptanoic acid, gluconic acid, glycerophosphoric acid, glycolic acid, hemisulfonic acid,
heptanoic acid, hexanoic acid, hydrochloric acid, hydrobromic acid, hydriodic acid, 2-
hydroxyethanesulfonic acid, isonicotinic acid, lactic acid, malic acid, maleic acid, malonic
acid, mandelic acid, methanesulfonic acid, 2-napthalenesulfonic acid, naphthalenedisulphonic
acid, p-toluenesulfonic acid, nicotinic acid, nitric acid, oxalic acid, pamoic acid, pectinic acid,
3-phenylpropionic acid, phosphoric acid, picric acid, pimelic acid, pivalic acid, propionic
acid, pyruvic acid, salicylic acid, succinic acid, sulfuric acid, sulfamic acid, tartaric acid,
thiocyanic acid or undecanoic acid. Compounds containing one or more acidic functional
groups may be capable of forming pharmaceutically acceptable salts with a pharmaceutically
acceptable base, for example, and without limitation, inorganic bases based on alkaline
metals or alkaline earth metals or organic bases such as primary amine compounds,
secondary amine compounds, tertiary amine compounds, quaternary amine compounds,
substituted amines, naturally occurring substituted amines, cyclic amines or basic ion-
exchange resins. Pharmaceutically acceptable salts may be derived from, for example, and
without limitation, a hydroxide, carbonate, or bicarbonate of a pharmaceutically acceptable
metal cation such as ammonium, sodium, potassium, lithium, calcium, magnesium, iron, zinc,
copper, manganese or aluminum, ammonia, benzathine, meglumine, methylamine,
dimethylamine, trimethylamine, ethylamine, diethylamine, triethylamine, isopropylamine,
tripropylamine, tributylamine, ethanolamine, diethanolamine, 2-dimethylaminoethanol, 2-
diethylaminoethanol, dicyclohexylamine, lysine, arginine, histidine, caffeine, hydrabamine,
choline, betaine, ethylenediamine, glucosamine, glucamine, methylglucamine, theobromine,
purines,  piperazine,  piperidine,  procaine, = N-ethylpiperidine, = theobromine,
tetramethylammonium compounds, tetracthylammonium compounds, pyridine, N,N-
dimethylaniline, N-methylpiperidine, morpholine, N-methylmorpholine, N-ethylmorphaline,
dicyclohexylamine, dibenzylamine, N,N-dibenzylphenethylamine, I-ephenamine, N,N'-
dibenzylethylenediamine or polyamine resins. In some embodiments, compounds as
described herein may contain both acidic and basic groups and may be in the form of inner
salts or zwitterions, for example, and without limitation, betaines. Salts as described herein
may be prepared by conventional processes known to a person skilled in the art, for example,
and without limitation, by reacting the free form with an organic acid or inorganic acid or
base, or by anion exchange or cation exchange from other salts. Those skilled in the art will

appreciate that preparation of salts may occur in situ during isolation and purification of the
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compounds or preparation of salts may occur by separately reacting an isolated and purified

compound.

[0125] In some embodiments, compounds and all different forms thereof (e.g. free forms,
salts, polymorphs, isomeric forms) as described herein may be in the solvent addition form,
for example, solvates. Solvates contain either stoichiometric or non-stoichiometric amounts
of a solvent in physical association the compound or salt thereof. The solvent may be, for
example, and without limitation, a pharmaceutically acceptable solvent. For example,
hydrates are formed when the solvent is water or alcoholates are formed when the solvent is

an alcohol.

[0126] In some embodiments, compounds and all different forms thereof (e.g. free forms,
salts, solvates, isomeric forms) as described herein may include crystalline and amorphous
forms, for example, polymorphs, pseudopolymorphs, conformational polymorphs, amorphous
forms, or a combination thereof. Polymorphs include different crystal packing arrangements
of the same elemental composition of a compound. Polymorphs usually have different X-ray
diffraction patterns, infrared spectra, melting points, density, hardness, crystal shape, optical
and electrical properties, stability and/or solubility. Those skilled in the art will appreciate
that various factors including recrystallization solvent, rate of crystallization and storage

temperature may cause a single crystal form to dominate.

[0127] In some embodiments, compounds and all different forms thereof (e.g. free forms,
salts, solvates, polymorphs) as described herein include isomers such as geometrical isomers,
optical isomers based on asymmetric carbon, stereoisomers, tautomers, individual
enantiomers, individual diastereomers, racemates, diastereomeric mixtures and combinations
thereof, and are not limited by the description of the Structure illustrated for the sake of

convenience.

[0128] The present disclosure also provides a pharmaceutical composition comprising any
one or more of the compounds (e.g., compounds of structure Y) disclosed herein and a
pharmaceutically acceptable carrier. In some embodiments, the pharmaceutical composition
may be for treating one or more of the following: prostate cancer, breast cancer, ovarian
cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism, ovarian
cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular atrophy, and

age-related macular degeneration.
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[0129] In some embodiments, pharmaceutical compositions in accordance with this
disclosure may comprise a compound of Structure I, or a salt of such a compound, preferably
a pharmaceutically or physiologically acceptable salt and a pharmaceutically acceptable
carrier. Pharmaceutical preparations will typically comprise one or more carriers, excipients
or diluents acceptable for the mode of administration of the preparation, be it by injection,
inhalation, topical administration, lavage, or other modes suitable for the selected treatment.
[0130] Suitable carriers, excipients or diluents are those known in the art for use in such

modes of administration.

[0131] Suitable pharmaceutical compositions may be formulated by means known in the art
and their mode of administration and dose determined by the skilled practitioner. For
parenteral administration, a compound may be dissolved in sterile water or saline or a
pharmaceutically acceptable vehicle used for administration of non-water soluble compounds
such as those used for vitamin K. For enteral administration, the compound may be
administered in a tablet, capsule or dissolved in liquid form. The tablet or capsule may be
enteric coated, or in a formulation for sustained release. Many suitable formulations are
known, including, polymeric or protein microparticles encapsulating a compound to be
released, ointments, pastes, gels, hydrogels, or solutions which can be used topically or
locally to administer a compound. A sustained release patch or implant may be employed to
provide release over a prolonged period of time. Many techniques known to one of skill in
the art are described in Remington: the Science & Practice of Pharmacy by Alfonso Gennaro,
20" ed., Lippencott Williams & Wilkins, (2000). Formulations for parenteral administration
may, for example, contain excipients, polyalkylene glycols such as polyethylene glycol, oils
of vegetable origin, or hydrogenated naphthalenes. Biocompatible, biodegradable lactide
polymer, lactide/glycolide copolymer, or polyoxyethylene-polyoxypropylene copolymers
may be used to contro] the release of the compounds. Other potentially useful parenteral
delivery systems for modulatory compounds include ethylene-vinyl acetate copolymer
particles, osmotic pumps, implantable infusion systems, and liposomes. Formulations for
inhalation may contain excipients, for example, lactose, or may be aqueous solutions
containing, for example, polyoxyethylene-9-lauryl ether, glycocholate and deoxycholate, or

may be oily solutions for administration in the form of nasal drops, or as a gel.

[0132] Compounds for use in the present disclosure may be obtained from medical sources or
modified using known methodologies from naturally occurring compounds. In addition,

methods of preparing or synthesizing compounds of the present disclosure will be understood
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by a person of skill in the art having reference to known chemical synthesis principles, for
example the synthetic procedures set forth in PCT Pub. Nos. WO 2010/000066; WO
2011/082487, WO 2011/082488, WO 2012/145330, WO 2012/139039, WO 2012/145328 in
co-pending PCT Application No. US 2012/051481 and in co-pending U.S. Application Nos.
13/863,849 and 61/667,355, which applications are herby incorporated by reference in their
entireties for ail purposes.Auzou et al 1974 European Journal of Medicinal Chemistry 9(5),
548-554 also describes suitable synthetic procedures that may be considered and suitably
adapted for preparing compounds of Structure I as set out above. Other references that may
be helpful include: Debasish Das, Jyh-Fu Lee and Soofin Cheng “Sulfonic acid
functionalized mesoporous MCM-41 silica as a convenient catalyst for Bisphenol-A
synthesis” Chemical Communications, (2001) 2178-2179; US Patent 2571217 Davis, Orris
L.; Knight, Horace S.; Skinner, John R. (Shell Development Co.) “Halohydrin ethers of
phenols.” (1951); and Rokicki, G.; Pawlicki, J; Kuran, W. “Reactions of
4-chloromethyl-1,3-dioxolan-2-one with phenols as a new route to polyols and cyclic
carbonates.” Journal fuer Praktische Chemie (Leipzig) (1985) 327, 718-722. Each of the

above references are hereby incorporated by reference in their entirety for all purposes.

[0133] For example, certain embodiments of the compounds of the present disclosure may be

prepared with reference to the following General Reaction Scheme I:

General Reaction Scheme I
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[0134] Compounds of structure I can be prepared in reference to General Reaction Scheme 1,
wherein R?, R, J', 12, n', n? and x are as defined for structure 1, y is a leaving group, such as
chloro, and * indicates a stereocenter. Compounds of structure A, can be purchased from
commercial sources or prepared according to methods known in the art. Reaction of A with
an appropriately substituted 1,3-dioxolane yields compounds of structure B. Optically pure
or racemic dioxolanes may be employed to yield the desired stereochemistry. Epoxidation of
B with an appropriate reagent, for example an appropriately substituted glycidyl tosylate,
results in compounds of structure C. Various epoxidation reagents may be employed,
including optically pure reagents which yield optically pure epoxides (e.g., + or - glycidyl
tosylate). Treatment of C with an appropriate ring-opening reagent, for example

CeClix7H;0, yields D.

[0135] Compounds of structure D, can be used as intermediates for the preparation of various
compounds of Structure 1. For example, compound D can be modified to include an ester at
the primary alcohol by treatment with the appropriate acid chloride (e.g., acetyl chloride and
the like). Alternatively, the 1,2-dihydroxyl moiety can be protected as a ketal by reaction
with 2,2-dimethoxypropane, followed by conversion of the free secondary alcohol to an ester
by treatment with the appropriate anhydride (e.g. acetic anhydride and the like) and
deprotection of the ketal. Triester compounds of structure I can be prepared by treatment of
compound D with an appropriate anhydride. Finally, the 1,2-dihydroxyls can both be
converted to a desired ester group using a modification of the above scheme as demonstrated
in Examples 9-11. Other compounds of structure I are easily prepared by one of ordinary

skill in the art based on the above description.

[0136] Compounds of structure I, wherein R? is halo can be easily prepared by modifications
to the above scheme. For example, treatment of D with an appropriate halogenating reagent,
followed by esterification as described above, yields compounds of structure I wherein R?is
halo (e.g., fluoro). For example, in one embodiment a fluorine atom is introduced by
treatment with diethylaminosulfurtrifluoride (DAST) or Xtalfluor-E or M (see J. Org. Chem.
2010, 75, 34013411, which is hereby incorporated by reference in its entirety). In other
embodiments, the primary hydroxyl moiety in D may be converted to an appropriate leaving
group, for example by reaction with tosyl chloride or mesyl anhydride, followed by reaction
with [K*/2,2,2-cryptand]F or tetrabutylammonium fluoride. Other methods for fluorination

of D are known to those of skill in the art. For descriptions of fluorination procedures see J.
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Org.' Chem. 2010, 75, 3401-3411, Bioorg. Med. Chem. 2009, 17, 7441-7448, and J. Med.
Chem. 1990, 33, 2430-2437, each of which is hereby incorporated by reference in its entirety.

Compounds of structure | wherein R® is “OR' can be prepared by treating compounds of
structure A with 2 equivalents of an appropriate epoxidation reagent, for example an
appropriately substituted glycidyl tosylate, to yield a bis epoxide. One of these epoxides can
be opened with an alcohol (i.e., R’OH), followed by opening of the remaining epoxide with

CeClx7HZO and esterification as described above to yield the compound of structure 1.

General Reaction Scheme II

R

o._ 0
AlkylO_ OAKyi ?L‘X’é FF
et BI(OTHs, 3%
Bi(OThs, HO(CHy),4OH
(AtkyiO)3CH 1. Protect
0 2. XtalFluor-E
2y
_E_J"-l. ] I -|._J2.§. OH
NH NH, Zsy:2 2.2 NH,OH -

e E s

NH,NH, hydrazinecarboxamide

.NH;, OYNHZ

N
3

[0137] Compounds of structure I having various bridging groups (i.e., “X™) can be prepared
according to General Reaction Scheme II. Compounds of structure E can be used to prepare
any number of various compounds of structure I. Methods for the reactions illustrated in
General Reaction Scheme II are well known in the art. Any of the functional groups depicted
in General Reaction Scheme II can be further functionalized using techniques and methods

well-known to one of ordinary skill in the art.

[0138] One skilled in the art will recognize that variations to the order of the steps and
reagents discussed in reference to the above synthetic schemes are possible. Furthermore, an
appropriate protecting group strategy, such as those described in , Greene’s Protective
Groups in Organic Synthesis, 4™ Ed., Peter G. M. Wuts and Theodora W. Greene, John
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Wiley and Sons, Inc., 2007, which is hereby incorporated by reference in its entirety, may
also be employed. In addition, compounds of structure I having various substitutions (e.g.,
different values for R, R% R®, R*, I', J, etc.) and different positional isomers can be
prepared by modifications to the above starting materials and/or procedures. Such

modifications are well within the ability of one of ordinary skill in the art.
0. Methods

[0139] The present compounds find use in any number of methods. For example, in some

embodiments the compounds are useful in methods for modulating androgen receptors.

[0140] Accordingly, in one embodiment, the present disclosure provides the use of a
composition comprising any one of the foregoing compounds of Structure (I) for modulating
androgen receptor (AR) activity. For example in some embodiments, modulating androgen
receptor (AR) activity is in a mammalian cell. Modulating androgen receptor may be in a
subject in need thereof (e.g., 2 mammalian subject) and for treatment of any of the described

conditions or diseases.

[0141] In other embodiments, modulating androgen receptor (AR) activity is for treatment of
at least one indication selected from the group consisting of: prostate cancer, breast cancer,
ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism,
ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular
atrophy, and age-related macular degeneration. For example in some embodiments, the
indication is prostate cancer. In other embodiments, the prostate cancer is castration resistant
prostate cancer (also referred to as hormone refractory, androgen-independent, androgen
deprivation resistant, androgen ablation resistant, androgen depletion-independent, castration-
recurrent, anti-androgen-recurrent), While in other embodiments, the prostate cancer is

androgen-dependent prostate cancer.

[0142] In other embodiments, the present disclosure provides a method of modulating
androgen receptor (AR) activity, the method comprising administering a composition
comprising any one of the foregoing compounds of Structure (I), or pharmaceutically

acceptable salt, stereoisomer or tautomer thereof to a subject (e.g., mammal) in need thereof.

[0143] In other further embodiments of the foregoing method, modulating androgen receptor
(AR) activity is for the treatment of one or more of the following: prostate cancer, breast
cancer, ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne,

hirsutism, ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar
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muscular atrophy, and age-related macular degeneration. For example in some embodiments,
the prostate cancer is castration resistant prostate cancer (also referred to as hormone
refractory, androgen-independent, androgen deprivation resistant, androgen ablation resistant,
androgen depletion-independent, castration-recurrent, anti-androgen-recurrent). In other

embodiments, the prostate cancer is androgen-dependent prostate cancer.

[0144] In accordance with another embodiment, there is provided a use of the compounds of
Structure (I) as described anywhere herein for preparation of a medicament for modulating

androgen receptor (AR).

[0145] In other embodiments, the present disclosure provides a method for increasing the
bioavailability (e.g., oral bioavailability) of a hydroxyl-containing androgen receptor
modulator, the method comprising replacing at least one hydroxyl moiety with an alkyl (e.g.,

methyl), alkenyl, aryl or aralky! ester.

[0146] In accordance with a further embodiment, there is provided a method of screening for
androgen receptor modulating compounds, wherein the compounds screened are selected

from the compounds as described anywhere herein.

[0147] The modulating of the androgen receptor (AR) activity may be in a mammalian cell.
The modulating of the androgen receptor (AR) activity may be in a mammal. The mammal

may be a human.

[0148] Alternatively, the administering may be to a mammal. The administering may be to a
mammal in need thereof and in an effective amount for the treatment of at least one
indication selected from the group consisting of: prostate cancer, breast cancer, ovarian
cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism, ovarian
cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular atrophy (e.g.,

Kennedy’s disease), and age-related macular degeneration,

[0149] The mammalian cell may be a human cell. The modulating androgen receptor activity
may be for inhibiting androgen receptor N-terminal domain activity., The modulating
androgen receptor activity may be for inhibiting androgen receptor activity. The modulating
may be in vivo. The modulating androgen receptor activity may be for treatment of at least
one indication selected from the group consisting of* prostate cancer, breast cancer, ovarian
cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism, ovarian
cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular atrophy (e.g.,

Kennedy’s disease), and age-related macular degeneration. The indication may be prostate
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cancer. The prostate cancer may be castration-resistant prostate cancer. The prostate cancer

may be androgen-dependent prostate cancer.

[0150] In some embodiments, compounds and all different forms thereof as described herein
may be used, for example, and without limitation, in combination with other treatment
methods for at least one indication selected from the group consisting of: prostate cancer,
breast cancer, ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne,
hirsutism, ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar
muscular atrophy, and age-related macular degeneration. For example, compounds and all
their different forms as described herein may be used as neoadjuvant (prior), adjunctive
(during), and/or adjuvant (after) therapy with surgery, radiation (brachytherapy or external
beam), or other therapies (e.g., HIFU), and in combination with chemotherapies, androgen

ablation, antiandrogens or any other therapeutic approach.

[0151] With respect to combination therapies, one embodiment of the present disclosure
provides a combination of any one or more of a compound of Structure [ with one or more
currently-used or experimental pharmacological therapies which are or may be utilized to
treat any of the above disease states (e.g., androgen-independent prostate cancer or
Kennedy’s disease). Methods, uses and pharmaceutical compositions comprising the above

combination are also provided.

[0152] In some embodiments, the present disclosure is directed to a method for modulating
androgen receptor (e.g., for treatment of any of the above conditions) by administering to a
subject in need thereof a pharmaceutical composition comprising a compound of structure I
and an additional therapeutic agent. Pharmaceutical compositions (and uses thereof)
comprising any one of the foregoing compounds of Formula (I), an additional therapeutic
agent and a pharmaceutically acceptable carrier are also provided. For example, in some
embodiments, the additional therapeutic agent is for treating prostate cancer, breast cancer,
ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism,
ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular

atrophy or age-related macular degeneration.

[0153] The disclosed compounds, which are thought to interfere with the androgen receptor
principally through binding to the N-terminus of the androgen receptor, are expected to
demonstrate beneficial synergistic therapeutic effects when used in concert with existing

approved and in-development agents. That is, the biological impact of using the agents in
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concert with one another produces a biological and therapeutic effect which is greater than

the simple additive effect of each of them separately.

[0154] Accordingly, one embodiment comprises the use of the disclosed compounds in
combination therapy with .one or more currently-used or experimental pharmacological
therapies which are utilized for treating the above disease states irrespective of the biological
mechanism of action of such pharmacological therapies, including without limitation
pharmacological therapies which directly or indirectly inhibit the androgen receptor,
pharmacological therapies which are cyto-toxic in nature, and pharmacological therapies
which interfere with the biological production or function of androgen (hereinafier, the
“Other Therapeutic Agents”). By “combination therapy” is meant the administration of any
one or more of a compound of Structure I with one or more of another therapeutic agent to
the same patient such that their pharmacological effects are contemporaneous with one
another, or if not contemporaneous, that their effects are synergistic with one another even

though dosed sequentially rather than contemporaneously.

[0155] Such administration includes without limitation dosing of one or more of a compound
of Structure I and one or more of the Other Therapeutic Agent(s) as separate agents without
any comingling prior to dosing, as well as formulations which include one or more Other
Androgen-Blocking Therapeutic Agents mixed with one or more compound of Structure I as
a pre-mixed formulation. Administration of the compound(s) of Structure I in combination
with Other Therapeutic Agents for treatment of the above disease states also includes dosing
by any dosing method including without limitation, intravenous delivery, oral delivery, intra-

peritoneal delivery, intra-muscular delivery, or intra-tumoral delivery.

[0156] In another aspect of the present disclosure, the one or more of the Other Therapeutic
Agent may be administered to the patient before administration of the compound(s) of
Structure I. In another embodiment, the compound(s) of Structure I may be co-administered
with one or more of the Other Therapeutic Agents. In yet another aspect, the one or more
Other Therapeutic Agent may be administered to the patient after administration of the
compound(s) of Structure 1.

[0157] It is fully within the scope of the disclosure that the ratio of the doses of compound(s)
of Structure I to that of the one or more Other Therapeutic Agents may or may not equal to

one and may be varied accordingly to achieve the optimal therapeutic benefit.
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For greater clarity the compound(s) of Structure I that are combined with the one or more
Other Therapeutic Agents for improved treatment of the above disease states may comprise,
but are not limited to any compound having a structure of Structure I, including those

compounds shown in Table 2.

[0158] The Other Therapeutic Agents include without limitation any pharmacological agent
which is currently approved by the FDA in the U.S. (or elsewhere by any other regulatory
body) for use as pharmacological treatment of any of the above disease states, or which is
currently being used experimentally as part of a clinical trial program that relates to the above
disease states. Non-limiting examples of the Other Pharmacological Agents comprise,
without limitation: the chemical entity known as enzalutamide (4-(3-(4-cyano-3-
(trifluoromethyl)phenyl)-5,5-dimethyl-4-oxo0-2-thioxoimidazolidin-1-yl)-2-fluoro-N-

methylbenzamide) and related compounds, which appears to be a blocker of the androgen
receptor LBD and is currently in development as a treatment for prostate cancer; the chemical
entity known as Galeterone and related compounds which appears to be a blocker of the
androgen receptor LBD, and a CYP17 lyase inhibitor, and also appears to decrease overall
androgen receptor levels in prostate cancer cells. Galeterone is currently in development as
a treatment for prostate cancer; the chemical entity known as ARN-509 and related
compounds which appears to be a blocker of the androgen receptor LBD and is currently in
development as a treatment for prostate cancer; the chemical entity known as abiraterone (or
CB-7630; (3S,8R,95,10R,138,148)-10,13-dimethyl-17-(pyridin-3-
y12,3,4,7,8,9,10,11,12,13,14,15-dodecahydro-1 H-cyclopenta[a] phenanthren-3-ol), and
related molecules, which appears to block the production of androgen and is for the treatment
of prostate cancer; the chemical entity known as bicalutamide (N-[4-cyano-3-
(trifluoromethyl)phenyl]-3-[(4-fluorophenyl)sulfonyl}-2-hydroxy-2-methylpropanamide) and
related compounds, which appears to be a blocker of the androgen receptor LBD and which is
currently used to treat prostate cancer, the chemical entity known as nilutamide (5,5-
dimethyl-3-[4-nitro-3-(trifluoromethyl)phenyl]  imidazolidine-2,4-dione) and  related
compounds, which appears to be a blocker of the AR LBD and which is currently used to
treat prostate cancer, the chemical entity known as flutamide (2-methyl-N-[4-nitro-3-
(triflucromethyl)phenyl]-propanamide) and related compounds, which appears to be a
blocker of the androgen receptor LBD and which is currently used to treat prostate cancer, the
chemical entities know as cyproterone acetate (6-chloro-1p,2B-dihydro-17-hydroxy-3/H-
cyclopropa[l,2]pregna-4,6-diene-3,20-dione) and related compounds, which appears to be a
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blocker of the androgen receptor LBD and which is currently used to treat prostate cancer, the
chemical entity known as docetaxel (Taxotere; 1,7,10p-trihydroxy-9-oxo-5p,20-epoxytax-
11-ene-2a,4,130-triyl 4-acetate 2-benzoate 13-{(2R,3S)-3-[(tert-butoxycarbonyl)amino]-2-
hydroxy-3-phenylpropanoate}) and related compounds, which appears to be a cytotoxic
antimicrotubule agent and is currently used in combination with prednisone to treat prostate
cancer, the chemical entity known as Bevacizumab (Avastin), a monoclonal antibody that
recognizes and blocks vascular endothelial growth factor A (VEGF-A) and may be used to
treat prostate cancer, the chemical entity known as OSU-HDAC42 ((8)-(+)-N-hydroxy-4-(3-
methyl-2-phenylbutyrylamino)-benzamide), and related compounds, which appears to act as
a histone deacetylase inhibitor, and is currently being developed as a treatment for prostate
cancer, the chemical entity known as VITAXIN which appears to be a monoclonal antibody
against the vascular integrin avp3 to prevent angiogenesis, and which may be used to treat
prostate cancer, the chemical entity known as sunitumib (N-(2-diethylaminoethyl)-5-[(Z)-(5-
fluoro-2-oxo-1H-indol-3-ylidene)methyl]-2,4-dimethyl-1H-pyrrole-3-carboxamide) and
related compounds, which appears to inhibit multiple receptor tyrosine kinases (RTKs) and
may be used for treatment of prostate cancer, the chemical entity known as ZD-4054 (N-(3-
Methoxy-5-methylpyrazin-2-yl)-2-[4-(1,3,4-oxadiazol-2-yl)phenyl]pyridin-3-sulfonamid)

and related compounds, which appears to block the edta receptor and which may be used for
treatment of prostate cancer; the chemical entity known as Cabazitaxel (XRP-6258), and
related compounds, which appears to be a cytotoxic microtubule inhibitor, and which is
currently used to treat prostate cancer; the chemical entity known as MDX-010
(Ipilimumab), a fully human monoclonal antibody that binds to and blocks the activity of
CTLA-4 which is currently in development as an immunotherapeutic agent for treatment of
prostate cancer; the chemical entity known as OGX 427 which appears to target HSP27 as an
antisense agent, and which is currently in developmént for treatment of prostate cancer; the
chemical entity known as OGX 011 which appears to target clusterin as an antisense agent;
the chemical entity known as finasteride (Proscar, Propecia; N-(1,1-dimethylethyl)-3-oxo-
(5a,17P)-4-azaandrost-1-ene-17-carboxamide), and related compounds, which appears to be a
5-alpha reductase inhibitor that reduces levels of dihydrotestosterone, and may be used to
treat prostate cancer; the chemical entity known as dutasteride (Avodart; Sa, 17B)-N-{2,5
bis(trifluoromethyl)  phenyl}-3-oxo-4-azaandrost-1-ene-17-carboxamide) and  related
molecules, which appears to be a 5-alpha reductase inhibitor that reduces levels of
dihydrotestosterone, and may be used in the treatment of prostate cancer; the chemical entity
known as turosteride ((42R,4b8,6a8,785,9a8,9b8, 1 1aR)-1,4a,6a-trimethyl-2-0x0-N-(propan-
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2-yD)-N-(propan-2ylcarbamoyl)hexadecahydro-1H-indeno[5,4-f]quinoline-7-carboxamide),
and related molecules, which appears to be a 5-alpha reductase inhibitor that reduces levels of
dihydrotestosterone and may be used in the treatment of prostate cancer; the chemical entity
known as bexlosteride (LY-191,704; (4aS,10bR)-8-chloro-4-methyl-1,2,4a,5,6,10b-
hexahydrobenzo[f]quinolin-3-one), and related compounds, which appears to be a 5-alpha
reductase inhibitor that reduces levels of dihydrotestosterone and may be used in the
treatment of prostate cancer; the chemical entity known as izonsteride (LY-320,236;
(4aR,10bR)-8-[(4-ethyl-1,3-benzothiazol-2-yl)sulfanyl}-4,10b-dimethyl-1,4,4a,5,6,10b-
hexahydrobenzo[f]quinolin-3(2H)-one) and related compounds, which appears to be a 5-
alpha reductase inhibitor that reduces levels of dihydrotestosterone and may be used for the
treatment of prostate cancer; the chemical entity known as FCE 28260 and related
compounds, which appears to be a 5-alpha reductase inhibitor that reduces levels of
dihydrotestosterone and may be used for the treatment of prostate cancer; the chemical entity
known as SKF105,111, and related compounds, which appears to be a S-alpha reductase
inhibitor that reduces levels of dihydrotestosterone and may be used for treatment of prostate

cancer.

