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SOLID ELACESTRANT DIHYDROCHLORIDE COMPOSITIONS,
METHODS OF MAKING THE SAME, AND METHODS OF TREATMENT
USING THE SAME

CROSS-REFERENCE TO RELATED APPLICATIONS

[6061] This application claims the benefit of U.S. Provisional Application No. 63/471,258, filed

June 5, 2023, the disclosure of which is hereby incorporated by reference in its entirety.
BACKGROUND

[0082] The following description of the background of the present technology is provided simply
as an aid in understanding the present technology and is not admitted to describe or constitute prior

art to the present technology.

[6063] Elacestrant dihydrochloride is a drug under development for the treatment of breast cancer.
ORSERDU® (elacestrant) immediate release (IR) film-coated tablets, containing 86 mg and 345
mg elacestrant free-base, corresponding to 100 mg and 400 mg of elacestrant dihydrochloride,
respectively (hereinafter, the free-base or salt strengths may be used interchangeably), were
approved in 2023 by the FDA under NDA 217639 for the treatment of postmenopausal women or
adult men with estrogen receptor (ER) positive, human epidermal growth factor receptor 2
(HER2)-negative, and estrogen receptor 1 (ESR1)-mutated advanced or metastatic breast cancer
with disease progression following at least one line of endocrinological therapy. Thus,

formulations for safe, effective delivery of elacestrant dihydrochloride are highly advantageous.
SUMMARY

[6064] In one aspect, which may be combined with any other aspect or embodiment, the present
disclosure relates to a solid pharmaceutical composition comprising: a core comprising;: elacestrant
dihydrochloride, present at a concentration of 30 wt.% to 60 wt.%, relative to the total weight of

the composition; and one or more pharmaceutically acceptable excipients, wherein the



WO 2024/252263 PCT/IB2024/055420

pharmaceutical composition is a tablet having a hardness of at least 5 kP. In some embodiments,
the tablet has a hardness of at least 7 kP. In some embodiments, the tablet has a hardness of at least

13 kP.

[00665] In some embodiments, the elacestrant dihydrochloride is present in an amount of 50 mg to
500 mg. In some embodiments, the elacestrant dihydrochloride is present in an amount of about
100 mg, about 172 mg, about 258 mg, or about 400 mg. In some embodiments, the elacestrant
dihydrochloride is present at a concentration of 40 wt.% to 60 wt.%, relative to the total weight of
the composition. In some embodiments, the elacestrant dihydrochloride is present at a

concentration of 44 wt.% to 47 wt.%, relative to the total weight of the composition.

[0066] In some embodiments, at least 75% of the elacestrant dihydrochloride is dissolved at 45
minutes in water at pH 4.5 or less. In some embodiments, at least 80% of the elacestrant

dihydrochloride is dissolved after 45 minutes in water at pH 4.5 or less.

|[3887] In some embodiments, the pharmaceutical excipients comprise one or more of
microcrystalline cellulose, crospovidone, silicified microcrystalline cellulose (SMCC), colloidal
silicon dioxide, or magnesium stearate. In some embodiments, the composition further comprises
a film coating the core. In some embodiments, the film is present at a concentration of about 1

wt.% to about 5 wt.%, relative to the total weight of the composition.

[0068] In some embodiments, the elacestrant dihydrochloride is present in granules. In some
embodiments, the composition comprises SMCC, present at a concentration of about 5.0 wt.% to
about 20.0 wt.%, relative to the total weight of the composition. In some embodiments, the
composition comprises SMCC, present at a concentration of about 10.0 wt.% to about 20.0 wt.%,

relative to the total weight of the composition.

|8889] In some embodiments, the composition is effective to achieve a plasma elacestrant free
base Cmin at steady state of greater than or equal to 20 ng/mL in a human subject at 30 hours after

a single administration. In some embodiments, the composition is effective to achieve a plasma



WO 2024/252263 PCT/IB2024/055420

elacestrant free base Cmin at steady state of greater than or equal to 30 ng/mL in a human subject

at 30 hours after a single administration.

[8818] In another aspect, which may be combined with any other aspect or embodiment, the
present disclosure relates to a method of manufacturing a solid pharmaceutical composition, the
method comprising: compressing a mixture comprising elacestrant dihydrochloride and one or
more pharmaceutically acceptable excipients to produce a tablet, wherein: the mixture comprises
30 wt.% to 60 wt.% of elacestrant dihydrochloride, relative to the total weight of the mixture; and
the compressing is performed at a pressure of at least 1 kN; and the tablet has a hardness of at least

5 kP. In some embodiments, the method further comprises coating the tablet with a film.

[6011] In some embodiments, the compressing performed at a pressure of at least 9 kN. In some
embodiments, the tablet has a hardness of at least 7 kP. In some embodiments, the tablet has a

hardness of at least 13 kP.

[38312] In some embodiments, the elacestrant dihydrochloride is present in an amount of 50 mg to
500 mg in the tablet. In some embodiments, the elacestrant dihydrochloride is present in the tablet
in an amount of about 100 mg, about 172 mg, about 258 mg, or about 400 mg. In some
embodiments, the elacestrant dihydrochloride is present in the mixture at a concentration of 40
wt.% to 60 wt.%, relative to the total weight of the mixture. In some embodiments, the elacestrant
dihydrochloride is present in the mixture at a concentration of 44 wt.% to 47 wt.%, relative to the

total weight of the mixture.

[8013] In some embodiments, at least 75% of the elacestrant dihydrochloride in the tablet is
dissolved at 45 minutes in water at pH 4.5 or less. In some embodiments, at least 80% of the

elacestrant dihydrochloride in the tablet is dissolved after 45 minutes in water at pH 4.5 or less.

[0014] In some embodiments, the mixture further comprises one or more of microcrystalline
cellulose, crospovidone, silicified microcrystalline cellulose (SMCC), colloidal silicon dioxide, or

magnesium stearate.
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[8015] In some embodiments, the elacestrant dihydrochloride is present in granules. In some
embodiments, the mixture comprises SMCC, present at a concentration of about 5.0 wt.% to about
20.0 wt.%, relative to the total weight of the mixture. In some embodiments, the mixture comprises
SMCC, present at a concentration of about 10.0 wt.% to about 20.0 wt.%, relative to the total

weight of the mixture.

[6016] In some embodiments, the tablet is effective to achieve a plasma elacestrant free base Cumin
at steady state of greater than or equal to 20 ng/mL in a human subject (e.g., at 30 hours after a
single administration). In some embodiments, the tablet s effective to achieve a plasma elacestrant
free base Cmin at steady state of greater than or equal to 30 ng/mL in a human subject (e.g., at 30

hours after a single administration).

[0017] In another aspect, which may be combined with any other aspect or embodiment, the
present disclosure relates to a method for treating breast cancer in a subject, the method comprising
administering to the subject an effective amount of the solid pharmaceutical composition

according to any of the embodiments disclosed herein.

[0018] In some embodiments, the breast cancer is an estrogen receptor positive (ER+) breast
cancer and/or a human epidermal growth factor receptor 2 (HER2)-negative (HER2-) breast
cancer. In some embodiments, the breast cancer is an ER+ and estrogen receptor 1 (ESR1)-mutated
breast cancer. In some embodiments, the breast cancer is ER+/HER2- and estrogen receptor 1
(ESR1)-mutated breast cancer. In some embodiments, the breast cancer is an advanced or
metastatic breast cancer. In some embodiments, the ER+ breast cancer is an estrogen receptor

alpha positive (ERa+) breast cancer.

[0019] In some embodiments, the breast cancer has progressed after endocrinological treatment.
In some embodiments, the breast cancer has progressed following at least one line of endocrine
therapy. In some embodiments, the endocrinological therapy comprises administration of one or
more drugs selected from: a selective estrogen receptor degrader (SERD), an aromatase inhibitor,

a selective estrogen receptor modulator (SERM), a human epidermal growth factor receptor 2



WO 2024/252263 PCT/IB2024/055420

(HER2) inhibitor, a chemo therapeutic agent, a cdk4/6 inhibitor, an m-TOR inhibitor, a
phosphoinositide 3-kinase inhibitors (PI3K inhibitor), or rituximab.

[8628] In some embodiments, the solid pharmaceutical composition is administered at least once
per day. In some embodiments, the solid pharmaceutical composition is administered once per
day. In some embodiments, the solid pharmaceutical composition is administered by oral

administration. In some embodiments, the subject is a postmenopausal woman or adult man.

[8821] Additional aspects and/or embodiments of the invention will be provided, without
limitation, in the detailed description of the present technology set forth below. The following

detailed description is exemplary and explanatory, but it is not intended to be limiting.
BRIEF DESCRIPTION OF THE DRAWINGS

[8622] Various objects, aspects, features, and advantages of the disclosure will become more
apparent and better understood by referring to the detailed description taken in conjunction with

the accompanying figures.

[0023] FIG. 1 is a flowchart that represents the process of preparing the solid pharmaceutical

compositions of some embodiments.

[0024] FIG. 2 is a flowchart that represents the process of preparing the solid pharmaceutical

compositions of some embodiments.

[6025] FIG. 3 is a plot of strain rate sensitivity versus yield pressure for elacestrant

dihydrochloride.

[0026] FIG. 4 shows dissolution of elacestrant dihydrochloride tablets (400 mg), compressed at

different hardness values.

[0827] FIG. S shows dissolution of elacestrant dihydrochloride tablets (400 mg) for low- and high-

hardness prototypes of Formulation 2 and a Phase 3 comparator (Formulation 1).
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[8028] FIG. 6 is a plot comparing the dissolution of 100 mg tablets of Formulation 2 prepared

with different compression forces and having different tablet hardness.

[6029] FIG. 7 is a plot comparing the dissolution (using QC release method (0.01 N HC1)) of 100
mg tablets of Formulation 2 and the Phase 3 comparator (Formulation 1) prepared with different

compression forces and having different tablet hardness.

[0038] FIG. 8 is a plot comparing the dissolution (using QC release method (0.01 N HCI)) of 400
myg tablets of Formulation 2 and the Phase 3 Comparator (Formulation 1) prepared with different

compression forces and having different tablet hardness.

[8631] FIG. 9 shows dissolution data for 100 mg tablets of Formulation 2 at target hardness
compared to the Phase 3 comparator (Formulation 1) in QC medium (0.01 N HCI).

[6632] FIG. 10 shows dissolution data for 400 mg tablets of Formulation 2 at target hardness
compared to the Phase 3 comparator (Formulation 1) in QC medium (0.01 N HCI).

[6033] FIGS. 11A-D show a dissolution profile comparison of 100-mg dosage strength
Formulation 2 at pH 1.2 (FIG. 11A), 2.0 (QC) (FIG. 11B), 4.5 (FIG. 11C), and 6.8 (FIG. 11D).

[6634] FIGS. 12A-D show a dissolution profile comparison of 400-mg dosage strength
Formulation 2 at pH 1.2 (FIG. 12A), 2.0 (QC) (FIG. 12B), 4.5 (FIG. 12C), and 6.8 (FIG. 12D).

[6835] FIGS. 13A-D show a dissolution profile comparison of 100-mg dosage strength
Formulation 2 and the Phase 3 comparator (Formulation 1) at pH 1.2 (FIG. 13A), 2.0 (QC) (FIG.
13B), 4.5 (FIG. 13C), and 6.8 (FIG. 13D).

[0036] FIGS. 14A-D show a dissolution profile comparison of 400-mg dosage strength
Formulation 2 and the Phase 3 comparator (Formulation 1) at pH 1.2 (FIG. 14A), 2.0 (QC) (FIG.
14B), 4.5 (FIG. 14C), and 6.8 (FIG. 14D).

[86837] FIG. 15 shows an elacestrant dihydrochloride tablet removed from the dissolution medium

and cut in half after 9 min.
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[8038] FIG. 16 is a plot of tablet disintegration times versus tablet hardness for 100 mg and 400
mg elacestrant dihydrochloride tablets.

[6039] FIG. 17 is a plot of percent dissolved at 5 minutes versus inverse of tablet hardness
(corrected by a factor of 1.68 for 400 mg) for 100 mg and 400 mg elacestrant dihydrochloride
tablets in the QC medium.

[6040] FIG. 18 is a plot of percent dissolved at 15 minutes versus inverse of tablet hardness
(corrected by a factor of 1.68 for 400 mg) for 100 mg and 400 mg elacestrant dihydrochloride
tablets in the QC medium.

