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ESTROGENIC COMPOUNDS, PROCESS FOR 
THER PRODUCTION AND 

PHARMACEUTICALUSES THEREOF 

CROSS-REFERENCE TO RELATED 
APPLICATIONS 

0001. This application claims priority to U.S. Provisional 
Application Ser. No. 61/026,029, filed on Feb. 4, 2008, the 
disclosure of which is hereby incorporated by reference. 

FIELD OF THE INVENTION 

0002 The present invention pertains to the field of estro 
genic compounds. More particularly, the present invention 
pertains to estrogenic compounds that do not readily form 
quinones in Vivo, and to pharmaceutical compositions and 
methods comprising an estrogenic compound of the inven 
tion, or a pharmaceutically acceptable salt, ester or Solvate 
thereof. 

BACKGROUND 

0003. The safety of long-term steroid usage by women for 
purposes of estrogen replacement therapy (ERT) or oral con 
traception (OC) is currently under scrutiny. Epidemiological 
data can be hard to interpret due to changing patterns of usage 
and drug formulations. However, based on recent reviews by 
the WHI and others 1-6, we can at least estimate the mag 
nitude of the problem. Analysis of the increased risk factor for 
breast cancer for OC users would be about 1.2+0.2, and for 
ERT users about 1.5+0.2. Using data from the USA, if the 
median age of OC users is 25 years, the very low rate of cancer 
incidence in that age group combined with the low risk factor 
implies very few additional cases per 100,000 women. Given 
the uncertainty in the risk data and the perceived social ben 
efit, this is generally considered to be a small but acceptable 
risk for an different view of OC risk using higher risk factors, 
however, see ref. 7. For ERT users, their median age of ca. 50 
yr has a much higher cancer incidence which, when coupled 
with the increased risk factor, Suggests that there would be 
about 100-150 additional cases per 100,000 women. This is a 
significant number of cases, and after review of the epidemio 
logical data, current medical thinking in Canada and the 
U.S.A. is Summarized in a set of recommendations given by 
the Canadian Task Force on Preventive Health Care in May, 
20046: 

Recommendations 

0004. 1) Given the balance of harms and benefits, the 
Canadian Task Force on Preventive Health Care recom 
mends against the use of combined estrogen-progestin 
therapy and estrogen-only therapy for the primary pre 
vention of chronic diseases in menopausal women 
(grade D recommendation); 

0005 2) For women who wish to alleviate menopausal 
symptoms using hormone replacement therapy (HRT), a 
discussion between the woman and her physician about 
the potential benefits and risks of HRT is warranted. 

0006. These recommendations raised warning flags for 
patients and physicians alike, due to the strong demand for 
hormone replacement coupled with the puzzling risk/benefit 
analysis implicit in the Statement. Of course, a preferable 
alternative to traditional drugs used as hormone Supplements 
would be a safer, non-carcinogenic compound. 
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0007 Etiology of Breast Cancer: The etiology of breast 
cancer is complex, with hormone-dependent and hormone 
independent components 3. It was originally thought that 
the only relation between estrogens and cancer was through 
their ability to stimulate abnormal cell proliferation via estro 
gen-receptor mediated processes see ref. 8 and references 
therein. However, as a result of new evidence on the rela 
tionship between estrogens and cancer the field is undergoing 
a “paradigm shift'. A new mechanism of interest, which 
involves the formation of catechol estrogens as metabolites 
and their Subsequent oxidation to carcinogenic quinones, is 
not yet considered proven to be the dominant cause of breast 
cancer, but an increasing amount of evidence in its favor is 
appearing 8-17. 
0008 Quinone Formation and Carcinogenesis: The natu 
rally occurring estrogens estradiol and estrone have the clas 
sic steroid structure containing the A, B, C and D-rings, where 
estradiol is shown in FIG.1. The B, C and D rings are satu 
rated, but the A-ring is an aromatic phenol. Phenols are easily 
metabolized in the liver and elsewhere by the enzyme cyto 
chrome P450 hydroxylase 22. This leads to hydroxyl sub 
stitution at the positions adjacent to the first hydroxyl group 
(situated at position 3 in the A-ring), forming 2-OH estradiol 
and 4-OH estradiol. These metabolites, termed the “catechol 
estrogens' 9 can be further metabolized by oxidizing sub 
stances present in the cell, e.g. peroxidase/P450 or tyrosinase/ 
Os), or even in the presence of oxygen, to give the 2,3- 
quinone and the 3.4-quinone 9-17. 
0009 Quinones in general are electrophilic compounds 
which have a tendency to be tumor initiators and promoters, 
and several Such mechanisms are known 22. They can dam 
age DNA by combining with nucleic acid bases thus causing 
replication errors 22. They can deplete essential cellular 
antioxidants such as glutathione and thiol-containing pro 
teins, Subjecting the cell to oxidative stress 22. They can act 
directly as free radical generators via reduction to the semi 
quinone form and Subsequent redox cycling, producing 
superoxide ion 24. Different quinones show differing 
amounts of cytotoxicity due to these competing mechanisms; 
Some, Such as the naphthoduinones and anthraquinones are 
highly cytotoxic 22. 
0010 FIG. 1 shows the biological scheme of quinone for 
mation, starting from the natural hormone 17B-estradiol 
(hereafter “estradiol). Here the quinone formed involves 
only the A-ring, i.e., it is a benzoquinone. In the case of one of 
the conjugated equine estrogens present in the ERT drug 
Premarin (currently the third most prescribed drug in the 
USA), the naphthoduinone was formed and it was shown that 
hamsters treated with the naphthoguinone for 9 months 
showed 100% tumor incidence 11,12. This led Bolton, 
Cavalieri and co-workers to the conclusion that “metabolism 
of estrogens to catechols and further oxidation to highly reac 
tive o-quinones could play a major role in induction of DNA 
damage leading to initiation of the carcinogenic process' 
8,13,15-17. This short summary describes the catechol 
estrogen hypothesis of the etiology of breast cancer. 
0011 ERB-Selective Agonists: The recent discovery that 
estrogens bind similarly to the two receptor subtypes, ERC. 
and ERB, and that these receptors have different tissue distri 
butions, has resulted in major efforts to develop ligands which 
are selective agonists for either receptor 32.36 and 37. Such 
compounds have considerable potential for the treatment of a 
number of symptoms and/or diseases associated with estro 
gen deficiency, including hot flashes, osteoporosis and car 
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diovascular problems 37. Tamoxifen, and raloxifene, 
although developed before the discovery of the ERB subtype, 
are now classified as selective estrogen receptor modulators 
(SERMs) 32. Thus, tamoxifen and raloxifene exhibit both 
estrogenic and anti-estrogenic activity depending on tissue 
type. The anti-estrogenic activity of both compounds has 
been exploited to prevent re-occurrence of ER-positive breast 
cancer and the prevention of breast cancer in high risk 
women. Both drugs act as an agonist in the bone and thereby 
help prevent osteoporosis 37. Tamoxifen, but not ralox 
ifene, also acts as an agonist in the uterus and leads to an 
increased risk of endometrial cancer. However, neither of 
these compounds relieves hot flashes, the most common 
menopausal symptom. 
0012. In their search for ERC. and ERB-selective agonists 
most research groups have targeted non-steroidal families of 
compounds, inspired by the natural product lead structure 
genistein. Considerable Success has been achieved in this area 
for structures illustrated, for example, by WAY 2021.96 and 
ERB-041 38 and 39. These compounds show not only 
strong binding but also excellent selectivity for ERB vs. ERC.; 
the binding affinity ERB/ERC. ratios for these structures are: 
genisten (41); WAY 202196 (78); ERB-041 (226). However, 
the latter highly ERB-selective compounds appear to be 
devoid of classical estrogenic activity. They do not promote 
the growth of estrogen-dependent MCF-7 breast cancer cells, 
but also do not relieve hot flashes or protect against 
osteoporosis. The value of genistein for the treatment of hot 
flashes has not been unambiguously established, although 
soy products (containing genistein) are commonly used for 
this purpose. 
0013 There remains a need forestrogenic compounds that 
avoid the problem of quinone formation, while retaining hor 
monal activity. Compounds found to have such activity will 
be useful, for example, in hormone replacement therapy 
(HRT/ERT), in estrogenic hormone therapies and as contra 
ceptives. 
0014. This background information is provided for the 
purpose of making known information believed by the appli 
cant to be of possible relevance to the present invention. No 
admission is necessarily intended, nor should be construed, 
that any of the preceding information constitutes prior art 
against the present invention. 

SUMMARY OF THE INVENTION 

0015. An object of the present invention is to provide 
estrogenic compounds, a process for their production and 
pharmaceutical uses thereof. In accordance with an aspect of 
the present invention, there is provided a compound of For 
mula I, or a pharmaceutically acceptable salt, ester or Solvate 
thereof, 

Formula I 
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0016 where 
(0017 R is H, halogen or CH: 
0018 R is H, halogen or CH: 
0019 R is H, halogen or CH: 
0020 Rs is H, halogen, CF, C-C alkyl, CH-OH, 
CHOAc, CHCH-OH, CHCHOAc, CH-aryl, CH-het 
eroaryl, CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, OCH, 
OCHs, OCHAr, OCH-heteroaryl, OAc, SCH SCHs. 
SCHAr, SCH-heteroaryl, SOCH, SOCH, SOCHAr, 
SOCH-heteroaryl, SOCH, SOCH, SOCHAr, 
SOCH-heteroaryl, CN, CHO, COCH, COCHs, COH, 
COCH, COCHs, COCHAr, COCH-heteroaryl, 
CONH CONCCH). CONCH). CONCH): NO, 
(0021 R is absent, H or OH 
0022 R, is H or C.H. 
0023 Preferably, the compound of Formula I has the fol 
lowing structure of Formula Ia: 

Formula Ia 

0024. In accordance with another aspect of the invention, 
there is provided a composition comprising a compound of 
Formula I, or a pharmaceutically acceptable salt, ester or 
Solvate thereof, and a pharmaceutically acceptable diluent or 
excipient. 
0025. In accordance with another aspect of the invention, 
there is provided a method of hormone replacement therapy 
comprising administering a compound of Formula I, or a 
pharmaceutically acceptable salt, ester or Solvate thereof, to a 
subject in need thereof. 
0026. In accordance with another aspect of the invention, 
there is provided a method of oral contraception comprising 
administering a compound of Formula I, or a pharmaceuti 
cally acceptable salt, ester or Solvate thereof, to a subject. 
0027. In accordance with another aspect of the invention, 
there is provided a method of estrogenic hormone therapy 
comprising administering a compound of Formula I, or a 
pharmaceutically acceptable salt, ester or Solvate thereof, to a 
subject in need thereof. 
0028. In accordance with another aspect of the invention, 
there is provided a process for synthesizing a compound of 
Formula I, comprising coupling an enantiomerically pure 
ketone of Formula II with a lithium compound of Formula III, 

Formula II 

  

  



US 2009/0234024 A1 

-continued 
Formula III 

R 

R2 Li 

RO Rs 

R4 

where R and R are independently H, alkyl or a protecting 
group and R. R. R. Rs and R, have the meaning defined 
above in relation to Formula I. 