[0159] Accordingly, in certain embodiments the additional therapeutic agent is enzalutamide,
Galeterone; ARN-509; abiraterone, bicalutamide, nilutamide, flutamide, cyproterone acetate,
docetaxel, Bevacizumab (Avastin), OSU-HDAC42, VITAXIN, sunitumib, ZD-4054,
Cabazitaxel (XRP-6258), MDX-010 (Ipilimumab), OGX 427, OGX 011, finasteride,
dutasteride, turosteride, bexlosteride, izonsteride, FCE 28260, SKF105,111, Radium 233, or

related compound(s) thereof.

[0160] In another embodiment, the present disclosure provides the use of any one of the
foregoing pharmaceutical compositions (including compositions comprising a compound of
Structure 1 and an additional therapeutic agent) for modulating androgen receptor (AR)
activity. For example in some embodiments, modulating androgen receptor (AR) activity is

in a mammalian cell.

[0161} In other embodiments, modulating androgen receptor (AR) activity is for treatment of
at least one indication selected from the group consisting of: prostate cancer, breast cancer,
ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism,
ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular
atrophy, and age-related macular degeneration. For example in some embodiments, the

indication is prostate cancer. For example, in some embodiments, the prostate cancer is
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castration resistant prostate cancer, and in other embodiments the prostate cancer is

androgen-dependent prostate cancer.

[0162] In yet another embodiment, the present disclosure provides a method of modulating
androgen receptor (AR) activity, the method comprising administering any one of the
foregoing pharmaceutical compositions (including compositions comprising a compound of
Structure I and an additional therapeutic agent) to a subject in need thereof, For example in
some embodiments, modulating androgen receptor (AR) activity is for the treatment of one or
more of the following: prostate cancer, breast cancer, ovarian cancer, endometrial cancer,
salivary gland carcinoma, hair loss, acne, hirsutism, ovarian cysts, polycystic ovary disease,
precocious puberty, spinal and bulbar muscular atrophy, and age-related macular
degeneration. In still other embodiments, the indication is prostate cancer. For example, in
some embodiments, the prostate cancer is castration resistant prostate cancer, while in other

embodiments, the prostate cancer is androgen-dependent prostate cancer.

[0163] In general, compounds of the disclosure should be used without causing substantial
toxicity. Toxicity of the compounds of the disclosure can be determined using standard
techniques, for example, by testing in cell cultures or experimental animals and determining
the therapeutic index, i.e.,, the ratio between the LD50 (the dose lethal to 50% of the
population) and the LD100 (the dose lethal to 100% of the population). In some
circumstances however, such as in severe disease conditions, it may be necessary to
administer substantial excesses of the compositions. Some compounds of this disclosure may
be toxic at some concentrations. Titration studies may be used to determine toxic and
non-toxic concentrations. Toxicity may be evaluated by examining a particular compound’s
or composition’s specificity across cell lines using PC3 cells as a negative control that do not
express functional AR. Animal studies may be used to provide an indication if the compound
has any effects on other tissues. Systemic therapy that targets the AR will not likely cause
major problems to other tissues since antiandrogens and androgen insensitivity syndrome are

not fatal.

[0164] Compounds as described herein may be administered to a subject. As used herein, a
“subject” may be a human, non-human primate, mammal, rat, mouse, cow, horse, pig, sheep,
goat, dog, cat and the like. The subject may be suspected of having or at risk for having a
cancer, such as prostate cancer, breast cancer, ovarian cancer, salivary gland carcinoma, or
endometrial cancer, or suspected of having or at risk for having acne, hirsutism, alopecia,

benign prostatic hyperplasia, ovarian cysts, polycystic ovary disease, precocious puberty,
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spinal and bulbar muscular atrophy, or age-related macular degeneration. Diagnostic methods
for various cancers, such as prostate cancer, breast cancer, ovarian cancer, salivary gland
carcinoma, or endometrial cancer, and diagnostic methods for acne, hirsutism, alopecia,
benign prostatic hyperplasia, ovarian cysts, polycystic ovary disease, precocious puberty,
spinal and bulbar muscular atrophy, or age-related macular degeneration and the clinical
delineation of cancer, such as prostate cancer, breast cancer, ovarian cancer, salivary gland
carcinoma, or endometrial cancer, diagnoses and the clinical delineation of acne, hirsutism,
alopecia, benign prostatic hyperplasia, ovarian cysts, polycystic ovary disease, precocious
puberty, spinal and bulbar muscular atrophy, or age-related macular degeneration are known

to those of ordinary skill in the art.

[0165] Compounds described herein may also be used in assays and for research purposes.
Definitions used include ligand-dependent activation of the androgen receptor (AR) by
androgens such as dihydrotestosterone (DHT) or the synthetic androgen (R1881) used for
research purposes. Ligand-independent activation of the AR refers to transactivation of the
AR in the absence of androgen (ligand) by, for example, stimulation of the cAMP-dependent
protein kinase (PKA) pathway with forskolin (FSK). Some compounds and compositions of
this disclosure may inhibit both FSK and androgen (e.g. R1881, a synthetic androgen)
induction of ARE-luciferase (ARE-luc). Constitutive activity of the AR refers to splice
variants lacking the AR ligand-binding domain. Such compounds may block a mechanism
that is common to both ligand-dependent and ligand-independent activation of the AR, as
well as constitutively active splice variants of the AR that lack ligand-binding domain. This
could involve any step in activation of the AR including dissociation of heatshock proteins,
essential posttranslational modifications (e.g., acetylation, phosphorylation), nuclear
translocation, protein-protein interactions, formation of the transcriptional complex, release
of co-repressors, and/or increased degradation. Some compounds and compositions of this
disclosure may inhibit ligand-only activity and may interfere with a mechanism specific to
ligand-dependent activation (e.g., accessibility of the ligand binding domain (LBD) to
androgen). Numerous disorders in addition to prostate cancer involve the androgen axis (e.g.,
acne, hirsutism, alopecia, benign prostatic hyperplasia) and compounds interfering with this
mechanism may be used to treat such conditions. Some compounds and compositions of this
disclosure may only inhibit FSK induction and may be specific inhibitors to
ligand-independent activation of the AR. These compounds and compositions may interfere

with the cascade of events that normally occur with FSK and/or PKA activity or any
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downstream effects that may play a role on the AR (e.g. FSK increases MAPK activity which
has a potent effect on AR activity). Examples may include an inhibitor of cAMP and or PKA
or other kinases. Some compounds and compositions of this disclosure may induce basal
levels of activity of the AR (no androgen or stimulation of the PKA pathway). Some
compounds and compositions of this disclosure may increase induction by R1881 or FSK.
Such compounds and compositions may stimulate transcription or transactivation of the AR,
[0166] Some compounds and compositions of this disclosure may inhibit activity of the
androgen receptor. Interleukin-6 (IL-6) also causes ligand-independent activation of the AR
in LNCaP cells and can be used in addition to FSK.

[0167] Compounds or pharmaceutical compositions in accordance with this disclosure or for
use in this disclosure may be administered by means of a medical device or appliance such as
an implant, graft, prosthesis, stent, etc. Also, implants may be devised which are intended to
contain and release such compounds or compositions, An example would be an implant made

of a polymeric material adapted to release the compound over a period of time.

[0168] It is to be noted that dosage values may vary with the severity of the condition to be
alleviated. For any particular subject, specific dosage regimens may be adjusted over time
according to the individual need and the professional judgment of the person administering or
supervising the administration of the compositions. Dosage ranges set forth herein are
exemplary only and do not limit the dosage ranges that may be selected by medical
practitioners. The amount of active compound(s) in the composition may vary according to
factors such as the disease state, age, sex, and weight of the subject. Dosage regimens may be
adjusted to provide the optimum therapeutic response. For example, a single bolus may be
administered, several divided doses may be administered over time or the dose may be
proportionally reduced or increased as indicated by the exigencies of the therapeutic
situation. It may be advantageous to formulate parenteral compositions in dosage unit form

for ease of administration and uniformity of dosage.

[0169] The compounds described herein may be used for in vivo or in vitro research uses (ie.
non-clinical) to investigate the mechanisms of orphan and nuclear receptors (including
steroid receptors such as the androgen receptor). Furthermore, these compounds may be used
individually or as part of a kit for in vivo or in vitro research to investigate signal transduction
pathways and/or the activation of orphan and nuclear receptors using recombinant proteins,

cells maintained in culture, and/or animal models.
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[0170] Various alternative embodiments and examples of the disclosure are described herein.
These embodiments and examples are illustrative and should not be construed as limiting the

scope of the disclosure. The following examples are provided for purposes of illustration, not

limitation.
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EXAMPLES

{0171] All non-aqueous reactions were performed in flame-dried round bottomed flasks. The
flaks were fitted with rubber septa and reactions were conducted under a positive pressure of
argon unless otherwise specified. Stainless steel syringes were used to transfer air- and
moisture-sensitive liquids. Flash column chromatography was performed as described by Still
et al, (Still, W. C.; Kahn, M.; Mitra, A. J. Org. Chem. 1978, 43, 2923) using 230-400 mesh
silica gel. Thin-layer chromatography was performed using aluminium plates pre-coated with |
0.25 mm 230-400 mesh silica gel impregnated with a fluorescent indicator (254 nm). Thin-
layer chromatography plates were visualized by exposure to ultraviolet light and a “Seebach”
staining solution (700 mL water, 10.5 g Cerium (IV) sulphate tetrahydrate, 15.0 g molybdato
phosphoric acid, 17.5 g sulphuric acid) followed by heating (~I min) with a heating gun
(~250 °C). Organic solutions were concentrated on Biichi R-114 rotatory evaporators at

reduced pressure (15-30 torr, house vacuum) at 25-40 °C.

[0172] Commercial regents and solvents were used as received. All solvents used for
extraction and chromatography were HPLC grade. Normal-phase Si gel Sep paks™ were
purchased from waters, Inc. Thin-layer chromatography plates were Kieselgel 60F2s4. All

synthetic reagents were purchased from Sigma Aldrich and Fisher Scientific Canada.

Proton nuclear magnetic resonance (‘'H NMR) spectra were recorded at 25 °C using a Bruker
400 with inverse probe and Bruker 400 spectrometers, are reported in parts per million on the
d scale, and are referenced from the residual protium in the NMR solvent (CDCls: 6§ 7.24
(CHCLy)). Carbon-13 nuclear magnetic resonance (°C NMR) spectra were recorded with a
Bruker 400 spectrometer, are reported in parts per million on the § scale, and are referenced
from the carbon resonances of the solvent (CDCls: § 77.23). Spectral features are tabulated
in the following order: chemical shift (5, ppm); multiplicity (s = singlet, d = doublet, t =
triplet, m = multiplet, br = broad); coupling constant (/, Hz, number of protons).

[0173] LNCaP cells were employed for experiments because they are well-differentiated
human prostate cancer cells in which ligand-dependent and ligand-independent activation of
AR by FSK has been characterized (Nazareth et al 1996 J. Biol. Chem. 271, 19900-19907;
and Sadar 1999 J. Biol. Chem. 274, 7777-7783). LNCaP cells express endogenous AR and
secrete prostate-specific antigen (PSA) (Horoszewicz et al 1983 Cancer Res. 43, 1809-1818).
LNCaP cells can be grown either as monolayers in cell culture or as tumors in the

well-characterized xenograft model that progresses to castration-resistant prostate cancer
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(CRPC) in castrated hosts (Sato et al 1996 J. Steroid Biochem. Mol. Biol. 58, 139-146;
Gleave ef al 1991 Cancer Res. 51, 3753-3761; Sato et al 1997 Cancer Res. 57, 1584-1589;
and Sadar er al 2002 Mo!l. Cancer Ther. 1{8), 629-637). R1881 (a synthetic androgen) is

employed since it is stable and avoids problems associated with the labile physiological

ligand dihydrotestosterone (DHT).

[0174] One well characterized ARE-driven reporter gene construct that has been used
extensively is the PSA (6.1 kb) enhance/promoter which contains several AREs and is highly
inducible by androgens as well as by FSK (Ueda et al 2002 A J Biol Chem. 277,
7076-7085).

EXAMPLE 1

SYNTHESIS OF (S)-4-(2-(4-({2,.2-DIMETHYL-1,3-DIOXOLAN-4~-YL)METHOXY PHENYL)PROPAN-2~

YL)PHENOL

><

[0175] Sodium hydride (60% dispersion in mineral oil, 1750 mg, 43.80 mmol, 1.0 equiv) was

added slowly to a stirred solution of Bisphenol A (10000 mg, 43.80 mmol, 1 equiv) in
anhydrous dimethy] formamide (30 mL), at room temperature, and the contents were stirred
under an atmosphere of argon for 20 min. (R)-(+)-4-chloromethyl-2,2-dimethyl-1,3-dioxolane
98% (7.10 mL, 52.56 mmol, 1.2 equiv) was added via syringe and the mixture was allowed to
react at 70-80 °C for 40 h. Then, the reaction was quenched by the addition of a saturated
solution of ammonium chloride (10 mL), and the mixture was extracted with ethyl acetate (3
x 20 mL). The organic layer was washed with deionized water (25 mL), dried over
anhydrous magnesium sulfate, filtered and concentrated under reduced pressure. The
resulting residue was purified by flash column chromatography on silica gel (eluent: 10%
ethyl acetate in hexane) to provide the title compound (3560 mg, 24%, 25-30% conversion)

as a foam.
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EXAMPLE2

SYNTHESIS OF (S)-2.2-DIMETHYL-4-((4-(2-(4-((R)-OXIRAN-2-YL METHOXY )PHENYL)PROPAN-2~

YL)PHENOXY)METHYL)-1.3-DIOXOLANE

O >y

[0176] Sodium hydride (60% dispersion in mineral oil, 391 mg, 9.78 mmol, 1.5 equiv) was
added slowly to - a stirred solution of (S)-4-(2-(4-((2,2-dimethyl-1,3-dioxolan-4-
ylmethoxy)phenyl)propan-2-yl)phenol (2230 mg, 6.52 mmol, 1 equiv) in anhydrous

dimethy] formamide (15 mL), at room temperature, and the contents were stirred under an
atmosphere of argon for 30 min. A solution of (2R)-(-)-glycidyl tosylate 98% (2230 mg, 9.78
mmol, 1.5 equiv) in anhydrous dimethy! formamide (5 mL) was added via syringe and the
mixture was allowed to react at room temperature for 16 h. Then, the reaction was quenched
by the addition of a saturated solution of ammonium chloride (10 mL), and the mixture was
extracted with ethyl acetate (3 x 20 mL). The organic layer was washed with deionized water
(20 mL), dried over anhydrous magnesium sulfate, filtered and concentrated under reduced
pressure. The resulting residue was purified by flash column chromatography on silica gel
(eluent: 20% to 40% ethy] acetate in hexane) to provide the title compound (2.53 g, 94%) as a

clear foam.
EXAMPLE 3

SYNTHESIS OF (R)-3-(4-(2-(4-((S)-3-CHLORO-2-HYDROXYPROPOXY JPHENYL)PROPAN-2-

YL)PHENOXY)PROPANE-1,2-DIOL

@) O MeCN, reflux o] (0]
O e HO WOH
>< (3 (R (R (s)
(0]

HO Cl

[0177] To a solution of (8)-2,2-dimethyl-4-((4-(2-(4-((R)-oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)methyl)-1,3-dioxolane (2530 mg, 6.34 mmol, 1
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equiv) in acetonitrile (25 mL) was added CeCly-7H>0 (5910 mg, 15.87 mmol, 2.5 equiv) and
the mixture was refluxed for 20 h. The resulting white paste was filtered and washed with
ethyl acetate, and the clear suspension was concentrated under reduced pressure. The
resulting residue was purified by flash column chromatography on silica gel (cluent: 20%
hexane in ethyl acetate to 100% ‘ethylacetate) and Si gel Sep pak (10g, eluent: 50% hexane in
ethyl acetate to 80% ethylacetate) to provide the title compound (2250 mg, 90%) as a

transparent foam.

EXAMPLE 4

SYNTHESIS OF (S)-3-(4-(2-(4-{(S)-3-CHLORO-2-HYDROXYPROPOXY)PHENYL)PROPAN-2-
YL)PHENOXY)-2-HYDROXYPROPYL ACETATE

HO Y X OH e, HO Y t OH
ﬁ oy 2,6-lutidine 79 (E,L‘

HO Cl (o) Ci

o

[0178] To a solution of (R)-3-(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diol (1000 mg, 2.53 mmol) in anhydrous dichloromethane (8.0 mL)
at— 78 °C were successively added 2,6-lutidine (590 pL, 5.06 mmol) and acetic chloride (144
pL, 2.02 mmol) dropwise. After 1 h, the reaction mixture was quenched with an aqueous
solution of sodium chloride and stirred for 15 min, and the resulting mixture was extracted
twice with dichloromethane. The organic phases were combined, dried over anhydrous
magnesium sulfate and filtered. Solvents were evaporated, and the resulting crude material
was purified by silica gel flash chromatography (eluent: 2% methanol in dichloromethane) to

provide the title compound (300 mg, 27%) as a sticky solid.

[0179] FIGS. 1(A)-(C) illustrates 'H and *C-NMR data for the title compound (S)-3-(4-(2-
(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)-2-hydroxypropyl acetate.
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EXAMPLE 5

-2,2-DIMETHYL-1,3-DIOXOLAN-4-

SYNTHESIS OF (S)-1-CHLORO-3-(4-

YLIMETHOXY)PHENYL)PROPAN-2-YL)PHENOXY)PROPAN-2-OL

g
O (8] O
HO ~OH Acetone > wOH
(R {5} pTSOH >< (s

HO Ci Cl

[0180] To a solution of (R)-3-(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diol (1000 mg, 2.53 mmol) in acetone (8.0 mL) was added 2,2-
dimethoxypropane (630 pL, 5.06 mmol) and catalytic amounts of p-toluenesulfonic acid.
After 14 h, the reaction mixture was quenched with an aqueous solution of sodium chloride
and stirred for 15 min, and the resulting mixture was extracted twice with ethyl acetate. The
organic phases were combined, dried over anhydrous magnesium sulfate and filtered.
Solvents were evaporated, and the resulting crude material was purified by silica gel flash

chromatography (eluent: 2% methanol in dichloromethane) to provide the title compound.

EXAMPLE 6

SYNTHESIS OF (S)-1-CHLORO-3-{4-(2-(4-(((8)-2,2-DIMETHYL-1,3-DIOXOLAN-4-~

YL)METHOXY)PHENYL )PROPAN-2-YL)PHENOXY)PROPAN-2-YI, ACETATE

0 '
ijé K’L‘\OH LI ]) E‘Lo‘n/

Cl Pyndlne ol o]

[0181] To a solution of (S)-1-chloro-3-(4-(2-(4-(((S)-2,2-dimethyl-1,3-dioxolan-4-
yDmethoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol (850 mg, 1.95 mmol) in anhydrous
pyridine (6.0 mL) were successively added acetic anhydride (280 uL, 2.93 mmol) and
catalytic amount of DMAP. After 3 h, the reaction mixture was quenched with an aqueous

solution of sodium chloride and stirred for 15 min, and the resulting mixture was extracted

twice with ethyl acetate. The organic phases were combined, dried over anhydrous
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magnesium sulfate and filiered. Solvents were evaporated, and the resulting crude material

was used without further purification.

EXAMPLE 7

SYNTHESIS OF (S)-1-CHLORO-3-(4-(2-(4-((R)-2,3-DIHYDROXYPROPOXY PHENYL)PROPAN-2-

YL)PHENOXY)PROPAN-2-YL ACETATE

.0
><°]% ﬁ\ Y~ BIOTH, Hojﬁi N ..\om/
(o] Cl 0 AcN o]

HO Cl

[0182] To a solution of crude (S)-1-chloro-3-(4-(2-(4-(((S)-2,2-dimethyl-1,3-dioxolan-4-
yDmethoxy)phenyl)propan-2-yl)phenoxy)propan-2-yl acetate in anhydrous acetonitrile (8.0
mL) was added bismuth triflate (300 mg, 0.46 mmol) in one portion. After 0.5 h, the reaction
mixture was partitioned twice with sodium bicarbonate and ethyl acetate. The organic phased
were combined, dried over anhydrous magnesium sulfate, and filtered. Solvents were
evaporated, and the resulting crude material was purified by silica gel flash chromatography
(eluent: 2% to 5% methanol in dichloromethane) to provide the title compound (734 meg,
86%) as a sticky solid.

[0183] FIGS. 2(A)~(C) illustrates 'H and *C-NMR data for the title compound (S)-1-chloro-
3-(4-(2-(4-((R)-2,3-dihydroxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-yl acetate.

EXAMPLE 8

SYNTHESIS OF (S)-3-(4-(2-(4-({S)-2-ACETOXY-3~CHLOROPROPOXY)PHENYL)PROPAN-2-

YL)PHENOXY)PROPANE-1,2-DIYL DIACETATE

HO WOH 0 e
(R (S) Ac,0 \[( o e Y
HO Cl Pyridine (o) o - lo}

Ao




WO 2014/179867 PCT/CA2014/000414
60

[0184] To a solution of (R)-3-(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-
yDphenoxy)propane-1,2-diol (500 mg, 1.27 mmol) in anhydrous pyridine (6.0 mL) were
successively added acetic anhydride (605 uL, 6.35 mmol) and a catalytic amount of DMAP.
After 14 h, the reaction mixture was quenched with an aqueous solution of sodium chloride
and étirred for 15 min, and the resulting mixture was extracted twice with dichloromethane.
The organic phases were combined, dried over anhydrous magnesium sulfate, and filtered.
Solvents wefe evaporated, and the resulting crude material was purified by silica gel flash

chromatography (eluent: 2% methanol in dichloromethane) to provide the title compound
(621 mg, 94%) as a sticky solid.

[0185] In a further embodiment, the title compound (S)-3-(4-(2-(4-((S)-2-acetoxy-3-
chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate can be synthesized

via the following reaction scheme,

o o PN Pyfidine, RT  aco k[,oAc
HO LOH 5) ' )
]ﬁ) (sﬁ\ ACO cl

Cl

[0186] Acetic Anhydride (4.3 g, 41.7 mmol) was added to a solution of (R)-3-(4-(2-(4-((S)-3-
chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol (2.8 g, 6.95 mmol)
and DMAP (30mg, 0.25mmol) in anhydrous pyridine (24 mL) in a water bath. The resulting
solution was stirred overnight. The pyridine was removed under reduced pressure and the
residue was diluted with ethyl acetate (50 mL}), washed subsequently with water (2 x 40mL),
then cold aqueous 1M HCI (40 mL), saturated NaHCO; (40 ‘mL) and water (40 mL). The
organic layer was dried over Mg;SO;, filtered and concentrated to give light yellow oil. The
crude product was purified by column chromatography (eluent: 5% ethyl acetate in hexane to
20% ethyl acetate in hexane) to afford the title compound (3.30 g, 91.5% yield) as a colorless

viscous oil.