[68641] FIGS. 19A-D show dissolution profiles of elacestrant dihydrochloride tablets (100 mg),
Formulation 1, hardness 9.4 kP at multiple pHs (FIG. 19A: pH 1.2, FIG. 19B: pH 2.0 (QC), FIG.
14C: pH 4.5, and FIG. 14D: pH 6.8), as measured and as predicted by a P-PSD HD model. The
measured dissolution percentage is represented by the square plots, and the calculated dissolution

1s represented by the line.

[0042] FIGS. 20A-D show dissolution profiles of elacestrant dihydrochloride tablets (400 mg),
Formulation 2, hardness 16 kP at multiple pH pHs (FIG. 20A: pH 1.2, FIG. 20B: pH 2.0 (QC),
FIG. 20C: pH 4.5, and FIG. 20D: pH 6.8), as measured and as predicted by a P-PSD HD model.
The measured dissolution percentage is represented by the square plots, and the calculated

dissolution is represented by the line.

|8843] FIG. 21 shows dissolution profiles of 100 mg elacestrant dihydrochloride tablets, including
VBA and VBB, compared to clinical and technical tablet batches.

[0844] FIG. 22 shows dissolution profiles of 400 mg elacestrant dihydrochloride tablets, including
VBA and VBB, compared to clinical and technical tablet batches.

[8045] FIG. 23 is the predicted average PK profile following OD repeat dosing of 2x100 mg batch

VBB in the fed state (low-fat, low-calorie meal).
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[8046] FIG. 24 is predicted average PK profile following OD repeat dosing of 2x100 mg batch

Formulation 1 (Phase 3 comparator) in the fed state (low-fat, low-calorie meal).

[0847] FIG. 25 is the predicted average PK profile following OD repeat dosing of 400 mg batch
VBB in the fed state (low-fat, low-calorie meal).

[0848] FIG. 26 is predicted average PK profile following OD repeat dosing of 400 mg batch

Formulation 1 (Phase 3 comparator) in the fed state (low-fat, low-calorie meal).

[0849] FIGS. 27A—C show predicted bioavailability (FIG. 27A), gut extraction (FIG. 27B), and

liver extraction (FIG. 27C) over 31 clinical scenarios.

[0050] FIGs. 28A-C show the effect of food on in vivo dissolution, absorption, and systemic
availability for 400 mg tablets of Formulation 1 (Phase 3 comparator) in the fasted state (FIG.
28A), and in the fed state after a low-fat, low-calorie meal (LL) (FIG. 28B) or after a high-fat,
high-calorie meal (HH) (FIG. 28C).

[0051] FIGs. 29A-B show the effect of food on in vivo dissolution, absorption, and systemic
availability for 400 mg tablets of Formulation 2 (16 kP) in the fasted state (FIG. 29A), and in the
fed state after a low-fat, low-calorie meal (LL) (FIG. 29B).

[0052] FIGs. 30A-B show the effect of food on in vivo dissolution, absorption, and systemic
availability for 400 mg tablets of Formulation 2 (23 kP) in the fasted state (FIG. 30A), and in the
fed state after a low-fat, low-calorie meal (LL) (FIG. 30B).

[8853] FIGs. 31A-B show the effect of food on in vivo dissolution, absorption, and systemic
availability for 400 mg tablets of Formulation 2 (16 kP) in the fasted state (FIG. 31A), and in the
fed state after a high-fat, high-calorie meal (HH) (FIG. 31B).

[0034] FIG. 32 shows predicted bioavailability in the fasted state versus the product of dose and

fraction dissolved at 15 min across all formulations.
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[8055] FIG. 33 shows predicted bioavailability in the fasted state versus the product of dose and

fraction dissolved at 15 min across tablets only.

[8856] FIG. 34 shows safe space determination for 100 mg elacestrant dihydrochloride tablets.

[0037] FIG. 35 shows safe space determination for 400 mg elacestrant dihydrochloride tablets.
DETAILED DESCRIPTION

[0038] In the following description, numerous specific details are set forth in order to provide a
thorough understanding of the present technology. Particular exemplary embodiments of the
present technology may be implemented without some or all of these specific details. In other
instances, well known process operations have not been described in detail in order not to

unnecessarily obscure the present technologies.

[80859] The present disclosure relates to solid pharmaceutical compositions comprising elacestrant
dihydrochloride in tablet form, having a high hardness value and a favorable dissolution profile.
The present disclosure also relates to methods of making the solid pharmaceutical compositions

and methods of treating breast cancer using the solid pharmaceutical compositions.

[86866] The solid pharmaceutical compositions may comprise a core, which 1s a compressed
mixture of the API (elacestrant dihydrochloride) and one or more pharmaceutically acceptable
excipients. In some embodiments, the solid pharmaceutical composition comprises a core and a
film coating the core. In some embodiments, the core comprises elacestrant dihydrochloride and
one or more pharmaceutically acceptable excipients. In some embodiments, all or a portion of the
elacestrant dihydrochloride is present in granules (i.e., is intragranular). In some embodiments, the
granules further comprise one or more pharmaceutically acceptable excipients. In some
embodiments, the core further comprises one or more pharmaceutically acceptable excipients that
is not present in the granules (i.e., is extragranular). In some embodiments, the solid
pharmaceutical composition does not comprise a film coating the core. In some embodiments, the

film 1s an immediate release (IR) coating film.
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Elacestrant Dihydrochloride (API)

[60861] Elacestrant dihydrochloride is an estrogen receptor antagonist, and has the chemical name:
(6R)-6-(2-(N-(4-(2-(ethylamino)ethyl)benzyl)-N-ethylamino)-4-methoxyphenyl)-5,6,7,8-

tetrahydronaphthalen-2-ol dihydrochloride. The elacestrant dihydrochloride molecular formula 1s
C30H40C12N202, with a molecular mass of 531.56 g/mol. Elacestrant dihydrochloride is a white to
off-white to grey solid and is feely soluble in 0.01 N HCIL. The chemical structure of elacestrant

dihydrochloride is shown below:

Structure of Elacestrant Dihydrochloride

[6062] Elacestrant (free base) (MW 458.64 g/mol) is an estrogen receptor antagonist that binds to
estrogen receptor-alpha (ERa). In ER-positive (ER+) HER2-negative (HER2-) breast cancer cells,
elacestrant inhibited 17B-estradiol mediated cell proliferation at concentrations inducing
degradation of ERa protein mediated through proteasomal pathway. Elacestrant demonstrated in
vitro and in vivo antitumor activity including in ER+ HER2-breast cancer models resistant to
fulvestrant and cyclin-dependent kinase 4/6 inhibitors and those harboring estrogen receptor 1

gene (£SR]) mutations.

[3863] Pharmaceutical compositions according to the present disclosure comprise elacestrant
dihydrochloride at a concentration effective to achieve a therapeutic benefit in a human subject. In
some embodiments, the pharmaceutical composition comprises elacestrant dihydrochloride at a
concentration of greater than or equal to about 30 wt.%, greater than or equal to about 35 wt.%,
greater than or equal to about 40 wt.%, greater than or equal to about 41 wt.%, greater than or
equal to about 42 wt.%, greater than or equal to about 43 wt.%, greater than or equal to about 44
wt.%, greater than or equal to about 45 wt.%, greater than or equal to about 46 wt.%, greater than

or equal to about 47 wt.%, greater than or equal to about 48 wt.%, greater than or equal to about

10



WO 2024/252263 PCT/IB2024/055420

49 wt.%, greater than or equal to about 50 wt.%, greater than or equal to about 55 wt.%, greater

than or equal to about 60 wt.%, or any range or value therein between.

[8864] In some embodiments, the pharmaceutical composition comprises elacestrant
dihydrochloride at a concentration of less than or equal to about 60 wt.%, less than or equal to
about 55 wt.%, less than or equal to about 50 wt.%, less than or equal to about 49 wt.%, less than
or equal to about 48 wt.%, less than or equal to about 47 wt.%, less than or equal to about 46 wt.%,
less than or equal to about 45 wt.%, less than or equal to about 44 wt.%, less than or equal to about
43 wt.%, less than or equal to about 42 wt.%, less than or equal to about 41 wt.%, less than or
equal to about 40 wt.%, less than or equal to about 35 wt.%, less than or equal to about 30 wt.%,

or any range or value therein between.

|0865] In some embodiments, the pharmaceutical composition comprises elacestrant
dihydrochloride at a concentration of about 30 wt.%, about 30.5 wt.%, about 31 wt.%, about 31.5
wt.%, about 32 wt.%, about 32.5 wt.%, about 33 wt.%, about 33.5 wt.%, about 34 wt.%, about
34.5 wt.%, about 35 wt.%, about 35.5 wt.%, about 36 wt.%, about 36.5 wt.%, about 37 wt.%, about
37.5 wt.%, about 38 wt.%, about 38.5 wt.%, about 39 wt.%, about 39.5 wt.%, about 40 wt.%, about
40.5 wt.%, about 41 wt.%, about 41.5 wt.%, about 42 wt.%, about 42.5 wt.%, about 43 wt.%, about
43.5 wt.%, about 44 wt.%, about 44.5 wt.%, about 45 wt.%, about 45.1 wt.%, about 45.2 wt.%,
about 45.3 wt.%, about 45.4 wt.%, about 45.5 wt.%, about 45.6 wt.%, about 45.7 wt.%, about 45.8
wt.%, about 45.9 wt.%, about 46 wt.%, about 46.1 wt.%, about 46.2 wt.%, about 46.3 wt.%, about
46.4 wt.%, about 46.5 wt.%, about 46.6 wt.%, about 46.7 wt.%, about 46.8 wt.%, about 46.9 wt.%,
about 47 wt.%, about 47.5 wt.%, about 48 wt.%, about 48.5 wt.%, about 49 wt.%, about 49.5 wt.%,
about 50 wt.%, about 50.5 wt.%, about 51 wt.%, about 51.5 wt.%, about 52 wt.%, about 52.5 wt.%,
about 53 wt.%, about 53.5 wt.%, about 54 wt.%, about 54.5 wt.%, about 55 wt.%, about 55.5 wt.%,
about 56 wt.%, about 56.5 wt.%, about 57 wt.%, about 57.5 wt.%, about 58 wt.%, about 58.5 wt.%,
about 59 wt.%, about 59.5 wt.%, about 60 wt.%, or any range or value therein between.

[8066] In some embodiments, the pharmaceutical composition comprises elacestrant

dihydrochloride at a concentration of about 30 wt.% to about 60 wt.%, about 35 wt.% to about 55

11
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wt.%, about 40 wt.% to about 50 wt.%, about 41 wt.% to about 49 wt.%, about 42 wt.% to about
48 wt.%, about 43 wt.% to about 47 wt.%, about 44 wt.% to about 46 wt.%, about 44 wt.% to
about 47 wt.%, about 44 wt.% to about 48 wt.%, about 45 wt.% to about 46 wt.%, or any range or

value therein.

[0867] The elacestrant dihydrochloride may be present at any dose effective to achieve a
therapeutic benefit in a human subject. In some embodiments, the elacestrant dihydrochloride is
present in an amount of greater than or equal to about 50 mg, greater than or equal to about 55 mg,
greater than or equal to about 60 mg, greater than or equal to about 65 mg, greater than or equal to
about 70 mg, greater than or equal to about 75 mg, greater than or equal to about 80 mg, greater
than or equal to about 85 mg, greater than or equal to about 90 mg, greater than or equal to about
95 mg, greater than or equal to about 100 mg, greater than or equal to about 110 mg, greater than
or equal to about 120 mg, greater than or equal to about 130 mg, greater than or equal to about 140
mg, greater than or equal to about 150 mg, greater than or equal to about 160 mg, greater than or
equal to about 170 mg, greater than or equal to about 180 mg, greater than or equal to about 190
mg, greater than or equal to about 200 mg, greater than or equal to about 210 mg, greater than or
equal to about 220 mg, greater than or equal to about 230 mg, greater than or equal to about 240
mg, greater than or equal to about 250 mg, greater than or equal to about 260 mg, greater than or
equal to about 270 mg, greater than or equal to about 280 mg, greater than or equal to about 290
mg, greater than or equal to about 300 mg, greater than or equal to about 310 mg, greater than or
equal to about 320 mg, greater than or equal to about 330 mg, greater than or equal to about 340
mg, greater than or equal to about 350 mg, greater than or equal to about 360 mg, greater than or
equal to about 370 mg, greater than or equal to about 380 mg, greater than or equal to about 390
mg, greater than or equal to about 400 mg, greater than or equal to about 410 mg, greater than or
equal to about 420 mg, greater than or equal to about 430 mg, greater than or equal to about 440
mg, greater than or equal to about 450 mg, greater than or equal to about 460 mg, greater than or
equal to about 470 mg, greater than or equal to about 480 mg, greater than or equal to about 490
mg, greater than or equal to about 500 mg, greater than or equal to about 550 mg, greater than or

equal to about 600 mg, greater than or equal to about 650 mg, greater than or equal to about 700

12
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mg, greater than or equal to about 750 mg, greater than or equal to about 800 mg, or any range or

value therein between.