BRIEF DESCRIPTION OF THE FIGURES 

0029 FIG. 1 is a schematic of the hydroxylation of estra 
diol to form the catecholestrogens 2-OH estradiol and 4-OH 
estradiol, followed by their (auto)oxidation to form the cor 
responding 2.3- and 3,4-quinones. 
0030 FIG. 2 depicts ligand-receptor interaction for estra 
diol in 2D and 3D representations. The important H-bond 
networks at positions 3 and 17 are shown. 
0031 FIG. 3 provides a schematic overview of drug 
design implementation used in the invention. 1) a computer 
cluster used for computational analysis, 2) a model of estro 
gen receptor showing test ligand (blue) inside first amino acid 
envelope, 3) correlation of RBA predicted vs. experimental 
from docking program, 4) synthesis of novel compounds to 
be tested for Relative Binding Affinity (RBA). Not shown: 
Additional tests for hormonal potency, acute and long-term 
toxicity. 

DETAILED DESCRIPTION OF THE INVENTION 

0032 Unless defined otherwise, all technical and scien 
tific terms used herein have the same meaning as commonly 
understood by one of ordinary skill in the art to which this 
invention belongs. 
0033. The present invention provides estrogenic com 
pounds that avoid or minimize the problem of quinone for 
mation, which is typically associated with compounds cur 
rently used in ERT. The compounds of the invention have the 
structure of Formula I, or are pharmaceutically acceptable 
salts, esters or Solvates thereof, 

Formula I 

0034 where 
0035 R is H, halogen or CH: 
0036 R. is H. halogen or CH: 
0037 R is H, halogen or CH: 
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0038 Rs is H, halogen, CF, alkyl, CH-OH, CHOAc, 
CHCH-OH, CHCHOAc, CH-aryl, CH-heteroaryl, 
CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, OCH, 
OCHs, OCHAr, OCH-heteroaryl, OAc, SCH SCHs. 
SCHAr, SCH-heteroaryl, SOCH, SOCH, SOCHAr, 
SOCH-heteroaryl, SOCH, SOCH, SOCHAr. 
SOCH-heteroaryl, CN, CHO, COCH, COCHs, COH, 
COCH, COCHs, COCHAr, COCH-heteroaryl, 
CONH CONCCH). CONCH). CONCH): NO; 
0039 R is absent, H or OH; and 
0040 R, is H or ethynyl (i.e., CCH). 
0041 As would be readily appreciated by a skilled worker, 
the solvate can be a hydrate. 
0042. It should also be noted that if the stereochemistry of 
a structure or a portion of a structure is not indicated with, for 
example, bold or dashed lines, the structure or the portion of 
the structure is to be interpreted as encompassing all stereoi 
Somers of it. Moreover, any atom shown in a drawing with 
unsatisfied Valences is assumed to be attached to enough 
hydrogenatoms to satisfy the Valences. In addition, chemical 
bonds depicted with one solid line parallel to one dashed line 
encompass both single and double (e.g., aromatic) bonds, if 
Valences permit. 
0043. As used herein, the term “alkyl is used to refer to a 
straight or branched chain hydrocarbon having from 1 to 5 
carbon atoms. The term “alkyl includes saturated hydrocar 
bons as well as alkenyl and alkynyl moieties. 
0044 As used herein, the term “aryl is used to refer to an 
aromatic hydrocarbon group containing 6 to 10 carbonatoms. 
0045. As used herein, the term “halogen' is used to refer to 
fluorine, a chlorine, a bromine or an iodine. A preferred 
examples of Such a halogen is a fluorine or chlorine. 
0046. As used herein, the term "heteroaryl is used to refer 
to a 5- or 10-membered aromatic heterocyclic group contain 
ing one or more heteroatoms selected from an oxygen atom, 
a nitrogen atom, and a Sulfur atom. 
0047 Preferably, the compound of Formula I has the fol 
lowing structure and stereochemistry: 

Formula Ia 

wherein, R. R. R. R. R., are as defined above, and R is H 
or OH. 
0048. In accordance with a specific embodiment of the 
present invention there is provided a compound having a 
structure of Formula I, or a pharmaceutically acceptable salt, 
ester or solvate thereof, wherein 
0049 R is H, For CH: 
10050 R is Hor F: 
0051 R is H or F: 
0.052 Rs is H. F. C1, CF, CH, CHs, nCH7, iCH7, 
CHOH, CHOAc, CHCH-OH, CHCHOAc, CH-aryl, 
CH-heteroaryl, CH=CH, CHCH-SCH, CHCH-SCHs. 
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CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, OCH, 
OCHs, OCHAr, OCH-heteroaryl, OAc, SCH SCHs. 
SCHAr, SCH-heteroaryl, SOCH, SOCH, SOCHAr, 
SOCH-heteroaryl, SOCH, SOCH, SOCHAr, 
SOCH-heteroaryl, CN, CHO, COCHCOCHs, COH, 
COCH, COCHs, COCHAr, COCH-heteroaryl, 
CONH CONCCH). CONCH). CONCH): NO; 
0053 R is H or OH; and 
0054 R, is H or ethynyl. 
0.055 Preferably, R is H, F, C1 or CH, 
0056. In designing the compounds of the present inven 

tion, a multi-step process was employed. First a preliminary 
screen was performed on a computer using a program that 
facilitates the visualization of ligand-receptor interface, 
where the receptor in this case is an estrogen receptor. This 
initial pre-screen was done to identify candidate compounds 
Suitable for further computational analysis. A second com 
puter-implemented Screen was performed using a docking 
algorithm that provides a predicted relative binding affinity 
(RBA) for each compound. This second screen was per 
formed to identify a series of high affinity lead compounds. 
Finally, the lead compounds were synthesized and tested as 
described below. The overall process is depicted in FIG. 3. 

Computational Drug Design 

0057 Molecular Operating Environment computing plat 
form MOE, 2008 was selected for drug design. This soft 
ware is developed by the Chemical Computing Group (CCG) 
in Montreal and is attracting increased international usage. 
PC Spartan was used to calculate ligand Solvation energies 
29. A validation study was performed on a set of 25 ligands 
known to bind to human recombinant ERC. 11-13, 30, 31. 
First, a computer cluster (FIG. 3-1) was set up to handle the 
extensive computational requirements associated with con 
formational freedom of ligands and receptor flexibility 25, 
26. Modifications to existing software were required to make 
such a study feasible, and a “shell model of the receptor 
protein was created (FIG. 3-2) which made study of ligand 
receptor interactions much faster, e.g., a total CPU time of 
about 1 day per molecule. Techniques were also introduced to 
allow the protein geometry to relax to accommodate the 
ligand and tested various "scoring functions' to rankligand 
poses; the latter were compared to the log of the experimental 
RBA. Optimization of the training set and scoring function 
was performed and produced a strong correlation (FIG. 3-3), 
which allowed prediction of novel “agonists’ that would obey 
the design criteria. 
0058. In addition to the above development of the docking 
algorithm, recent improvements in visualization of the 
ligand-receptor interface were made by Chemical Computing 
Corporation which helped in establishing the preliminary 
screen for optimal ligand binding. Briefly, the H-bonding 
network which is optimum for estradiol was assumed to be 
important; this provides H-bond anchors at receptor residues 
Glu353, Arg394 and His524 (FIG. 2). As in estradiola water 
molecule was retained in the receptor cavity, which should 
participate in the H-bonding (FIG.2). To optimize the H-bond 
network the O-O distance should be near 11 A, as in estra 
diol. Next, using FIG. 2 to visualize the receptor cavity, the 
ligand should not cross the boundary of the cavity exces 
sively, or the protein will be unable to adjust sufficiently to 
accommodate it. Finally, the Solvation energy of the ligand 
(computed using PC Spartan software 28) must not be too 
large since the ligand must be de-Solvated when entering the 
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receptor. Constraints on the ligand described above are simi 
lar to a “pharmacophore model' discussed by John Katzenel 
lenbogen and coworkers 33 and used as a screening tech 
nique prior to their own syntheses. 
0059. Using the criteria above as a pre-screen requires 
only about 5 minutes and allows rejection of many otherwise 
apparently promising compounds. Molecules which passed 
the pre-screening tests were sent to the docking program 
described above and an RBA for each compound was pre 
dicted for binding to ERC. A series of predicted high-affinity 
lead compounds were synthesized and tested as set out below. 
Synthesis of Compounds 
0060. In accordance with another aspect of the invention, 
there is provided a process for synthesizing a compound of 
Formula I, comprising coupling an enantiomerically pure 
ketone of Formula II with a lithium compound of Formula III, 

Formula II 

Formula III 

RO Rs 

R4 

where R and R are independently H, alkyl or a protecting 
group and R. R. R. Rs and R, have the meaning defined 
above in relation to Formula I. As described in more detail 
below, the lithium compound of Formula III can be prepared 
using known techniques, for example, by reacting the corre 
sponding brominated compound nBulli. The product of the 
coupling reaction is a mixture of unsaturated hydroxyliso 
mers, which are Subsequently subjected to dehydrogenolysis 
and deprotection (as necessary) and the resultant isomers are 
separated to yield the compound of Formula I. 
0061. As would be readily appreciated by a worker skilled 
in the art, alternative synthetic methods can be used to prepare 
the compounds of the present invention. 
0062. In describing the compounds of the invention, it is 
important to note that their numbering is based on steroid 
numbering, as shown below. 

ACD-estrogen 
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-continued 

estradiol 

0063 Compound 1, the first target molecule, was synthe 
sized and studied by radiolabel assay to determine binding 
activity. Relative to estradiol (set at 100%) the RBAs for ERC. 
and ERB were determined to be 1.5% and 21.5%, respec 
tively. This demonstrated that ring A can be successfully 
coupled to rings CD and that the first Such compound shows 
selective binding, favouring ERB by a factor of 15. However, 
it was found not to block formation of quinones. 