[0187] FIGS. 3(A)-(B) illustrates 'H and *C-NMR data for the title compound (S)-3-(4-(2-
(4-((S)—2-acctoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate,
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EXAMPLE 9

SYNTHESIS OF -3-(4-(2-(4-HYDROXYPHENYL)PROPAN-2-YL)PHENOXY JPROPANE-1,2-DIOL

(o) ll II OH
O O + 2 OH K2003 HO
HO OH (R R
HO

DMF, 70-80C

[0188] To a stirred solution of bisphenol A (10 g, 43.84 mmol, 1.0 equiv) in anhydrous
dimethyl formamide (35 mL) at rt was added K»COs (9.1 g, 65.76 mmol, 1.5 equiv), and the
mixture was stirred for 20 min under argon atmosphere. R (+) glycidol (3.8 mL, 56.99 mmol,
1.3 equiv) was added and the mixture was stirred for 5 h at 70-80 °C. A saturated solution of
ammonium chloride (10 mL) was added to the resulting orange-brown solution at room
temperature. The mixture was extracted with ethyl acetate (3 x 15 mL). The organic layer
was washed with deionized water (10 mL), was dried over anhydrous magnesium sulfate,
was filtered, and was concentrated under reduced pressure. The resulting residue was
purified by flash column chromatography on silica gel (eluent: 40% to 90% ethyl acetate in

hexane) to provide the title compound (3.77 g, 28%) as a clear foam.
EXAMPLE 10

SYNTHESIS OF (R)-3-(4-(2-(4-((R)-OXIRAN-2-YLMETHOXY)PHENYL)PROPAN-2-~

Y1.)PHENOXY)PROPANE-1,2-DIOL

0
PO~
o] OH o’l
HO 0 CsCO, ? ?
+ —i HO
(R) MeCN j% R ule)

HO . HO

[0189] To a stirred solution of (R)-3-(4-(2-(4-hydroxyphenyl)propan-2-yl)phenoxy)propane-
1,2-diol (3.77 g, 12.49 mmol, 1.0 equiv) in anhydrous acetonitrile (35 mL) at rt was added
cesium carbonate (6.1 g, 18.73 mmol, 1.5 equiv), and the mixture was stirred for 20 min
under argon atmosphere. A solution of (2R)-(-)-glycidyl tosylate 98% (4.3 g, 18.73 mmol,
1.5 equiv) in anhydrous acetonitrile (8 mL) was added slowly via syringe, and the mixture

was allowed to react at 30 °C for 120 h. The reaction mixture was quenched at room
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temperature with a saturated solution of ammonium chloride (5 mL). The mixture was
extracted with ethyl acetate (3 x 10 mL). The organic layer was washed with deionized water
(10 mL), dried over anhydrous magnesium sulfate, filtered and concentrated under reduced
pressure. The resulting residue was purified by flash column chromatography on silica gel
(eluent: 5% to 10% methanol in dichloromethane) to provide the title compound (4.1 g, 91%)

as a transparent foam.
EXAMPLE 11

SYNTHESIS OF (8)-3-{4-(2-(4-({R)-OXIRAN-2-YL METHOXY)PHENYL)PROPAN-2-

YL)PHENOXY)PROPANE-1.2-DIYL DIACETATE

o)
Hoj(/w' wo D9 haa R\ P

R Pyridine 0O o

HO /&
o

[0190] To a solution of (R)-3-(4-(2-(4-((R)-oxiran-2-ylmethoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diol (3000 mg, 8.37 mmol) in anhydrous pyridine (15.0 mL) were

successively added acetic anhydride (1.97 mL, 20.92 mmol) and a catalytic amount of
DMAP. After 14 h, the reaction mixture was quenched with an aqueous solution of sodium
chloride and stirred for 15 min, and the resulting mixture was extracted twice with
dichloromethane. The organic phases were combined, dried over anhydrous magnesium
sulfate and filtered. Solvents were evaporated, and the resulting crude material was purified
by silica gel flash chromatography (eluent: 2% methanol in dichloromethane) to provide the
title compound (3.3 g, 89%) as a sticky solid.

[0191] FIGS. 4(A)(C) illustrates "H and *C-NMR data for the title compound (S)-3-(4-(2-
(4-((R)-oxiran-2-ylmethoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl diacetate.
EXAMPLE 12

SYNTHESIS _OF  {S)-3~(4-(2-(4-((S)-3-CHLORO-2-HYDROXYPROPOXY)PHENYL)PROPAN-2-
YL)PHENOXY )FROPANE-1,2-DIYL DIACETATE
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O . 0.0 «OH
\n/ ]()S) ) 0 MaCN, reflux T j{)s) (sﬁ\
(o]
\n,o
0

0 cl

~o

[0192] To a solution of (S)-3-(4-(2-(4-((R)-oxiran-2-ylmethoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diyl diacetate (180 mg, 0.41 mmol, 1 equiv) in acetonitrile (6 mL)
was added CeCls-7H,0 (227 mg, 0.61 mmol, 1.5 equiv) and the mixture was refluxed for 6 h.
The resulting white paste was filtered and washed with ethyl acetate and the clear suspension
was concentrated under reduced pressure. The resulting residue was purified by flash column
chromatography on silica gel (eluent: 20% hexane in ethyl acetate to 60% ethylacetate) to
provide the title compound (172 mg, 88%) as a sticky mass.

[0193] FIGS. 5(A)-(C) are 'H, "C and '*C APT NMR spectra for the title compound (S)-3-
(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl

diacetate.
EXAMPLE 13

(8)-3-(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-
diol trisuccinate:

0 N> (90 pyidne o 0T 0 0%

HO wOH t):o 700 0 e
“ ™ Y @ X
o Q o

HO ’ o/l
0
0

OH

[0194] To a solution of (R)-3-(4-(2-(4-((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diol (700 mg, 1.77 mmol) in anhydrous pyridine (6.0 ml) were
added succinic anhydride (710 mg, 7.10 mmol) and the mixture was heated at 70°C. Afier 3
h, the reaction mixture was quenched with an aqueous solution of sodium chloride and stirred

for 15 min, and the resulting mixture was extracted twice with ethyl acetate. The organic
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phases were combined, dried over anhydrous magnesium sulfate, and filtered. Solvents were
evaporated, and the resulting crude material was purified by silica  gel flash

chromatography (eluent: 5% to 30% methanol in dichloromethane) to provide the

title compound.

[0195] The molecular formula of the title compound may also be illustrated as follows:

g 0 . ;,-O' . '
HOJK,./Y S a\ NOH
: al°

e

oy~

O.

[0196] FIGS. 6(A)-(C) are 'H and C and °C APT NMR spectra for the title compound
(S)—3-(4—(2-(4-((S)-3-chloro-2-hydroxypropoxy)pheny])propan—Z-yl)phcnoxy)propane-1,2-
diol trisuccinate.

[0197] FIGS. 6(D) and (E) are ESI MS spectrographs for (S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol trisuccinate.

EXAMPLE 14

SYNTHESIS OF (28)-1-CHLORO-3-(4-(2-(4-{OXIRAN-2-YLMETHOXY )PHENYL)PROPAN-2-

YL)PHENOXY)PROPAN-2-0L

Q. oo 0,
% e e Nl

cl

[0198] To a solution of racemic derivative Bisphenol A diglycidyl ether (13.30 g, 39.27
mmol, 1 equiv) in acetonitrile (30 mL) was added CeCl3-7H,0 (7.30 g, 19.63 mmol, 1/2
equiv) and the mixture was refluxed for 3.5 h. The resulting white paste was filtered and
washed with ethyl acetate and the clear suspension was concentrated under reduced pressure.
The resulting residue was purified by flash column chromatography on silica gel (eluent:
10% ethyl acetate in hexane) to provide (2S)-1-chloro-3-(4-(2-(4-(oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol (2.12 g, 14%) as a pale liquid.
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EXAMPLE 15

SYNTHESIS OF 1-(TERT-BUTOXY)-3-(4-(2-(4-(3-CHLORO-2~

HYDROXYPROPOXY)PHENYL)PROPAN-2-YL)PHENOXY)PROPAN-2-OL

7N s«

Cl )<

[0199] To a solution of racemic 1-chloro-3-(4-(2-(4-(oxiran-2-ylmethoxy)phenyl)propan-2-

yl)phenoxy)propan-2-ol (300 mg, 0.8 mmol, 1 equiv) in t-Butanol (5 mL) was added solid
Bismuth (IIT) trifluoromethanesulfonate (10 mg, 0.015 mmol, 1/50 equiv) in one portion and
the mixture was stirred at room temperature for 12 h. Sodium bicarbonate was added (0.5
mL), the organic solvent was evaporated under reduced pressure, and the residue was
extracted with dichloromethane (3 x 10 mL). The organic layer was washed with deionized
water (2 x 10 mL), was dried over anhydrous magnesium sulfate, was filtered, and was
concentrated under reduced pressure. The resulting residue was purified by flash column
chromatography on silica gel (eluent: 40% to 80% ethyl acetate in hexane) to provide 1-(tert-
butoxy)-3-(4-(2-(4-(3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol
(100 mg, 28%) as a foam.

EXAMPLE 16

SYNTHESIS OF (S)-3=(4-(2-(4-{(8)-3-CHLORO-2-(PROPIONYLOXY JPROPOXY)PHENYL)PROPAN-2-
YL)PHENOXY )PROPANE-1,2-DIYL DIPROPIONATE

o ;H\ioJ?\/ Ty R oo

O
oy i e o
(R) (s) 5 (S
HO Cl /\go CIE/\
~Ao

{0200} Propanoic Anhydride (4.3 g, 41.7 mmol) was added to a solution of (R)-3-(4-(2-(4-
({(5)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol (2.8 g, 6.95
mmol) and DMAP (30mg, 0.25mmol) in anhydrous pyridine (24 mL) in a water bath. The
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resulting solution was stirred overnight. The pyridine was removed under reduced pressure
and the residue was diluted with ethyl acetate (50 mL), washed subsequently with water (2 x
40mL), then cold aqueous 1M HCI (40 mL), saturated NaHCO; (40 mL) and water (40 mL).
The organic layer was dried over Mg,SO, filtered and concentrated to give light yellow oil.
The crude product was purified by column chromatography (eluent: 5% ethyl acetate in
hexane to 20% ethyl acetate in hexane) to afford the title compound (3.30 g, 91.5% yield) as

a colorless viscous oil.

[0201] FIGS. 15A and 15B are 'H and >C NMR spectra of (S)-3-(4-(2-(4-((S)-3-chloro-2-
(propionyloxy)propoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl dipropionate.

EXAMPLE 17

SYNTHESIS OF (S)-3-{4-(2-(4-((8)-2-(BUTYRYLOXY)-3-CHLOROPROPOXY)PHENYL)PROPAN-2-

YL)PHENOXY)PROPANE-1,2-DIYL. DIBUTYRATE

/
(oI ) DMAP
Nen s WINPT e oo}
H:j%m (E:OH ’:J/s‘n (5[‘0](\/
)
H cl \/\g cl
/\/,Q‘O
[0202] Butanoic Anhydride (4.3 g, 41.7 mmol) was added to a solution of (R)-3-(4-(2-(4-

((S)-3-chloro-2-hydroxypropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diol (2.8 g, 6.95
mmol) and DMAP (30mg, 0.25mmol) in anhydrous pyridine (24 mL) in a water bath, The

resulting solution was stirred overnight. The pyridine was removed under reduced pressure
and the residue was diluted with ethyl acetate (50 mL), washed subsequently with water (2 x
40mL), then cold aqueous 1M HCI (40 mL), saturated NaHCO; (40 mL) and water (40 mL).
The organic layer was dried over Mg,SOy, filtered and concentrated to give light yellow oil.
The crude product was purified by column chromatography (eluent: 5% ethyl acetate in
hexane to 20% ethyl acetate in hexane) to afford the title compound (3.30 g, 91.5% yield) as

a colorless viscous oil. .

[0203] FIGS. 16A and 16B are 'H and C NMR spectra of (S)-3-(4-(2-(4-((S)-2-
(butyryloxy)-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diy! dibutyrate.

EXAMPLE 18
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SYNTHESIS OF 1-METHOXY-3-(4-(2-(4-(OXIRAN-2-YLMETHOXY)PHENYL)PROPAN-2-

YL)PHENOXY)PROPAN-2-OL

o o + ET(OTfB E—— o 0
O \-./ \/O HO j) KQO

O
!

[0204] To a solution of racemic derivative Bisphenol A diglycidyl ether (500 mg, 1.46
mmol, 1 equiv) in methanol (5 mL) was added solid Erbium(II} trifluoromethanesulfonate
(90 mg, 0.146 mmol, 1/10 equiv) in one portion and the mixture was stirred at room
temperature for 1 h. Sodium bicarbonate was added (1 mL), the organic solvent was
evaporated under reduced pressure and the residue was extracted with dichloromethane (3 x 5
mL). The organic layer was washed with deionized water (2 x 5 mL), was dried over
anhydrous magnesium sulfate, was filtered, and was concentrated under reduced pressure.
The resulting residue was purified by flash column chromatography on silica gel (eluent:
10% to 40% ethyl acetate in hexane) to provide the title compound (128 mg, 23%) as a pale

foam.
EXAMPLE 19

SYNTHESIS OF _1-CHLORO-3-(4-(2-(4-(2-HYDROXY-3-METHOXYPROPOXY)PHENYL)PROPAN-2-

YL)PHENOXY)PROPAN-2-0L

SO SO

] |

[0205] To a solution of racemic derivative 1-methoxy-3-(4-(2-(4-(oxiran-2-
ylmethoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol (64 mg, 0.17 mmol, 1 equiv) in
acetonitrile (2 mL) was added CeCl3-7H;0 (96 mg, 0.25 mmol, 1.5 equiv) and the mixture
was refluxed for 17 h. The resulting white paste was filtered and washed with ethyl acetate

and the clear suspension was concentrated under reduced pressure. The resulting residue was
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purified by flash column chromatography on silica gel (eluent: 40% ethyl acetate in hexane) v

to provide the title compound (70 mg, 99%) as a pale foam.

EXAMPLE 20

SYNTHESIS OF 1-CHLORO-3-(4-(2-(4-(2-HYDROXY-3-METHOXYPROPOXY)PHENYL )PROPAN-2-

YL)PHENOXY)PROPAN-2-OL BISPROPIONATE

e IO

HZ j) KEDH Pyridine, Rl\g; J) k[:\g/\

Ci

Prepared as described in Example 17 for (S)-3-(4-(2-(4-((S)-3-chloro-2-
{propionyloxy)propoxy)phenyl)propan-2-yl)phenoxy)propane-1,2-diyl dipropionate.

[0206] FIGS. 14A and 14B are 'H and ¥C NMR spectra of 1-chloro-3-(4-(2-(4-(2-hydroxy-
3-methoxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol bispropionate.

EXAMPLE 21

SYNTHESIS OF {8)-1-{4-(2-(4-({S)-2-ACETOXY~-3-CHLOROPROPOXY)PHENYL)PROPAN-2-

YL)PHENOXY )-3-METHOXYPROPAN-2-YL ACETATE

0“><‘\ o ACgO OO
HO, . WOH - o, O
4 :EL Pyridine \Ir ﬁ i}l\ \g/
O

(]) Cl (o] ci
|

[0207] To a solution of (S)-1-chloro-3-(4-(2-(4-((S)-2-hydroxy-3-
methoxypropoxy)phenyl)propan-2-yl)phenoxy)propan-2-ol (15 mg, 0.036 mmol) in
anhydrous pyridine (1.0 ml) were successively added acetic anhydride (9 pL, 0.091 mmol)
and catalytic amount of DMAP. After 5 h, the reaction mixture was quenched with an
aqueous solution of sodium chloride and stirred for 15 min, and the resulting mixture was
extracted twice with dichloromethane. The organic phases were combined, dried over

anhydrous magnesium sulfate, and filtered. Solvents were evaporated, and the resulting crude
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material was purified by silica gel flash chromatography (eluent: 10 to 20% ethyl acetate in
hexane) to provide the title compound as a sticky solid.

[0208] FIGS. 7(A)-(C) are 'H, *C and *C APT NMR spectra for the title compound (S)-1-
(4-(2-(4-((S)-2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-
yl acetate.

[0209] FIGS. 6(D) and (E) are ESI MS spectrographs for (S)-1-(4-(2-(4-((S)-2-acetoxy-3-
chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-methoxypropan-2-y| acetate.

IN VITRO ACTIVITY OF COMPOUNDS

EXAMPLE 22

[0210] LNCaP (2.4x10° cell/well) cells were seeded on 24-well plates overnight before
transfection with PSA(6.1kb)-luciferase plasmid (0.25 ug /well) in serum-free, red phenol-
free media. The next day, cells were pre-treated with compounds of the disclosure for 1 hour
before the addition of synthetic androgen, R1881 (1 nM) to transactivate the androgen
receptor. After 48 h of incubation with R1881, the cells were harvested, and relative
luciferase activity was determined as a read-out for androgen receptor transcriptionél activity.
Test compounds were added to the cells at various concentrations and activity for each
treatment was normalized to the predicted maximal activity induction (in the absence of test

compounds, vehicle only). Transfection experiments were performed using triplicate wells.

[0211] FIG. 8 presents in vitro dose response of various compounds of the disclosure (7c, 3¢

and 13b) relative to comparative compounds A and B.

[0212] As seen in FIG. 8, each of the tested compounds of the disclosure showed a dose

response.

Compound A Compound B

[0213] Furthermore, toxicity was assessed by both microscopic examination and reduction of
protein levels. Solubility was assessed both macroscopically (cloudy media) and

microscopically (formation of granules or crystals).
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[0214] Thus, tested compounds

I (13b)

are effective in the treatment methods disclosed herein and demonstrated a dose

response at SpM, 10 pM, and 206 M.

EXAMPLE 23

[0215] Further experiments, as outlined in Example 22, were conducted with LNCaP cells
transfected with PSA-luciferase plasmid to evaluate the dose response of particular

compounds of the disclosure.

The compounds of the disclosure were compared to compounds A and B, as in

Hoj) K'L‘\OH Hoj) H:ou

9] Cl
HO Cl I

Example 22:

Compound A Compound B
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The compounds of the disclosure evaluated were as follows:

jepet
o Z o
Hoj) ‘\EOH

o) Ci

Ao

(Ie),

g Y

(3¢),

\fo oo
oy Y

(&) Cl

Ao

(7¢), and‘

Jegel
YO SOy

0 ci
!

(S)-1-(4-(2-(4-((S)-2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-
methoxypropan-2-yl acetate (Example 21)
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[0216] FIG. 9 presents in vitro dose response of various compounds of the disclosure (1¢, 3c
7c, and  (S)-1-(4-(2-(4-((S)-2-acetoxy-3-chloropropoxy)phenyl)propan-2-yl)phenoxy)-3-

methoxypropan-2-yl acetate (Example 21)) relative to comparative compounds A and B.

[0217] The following Table 4 also illustrates the data contained in FIG. 9 and demonstrates

that the compounds of the disclosure exhibit a dose response.

TABLE 4,

Analog IC50 (nM + Standard Deviation)
Compound A 15.02+1.25
Compound 1C 25.58 +6.89
Compound 3C 11.61 +2.6
Compound 7C 8.81+0.93
Compound B 9.80 +2.28
(S)-1-(4-(2-(4-((S)-2-acetoxy-3- 8.07 +1.48
chloropropoxy)phenyl)propan-2-
yl)phenoxy)-3-methoxypropan-2-yl acetate

{Example 21)

EXAMPLE 24

[0218] Viability and proliferation assays were conducted and demonstrate that a prodrug

compound of the disclosure is twice as potent as its active compound.

A compound of the disclosure:

eg ol
"y Y

O Cl

Ao

(7e),
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was compared to compound A:

Compound A.

[0219] Protocol: Proliferation assays using AlamarBlue, wherein the % androgen-dependent
proliferation represents proliferation of LNCaP cells in response to R1881 compared to basal
levels. PC3 cells do not express functional androgen receptor and % viability provides an

indication of cytotoxicity or off-target effects unrelated to the androgen receptor.

[0220] Viability and proliferation assays. PC3 and LNCaP cells were plated in 96-well plates
in respective media plus 0.5% FBS. The next day, PC3 cells were treated with vehicle and
increasing concentrations of Compound A or Compound 7c for 2 days, and LNCaP cells
were pretreated with vehicle and Compound A for 1 hour before treating with 0.1 nM R1881
for 3 days. Cell viability was measured using alamarBlue Cell Viability Assay (Invitrogen)

following the manufacturer’s protocol.

[0221] The results are illustrated in FIG. 10 and demonstrate that a prodrug compound of the

disclosure (i.e. 7c) is twice as potent as its active compound (i.e. compound A).
EXAMPLE 25
[0222] Xenograft Experiment

[0223] Male NOD-SCID mice bearing subcutaneous tumors were castrated when tumor

volume was approximately 100 mm3.

[0224] Animals bearing LNCaP xenografts were dosed daily by oral gavage with Compound
7c, Compound A, or 10%DMSO/corn oil vehicle control.

[0225] Tumors were measured using caliphers and the volume calculated by application of
the formula (LxWxH)*0.5236.
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[0226] As can be seen from FIG. 11, a compound of the disclosure (i.e. compound 7c) is

effective at reducing tumor volume.

[0227] Further, FIG. 11 demonstrates that a prodrug compound of the disclosure (ie.
compound 7c) is more effective than its active compound (i.e. compound A) at reducing

tumor volume in the xenograft mouse model.
EXAMPLE 26
[0228] Further Xenograft Experiment

[0229] Male NOD-SCID mice bearing subcutaneous tumors were castrated when tumor

volume was approximately 100 mm3.

[0230] Animals bearing LNCaP xenografts were dosed daily by oral gavage with 55.23
mg/kg body weight of Compound 7¢ or CMC/10%DMSO/Tween-20 vehicle control.

[0231] Tumors were measured using caliphers and the volume calculated by application of
the formula (LxWxH)*0.5236Male

[0232] As can be seen from FIG. 12, a prodrug sterecisomer of a compound of the disclosure

(i.e. compound 7c¢) is effective at reducing tumor volume.
EXAMPLE 27
[0233] IC50’s of Prodrugs of the Disclosure

[0234] Table 5 illustrates the IC50’s of various prodrugs of the disclosure, as compared to
Compound A.

[0235] FIG. 13 further illustrates the IC50’s of various compounds of the disclosure.

TABLE 5

PSA-luc IC50s (uM)

COMPOUND MEAN SD n

Compound A 14.0 0.8 5

Compound 4c ’ 15.3 34 4
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(S)-3-(4-(2-(4-((R)-oxiran-2-
ylmethoxy)phenyl)propan-2-
yl)phenoxy)propane-1,2-diyl
diacetate 26.0 4.1 4

(S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-
2-yl)phenoxy)propane-1,2-diol
trisuccinate 60.2 8.1 2

(S)-3-(4-(2-(4-((S)-3-chloro-2-
hydroxypropoxy)phenyl)propan-
2-yDphenoxy)-2-hydroxypropyl
2-aminoacetate 12.1 2.5 4

INCORPORATION BY REFERENCE

[0236] All of the U.S. patents, U.S. patent application publications, U.S. patent applications,
foreign patents, foreign patent applications, and non-patent publications referred to in this
specification and/or listed in the Application Data Sheet, are incorporated herein by

reference, in their entirety for all purposes.

[0237] Aspects of the embodiments can be modified, if necessary, to employ concepts of the
various patents, applications, and publications, incorporated by reference herein, to provide
yet further embodiments. These and other changes can be made to the embodiments in light

of the above-detailed description.
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CLAIMS

1. A compound having the following structure (1);

Z X _Z,
Y
2 . A 1
RA_¥)1z " MIR
RY 1 RS cl
M

or a pharmaceutically acceptable salt, tautomer or stereoisomer thereof, wherein:

J1 and J2 are each independently -O-, -S(O)m-, -NR6- or -(CR6R7)-;

X is a direct bond, ~C(R8R9)-, -C(=CR8R9)-, -C(R8R9)-aryl-C(R8RY)-, -
-C(=CR8R9)-aryl-C(=CR8RY)-, -C(=CR8R9)-aryl-C(R8RY)-, -C(R8RY)-aryl-C(=CR8R9)-,
-0-, -5(0)m-, -N(R6)-, ~-CH(NR6R7)-, -C(=NORG6)-, -C(=N-NHR10)-, -C(=NR6)- or
-C(=0)+

Z is, at each occurrence, independently ~C(R11)- or —N-;

R1 is hydroxyl, -OR12 or ~OC(=0)R13;

R2 and R3 are each independently hydroxyl, halo, -OR12 or -OC(=O)R13;

R4 and R5 are each independently H or halo;

R6 and R7 are, at each occurrence, independently H or C1-10 alkyl;

R8 and R9 are, at each occurrence, independently, H, hydroxyl, halo, C1-C10
alkyl, CI-C10 haloalky!, C1-C10 deuteroalkyl, C1-C10 alkoxy, aryl, aralkyl, -S(O)mR14 or
-NR6R7, or R8 and R9 may join to form a mono-, bi- or tri-cyclic carbocycle or heterocycle
containing from 3 to 20 carbon atoms;

R10 is H, C1-C10 alkyl, aryl, aminocarbonyl, C1-C10 alkylcarbonyl or C1-
C10 alkylaminocarbonyl;

R11 is, at each occurrence, independently H, halo or C1-C10 alkyl;

R12 is, at each occurrence, independently C1-C20 alkyl or C2-C20 alkenyl;

R13 is, at each occurrence, independently C1-C20 alkyl, C2-C20 alkenyl, aryl
or aralkyl, wherein the C1-C20 alkyl does not include optional amino or alkylamino
substituents and each aliphatic carbon of the C1-C20 alkyl, C2-C20 alkenyl or aralkyl groups
may optionally be replaced with —O- or ~S(O)m-;

R14 is H, C1-C10 alkyl or aryl;
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m is, at each occurrence, independently 0, 1 or 2;
nl and n2 are each independently 0, 1, 2, 3, 4 or 5,
wherein at least one of R1, R2 or R3 is -OC(=0)R13.