[8868] In some embodiments, the elacestrant dihydrochloride is present in an amount of less than
or equal to about 800 mg, less than or equal to about 750 mg, less than or equal to about 700 mg,
less than or equal to about 650 mg, less than or equal to about 600 mg, less than or equal to about
550 mg, less than or equal to about 500 mg, less than or equal to about 490 mg, less than or equal
to about 480 mg, less than or equal to about 470 mg, less than or equal to about 460 mg, less than
or equal to about 450 mg, less than or equal to about 440 mg, less than or equal to about 430 mg,
less than or equal to about 420 mg, less than or equal to about 410 mg, less than or equal to about
400 mg, less than or equal to about 390 mg, less than or equal to about 380 mg, less than or equal
to about 370 mg, less than or equal to about 360 mg, less than or equal to about 350 mg, less than
or equal to about 340 mg, less than or equal to about 330 mg, less than or equal to about 320 mg,
less than or equal to about 310 mg, less than or equal to about 300 mg, less than or equal to about
290 mg, less than or equal to about 280 mg, less than or equal to about 270 mg, less than or equal
to about 260 mg, less than or equal to about 250 mg, less than or equal to about 240 mg, less than
or equal to about 230 mg, less than or equal to about 220 mg, less than or equal to about 210 mg,
less than or equal to about 200 mg, less than or equal to about 190 mg, less than or equal to about
180 mg, less than or equal to about 170 mg, less than or equal to about 160 mg, less than or equal
to about 150 mg, less than or equal to about 140 mg, less than or equal to about 130 mg, less than
or equal to about 120 mg, less than or equal to about 110 mg, less than or equal to about 100 mg,
less than or equal to about 95 mg, less than or equal to about 90 mg, less than or equal to about 85
mg, less than or equal to about 80 mg, less than or equal to about 75 mg, less than or equal to about
70 mg, less than or equal to about 65 mg, less than or equal to about 60 mg, less than or equal to

about 55 mg, less than or equal to about 50 mg, or any range or value therein between.

[60869] In some embodiments, the elacestrant dihydrochloride is present in an amount of about 50
mg to about 800 mg, about 50 mg to about 700 mg, about 50 mg to about 600 mg, about SO mg to
about 500 mg, about 50 mg to about 400 mg, about 50 mg to about 300 mg, about 50 mg to about
200 mg, about 50 mg to about 100 mg, about 100 mg to about 500 mg, about 100 mg to about 400

13
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mg, about 100 mg to about 300 mg, bout 100 mg to about 200 mg, about 150 mg to about 500 mg,
about 150 mg to about 400 mg, about 150 mg to about 300 mg, about 150 mg to about 200 mg,
about 200 mg to about 500 mg, about 200 mg to about 400 mg, about 200 mg to about 300 mg,
about 250 mg to about 500 mg, about 250 mg to about 400 mg, about 250 mg to about 300 mg,
about 300 mg to about 500 mg, about 300 mg to about 400 mg, about 60 mg to about 140 mg,
about 70 mg to about 130 mg, about 80 mg to about 120 mg, about 90 mg to about 110 mg, about
95 mg to about 105 mg, about 150 mg to about 200 mg, about 160 mg to about 190 mg, about 170
mg to about 180 mg, about 210 mg to about 290 mg, about 220 mg to about 280 mg, about 230
mg to about 270 mg, about 240 mg to about 260 mg, about 250 mg to about 260 mg, about 350
mg to about 450 mg, about 360 mg to about 440 mg, about 370 mg to about 430 mg, about 380
mg to about 420 mg, about 390 mg to about 410 mg, about 395 mg to about 405 mg, or any range

or value therein.

[8878] In some embodiment, the elacestrant dihydrochloride is present in an amount of about 50
mg, about 55 mg, about 60 mg, about 65 mg, about 70 mg, about 75 mg, about 80 mg, about 85
mg, about 90 mg, about 95 mg, about 100 mg, about 110 mg, about 120 mg, about 125 mg, about
130 mg, about 140 mg, about 150 mg, about 160 mg, about 170 mg, about 172 mg, about 175 mg,
about 180 mg, about 190 mg, about 200 mg, about 210 mg, about 220 mg, about 225 mg, about
230 mg, about 240 mg, about 250 mg, about 258 mg, about 260 mg, about 270 mg, about 275 mg,
about 280 mg, about 290 mg, about 300 mg, about 310 mg, about 320 mg, about 330 mg, about
340 mg, about 350 mg, about 360 mg, about 370 mg, about 380 mg, about 390 mg, about 400 mg,
about 410 mg, about 420 mg, about 425 mg, about 430 mg, about 440 mg, about 450 mg, about
460 mg, about 470 mg, about 475 mg, about 480 mg, about 490 mg, about 500 mg, or any range

or value therein between.

[6671] In some embodiments, the solid pharmaceutical composition comprises a core and a film
coating the core. In some embodiments, the core comprises elacestrant dihydrochloride and one or
more pharmaceutically acceptable excipients. In some embodiments, all or a portion of the
elacestrant dihydrochloride is present in granules (i.e., is intragranular). In some embodiments, the

granules further comprise one or more pharmaceutically acceptable excipients. In some
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embodiments, the core further comprises one or more pharmaceutically acceptable excipients that
is not present in the granules (i.e., is extragranular). In some embodiments, the solid

pharmaceutical composition does not comprise a film coating the core.
Excipients

[86872] Pharmaceutical compositions according to the present disclosure comprise one or more
pharmaceutically acceptable excipients. The pharmaceutically acceptable excipients may include,
but are not limited to, binders, disintegrants, fillers, lubricants, glidants, lusters, preservatives,

antioxidants, surfactants, coloring agents, and sweeteners.

[8673] In some embodiments, the binders may include, but are not limited to: natural polymers
(e.g., gum arabic, gelatin, sodium alginate, pullulan, starch, pregelatinized starch, gum tragacanth,
etc.); semi-synthetic  polymers (e.g, carboxymethylcellulose sodium,  dextrin,
hydroxyethylcellulose, hydroxypropylcellulose, hypromellose, maltodextrin, methylcellulose,
etc.); synthetic polymers (e.g., macrogols (polyethylene glycol), polyvinyl alcohols (PVA),
povidone (PVP), copovidone (copolymer of 1-vinyl-2-pyrrolidone and vinyl acetate), etc.);

microcrystalline cellulose; and any other suitable binder known in the art.

[00674] In some embodiments, the fillers may include, but are not limited to, SMCC (silicified
microcrystalline cellulose, composed of microcrystalline cellulose and colloidal silica), starch, pre-
gelatinized starch, calcium phosphate, calcium carbonate, sucrose, lactose, maltodextrin, mannitol,
sorbitol, sodium chloride, microcrystalline cellulose, and any other suitable filler known in the art.
In some embodiments, the filler is a blend of two or more pharmaceutically acceptable excipients.
In some embodiments, the filler is a blend comprising microcrystalline cellulose and colloidal
silicon dioxide. In some embodiments the filler is a blend consisting essentially of microcrystalline
cellulose and colloidal silicon dioxide. In some embodiments the filler is a blend consisting of
microcrystalline cellulose and colloidal silicon dioxide. In some embodiments, the filler is SMCC
or a blend comprising microcrystalline cellulose and colloidal silicon dioxide. In some
embodiments, the filler is a blend comprising about 98 wt.% microcrystalline cellulose and about

2 wt.% colloidal silicon dioxide. In some embodiments, the blend is a granulated form comprising
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granules that comprise the microcrystalline cellulose and the colloidal silicon dioxide. In some
embodiments, the granules comprise about 98 wt.% microcrystalline cellulose and about 2 wt.%

colloidal silicon dioxide.

[0075] In some embodiments, the filler is SMCC. In some embodiments, the SMCC may be a
commercially available SMCC. In some embodiments, the SMCC has an average particle size of
about 25 pm to about 500 pm, about 25 um to about 250 um, about 25 um to about 200 pm, about
25 um to about 150 um, about 25 um to about 125 pm, about 25 pm to about 100 um, about 25
um to about 65 um, about 25 pum to about 50 um, about 50 um to about 500 pm, about 50 um to
about 250 um, about 50 um to about 200 um, about 50 pm to about 150 um, about 50 pm to about
125 um, about 50 um to about 100 pm, about 50 pm to about 65 pm, about 65 pm to about 500
um, about 65 um to about 250 um, about 65 um to about 200 pm, about 65 um to about 150 um,
about 65 um to about 125 um, about 65 um to about 100 um, about 100 um to about 500 pum,
about 100 um to about 250 um, about 100 pm to about 200 um, about 100 pm to about 150 pum,
about 100 um to about 125 um, about 125 pm to about 500 um, about 125 pm to about 250 pum,
about 125 um to about 200 um, about 125 pm to about 150 um, about 150 pm to about 500 pm,
about 150 um to about 250 um, about 150 pm to about 200 um, about 200 pm to about 500 pum,
about 200 um to about 250 um, or about 250 um to about 500 um. In some embodiments, the
SMCC has an average particle size of about 25 um, about 50 um, about 100 um, about 65 um,
about 75 pm about 100 um, about 125 pm, about 150 um, about 165 um, about 200 um, about
225 pum, about 250 um, about 300 pm, about 350 um, about 400 um, about 450 pm, or about 500

pm.

[80876] In some embodiments, the SMCC has a particle size of about 25 um to about 500 pm,
about 25 pm to about 250 pm, about 25 um to about 200 um, about 25 um to about 150 pum, about
25 um to about 125 um, about 25 pm to about 100 pm, about 25 um to about 65 um, about 25 um
to about 50 um, about 50 um to about 500 um, about 50 um to about 250 um, about 50 um to
about 200 um, about 50 um to about 150 um, about 50 pm to about 125 um, about 50 pm to about
100 um, about 50 um to about 65 um, about 65 um to about 500 pm, about 65 pm to about 250
um, about 65 um to about 200 um, about 65 pm to about 150 pm, about 65 pm to about 125 um,
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about 65 um to about 100 um, about 100 pm to about 500 um, about 100 pm to about 250 um,
about 100 um to about 200 um, about 100 pm to about 150 um, about 100 um to about 125 pm,
about 125 um to about 500 um, about 125 pm to about 250 um, about 125 pm to about 200 pm,
about 125 um to about 150 um, about 150 pm to about 500 um, about 150 pm to about 250 pm,
about 150 um to about 200 um, about 200 pm to about 500 um, about 200 um to about 250 pm,
or about 250 um to about 500 um. In some embodiments, the SMCC has a particle size of about
25 um, about 50 um, about 100 pm, about 65 pm, about 75 pm, about 100 um, about 125 pm,
about 150 um, about 165 um, about 200 um, about 225 um, about 250 pm, about 300 pm, about
350 pum, about 400 um, about 450 um, or about 500 pm.