Activity Testing 
0064. The compounds of the present invention are estro 
genic and do not readily metabolize to quinones in vivo. 
Following synthesis, the compounds were tested to confirm 
their properties are as predicted by the computational analy 
ses described above. 
0065 Tests for relative binding affinity: These tests are 
well described in the literature 31. Briefly, a radiolabel assay 
is used where competition for the receptor binding site is set 
up between radiolabeled estradiol and the ligand under inves 
tigation. Displacement of the radioactivity means that the 
ligand shows binding to the receptor, and this is quantified to 
give the relative binding affinity (RBA). Here strong binding 
is highly correlated with hormonal potency (unless antago 
nists are designed deliberately, which was not the goal of the 
present invention). 
006.6 mRNA transcription assay: This assay, which is a 
measure of hormonal potency, is also given in the literature 
and follows standard protocols 12. For hormone assays an 
estrogen response element driven luciferase will be trans 
fected into COS-7 ER+ cells, to test for transcriptional acti 
Vation by test compounds relative to estradiol. Compounds 
with estrogenic activity cause luciferase production, which is 
monitored by luminescence detection using standard, well 
known techniques. 
0067 Quinone related toxicity assay: The toxicity of test 
compounds is determined by exposure of intact hepatocytes 
to the test compound. Toxicity levels are expressed as LC50 
values following 2 hour exposure. 
0068 Tests for carcinogenicity: The protocol used in 
Pratt's laboratory on studies of retinoic acid and its receptor 
35 will be used to test the compounds of the present inven 
tion. MCF-10A cells will be used, which are immortalized 
human mammary epithelial cells devoid of tumorigenic activ 
ity. These cells will be subjected to parent drug or metabolites 
at increasing concentrations for periods between 5 and 25 
days. Cells will then be trypsinized and replated in soft agarat 
the end of the treatment period and assessed for anchorage 
independent colony formation. Some cells will continue to be 
exposed to drug by inclusion of the appropriate concentration 
to determine tumor promoter activity, while others will 
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remain without. Colonies will be isolated and expanded. Inci 
dence of mutation will be determined using the HPRT gene as 
an indicator by growth in 6-thioguanine. Commonly upregu 
lated genes, including c-myc, p65 Rel-A, Survivin, p53 (mut) 
and PIN 1, will be assessed by immunoblot and RT-PCR. 
Transforming quinones, i.e. 4-OH equilenin, will be com 
pared with the novel compound and its metabolites in the 
MCF-10A transformation assay. 
I0069. To assess tumorigenicity, ca. 1x10 cells from 20 
different colonies will be injected subcutaneously into 8 
week-old female nude mice. These mice are sexually mature 
and produce normal levels of endogenous estrogen. Mice will 
be examined on a weekly basis for tumor formation over a 
period of 1 year. Tumors will be measured and weighed after 
sacrifice and parameters including ER/PR status and mitotic 
index assessed. The results will permit comparison of the 
inherent tumorigenic activity of estradiol to that of the com 
pounds of the invention. To be pharmaceutically useful, com 
pounds should exhibit low or Zero tumorigenicity. 

Pharmaceutical Compositions and Uses Thereof 

0070 The compounds of the present invention are useful 
as estrogenic compounds. One aspect of the invention pro 
vides methods for treating or preventing disorders related to 
estrogen functioning. For example, the compounds of the 
present invention can be administered as alternatives to cur 
rent hormone/estrogen replacement therapies (HRT/ERT), 
estrogenic hormone therapies and oral contraceptives. 
Accordingly, one aspect of the invention provides a method of 
hormone replacement therapy comprising administering a 
compound of Formula I, or a pharmaceutically acceptable 
salt, ester or solvate thereof, to a subject in need thereof. 
Another aspect of the invention provides a method of oral 
contraception comprising administering a compound of For 
mula I, or a pharmaceutically acceptable salt, ester or Solvate 
thereof, to a subject. 
0071. In another example, the present invention provides a 
method of estrogenic hormone therapy (EHT) comprising 
administering a compound of Formula I, or a pharmaceuti 
cally acceptable salt, ester or Solvate thereof, to a Subject in 
need thereof. EHT is a general term used to refer to a broad 
range of indications including, but not limited to, female 
hypogonadism, osteoporosis, castration, primary ovarian 
failure, amenorrhea, dysmenorrhea, oligomenorrhea, lacta 
tion Suppression, growth attenuation, and some male infertil 
ity or prostate cancer treatments. 
0072 The term “subject as used herein, refers to an ani 
mal, preferably a mammal, most preferably a human, who has 
been, is or will be the object of treatment, observation or 
experiment. 
0073 Administration of the compound of the present 
invention can be carried out via any of the accepted modes of 
administration or agents for serving similar utilities. Thus, 
administration can be, for example, orally, nasally, parenter 
ally, topically, transdermally, or rectally, Sublingually, intra 
muscular, Subcutaneously, or intravenously in the form of 
Solid, semi-solid, lyophilized powder, or liquid dosage forms, 
Such as for example, tablets, Suppositories, pills, soft elastic 
and hardgelatin capsules, powders, Solutions, Suspensions, or 
aerosols, or the like, preferably in unit dosage forms suitable 
for simple administration of precise dosages. The composi 
tions will include a conventional pharmaceutical carrier or 
excipient and a compound of the present invention as thefan 
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active agent, and, in addition, may include other medicinal 
agents, pharmaceutical agents, carriers, adjuvants, etc. 
0074. In accordance with specific embodiments of the 
invention, Such compositions will take the form of a capsule, 
capletortablet and therefore optionally also containa diluent, 
a disintegrant, a lubricant and/or a binder. 
0075 Alternatively, a compound of the invention can be 
formulated into a Suppository using, for example, about 0.5% 
to about 50% active ingredient disposed in a carrier that 
slowly dissolves within the body, e.g., polyoxyethylene gly 
cols and polyethylene glycols (PEG), e.g., PEG 1000 (96%) 
and PEG 4000 (4%), and propylene glycol. 
0076 Liquid pharmaceutically administrable composi 
tions can, for example, be prepared by dissolving, dispersing, 
etc., a compound of the invention (e.g., about 0.5% to about 
20%), and optional pharmaceutical adjuvants in a carrier, 
Such as, but not limited to, water, Saline, aqueous dextrose, 
aqueous cyclodextrin, glycerol, ethanol or the like, to thereby 
form a solution or Suspension. 
0077. If desired, a pharmaceutical composition of the 
invention can also contain minor amounts of auxiliary Sub 
stances such as wetting or emulsifying agents, pH buffering 
agents, antioxidants, and the like. 
0078 Actual methods of preparing such dosage forms are 
known, or will be apparent, to those skilled in this art; for 
example, see Remington's Pharmaceutical Sciences, 18th 
Ed., (Mack Publishing Company, Easton, Pa., 1990). The 
composition to be administered will, in any event, contain a 
therapeutically effective amount of a compound of the inven 
tion. 
007.9 The therapeutically effective amount of a compound 
of the invention will vary depending upon a variety of factors 
including the age, body weight, general health, diet, mode 
and time of administration, rate of excretion, drug combina 
tion, the severity of the particular disease-states, and the host 
undergoing therapy. 
0080. The above paragraphs all apply to use of the com 
pounds for monotherapy applications, i.e. where only one 
compound at a time is used. However, the RBAs of the devel 
oped compounds show a range of binding affinities ranging 
from strongly ERO-selective to strongly ER-3 selective. It 
can be desirable to use a mixture of both types of compounds 
as a combination therapy. 
0081. To gain a better understanding of the invention 
described herein, the following examples are set forth. It 
should be understood that these examples are for illustrative 
purposes only. Therefore, they should not limit the scope of 
this invention in any way. 

EXAMPLES 

Example 1 

Synthesis of ACD Estrogenic Compounds 

0082 Scheme 1 outlines a general scheme useful for the 
synthesis of the ACD ring-containing compounds of the 
present invention. 
0083. The CD ring moiety, compound 3, was synthesized 
in enantiomerically pure form following an established litera 
ture procedure. 
0084. The A ring part, compound 1, was either obtained 
from a commercial source as the corresponding phenol or was 
synthesized via known literature methods that typically 
involved purchasing the non-brominated precursor and then 
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carrying out an electrophilic bromination using either Br or 
N-bromosuccinimide in a suitable solvent. 

I0085. The phenolic OH and the secondary OH in the D 
ring were protected (to —OR or—OR, respectively) in order 
to be non-reactive to the n-Butyllithium (Bulli) treatment by 
conversion to ethers using groups such as CH , PhCH2— 
CH=CH-CH, CHOCH2—MOM), or tetrahydropyra 
nyl, THP or conversion to silyl ethers such as tertbutyldim 
ethylsilyl (tBDMS). Subsequent deprotection was performed 
using known methods for deprotection. Rand R can be the 
same or different protecting groups. 
I0086 Alternatively, the phenolic OH is not protected and 
the reaction was performed using an extra equivalent of 
nBuLi instead. 

I0087 Furthermore, if the substituents on the A ring are 
reactive to nBuLi, then it can be necessary to include addi 
tional steps for protection (and Subsequent deprotection) of 
these substituents. Again, the protection and deprotection 
steps were performed using standard methods. 
I0088 Commercial nBuLi in tetrahydrofuran (THF) was 
used most commonly to convert compound 2 into the nucleo 
philic lithiated derivative. Alternatively the magnesium 
derivative can be prepared using either Mg in ether or THF or 
isopropyl magnesium chloride in THF as the reagent to carry 
out the bromine to metal exchange. The halogen metal 
exchange reaction can also be carried out on the iodo analogs 
of compound 2 and in some cases on the chloro analogs of 
compound 2. 
I0089 Compound 4 is obtained as a mixture of isomers that 
can, but need not be separated. Each is easily dehydrated to 
give a mixture of the unsaturated isomers 5 and 6. This mix 
ture shows good binding to the estrogen receptors. The 
sequence 4 to 7 can be carried out in a single pot with aqueous 
acid. For the purpose of preparing the desired compound 7. 
the mixtures of alkenes 5 and 6 were not separated but hydro 
genated with H2/Pd/C which leads to a separable mixture of 7 
and 8. These were separated via silica gel column chroma 
tography. There are many other known hydrogenation cata 
lysts that could have been used in place of Pd/C 
0090 Compounds 4 can also be formed from 2 and 3 
without protecting the hydroxyl group of 3. In Such cases two 
equivalents of 2 and slightly more than 2 equivalents of Bulli 
was used per equivalent of compound 3. 
0091. The structures were assigned on the basis of their 
proton and carbon NMR spectra. The beta isomers 6 have the 
natural steroid stereochemistry. These compounds bind most 
strongly to the estrogen receptors. They show ERB to ERC. 
selectivity that is typically greater than 5:1. 
0092. The sequence of reactions from compound 4 to 7, 
that is dehydration, deprotection and hydrogenation can be 
changed. The choice is dictated by the properties the various 
intermediates and the ease of separation. One possible 
example is dehydrogenation, hydrogenation, separation of 
the isomers at C9 and then deprotection. 
0093. The triethylsilane induced hydrogenolysis of the C9 
hydroxyl group can also be carried out after deprotection 
steps that do not cause dehydration. Other known methods of 
hydrogenolysis of the C9 hydroxyl group in compound 4 or a 
deprotected version thereof, such as Raney Nickel/ethanol or 
via acid catalyzed NaBHCN can also be used. 
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Example 2 

Synthesis of ACD Estrogenic Compounds Via Alter 
nate Route 1 

0094 Scheme 2 depicts an alternative route for the syn 
thesis of compounds of Formula I in which there is a double 
bond at C11-C9 or C9-C8. 