2. The compound of claim 1, wherein the compound has the following
structure (la):
Z X2,
I T X
JUVozC AN
sz/(J)rﬂ nz( M\ER‘]
R3 Cl
(Ia)
3. The compound of any one of claims 1 or 2, wherein the compound has
the following structure (Ib):
Rll2 R11c
T
N /&/\ /\)\JZ

R11b R11d

sz/(J )n1 nz( L)\[R1

R cl,
(Ib)
wherein R11a, R11b, R11c and R1 id are cach independently H, halo or C1-C10
alkyl.

4, The compound of any one of claims 1-3, wherein J1 and J2 are each

5. The compound of any one of claims 1-4, wherein X is —-C(R8R9)-.

6. The compound of any one of claims 1-5, wherein the compound has

the following structure (Ic):
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8 4
R11a R R R11l‘.
X /
, 0 Qﬁb R11/d o 1

R ]/(J)rﬂ nz( &[R

R cl,
(Ic)

wherein R11a, R11b, R11c and R11d are each independently H, halo or C1-C10
alkyl.

7. The compound of any one of claims 1-6, wherein the compound has

one of the following structures (Id), (Te), (If), (1g), (Ih), (Ii) or (Ij):

8 9 8 9
Rl\ta R R R1tc Rlia RY R Ritc
LAs T
s jags!
X & R3 _0 =
07 S Np giid” O Y07 N giid” O
2 R R 13 R R 1
R )1 (4._O__R O._V) 1 (W_R
n n? \n’ n n2
R® a® ; R? Cl;
(1d) (Ie)

s R R°® Ritc R R® pitc

R&W\ RTW\
NN e s

|
X =
O “rim gt 0 Qﬁb R11/d 0
»

R¥_0
N ¢
ch)\ sz,ﬂ It nz( U\[m o],d nz( Q\[o\n,Rm
cl; R °

R¥ ™0 Cl

(19 (Ig)

R11a Ra R9 R11c

,\WA RT\%\
JOR "0, JJ L

N
, 0 an R11/d (o]
J?\Rj))n'l

B
. Ritb gtid- QO
nz( M\EO\H/R 0 0 )n1 nz( t)\[R1
R¥ ~0 Ci Ol : JJ\0

(Ih) I
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11a RB R® R1ic
S

R
T
R¥_o /K/\[ l/\)\
\f 0) Ritb g11d ( o R
o A0y
o)

R ™0 Cl
1)
wherein R11a, R11b, R11c and R11d are each independently H, halo or C1-C10
alkyl.

8. The compound of any one of claims 1-7, whetein the compound has

one of the following structures (1k), (I1), (Im), (In), (Io) or (Ip):

a RE R® R11c

R® 0O m\)\
R“" R11d S Yo Qm giia” 0
Hoj(J R 4 ‘\J\[O\H/R o:|,4J)rl1 4 Q\EOH
0]

HO Ct . HO Cl .

? s

(i) m

R R R11C a R R R11c

R11 R11
/jxr R13 o) J\mo
R11b R11d R11b R11d
do M OH (Y_o_ _RrR®
ol LY
0

Cl :
(Im) (In)
R11W11C ) R11\a R R R1ic
. U \/\
w0 LI LA,
R11b R11d \f 0 AR 1P 0]

1b 11d
LL[ \If o o],(»')n1 R R nz(L)\EOH
R131Lo

or R13 (o} : cl
(Io) {Ip)
wherein R11a, R11b, R11c and R114d are each independently H, halo or C1-C10

alkyl.
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9. The compound of any one of claims 1-7, wherein the compound has

one of the following structures (Iq), (Ir) or (Is):

RE RY Liic R R® nLitc
R‘Ha R R11a R
T Y
/&,\ /\)\ R13 /k, /\/\L
! {

O
0" “Ruw grd. O o Y o ,;111: ryd. O
Hoj/(J)rﬂ nz( L)\[O\[rR OTU) nz L)\[OH
R® CI0 - C! or
(I9 (Ir)
R1a R® R® Rlte

X Vs

\f

R11b R11d
13
oj()),ﬁ nz(L)\[o\“,R
(o]

RS
(Is)

10.  The compound of claim 9, wherein R3 is —-OR12.
11. The compound of claim 10, wherein R12 is C1-C6 alkyl.

12. The compound of claim 11, wherein R12 is methyl, isopropyl or n-

butyl.
13, The compound of claim 9, wherein R3 is halo.
14.  The compound of claim 13, wherein R3 is fluoro.

15. The compound of any one of claim 1-14, wherein each R13 is
independently C1-C6 alkyl.

16.  The compound of claim 15, wherein each R13 is independently

methyl, ethyl or propyl.
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17.  The compound of claim 16, wherein each R13 is methyl.

18.  The compound of any one of claims 1-17, wherein R8 and R9 are each

independently C1-C6 alkyl.

19.  The compound of claim 18, wherein R8 and R9 are each methyl.

20.  The compound of any one of claims 1-19, wherein at least one R11 is
H or at least one of R11a, R11b, R1lc or R11d is H.

21.  The compound of claim 20, wherein each R11 is H or each of R11a,
Rl1lb,Rllcand R11dis H.

22, The compound of any one of claims 1-21, wherein nl and n2 are each

23.  The compound of any one of claims 1-22, wherein R4 and R5 are each

24.  The compound of any one of claims 1-22, wherein R4 and R5 are each
halo.

25.  The compound of claim 24, wherein halo is fluoro.

26.  The compound of any one of claims 1-14, wherein R13 is C1-C20
alkyl, C2-C20 alkenyl or aralkyl, and at least one of the aliphatic carbons of the C1-C20
alkyl, C2-C20 alkenyl or aralkyl group is substituted with a substituent sclected from

hydroxyl, halo, oxo and alkoxy.

27.  The compound of any one of claims 1-14, wherein R13 is aryl or
aralkyl, and at least one of the aromatic carbons of the aryl or aralkyl group is substituted

with a substituent selected from hydroxyl, halo and alkoxy.
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28.  The compound of claim 1, wherein the compound has one of the

following structures:

Hof ‘\EOH HO]/‘ k[ori

O Cl O cl
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29. A pharmaceutical composition comprising a compound of any one of

claims 1 to 28 and a pharmaceutically acceptable carrier.

30. A pharmaceutical composition comprising a compound of any one of

claims 1 to 28, an additional therapeutic agent and a pharmaceutically acceptable carrier.

31.  The pharmaceutical composition of claim 30, wherein the additional
therapeutic agent is for treating prostate cancer, breast cancer, ovarian cancer, endometrial
cancer, salivary gland carcinoma, hair loss, acne, hirsutism, ovarian cysts, polycystic ovary
disease, precocious puberty, spinal and bulbar muscular atrophy or age-related macular

degeneration.

32 The pharmaceutical composition of claim 30, wherein the additional
therapeutic agent is enzalutamide, TOK 001, TOK 001; ARN-509; abiraterone, bicalutamide,
nilutamide, flutamide, cyproterone acetate, docetaxel, Bevacizumab (Avastin), OSU-
HDAC42, VITAXIN, sunitumib, ZD-4054, VN/124-1, Cabazitaxel (XRP-6258), MDX-010
(Ipilimumab), OGX 427, OGX 011, finasteride, dutasteride, turosteride, bexlosteride,
izonsteride, FCE 28260, SKF105,111 or a related compound thereof.

33.  Use of the pharmaceutical composition of any one of claims 29-32, for

modulating androgen receptor (AR) activity.



WO 2014/179867 PCT/CA2014/000414
88

34,  The use of claim 33, wherein modulating androgen receptor (AR)

activity is in a mammalian cell.

35.  The use of any one of claims 33 or 34, wherein modulating androgen
receptor (AR) activity is for treatment of at least one indication selected from the group
consisting of: prostate cancer, breast cancer, ovarian cancer, endometrial cancer, salivary
gland carcinoma, hair loss, acne, hirsutism, ovarian cysts, polycystic ovary disease,
precocious puberty, spinal and bulbar muscular atrophy, and age-related macular

degeneration.

36.  The use of claim 335, wherein the indication is prostate cancer.

37.  The use of claim 36, wherein the prostate cancer is castration resistant

prostate cancer.

38. The wuse of claim 36, wherein the prostate cancer is

androgen-dependent prostate cancer.

39. A method for modulating androgen receptor (AR) activity, the method
comprising administering the pharmaceutical composition of any one of claims 29-32 to a

subject in need thereof.

40.  The method of claim 39, wherein modulating androgen receptor {(AR)
activity is for the treatment of one or more of the following: prostate cancer, breast cancer,
ovarian cancer, endometrial cancer, salivary gland carcinoma, hair loss, acne, hirsutism,
ovarian cysts, polycystic ovary disease, precocious puberty, spinal and bulbar muscular

atrophy, and age-related macular degeneration.

41.  The method of claim 40, wherein the method is for treatment of

prostate cancer.
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42. The method of claim 41, wherein the prostate cancer is castration

resistant prostate cancer,

43. The method of claim 41, wherein the prostate cancer is

androgen-dependent prostate cancer.
44, A method for increasing the bioavailability of a hydroxyl-containing
androgen receptor modulator, the method comprising replacing at least one hydroxyl moiety

with an alkyl, alkenyl, aryl or aralkyl ester.

45.  The method of claim 44, wherein the method is for increasing oral

bioavailability.

46.  The method of claim 44, wherein the alky ester is a methyl ester.
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Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of the first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. ™ Claim Nos.: 39-43
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 39-43 are directed to a method of treatment of the human or animal body by surgery or therapy, which this Authority is not required to
search. However, this Authority has nevertheless carried out a search based on the alleged effects or purposes/uses.

because they relate to parts of the international application that do not comply with the prescribed requirements to such an extent that no
meaningful international search can be carried out, specifically:
Claims 44-46 relate to an extremely large number of possible compounds/drugs. Support within the meaning of Article 6 of the PCT and/or
disclosure within the meaning of Article 5 of the PCT is to be found, however, only for a very small portion of the compounds/drugs defined. In
the current case, the claims so lack support, and the application so lack disclosure, that a meaningful search over the whole scope of the claims is
not possible. (see extra sheet)

3 i Claim Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. II Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. {7 Asallrequired additional search fees were timely paid by the applicant, this international search report covers all searchable claims.

2. {7 Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of additional
fees.

3. " Asonly some of the required additional search fees were timely paid by the applicant, this international search report covers only those
claims for which fees were paid, specifically claim Nos.:

4. i No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claim Nos.:

Remark on Protest [ The additional search fees were accompanied by the applicant=s protest and, where applicable, the
payment of a protest fee.

{7 The additional search fees were accompanied by the applicant's protest but the applicable protest fee was not
paid within the time limit specified in the invitation.

" No protest accompanied the payment of additional search fees.
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Therefore, the search has been carried out for those parts of the claims which appear to be fully supported and disclosed, namely those parts
relating to the compounds clearly identified in the claims and in the examples.
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7. AOBURIEER 1-6 AR — TR AL &4, He b prid e 5 HAT T AE5H (Td)

(If)~ (Ig). (Th). (I1) B¢ (1j) FH—1 -

(Te) .
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3 C[O H

13 O
\f

1a RS R pitc

R}»W/\
Rm\[’/’o 0 \\F\tﬂb Rﬂﬁ’j\o
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R? cl;
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R"{' RS RY pitc
T
TS

F,}m R11/d O
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R3 CIO

(Ig)

O

8 9
R R R Rt
LW/\
Ritb R11d

0

.o Q Cl 2%,
(Ih) (1)

(1)
Hrp R11asR11b R11c F1 R11d & HhSr iy Hy xAREL C1-C10 kidk,
8. WIALFIE R 1-7 UL — TR Kb &4, KA prid e & BA o0 (k) (11) .
(Im) « (In)« (Io) BY (Ip) HFHI—1 :
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R‘{: RAR R R" R R gt
: T,
D’k\l:b :l;f;)\c} Ra 0
R g 11:: ﬂn
'Hoj“)na AR o R o\ﬂ R k\[ H
HO Lao . HO” ol
ak) an

R“ Rt RY RY pie
3 Y
‘j)Y Rw\rﬁo m\)\

Riib R“d R!'lb Riid
d"ojw X ‘{(OH OJ >n1 ,( 4\[/0 R™
i ;

RY N0 ¢l ; HO”

(lo) {In)

R" R? Rl R R? piis
W - o mﬁi
\f NN o

(o)

o R? ib Rl‘ld
j} Jyt o NIOH

R13 0 Cl .
(o) {Ip)
Hrr R1la R11byR1lc A1 R11d & A HON Hy <488 C1-C10 ket

9. WIAURIEESR 1-7 e — TR A 59, Feh prid e & BAT R I45H (Ta)

5 (Is) HHI—4 -

R1® RS R puc R18 RE R pits
N > N a
e Jag sl
S ) 13
Q”" R LL/ - RYO o \Qﬂb R‘Hd/ 0
Hoj,Q)n. nzi ‘ O\H,R OT(«'Jn1 49, -OH
R? ~a® L g o &
(g (Ir)
pita RY R® giic
RY O E\W
Y 0‘)\?}1\” gHie” O
0 ) ( 0. _RW
n! nzh\( lr
R® cl i

(Is)

10. AR EER 9 FTiR FI4L &4, Hoh R3 2 -0R12.

L1, GnBRELR 10 Frid b &4, Hodr R12 24 C1-C6 itk
5

(Ir)
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12, WBCRIEESR 11 Bk a4, Homh R12 9 F L S R EIE T 2.

13. BRI EE R 9 Ak Ak &4, Hodr R3 A xift.

14, WBCRIEE SR 13 Frid A4, Hod R3 A5 .

15. WIACHIZER 1-14 AE— BTl 4L E4, HoA &4 R13 AL iR C1-C6 btk

16. WALRIZER 15 Pk 4654, Hoh A R13 A7 R AL | £ FR BN 2

17. WIRRIZER 16 Ak i &4, HA &4~ R13 N 2L,

18. UnAURIEE R 1-17 AR —T TR 4547, Fo i R8 AR % H 57Ky C1-C6 kit

19. WIACHZEK 18 Bkt &4, Horp R8 1 RI 2% H A H 2L,

20. WIRLRIZESR 1-19 FAE—TIFT R itk &4, Hp 20— R11 A H B3 R11a R11b.
R1lc 8¢ R11d Hri&b—" 4 He

21, BURIE R 20 Pk &40, Hodb 4> R11 8 H 8 R11aR11b\R11c A1 R11d H1(#)
AN He

22. WIRLRIZESR 1-21 AL — TR 1A &4, o nl Fln2 % H N 1.

23. WAL LR 1-22 AL — LA R 146 &4, Hodt R4 RO RS % H N He

24. WIRLRIZESR 1-22 AL —TUpT iR 146 &4, ot R4 FO RS % H iR

25. WIRLRIZER 24 Frid B4k &4, Horb i (O AR

26. GOACHIE K 1-14 HAE— TR AL &4, Horh R13 2 C1-C20 H ik . C2-C20 Ji kBl
Ji ek, HBTIR C1-C20 Jedk . C2-C20 J B Bl 0% bk ) 2 /b — AN IR iRk il B 2 2  xifR
AR A S 2 ) AR R AR

27. WIRLRIZESR 1-14 AL —TURT IR B4k &4, Horb R13 2 05 FR B 5 e it H i 75 R B
75 Bt S 1 A D — AN 5 TR A% B FR R L AR R R A B S B

28. WIRLRIZESR 1 Frid b &4, K BT b &M BA N otz — -
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# T, L TC
Y Yy

cl) Ci ; (i) Cl
epel
°r r

O Ci

I
I

29. —FZGWI AN, A& AU B R 1 % 28 AT — T TR AL &A1 25 2 b ] %
AR

30. — R -E YD, HoA S RO B R 1 £ 28 Hh AT — TRk (4L &40 B AN AT 7RI Al
255 bR A

31. WIAUCRIEE SR 30 pirik B 2594064, Hedr Bl 8o 1697 750 FH T30 97 1 210 e L 1
S5 N S0 T 5 P IR S RV S R R L 22 B L U S ERBh  2 BEOP L 1 R B R
8 A BB WL A 22 4 B WS A DG PE TR B AR

32. WIRLRIZESR 30 Arid 252064, He A Frid B A6 97 77 B 28 B2 . TOK 001, TOK
001 ;ARN-509 ;[ LRI B R B i JE B KA Jafth e T IR B4 TR 22 B 2 P At 2% DUAR e
(Avastin) .« OSU-HDAC42. VITAXIN. &7 JE % J . ZD-4054. VN/124-1.F B fth F& (XRP-6258) «
MDX-010 ( FHIEHHT ) L OGX 427 0GX 011 ARFPHERE  FE A ik « 22 DV R F5 UK SOOR AR
K. FCE 28260 SKF105, 111 B HAH KA.

33, WIBURI EE 3R 29-32 F AT — Tl BT ik 1 245 W0 405 0 1 R o, HL A T R T SR 2 AR
(AR) V&M

34, WIBCR)ELSR 33 Bk i A &, H A 7R M FLah P an i o R 1 e R sz (AR) &S

35. WALk 33 B 34 WAL — Uil 1 &, HAh i R R 24k (AR) &2 T
TBITZ /D —Fhik B B DA 2R 2 RIS RO < H A i LIRS | O B | oA e | R
JURgeE iR R 22 BAE O SR L 22 B O S A R A UL PR I R AR A G
PR BE AR

36. WIRLRIZESR 35 FTIR B 38, e A Frid i EAE A2 11 471 i

37. WAL ZESR 36 FTik i 38, oA Bk i 4 e o 25 S8 pu e A 4 i

38. WAL LR 36 FTiR 1 Fi& , oAt B i 41 e A B 2R — A /i 471 Ji e

39. — M FH T AT RERER 32 AR (AR) S5 B 7%, ik 7 VA4 ) /e 22 HL ) 321 Tt A
WAL EE SR 29-32 HAL—TIFTIR 25 H G -

40. GUBLRIELR 39 BTk 1 77 v, Forb i e &R Sz Ak (AR) 15 M2 H 1697 R8I —Fh
B R AT A e LR | IR B P MR L IR SRR L 2 R O SR
22 B ON G L 1 52 R A FE L R 2 R R R A DG P B B AR

A1, QAR ZEESR 40 Frid 7732, Hodr Bk 7732 1697 3 21 i -

12
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A2, WIBURIEESR 41 P iY77 1%, He b i idt 7 47 g 7 26 3ok i 1 e

43, WIBURIEESR 41 i i) 77 1%, Herh v i 57 47 i R R — MO v i 271 e

A4, — T TGN FR I e S AR 5T 00 2R MR R LR 53 B IR U i B 4 A A
BB 7 B BT e R BRI A D> — AN R )

45, QAR EER 44 ik (K759, 2o pinid U7 i T 384000 1 AR A= 0 A

46. WIRUANZER 44 ik (759, o plvid e 2 P O 2R B
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EHRZ AT ETEMREERTZE

[0001]  FHOCHIIEMIAZ X 5 H

[0002]  AHITEZERT 2013 45 H 10 Hi2ZZ KL EIm g5 61/822, 186 A, H4x
NN T BrE B a5 AR AR S,

[0003] B A 2 1Y) HA B

[0004] AT 5338 1 UG B2 Bh 78 o 35 B [ SO E i FU T3 T 883K 5 2R01 CA105304
NIERHT . 3 EBUSBA AR AT I SRR o

[0005]

R GuE

[0006] A TT— PP K XUy AH 5G4 & 40 R AT AR 400 S T 1B 97 4% i ad SRE 1 F 3
RE L AR T8 KOS AH O R AL S I R R AT AR 40 B F TR 7 & MR 51 4 e 47 B B )
AT e (R0 HE AR E ORI R R UM AN 2 38 B It R 2 s ) I &

[0007] 1§ RiHIA

[oo08] Ak F IS MEW R Ak (AR) /- FEATRIER . HEBERAET 2 K & A A F
R R AR IR B2 5 B A 4R RS T R AE A B IR MR IR R T (R K. Ross,
G. A. Coetzee, C. L. Pearce. J. K. Reichardt, P.Bretsky, L.N. Kolonel, B. E. Henderson,
E. Lander, D. Altshuler&G. Daley, Eur Urol 35,355-361(1999) ;A. A. Thomson.
Reproduction 121,187-195(2001) ;N. Tanji, K. Aoki&M. Yokoyama, Arch Androl 47,
1-7(2001)) o HSKUEYE o MEWCER S TP e K AEA G . B 56, MEBCGRAEN A SR8 MY
i SRS IRE K4 (R. L. Noble, Cancer Res 37,1929-1933(1977) ;R. L. Noble, Oncology
34, 138-141(1977)) F H UL A Qi S ] e 1 7 e 32 iz 1) 55 1 B oA o o () i 27 e
KR Z (J. T. Roberts&D. M. Essenhigh, Lancet 2,742(1986) ;J.A. Jackson. J. Waxman&A.
M. Spiekerman, Arch Intern Med 149,2365-2366(1989) ;P.D. Guinan, W. Sadoughi,
H. Alsheik. R. J. Ablin, D. Alrenga&I. M. Bush, Am J Surg 131,599-600(1976)). X X,
an SR N B E T A AT 25 WA 2 R A 2 K R (7. D. Wilson&C. Roehrborn, J Clin
Endocrinol Metab 84,4324-4331(1999) ;G.Wilding, Cancer Surv 14,113-130(1992)) .
A 55 1 1 2 35 BORT B IR AR AT A1 B bR R T, TR 51RO B B PR AN AR
% W 8 W (E.M. Bruckheimer&N. Kyprianou, Cell Tissue Res 301,153-162(2000) ;
J. T. Isaacs,Prostate 5,545-557(1984)) o iX A%t T HEHER FIAREIVESR T AL BT R
28 (HEBCERBAET ) J077 771 i i B R Rl

[0009] IR IEAE L HIEE PR IEAE T . — AN SRR OF S, H b s KGR R
5% R Op EE i3 n XU AH o8 (K. J. Helzlsouer, A. J. Alberg, G.B. Gordon, C. Longcope,
T. L. Bush, S. C. Hoffman&G. W. Comstock. JAMA 274,1926-1930(1995) ;R. J. Edmondson.
J. M. Monaghan&B. R. Davies, Br J Cancer 86,879-885(2002)). ©£:7E K2 % op Hi8
R 2 R R 52 A (H. A. Rischy J Natl Cancer Inst 90,1774-1786(1998) ;B.R. Rao&B.
J.Slotman, Endocr Rev 12,14-26(1991) ;G. M. Clinton&W. Hua, Crit Rev Oncol Hematol

14
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25,1-9(1997)) , i MM & 524K — a (FRa) FIZMEHSZAKLE /DT 50 % Fr) 5F L g ook 2]
(00101 W] FH 3 M A 1 21 Moo (1) R0V T RS 4 Iml s R, s 3R 0k T 110 1) i b B 4 i X A7
e RSB o VR BH YR T 5 BUM R B0 1R I AR, A1 BE A TS TS R e i b
Ji& (PSA) Wb o AR, BT 5 o] DA AR = 2 R B SRR (£
APUIELR ) (Huber 45 A 1987Scand]. Urol Nephrol. 104,33-39) . 25301 A 41 iy 78
WAL R AEAE T, ZEREIR R AR BT LTS PSA W5 B Fher (Miller 28 A 1992]. Urol. 147,
956-961) o« — HAZFIRAR WL £ AU, K2 BUR WAL A N AL T T 270
[0011]  HEEERZAEEAIFREK RS, OFRE Rk - 46 458 (LBD) VB &
PN EE R L P 1) DNA- 45 & 45 #4938 (DBD) A& — A2 AN e sk idi A 45 R 3 N- R i 45 14
I, (NTD) » MEBER (EA ) SR 240 LBD M45 & S EOLEL, 4115 24K T 4 it 45
T HAE “ I 7 HEEE A 5 R @0 PSA 1) )3 3l RH 3 5 X380 _E 194 = 4 DNA JL5 47
ROCFROATEBZRE N o (ARE)) , LRSI R 3. (RS Z HEBER N, IEREE 2 A vl Ji s
cAMP— #4251 3 (PKA) 3248 A2 -6 (1L-6) Ald@d &M A K R 7ok 3G (Culig
2 N\ 1994Cancer Res. 54,5474-5478 ;Nazareth 25 A\ 1996]. Biol. Chem. 271, 1990019907 ;
Sadar 1999].Biol. Chem. 274, 7777-7783 ;Ueda %% A 2002 A J.Biol. Chem. 277, 7076-7085 ;
Al Ueda 5 A\ 2002 B J.Biol. Chem. 277, 38087-38094) . T\ /nMERLZ 24K AR HIBCAR - 3E
WO 5 A I BLAE Je < 1) BEIN AR B R 32 AR B 1, R G 07 52) G I HERE R 32 14
/ARE & &I & ;A1 3) AR-NTD (Sadar 1999]. Biol. Chem. 274, 7777-7783 ;Ueda 2% A\ 2002
A J.Biol. Chem. 277,7076-7085 ; £l Ueda 2% A 2002 B J.Biol.Chem. 277, 38087-38094) .
FEZFAPUEBIR Y, MERER AR AT ARG = 2 ALMER R T Il &R & 5 5 R d e gam b,
X5 DU R — 8 A% MR S R R AR AE T 4k R AT 0 g R R (Kim 558 A 2002Am.
J. Pathol. 160,219-226 ;1 van der Kwast Z£ A 19911Inter. J. Cancer48, 189-193) .
[0012]  A] FH AR HETER 32 A4 7 A dE 3F B SR PURE SR v a0 R &% T8 B KRR L st i
B T AR 2454 ARN-509, DA K% 5 SR BTIERER B TR IA P 2Bl o 3 S 70 Al Ja 2 S )
PE 2R LBD FF HHEM 3= Lt 21 R0 g 22 A1 SART R84, Fivids SR AF 5 BUE IR 2 R i
SUFH [E] P & 754k (Taplin, M. E., Bubley, G. J., Kom Y. J., Small E.]J., Uptonm M.,
Rajeshkumarm B., Balkm S.P., Cancer Res.,59,2511-2515(1999)) . iXL&HiifEgExt T
I R I HE R S AR BT R R AR I A VR T, T IR I R S AR BT 3 AR A ik = AR — 455 45
P (LBD) k7= A 41 i 1t v 4 52 4, AR gt ik iR — FEM P a2 i 1 3k 2 (Dehm SM,
Schmidt L]J, Heemers HV, Vessella RL, Tindall DJ., Cancer Res68,5469-77,2008 ;Guo
Z-Yang X, Sun F.Jiang R, Linn DE, Chen H, Chen H, Kong X, Melamed J, Tepper CG, Kung
HJ, Brodie AM, Edwards J, Qiu Y., Cancer Res.69,2305-13,2009 ;Hu 2 A\ 2009Cancer
Res. 69, 16-22 ;Sun 28 A 2010 J Clin Invest.2010120,2715-30) .
[0013]  HHLVATT AR PR ME R 2 Rl I L O R g5 I i 2% — OibEvE b . &
T FE R IS R S AR RS BUR AT 5T CAR R AR C- R F H B Akt < 1) AR 4R AF-2
W (Estébanez— Perpifd g A 2007, PNAS104, 16074-16079) ;2) 114" 254 FIH "
7, Fl T % e Ak & 2845 5177 (Bisson %5 A 2007, PNAS104, 11927-11932) Al 3L 80 71 5%
a8 M7 A B AEF (Chang 25 A 2005, Mol Endocrinologyl9,2478-2490 ;Hur % A\ 2004,
PLoS Biol2, E274 ;Estébanez— Perpifid%s A 2005. JBC280, 80608068 ;He 25 A 2004, Mol
15
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Celll6,425-438) .