[0077] In some embodiments, the SMCC has a bulk density of about 0.05 g/mL to about 1.5 g/mL,
about 0.05 g/mL to about 1 g/mL, about 0.05 g/mL to about 0.75 g/mL, about 0.05 g/mL to about
0.6 g/mL, about 0.05 g/mL to about 0.55 g/mL., about 0.05 g/mL to about 0.5 g/mL, about 0.05
g/mL to about 0.39 g/mL, about 0.05 g/mL to about 0.38 g/mL., about 0.05 g/mL to about 0.37
g/mL, about 0.05 g/mL to about 0.27 g/mL., about 0.05 g/mL to about 0.25 g/mL, about 0.05 g/mL
to about 0.2 g/mL., about 0.05 g/mL to about 0.15 g/mL, about 0.05 g/mL to about 0.1 g/mL, about
0.1 g/mL to about 1.5 g/mL., about 0.1 g/mL to about 1 g/mL, about 0.1 g/mL to about 0.75 g/mL,,
about 0.1 g/mL to about 0.6 g/mL, about 0.1 g/mL to about 0.55 g/mL, about 0.1 g/mL to about
0.5 g/mL, about 0.1 g/mL to about 0.39 g/mL, about 0.1 g/mL to about 0.38 g/mL., about 0.1 g/mL
to about 0.37 g/mL, about 0.1 g/mL to about 0.27 g/mL, about 0.1 g/mL to about 0.25 g/mL, about
0.1 g/mL to about 0.2 g/mL., about 0.1 g/mL to about 0.15 g/mL, about 0.15 g/mL to about 1.5
g/mL, about 0.15 g/mL to about 1 g/mL, about 0.15 g/mL to about 0.75 g/mL, about 0.15 g/mL to
about 0.6 g/mL, about 0.15 g/mL to about 0.55 g/mL, about 0.15 g/mL to about 0.5 g/mL, about
0.15 g/mL to about 0.39 g/mL, 0.15 g/mL to about 0.38 g/mL., about 0.15 g/mL to about 0.37
g/mL, about 0.15 g/mL to about 0.27 g/mL, about 0.15 g/mL to about 0.25 g/mL, about 0.15 g/mL
to about 0.2 g/mL, about 0.2 g/mL to about 1.5 g/mL, about 0.2 g/mL to about 1 g/mL., about 0.2
g/mL to about 0.75 g/mL., about 0.2 g/mL to about 0.6 g/mL., about 0.2 g/mL to about 0.55 g/mL,
about 0.2 g/mL to about 0.5 g/mL, 0.2 g/mL to about 0.39 g/mL., about 0.2 g/mL to about 0.38
g/mL, about 0.2 g/mL to about 0.37 g/mL, about 0.2 g/mL to about 0.27 g/mL, about 0.2 g/mL to
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about 0.25 g/mL, about 0.25 g/mL to about 1.5 g/mL, about 0.25 g/mL to about 1 g/mL, about
0.25 g/mL to about 0.75 g/mL, about 0.25 g/mL to about 0.6 g/mL, about 0.25 g/mL to about 0.55
g/mL, about 0.25 g/mL to about 0.5 g/mL, 0.25 g/mL to about 0.39 g/mL, about 0.25 g/mL to
about 0.38 g/mL, about 0.25 g/mL to about 0.37 g/mL, about 0.25 g/mL to about 0.27 g/mL, about
0.27 g/mL to about 1.5 g/mL, about 0.27 g/mL to about 1 g/mL, about 0.27 g/mL to about 0.75
g/mL, about 0.27 g/mL to about 0.6 g/mL, about 0.27 g/mL to about 0.55 g/mL, about 0.27 g/mL
to about 0.5 g/mL, 0.27 g/mL to about 0.39 g/mL., about 0.27 g/mL to about 0.38 g/mL, about 0.27
g/mL to about 0.37 g/mL, about 0.37 g/mL to about 1.5 g/mL, about 0.37 g/mL to about 1 g/mL,
about 0.37 g/mL to about 0.75 g/mL, about 0.37 g/mL to about 0.6 g/mL, about 0.37 g/mL to about
0.55 g/mL, about 0.37 g/mL to about 0.5 g/mL, 0.37 g/mL to about 0.39 g/mL, 0.37 g/mL to about
0.38 g/mL, about 0.38 g/mL to about 1.5 g/mL, about 0.38 g/mL to about 1 g/mL, about 0.38 g/mL
to about 0.75 g/mL, about 0.38 g/mL to about 0.6 g/mL, about 0.38 g/mL to about 0.55 g/mL,
about 0.38 g/mL to about 0.5 g/mL, about 0.39 g/mL to about 1.5 g/mL, about 0.39 g/mL to about
1 g/mL, about 0.39 g/mL to about 0.75 g/mL, about 0.39 g/mL to about 0.6 g/mL., about 0.39 g/mL
to about 0.55 g/mL, about 0.39 g/mL to about 0.5 g/mL, 0.38 g/mL to about 0.39 g/mL, about 0.5
g/mL to about 1.5 g/mL, about 0.5 g/mL to about 1 g/mL, about 0.5 g/mL to about 0.75 g/mL,
about 0.5 g/mL to about 0.6 g/mL, about 0.5 g/mL to about 0.55 g/mL, about 0.55 g/mL to about
1.5 g/mL, about 0.55 g/mL to about 1 g/mL, about 0.55 g/mL to about 0.75 g/mL, about 0.55 g/mL
to about 0.6 g/mL, about 0.6 g/mL to about 1.5 g/mL, about 0.6 g/mL to about 1 g/mL, about 0.6
g/mL to about 0.75 g/mL, about 0.75 g/mL to about 1.5 g/mL, about 0.75 g/mL to about 1 g/mL,
or about 1 g/mL to about 1.5 g/mL. In some embodiments, the SMCC has a bulk density of about
0.1 g/mL, about 0.2 g/mL., about 0.25 g/mL, about 0.27 g/mL, about 0.3 g/mL, about 0.35 g/mL,
about 0.37 g/mL, about 0.38 g/mL, about 0.4 g/mL, about 0.45 g/mL, about 0.5 g/mL, about 0.55
g/mL, about 0.6 g/mL, about 0.75 g/mL, about 0.8 g/mL., about 0.85 g/mL, about 0.9 g/mL, about
0.95 g/mL, about 1 g/mL, or about 1.5 g/mL.

[66878] In some embodiments, the disintegrants may include, but are not limited to, starch,

microcrystalline cellulose, sodium alginate, croscarmellose sodium, crospovidone (crosslinked
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povidone), sodium starch glycolate, partially pregelatinized starch, and any other suitable

disintegrant known in the art.

[8879] In some embodiments, the lubricants may include, but are not limited to, magnesium
stearate, stearic acid, vegetable stearin, sodium stearyl fumarate, glyceryl di-behenate, talc, silica,
polyethylene glycol (e.g., PEG-4000 or PEG-6000), sodium lauryl sulfate (SLS), and any other

suitable lubricant known in the art.

[88808] In some embodiments, the glidants may include, but are not limited to, colloidal silicon
dioxide, talc, starch, ascorbyl palmitate, calcium palmitate, magnesium stearate, and any other

suitable glidant known in the art.

[0081] In some embodiments, the pharmaceutical composition comprises a film coating the core.
In some embodiments, the film is an immediate release (IR) film. The film may comprise any
suitable material known in the art, including but not limited to: cellulosic polymers (e.g.,
hydroxypropyl methyl cellulose (HPMC), hydroxypropyl cellulose (HPC), hydroxyethyl cellulose
(HEC), methyl cellulose (MC), sodium carboxymethyl cellulose (NaCMC), etc.); vinyl derivatives
(e.g., polyvinyl pyrrolidone (PVP), polyvinylpyrrolidone-polyvinyl acetate copolymers, polyvinyl
alcohol (PVA), polyvinyl alcohol-polyethylene glycol copolymers, etc.); acrylic polymers and
copolymers (e.g., EUDRAGIT® E, etc.); and glycols (e.g., polyethylene glycols). In some
embodiments, the film comprises a commercially-available mixture of polyethylene glycol PVA,
and inorganic substances (e.g., OPADRY® II (which includes talc, polyethylene glycol, polyvinyl
alcohol, and titanium dioxide)). In some embodiments, the film may be present at a concentration
of about 1 wt.% to about 5 wt.% (e.g., about 1 wt.%, about 1.5 wt.%, about 2 wt.%, about 2.5
wt.%, about 3 wt.%, about 3.5 wt.%, about 4 wt.%, about 4 wt.%, or about 5 wt.%), relative to the
total weight of the composition. In some embodiments, the pharmaceutical composition does not

comprise a film coating the core.

[00882] The excipients may be intragranular (e.g., present in granules along with elacestrant

dihydrochloride and one or more pharmaceutically acceptable excipients), extragranular (e.g.,
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present external to granules comprising elacestrant dihydrochloride and one or more

pharmaceutically acceptable excipients), or a combination of intragranular and extragranular.

[8883] Any of the pharmaceutically acceptable excipients may be present in the solid
pharmaceutical composition at any suitable concentration for achieving advantageous physical
properties (e.g., tablet hardness), manufacturability, or storage stability. In some embodiments,
any of the pharmaceutically acceptable excipients (e.g., fillers, binders, disintegrants, glidants,
lubricants, etc.) may be present at a concentration of greater than or equal to about 0.01 wt.%,
greater than or equal to about 0.05 wt.%, greater than or equal to about 0.1 wt.%, greater than or
equal to about 0.2 wt.%, greater than or equal to about 0.3 wt.%, greater than or equal to about 0.4
wt.%, greater than or equal to about 0.5 wt.%, greater than or equal to about 0.6 wt.%, greater than
or equal to about 0.7 wt.%, greater than or equal to about 0.8 wt.%, greater than or equal to about
0.9 wt.%, greater than or equal to about 1.0 wt.%, greater than or equal to about 1.2 wt.%, greater
than or equal to about 1.4 wt.%, greater than or equal to about 1.5 wt.%, greater than or equal to
about 1.6 wt.%, greater than or equal to about 1.8 wt.%, greater than or equal to about 2.0 wt.%,
greater than or equal to about 2.2 wt. %, greater than or equal to about 2.4 wt.%, greater than or
equal to about 2.5 wt.%, greater than or equal to about 2.6 wt.%, greater than or equal to about 2.8
wt.%, greater than or equal to about 3.0 wt.%, greater than or equal to about 3.2 wt.%, greater than
or equal to about 3.4 wt.%, greater than or equal to about 3.5 wt.%, greater than or equal to about
3.6 wt.%, greater than or equal to about 3.8 wt.%, greater than or equal to about 4.0 wt.%, greater
than or equal to about 4.2 wt.%, greater than or equal to about 4.4 wt.%, greater than or equal to
about 4.5 wt.%, greater than or equal to about 4.6 wt.%, greater than or equal to about 4.8 wt.%,
greater than or equal to about 5.0 wt.%, greater than or equal to about 5.5 wt.%, greater than or
equal to about 6.0 wt.%, greater than or equal to about 6.5 wt.%, greater than or equal to about 7.0
wt.%, greater than or equal to about 7.5 wt.%, greater than or equal to about 8.0 wt.%, greater than
or equal to about 8.5 wt.%, greater than or equal to about 9.0 wt.%, greater than or equal to about
9.5 wt.%, greater than or equal to about 10.0 wt.%, greater than or equal to about 10.5 wt.%, greater
than or equal to about 11.0 wt.%, greater than or equal to about 11.5 wt.%, greater than or equal

to about 12.0 wt.%, greater than or equal to about 12.5 wt.%, greater than or equal to about 13.0
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wt.%, greater than or equal to about 13.5 wt.%, greater than or equal to about 14.0 wt.%, greater
than or equal to about 14.5 wt.%, greater than or equal to about 15.0 wt.%, greater than or equal
to about 15.5 wt.%, greater than or equal to about 16.0 wt.%, greater than or equal to about 16.5
wt.%, greater than or equal to about 17.0 wt.%, greater than or equal to about 17.5 wt.%, greater
than or equal to about 18.0 wt.%, greater than or equal to about 18.5 wt.%, greater than or equal
to about 19.0 wt.%, greater than or equal to about 19.5 wt.%, greater than or equal to about 20.0
wt.%, greater than or equal to about 25 wt.%, greater than or equal to about 30 wt.%, greater than
or equal to about 35 wt.%, greater than or equal to about 40 wt.%, greater than or equal to about
45 wt.%, greater than or equal to about 50 wt.%, greater than or equal to about 55 wt.%, greater
than or equal to about 60 wt.%, greater than or equal to about 65 wt.%, greater than or equal to

about 70 wt.%, or any range or value therein between.