4 Scheme 2 

dehdrate 
Compound 4 - > 

and deprotect 

TfG) 
-e- Compound 3 RN/CHCl2 TfG) 

-- 

5 

10 

Pd(0) cat. 
Mixture of compounds + compound 2 - - 

9 and 10 

R2 Mixture of compounds 5 and 6 

RO 

Example 3 

6 Synthesis of ACD Estrogenic Compounds Via Alter 
H/Pd nate Route 2 

Mixture of compounds - > 
5 and 6 solvent 0.095 Scheme 3 generally depicts a method for resolving 

the racemic compound 4 into its enantiomers. 
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BFEt2O/EtSiH 
Hess 

CHCl2 

Mixture of compounds 7 and 8 

Example 4 

Experimental Procedures for Synthesis of ACD 
Estrogenic Compounds 

General 

0.096 All moisture sensitive reactions were carried out 
under nitrogen atmosphere. Anhydrous solvents were 
obtained as follows: THF, EtO, distilled from sodium and 
benzophenone; CHCl distilled from Cah. Analytical TLC 
was performed with 0.25 mm silica gel 60F plates with 254 
nm fluorescent indicator from Merck. Plates were visualized 
by ultraviolet light and treatment with acidic ceric ammo 
nium nitrate or potassium permanganate stains followed by 
gently heating. Silica gel 60, (40-60 um) was purchased from 
Aldrich. The "H NMR and 'C NMR was recorded on a 
Bruker Avance 500, 400 and 300 spectrometer. Mass spec 
troscopy (MS), using either electron impact (EI) or chemical 
ionization (CI), was performed on a V. G. Micromass 7070 
HS mass spectrometer with an electronbeam energy of 70 eV 
(for EI). High-resolution mass spectroscopy (HRMS) was 
performed on a Kratos Concept-11A mass spectrometer with 
an electron beam of 70 eV, or a JEOL double focusing mag 
netic sector mass spectrometer JMS-AX505H. 

General Procedures: 

Synthesis of CD Ring Moiety 3. (Hajos-Parrish Ketone) 

0097 

OH 

0098. This compound was prepared in enantiomerically 
pure form following the very well known Hajos-Parrish 
ketone procedures. a) Hajos, Z. G.; Parrish, D. R. Org. Synth. 
1984, 63, 26; b) Micheli, R. A.: Hajos, Z. G.; Cohen, N.; 
Parrish, D. R.; Portland, L.A.; Sciamanna, W.; Scott, M. A.; 
Wehrli, P. A.J. Org. Chem. 1975, 40, 675. 

Sep. 17, 2009 

Protection of the Bromophenols as TBDMS Ethers 1: 
0099 

TBSO Rs 

R4 

0100. The appropriate 4-bromophenol (25 mmol) and imi 
dazole (1.25 equiv.) were dissolved in a 1:1 DMF/THF solu 
tion (15 mL). TBDMSC1 (1.25 equiv.) and DMAP (trace) 
were added and the reaction mixture was stirred overnight at 
room temperature. The mixture was diluted with distilled 
water (75 mL) and ether (75 mL) and then extracted with ethyl 
acetate (3x75 mL). The organic extracts were combined, 
dried over MgSO filtered, and evaporated in vacuo. The 
crude product was purified on a flash column. Elution with 
hexane afforded of the desired product as a clear colorless oil 
in generally greater than 90% yield. All compounds produced 
by this route had 'Hand 'C NMR spectra in agreement with 
the desired structures. 

Protection of the Bromophenols as MOM Ethers: 
0101 

MOMO Rs 

R4 

0102 N,N-diisopropylethylamine (49.7 mmol) and chlo 
romethyl methyl ether (49.7 mmol) were added to a solution 
of 4-bromophenol (24.9 mmol) in 30 ml of dry dichlo 
romethane (DCM) under nitrogen atmosphere at 0°C. The 
resulting yellow mixture was stirred for 30 min. at 0°C. then 
left over night at room temperature. The organic mixture was 
diluted with aq. 10% NaOH (30 ml) and extracted with 
dichloromethane (3x30 mL). The organic layers were com 
bined, dried over MgSO filtered and concentrated in vacuo. 
The crude product was purified on a silica column. Elution 
with 15% ethylacetate in hexane afforded the desired product 
as yellowish oil with yields approaching 97%. All compounds 
produced by this route had "H and 'C NMR spectra in 
agreement with the desired structures. 
Protection of the 17-OH Group in the Hajos-Parrsish Ketone 
as its TBDMS Ether: 

(0103) 

OTBS 
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0104. To a solution of the Hajos-Parrish ketone (17.85 
mmol) in dimethylformamide (20 mL) was added imidazole 
(35.7 mmol) and TBDMSC1 (19.23 mmol). The reaction mix 
ture was stirred at room temperature for 1 h. The reaction 
mixture was diluted with EtOAc and washed with water and 
brine. The organic layers were combined, dried over MgSO, 
filtered and concentrated in vacuo. The crude yellow oil was 
purified on a silica column. Purification of crude product 
afforded the desired product as clear oil in 90% yield. H 
NMR (300 MHz, CDC1) & 3.80 (t, J=4.8 Hz, 1H), 2.41 (m, 
2H), 2.23 (m, 3H), 1.96 (m, 2H), 1.62 (m,3H), 1.90 (m, 1H), 
1.09 (s.3H), 0.89 (s, 9H), 0.04 (s, 6H), ppm: 'C NMR 
(CDC1, 75 MHz) & 213.4, 79.8, 43.5, 43.4, 42.3, 36.8, 32.3, 
32.1, 28.3, 25.7, 20.3, 18.0, -4.5, -4.9 ppm: Mass (EI) m/z 
282 (0.9%, M), 267 (3.8%), 225 (100%); HREIMS m/z. 
Found for CHOSi: 282.2053. 

Protection of the 17-OH Group in the Hajos-Parrish Ketone 
as its MOM Ether: 

01.05 

OMOM 

0106 To a solution of Hajos-Parrish ketone (5.95 mmol) 
and chloromethyl methyl ether (7.73 mmol) dissolved in 
DCM (15 mL) under nitrogen atmosphere was added N.N- 
diisopropylethylamine (7.14 mmol) at 0°C. The resulting 
reaction mixture was stirred for 2 hrs at room temperature. 
The reaction mixture was diluted with brine (10 mL) and 
water (5 mL) and extracted with DCM (3x10 mL). The 
organic layers were combined, dried over MgSO filtered 
and concentrated under vacuo. The crude yellow gummy 
product was purified on flash column, eluting with 30% ethy 
lacetate in hexane afforded the desired product as colorless oil 
in 75% yield. "H NMR (400 MHz, CDC1) & 4.58 (m, 1H), 
3.69 (t, J=5.7 Hz, 1H), 3.30 (s, 3H), 2.43-2.28 (m, 2H), 
2.34-2.07 (m, 3H), 2.05-1.82 (m, 2H), 1.69-1.52 (m, 3H), 
1.10 (s.3H) ppm: 'CNMR (400 MHz, CDC1) & 212.5, 95.4, 
83.9, 77.3, 77.0, 76.7, 55.1, 43.8, 42.5, 42.2, 36.5, 32.3, 28.9, 
28.1, 20.2 ppm. 

Preparation of Enol Triflates of TBDMS Protected Hajos 
Parrish Ketone: 

01.07 

OTBDS OTBDS 

-- 

TfG) TfG) 

0108. To a cold (-78°C.) solution of lithium diisopropy 
lamide (2.65 mmol) in THF (10 mL) was added slowly 
TBDMS protected Hajos-Parrishketone (1.77 mmol) in THF 
(5 mL). After one hour at this temperature, a solution of 
N-(phenyl)triflimide (2.12 mmol) in THF (5 mL) was intro 

Sep. 17, 2009 

duced, and the reaction mixture was allowed to warm to room 
temperature for 2 h. The resulting mixture was quenched with 
NHCl (15 mL) and extracted with ether (3x15 mL). The 
organic phase was dried over MgSO and the solvents were 
evaporated under vacuo. The residue was purified by silica gel 
column chromatography eluting with hexane to afford color 
less oil (70%). H NMR (400 MHz, CDC1) & 5.62 (m. 1H), 
3.71 (m. 1H), 1.9-2.4 (m, 7H), 1.2-1.6 (m, 4H), 0.92 (s, 3H), 
0.86 (s.9H), 0.01 (s, 6H), ppm; "C NMR (CDC1, 100 MHz) 
& 147.6, 122.0, 79.2, 43.2, 42.9, 39.8, 32.3, 31.1, 30.0, 28.1, 
27.7, 25.8, 24.6, 20.0, 19.5, -4.5, -4.9 ppm, Mass (EI) nm/z 
414.15, (100%, M) HREIMS m/z. Found for 
CHFOSSi: 4.14.1508. 
Coupling of a Protected A Ring Moiety with Unprotected 
Hajos-Parrish Ketone: General Procedure A. 

OH 

TBSO Rs 

0109 Protected bromophenol derivative (8.92 mmol) was 
dissolved in dry THF (20 mL) under nitrogen. The solution 
was placed in a Dry Icefacetone bath (-78°C.) and n-butyl 
lithium (8.92 mmol.) was added drop wise. The solution was 
stirred for 5 minutes and a solution of unprotected Hajos 
Parrishketone (2.97 mmol), dissolved in dry THF (2 mL), and 
added drop wise. The reaction mixture was quenched after 10 
min with sat. NHCl solution (10 mL) and of water (10 mL). 
The solution was extracted with EtOAc (3x30 mL), dried over 
MgSO filtered and evaporated under vacuo. Flash chroma 
tography of the crude product starting the elution with 30% 
EtOAc:hexane to 50% EtOAc:hexane generally allowed one 
to separated cleanly both stereoisomers with overall yields 
approaching 80%. The isomer having the A ring in the equa 
torial position relative to the CD ring eluted first. All com 
pounds produced by this route had 'Hand 'C NMR spectra 
in agreement with the desired structures. 
Coupling of a protected A ring moiety with either MOM or 
TBDMS Hajos-Parrish Ketone: General Procedure B. 

TBSO 
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-continued 
OMOM 

R 

R s 
w 

OH 

TBSO Rs 

R4 

0110. A suitably protected bromophenol (2.94 mmol) was 
dissolved in dry THF (20 mL) and placed in a Dry Ice/acetone 
bath (-78°C.). n-Butyllithium (2.94 mmol) was added drop 
wise and the solution was left to stirfor 5 minutes. A protected 
CD ring (1.67 mmol) was dissolved in dry THF (2 mL) and 
added drop wise. After 10 min., the reaction mixture was 
quenched with sat NHCl solution (10 mL) and water (10 
mL). The solution was extracted with EtOAc (3x30 mL), 
dried over MgSO filtered and evaporated under vacuo. The 
crude product was eluted with 5% EtOAc:hexane to 10% 
EtOAc:hexane on silica gel column afforded a mixture of 
both isomers, typically in 75% yield. All compounds pro 
duced by this route had "H and 'C NMR spectra in agree 
ment with the desired structures. 
Dehydration and Deprotection of the A-CD Coupled Prod 
ucts. General Procedure C. 