[0014]  AR-NTD tH /& 25 ¥ JF & B9 4845 ({51 40 WO 2000/001813) , Kl A NTD & A Jy Xt T
T B 3R 52 A B SR 0 1 P 7R I 0 /R XA S 4R - Zh g -1 (AF-1) (Jenster 5 A 1991. Mol
Endocrinol. 5,1396-404) . fE#k = HMEF R T, AR-NTD 7E i Ab ME ¥ 25 52 4K A i B 1 AE
Fi (Sadar, M.D.1999]. Biol. Chem. 274, 7777-7783 ;Sadar MD %% A 1999Endocr Relat
Cancer. 6,487-502 ;Ueda % A 2002].Biol. Chem. 277,7076-7085 ;Ueda 2002]J.Biol.
Chem. 277, 38087-38094 ;Blaszczyk £ A\ 2004Clin CancerRes. 10, 1860-9 ;Dehm%5 A 2006
Biol Chem. 28,27882-93 ;Gregory 2 A\ 2004] Biol Chem. 279,7119-30) . AR-NTD 7£ Rij %1 Jlt
Je (PR R 3 e o L ), @ I i 5 1 4> BB (Quayle 58 A 2007, Proc Natl Acad
Sci USA. 104,1331-1336) .

[0015]  JRE Il R 2 A4 C— K LBD 1) f A4 45 46 45 B BT, (HJ2 NTD (1 AR &5 #i8 oR
i dT, X 2 RN EE R BA m R MEMANE L7 Reid N 2002]. Biol. Chem. 277,
20079-20086) , HtLFHAS T AN L5 H K T71%

loo16]  J4E CLHRAS R , {2 A AT AT 7 LR 5 M AR A AN RN / s ik A
Yo ANFFHEPLXLLFAHSLH

[0017]  MEiA

[0018] AR ATFFH & JE TE IR AT, RIS AH OC B4k & 90 () B e 8 B A T R 2 4
TR AR T . e i Hb, AR SR (Y6 2 A 80T W IR S AR TR T R Ay SR A Pl
AR TR SR AR (RSN ) BIRIE R A AMESA .

[o019]  ARHE—ANSLhti 7 5, et T H AL T MEHrea -

[0020]

[0021] B 252 E a2 (K 3k BAR A PRl R SR A, o R RPVRPG R RV T T XS
7o' Fln A ST S, HF H A RURPE R A D — AN ket Sk 55 R B b R
WML TS G T HEY). 245% B2 M BURFIEIE BB IME ST R 25 G40
[0022]  FEH BT R, RAFIRMELE 1A YsE & KA S TR SRR
SR (AR) WETERI & . WAL 7 TR RS R AR A O TT

[0023] AAFFHXLEERH BT HAESHE NHIVERE AR . Ak, AR T %5
SR, EATE IR T S5 B R LAY/ s S5t H s B 9 il
it 5] BRI .

[0024] [ Efijik

[0025] K 1A R EW B S)-3-4-2-(4-((S)-3- 4 2-#FEK/EAE L) K )
P —2- 3L ) FEIE ) -2- BRINRERRY 'H NMR i
(00261 K IBEWALEW L (9-3-4-2-(4-((S)-3- 5 2- #F L P H £ ) K IH)

16
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P —2- %) REH ) 2- BRINEBLK C NMR Y ik,

[0027] KB ICR WL EW LR (S)-3-(4-(2-(4-((S)-3- & —2- L I P A 3L ) K &)
N -2- %) AL ) -2- BREEERR °C APT NMR D,

[0028] W& 20 RIUAWI LR (S)-1- & -3-(4-(2-(U-((R)-2,3- —“FRIEWNHEIE ) #KHE)
P -2- %) KAL) 5 -2- ZEEERT HONMR Y.

[0029] 2B RILAWI LR (S)-1- & -3-(4-(2-(4-((R)-2,3- —“FRIEWNHEIE ) #KHE)
P —2- 3 ) R ) A -2- FEER PC NMR il

[0030] K 2C HiEMEMLIR (S)-1- & -3-(4-(2-4-(R)-2,3- —“FENHEKE) K
) -2- ) KEI) H-2- EERH C APT NMR.

[0031] K] 3A BALEW = 4FR (S)-3-(4-(2-(4-((S) -2 LBE5AHE —3- HAAIL ) KIL)
P —2- 3 ) JREHE ) ke —1,2- EEEA 'H NMR Ygi .

[0032] K] 3B RALEW —LFR (S)-3-(4-(2-(4-((S) -2 B4 I —3- HNAHL ) KIL)
P —2- ) REIE) ke -1,2- ZIEERMD PC VR Yi.

[0033] K] 4A BAULEY = 4TR (9)-3-(4-(2-(4-((R) - A &b —2- FE AL ) 2R3EL )
P —2- 3 ) JREHE) ke —1,2- EEER 'H NMR Ygi .

[0034] K] 4B BAULEY = 418 (9)-3-(4-(2-(4-((R) - A &b —2- FE L ) 2R3E )
P —2- 3 ) ) ke -1, 2- ZFEEEER °C NVR i

[0035] K] 4C BAULEM = 4FR (9)-3-(4-(2-(4-((R) - A &b —2- FE AL ) 2R3E )
P —2- HE ) FAEIE) PikE -1,2- ZHEEEH °C APT NMR JGiE,

[0036] K] BA G = LR (S)-3-(4-(2-(4-((S)-3- & —2- RIL WA &) K E)
P —2- 3 ) JREHE ) ke —1,2- EEER 'H NMR Ygi .

[0037] K] BB LG = L, (S)-3-(4-(2-(4-((S)-3- & —2- RIL WA &) K E)
P —2- k) REIE) ke -1,2- AR PC NVR i

[0038] K] BCEMEGW = L, (S)-3-(4-(2-(4-((S)-3- & 2- RIL WA KL ) K E)
P —2- HE ) FAEIE) Pk -1,2- “HEERH °C APT NMR JGiE,

[0039] ] 6A BALEY =IRIIMR (S)-3-(4-(2-(4-((S)-3- & —2- RIL NI )
P -2- %) KAL) kT -1, 2- EEERM H ONMR Ygit

[0040] K] 6B RALEM =IRIIMR (S)-3-(4-(2-(4-((S)-3- & —2- FRIL NI )
P —2- 3 ) ) ke -1, 2- ZEEEER PC NVR Yi.

[00411 K] 6C ZALEY =FRHIIR (S)-3-(4-(2-(4-((S)-3- & —2- AR IEL NI )
P —2- k) AL ) ke -1,2- “EEERAY °C APT NMR Jti.

[0042] & 6D 25 Ui B 1 B AT IE & AR B = BRIARR (S)-3-(4-(2- (4 ((S)-3- & —2- &
FENEIE ) REE ) N -2- B ) IR ) kT -1, 2- REER A A 55 AR B VR A e
[0043] P& 6F %501 Ui T 5 A 8 P AR B = BRIAER (S) -3-(4-(2- (4~ ((S) -3- & —2- &
FENEIE ) REE ) N -2- ) IRAEUE) Ik -1, 2— REER A A 55 AR i v A e

[0044] K TA BILEWLIR (S)-1-(4-(2-(4-((S)—2- L BESA L —-3- ANEIE ) KHE)
P -2- 3k ) FREIE ) -3- AN —2- FEERH 'H NVR i

[0045] W 7B R EW LIR (S)-1-(4-(2-(4-((S) —2- LB A L —3- AN EIE ) KHE)
R —2- %) ZREHE ) -3- A —2- HERRT PC NVR Jgit.

)

G

)

G
B B R

)

G

17
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[0046] & 7C BB IR (S)-1-(4-(2-(4-((S)—2- Z. B4 3 —3- WA ) K i)
7 —2- 5k ) REIE ) -3- HIEEET —2- SEBRIT UC APT NMR L.

[0047] [ 7D %5 Ui B T B A IE B FARE M 2R (S)-1-(4-(2-(4-((S)-2- L R
B -3- GUNEEE ) RIE) T -2- R ) RAURE ) -3 BRI —2— BEPR Y BT 25 H R T T vk
B

[0048] &I 7E %55 Ui B T B A RS FARME R R (S)-1-(4-(2-(4-((S)-2- L R4
B -3- GUNEEE ) RIE) T -2- R ) RAUEE ) -3 BRI —2— BRPR Y BT 25 H R T T vk
il

[0049] & 8 25H1 YL H] T A AT EAMEEY) (B Te F113b) FELELA G 14 771 52 v 18 2
1 .

[ooso] &9 % i W B 7 A A JF B & AN A& P (edeTe. & B
(S)-1-(4-(2- (4= ((S) —2— L Bt%FE —3- MM EIE ) HIk) 7 —2- %) KRG ) -3- H& I
A —2- JE e (SEEfl 21)) AECEG A 0 7 1 0

[0051] &1 10 #i%: | ARG I i, HR AR AT G4 (Te) BB R HE AL &
(LB D) W

[0052] & 11 28BIBLE TAATFHAAEY (Tc) TENR/D PR R AE AR () fib 8 A4 B 7 THI A 2

[0053] [ 12 28 B T AL FFAL A (Te) FEAI LNCaP SR e iR A K 7 T A 3

[0054] &1 13 21 BLH] T AN IFHI & MMEE I 1C50.

[0055]  [&] 14A LAY AR 1- 5 —3- (4- (2- (4 (2- ¥2Jk -3 HAE LA 3L ) HEL)
P -2- 3k ) REIE) 7 -2- BEBRA 'H NVR J6il .

[0056] & 14B 2ALEY) AR 1- 5 —3- (4- (2- (4- (2- ¥2Jk -3 HAE LR IE ) HHE)
7 —2- JE ) ZREIE) T -2- FEEER UC MR J6il.

[0057] & 15A RALSWI IR (S)-3-(4- (2- (4- ((S)-3- & —2- ( NMkAE L ) AL ) 2%
Be) Y -2- FR ) REEE) TNk -1, 2- ZHEBRIY H NVR Shig.

[0058] [ 15B R & IR (S)-3-(4-(2- (4= ((S)—3- & —2- ( IBEAAIE ) THAIE ) 2%
HE) P -2- JE) SREIE ) ik -1, 2- THERRAY C NMR DG

[0059] & 16A ;24L& — T HR (S)-3-(4-(2- (4-((S)—2- ( T Ht%E L ) -3- "N IHE ) &
M) 92— k) BRI ) DIk -1, 2- TEERRAO TH NVR Jgis

[0060] [ 16B LAY T HR (S)-3-(4-(2- (4~ ((S)—2-( THEEKE ) -3- WHEK) &
B N -2- ) REKE) HkE-1,2- THEEERM UC NMR gt

[0061] ik

fo062]  T. 3 X

[0063] £ T HIAIR AT, T SRS &St 77 22 1Y) R BELA e ok el BRI o AR, A
SIUA AN 53 B, A A TF IR BT IZ TS RSk AEHVENE IR, AR BRI H
TR S 45 ) LA TE G A 0 SR St 77 R R o BRAE BN SO W, 75 WAE R T A
B AR K o, )38 “ 5 (comprise) ” A AR RYE N “ 405 (comprises) ” F1“ 45
(comprising) ” 7 LATF RO EL & P U iRe, RIS “BLARAEABRT7 EAh, A SCER AL bR
A T J7 () B I HLASARRE 23 T HOAUR] 2R 9 R Bl 3

[0064]  FEBEF UL F P SH “—ASTy R7 8BS T R B R D A ST R
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FOHE G G St 7 R IR HRE R R AIE A5 A B PE o DRI, 78 20 1 BH 5 A A A T B
TR “AE—ANSLil g orp 7 B TR SEiE 7 R 7 A— e # R TR AR I SE il 7 56 hAh, e
REAIE 485 K6 SRR AT MT A IE A 1 77 e — N EE AN St 7 R Al & . [FIFE, 0fE AR 1t B
AT AR ZL R R, AR A / Bl (@) 7 A / B (an) 7 A1 “1Z (the) ” (L35
ST R, BRAE BN SCA A A#IE R . N RE], BRIE B ST A AR I, 75 RE
“ER” — M DAL A U B A/ B0

[ooe5]  BRAEA A TR, TASCHEAK L S ARIERA FHIE L -

[0066]  “ZIL” &FR -NH,HE ],

[0067]  “HEL” Z¥R -CN M,

[0068]  “FRIEL” B “FREL” 2R —OH Z [,

[0069]  “MVZHL” JE4E = NH HUfRHE.

[0070]  “HHZEL” 4R -NO,ZEH] .

[0071]  “HHARIE” RFE= 0 BUfRHE.

[0072]  “BAREE” RiE= S HURHE.

[0073]  “Kefk”iddis B SCEEBEAR DT RIMIRGE ( “Bbedk”) B[], HOE AR s
1 CRE, & — AWM / 8=5 ), BA—Z2 = FMRE 7 (i, — N2 5
—ANEANMRIRT ), R B IE T R S TR . BREEE 1 & 20 BT
HBIR TG, B8 22 10 MRIE TR Z C-Cohidt. C,—C bisEFh C sk,
Colidis. C bk, C ik, Cobikk, Cobike, C bk, Cobidk, Cobidemn C Stk (HP, HIJ:)
I HALHE, BB AR T, MR C,—C, ki dE . C ,—C, JAEEFN C ,—C e, R0 C —C, ke ik
PR S8 I 2 IE 2 S APV IE T 3 e TR M T 2 BT B RIE
JRHEIE OB IEBR BT . CyC o) 2 I R PR ) 1 SE ) GLFE 20 2 T 28 IR 28 - T
Wi 20— FE 1= T —1- 1= TR —2- 3601 TR -3 36 2- TE -1 R 2- T 2
IS HE S OIS S o C,C bR I IR PR ) PR ST GLFE 2 e L TRBR S L T B JE L it | e it
S BRIAETE VLI b 5 WIR R B, 75 I e 3 AT AT e g AR, (B, Joe 3 B0 &0 1 T AT
HEBARIEER ) o BeAE BRI T 2 L bkt .

[0074]  “NPEdE” B e A aE SR FE A BB S B o T I AR iR E
BV ST BE N IEEE , HONWBARI SRR (B, &8 — N a2 AN XA/ s =4) , HEH
— & AR T, Glhn, W W FE WA W IE T 3 W 203 s W IE T
W ML TR oI 7 OE T o 55 . 7 e S R ot A B B OUR % 12 22 ) 1 (W LR i 40 o Ll ik
PR BB 1 A L SR ] . W JE 3 5 A T I L AR o A A 1 e e AU mT DU i Y
) — AN REAT B I BRAELE UEBA 5 3 A7 B8 B, 15 D) e Jek e m e g BUAC
[0075]  “JfRTfk” &4 Ak 05 R ik R+

[0076]  “kpesm LRIt R -C( = O)NRR, LA, Hrp R MR & H SIS H —
Z AR T SR U E RSt . BRAETE U A5 S B R T B, 7 e S e S R A
AT 3 Sl BUAR

[0077]  “PeREpRIE7REFENX -C(= O RMZEM], K R NEH—2 MR 71 E e
SCRRESRE o BRAELE UL B T A A R T B, 75 00 e J B ] AT ak M AR

[0078]  “JefA Ak 24 ORI FEH], Horb R AEAH — 2 = AR5 B SC0E ke
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o BRARFEULEA R A SRR TR B, 5 )b 402 n] AR a2k g AR

[0079]  “UidEa L A& FE 20 -NHR, 8L -NR R FOFEH], HA a4 R i A& H —2 =4
TR SR 1 308 SRR bk o BRARAE U0 B 5 5 a8 B4R B, 75 ) ik 2 i WA e Mg ARG
[0080]  “EFEPRIL” IR -C( = O)NWAIZEH] . FRAETE VI b A MR FE B, 35 e
FEFRIL AT AT M A AN

[0081]  “F5HEhi” e AT R —EB 0 FIBR IR T 5 RN SPPA4 4k i HoR I 7E pi B
B Ant2 DL HE AR FIIR RS — 505 B0, J5 %A T DL A SR S
75 FEELAR T HEIN B

[0082] “IHRL7EFREEHEAL6 B 18 Ml TR D — N HHEANEI R HR . B TR
DNTFHTE I, 55 5] DU SER OWEA =R aPURR I 2 4, Hon] LTS B 240, 75
BB s, EANPR T, 05 2RI B B R S B TR LB R O VR B2 AR IR
IR BIIAA el B 25 B AR JE LR  EEA AR IE . BRARE Ui B MR R,
M NIARAE “J5 7 BHTEL “ar— “ (WEWITE “T5hedk” o ) BAE AR EIURI o7 3.

[0083]  “Jikdk” 4R R, -RAZEH], Hod R Oy B SCw LR 4E H R S b 0w X
) —ANBRE AN TG I, B, 38 TR SR IR AR BRAEAE U 5 IR SR B, 75 0055 e ik
AT M BAR

[0084]  “TRIR” EFBIIRGE M, H AT LA BV AN — Bt . s — IREMR NS 3
2 20 MR I H AT DR BN RREL =R . SRR =R ER A AT DLE A A R (RA, 3t
EoNZ WA IEHKIE ) iR EEr (R, =N ILHRE T ) B S H— sk
SRR . BRI ELRE WA SR e U GE RN O 3 . BRARAE Ui BH R A A IR R B, 5
DU A 32 ] AT 3 Bl AR

[0085]  “IRJEdd” 2R AN A AN &R T 4 R AR B R D IR B B 2 IR R 2, HomT LA R
PRI 280, BA =2 T AR T, R BRA =2 AR, B s A
1), @ REE R R R R . B EEPEE, B0, R IR T 3 A R
B PR BEIE ARSI . ZIRBE P EHE, a0, SN ROk B AR T, T R -
(2. 2. 1] Pt s BRARFE UL b 53 AR U B, 15 DI A Joe 2 ] A 1k g B

[oo86]  “IRAbbEdE” &de bFoCw Rk, K &R+ i 20— . Brak
FEU A A B TR B, 75 iAo i P A e Mg AR

[0087]  “HHA7ETe SAAFALE Y H A ISR G A SCHrR AT IR 254 . 45
IR AR FE IR B 5 B IR, AT IR 2540 b AR ArT e S 738 s B - 1R 2 A R A BB 5 (1)
75 FE ) — 43, AT AU B

[0088] “RIE”EL“KfR” 4RI (F) & (C1)JR (Br) Afft (1) BUfRHEE. mzmBUREHa
5 o F U PE R 2R

[0089]  “pIfAbEHE” 2 da b0 w SURIRTIE S, Hoblk— AN A b e SO s AR HAR, 4
SHEEE, PR AR RE2,2,2- =541, 2- TR OHE- R 2- FAE L 2-
ROFSE . BRAELE W B 15 A BA G B, 75 U e A e 28 ] AT JdE th g HUAR

[0090]  “ZRFREL” BE “ 4307 RIeFEE M) 3- & 18- I EM], Hoh — &+ AR IR Al —
BN H R AMBE A Rl . FRAEE W T A A BT B, 5 W2 PR v LA
IR KGR IR E VU RARIA R 4G, Hoo] LIRS R4t I H AR A (1) 280 e Bt
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JiR F A AT I M A 5 R 7 AT b Ak s B AR IR AT D o B GE A A . B
RAIRFE AL HE, EAER T, IR ey 3 [1,3] MEke 3t A T e I L Ik
MR L IR M e I | R A e R | e W AR e i bR L )\ Mg W L\ S e g W e 2 SRR IR
B 2- FARIRIE FE L 2— SR IEL g Joe 3 M o R L R W s | IR P 356 | 4— IR e A 256 b s e 26 L i
M e i | 2 e PR | g I b | DT S R R L = M i | (V) S P R T 4 D AR R | N I
1= SR - BRARRE IR 1, 1- %0 - BRARIE IR o BRAEAE SR h S B TRAR B, 5 0
AT T A et B L T T o SR AR 0 I R PR AR
[0091] “ZeT53E” RIBESEEE T —ET=ZME T — D SAN Ik A & SRR 24 5
T MZEAD—NFFIRIA 5- & 14- T RG] N T AN HE I, 2275 30T Doy
PR IR IRIEN R 48, Hon] LSRR B IR R4t 5 I H AR 05 B (10 20 kBt Ji
T AT A A s BRI g R e A . S (EONBR T, 2% L Y g g R
TR ML | 2R T MR L | IR M| Wi L A8 0 SR R A IO A L IR T I e L R R R L T
MR L R R IE TR ORJF [b] [1,4] TR EEE L 4 RO SRERRE ORISR IR A
IR FEREMERE R IF AR PR M FE 2RI AR O T B R Ik R R A% bk R L R
R ARG J5 | DR PR PR e S L R ey (R IFMEM R ) R IE = MR R IF [4, 6] BKMEIE 1,
2-a] MHIE I | IHE M L | I IR I | SR IR i L R IR Iy i | IR R I | P IR R I | S R
IDK A | Mg e 5 | W e e | Mg e | S | DR e | i IR bk | S g IR R S | e WP R M| PR AR | S
P I | 2R I I I 0 SR AR HEMEIE IR LBk L 1 SEAR I I L 1 S AR s
B 1- EACMEREE L1 SARME R L 1 ZRHE —1H- PR SR Ly IR | Wy IR R Iy IR |k R
BB L PEA S b | TR A | b e | TR PR | R | WA TR | IR | s R AR
W BRI | 25 T RS | S WS IR I | [TU S pR S5t | g Pk 56 | g e | — e ke | [T WAk S | 1 R R M
Wykk (EPREmyEE ) o BRIAELEULEA TS 53 A BIRA TR BH , 75 D) 2% 05 58 AT 3 v g AR
[0092]  ASCHTAE A RS “ BURE)” R H A 20— AN ST Bl0% 45 2 R AR - 1S
PAFAT FaR LA (BRI, e di W be B | e ik 2 R Bk | e B B Ik L Joe St | e i 0 U B ik
B IRE R 05 R D7 e AR VR IR T b L g AR R AR VAT /B DS B ), TR AR AR
FIEUWLEARIR T R JEF3E W Py CLs Br AT i ¥R Jk | g 58 3L ARG 36 1 32 [ PP A 4R
T TSR AL R AR eI | BRI | T 35 A0 I IR 1 3 o R R 5 G TR e i
TR IR TS BE e 5 FE . O B N- S AR TR R L H R R AN i ) 3 R A
JRF s a0 = pr e FE R B S L e 5 B FE R B R | e R U R R R B SRR = R R e
W RE R 7 s RS A B R A R e R R . BRI iR AN N AR T
g (0, BUEE B =) B RO IR T AT ] R S, Bk 44 R 7 vE AR (BRI,
C = 0) \FikIE RIEAERIE T A4 s LA W I g IR B B AT ) 4
[0093] g4, “BUAR )7 AdE Horh — A e 2 N EJR 78 -NRR,« -NR,C( = 0)R,» -NR,C( =
0)NR,R,~—NR,C ( = 0) OR,~—NR SO,R,~~0C ( = 0) NR R,»~OR,~~SR,.~SOR . ~SO,R,~~0SO,R,~S0,0
R,» = NSO,R I SO ,NR R HUAR AT A IR L[
[0094] “HURMHmiE =R H P — PN ANEAE 8 C(= 0)R,.-C(= 0)0R,.—C(=0)
NR,R,~ ~CH,SO,R,~ ~CH,SONR,R HUAR AT PRk B[l . FERTIAH, R A0 R AR ECA R B ST
MR A B e A A L e SR I R R O 2 5 e A PR e A A e A e L e AR e B
JRIRFE N- JRIRIE RIABE LT RE 05 L N- RO B AN /Bl 5 Rk
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[0095]  “HUARH)” ibEfa i — AN EREZ N AR T e B A U e a2 A A
AT IRARE L AR bE 2 e AU | B SR I AE S | Oy 2 O e b B B e A A
Fh AT L e AT O N- IR JE  JR BRI e I 4 05 A N— e D5 R A/ Bl O A fe A Y B Y
W2 O e S O 4 O 5 5 g 10 R B~ L ST I 555V Gt =10 20 A w2 Y M RV 3 1
[0096]  “HUZ)” BALTR /N o] 75 AR 3 2% T BUE A F) o i i A o AR s AL B A&
Yo DR, ARG “HI25” AR QX ITHE R FTA, Hov2hse Errieszir). mrsi=4m
B 32 A Tt FH IS ] DA s M BTGV 1R B, (R AR N e A i e (B BE R ) A&
Yo 25 AEAR N PR A DU AR B AGE 4, 9 anad ok 78 s Hh R K g . BT &
2SR PRI LA AR W iR o A R A SR A M BB R BB AU (2L, Bundgard,
H., Design of Prodrugs(1985), %% 7-9 71,21-24 (Elsevier, Amsterdam)) . XTHJZj #1118
F Higuchi, T. 22 N\, A.C.S. Symposium Series, 5 14 %, fl-F Bioreversible Carriers
in Drug Design, %% # Edward B.Roche, American Pharmaceutical Association and
Pergamon Press, 1987 Higflt. KAH BRI A S T LEY), A RAVE AR 2518 23 1
EYH S s & .