[0084] In some embodiments, any of the pharmaceutically acceptable excipients may be present
at a concentration of less than or equal to about 70 wt.%, less than or equal to about 65 wt.%, less
than or equal to about 60 wt.%, less than or equal to about 55 wt.%, less than or equal to about 50
wt.%, less than or equal to about 45 wt.%, less than or equal to about 40 wt.%, less than or equal
to about 35 wt.%, less than or equal to about 30 wt.%, less than or equal to about 25 wt.%, less
than or equal to about 20 wt.%, less than or equal to about 19.5 wt.%, less than or equal to about
19.0 wt.%, less than or equal to about 18.5 wt.%, less than or equal to about 18.0 wt.%, less than
or equal to about 17.5 wt.%, less than or equal to about 17.0 wt.%, less than or equal to about 16.5
wt.%, less than or equal to about 16.0 wt.%, less than or equal to about 15.5 wt.%, less than or
equal to about 15.0 wt.%, less than or equal to about 14.5 wt.%, less than or equal to about 14.0
wt.%, less than or equal to about 13.5 wt.%, less than or equal to about 13.0 wt.%, less than or
equal to about 12.5 wt.%, less than or equal to about 12.0 wt.%, less than or equal to about 11.5
wt.%, less than or equal to about 11.0 wt.%, less than or equal to about 10.5 wt.%, less than or
equal to about 10.0 wt.%, less than or equal to about 9.5 wt.%, less than or equal to about 9.0 wt.%,
less than or equal to about 8.5 wt.%, less than or equal to about 8.0 wt.%, less than or equal to
about 7.5 wt. %, less than or equal to about 7.0 wt.%, less than or equal to about 6.5 wt.%, less than

or equal to about 6.0 wt.%, less than or equal to about 5.5 wt.%, less than or equal to about 5.0
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wt.%, less than or equal to about 4.8 wt.%, less than or equal to about 4.6 wt.%, less than or equal
to about 4.5 wt.%, less than or equal to about 4.4 wt.%, less than or equal to about 4.2 wt.%, less
than or equal to about 4.0 wt.%, less than or equal to about 3.8 wt.%, less than or equal to about
3.6 wt.%, less than or equal to about 3.5 wt.%, less than or equal to about 3.4 wt.%, less than or
equal to about 3.2 wt.%, less than or equal to about 3.0 wt.%, less than or equal to about 2.8 wt.%,
less than or equal to about 2.6 wt.%, less than or equal to about 2.5 wt.%, less than or equal to
about 2.4 wt. %, less than or equal to about 2.2 wt.%, less than or equal to about 2.0 wt.%, less than
or equal to about 1.8 wt.%, less than or equal to about 1.6 wt.%, less than or equal to about 1.5
wt.%, less than or equal to about 1.4 wt.%, less than or equal to about 1.2 wt.%, less than or equal
to about 1.0 wt.%, less than or equal to about 0.9 wt.%, less than or equal to about 0.8 wt.%, less
than or equal to about 0.7 wt.%, less than or equal to about 0.6 wt.%, less than or equal to about
0.5 wt.%, less than or equal to about 0.4 wt.%, less than or equal to about 0.3 wt.%, less than or
equal to about 0.2 wt.%, less than or equal to about 0.1 wt.%, less than or equal to about 0.05 wt.%,

less than or equal to about 0.01 wt.%, or any range or value therein between.

8085} In some embodiments, any of the pharmaceutically acceptable excipients may be present
at a concentration of about 0.01 wt.%, about 0.05 wt.%, about 0.1 wt.%, about 0.2 wt.%, about 0.3
wt.%, about 0.4 wt.%, about 0.5 wt.%, about 0.6 wt.%, about 0.7 wt.%, about 0.8 wt.%, about 0.9
wt.%, about 1.0 wt.%, about 1.2 wt.%, about 1.4 wt.%, about 1.5 wt.%, about 1.6 wt.%, about 1.8
wt.%, about 2.0 wt.%, about 2.2 wt.%, about 2.4 wt.%, about 2.5 wt.%, about 2.6 wt.%, about 2.8
wt.%, about 3.0 wt.%, about 3.2 wt.%, about 3.4 wt.%, about 3.5 wt.%, about 3.6 wt.%, about 3.8
wt.%, about 4.0 wt.%, about 4.2 wt.%, about 4.4 wt.%, about 4.5 wt.%, about 4.6 wt.%, about 4.8
wt.%, about 5.0 wt.%, about 5.5 wt.%, about 6.0 wt.%, about 6.5 wt.%, about 7.0 wt.%, about 7.5
wt.%, about 8.0 wt.%, about 8.5 wt.%, about 9.0 wt.%, about 9.5 wt.%, about 10.0 wt.%, about
10.5 wt.%, about 11.0 wt.%, about 11.5 wt.%, about 12.0 wt.%, about 12.5 wt.%, about 13.0 wt.%,
about 13.5 wt.%, about 14.0 wt.%, about 14.5 wt.%, about 15.0 wt.%, about 15.5 wt.%, about 16.0
wt.%, about 16.5 wt.%, about 17.0 wt.%, about 17.5 wt.%, about 18.0 wt.%, about 18.5 wt.%,
about 19.0 wt.%, about 19.5 wt.%, about 20.0 wt.%, about 25 wt.%, about 30 wt.%, about 35 wt.%,

22



WO 2024/252263 PCT/IB2024/055420

about 40 wt.%, about 45 wt.%, about 50 wt.%, about 55 wt.%, about 60 wt.%, about 65 wt.%,

about 70 wt.%, or any range or value therein between.

[8886] In some embodiments, any of the pharmaceutically acceptable excipients may be present
at a concentration of about 0.01 wt.% to about 70.0 wt.%, about 0.01 wt.% to about 60.0 wt.%,
about 0.01 wt.% to about 50.0 wt.%, about 0.01 wt.% to about 40 wt.%, about 0.01 wt.% to about
30 wt.%, about 0.01 wt.% to about 20 wt.%, about 0.01 wt.% to about 15 wt.%, about 0.01 wt.%
to about 10 wt.%, about 0.01 wt.% to about 5 wt.%, about 0.01 wt.% to about 1 wt.%, about 0.1
wt.% to about 50.0 wt.%, about 0.1 wt.% to about 40 wt.%, about 0.1 wt.% to about 30 wt.%,
about 0.1 wt.% to about 20 wt.%, about 0.1 wt.% to about 15 wt.%, about 0.1 wt.% to about 10
wt.%, about 0.1 wt.% to about 5 wt.%, about 0.1 wt.% to about 1 wt.%, about 1 wt.% to about 70
wt.%, about 1 wt.% to about 60 wt.%, about 1 wt.% to about 50 wt.%, about 1 wt.% to about 40
wt.%, about 1 wt.% to about 30 wt.%, about 1 wt.% to about 20 wt.%, about 1 wt.% to about 15
wt.%, about 1 wt.% to about 10 wt.%, about 1 wt.% to about 5 wt.%, about 1 wt.% to about 2
wt.%, about 5 wt.% to about 70 wt.%, about 5 wt.% to about 60 wt.%, about 5 wt.% to about 50
wt.%, about 5 wt.% to about 40 wt.%, about 5 wt.% to about 30 wt.%, about 5 wt.% to about 20
wt.%, about 5 wt.% to about 15 wt.%, about 5 wt.% to about 10 wt.%, about 10 wt.% to about 70
wt.%, about 10 wt.% to about 60 wt.%, about 10 wt.% to about 50 wt.%, about 10 wt.% to about
40 wt.%, about 10 wt.% to about 30 wt.%, about 10 wt.% to about 20 wt.%, about 10 wt.% to

about 15 wt.%, or any range or value therein between.

[6087] In some embodiments, the composition comprises one or more of a filler, a binder, a
disintegrant, a glidant, or a lubricant. In some embodiments, the composition comprises two or
more of a filler, a binder, a disintegrant, a glidant, or a lubricant. In some embodiments, the
composition comprises three or more of a filler, a binder, a disintegrant, a glidant, or a lubricant.
In some embodiments, the composition comprises four or more of a filler, a binder, a disintegrant,
a glidant, or a lubricant. In some embodiments, the composition comprises a filler, a binder, a

disintegrant, a glidant, and a lubricant.
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[0088] In some embodiments, the composition comprises SMCC and one or more
pharmaceutically acceptable excipients. In some embodiments, the composition comprises SMCC
and one or more pharmaceutically acceptable excipients selected from microcrystalline cellulose,
crospovidone, colloidal silicon dioxide, or magnesium stearate. In some embodiments, the
composition comprises SMCC and two or more pharmaceutically acceptable excipients selected
from microcrystalline cellulose, crospovidone, colloidal silicon dioxide, or magnesium stearate.
In some embodiments, the composition comprises SMCC and three or more pharmaceutically
acceptable excipients selected from microcrystalline cellulose, crospovidone, colloidal silicon
dioxide, or magnesium stearate. In some embodiments, the composition comprises SMCC,

microcrystalline cellulose, crospovidone, colloidal silicon dioxide, and magnesium stearate.

|0089] In some embodiments, the composition comprises a blend comprising microcrystalline
cellulose and colloidal silicon dioxide and one or more pharmaceutically acceptable excipients. In
some embodiments, the composition comprises a blend comprising microcrystalline cellulose and
colloidal silicon dioxide and one or more pharmaceutically acceptable excipients selected from
microcrystalline cellulose, crospovidone, colloidal silicon dioxide, or magnesium stearate. In
some embodiments, the composition comprises a blend comprising microcrystalline cellulose and
colloidal silicon dioxide and two or more pharmaceutically acceptable excipients selected from
microcrystalline cellulose, crospovidone, colloidal silicon dioxide, or magnesium stearate. In
some embodiments, the composition comprises a blend comprising microcrystalline cellulose and
colloidal silicon dioxide and three or more pharmaceutically acceptable excipients selected from
microcrystalline cellulose, crospovidone, colloidal silicon dioxide, or magnesium stearate. In
some embodiments, the composition comprises a blend comprising microcrystalline cellulose and
colloidal silicon dioxide, microcrystalline cellulose, crospovidone, colloidal silicon dioxide, and
magnesium stearate. In some embodiments, the blend is a granulated form comprising granules
that comprise microcrystalline cellulose and colloidal silicon dioxide. In some embodiments, the
blend is a granulated form comprising granules that comprise microcrystalline cellulose and
colloidal silicon dioxide and one or more pharmaceutically acceptable excipients selected from

crospovidone, colloidal silicon dioxide, or magnesium stearate.
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[8098] In some embodiments, all or a portion of any pharmaceutically acceptable excipient may
be present in granules (i.e., is intragranular). In some embodiments, any of the one or more
pharmaceutically acceptable excipients may be present in the core but not in granules (i.e., is
extragranular). In some embodiments, any of the one or more pharmaceutically acceptable

excipients may be intragranular or extragranular.

[0091] In some embodiments, an intragranular portion of any pharmaceutically acceptable
excipient may be present at a concentration of about 0.01 wt.% to about 70.0 wt.%, about 0.01
wt.% to about 60.0 wt.%, about 0.01 wt.% to about 50.0 wt.%, about 0.01 wt.% to about 40 wt.%,
about 0.01 wt.% to about 30 wt.%, about 0.01 wt.% to about 20 wt.%, about 0.01 wt.% to about
15 wt.%, about 0.01 wt.% to about 10 wt.%, about 0.01 wt.% to about 5 wt.%, about 0.01 wt.% to
about 1 wt.%, about 0.1 wt.% to about 50.0 wt.%, about 0.1 wt.% to about 40 wt.%, about 0.1
wt.% to about 30 wt.%, about 0.1 wt.% to about 20 wt.%, about 0.1 wt.% to about 15 wt.%, about
0.1 wt.% to about 10 wt.%, about 0.1 wt.% to about 5 wt.%, about 0.1 wt.% to about 1 wt.%, about
1 wt.% to about 70 wt.%, about 1 wt.% to about 60 wt.%, about 1 wt.% to about 50 wt.%, about 1
wt.% to about 40 wt.%, about 1 wt.% to about 30 wt.%, about 1 wt.% to about 20 wt.%, about 1
wt.% to about 15 wt.%, about 1 wt.% to about 10 wt.%, about 1 wt.% to about 5 wt.%, about 1
wt.% to about 2 wt.%, about 5 wt.% to about 70 wt.%, about 5 wt.% to about 60 wt.%, about 5
wt.% to about 50 wt.%, about 5 wt.% to about 40 wt.%, about 5 wt.% to about 30 wt.%, about 5
wt.% to about 20 wt.%, about 5 wt.% to about 15 wt.%, about 5 wt.% to about 10 wt.%, about 10
wt.% to about 70 wt.%, about 10 wt.% to about 60 wt.%, about 10 wt.% to about 50 wt.%, about
10 wt.% to about 40 wt.%, about 10 wt.% to about 30 wt.%, about 10 wt.% to about 20 wt.%,
about 10 wt.% to about 15 wt.%, or any range or value therein between. In some embodiments,
the intragranular portion of any pharmaceutically acceptable excipient may be present at a
concentration of about 0.5 wt.%, about 1 wt.%, about 1.5 wt.%, about 2 wt.%, about 2.5 wt.%,
about 3 wt.%, about 3.5 wt.%, about 4 wt.%, about 4.5 wt.%, about 5 wt.%, about 5.5 wt.%, about
6 wt.%, about 6.5 wt.%, about 7 wt.%, about 7.5 wt.%, about 8 wt.%, about 8.5 wt.%, about 9
wt.%, about 9.5 wt.%, about 10 wt.%, about 10.5 wt.%, about 11 wt.%, about 11.5 wt.%, about 12
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wt.%, about 12.5 wt.%, about 13 wt.%, about 13.5 wt.%, about 14 wt.%, about 14.5 wt.%, about
15 wt.%, about 20 wt.%, about 25 wt.%, or about 30 wt.%.