OH 

O) R2 
-- 

HO Rs 

R4 
OH 

R C) R2 

HO Rs 

R4 

0111. A mixture of both isomers (0.146 mmol) of the 
condensation products of A and CD rings obtained using one 
of the two general procedures A or B described above was 
dissolved in toluene (2 mL). A trace of para toluenesulfonic 
acid (PTSA) was added. The solution was kept at room tem 
perature until TLC showed the disappearance of the starting 
material. The mixture was concentrated in vacuo and Sub 
jected to silica gel column chromatography. Elution with 20% 
ethyl acetate:80% hexane afforded a mixture of both isomers 
usually in more than 85% yield. 
0112 The above dehydration mixture (0.130 mmol) was 
dissolved in THF (3 mL) and TBAF (0.130 mmol) was added 
to the solution drop wise. The resulting mixture was left for 10 
min, diluted with brine (1 mL) and water (1 mL) and extracted 

10 
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with EtOAc (3x10 mL). The organic layers were combined, 
dried over MgSO filtered, and concentrated in vacuo. The 
crude product was Subjected to a silica gel column chroma 
tography. Elution with 25% EtOAc:75% hexane afforded the 
product mixture, generally in greater than 80% yield. All 
compounds produced by this route had "H and 'C NMR 
spectra in agreement with the desired structures. 
Deprotection of the Initial A-CD Ring Coupled Products. 
Retaining the 9-OH Group. General Procedure D. 

OH 

R 

R w 
w -- 

OH 

HO Rs 

R4 

0113. A mixture of both isomers from condensation prod 
uct of A and CD ring (0.127 mmol) produced by the general 
procedure A, above, in which the bromophenol was protected 
as its TBDMS derivative was dissolved in THF (2 mL). A 
THF solution of TBAF (0.127 mmol) was added, the mixture 
was kept for 10 minutes then diluted with brine (1 mL) and 
water (1 mL) and extracted with EtOAc (3x5 mL). The 
organic layers were combined, dried over MgSO filtered, 
and concentrated in vacuo. The crude product was Subjected 
to a silica gel column eluting with 25% EtOAc:75% hexane to 
afford the desired product mixture, generally in greater than 
90% yield. All compounds produced by this route had 'Hand 
'C NMR spectra in agreement with the desired structures. 

Hydrogenation of the C-Ring Alkenes: General Procedure E 

0114 
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OH 

R 

R2 w 

H 

HO Rs 

R4 

0115 To a solution of unsaturated C-ring alkene ACD 
adduct (0.38 mmol) dissolved in methanol (5.0 mL) was 
added about 5-10% by weight of Pd (10% on carbon). The 
mixture was stirred under hydrogen atmosphere for 2 h, fil 
tered through Celite pad and washed several times with 
EtOAc. The solvent was evaporated under vacuo to afford 
white solid. The crude was purified by column chromatogra 
phy eluting with 45% EtOAc in hexanes afforded as a white 
solid with a generally more than 95% yield. In most instances 
the two isomers were separable by this procedure. In some 
cases the separation needed to be carried out using a prepara 
tive HPLC system. All compounds produced by this route had 
'Hand 'CNMR spectra in agreement with the desired struc 
tures. Those of the key A.CD compounds having the desired 
natural stereochemistry at C9 are recorded below. 

Example 5 

Selected Estrogenic Compounds Synthesized by 
Sequence and Procedures Described in Example 4 

0116. The entry numbers are used to refer to the com 
pounds recited in the tables in the following Examples. 

NMR Data for Compound, Entry 1: 

0117 

0118 H NMR (400 MHz, Acetone-d) & 8.17 (OH), 7.07 
(d. J=8.5 Hz, 2H), 6.76 (d. J=8.5 Hz, 2H), 3.67 (brs, 1H), 2.65 
(m. 1H), 2.21 (m. 1H), 2.09 (m. 1H), 1.80 (m, 2H), 1.65 (m, 
5H), 1.30 (m. 1H), 1.24 (m. 1H), 1.35 (s.3H); ppm: 'CNMR 
(Acetone-d. 100 MHz) & 157.1, 140.0, 129.4, 116.7, 83.2, 
45.6, 43.3, 39.0, 34.2, 34.0, 33.7, 31.4, 28.2, 19.9 ppm. Mass 
(EI) m/z 246 (48.3%, M"), 228 (2.5%), 202 (4.2%), 146 
(10.9%), 120 (100%); HREIMS m/z calculated for CHO, 
246.1779. 

11 
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NMR Data for Compound, Entry 2: 
0119) 

0120 "H NMR (400 MHz, Acetone-d): 0.90 (3H, s), 
1.12-1.39 (4H, m), 1.56-1.62 (4H, m), 1.72 (1H, quintet, 
J=6.24 Hz), 1.92 (1H, dt, J=13.73 and 3.09 Hz), 2.37-2.45 
(1H, m), 3.44 (1H, d, J=5.60 Hz), 4.36-4.41 (1H, m), 6.84-6. 
91 (2H, m), 6.94-6.97 (1H, m), 8.33 (1H, s); C NMR (100 
MHz, Acetone-d): 24.0, 28.6, 34.9, 40.9, 44.4, 44.7, 46.9, 
73.9, 115.7, 115.9, 119.3, 119.4, 1244, 124.4, 1418, 141.9, 
152.0 ppm. 
NMR Data for Compound, Entry 3: 
0121 

HO 

0122) H NMR (400 MHz, Acetone-d): 0.91 (3H, s), 
1.13-1.20 (1H, m), 1.25-1.32 (1H, m), 1.37 (1H, dd, J=13.10 
and 4.62 Hz), 1.53-1.68 (4H, m), 1.74 (1H, quintet, J=6.20 
Hz), 1.93 (1H, dt, J=13.78 and 3.21 Hz), 2.09-2.15 (1H, m), 
2.69 (1H, tt, J=12.23 and 3.21 Hz), 2.89 (1H, s), 3.45 (1H, d, 
J=5.04 Hz), 4.36-4.40 (1H, m), 6.52 (1H, dd, J=12.26 and 
2.46 Hz), 6.60 (1H, dd, J=8.40 and 2.43 Hz), 7.10 (1H, t, 
J=8.63 Hz), 8.49 (1H, s); 'CNMR (100 MHz, Acetone-d): 
24.0, 28.6, 30.1, 34.9, 37.8, 37.9, 39.5, 44.4, 46.9, 73.9, 104.2, 
104.5, 113.0, 113.1, 126.3, 126.5, 129.8, 129.9, 158.5, 158.6, 
161.6, 164.0 ppm. 
NMR Data for Compound, Entry 4: 
(0123 

0.124 'H NMR (400 MHz, CDC1): 1.10 (3H, s), 1.24-1. 
28 (3H, m), 1.4.6-1.57 (2H, m), 1.69-1.77 (2H, m), 1.82-1.91 
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HO 

F 

OH 

0.136 H NMR (400 MHz, Acetone-d): 0.98 (3H, s), 
1.29-1.37 (1H, m), 1.41-1.48 (1H, m), 1.57-1.64 (1H, m), 
2.1.0-2.18 (1H, m), 2.30-2.38 (2H, m), 2.90 (2H, s), 3.52-3.59 
(1H, m), 3.73-3.85 (1H, m), 5.98-6.04 (1H, m), 6.92 (1H, dd, 
J=9.21 and 8.52 Hz), 707-7.10 (1H, m), 7.15 (1H, dd, J=13. 
09 and 2.12 Hz), 8.53 (1H, s); 'CNMR (100 MHz, Acetone 
d): 19.2, 19.8, 23.8, 27.3, 30.2, 31.7, 32.0, 32.7, 39.8, 42.2, 
42.3, 44.4, 77.6, 79.3, 112.3, 112.3, 112.4, 112.5, 117.4, 
117.4, 120.9, 120.9, 121.0, 121.2, 1274,132.7, 132.7, 134.7, 
134.7, 143.4, 143.6, 150.1, 152.5 ppm. 
NMR Data for Compounds, Entry 13: 
0137 

OH 

OH 

0138 H NMR (400 MHz, Acetone-d): 1.00 (3H, s), 
1.29-145 (2H, m), 1.55-1.63 (2H, m), 2.30-2.35 (2H, m), 
2.90 (2H, s), 3.52-3.59 (1H, m), 3.73-3.88 (1H, m), 5.74-5.80 
(1H, m), 6.54 (1H, dd, J=12.80 and 2.40 Hz), 6.62 (1H, dd, 
J=8.42 and 2.45 Hz), 7.10(1H, t, J=8.59 Hz), 8.66 (1H, s); 'C 
NMR (100 MHz, Acetone-d): 19.3, 20.0, 25.5, 25.5, 28.1, 
31.7, 31.9, 32.7, 40.0, 42.1, 44.3, 77.6, 79.3, 102.7, 102.9, 
111.2, 111.2, 124.5, 129.8, 129.8, 129.9, 130.6, 130.6, 13 1.0, 
131.0, 157.5, 157.6. 
NMR Data for Compounds, Entry 14: 
0139 

OH 
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F O 
HO 

F 

OH 

0140 "H NMR (400 MHz, CDC1): 1.00 (3H, s), 1.30-1. 
42 (1H, m), 1.45-1.67 (3H, m), 2.11-2.23 (2H, m), 2.30-2.41 
(2H, m), 3.81-3.90 (1H, m), 5.95-6.02 (1H, m), 6.93 (2H, dd, 
J=1.82 and 9.92 Hz); 'C NMR (100 MHz, CDC1): 19.1, 
19.8, 23.8, 27.0, 28.2, 28.9, 29.9, 31.7, 32.0, 32.5, 39.5, 42.5, 
44.1, 79.2, 80.5, 108.0, 108.1, 108.1, 108.2, 122.4, 128.6, 
1314, 1319, 1319, 134.1, 150.4, 150.5, 152.8, 152.9 ppm. 
NMR Data for Compounds, Entry 15: 
0141 

OH 

C -- 
HO F 

F 
OH 

HO F 

F 

0.142 H NMR (400 MHz, Acetone-d): 1.01-104 (3H, 
m), 1.29-1.36 (1H, m), 1.38-1.46 (1H, m), 1.51-1.66 (2H, m), 
2.1.0-2.19 (1H, m), 2.31-2.38 (2H, m), 2.92(1H, s), 3.54-3.61 
(1H, m), 3.74-3.87 (1H, m), 5.81-5.87 (1H, m), 6.73-6.78 
(1H, m), 6.91 (1H, td, J–8.19 and 2.30 Hz), 9.00 (1H, s): 
0.143 °C NMR (100 MHz, Acetone-d): 21.2, 21.8, 27.2, 
27.2, 32.1, 33.6, 33.7, 34.5, 41.8, 43.9, 44.0, 46.1, 79.5, 81.1, 
114.2, 114.2, 114.3, 124.6, 124.6, 124.7, 127.6, 127.6, 131.9, 
133.6, 133.6, 141.0, 1412, 143.4, 146.8, 146.8, 146.9, 146.9, 
149.5, 151.8 ppm. 
NMR Data for Compound, Entry 16: 
0144) 