[0097]  ZRSCA I HIAS A I F8 WA o il 3 57— B2 N 2 A AN [A] SR 1 o 2 B
B R T BRI S 7 g R A7 3= AR i T 245 % ErTiesz it aity (D Ia. AL
FEHIAL BP0 R 2% A SE A8 A B 0 80 B s SEURIRIL A R0 7 2%, 34 40 9 3l R PHLPHL
HC\ISC\14C\ISN\15N\150\170\180\31P\32P\358\IBF\36C1\123:[ ;Fl] 125:[ . ﬁ{j%\%*ﬂf{—ia Eﬁi‘z%{%éﬂ:@m‘
FH st R AR andE F AL m Bl = Bont 24 B 2% 1 5 B R4 F AL s i 45 A a7k 35 B
JE BN EAL SV HE R . TSR AR LSS (D A&, B, B N80 R A 2= 1)
AL, T T 250/ SRV A AT . U [E AL O ED H Ak - 14 B Ve ¥ FE
1135 N2 5y P ARG i Aan i 77 XPT R H i H R

[0098] %5 5 {9 [RI Az 2 i G A B *H B AT B (36 ey e v 0 AR R e 1 7 AR I R 2 T A
F (I IG AR P -2 B> R R K ) » BRI AE — 2815 00 T AT LU L& )
[0099] % IF WL ¥ R B RIAL 2 g 0 'CLFLP0 TR PN BRAR T T IE B R S 9 A 2
(PET) 8l 5y TR St S 2485 A (SPECT) WF5T, A A SR 24k 5 A K. R R
PRid iR (1) BAE Y — M AT I A SR N 51 0 8 FEEOR s 5 7T T 81
F1R) o) 88 451 0 SIZ Tt A51] i s 4] 0 6 R e AL R R A3l FH 3 =4 1) [R5 3R A DR S S i
K FH B A brd Al R ) 2%

[0100]  ZARICATFHIA A TF 5 B o5 o A S 0 B4R AR = o 120 m] 45 4n
JIv it FH B4 B P AR IR SR KR R Ak B AL S AR, EEL TR AR . BRI, AR A
ALFE I8 I B G AR 2 A E A I i FL AN Yt A2 DA A2 A ™ 4 RIS TR) BB 1R 07 46 A )
&Y. 8, @I RSP A0 ER /N BRI BR B R N DA AT ASE WU AR 77 2 i P O PR i
RIAS A TEAE D, FoVE 29 1IN TR] DAAEAC I & A2 DA S PRI IR ESH & A= e it o 0 15
FLEAL =R Nt B2~ AT S 52

[0101]  “ReE ML &7 A “RasE S5 K7 BAETR AL S R B F LUK 32 N S N TR &)
Hh o3 B8 2 ] ) 4l B DA R BC ) A A a1

[0102]  “WHALZNY)” QFE NN K IR BN W S e = SR o g e (0, 2 0 A 24
A FE S R ) U SAEFR IR i A S s .
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[0103]  “fEef” BRI ” AR R 5 Flid 1 S F B L vl s R A BT BEAN R A, IF Hoiz
TR LG PR F A B I R A B AR A B A R ARG T o i, AR IR AR
77987 AR I7 5 ] AU BT LA AR, I Hoazatid e B 57 ZE AR U 75 2
.

[0104]  “2Z4%% F R A2 (3R TR BRI BRIBUE 1) R R EAN IR T S 3R [ £ it 28 i B R

HEHE Y T2 52 3 T N B TR S A AR 70 AR S TR 771 < B  38 771 e 51 Bl
JEFI YRl / A& R BRI (flavor enhancer) R THITE PE 7 TR 70 HGR] 2 V777 A

E T EEVB TR R B LA A
[0105]  “Zj% bBmrdesz i Eh 7 A FE IR sCRImR = sl £k — % o
[0106]  “247% b ] $552 BB I R ER ” A2 T OR 457 Ui 50 Bl PR A 4 2 25 e A Jo 1) IR 2 2, 3G
FEAEY B E T A A E T EZN I B 5 AR AE HLER Y B, Frid TodLER & Wi fH AN PR
T, B EUR TR VIR R I IR  BEIR S5, 1 TR A WL W EA R T, 4R\ 2,2- & L. &
TR VIR HUIA IR R AR R R A FH RV A— STBEIG I R IR L R I R AR — 10— ik
1RSSR CIR . F IR VIR IR NIRRT IR IA O &g (cyclamic acid) T ZheFEHRER |
LHE -1, 2— ARG OREIR  2- FRHE AHEIR S IR E SR P U IR e NH R - i B I
IR BRI R AR T R 2 AR - R B R L S BE IR BRI T IR
FLEFHLMERR . A AEER . Dok R SE R T R BRER L F RS L RE R L 25 -1, 5- RETR .
Z5 —2- TR 1- B2 0k 2 ZE W R IR T IR LTSGR IR VAR AR R  FM IR N IR  EE R &R W TN
FRER KR 4— B IR IR 52 R I AR IR « BRI BR 9 A IR W AR VIR X FF 2R R . — 3 &
TR R IR
[0107]  “24%% BTS2 RN SR 7 2 18 DR FR i 25 R 10 A2 W 2 e A Joia i IR e &, LA
VB E T ARG T E M. XL R v DU I (7] Ui 0 9 I N e LB A AT i ]
%o HTAEEH AT A FEEAIR T, 84 80 B B V5 VBE VR VEEVE B VERER SR . IR
TEALER e AN B VS AR L . AT AR B A WL S B FE(E AN IR T, T A HLBE 3 AR
A BUR BRI % (CBLHE RARAEAE A B I ) A0 Jle R 25— 58 e A i, 15 Gl 24
SRR = — O Z e E G R CBERG — Ol 2 R R
2- ZOHREE R U ORI R IR G IR R MR R R R i i R
SEWH AR LR (benethamine) W H 5 2~ & & R FEH A7 0E . B LS I% vl v i, =
CEENEVET = RS IR S IRFE  N- ZEWREE R M IR S5 . el ik A HLBs A S+
(7] 73 | - N = N Y Nt 7 e -3/ | £ i 1 15 PSS
[0108] &5 &hIE W BEfE ™ AE AR NI E W) o AT FH IR TR “¥W e ” &
oA DN DMK NED 7T U — DB AN TR AR . IE57AT L2 oK,
TEX MG LT , A KGR . Al deth, SR T LA HLIE A BRI, R AFHALEPmT
CLULK G PIAAAE, BFE KRG ZKEWD EKEW AL ARG = KED TUKEDE,
AT DA CLAH B A IR A AE . A A FFAE PR LU Al i, A B TH T, A
ANHALE YT AR B AN 8 BI7K, BEE 22 KN B R AS e IR VR A 4
[0109]  “ZGPLH &V 48 A A TS YA T 5 AE V0 id Ak & Wi i 2 i L sh 40 6
N A B AR S, 3 R AT RS2 A IR RS RS AT 2455 b ] S AR R
F BRI 1 o
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[0110]  “A5 R E "R ARG A RE B A A E . “1BI7 A AE "R AR & R E ST
IS [0) B AT REGRAS T /s ¥R 97 45 5 Cangsl I B89 Jeg ROST S 3850 180 7 i B0 n R 08 75 ) 1)
. ARG A ER DR E W LU B R SR 32803 1700 R AR e M A
&=, LA TR SR E 5 R TR N HIRE T . IR 24577 S nT LAk A7 8 DU At i A 1
BIT IR, I6YT A R H A S AR S M B A E R T AR R & .
(01111 “FRTA R4 &2 6 76 I 75 77 & T A BT 75 I TR) B N B RGR1S I R TR 45 SR (i AR
ZINFRY TR S B0 P 2 i 3800 B FRUA 77 i BT 1k A0 g e AR AR OB T S R )
o BRI, 7RO AT B B AE 32 oAl F YT 50 &, DR I A R AT LA TG
T R

[0112]  ZRSCHTE R “IR97 7 BLAEAE HAA RV B B B i 2Lsh ) (tis N ) Hig
T RV B &, IF AL

(01131 (1) TP Bk BAEN AL R AR, el o 2 SR FL2h W) & B b e JE
EARZ W

(01141 (ii) #MfIPm e, B, BHIES R R

[o118]  (iii) JREEFImE R, B, 5 A2 Bl AR Y 5Bk

(01161  (iv) JakdR FBe s B0 R8P AR (PPREIR , BV, U A R AE AN A e AR A P 0 B0 A o AR
SCHTASE FH BARAE: “ i 7 M B8 7 AT A2 #AdE FH BRCRT DAAN ], R 9 5E R i B0 S8 AT REAN
BACEMBURY (LSRR AR E ), BT H AR IR, 11 =2 A A7 B 1)
P B ERER B, Forbilm PRI i O 25 5E Hh B2 B/ i — 4H BARREIR o

[0117]  ARAIED BRI 255 BRIz i AT & — AN s A FrdG If BT stk
P AT B S R AR AT R S A AR FL L SAA S T 2 AR ARt SEARAR S M, EATT AT A
E XN (R)- 8¢ (S)- 8 (D)- 8k (L) - (AR T ) « AR EAERIEITA LT /e 57
Kt BLRCEATT R AN e Ao 4l 3

01181 Sz (1) A1 (=)« R) - A (S) -8k (D) - A1 (L) - MAETAE H F 1A 7 8%
TR ) 5, B P AR ARG G € 5% R0 4340 25 AT 3R o FH T8/ 4 B AN 00 Bk
e R AR R A AR AL 4 MIE A 1006 2 Al BT A 2R AT T4 G B Bt R 497 2 =37 e v 00 AH €3l
(HPLC) #%73AhH A ( BRERBUAT AP AME A ) o AT IR B4k & 405 A M & XU B
He LA IR ns, BERAES AU, & W& ST EA Z JU ik =3 .
[FIAE, 0 B B4 P B A e ) TR 2K

[0119]  “STARFAIAR” & 45 HHIE I AH (R BE 45 & 1 AH [ iR - 2 RS R (E 2 B A AN [R) ) = 4E 45
TIRAEYD, EATRATT B3 o A B AR S Fh AR A A S IR G4, B4 0T B 4
17, 8 RAR A SIAR AR, EATH 7 TR A S AR

[0120]  “HARFMIER” RARFT TN T H—DNET 2R — 0700 — 1 THT, a5
SR SR R V) o AR 3 T BLHEAT AR ik Ak S P01 LA e A 44

(01211 ZRSCHTAS H R4k 2 i 44 07 2 NG A L2 48 F ACD/Name 55 9. 07 AR 7 AT/ 8.
ChemDraw Ultra 2 11. 0. 1 it 4 2 (CambridgeSoft) B 1. U.P. A. C. % R GHIX
B PR AT EIEAR S a2 AR DR G IATAEY) . X T AR SCR RS 810
5 TE PITIEE B2 I R (4] 2 i 4 AR S o 9, IR 3 B B B PR R B R 1Y) 2 3
oo BRI FTIR I 2 A, AR ST AR 2 45 K4 Tl vh 1 i A B 38 45 5, 1] — S8k R 151 40, R
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SR FH A 8 40 1 B A i ) — 408 BA DA A Pl SEARA 2 o I 24 R 91 o >4 B
AT PR AR K H I B ER A0 B P, R B4 C & . 7R A &P ek (adEs
AR ) PR A Al I R (N, + B - FORREER 4 K H RS ) o FE 4 H
PR AT CeCl,xTH,0 A3 C, 74 D,

[0214] 4544 D FIALA T FHAER T-H & S A48 TAa b ik, filan, @i HidE Y
ER LA (BN, ZBEEES ) A, tb &Y D Al fEAABE AW AB G DL 5 RS . ATk, 1,2- —
FRILER A AL U SRR a5 2, 2— PR IR TR R S N B S O G AR BT (5l
LRI ) A3 DA K A 4 Bl JId ORA 1T A0 25 Ah B e AL R - 544 T 1) =B Ab A& ml e
&R BT AP G D R o B2, S SR 9-11 Bl iRt bk T7 58 B edead m A
1, 2- R AL AT FE R 2R ] . 28T IR IR, AR @ £ AR N 225 5 i) 46 e 454
Ltb&E.

[0215]  JE@EX bid Ty FE ek, w7 B ) & i ROV AR IS5 T b & flin, FiE Y
() AR AR ER D, B 5 a0 b TR Es Ak, P2 AR b RO AR (i, 980) IS5 TAE9.
o, AE— AN St 7 2, sR - = 4 = AL (DAST) BX Xtalfluor—E B¢ M K
5N (Z W, J. Org. Chem. 2010, 75, 34013411, HAf teidid 5] FHBAAFEN ) o 1EH B ST
e A i e 0t FR R I S R R I S B, B S 5 [KT/2, 2, 2— ORISR TR BP0 T 3%
S SR T D R R R SR A e A S 2 S 2 A . e TR D AL TR A AR
SUHEARN G A X T HACRE I #d, Z W, J. Org. Chem. 2010, 75, 3401-3411, Bioorg.
Med. Chem. 2009, 17, 7441-7448, F11 J. Med. Chem. 1990, 33, 2430-2437, H: & H 45 .38 15 5] H
BARIEN

[0216]  JrF RN -OR PHIZEM T 4k & rll it an Nl & o 2 48 H05E 30 A A R 7 1]
WiE = B RS PR A K H I BEER AL B 250 A k&, LU= A 3R S8 . X B3RS AL
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Y —ANE] R EE (B, RPOH) #TJF, B J5 FH CeCl,x 7TH,0 15 98] A2 RSB AT ER, FF-40 b ik 1
1TlEtk, AP 450 T &Y.

[0217]  —fM N TE 11

[0218]
of_hé“
: et
%%OXO%E F.><F
Ih" “‘: Bi{OTﬂah ?ll. i"!:
Bi(OTf)a, HO(CH,); 4OH
WEOJSCH ' 1774
0 2. XtalFluor-E
- Z.
..%_J"—%-' m)‘\"/ \.‘-FHJ?.g O
s Logel  Zaysk NHOH v
NHzNi-/ B T 8L
- NH2 O NHy
‘.'z("\,.l: N-NH
?a"!ie‘:

[0219]  HA&MMrEEER] (BRI, “X”) Mgt TSI 48 — MBS N 7 5 11 Rkl 7]
M E LB STMBERNEANEH THEY. HT BN % T ARk
S g A U o AT A FH AR S5 0 3 AR N 53 38R0 B R AT VR — R R R J7 %8 1T
R AR B RE R — B Rl

[0220]  AGUHEAR N GURFNR B, 56T B8 G BOT S0 10 18 BRI AR A4 2
ATREMT . BLAN, AR & S R4 2 [ 56 0E , W T Greene” s Protective Groups in
Organic Synthesis, 2 4 fit, Peter G.M. Wuts il Theodora W.Greene. John Wiley and
Sons, Inc. , 2007 ( HARIbiEE 5] FHEAA I N ) fRR AL gbsbh, HA S FEUR (Filan, &
S RGRA RN RS T JEERIANEIE ) ISR T AL SRS A A7 B 7 M AR ml i it e 48 Bk e
IEMPRLAT / B SRl 4 o 2R SRR AE AR s H A R N G PR RE VS 2 Y

[0221]  TIT. J53%

[0222]  AALEWIPT H TARATECE )73 i, 78— L8t )7 =2 b, ikt &I T
T HEBCR AR T H

[0223]  PA|L, 7E— AL T =P, AA TR AR — ATk 4t (1) S a-a9
TR HERCER 3248 (AR) W& TERI % o il anfE — oS 7 e v, 220 L Zh W4 i v 3 =75 e
B2 (AR) W, FIEERR EILM 2R (B0, WAL 2R3 ) i 1R 2 0F
HH a7 AR Bk e 2 BB o

[0224]  FEHESEHE T Srh, T MERER 24k (AR) W& TR H TiRyT 20 —Fhik 5 BL R
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ERDAE « B4 B U O S L7 P R | M VRS L T A R L 2 B O S
22 N HLIP P B R A R L DA SR RO A R A D I S AR M o B N 7E — Y S T
L T IR S MEAE S A e o AR L e ST S WA B e LB UM I e (AR
PR MEVR TR R — AR  UBEMCR R 1 DURE IR 25 35 B MEB R RE 3 — AR
Yo 2% - B RM GkERE - SRR MiER e STy &9, i 7 i iR - ok
i 1 B o

[0225]  fEH &Lty R, A NI RBEE T AER R 218 (AR) FEPERITT %, ik ik s
A 3 B AR RE (Fln, ALzhY ) i SR MR g (1) a5 bl
AL R S SRR B A AR S5

[0226]  {ERTIATT iR et — DSty b, P RERCR 24k (AR) 3 T2 BT T
B — R s 2 M i 90 s LS L O SRS L 1 A M PRVl TR RN L 2 B O
SREEf 22 FE U0 SR 1k LR A B E BE LA A e AN AR DGV E S AR E o Bl e — 25
Tt 77 2o, B A e 2 5 AP RT A i (PR O I G T R R — AR L U
WOER RIS E PR R 3R MR FEE — AR 535 - RO DUMERGR - KAL)
FERE ST =, A0 B R MR — KU T B

[0227] R 55— St 7 5, SR UEAEA SCAB AR I 25 (T) AL S PaLEf % F T R 5 kS
2R (AR) M2 i i

[0228]  FEHESKHl T S, AN IR T M T4 e S B T MR GER S2 AR 15 i AR A
FE Colhn, DRAEVIAMMEL ) KI5, Prid Ui mas et (B P 3k ) Jddk 55 3805 b
FEEE I E DRI

[0229]  R¥GHE— P SLHE T 58, fR 4t T IR MERGR MR L SR T %, b prid e &
Yk ide HAEAS SCAR AL F R AL S0 o

[0230]  RIEMFLANPDAH M P T HER R A2 AR (AR) W& 1 AT AE R L0 40 i o e
=k (AR) iR RS BN

[0231]  wladedth, nf [ PLEN P00 o AT 1) /5 B A AL s A AR TR 7 20— Rhik B
LN 3@ ROAE A RCE Tt T« 1 900 Jiig « L e O SR8 L 5 PR IR e VAR e <t A
&2 BAE O SLFE i, 22 FEOP SLR MR R AR BRI REN LA Z40AE (B, 5 el Fow ) M
WA SN E SR PEAR 1

[0232]  WREFLANWAE M VT LA N GE M. T REECER A2 A M T DA F T e R 2 Ak
N S 5 A G o T R A2 A P AT LI - I R OR S AR e o IR 5 R] DAAE
TR o T MERCER 32 A PR LA 697 20—k B DUR BE RE « 32 e LB <
GBI B AL VR S TR R 2 B L O SR A 22 RN S 1k L R A
BENLAZE 4 (BN, & e il [ ) AEEReAH S s eV . PITadad MORE ] DA 1T 51 Ji
i e v Lot KB PUPERT S B o 04 i T DU HECR — MM Hi 51 it

[0233] & —LBsLji 7 S, AL E W) K WA SCHTE B H A AR 20n] LB E AR T 5
el rsda i1 20—k B UUT REERCEE 57 21 B 30  O0 5 75
68 VYIS B R 22 TEE L O SRR 22 B O L L R LA RE A L A ZE g hE A
FERAR RSP AR . 9, AL &4 S A SRk 1) e B A R 20mT AR S A B 7 9k
() B ) A/ SPGB ()5 ) RS TIR (ERTIREIMNTAR ) |
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SR (I, HIFU), L5 27 o R 298 . B SUE 3L 2 17 7
I

[0284] e FALATT ., A AT — SR SRR T AEBT ek M2 1 T 4L 2205
TR TI7 (EGT LSRR (A0, SR — J MO §0 SUB S 1  1R5 )
B 0GP OSSR 2B S T AL . SRR T v R EiR LA
NZEHL L.

[o235] 1RSI, AATRE R T HEE 06 (B, T 07 A L
Sl ) BT T T 7 R AR (8 20 T AL RSN A 25 L 2.
AT @A E AR (1) (LA NG AL S LT B MR 25 £
CRICE) - 0, 16— STy e, RSN UM 1697 00 50 MRE  FUBRE 51 S0 . 7
QN SN VS SRS N TT T TPV RN ICE
QA AT ST

lo286] AT & PO I 4 £ MWK S N KB TR 2 6,
SR £ 0245 S 0 CL AL AL F IR AL AURL 5 PN % 0 5 e B0 7
. B, PR IR 5 6 BRUR 2 R A A R T AR JOR T A
0B AT

(0287 [RE, — AN R LR AL AT v (LA TT RO £ R T80T L R
AR AT USSP LT i (A% i BT ) A AL
BT ) FFARZTE T R W T LB s e R S S I 2 27 AR
AT AN PRI 2558 2V T HUMER (007 BN RE I 25 R (RS0, “ e
PRI o BRI 41807 BRI — S B AT — sk M2 1 T 4 & Aok
A — A7 LA DR 2 0 B I 2, SR SR I 2 R B A TR
OSBRI T A IR 425

[o238] MK ELIE IR T— RSl RO T A& A — RIS E AL T AL
B R JEAE BT IRA B AR, W B A S — ok 251 T 16 R 10— R s
S - BT AU BIRIE R TR BRI . — R Rt T A i
P L BRSO E 7 UM G AL 0 (LW, B i 1 R i% OB
P33 L T PO T8 26 T AT 25

l0289]  ZEAATFIN 53—y ], —Fhe B RS E T T T I —Fha B R T L2
LT BH . 553 —ASEHE TR, MR T BB RS R
TR 553 7T, R VT AT LAZE RGP — R SR 1 (e
Y12 R ) 8