[8892] In some embodiments, an extragranular portion of any pharmaceutically acceptable
excipient may be present at a concentration of about 0.01 wt.% to about 70.0 wt.%, about 0.01
wt.% to about 60.0 wt.%, about 0.01 wt.% to about 50.0 wt.%, about 0.01 wt.% to about 40 wt.%,
about 0.01 wt.% to about 30 wt.%, about 0.01 wt.% to about 20 wt.%, about 0.01 wt.% to about
15 wt.%, about 0.01 wt.% to about 10 wt.%, about 0.01 wt.% to about 5 wt.%, about 0.01 wt.% to
about 1 wt.%, about 0.1 wt.% to about 50.0 wt.%, about 0.1 wt.% to about 40 wt.%, about 0.1
wt.% to about 30 wt.%, about 0.1 wt.% to about 20 wt.%, about 0.1 wt.% to about 15 wt.%, about
0.1 wt.% to about 10 wt.%, about 0.1 wt.% to about 5 wt.%, about 0.1 wt.% to about 1 wt.%, about
1 wt.% to about 70 wt.%, about 1 wt.% to about 60 wt.%, about 1 wt.% to about 50 wt.%, about 1
wt.% to about 40 wt.%, about 1 wt.% to about 30 wt.%, about 1 wt.% to about 20 wt.%, about 1
wt.% to about 15 wt.%, about 1 wt.% to about 10 wt.%, about 1 wt.% to about 5 wt.%, about 1
wt.% to about 2 wt.%, about 5 wt.% to about 70 wt.%, about 5 wt.% to about 60 wt.%, about 5
wt.% to about 50 wt.%, about 5 wt.% to about 40 wt.%, about 5 wt.% to about 30 wt.%, about 5
wt.% to about 20 wt.%, about 5 wt.% to about 15 wt.%, about 5 wt.% to about 10 wt.%, about 10
wt.% to about 70 wt.%, about 10 wt.% to about 60 wt.%, about 10 wt.% to about 50 wt.%, about
10 wt.% to about 40 wt.%, about 10 wt.% to about 30 wt.%, about 10 wt.% to about 20 wt.%,
about 10 wt.% to about 15 wt.%, or any range or value therein between. In some embodiments,
the extragranular portion of any pharmaceutically acceptable excipient may be present at a
concentration of about 0.5 wt.%, about 1 wt.%, about 1.5 wt.%, about 2 wt.%, about 2.5 wt.%,
about 3 wt.%, about 3.5 wt.%, about 4 wt.%, about 4.5 wt.%, about 5 wt.%, about 5.5 wt.%, about
6 wt.%, about 6.5 wt.%, about 7 wt.%, about 7.5 wt.%, about 8 wt.%, about 8.5 wt.%, about 9
wt.%, about 9.5 wt.%, about 10 wt.%, about 10.5 wt.%, about 11 wt.%, about 11.5 wt.%, about 12
wt.%, about 12.5 wt.%, about 13 wt.%, about 13.5 wt.%, about 14 wt.%, about 14.5 wt.%, about
15 wt.%, about 20 wt.%, about 25 wt.%, or about 30 wt.%.

[0093] In some embodiments, the composition comprises SMCC and one or more additional

pharmaceutically acceptable excipients. In some embodiments, the composition comprises SMCC
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and one or more pharmaceutically acceptable excipients selected from microcrystalline cellulose,
crospovidone, colloidal silicon dioxide, or magnesium stearate. In some embodiments, the
composition comprises SMCC, microcrystalline cellulose, crospovidone, colloidal silicon dioxide,

and magnesium stearate.

[8894] In some embodiments, the composition comprises about 30 wt.% to about 60 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide.

[3895] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide.

[8896] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

[8897] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 8 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

[00898] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium stearate; about 15
wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

[0899] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
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wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
16 wt.% to about 22 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

[0188] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

[8181] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide.

[8182] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 9 wt.% crospovidone; about 0.5 wt.% to about 2.5 wt.% magnesium stearate; about
15 wt.% to about 22 wt.% SMCC; and about 0.05 wt.% to about 0.5 wt.% colloidal silicon dioxide.

[6183] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 8 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium stearate; about 16
wt.% to about 22 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide.

|[8184] In some embodiments, the composition comprises about 459 wt% elacestrant
dihydrochloride, about 26.4 wt.% microcrystalline cellulose, about 6.4 wt.% crospovidone, about
1.6 wt.% magnesium stearate, about 19.5 wt.% SMCC, and about 0.2 wt.% colloidal silicon

dioxide.

|8185] In some embodiments, the composition comprises about 30 wt.% to about 60 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
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15 wt.% to about 25 wt.% SMCC; about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[0186] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[0167] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[8188] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 8 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[0169] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium stearate; about 15
wt.% to about 25 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

|[0110] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
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16 wt.% to about 22 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[0111] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[0112] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium stearate; about
15 wt.% to about 25 wt.% SMCC; about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

[#113] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline cellulose; about 5
wt.% to about 9 wt.% crospovidone; about 0.5 wt.% to about 2.5 wt.% magnesium stearate; about
15 wt.% to about 22 wt.% SMCC; about 0.05 wt.% to about 0.5 wt.% colloidal silicon dioxide,
and about 1 wt.% to about 5 wt.% of a film.

[0114] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline cellulose; about 5
wt.% to about 8 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium stearate; about 16
wt.% to about 22 wt.% SMCC; about 0.1 wt.% to about 0.3 wt.% colloidal silicon dioxide, and
about 1 wt.% to about 5 wt.% of a film.

|[0115] In some embodiments, the composition comprises about 459 wt% elacestrant
dihydrochloride, about 26.4 wt.% microcrystalline cellulose, about 6.4 wt.% crospovidone, about
1.6 wt.% magnesium stearate, about 19.5 wt.% SMCC, about 0.2 wt.% colloidal silicon dioxide
and about 3 wt.% of a film.
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[8116] In some embodiments, the composition comprises a core comprising about 30 wt.% to
about 60 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.%

colloidal silicon dioxide.

[0117] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.%

colloidal silicon dioxide.

|0118] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3

wt.% colloidal silicon dioxide.

[0119] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 8 wt.% crospovidone; about 0.5 wt.% to about 3 wt.% magnesium
stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide.

[0120] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium
stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide.
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[0121] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 16 wt.% to about 22 wt.% SMCC; and about 0.1 wt.% to about 0.3

wt.% colloidal silicon dioxide.

[0122] In some embodiments, the composition comprises a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.1 wt.% to about 0.3
wt.% colloidal silicon dioxide.

|0123] In some embodiments, the composition comprises a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 10 wt.% crospovidone; about 0.5 wt.% to about 3 wt.%
magnesium stearate; about 15 wt.% to about 25 wt.% SMCC; and about 0.01 wt.% to about 1 wt.%

colloidal silicon dioxide.

[0124] In some embodiments, the composition comprises a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride; about 20 wt.% to about 30 wt.% microcrystalline
cellulose; about 5 wt.% to about 9 wt.% crospovidone; about 0.5 wt.% to about 2.5 wt.%
magnesium stearate; about 15 wt.% to about 22 wt.% SMCC; and about 0.05 wt.% to about 0.5

wt.% colloidal silicon dioxide.

[0125] In some embodiments, the composition comprises a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride; about 23 wt.% to about 28 wt.% microcrystalline
cellulose; about 5 wt.% to about 8 wt.% crospovidone; about 1 wt.% to about 2 wt.% magnesium
stearate; about 16 wt.% to about 22 wt.% SMCC; and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide.
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[8126] In some embodiments, the composition comprises a core comprising about 45.9 wt.%
elacestrant dihydrochloride, about 26.4 wt.% microcrystalline cellulose, about 6.4 wt.%
crospovidone, about 1.6 wt.% magnesium stearate, about 19.5 wt.% SMCC, and about 0.2 wt.%

colloidal silicon dioxide.

[#127] In some embodiments, the composition comprises: a core comprising about 30 wt.% to
about 60 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.01 wt.% to about 1 wt.%
colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the

core.

|0128] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.01 wt.% to about 1 wt.%
colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the

core.

[0129] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 23 wt.% to about 28 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.1 wt.% to about 0.3
wt.% colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats

the core.

[0138] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 8 wt.% crospovidone, about 0.5 wt.% to about 3 wt.% magnesium
stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the core.
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[0131] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 23 wt.% to about 28 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 1 wt.% to about 2 wt.% magnesium
stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the core.

[0132] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 16 wt.% to about 22 wt.% SMCC, and about 0.1 wt.% to about 0.3
wt.% colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats

the core.

[0133] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.1 wt.% to about 0.3
wt.% colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats

the core.

[0134] In some embodiments, the composition comprises: a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 10 wt.% crospovidone, about 0.5 wt.% to about 3 wt%
magnesium stearate, about 15 wt.% to about 25 wt.% SMCC, and about 0.01 wt.% to about 1 wt.%
colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the

core.

[8135] In some embodiments, the composition comprises: a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% microcrystalline
cellulose, about 5 wt.% to about 9 wt.% crospovidone, about 0.5 wt.% to about 2.5 wt.%
magnesium stearate, about 15 wt.% to about 22 wt.% SMCC, and about 0.05 wt.% to about 0.5
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wt.% colloidal silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats

the core.

[8136] In some embodiments, the composition comprises: a core comprising about 42 wt.% to
about 47 wt.% elacestrant dihydrochloride, about 23 wt.% to about 28 wt.% microcrystalline
cellulose, about 5 wt.% to about 8 wt.% crospovidone, about 1 wt.% to about 2 wt.% magnesium
stearate, about 16 wt.% to about 22 wt.% SMCC, and about 0.1 wt.% to about 0.3 wt.% colloidal

silicon dioxide; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the core.

[0137] In some embodiments, the composition comprises: a core comprising about 45.9 wt.%
elacestrant dihydrochloride, about 26.4 wt% microcrystalline cellulose, about 6.4 wt.%
crospovidone, about 1.6 wt.% magnesium stearate, about 19.5 wt.% SMCC, and about 0.2 wt.%

colloidal silicon dioxide; and a film in an amount of about 3 wt.% that coats the core.

[6138] In some embodiments, the composition comprises one or more of intragranular SMCC,
intragranular microcrystalline cellulose, intragranular crospovidone, and intragranular magnesium
stearate. In some embodiments, the composition comprises one or more of extragranular SMCC,
extragranular crospovidone, extragranular colloidal silicon dioxide, and extragranular magnesium
stearate. In some embodiments, the composition comprises both intragranular SMCC and
extragranular SMCC. In some embodiments, the composition comprises both intragranular
crospovidone and extragranular crospovidone. In some embodiments, the composition comprises
both intragranular magnesium stearate and extragranular magnesium stearate. In some
embodiments, the composition comprises intragranular SMCC, intragranular microcrystalline
cellulose, intragranular crospovidone, intragranular magnesium stearate, extragranular SMCC,
extragranular crospovidone, extragranular colloidal silicon dioxide, and extragranular magnesium

stearate.

[0139] In some embodiments, the composition comprises about 30 wt.% to about 60 wt.%
intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.% intragranular
microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone, about 2 wt.%

to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.% intragranular magnesium
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stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone, about 5 wt.% to about 20
wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.% extragranular colloidal silicon

dioxide, and about 0.1 wt.% to about 2 wt.% extragranular magnesium stearate.