OH 
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7.26 (1H, dd, J=13.22 and 2.23 Hz), 8.46 (1H, s); C NMR 
(100 MHz, Acetone-d): 20.9, 29.5, 33.5, 36.1, 40.2, 43.6, 
45.1, 74.4, 80.9, 114.8, 115.0, 118.9, 118.9, 123.0, 123.0, 
144.3, 144.3, 144.7, 144.9, 151.7, 154.1 ppm. 
NMR Data for Compound, Entry 29: 
(0165 

HO 

(0166 'H NMR (400 MHz, CDOD): 1.00 (3H, s), 1.06 
(1H, dt, J=13.85 and 4.66 Hz), 1.45-1.61 (3H, m), 1.68-1.75 
(1H, m), 1.79-1.85 (2H, m), 2.01-2.07 (1H, m), 2.14-2.25 
(2H, m), 2.29-2.36 (1H, m), 3.27-3.28 (2H, m), 3.32 (1H, s), 
3.81 (1H, dd, J=6.64 and 3.72 Hz), 6.42(1H, dd, J=14.15 and 
2.41 Hz), 6.52 (1H, dd, J=8.60 and 2.40 Hz), 7.32 (1H, t, 
J=9.63 Hz); 'CNMR (100 MHz, CDOD); 19.7, 29.1, 29.9, 
32.5, 33.7, 33.8, 37.4, 37.5, 43.0, 44.5, 74.0, 74.1, 81.0, 104.3, 
104.6, 111.7, 111.7, 127.3, 127.4, 129.2, 129.3, 159.0, 159.2, 
160.9, 163.3 ppm. 
NMR Data for Compound, Entry 30: 
(0167 

F 

(0168 H NMR (400 MHz, CDOD): 0.95 (3H, s), 1.06 
1.13 (1H, m), 1.21 (1H, t, J–7.14 Hz), 1.46-1.55 (1H, m), 
1.60-1.76 (3H, m), 1.81-2.04 (5H, m), 2.13-2.22 (1H, m), 
3.29 (2H, quintet, J=1.61 Hz), 3.90 (1H, dd, J–7.04 and 4.54 
Hz), 6.99 (2H, d, J=10.21 Hz); C NMR (100 MHz, 
CDOD): 18.8, 27.2, 28.8, 30.6, 33.5, 37.8, 41.7, 42.9, 72.5, 
78.5, 108.1, 108.1, 108.2, 108.3, 108.4, 104.4, 139.4, 151.1, 
151.1, 153.4, 153.5 ppm. 

Example 6 
Oxidation of 17-OH to Ketone and its Ethynyl 

Derivative (Entry 10) 
(0169 

Sep. 17, 2009 

0170 To a solution of saturated final compound (0.2 
mmol) in acetone (5 mL) was added Jones' reagent (0.22 
mmol). The reaction was stirred at room temperature for 5 
minutes. Isopropanol (0.5 mL) was added, solvent was evapo 
rated under vacuo and extracted with EtOAc (3x5 mL). The 
organic layers were combined, dried over MgSO and evapo 
rated under vacuo to give white gummy oil. Purification of 
crude product by flash chromatography afforded white solid 
with 90% yield. "H NMR (400 MHz, Acetone-d) & 8.08 
(OH), 7.10 (d. J=8.5 Hz, 2H), 6.76 (d. J=8.5 Hz, 2H), 2.74 (m, 
1H), 2.43 (m. 1H), 2.12 (m,3H), 1.82 (m, 3H), 1.59 (m, 3H), 
1.17 (m. 1H), 1.11 (s.3H); ppm: 'C NMR (Acetone-d. 100 
MHz) & 207.1, 1574, 139.6, 129.5, 116.9, 47.9, 45.0, 39.0, 
37.5, 34.5, 30.4, 24.6, 20.2 ppm. 
0171 A solution of the above oxidized product (1.0 mmol) 
in dry dimethylsulfoxide (10 mL) under nitrogen was treated 
with lithium acetylide-ethylenediamine complex (300 mg), 
and the mixture was stirred at room temperature for 16-20h. 
The mixture was poured into cold water, acidified with dilute 
acetic acid, extracted with ethyl acetate, washed with water 
and brine, and dried over MgSO4. After evaporation of the 
Solvent under reduced pressure, the residue was chromato 
graphed on silica gel with 10-20% ethyl acetate in hexane to 
yield the desired compound. "H NMR (400 MHz, Acetone 
d) & 7.08 (d. J–8.4 Hz, 2H), 6.74 (d. J=8.4 Hz, 2H), 2.64 (m, 
1H), 2.04 (m. 1H), 1.40-1.80 (m. 10H), 1.21 (s.3H); ppm: 'C 
NMR (Acetone-d. 100 MHz) & 155.4, 138.2, 127.7, 115.0, 
88.3, 80.4, 73.0, 44.8, 42.1, 37.6, 37.3, 33.2, 29.8, 28.3, 23.1, 
18.8 ppm. 

Example 7 
Synthesis of Unsaturated Compounds 

0172 Coupling of A Ring with Hajos-Parrish Derived 
Enol Triflate: 

OTBS 

C) -- 

HO 
OTBS 

C) 
-C 

0173 To a solution of enol triflate (3.38 mmol) and (dba) 
PdCHCl (0.1 mmol) in DCM (18 mL) at -78° C. was 
added a solution of 4-hydroxyphenylboronic acid (3.37 
mmol) in THF (30 mL) followed by addition of triethylamine 
(10 mmol). The reaction mixture was brought to room tem 
perature and refluxed for 1 h at 80° C., concentrated and 
purified by flash chromatography on silica gel (10% EtOAc in 
hexanes) to give the compounds 11 as a colorless oil with 74% 
yield. "H NMR (400 MHz, CDC1) & 7.31 (d. J=9.0 Hz, 2H), 
6.83 (d. J=9.0 Hz, 2H), 5.63 (m. 1H), 3.71 (m, 1H), 1.74-2.48 
(m, 6H), 1.28-1.34 (m,3H), 0.94 (s.3H), 0.87 (s.9H), 0.01 (s, 
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6H), ppm; "C NMR (CDC1, 100 MHz) & 158.4, 147.6, 
127.4, 116.0, 79.2, 42.9, 39.8, 32.1, 31.1, 27.9, 25.8, 19.9, 
-4.5, -4.9 ppm. 
Preparation of 5-vinyl-4-bromo-phenol: 

Br 

21 
MOMO 

(017.4 PPhMeBr (41.1 mmol) was dissolved in dry THF 
(120 ml) under nitrogen atmosphere for 15 min. at 0°C. A 1.0 
M solution of NaHMDS (31.5 mmol) was added dropwise 
and the reaction mixture was stirred for 30 min at 0°C. The 
4-bromo-5-benzaldehyde (24.2 mmol) in dry THF (10 ml) 
was added drop wise to the reaction mixture. The reaction 
mixture was stirred for 2 hours at room temperature and 
diluted with NHCl (30 ml) and extracted with ether (3x30 
mL). The organic layers were combined, dried over MgSO, 
filtered, and evaporated under vacuo. The crude product was 
purified by using silica gel to afford a pure compound as 
yellow oil with 91% yield. "H NMR (CDC1, 400 MHz): 8 
7.44 (d. J=8.8 Hz, 1H), 7.24 (d. J=3.2, 1H), 7.02 (dd, J=17.6, 
11.2, 1H), 6.85 (dd, J=8.8, 3.2 Hz, 1H), 5.71 (dd, J=17.6, 1.2, 
1H), 5.37 (dd, J=10.8, 0.8 Hz, 1H), 5.17 (s. 2H), 3.48 (s.3H) 
ppm: 'C NMR (CDC1, 100 MHz): & 156.63, 138.24, 135. 
61, 133.41, 117.31, 116.83, 115.54, 114.37, 94.47, 55.98 
ppm. 

Reaction of Compound Entry 24 with benzylmercaptan: 

OH 

MOMO 

0.175. The benzylmercaptain (0.45 mmol) was added to 
compound entry 24 (0.301 mmol) in CDC1 (2.0 mL). The 
reaction mixture was exposed to the light for two weeks. The 
reaction mixture was evaporated under vacuo and Subjected 
to flash chromatography to give the desired product in 69% 
yield. "H NMR (CDC1, 400 MHz): 8 7.34-7.19 (m, 6H), 
6.81-6.78 (m, 2H), 5.11 (s. 2H), 4.25 (dd, J=8.0, 8.0 Hz, 1H), 
3.68 (s. 2H), 3.44 (s, 3H), 3.31-3.23 (m. 1H), 3.20-3.13 (m, 
1H), 2.69 (dd, J=8.0 Hz, 2H), 2.20-1.04 (m. 19H), 0.95 (s, 
3H), 0.91-0.82 (m, 1H) ppm: 'C NMR (CDC1, 100 MHz): 
& 155.93, 141.43, 139.57, 138.46, 128.87, 128.39, 126.86, 
126.35, 119.54, 113.21, 94.26, 73.99, 73.64, 55.93, 42.56, 
4.1.86, 40.67, 36.45, 34.20, 33.72, 33.60, 30.12, 28.17, 26.46, 
21.54 ppm. 