[o240] RS AL 1 14 A PR R—R F SE 7 9 9 ) H 5 P LA
A LURSE T 1 9 LT BUHISIH0 25 B SIILR EE V7 2, 505 4 AR AT OS2 Y
o241y T WEABE L, 5 R R E 16T AL 5 P T SO R B R &S 0
R A T AL AT L (B W BT A T ISR EERT I A, g 2 o
BRI 240

lo242]  JGE VAT L LR R T LT bt (5] FDA SR 2 M 7 A M
B ) e 7 05 R A 0 25 B0 07 5 B S T W PR
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(18— 38 43 1A ] 24 B 2K 0 o L8 24 1 2 500 0 B PRl 1 s L S HARS R F BN B
RE N (4-G-(4- F A 3-( = H F ) K5 )-5,5- = B R —4- S AR -2 B AR R e
Bt —1- 58 ) -2- & -N- IR HEENG ) AR AL S Ak 2 SE ik, B UM IR 2R %2 44 LBD
(%) LB 751 3 L B BT A 9 A 10 51 s VR 97 s FR 8 Galeterone KAH AL EHIHI1L
2SR, SR AN MR Z 2 R LBD HIBHWT A, A1 CYP17 ZEAREEHI 177, 3+ B AL E Ll 7 471
I8 240 o ) AR i B R 2 AR K. Galeterone H RZE T & AE J9 H T B 51 B g (VG T
PR ARN-509 S AH AL A WA 22 S Ad, FOE AU IR 2 52 7k LBD HIRH W 7413 H B 5 7E
RAE T8 I B8 I7 s FRONBIT B A e (B CB-7630 ; (3S, 8R, 9S, 10R, 13S, 14S) 10,
13- —F 3t -17-(meeg -3- %£)2,3,4,7,8,9,10,11,12,13,14, 15- + =& -1H- 3 %, [a]
4F -3- BE ) JAHIR T B4k 2 SAd, FLE DU BH B 2% 2 Bk B R TR 97 A SR s AR T
e N-[4- FIHE -3-( =R ) K3 ]-3-[ (- FoRHEL ) MEEEE 12— 323 2- 3
N BEIE ) e AH A A I AL 22 SR, FOF AU R IR =2 4k LBD (1 FEIT 74 B H A 6
SR RN B EKEE (5,5 HISE -3-[4- AildE -3-( =&H AL ) K3 | mkmbde -2,
4= ) FAH RAG A P B A AR SEAR, LE AU AR LBD [ BH B 1) H B BT TR T RS
IR s FRON ARG (2- FF 3k -N-[4- % 3-( =& 3 ) K3 1- B ) Mtk &
VI AL S Sk, S A B ER 52 4 LBD 1 FE W7 57 B H 50 H 9897 50 210 e s BRON S
RN 22 (6- & -1B,2B - =& -17- 4 -3" H- NI [1,2] 22§ —4,6- — 4% -3,
20— R ) S AHORAL A WA B SR, SR AUl O e R 52 44 LBD (1) BEL W 55 5 H T A T
T IT TS I, RN 2 T gE (BEN ;1,78 ,108 - =53 -9- % /L -5 B ,20- 24 it
B -11- 1 2a,4,13a - =3k 4- ZRTEE 2- X EREE 13- { (2R, 3S) -3 [ (FL T &3k 3%
) B -2 R -3 REWIRER 1) KA KA W22 Sk, BN 405 14 1Pt
WE I H B AT T 5k e A G RGP IR FR8 DUAER ST (Avastin) B4 2258
A, —Fl iR 531 S BELORT I 4% A9 Rz A2 KPR 7 A (VEGE-A) LT FH T4 97 11 41) JltJe 1 B v s 4
PR 0SU-HDAC42 ((S) - (+) -N- F2 3k —4- (3— I Ik —2- IR L T e & 5k ) - R WL ) JAH
KA DI 2252, FoF AL 78 20 B I R S0 550, O B H A7 BRI &2 A T /i 4
JRIEE VR IT PR VITAXIN B4k 22 54k, B U L -4 2 a v B 3 LA & K
AR B FE ST, B AT H TR T RT AR AR OREF R & e (sunitumib) (N-(2- =2
FEREIELF)-5-[(2) - (56— F —2- EAC —1H- 5wk —3- P 3L ) H 3L 1-2,4- L —1H- it
g —3—- H IR ) R AH A G AL 22 S Ak, B RIS 2 AN 2 AR B 2 RS (RTK) Ho AT A
TEIT AT AR sFR 9 ZD-4054 (N- (3— FHAJE —5- H LML s —2- 2% ) -2-[4-(1,3,4- W&
e —2- Jt ) RS T ERE -3- BEIENG ) R AL A Ak e S2 4k, R BIBH WT edta 5244 H I
AR T8 97 2 e PR R A 2E (XRP-6258) A AH oAk S WAk 3 Se ik, HB Bl A 4 i
BRI A ), B H BT TR S PR MDX-010 (BT YT ) A4k 52 sk,
— Mg & T IBE W CTLA-4 WEYEM) 58 2 N B BEHUAA, H H AT /e R AE N TR 97 1 51 i
I ) S B IR YT R s PR 0GX 427 FAk sl HoBUME N s SCRIBE ) HSP27, 3 HLH H #i7E
TR ATFHRITRTFIIYE R 06X 011 Mk sk, FoBRUME N SCFIEE ] clusterin ;FR
NAEBSHERE (Proscar, Propeci a ;sN-(1,1- —HIIEZHE ) -3- E48 -5 a , 178 ) —-4— B I- Mk
8 -1 - 17- LG ) SAH AL G A2 sk, HoE U — A S K-/ 5- o 18R
AR, HooT TR T AT A RO EEAR IR (Avodart s5a, 17 B )-N-{2,5 XU ( =4
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FRL ) JR3E | —3- A0 —4- B HERS —1- 0 —17- LG ) BAHIC T sk, HERL A
> TSR 5 o b JFE BRI, HE AT TR AT SR PR Z D R ((4aR,
4bS, 6aS, 7S, 9a$, 9bS, 11aR) -1, 4a, 6a— = H 3 —2- &R -N-( 7§ —2- 3£ ) -N-( 1§ -2 FEE K&
HBESE ) o5& —1H- B [5,4-F] MEmk —7- HEIE ) Aol o2 F b 2= sk, Ha Uk
b TSR 5 a I8 TR EEAIHI I H AT H TR AT A e RO R AR (LY-191,
704 ; (4aS, 10bR) -8 & —4- %L -1,2,4a,5,6, 10b- ANEARIF [£] vk -3- B ) &AH 4k
E W B EE SR, B U A SR B K B 5 a 8 SR B § 55 BT A TR ST R A
JigeE S FR N oEk (LY-320,236 ; (4aR, 10bR) -8~ [ (4— 2.3 —1, 33— ZRHFMEME —2—- 5L ) ke
5k ]-4,10b- —H1%E -1, 4,4a,5,6, 10b- JNEIRI [£] MM -3 (2H) - fi ) KAHRAAE DAL
2SR, HB U IR — A SR B KT 1) 5- o I8 JR BRI BT TR R0 A AR RN
FCE 28260 M AHRAL S B 7 SEdd, BN — S S /K1) 5— a3 Ji B i) 771
BT TRIT RIS s#RA SKF105, 111 KA Ak S W) 4 = sk, AU R — A 52
Fi K1 56— a3 SR AR 5 5 HL T FH a7 R 81 e .

[0243] I, AE B 28 ST T 52 v 8 AR YR 9T R a2 R B K Galeterone sARN-509 ; [i]
FLARE B LR B 2 Je B K RE At i L 5 R 3 TR 22 B L 22 G At 3% DUAR B BT (Avastin) o
OSU-HDAC42.VITAXIN. &7 JE & JE . ZD-4054. K LAt 2§ (XRP-6258) .MDX-010 ( fUT T ) L0GX
427 0GX 011 AEHS e iz | JEE Ath il Jiz 22 20 M Joe 5 LR R L SRRk FCE 28260, SKF105,
111, Radium 2338 HAHALEW.

[0244]  FE—DSEHETT =, A AT T AR —FhAT IR A G (BFEEE 45 T
AR SNEIT RIAAY ) HT RS ERZ R (AR) V&R . e — L S
J7 &, FE LB YA e R A R R 2 A (AR) TR

[0245]  FEHE ST b, WA HER R 24k (AR) FEME2H TR 20— Mk g U
TERE < HT A e LR | IR S L P e L IR SRR L 2 R L O S
2 HE YN ST M LR O A E UL IR 25 AR R AR R A e M PR AR M . B W AE — Y S T 3R
BT & ORE 2 R A e 940, 7E — S8 S 7 S, 10 A e e LT RT S e, HLAE
HE S 7 G R0 B IR A R — s B A R

[0246] £ X —SZjli y RH, AR AL TR HEBE 2R (AR) WEVE 732, FTid 7 v 4
$ifi 1) 75 B B2 i AT AT — M TR 29 &9 (CBEFEE & 851 LA RSN G777
WA ) o BIANTE LSt 77 2rh, AT ER 324k (AR) ¥EME2 8 TIR9T T oI —FPak
Z M AP IR U L O S R VR IR R G 2 B ORI £
FEOP LI 12 BE AL BE LR A RE R AR A e M B B AR I . 7R e ST T B, BT
R IE RLGE S BT IR o i, 7E —Se st 7 2, B IR 2 K S R A i, i AE H e
SE T =, B A IR A R R — A R B R

[0247] GEH, KA EVINUEASBEL R EEE N TEH. AL aPr &t
AT DA FH s 70 B A 7 , 451 3@ 3 7 4 i 855 7 4 B8 S 36 3 4 A i KR ik o VR T 4R 2 B
LD50 (50 % B E AL & ) 1 LD100 (100 % HEABALAE ) Z A HIEEE . SR, 75— Lefh i
T AR B IEAL N, T RE T B A B T B A A AN — A nT LAE— L
W A BN . v DU R s W F0 Rl s B R AR B R IR B . v DL VAl B3 1 oA
FANRIETNREME AR (1) PC3 41 B4 A B MR X B, A 2 4 a2 AL B W B A & W0 % 41 B &R O 4

48



N 105358522 A i MR P 36/53

PEo BT DL Zh I SRR L SR T T H e H A B G2 47~ . #E A AR 1
RGITIEREAS K AT G H e 43 3 B K ) 8, RN HU e R 245 I HE B 3= AN BURZE B AEA
SEEA I .

[0248]  ASCHTRMM ST AR ZRE B . WA, “23R_& 7 a2 ANV JEAR
KRB PR S A E L % . 2 v DU A e (3 Qi al o1 i
S5 FLIE S OP SR BT B R ) B4 T B B R ) XU, SR AL R LA S B Ak
F B I RS R 2 BE R S AR AT B BRAE R O SR A | 2 B O S L B R
B8 S1E B8 JUL PN 25 45 0 BAE RS AH DG I B BEAR ME . ARSI M B R N 3 R0 T & P i (1
L A0 P LN | O S | VR R B B ) RS AR TR L 2 R
R RAERT B BRIE R | OP SR i | 22 B O S5 1 206 B 2 i UL DR 25 i B A A DR 1) 3
BEARME 2 W7 v, FERE (U G ml %) B « LR O S35 | MR Bies B 5 o B ) (I
PRAGA , FERE 22 BAE B R« BT 20 AR B L R S8 b | 22 58 U9 S5 L 1tk L 3 A BE 1E BB L
PRI ZE GFE BCAF 8 FH 2 14 28 AR A ()12 W RN PR AU

[0249]  ARSCATIA R AP AT DL T A5 H 5. BT A e SCELHE @ I R v
WA W (DHT) BH F0F5T B MBI & iR (R1881) MfMfEMER & (AR) MIFLA — 4K
FETE A . X AR IR — SRSV R IR RS Z MR (AR ) AL s 4 an
FIEER (FSK) ML cAMP- 61 25 3l (PKA) A2 1T HEAT I AR B S 0B . A AT
— LV SR G aT LI FSK FIAERER (10 R1881, & AR ) & 15T ARE-
HZ M (ARE-1uc) o AR FUZH BRI VE /2 FR SR /D AR oAk — 456 G5 M3 By A0 4. 2Rk
A mT CABH W AR BIFCAA — ORISR AR — JEAR PR TS AR 35 BT 35 I bLARD, DL R s>
BCAA — 256 A 381) AR PR ZE RSOt 3 1 BY A0 A . 3X ] DU HE AR V&AL AT AT 2P 3R, (04
PR T AR S 06 75 OB PR S 84 (BN B4k, BEIR AL ) S AL B - B A B/
F B S AW R Sl B A R A, A/ BRI B il . R A TR — S S A &
W e AS A T AR P 3 5 L T DA R C AR — A0 1 3 A e e L (B, AR 45 6 454
5 (LBD) XY HERLZR AT Btk ) o B 7 R B HE LA, VF 200 RE V0 S I 2 2k ({3, o
ZB0E WA RIERTHIIR ALK ) APz Ll A& mT DL TR T IX ek . R AT
— LA S YA ST A FSK i3, JF HUAT RLA2 AR FRICAS R S AR AL 05 B4R e
] X LA A WAL A V0T LTI SR R E AT T v] AT AR 2 AEH A N IEER (1
U1 FSK 388 MAPK ¥4, MAPK v PH56F T+ AR 31 B 98 JI/EA ) » Frids S48 5 #F: il FSK A1 /
o PKA vE MR A . Sl ] AL HE cAMP Al / B PKA BIL B BB . AR ATF—Leil
G EW T LIS T IR K AR 5% (TCHERCGR BURI B PKA 1848 ) « RAFFI—L84k
B AT LA N R1881 81 FSK 5 S . BbRAb SN2l &40 mT LRI AR 1% 5% 8k
B -

[0250]  ARAFFHI—LAb EVFIA -Gl ISR R 2R EE. A& -6 (1L-6) T
# LNCaP 40 i+ AR FOECAA — SRR 75 v LA FSK — &2 H

[0251]  FRIEAR A BH T AAFFRIE DA &Y 0T 15 B T BT 45 s B o
TN R AR A SRR o [FRE, v L S B S A BRI R A Va9
IR SEAF) R HHOE T 1E — BEis (8] PRI A4 1) BE-E ERL  FIABEL N0

[0252] Ry, AR AT DARE R ZEG MR (103 0 1 M AR T AR A . X TR AT BAR A 52K
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& BRI B 45 24577 58 T LABE IR TR AR 8 A4 o B A 20 & W sl B 20 S 045 2 K N 1Y
TNV AW AT R . ASSCH 7R RV U 7S B R, I EASBR ) B2 22 Otk ] DLIE #%
IRVl RSP s TR S PR B ] DARZ IR 4 DL DRI 2528 - 32l i ik
SRR PR E R . 52577 S0 DT IR DU Bt R ma M. i, W] DL H A
UCHHEYE AT AR A 18] ft P 54 73 770 B, B 57 B m] DAARAE V6 77 15 T2 10 35 Sl DL B SR e be
1Rk B o AR 57 R AU 1 i B AN AL S T AR AT ARG DA 5 3 i FH A7)
—

[0253]  ASCRA AL &P R] 1R N BARSMIT U i CEDARIGIR I ) LR &AL L2 iR AT
2k (CRLHESEE BE 2 R Qe S22 48 ) (BLE] . BEAh, SEF EH R A IREFER TR
AR/ BB, X e S Rl DA A F s AR Dy iR & i — 23, TR N B
AN FL LR B AS 5 i IR / BN LS A4 FAZ S A4 PR

[0254] A2 T 128 A ARSI U7 S AN S B AR SCRITIAR o 3 BB St U S AN S 912 451
PR HA BB N IR A AT RS FEl o $RAET 51 St 28400 i Bk Ty R BR A

S hte {1

[0255]  Jr A HAEZK I S NLAE KIS R 24T . BRAE A FE , 5 W BB %A
PRI RE A FF B BAE G SOE B R 17EAT o A0 P ANEE AR S #8785/ — FIOK o9 — BB MR VAR
PodA: it Still 28 A (Still,W.C. ;Kahn,M. ;Mitra,A. J. Org. Chem. 1978,43,2923) ff
HSFE, A 230-400 HEER KT . 82 AR f8 FH BURECH 0. 25mm 230-400 HAER (A
WNARRFNR G ) FIEEHRGEEAT (254nm) o 2 GBS 5 8 T K/ A “ Seebach” Jeth
B (700mL 7K 10. 5g BRERER (IV) + KA W15, 0g B-AWEEL A 17. 5g AR 2 J5 F In#ke
(~250°C) fn#k (~ 14080 KRB FHIAWAE 25-40°C F1E Bichi R-114 ¥ 28 KA
FRUE (15-30 B, ENES) W46 .

(02561 PV ARTRIAN A A% AR A o P T FR BRI B35 1 BT 5 5709 HPLC 21 o TEAHAERR
Sep paks"yH waters, Inc. JEEMIEHCN Kieselgel 60F o0 FFA S HGRFINE Sigma
Aldrich and Fisher Scientific Canada.

[0257]  JR-FREREAER (H NMR) Y63 F 25°C R A AT S A R4 Bruker 400 Al Bruker
400 YIRS, FFAE 6 K ELLA 74 FAGE, I H 2% NUR i3 AR R AR 7 (CDCL,:
8 7.24(CHCL,)) o B —13 RZREFEIR (°C NMR) Y61 ] Bruker 400 Yeificss, 376 & 2 L
DL 34y AR, 3 H SR IR (CDCL,: 8 77.23) o JGilEFAE LA R AR 41 oAk
240K (8, ppm) 2 EHME (s =PI, d =XNEIE, t ==&, mn =2 HIE, br =%1%) ;
MEEE (7, Hz, T30

[0258]  LNCaP 4H i H T- 5258, RO EATE B4 704k i N | 51 iR 40 B, 3L A ©L 3R 4iE FSK
X AR 0 BC AR — 4K 5P R BC A - B 4K P v 4k (Nazareth 28 A 1996]. Biol. Chem. 271,
19900-19907 ; #1 Sadar 1999]. Biol. Chem. 274, 7777-7783) . LNCaP 41 s 2 i& P J§ 1% AR
I H 7 Wb w7 &) R4 5 v Pt R (PSA) (Horoszewicz %5 A 1983CancerRes. 43, 1809-1818) .
LNCaP 2 o mT -4 i 335 75 25 v/ Dy B0 2 BRAE 78 70 R AR B e Ab A2 A AR B v /R D e ARG, Pl
SRR AR A L3 E R R N LB PUERT S (CRPC) (Sato %8 A 1996]. Steroid
Biochem. Mol. Biol. 58, 139-146 ;Gleave 2 A 1991Cancer Res.51,3753-3761 ;Sato & A
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1997Cancer Res. 57,1584-1589 ; fll Sadar 25 A\ 2002Mol. Cancer Ther.1(8),629-637) . ¥
F R1881 ( —Fh& peMEBZR ) 72 R o H 2 Fa € 1 IF HgE 50 5 A Fae i) A 2 Ak — S S2 1
(DHT) AH A ] 7

[0259]  CL4) V2 A FH IR — N 78 3 R AE 1K) ARE— BRZN 4R 15 252 ER] 52 ER #2445 A PSA (6. 1kb)
WEET- /33T, HE A A ARE I HIE SRR UL FSK m 75T (Ueda & A 2002 A
J.Biol. Chem. 277, 7076-7085) .

[0260]  SIJEfE] 1

[0261] (S)-4-(2-(4-((2,2- Wi —1,3- — 53R —4- 3L ) WISEIE ) 83 ) ) —2- %)
e

[0262]

% /\(ﬁﬂn‘“\c' NaH
o pp———
o) DMF, 70-80 °C
HO OH %’ o OH
0
> s
0

[0263]  7EZ MG S ALEN (60 % T4 i (1) 4 BUAAs, 1750mg, 43. 80mmol, 1. 0 45 ) Z¢1%
Hihn 22 X0 A (10000mg, 43. 80mmol, 1 4% ) FIo/K Z FHIEHEERZ (30mL) H ¥ #1153, IF
B IR UR R 20 738 BRSSO (R) - (+) ~4- S % -2, 2- RT3 -1,
3- ZEUKIA 98% (7. 10mL, 52. 56mmol, 1. 2 245 ) FFAERAMITE 70-80°C B 40h. A5,
AN AAC AN (10mL) SRPFK SN, HIR S LR CBRAEAL (3x 20mL) « Hf
AHUEHZEFK (25mL) Bk, & TKREREE T, 198 HAEWE T ilk4i. i3 sk R i
IR PR AR RS (PR 10% AR BRI E k) Ak LR 2R bR L A1)
(3560mg, 24 %, 25-30 % #44LFK ) .

[0264]  SEjiafsl 2

[0265]  (S)-2,2- —HIJE —4-((4-(2- (4~ (R) - A L0 —2- FEFI AL ) FE3E) 1§ —2-3)
I ) W) -1,3- “EURMEHI AR

[0266]
\ o7 v
P ”(! Ny . /i\\f) MaH o "I"{H\,{:;""w.
( :";Q‘“—--/l | [’ ‘:"‘C);.q »;J OMF. 2R r_:-'/q”""”'i'r ]\

o oy~
[0267]  fEZIRAGFEALIN (60 % T-0 Pyl vh i 7 B4, 391mg, 9. 78mmol, 1. 5 & ) {8 Hh
IE (S)-4-(2-(4-((2,2- —HHE ~1,3- S8R —4- 3 ) HEHE) K ) -2- %) K
My (2230mg, 6. 52mmol, 1 i ) FI/K ZHEEHEENE (15mL) H HEREEWR, I N AWITE
AR I 30 438, L HESERIIN (2R) - () — FH 2R IR 4E /K H il 3L B8 98 % (2230mg,
9. 78mmol, 1.5 & ) TIo/K ~HIE B (5ml) KR S IR M 16h. SR
Ji » T IS A BB AT (10mL) SRR K A, HIREYIH R CFEAEE (3x 20mL)
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HEVEHEE /K Q0mL) Pk, & To/KERE T, I8 BAEWE k4. kR
R PSR AR (PRI -5 20% & 40% IR Z BRI O ) 4lifk DL S35 B VIR 1 bk it
&Y (2.532,94% ) .

[0268]  SEfitifhl 3

[0269]  (R)-3-(4-(2-(4-((S)-3- G —2- FRRL N4 L ) L) N —2- 0L ) &) ke -1,

2- “EEHIE AR
CeClx7H,0
MeCN, &% 0 (]

[0270]

(02711 J) (S)-2,2- — W 3 -4-((4-(2-(4-(R)- A | & g —2- FE W & 3L ) F )
P -2- 3t ) REHE ) WAL ) -1,3- &R (2530mg, 6. 34mmol, 1 & ) T 4N (25mL) H
IR WM CeCl, » TH,0 (5910mg, 15. 87mmol, 2. 5 4+ ) IR S IRIA 20h. ¥ hfE A
BRI SE I TR SR BES, FER TS B IR IRAE s NI Ak AR 8 e fe s A
il (PR 5 20% ORI R ZBEE 100% R 2.1 ) MFER Sep pak (10g, Welli -
F50% O LR B8 E 80% LFR L T5 ) #liAb DA AL 232 B iR 1A% i1k &4 (2250mg,
90% ) .

[0272]  sZjitfs 4

[0273] £ (S)-3-(4-(2-(4-((S)-3- W —2- LI N H I ) KI) H -2- K ) K
5 ) —2- BN HEIE R A Ak

pl

[0274]
4 “1
= N,
HO ? T OH "**——**MGI HO\; ?\ OH
j@ EL 26— F Fatex is) @
HO Ci o) L“CI

[0275]  7£ -78°CIH) (R)-3-(4-(2-(4-((S)-3- & —2- HHENE I ) HIL) N —2- ) HKHE
£ Wkt -1,2- K (1000mg, 2. 53mmol) TIo/K —& H %t (8. OmL) HH A WIE LR A
2,6- ZHIFEMEEE (590 u L, 5. 06mmol) M ZMES (144 v L, 2. 02mmol) o 1h /5, ¥ IR G
F &AL KR K IR RE 15 0%, BT IR A A & BN IR K E A I,
LK ETRIFLIE . 2R, IEH A el e I P 1l (Pl -2 2%
HEE A & e ) Alidk DA 4G 2005 1 B bR AL &4 (300mg, 27% ) o

[0276] & 1(A)-(C) 5B B TRtk 54 1. (S)-3-(4-(2-(4-((S)-3- & —2- ¥
L) KAL) TH -2- 3t ) AL ) -2- BRIAEER H AT PC-NMR $idf .

[0277]  sEjtafsl 5

[0278] (S)-1-FH -3-(4-(2-(4-(((S)—2,2—- — Wi —1,3- —5URI —4- K ) HEIL)
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BE) -2 ) R ) I -2- BRI R

[0279]
0 0 o} 0
HO WOH  HE o A aOH
(R (s STSOH > @] (s)

HO Cl 0 (o]
[0280] ] (R)-3-(4-(2-(4-((S)-3- G —2- B IE N A I ) KAL) H 2- L) FKHEKE)
PFE -1, 2- [ (1000mg, 2. 53mmol) T PR (8. 0mL) HH BV 2,2- — FH A L T e
(630w L,5.06mmol) FIMEALE KX H KRR RR . 14h Ji5 , %5 S MR A4 P S AN K I8 e K I
BiFE 15 4081, HAGFSIR SV LR BRI IR . A NG FE, & To/K IR 815 I+
. ZERIEH, ARG AR A LB R R P i (PR - 2% R & b ) 4l
PSR BEbR AL B0 o
[0281]  sLJitafsl 6
[0282] P8 (S)-1- & -3-(4-(2-(4-(((S)-2,2- — HIHE —1,3- — %R —4- 3 ) H&
B ) RHL) N -2- gk ) OREJE ) N —2- FEREI SRR

[0283]

>(0~F{’I 'Q"'OH AG0 0 ] T O

0" i shog xojg \QLCE

[0284]  |] (S)-1- & —3-(4-(2-(4-(((S)-2,2- —HI%E —1,3- "HURIF 4- %) HER)
IRIL) N —2- 3 ) KEIKRE) N -2- B (850mg, 1. 95mmol) F-Io/KMERE (6. 0mL) H AR VA W&
NN CTREF (280 n L, 2. 93mmol) FUEAL & K DMAP. 3h J& , K [ BiVR A4 H &AL BN /K Wk
PR IEEEE 15 0580, BB TSR GV 418 CBEA BRI BAE NS I, £ To /KRR E:
I ILIE . ZBRIEA, B R A Gt — DAt R a5 F
[0285] s 7
[0286] 8 (S)-1-F -3-(4-(2-(4-(R)-2,3- —FFLPEIE ) FH ) 1§ 2-F) &K
) -2 HEEE AR

[0287]

0 ~0 - |
>< jg %L Y BI(OTf)S HE) (R (s = OY
o 8 e

cl AcN HO
[0288]  [AIFHAI 218 (S)-1- 5 —3-(4-(2- (4= (((S)—2,2- —~FI%k -1, 3- 4RI —4- %)
FRAE ) RJE ) T —2- &%) RS ) T —2- Bls T oK 4G (8. 0mL) A B — IR A
= RS (300mg, 0. 46mmol) o 0. 5h JiT , W I WL VE & 400 FH ik I S AN N I8 LT 2 T
Wo B BHAE I, ETKBRBREE T, Bk, 2RV, BT AR Rkl i fek i i (2
53

pl
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W (PR 2% 2 5% FHEEM) & e ) 2lifb ARt 2R PE A bR @ik &4 (734mg,
86% ) o

[0289]1 & 2(A)—(C) Z+HB Ui B T FRdfb 54 418 (S)-1- & -3-(4-(2-(4-((R)-2,3- —F&
SRS ) I ) TH -2- 3L ) FREH) A -2- BRI AT PC-NMR i

[0290]  SLjEfA 8

[0291] R (S)-3-(4-(2-(4-((S)-2- LPEAEIE -3 SNEIE ) KAL) H -2- ) K
L) ke -1,2- —REERRI SR

[0292]
q ’X‘
o 0 & lillf Ei]n 5
HO\ OH A a
JrR) (s) Ac,O Y % %\‘ m/
HO Cl nhE 0 4 ¢ ©
Aq

[0203] i) (R)-3-(4-(2-(4-((S)—3— & —2- FRAL AL ) HH ) N —2- 3 ) HREHE) W
ft —1,2- —FE (500mg, 1. 27mmol) T JG7KMLAE (6. 0mL) H FIVEMEELL A LK (605 1L,
6. 35mmol) FEAL &) DMAP. 14h J&5 , ¥ [ MV &9 F &AL BN KIS OB K I EE 15 4081, B
FRAHR G — E P 2B IR B E VUG I, TR R B T, HodJg. 2Kk,
Fe¥ P AR BB A A PO B (BRI & 2% W) & e ) 4k DASR (it 2Rk
[ A bR AL 54 (621mg,94% )

[02904] FE 5 — AL T EH, R AW = 48 (S)-3-(4-(2-(4-((S)-2- & Mt
B -3- ENAESE ) JRIE) I -2- Fk ) IREE) Nk -1, 2- IERR TR B R I S N T R A

[0295]
= =
f | | DMARP D/d Q
T o .

o O
- o
0 g - /lk‘o)l\ WoE =8 |
Ho L oH A X MD.“_,E S OAC
* ®) )
®) (s} oot
HO cl

[0296] ¥4 ZFRIEF (4. 3g,41. Tmmol) HIAZRLEAKBHH (R) -3-(4-(2-(4-((S) -3-& —2- &
FEPEEL ) R ) N -2- ) KEH) W -1,2- —FE (2. 8g,6.95mmol) F1 DMAP (30mg,
0. 25mmol) T-Jo/KMERE (24mL) HAIVEW . 4 PTAS IS VR I I 1  FEIRE T B ke H AR &R
Y 2. /R .18 (50mL) Rk, B o 7K Bevgs (2x 40mL) , 4R J5 FHVA ) IM HCL /K&K (40mL)
TR FI) NaHCO, (40mL) 7K (40mL) $Edk. KA HLZEZ Mg,S0, T4, 1 I Ht 4 A5 23R 38
WORYY . R A Al (PR S 5% LR AR TR E S 20% 2R 2B Okt )
afi Ak DA A 52 T0 EORG AR S bR Ak 54 (3. 30g,91. 5% 775 ) .