[0140] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.% intragranular
microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone, about 2 wt.%
to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.% intragranular magnesium
stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone, about 5 wt.% to about 20
wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.% extragranular colloidal silicon

dioxide, and about 0.1 wt.% to about 2 wt.% extragranular magnesium stearate.

|0141] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
intragranular elacestrant dihydrochloride, about 20 wt% to about 30 wt.% intragranular
microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone, about 5 wt.%
to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular magnesium
stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to about 15 wt.%
extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon dioxide, and

about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate.

[0142] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
intragranular elacestrant dihydrochloride, about 20 wt% to about 30 wt.% intragranular
microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone, about 5 wt.%
to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular magnesium
stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to about 15 wt.%
extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon dioxide, and

about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate.

[0143] In some embodiments, the composition comprises about 45.9 wt.% intragranular
elacestrant dihydrochloride, about 26.4 wt.% intragranular microcrystalline cellulose, about 4.1

wt.% intragranular crospovidone, about 8 wt.% intragranular SMCC, about 0.5 wt.% intragranular
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magnesium stearate, about 2.3 wt.% extragranular crospovidone, about 11.5 wt.% extragranular
SMCC, about 0.2 wt.% extragranular colloidal silicon dioxide, and about 1.1 wt.% extragranular

magnesium stearate.

[0144] In some embodiments, the composition comprises about 30 wt.% to about 60 wt.%
intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.% intragranular
microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone, about 2 wt.%
to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.% intragranular magnesium
stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone, about 5 wt.% to about 20
wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.% extragranular colloidal silicon
dioxide, about 0.1 wt.% to about 2 wt.% extragranular magnesium stearate, and about 1 wt.% to

about 5 wt.% of a film.

[0145] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
intragranular elacestrant dihydrochloride, about 20 wt% to about 35 wt.% intragranular
microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone, about 2 wt.%
to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.% intragranular magnesium
stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone, about 5 wt.% to about 20
wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.% extragranular colloidal silicon
dioxide, about 0.1 wt.% to about 2 wt.% extragranular magnesium stearate, and about 1 wt.% to

about 5 wt.% of a film.

[0146] In some embodiments, the composition comprises about 40 wt.% to about 50 wt.%
intragranular elacestrant dihydrochloride, about 20 wt% to about 30 wt.% intragranular
microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone, about 5 wt.%
to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular magnesium
stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to about 15 wt.%
extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon dioxide, about
0.5 wt.% to about 2 wt.% extragranular magnesium stearate, and about 1 wt.% to about 5 wt.% of

a film.

37



WO 2024/252263 PCT/IB2024/055420

[0147] In some embodiments, the composition comprises about 42 wt.% to about 47 wt.%
intragranular elacestrant dihydrochloride, about 20 wt.% to about 30 wt.% intragranular
microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone, about 5 wt.%
to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular magnesium
stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to about 15 wt.%
extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon dioxide, about
0.5 wt.% to about 2 wt.% extragranular magnesium stearate, and about 1 wt.% to about 5 wt.% of

a film.

|[0148] In some embodiments, the composition comprises about 45.9 wt.% intragranular
elacestrant dihydrochloride, about 26.4 wt.% intragranular microcrystalline cellulose, about 4.1
wt.% intragranular crospovidone, about 8 wt.% intragranular SMCC, about 0.5 wt.% intragranular
magnesium stearate, about 2.3 wt.% extragranular crospovidone, about 11.5 wt.% extragranular
SMCC, about 0.2 wt.% extragranular colloidal silicon dioxide, about 1.1 wt.% extragranular

magnesium stearate, and about 3 wt.% of a film.

[0149] In some embodiments, the composition comprises: a core comprising about 30 wt.% to
about 60 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.%
intragranular microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone,
about 2 wt.% to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.%
intragranular magnesium stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone,
about 5 wt.% to about 20 wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.%
extragranular colloidal silicon dioxide, and about 0.1 wt.% to about 2 wt.% extragranular

magnesium stearate.

[0158] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.%
intragranular microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone,
about 2 wt.% to about 12 wt% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.%

intragranular magnesium stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone,
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about 5 wt.% to about 20 wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.%
extragranular colloidal silicon dioxide, and about 0.1 wt% to about 2 wt% extragranular

magnesium stearate.

[0151] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 30 wt.%
intragranular microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone,
about 5 wt.% to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular
magnesium stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to
about 15 wt.% extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon

dioxide, and about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate.

|0152] In some embodiments, the composition comprises: a core comprising about 42 wt.% to
about 47 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 30 wt.%
intragranular microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone,
about 5 wt.% to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular
magnesium stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to
about 15 wt.% extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon

dioxide, and about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate.

[0133] In some embodiments, the composition comprises: a core comprising about 45.9 wt.%
intragranular elacestrant dihydrochloride, about 26.4 wt.% intragranular microcrystalline
cellulose, about 4.1 wt.% intragranular crospovidone, about 8 wt.% intragranular SMCC, about
0.5 wt.% intragranular magnesium stearate, about 2.3 wt.% extragranular crospovidone, about 11.5
wt.% extragranular SMCC, about 0.2 wt.% extragranular colloidal silicon dioxide, and about 1.1

wt.% extragranular magnesium stearate.

[01534] In some embodiments, the composition comprises: a core comprising about 30 wt.% to
about 60 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.%
intragranular microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone,

about 2 wt.% to about 12 wt% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.%
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intragranular magnesium stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone,
about 5 wt.% to about 20 wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.%
extragranular colloidal silicon dioxide, and about 0.1 wt% to about 2 wt.% extragranular

magnesium stearate; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the core.

[#155] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 35 wt.%
intragranular microcrystalline cellulose, about 1 wt.% to about 8 wt.% intragranular crospovidone,
about 2 wt.% to about 12 wt.% intragranular SMCC, about 0.1 wt.% to about 1.5 wt.%
intragranular magnesium stearate, about 1 wt.% to about 10 wt.% extragranular crospovidone,
about 5 wt.% to about 20 wt.% extragranular SMCC, about 0.05 wt.% to about 1 wt.%
extragranular colloidal silicon dioxide, and about 0.1 wt.% to about 2 wt.% extragranular

magnesium stearate; and a film in an amount of about 1 wt.% to about 5 wt.% that coats the core.

[8156] In some embodiments, the composition comprises: a core comprising about 40 wt.% to
about 50 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 30 wt.%
intragranular microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone,
about 5 wt.% to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular
magnesium stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to
about 15 wt.% extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon
dioxide, and about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate; and a film in an

amount of about 1 wt.% to about 5 wt.% that coats the core.

[6157] In some embodiments, the composition comprises: a core comprising about 42 wt.% to
about 47 wt.% intragranular elacestrant dihydrochloride, about 20 wt.% to about 30 wt.%
intragranular microcrystalline cellulose, about 2 wt.% to about 6 wt.% intragranular crospovidone,
about 5 wt.% to about 10 wt.% intragranular SMCC, about 0.1 wt.% to about 1 wt.% intragranular
magnesium stearate, about 1 wt.% to about 5 wt.% extragranular crospovidone, about 5 wt.% to

about 15 wt.% extragranular SMCC, about 0.1 wt.% to about 1 wt.% extragranular colloidal silicon
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dioxide, and about 0.5 wt.% to about 2 wt.% extragranular magnesium stearate; and a film in an

amount of about 1 wt.% to about 5 wt.% that coats the core.

[0158] In some embodiments, the composition comprises: a core comprising about 45.9 wt.%
intragranular elacestrant dihydrochloride, about 26.4 wt.% intragranular microcrystalline
cellulose, about 4.1 wt.% intragranular crospovidone, about 8 wt.% intragranular SMCC, about
0.5 wt.% intragranular magnesium stearate, about 2.3 wt.% extragranular crospovidone, about 11.5
wt.% extragranular SMCC, about 0.2 wt.% extragranular colloidal silicon dioxide, and about 1.1
wt.% extragranular magnesium stearate; and a film in an amount of about 3 wt.% that coats the

core.

[0159] In some embodiments, the composition may be a composition prepared by any of the

methods of manufacturing solid pharmaceutical compositions disclosed herein.
Tablet Hardness

[6#160] Pharmaceutical compositions according to the present disclosure may have any suitable
hardness for achieving a favorable dissolution profile and target bioavailability. Methods of

measuring tablet hardness will be known to those of ordinary skill in the art.

[6161] In some embodiments, the solid pharmaceutical composition is a tablet that is compressed
to a hardness of greater than or equal to about 5.0 kP, greater than or equal to about 5.1 kP, greater
than or equal to about 5.2 kP, greater than or equal to about 5.3 kP, greater than or equal to about
5.4 kP, greater than or equal to about 5.5 kP, greater than or equal to about 5.6 kP, greater than or
equal to about 5.7 kP, greater than or equal to about 5.8 kP, greater than or equal to about 5.9 kP,
greater than or equal to about 6.0 kP, greater than or equal to about 6.1 kP, greater than or equal
to about 6.2 kP, greater than or equal to about 6.3 kP, greater than or equal to about 6.4 kP, greater
than or equal to about 6.5 kP, greater than or equal to about 6.6 kP, greater than or equal to about
6.7 kP, greater than or equal to about 6.8 kP, greater than or equal to about 6.9 kP, greater than or
equal to about 7.0 kP, greater than or equal to about 7.1 kP, greater than or equal to about 7.2 kP,

greater than or equal to about 7.3 kP, greater than or equal to about 7.4 kP, greater than or equal
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to about 7.5 kP, greater than or equal to about 7.6 kP, greater than or equal to about 7.7 kP, greater
than or equal to about 7.8 kP, greater than or equal to about 7.9 kP, greater than or equal to about
8.0 kP, greater than or equal to about 8.1 kP, greater than or equal to about 8.2 kP, greater than or
equal to about 8.3 kP, greater than or equal to about 8.4 kP, greater than or equal to about 8.5 kP,
greater than or equal to about 8.6 kP, greater than or equal to about 8.7 kP, greater than or equal
to about 8.8 kP, greater than or equal to about 8.9 kP, greater than or equal to about 9.0 kP, greater
than or equal to about 9.1 kP, greater than or equal to about 9.2 kP, greater than or equal to about
9.3 kP, greater than or equal to about 9.4 kP, greater than or equal to about 9.5 kP, greater than or
equal to about 9.6 kP, greater than or equal to about 9.7 kP, greater than or equal to about 9.8 kP,
greater than or equal to about 9.9 kP, greater than or equal to about 10.0 kP, greater than or equal
to about 10.5 kP, greater than or equal to about 11.0 kP, greater than or equal to about 11.5 kP,
greater than or equal to about 12.0 kP, greater than or equal to about 12.5 kP, greater than or equal
to about 13.0 kP, greater than or equal to about 13.5 kP, greater than or equal to about 14.0 kP,
greater than or equal to about 14.5 kP, greater than or equal to about 15.0 kP, greater than or equal
to about 15.5 kP, greater than or equal to about 16.0 kP, greater than or equal to about 16.5 kP,
greater than or equal to about 17.0 kP, greater than or equal to about 17.5 kP, greater than or equal
to about 18.0 kP, greater than or equal to about 18.5 kP, greater than or equal to about 19.0 kP,
greater than or equal to about 19.5 kP, greater than or equal to about 20.0 kP, greater than or equal
to about 20.5 kP, greater than or equal to about 21.0 kP, greater than or equal to about 21.5 kP,
greater than or equal to about 22.0 kP, greater than or equal to about 22.5 kP, greater than or equal
to about 23.0 kP, greater than or equal to about 23.5 kP, greater than or equal to about 24.0 kP,
greater than or equal to about 24.5 kP, greater than or equal to about 25.0 kP, greater than or equal
to about 25.5 kP, greater than or equal to about 26.0 kP, greater than or equal to about 26.5 kP,
greater than or equal to about 27.0 kP, greater than or equal to about 27.5 kP, greater than or equal
to about 28.0 kP, greater than or equal to about 28.5 kP, greater than or equal to about 29.0 kP,
greater than or equal to about 29.5 kP, greater than or equal to about 30.0 kP, greater than or equal
to about 30.5 kP, greater than or equal to about 31.0 kP, greater than or equal to about 31.5 kP,
greater than or equal to about 32.0 kP, greater than or equal to about 32.5 kP, greater than or equal
to about 33.0 kP, greater than or equal to about 33.5 kP, greater than or equal to about 34.0 kP,
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greater than or equal to about 34.5 kP, greater than or equal to about 35.0 kP, greater than or equal
to about 36.0 kP, greater than or equal to about 37.0 kP, greater than or equal to about 38.0 kP,
greater than or equal to about 39.0 kP, greater than or equal to about 40.0 kP, or any range or value

therein between.