Sep. 17, 2009 

Preparation of Compounds Entry 25 and 26: 
(0176) 

25 
OH 

S 

26 

C) c 
S 

ro 

ro 
(0177. The adduct described above (0.206 mmol) was dis 
solved in THF (1.8 mL) and water (0.2 mL). A few crystals of 
para-toluene Sulfonic acid were added and the reaction mix 
ture was refluxed for 24 hours. The reaction mixture was 
diluted with sat. NaHCO, (10 mL) and extracted with dichlo 
romethane (2x10 mL). The organic extracts were combined, 
dried over MgSO, filtered and concentrated under vacuo. 
The crude product was purified using column chromatogra 
phy afforded the de-protected mixture of isomers as yellow 
solid with 79% yield. These two stereoisomers were sepa 
rated by using preparative recycling HPLC equipped with 
reverse phase column (250x21.2 mm, 10 um) either using 
40% ACN in water or 50% ACN in water. After giving either 
4 or 5 recycles to get the pure isomer with 19% and 36% yield 
respectively. 
(0178 Isomer 25; H NMR (CDC1,400 MHz): 8 7.33-7. 
28 (m, 4H), 7.26-7.21 (m. 1H), 6.89 (d. J=8.0 Hz, 1H), 6.62 
(dd, J=8.0, 2.4 Hz, 1H), 6.58 (d. J=2.8 Hz), 5.38–5.37 (m, 1H), 
4.98 (br. 1H), 3.81 (dd, J=6.8, 1.6 Hz, 1H), 3.71 (s. 2H), 
2.80-2.76 (m, 2H), 2.62-2.58 (m, 2H), 2.33-2.22 (m, 2H), 
2.09-2.00 (m, 2H), 1.89-1.69 (m, 4H), 1.60-1.54 (m, 1H), 
1.51-141 (m, 2H), 1.07 (s.3H) ppm; "C NMR (CDC1, 100 
MHz): & 154.19, 139.23, 138.40, 136.67, 136.65, 135.35, 
130.04, 128.81, 128.48, 126.96, 123.58, 115.67, 113.08, 
80.57, 42.15, 39.61, 36.55, 33.21, 32.75, 32.05, 31.90, 31.17, 
28.27, 19.90 ppm. 
(0179 Isomer 26; H NMR (CDC1,400 MHz): 8 7.33 (m, 
4H), 7.26-7.21 (m. 1H), 6.89 (d. J=8.0 Hz), 6.62 (dd, J=8.0, 
2.8 Hz, 1H), 6.59 (d. J=2.4 Hz, 1H), 5.46-5.45 (m. 1H), 5.21 
(brs, 1H), 3.91 (dd.J=5.2, 5.2, 1H), 3.71 (s. 2H), 2.80-2.71 (m, 
2H), 2.62-2.56 (m, 2H), 2.33-2.28 (m, 1H), 2.25-2.04 (m, 
4H), 1.66-1.51 (m, 3H), 1.45-1.30 (m, 2H), 1.03 (s.3H) ppm: 
'C NMR (CDC1, 100 MHz): & 154.32, 139.13, 138.38, 
136.49, 135.20, 130.00, 129.88, 128.80, 128.50, 126.95, 115. 
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75, 113.09, 79.13, 43.82, 42.34, 36.57, 33.36, 32.74, 32.10, 
30.18, 28.99, 21.91, 19.38 ppm. 

Example 8 

Comparison of CH vs Fat Position 5 

0180 

10-f 

HO F 

ERC 27. 
ERB 135. 
Ratio:5 

12-f 

HO CH3 
ERC 7.7 
ERB 52.8 
Ratio: 6.9 

10-u 

ERC. 4.5 
ERB 49 
Ratio: 10.8 

12-u 

ERC 4.2 
ERB 46.8 
Ratio: 11.1 

Sep. 17, 2009 

0181 Replacement of the 5-H by either CH or F leads to 
rather comparable results. In the natural saturated series the 
fluoro compounds binds better by a factor of about 2.5; there 
is almost no difference in the unsaturated series. 
0182 Interestingly, the B/C. ratio in both series is virtually 
identical. This suggests that either a methyl group or a fluo 
rine Substituent can be used in this position in combination 
with a substituent at C4 and possibly also at C2. 

Br 
is predicted to 

show binding similar to 

HO CH3 

Br 

HO F 

Example 9 

Relative Binding Assays (RBAs) 

1. Ring C Saturated Compounds Having the Natural Stere 
ochemistry at C9 

0183 Relative binding affinities (RBAs) of a variety of 
ring A analogs were determined using the method of Kuiper 
31. The RBAs are given with reference to estradiol=100 for 
both the estrogen alpha and estrogen beta receptor. 
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RBAf/ 
Entry R. R. R. R. R., RBAC. RBAB RBAC. 

Estradiol 100 100 1 

1. H H H H H 1.S. 21.5 14.6 
2. H. H. F. H. H. 1.O 8.7 8.7 
3. H H H F H 27.3 13S.S S.O 
4. H F F H. H. 0.4 O.28 7.0 
5. H H F F H 4.6 42.8 9.3 
6. H F H F H 
7. H F F F H O.19 1.73 9.1 
8. H H H C H SS-3 168 3.2 
9. H H H CH, H 2.8 33.6 11.9 

10. H H H H CH 0.09 0.11 1.2 

0184 Substituents in the 4 position consistently lowered 
the binding affinity. This was not unexpected since the both 
ER receptors have little space to accommodate Substituents at 
this position. Thus for the small F-atom at C4 (entry 2) in 
comparison to an H at C4 (entry 1), the RBA for ERB 
decreased from 21.5% to 8% while the RBA for ERC. dropped 
from 1.7% to 1.0%. This loss in binding affinity by a factor of 
2-3 appeared to be amplified in the hormonal potency, where 
now entry 2 was found to be a weakagonist for ERB. Fluorine 
Substituents at both positions 2 and 4, as in entry 7, resulted in 
a further reduction in binding by a factor of about 10 (in 
comparison with entry 3). The RBAs for the 4-methyl deriva 
tive were not measured since those for the precursor unsatur 
ated compounds, entry 21, were already very low 0.5 and 
0.02 for ERC. and ERB, respectively. 

Entry 

Estradiol 
11. 
12. 
13. 
14. 
15. 

16. (5) 
17. (6) 
18. 

19. (5) 
20.(6) 
21. 
22. 
23. 
24. 

25.(5) 
26.(6) 

19 
Sep. 17, 2009 

0185. The docking studies showed that there was some 
room around C5, which in estradiol connected the saturated 
B-ring. The RBA studies confirmed that substituents at C5 led 
to a very high level of activity; i.e., this position is strongly 
activating. Three derivatives of this type have been synthe 
sized and assayed, entries 3, 8 and 9. The RBA was higher 
than that found for the parent compound entry 1 irrespective 
of the type of Substituent and, in Some cases, exceeded that of 
estradiol itself for the ERB receptor (entries 3 and 8, with For 
C1 substituents). Interestingly, an increase in the ERBP bind 
ing affinity beyond that of estradiol is accompanied by a 
disproportionately larger increase in ERC. and thus a Substan 
tially lower binding selectivity. The available transcription 
activation data followed the same trend. 
2. Structures with a Double Bond in Ring CEither C9-C11 or 
C9-C8 

0186 The compounds were tested as mixtures except as 
noted below for entries 16, 17, 19, 20, 25 and 26 in which the 
separated compounds were tested (as noted) 

R R2 R. Rs RBAC. RBAf. RBAf/RBAC. 

100 1OO 1 
H O.21 2.0 9.5 
H O.04 0.84 21 
F 4.5 49 10.9 
H O.O12 O.O20 1.7 
F O.78 6.8 8.7 
F O44 2.6 S.1 
F O.38 3.3 6.8 
F O.19 1.73 9.1 
C 60 118 2.0 
C 195 331 1.7 

CH. H. O46 0.022 O.S 
CH 7.7 52.8 6.9 

CH, H CH O.S 1.1 2.2 
CH=CH, O.24 3.3 13.8 
CHCH-SCHPh 0.32 0.76 2.2 
CHCH-SCHPh 0.31 0.27 O.86 
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3. ACD Compounds with a 9-Hydroxy Substituent and Hav 
ing the Natural Stereochemistry at C9. 
0187 Most of these compounds have low binding relative 

to estradiol, however, the compound with a 5-F ring A sub 
stituent binds significantly and shows strong beta selectivity. 
9-Hydroxy compounds with the un-natural conformation 
generally have lower binding affinities than those having the 
natural Stereochemistry. 

Entry R. R. R. Rs RBAC. RBAB RBAf/RBAC. 

27. H. H. H. H. O.O1 O.1 10 
28. H. F. H. H. O.009 O.12 13 
29. H H H F O.17 3.6 21 
3O. H. F. F. H. O.OOS O.O23 4.6 

4. Ring C Saturated Compounds with the Non-Natural Ste 
reochemistry at C9. 
0188 Several analogs have been tested. In most cases the 
binding affinity relative to the compound with the natural 
Stereochemistry at this position is quite low. Several examples 
are shown to illustrate this point. These compounds appear to 
be of limited value as estrogen receptor agonists or antago 
nists. 

Entry 1 

RBf 21.5 
RB(B/RBC. 14.6 

HO H 

20 
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-continued 
Entry 3 

OH 
H3C 

RBf 135 
RB(B/RBc5.0 

H 

H 

HO F 

H 

RBp ().56 
RB(B/RBC. 14 

Entry 9 

RBf 33.6 
RB(B/RBC. 11.9 
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(0189 

H 

H 

HO F 

F 

RBf 0.15 
RB(B/RBC 0.2 

Example 10 

Comparison of Three 5-F Analogs 

-continued 

42.8 

135 

OH 
Entry 5 

Entry 3 

Entry 

Estradiol 
1. 
1: 
2. 

2O. 
26. 

21 
Sep. 17, 2009 

-continued 
Entry 13 

RBf 49 
RBB/RBC. 11 

Entry 29 

RBf 3.6 
RBB/RBC. 21 

0190. A substantial decrease 37-fold in the binding affin 
ity was observed in going from the saturated compound, 
Entry 3 to the 9-hydroxy compound, Entry 29. It should be 
noted however that the binding activity of this 9-hydroxy 
compound is still substantial and that the beta selectivity is as 
high as of any of the ACD compounds tested thus far. Based 
on these results, the analagous 5-chloro-9-hydroxy com 
pound is expected to show binding affinity and selectivity 
comparable to or better than the 5-fluoro analog. 
0191 Similar comparisons of the other available 9-hy 
droxy derivatives showed binding decreases ranging up to 
200 fold compared to the saturated analogs. 

Example 11 
Relative Transcription Assays 

0.192 The relative transcription activities (RTAs) for a 
variety of ring analogs were determined 35. The RTAs are 
provided below with reference to estradiol=100 for both the 
estrogen alpha and estrogen beta receptor. Estradiol shows 
essentially no selectivity for these two receptors. 

Ratio 
R2 R4 RS RTAC. RTAB RTAB/RTAC. 

1OO 100 1 
H. H. H. 4.3 164 38 
H H H unnatural isomer -8.9 7.7 NA 
H F H -8.3 14 NA 
H H F 44 162 3.6 
H F F 18 151 8.4 
F F F 11 53 4.8 
H H Cl 88 188 2.1 
H H CH, -9.7 149 NA 
H H Cl 120 157 1.6 
H H Cl 98 188 2.1 
H H CHCH-SCHPh 6.7 15.6 2.2 
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0193 The transcriptional activation of the 5-F derivative, 
entry 3, shows that this compound, and presumably also the 
5-C1 compound, is both an ERC. and an ERB agonist. This 
behaviour is in contrast to that of the typical SERMs reported 
in the literature, which are generally either alpha or beta 
agonists, but not both. The conversion of meta-halogenated 
phenols into catechols and eventually ortho-quinones has 
been studied from using computer modelling calculations and 
have shown that that the formation of these carcinogenic 
intermediates is significantly slowerfor the halogenated com 
pounds than from 4-methylphenol itself. Thus these com 
pounds have considerable potential in the field of hormone 
replacement therapy. 