[0207] P& 3(A)-(B) %01 i W] T A5 Ak &9 — 21 (S)-3-(4- (2-(4-((S)-2- L Bk A
B -3- AR ) ) B -2- L) FEE) Wk -1,2- ZHEERR AT PC-NMR $dE
[0298]  sjifafsl 9

[0299]  (R)-3-(4-(2-(4- FHLIRIL ) TH —2- Ft ) KAL) ke -1,2- A

[0300]
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(o} ! l “OH

O ‘ + A/OH K,CO;4 HOS

HO OH (R) B (R
HO

DMF, 70-80 C

[0301] [ XMy A (10g,43. 84mmol, 1. 0 & ) Tk ZHEEHEE I (35mL) H A4 #1137
TEZE NN K,C04 (9. 1g,65. 76mmol, 1. 5 & ) , JR R SWTER A FHiHE 20 2080, A
R(+) 4i/KH (3. 8mL,56. 99mmol, 1. 3 & ) FFKHRAITE 70-80°CHi 4t bho fEE IR
BB ATVAR (10mL) IIN ZE PSR ER OIE .. IR A 28 ZBE 2B (3x 15mL) « HHLE
2287 7K (10mL) B, & To/K B R EET158, 1 I8, BAEE Fik%h . Frfvk Rt i
PUgAE B (PeMi 7 40% 2 90% IR BRI Efe ) 2tk LASR At 23 WK AR R AL &
Yy (3.772,28% )«

[0302]  sLjifsl 10

[0303] (R)-3-(4-(2-(U-(R)- A L Fx —2- FEHI I ) KAL) N —2-
fi -1, 2- AR

[0304]

o
ot
pl
o
=4

HO

[0305] [a] (R)-3-(4-(2-(4- FR 2L 2R 3L ) 9 —2- 4% ) K& L) Wkt -1,2- /¢ (3. 77g,
12.49mmol,1. 0 4 & ) T /K & Mg (35mL) o ) 3 4 ¥ i 78 = I 0 N\ ik IR #6 (6. 1g,
18. 73mmol, 1.5 & ), KB EWAER T T 20 o 8. KHFEFHEZBEMA
(2R) - (=) - H 2K TR 46 /K H i 3£ B8 98% (4. 3g,18. 73mmol, 1.5 & ) T /KL (8mL)
[, ELAETR A 7E 30°C M. 120h. 7E % iR FH SAL B AR (BmL) SR K R iR A
Yo IREYVIH R CBRAEL (3x 10mL) « ANUZEHZE 17K (10ml) Fek, &K E:E T
f, i 8 HLAEWE T ik4E . FrfS ik RIS e PO A (s (PR & 5% & 10% HEE
TR ) Atk DR R IE IR AR A (4. 1g,91% ) .

[0306]  SjEfsl 11

[0307] = ZJ& (S)-3-(4-(2-(4-((R) - A LK —2- FEFIAIE ) RS ) 7§ —2- JE ) K
) Fike -1, 2- —REERE R

pl

[0308]
QO . ) (9]
HO Ac0 \) 10
A o)
HO |
X
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[0309]1 ] (R)-3-(4-(2-(4-((R) - A L e 2- HH H ) KIHE) W -2- %) KE
B WkE -1,2- = (3000mg, 8. 37mmol) T-Jo/KMtRE (15. 0mL) A1V BEELLIMA IR I
(1.97mL, 20. 92mmo1) AL DMAP. 14h J& , $ S N VR A4 F &AL B9 7KV BUPE K 3 BE
15 4050, HFTSIR &Y H SRR AR X ANUAEE I, ETKIRBREE TR It 8. 78
KA, HWE PSR L e e b iy (PR -3 2% ) S0 be ) 4lifb AR AL
SR A bR AL A (3. 3,89% ) .

[0310] K 4(W)-(C) 2B UL T hs @ &9 — 48 (9-3-(4-2-U-(R)-HH &
BE -2 JEHIAEIL ) RIL) T -2- JE) FREH) kE -1, 2- ZIEERAY H AT PC-NMR HidfE
(03111 sLjEfsl 12

[0312] —ZJR (S)-3-(4-(2-(4-((S)-3- G —2- AL EIL ) I ) H -2- Ft ) HKEHEL)
DIk —1,2- —FEFSHIE R

[0313]
@ &
e g CeClyx7H;O 0 s 0
“ gojﬁ; mo MeCN, @ 7. OT"]Q EL"‘GH
; 5 cl
A0 0

[0314] W] =% (S)-3-(4-(2-(4-(R) - E Lkt 2- B H AR ) KHE) H-2-4)
AR ikt -1,2- = &S (180mg, 0. 41mmol, 1 X4 &) T 2 5 (6mL) r {19 ¥ W I A
CeCly » TH,0(227mg, 0. 61mmol, 1.5 & ) FERHIRE W EIR 6he K4 B 15 3 €8 77 i % HL A
LR CTRVEEs FFTEIUE N IRAE TS BIF . T35k RV I R e Pk A i (P iR -
B 20% e R R A 60% LR TG ) Ak DAFR AR SR B bR AR AL A4 (172mg,
88% ).

[0315] K] 5(A)—(C) Bbrdtb &9 — 4 (S)-3-(4-(2-(4-((S)-3- & —2- RHENEAK)
RHE) N -2- ) AL ) kR -1, 2- ZHEEESH 'H.PC M PC APT NMR it

[0316]  sLjfsl 13

[0317]  =BEHAR (S)-3-(4-(2-(4-((S)-3- & —2- HLAEWEIL ) #HL) N —2- ) &
B ke -1, 2- RS -

[0318]

+ Q
Hoﬁ ,,;H:‘OH t).=o e
HO cl o
0
OH
[0319] ] (R)—3-(4-(2-(4-((S)—3— & —2- FRAL P& IE ) HH ) I —2- 3 ) HKEHK) K
ft -1,2- — M (700mg, 1. 77mmol) J o /K MEAE (6. Om1) H H ¥4 80 I N B8 FH R I (710mg’
7. 10mmol) HRHREWILE T0°CHN#R . 3h Ji , R S MR 540 FH SAL B 7KV BORE K IFEHE 16 7
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B, B IR S O CBZB IR KA VUG IF, & KRS, BidiE. 7
R, BT AR Rh ek i PR €3l (BRI =7 5% 22 30% R & ke ) 4lifb e
PRSI S

[0320]  FRAAL S ST AT A0 T o -

[0321]

[0322] &1 6(A)-(C) RbrBI AW =FRHIIE (S)-3-(4-(2-(4-((S)-3- & —2- AN &
) FIE) Py -2- 2R ) RESE) POk -1, 2- TEEERA) TH AT UC LK UCOAPT NMR Dtk
[0323] & 6(D) A1 (B) —=FRIIME (S)-3-(4-(2- (4-((S) -3~ 5 —2- FRIE AL ) Fik)
P —2- k) REHE) kT -1, 2- ZRERR EST MS ik

[0324]  SCitifs 14

[0325]  (2S)-1- & —3-(4-(2-(4- (P L JE —2- FEHEIL ) ZKIL ) T -2- F ) KEK)
H —2- FEH AR
[0326]

CeClyx7H,0

00 = m: E;.t » O 0

Df I\)o " [ C} J) I\[OH
Gl

(03271  [W] A1 ¥H e 497 A 0 XU T A — 4 /K H il BE E (13, 30g,39. 27mmol, 1 M) T &
JiE (30mL) K] ¥ W b N CeCl, « TH,0 (7. 30g, 19. 63mmol, 1/2 24 & ) 3 ¥ 18 & 4 [\l i
3.5he HFT1S F IR UE B H O LB Bedk, AR TR GE S TE BRI, T3k R
W A e R R A 1 (VR - 10% 2R LRI O ) 4l Ak LR Ak 52 2K 8 VA4 1
(28)-1- & -3-(4-(2-(4- (A O bt —2- FEHSEEL ) KRB ) T -2- &) REH) W -2- B
(2.12g,14% ) .

[0328]  sLjiEfsl 15

[0320]  1-(GRUT AL ) -3-(4-(2-(4-(3- G —2- FHLILNEIL ) R ) H —2- ) K
P —2- FE A R

[0330]

5 )

bl
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L
ope <
QL\/" U\o +OBOTH, —— 0 0
" \/ '\EDH £t HO,J) l\[DH
i a

[0331]  [MAMHHE 1- & -3-(4-(2-(4- (A O Jw —2- FEHAESE ) RIE) T —2- 3k ) 2R
) N -2- B (300mg, 0. 8mmol, 1 & ) T-HUT BE (5mL) HHVA— PRI [ 44 =3
Fers g (111) (10mg, 0. 015mmol, 1/50 & ) KR G M/E E B+ 12he IIABRER A
4 (0. 5mL) , 7Ek R T 28 R A ML, Bk R & F AR 3x 10mL) » FHHLZEH %
KPS 2x 10mL) , & To/KEREREE T4, 18, HALWUE Fik4s. Ak Ry @it e
P AR (Ve 5 40% 2 80% LR BRI Ct ) alifb DASR I 23R A 1- (HUT &
F)-3-(4-(2-(4-(3- & —2- BILWHARL ) I ) 7§ -2- %) KEHE) W -2- B (100mg,
28% )

[0332]  sLjiifsl 16

[0333] _TNFR (S)-3-(4-(2-(4=((S)-3- @ —2- (AMEEAZE ) WAL ) KIL) 1 -2- )
) ke -1,2- —EFERIE

[0334]

o J\‘:'{ e o 0 DMAR = :’X"ﬁ -\f.
I s I S0 L

- ts[T ko . 'E?%U 0\ O~
HOj/ , " E\a /\8 f] (§Lm\g
~ Ao

[0335] P PAEREF (4. 3g,41. Tmmol) MIAZKIFEHH (R)-3-(4-(2-(4-((9)-3- & —2- &
FENEM ) R ) N -2- %) REHR) Wkt -1,2- & (2. 8g,6.95mmol) F1 DMAP (30mg,
0. 25mmo1) T-JL/KMEHE (24mL) H VAT - W4 TS ISP o FEJRRE T BR 2k ie H kR
YIH 2 s (50mL) #ke, B S /K Ve (2x 40mL) , SR 5 VY IM HCL /KA (40mL)
Y11 NaHCO, (40mL) A17K (40mL) Peidk. FAHLES Mg,S0, 4, 138 HIk4g AFF 273
WORYD . P A A (SRR B 5% AR BRI O RS 20% R B O )
afifk DU A 52 0 EORG AR S bR AL &40 (3. 30g,91. 5% 775 ) .
[0336] & 15A A1 15B & AR (S)-3-(4-(2-(4-((S)-3- & —2- ( HELEE ) HEHE) 7K
B -2 H) REIE) ke -1,2- ZIEERRY H A PC NMR gt
[0337]  sLjEfsl 17
[0338] TR (S)-3-(4-(2-(4-((S)-2- (T HEA L ) -3- SN ) KAL) [ —2- JL)
I ) Pk -1,2- —EFERIE
[0339]
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X 'y
AT L, o RS e T
e e N Sy~
HO v o o
/"\AO

[0340] f THRHEF (4. 3g,41. Tmmol) MAZKIEHH (R)-3-(4-(2-(4-((S)-3- & —2- &
LS EE ) REE) N -2 Hk) FREEE ) Ak -1,2- 7 (2. 8g,6. 95mmol) Al DMAP (30mg,
0. 25mmol) FIL/KMENE (24mL) FF AR A P AR AR I B0 o AR T BR ML ne HAR AR
WIF 2 /% 2B (50mL) ke, B S FA/K ek (2x 40mL) , SR J5 FIVA I 1M HCL 7KV (40mL)
111 NalCO, (40mL) F7K (40mL) Peisko 5 HLZLE Me,S0, Tk, 1 iig Hk4e A3 ik 3
MR o =P E A R (VR - 5% LR BRI O R & 20% ZBR BRI Tt )
AL DISR AL 2 T R AR IR IR AL G4 (3. 30, 91, 5% )
[0341]  [& 16A A1 16B 2 TR (S)-3-(4-(2-(4-((S) —2- ( T Bt 2L ) -3- ®H AL ) &
B T -2- ) REEL) TkE -1, 2- BRI H AT PC NMR JBiE.
[0342]  sLjififl 18
[0343]  1- WAL —3- (4= (2= (4- R Lk —2- LWL ) SR ) [ —2- 3k ) 4L )
N —2- W IK£5 B
[0344]

IS | Heon ([
o~ S \? p— e NN

Q" SO e e O

[0345]  [A)AMEERTAYIN G A 48K H i ZEiE (500mg, 1. 46mmol, 1 245 ) THEE (5ml)
e I VR VR I ON A = 4 PR e R B4R (TTT) (90mg, 0. 146mmol, 1/10 245 ) KBS
TEZRBERE The IIABRIRESN (1ml) , 7EJRE T 28 KA AL AR RV — & B 2L (3x
5mL) o KA HLE 28 7K BEE (2x 5ml) , BT /KER R EE T8, i ig, HAEUE FikdE. Al
BERAYDE I R P (3 (PeM -7 10% 5 40% LR L ES I Ok ) 4k L3Rt 82 K
HEER AR B &4 (128mg,23% )

[0346] sty 19

[0347] 1-& -3-(4-(2-(4-(- ¥ 3- HHEIEHHEIE) FKH) § 2-F) %
P —2- FE A R

3t )

pl

[0348]
\/ L ¥4
- r’< = N
S, e LT
-. K\«O T Ho ‘\ OH

"y S Y ¢

| |
[0349] A ARTH HERT A 1- AR -3-(4-(2-(U- (MR & —2- L 3L ) )
P—2- 3 ) ZRA ) N -2- B (64mg,0. 17mmol, 1 24 &) T & F (2ml) 1 & W n A
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CeCl, *7H,0 (96mg, 0. 25mmo1, 1. 5 & ) HWHRA WA 17he KRS A ML B H
R 2 Ba ek, FRAE DR N IR A8 s Bl . ISk R s id i i oA el (el &
40% 4R BRI Lt ) Al IR 2K R R bR @4k &4 (T0mg, 99% )

[0350]  sjiifs 20

[0351] AR 1- G —3-(4-(2- (4= (2- #2233~ HARFENASE ) KAL) N —2- 3 ) K&
) N -2~ BEERRI AR

[0352]

[0353]  fnsiEfl 17 doxt T AR (S)-3-(4- (2-(4-((S)-3- & —2- (B EIL ) HER)
ARHE) T -2-HE ) RER) Wkt -1, 2- BRI T & .

[0354]  [&] 14A Al 14B +& AR 1- & —3-(4-(2- (4- (2- ¥2 3 -3- WAAIFEH A HE ) HH)
P —2- k) FEIE) T —2- BEESAY 'H AT PCONMR Yt

[0355]  SLjififs 21

[0356] LR (S)—1-(4-(2-(4-((S)-2- L P4k -3- SNEASE ) REE ) N —2- ) K&
3 ) -3 HAEIEN —2- FEFRA &k

[0357]
o %
o i |
(n} x O .r“\l.'—zo ’“"“\“/ o

o
d, .I'DH 0 : J \.\O
e r%}\ HIE \n’o;ﬁs; :RL Y
- Q
|

o ¢l o

[0358] i) (S)—1- &K —3-(4-(2- (4~ ((S) —2- &Ik —3- HIGHSE NS IE ) HHEE) 1 —2- %) K
AHE) T -2- I (15mg, 0. 036mmol) T-Jo/KMERE (1. Oml) HAIAERIELSINAN LERET 9L,
0. 091mmol) FNEAE Y DMAP. 5h &, K S TR A 40 AN K VT K FF3i bt 15 704, H
PR G — S P B IR A NG, TR BB T4, Hadjg. 28R,
H AT R R Pl e i (PR 5 10 2 20% AR AR C k) 2ifb DAt 2
1 [ A AR AL D

[0359] P 7(A)-(C) RFRAILAD LR (S)-1-(4-(2- (4= ((S)-2- L5 I -3- AN
B FRE) T -2- ) A ) -3- FHEKEA -2- ZEBRR H.PC A UC APT NMR i
[0360] K] 6(D) Al (E) &R (S)-1-(4-(2-(4-((S) -2 LBEAEAHE -3- FNAR ) Ki)
P -2 55 ) RS ) -3- RN —2- JEPRM EST MS Jailk.

[0361] =ik it

[0362]  sLjEfsl 22

[0363]  K§ LNCaP (2. 4x10"~ 4 A / FL) 40 B % A T 24- L R P i %, R J5 H
PSA (6. 1kb) — %G EEFRL (0. 25ug/ L) T RMIE LML MR FREEF Y. RH, H 4
AR AT WAV TAEEE 1 /BT, SR J5 B INA SOEREE \R1881 (InM) LA s U&= 52 4k
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TEFH R1881 Wi 7 48h J , W SR AN, FREAHN 9¢ 6 2R B T A 52 9 MR S AR SR A 1k 52
Ko R MR B CAAS R I NN 22 248 B I ELRE b Ak B 3% P o YR A 2 T 000 ) e R
i (FESRZ RS T AN )« EH— K= R FLBEAT e sl

[0364] P 8 IR AR AFFHIFANMEAED (Te3c A 13b) AN T ELEAL &40 A F1 B {4k 405
U

[0365]  Gl&] 8 & H, BEANA A B A ) 7= 77 B
[0366]

wew A e B

[0367]  tbAb, il BB ke B AT RRAR S A B A R PR Bl B AL CIRMUIE FREE )
ANEIE R s (BURLE R AR R ) — 38 RV R

[0368]  [Ait, Mkt &9
[0369]
HO 0
Y Y
HO

Cl (3¢) 1
]
Yo oY 0
T ey
0 CIG
Ao (9o

l (13b)
[0370]  FEARAFFHIGIT VA A BIFRLE 5 u M 10 n M AT 20 M T 57 & 5 .
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[0371]  SEJEfs 23

[0372]  UnsEHEfE] 22 FHREIR B E3E— 20 SEIG A F FH PSA— 2% )6 25 Il J R % YL LNCaP 4 f i3t
AT » AR A 8 FF B4 e A & W 0 57 i 8

[0373] AN EVISHEY) A FI B LU, WNAESLhef] 22 F .

[0374]
POAON
o 0 Ho,;ﬁ KI:OH
HO \OH
j) \\L o) cl
HO cl |
WEY A wEY B
[0375]  FTPPMT IR AT AT -
[0376]
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(3¢)+

(7¢) Fe

Nege!
Y

o)
£
E‘\ Y
? Cl 0
[0377]  ZJ& (S)-1-(4-(2- (4-((S)-2- Z.Bba J: —3- SR IL ) KAL) T —2- ) KSR
3 )—3— FAHETN —2— HLfE ( Seiam) 21)
(03781 K 9 mHHARANFFHIZEMMEEY) (1c.3¢c Tc MR (S)-1-(4-(2-(4- ((S)-2- .1k
AL -3 GUNAIE ) R ) TH 2- k) AL ) -3 HIAEIETA -2 SEE (SoiEf) 21)) ARNE
T A B A R B B S0 B R
[0379] R AR 4 WA 17 B 9 F & AR H 3R B AR A AL AW e BN H 7 2w
o
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[0380] % 4.
[0381]
KA 1C50 (uM +FrvfEMR2%)
wEY A 15.02 + 1.25
AW 1C 25.58 + 6.89
WEY 3C 11.61 +2.6
&) 1C 8.81+0.93
WEY) B 9.80 +2.28

ZR(S)-1-(4-(2-(4-((S)-2- L5, | 8.07+1.48
HE-3-GUN ) 2K T ) N -2-38) 2K
SIE)-3- A L TN -2-JE R (S i 451
21)

[0382]  sLfafs 24

(0383] ATV 3 A A I 52, H.3FRHH AN FF I RT 54005 W0 B R 8 s A &
.

[0384] AANFALEY) -

[0385]

[0386] 51L& A ELEL -
[0387]

FK):],J L\]:f)H

HO Cl

wEY A
[0388] 7% ff A AlamarBlue MISEFEME , H AR REREER — M 5E %6 KR 5 HE K1
LA, Wi B2 T~ R1881 FJ LNCaP 41 A 345 . PC3 4l AN FIA Th REME I I 25 52 4R HLi% 77 % $R43t
L5 R 32 AR TG 2R I 40 B B R B KB ) i 7
[0389] V& JJAIBGHE M 5E - 4 PC3 FI LNCaP 40 T~ & H 35 75 5 +0. 5% FBS H7E 96— FLAR H 4
Mo B8R, W PC3 A M A M A IR FE 4L &9 A B &9 Te Ab3E 2 K, BB LNCaP
AL BENPIFIAE Y A TRALER 1 /NF, 2 J5 0. 1nM R1881 4b3 3 K. {4 alamarBlue
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YHHEE 32 (Invitrogen) F2 Bl id v 16 77 SR 240 B TS /0

[0390] ZER T 10 Hr it H HERWALAF R ZL &Y (BRI 7o) MR 2 HEEE
Y CRMLEP A) IPfE

[0391]  sLjEfsl 25

[0392] S PREAE SIS

[0393] MR AARFR N2 100mm3 I F 485 717 K T Ji g i i % NOD—-SCID /)N R AT 2585 o
[0394] e RIE O AREER A Te A B9 A 5 10% DMSO/ T Kl G55t HE xiF 165
7 LNCaP S MRS A Zh P45 2 -

[0395] {5 FH < RO & g Fad ot S =X (LxWxH) *0. 5236 THELARFH

[0396]  GOMIE 11 /] WL, AR A AL &Y (RIALEW Te) 7298/ IR AR AR 5 TH A R0

[0397]1  b4b, B 11 RIARAFMRTANAEY) (RIEYD To) 1R TR AR /N BRBL AL
PR A AR T B S AL A CRMEG 4 A) BEARL.

[0398]  SJiifsl 26

[0399]  JE— D) R AR A L0

[0400] MR ARER N2 100mm3 I F 485 717 K T Ji g i % NOD-SCID /)N bR AT 2584 o
[0401] Rl MR 55. 23mg/kg AR LAY Tc 5L CMC/10% DMSO/Tween—20
AW B X HE A LNCaP SR RS MM Bh 45 24

[0402] A5 < RO &= e Hd o A X (LxWxH) 0. 5236 T H AR

[0403] G MNIE 12 AT UL, AR A THALE VI RT 25 ST AR Ak CRIGL A Te) TEID B AR
77 A 35

[0404]  SLJEfF] 27

[0405]  ARAFFHIHTZIH] 1C50

[0406] 3K 5 (UL T AR EANTTZHR TAHEY) A 1 1650,

[0407] W& 13 #2000 T AR IFHI S MEEYIHT 1C50.

[0408] X5
[0409]
PSA-luc IC50 (uM)

WwEY) S XA4E SD n
WwEY A 14.0 0.8 5
a4 153 3.4 4
— LR 26.0 4.1 4

[0410]
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[0411]
[0412]

1(8)-3-(4-(2-(4-((R)-FF 4
Lt-2-5E AR IE) K L)

T -2-55) FE I P 1, 2-
—

=PRI
1(9)-3-(4-(2-(4-((8)-3-48-2-
P AL PRI ) -2
) RAIE)-1,2-— B
i

60.2

8.1

2-BIE LM
[(S)-3-(4-(2-(4-((S)-3-%a(-2-
PRI R I) H-2-

) A -2 F P e

12.1

2.5

w5 A
FEAE I 5 rp 3R KRN/ BAE H RS B30 2R P 81 ) i A S 6 R 56 [ 6 A R iR

NI SR L R S A E LA Ak E LR B E AR L R R 1R B a5 AR

FEANAR
[0413]

R T B, AT St 5 S8 A D T AT oA DR ATl R 51 RN SCI A5

A RN R ROV 2, AT SR AL T RE — B R St T SR o KA DAL TR R T S SR
AT IX BEFN AR
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