Example 12 
Quinone Related Toxicity Assays 

0194 The toxicity of selected compounds on intact hepa 
tocytes were measured as LC50 values after 2 hour exposure. 
The LC50 values represent the concentration (in micromolar 
units) which caused the death of 50% of the hepatocytes in the 
sample population. In the present case, the toxicity levels are 
thought to be correlated with the amount of quinone formed 
(P. O'Brien, personal communication). The results are shown 
below. The data confirms that the fully substituted phenol of 
compound 7 results in decrease of toxicity, perhaps to a 
baseline level. Compound 7 is the 2,4,5-trifluoro A-CD sys 
tem, where both ortho positions have been blocked. Of the 
compounds tested, it shows the lowest toxicity (LC50>600 
micromolar). These measurements were conducted at Prof. 
Peter O’Brien's lab at the Department of Pharmacology, Uni 
versity of Toronto. 

Hepatotoxicity of Selected A-CD Compounds 

0195 

Entry LC50 M 

Estradiol 400-450 
1 320-400 
2 400-450 
3 2SO-280 
5 1.SS-200 
7 >600 

0196. These data suggest that in order to prevent ortho 
hydroxylation and Subsequent quinone formation, blocking 
of the ortho-positions, for example, using Fatoms, will form 
an important part of the design strategy. Compounds whose 
toxicities approach the high micromolar or millimolar range 
should be useful as drugs, since the dosage should be in the 
Sub-micromolar range, thus affording a considerable safety 
factor in usage. 
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0236 All publications, patents and patent applications 
mentioned in this Specification are indicative of the level of 
skill of those skilled in the art to which this invention pertains 
and are herein incorporated by reference to the same extent as 
if each individual publication, patent, or patent applications 
was specifically and individually indicated to be incorporated 
by reference. 
0237. The invention being thus described, it will be obvi 
ous that the same may be varied in many ways. Such varia 
tions are not to be regarded as a departure from the spirit and 
Scope of the invention, and all Such modifications as would be 
obvious to one skilled in the art are intended to be included 
within the scope of the following claims. 
What is claimed is: 
1. A compound of Formula I, or a pharmaceutically accept 

able salt, ester or solvate thereof, 

Formula I 
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where 
R is H. halogen or CH: 
R is H. halogen or CH: 
R is H. halogen or CH: 
Rs is H, halogen, CF, C-C alkyl, CHOH, CHOAc, 
CHCH-OH, CHCHOAc, CH-aryl, CH-heteroaryl, 
CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, 
OCH, OCHs, OCHAr, OCH-heteroaryl, OAc, 
SCH SCHs, SCHAr, SCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, CN, CHO, 
COCH, COCHs, COH, COCH, COCHs. 
COCHAr, COCH-heteroaryl, CONH, CONCCH) 
CONCCH) CONCCH), or NO; 

R is absent, H or OH; and 
R, is H or C.H. 
2. The compound of claim 1 which has the structure of 

Formula Ia: 

Formula Ia 

wherein R is H or OH. 
3. The compound of claim 1, wherein 
R is H. For CH: 
R is Hor F: 
R is Hor F: 
Rs is H. F. C1, CF, CH, CHs, nCH7, iCH7, CH-OH, 
CHOAc, CHCH-OH, CHCHOAc, CH-aryl, CH 
heteroaryl, CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, 
OCH, OCHs, OCHAr, OCH-heteroaryl, OAc, 
SCH SCH, SCHAr, SCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, CN, CHO, 
COCHCOCHs, COH, COCH, COCHs. 
COCHAr, COCH-heteroaryl, CONH CONCCH) 
CONCCH), CONCCH) or NO; 

R=H or OH; and 
R, is H or ethynyl. 
4. The compound of claim3, wherein R and R are H. 
5. The compound of claim3, wherein Rs is H. F. Clor CH. 
6. The compound of claim 1, wherein said halogen is For 

C1. 
7. The compound of claim 1, wherein at least one of R. R. 

Ra, and Rs is not H. 
8. The compound of claim 3, wherein R, R and Rs are F. 

and R, Ro and R7 are H. 
9. The compound of claim 3, wherein R. R. R. R. R. 

and R, are each H. 
10. The compound of claim 2, wherein R. R. R. Ro and 

R, are each H and Rs is For Cl. 
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11. A composition comprising a compound according to 
claim 1 and a pharmaceutically acceptable excipient or dilu 
ent. 

12. The composition of claim 11, wherein 
R is H. For CH: 
R is Hor F: 
R is Hor F: 
Rs is H. F. C1, CF, CH, CHs, nCH, iCH, CHOH, 
CHOAc, CHCH-OH, CHCHOAc, CH-aryl, CH 
heteroaryl, CH=CH, CHCH-SCH, CHCH-SCH, 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, 
OCH, OCHs, OCHAr, OCH-heteroaryl, OAc, 
SCH SCHs. SCHAr, SCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, CN, CHO, 
COCHCOCHs, COH, COCH, COCHs. 
COCHAr, COCH-heteroaryl, CONH, CONCCH) 
CONCCH) CONCCH) or NO; 

R is H or OH; and 
R is H or ethynyl. 
13. The composition of claim 12, wherein R and Rare H. 
14. The composition of claim 12, wherein Rs is H. F. Clor 

CH. 
15. The composition of claim 11, wherein said halogenis F 

or Cl. 
16. The composition of claim 11, wherein at least one of 

R. R. R. and Rs is not H. 
17. The composition of claim 12, wherein R. RandRs are 

F, and R. R. and R, are H. 
18. The composition of claim 12, wherein R. R. R. Rs. 

Ro and R7 are each H. 
19. The composition of claim 12, wherein R. R. R. R. 

and R, are each H and Rs is For Cl. 
20. The composition of claim 11, for use in treating or 

preventing a disorder or disease related to estrogen function 
1ng. 

21. The composition of claim 11, in a form for oral, nasal, 
parenteral, topical, transdermal, rectal, Sublingual, intramus 
cular, Subcutaneous, or intravenous administration. 

22. The composition of claim 11, wherein said composi 
tion is in the form of a capsule, caplet or tablet. 

23. A method for methods for treating or preventing a 
disorder or disease related to estrogen functioning in a Sub 
ject, comprising administering to said subject an effective 
amount of a compound according to claim 1. 

24. The method of claim 23, wherein said method is for 
hormone replacement therapy. 

25. The method of claim 23, wherein said method is for 
estrogenic hormone therapy. 

26. A method for contraception of a female Subject, com 
prising administering to said Subject an effective amount of a 
compound according to claim 1. 

27. A process for synthesizing a compound of claim 1 
comprising coupling an enantiomerically pure ketone of For 
mula II with a lithium compound of Formula III, 

Formula II 
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-continued 
Formula III 

R 

R2 Li 

RO Rs 

R4 

where RandR are independently H, alkyl or a protecting 
group and R. R. R. Rs and R, have the meaning 
defined above in relation to Formula I. 

28. The compound of claim 2, wherein 
R is H. For CH: 
R is Hor F: 
R is Hor F: 
Rs is H. F. C1, CF, CH, CHs, nCH7, iCH7, CH-OH, 
CHOAc, CHCH-OH, CHCHOAc, CH-aryl, CH,- 
heteroaryl, CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, 
OCH, OCHs, OCHAr, OCH-heteroaryl, OAc, 
SCH SCHs, SCHAr, SCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, CN, CHO, 
COCHCOCH, COH, COCH, COCH, 
COCHAr, COCH-heteroaryl, CONH CONCCH) 
CONCCH), CONCCH) or NO; 

R is H or OH; and 
R, is H or ethynyl. 
29. The compound of claim 28, wherein R and Rare H. 
30. The compound of claim 28, wherein Rs is H. F. Clor 

CH. 
31. The compound of claim 2, wherein said halogen is For 

C1. 
32. The compound of claim 2, wherein at least one of R, 

R. R. and Rs is not H. 
33. The compound of claim 28, wherein R. R. and Rs are 

F, and R. Ro and R7 are H. 
34. The compound of claim 28, wherein R. R. R. R. R. 

and R7 are each H. 
35. A composition comprising a compound according to 

claim 2 and a pharmaceutically acceptable excipient or dilu 
ent. 

36. The composition of claim 35, wherein 
R is H. For CH: 
R is Hor F: 
R is Hor F: 
Rs is H. F. C1, CF, CH, CHs, nCH7, iCH7, CH-OH, 
CHOAc, CHCH-OH, CHCHOAc, CH-aryl, CH 
heteroaryl, CH=CH, CHCH-SCH, CHCH-SCHs. 
CHCH-SCHAr, CHCH-SCH-heteroaryl, OH, 
OCH, OCHs, OCHAr, OCH-heteroaryl, OAc, 
SCH SCH, SCHAr, SCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, SOCH, 
SOCH, SOCHAr, SOCH-heteroaryl, CN, CHO, 
COCHCOCHs, COH, COCH, COCHs. 
COCHAr, COCH-heteroaryl, CONH CONCCH) 
CONCCH), CONCCH) or NO; 
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R is H or OH; and 
R, is H or ethynyl. 
37. The composition of claim 36, wherein RandR are H. 
38. The composition of claim 36, wherein Rs is H. F. Clor 

CH. 
39. The composition of claim 35, wherein said halogenis F 

or Cl. 
40. The composition of claim 35, wherein at least one of 

R. R. R. and Rs is not H. 
41. The composition of claim36, wherein R. R. and Rs are 

F, and R. R. and R, are H. 
42. The composition of claim 36, wherein R. R. R. Rs. 

R. and R, are each H. 
43. The composition of claim 36, wherein R. R. R. R. 

and R, are each H and Rs is For Cl. 
44. The composition of claim 35, for use in treating or 

preventing a disorder or disease related to estrogen function 
1ng. 

45. The composition of claim 35, in a form for oral, nasal, 
parenteral, topical, transdermal, rectal, Sublingual, intramus 
cular, Subcutaneous, or intravenous administration. 

46. The composition of claim 35, wherein said composi 
tion is in the form of a capsule, caplet or tablet. 

47. A method for methods for treating or preventing a 
disorder or disease related to estrogen functioning in a Sub 
ject, comprising administering to said subject an effective 
amount of a compound according to claim 2. 

48. The method of claim 47, wherein said method is for 
hormone replacement therapy. 

49. The method of claim 47, wherein said method is for 
estrogenic hormone therapy. 

50. A method for contraception of a female subject, com 
prising administering to said Subject an effective amount of a 
compound according to claim 2. 

51. A process for synthesizing a compound of claim 2 
comprising coupling an enantiomerically pure ketone of For 
mula II with a lithium compound of Formula III, 

Formula II 

Formula III 

Li 

RO 

R4 

where RandR are independently H, alkyl or a protecting 
group and R, R2, R. Rs and R7 have the meaning 
defined above in relation to Formula I. 
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