[#162] In some embodiments, the solid pharmaceutical composition is a tablet that is compressed
to a hardness of less than or equal to about 5.5 kP, less than or equal to about 5.6 kP, less than or
equal to about 5.7 kP, less than or equal to about 5.8 kP, less than or equal to about 5.9 kP, less
than or equal to about 6.0 kP, less than or equal to about 6.1 kP, less than or equal to about 6.2 kP,
less than or equal to about 6.3 kP, less than or equal to about 6.4 kP, less than or equal to about
6.5 kP, less than or equal to about 6.6 kP, less than or equal to about 6.7 kP, less than or equal to
about 6.8 kP, less than or equal to about 6.9 kP, less than or equal to about 7.0 kP, less than or
equal to about 7.1 kP, less than or equal to about 7.2 kP, less than or equal to about 7.3 kP, less
than or equal to about 7.4 kP, less than or equal to about 7.5 kP, less than or equal to about 7.6 kP,
less than or equal to about 7.7 kP, less than or equal to about 7.8 kP, less than or equal to about
7.9 kP, less than or equal to about 8.0 kP, less than or equal to about 8.1 kP, less than or equal to
about 8.2 kP, less than or equal to about 8.3 kP, less than or equal to about 8.4 kP, less than or
equal to about 8.5 kP, less than or equal to about 8.6 kP, less than or equal to about 8.7 kP, less
than or equal to about 8.8 kP, less than or equal to about 8.9 kP, less than or equal to about 9.0 kP,
less than or equal to about 9.1 kP, less than or equal to about 9.2 kP, less than or equal to about
9.3 kP, less than or equal to about 9.4 kP, less than or equal to about 9.5 kP, less than or equal to
about 9.6 kP, less than or equal to about 9.7 kP, less than or equal to about 9.8 kP, less than or
equal to about 9.9 kP, less than or equal to about 10.0 kP, less than or equal to about 10.5 kP, less
than or equal to about 11.0 kP, less than or equal to about 11.5 kP, less than or equal to about 12.0
kP, less than or equal to about 12.5 kP, less than or equal to about 13.0 kP, less than or equal to
about 13.5 kP, less than or equal to about 14.0 kP, less than or equal to about 14.5 kP, less than or
equal to about 15.0 kP, less than or equal to about 15.5 kP, less than or equal to about 16.0 kP, less
than or equal to about 16.5 kP, less than or equal to about 17.0 kP, less than or equal to about 17.5
kP, less than or equal to about 18.0 kP, less than or equal to about 18.5 kP, less than or equal to

43



WO 2024/252263 PCT/IB2024/055420

about 19.0 kP, less than or equal to about 19.5 kP, less than or equal to about 20.0 kP, less than or
equal to about 20.5 kP, less than or equal to about 21.0 kP, less than or equal to about 21.5 kP, less
than or equal to about 22.0 kP, less than or equal to about 22.5 kP, less than or equal to about 23.0
kP, less than or equal to about 23.5 kP, less than or equal to about 24.0 kP, less than or equal to
about 24.5 kP, less than or equal to about 25.0 kP, less than or equal to about 25.5 kP, less than or
equal to about 26.0 kP, less than or equal to about 26.5 kP, less than or equal to about 27.0 kP, less
than or equal to about 27.5 kP, less than or equal to about 28.0 kP, less than or equal to about 28.5
kP, less than or equal to about 29.0 kP, less than or equal to about 29.5 kP, less than or equal to
about 30.0 kP, less than or equal to about 30.5 kP, less than or equal to about 31.0 kP, less than or
equal to about 31.5 kP, less than or equal to about 32.0 kP, less than or equal to about 32.5 kP, less
than or equal to about 33.0 kP, less than or equal to about 33.5 kP, less than or equal to about 34.0
kP, less than or equal to about 34.5 kP, less than or equal to about 35.0 kP, less than or equal to
about 36.0 kP, less than or equal to about 37.0 kP, less than or equal to about 38.0 kP, less than or

equal to about 39.0 kP, less than or equal to about 40.0 kP, or any range or value therein between.

{8163} Tablet hardness may be determined using any suitable method known to those in the art.
For instance, in some embodiments, tablet hardness may be determined using the methods
described in Resistance to Crushing of Tablets, EUROPEAN PHARMACOPOEIA 2.9.8 or Tablet
Breaking Force, USP <1217>.

[8164] In some embodiments, the tablet hardness may be different for different compositions. For
instance, in some embodiments, tablets comprising 100 mg of elacestrant dihydrochloride may
have a hardness of about 5.4 to about 16 kP, or of about 9 kP, as measured in accordance with USP
<1217>. In some embodiments, tablets comprising 400 mg of elacestrant dihydrochloride may
have a hardness of about 12 to about 23 kP, or of about 17 kP, as measured in accordance with

USP <1217>.
Dissolution Profile

[0165] Some solid elacestrant dihydrochloride compositions have been observed as forming a

gelling layer on their surface upon contact with an aqueous medium. Without being bound by
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any theory, this phenomenon may slow the permeation of water into the solid composition—
slowing the dissolution of the composition and altering drug release. Solid pharmaceutical
compositions according to the present disclosure have a suitable dissolution profile to ensure
bioavailability of elacestrant, to achieve a desired therapeutic effect. The release of elacestrant
dihydrochloride from the solid pharmaceutical compositions may be measured according to any
suitable method known in the art. In some embodiments, a suitable dissolution test apparatus and
methods 1s described in current editions of USP <711> and USP <1092>, using apparatus 2
(paddles) and the HPLC procedure described therein. In some embodiments, the dissolution
profile of the composition is measured with the USP2 apparatus (paddles), at a stirring speed of
75 rpm, a temperature of 37°C, in 500 mL (for 100 mg tablets) or 1000 mL (for 400 mg tablets)
of a medium of 0.01N HCI, with 5 mL samples (no medium replacement) taken through a 10-
micron porous filter and characterized by HPLC. In some embodiments, the dissolution profile of
the composition is measured for six single tablets with USP2 apparatus, at a stirring speed of 75
rpm from O to 45 minutes and a stirring speed of 250 rpm at 45 minutes onwards, a temperature of
37°C, in 500 mL (for 100 mg tablets) or 1000 mL (for 400 mg tablets) of a medium of 0.01N HC],
with 5 mL samples (no medium replacement) taken through a 10-micron porous filter and

characterized by HPLC.

[6166] In some embodiments, the solid pharmaceutical composition exhibits an elacestrant
dihydrochloride dissolution profile in which at least about 70%, at least about 75%, at least about
80%, at least about 85%, or at least about 90% of the elacestrant dihydrochloride is released after
45 min. in a dissolution medium having a pH of 6.8 or less (such as about 6.5 or less, about 6.0 or
less, about 5.5 or less, about 5.0 or less, about 4.5 or less, about 4.0 or less, about 3.5 or less, about

3.0 or less, about 2.5 or less, about 2.0 or less, about 1.5 or less, or about 1.2 or less).

[6167] In some embodiments, the solid pharmaceutical composition exhibits an elacestrant
dihydrochloride dissolution profile in which at least about 25%, at least about 30%, at least about
35%, at least about 40%, at least about 45%, at least about 50%, at least about 55%, at least about
60%, at least about 65%, at least about 70%, at least about 75%, at least about 80%, or at least

about 85% of the elacestrant dihydrochloride is released after 15 min. in a dissolution medium
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having a pH of 6.8 or less (such as about 6.5 or less, about 6.0 or less, about 5.5 or less, about 5.0
or less, about 4.5 or less, about 4.0 or less, about 3.5 or less, about 3.0 or less, about 2.5 or less,

about 2.0 or less, about 1.5 or less, or about 1.2 or less).

[0168] In some embodiments, the solid pharmaceutical composition exhibits an elacestrant
dihydrochloride dissolution profile in which at least about 10%, at least about 11%, at least about
12%, at least about 13%, at least about 14%, at least about 15%, at least about 20%, at least about
25%, at least about 30%, or at least about 35% of the elacestrant dihydrochloride 1s released after
5 min. in a dissolution medium having a pH of 6.8 or less (such as about 6.5 or less, about 6.0 or
less, about 5.5 or less, about 5.0 or less, about 4.5 or less, about 4.0 or less, about 3.5 or less, about

3.0 or less, about 2.5 or less, about 2.0 or less, about 1.5 or less, or about 1.2 or less).
Methods of Making Solid Pharmaceutical Compositions

[6169] Some solid elacestrant dihydrochloride solid compositions have been observed as being
difficult to manufacture. For instance, some compositions may have issues at the roller
compaction stage, whereby the composition accumulates on the roller, increasing the torque
beyond a safe operating limit. Further, some compositions may have issues during tablet
compression, whereby material accumulates on the dies and tablet tooling—resulting in increased
friction and increasing the compression forces beyond a safe operating limit. The compositions
disclosed herein may reduce such manufacturing issues and allow for consistent commercial scale

manufacture.

[0176] In another aspect, which may be combined with any other aspect or embodiment, the
present disclosure relates to methods of making solid pharmaceutical compositions comprising
elacestrant dihydrochloride, the methods comprising: compressing a mixture comprising
elacestrant dihydrochloride and one or more pharmaceutically acceptable excipients to produce a
tablet, wherein the mixture comprises 30 wt.% to 60 wt.% of elacestrant dihydrochloride, relative
to the total weight of the mixture; and the compressing is performed at a pressure of at least 1 kN,

and the tablet has a hardness of at least 5 kP.
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[0171] The compressing may be carried out at any suitable pressure to achieve any tablet hardness
and/or any dissolution profile discussed above. In some embodiments the compressing is
performed at a pressure of greater than or equal to about 1 kN, greater than or equal to about 1.5
kN, greater than or equal to about 2.0 kN, greater than or equal to about 2.5 kN, greater than or
equal to about 3.0 kN, greater than or equal to about 3.5 kN, greater than or equal to about 4.0 kN,
greater than or equal to about 4.5 kN, greater than or equal to about 5.0 kN, greater than or equal
toabout 5.5 kN, greater than or equal to about 6.0 kN, greater than or equal to about 6.5 kN, greater
than or equal to about 7.0 kN, greater than or equal to about 7.5 kN, greater than or equal to about
8.0 kN, greater than or equal to about 8.5 kN, greater than or equal to about 9.0 kN, greater than
or equal to about 9.5 kN, greater than or equal to about 10.0 kN, greater than or equal to about 10.5
kN, greater than or equal to about 11.0 kN, greater than or equal to about 11.5 kN, greater than or
equal to about 12.0 kN, greater than or equal to about 12.5 kN, greater than or equal to about 13.0
kN, greater than or equal to about 13.5 kN, greater than or equal to about 14.0 kN, greater than or
equal to about 14.5 kN, greater than or equal to about 15.0 kN, greater than or equal to about 15.5
kN, greater than or equal to about 16.0 kN, greater than or equal to about 16.5 kN, greater than or
equal to about 17.0 kN, greater than or equal to about 17.5 kN, greater than or equal to about 18.0
kN, greater than or equal to about 18.5 kN, greater than or equal to about 19.0 kN, greater than or
equal to about 19.5 kN, greater than or equal to about 20.0 kN, greater than or equal to about 20.5
kN, greater than or equal to about 21.0 kN, greater than or equal to about 21.5 kN, greater than or
equal to about 22.0 kN, greater than or equal to about 22.5 kN, greater than or equal to about 23.0
kN, greater than or equal to about 23.5 kN, greater than or equal to about 24.0 kN, greater than or
equal to about 24.5 kN, greater than or equal to about 25.0 kN, greater than or equal to about 25.5
kN, greater than or equal to about 26.0 kN, greater than or equal to about 26.5 kN, greater than or
equal to about 27.0 kN, greater than or equal to about 27.5 kN, greater than or equal to about 28.0
kN, greater than or equal to about 28.5 kN, greater than or equal to about 29.0 kN, greater than or
equal to about 29.5 kN, greater than or equal to about 30.0 kN, greater than or equal to about 30.5
kN, greater than or equal to about 31.0 kN, greater than or equal to about 31.5 kN, greater than or
equal to about 32.0 kN, greater than or equal to about 32.5 kN, greater than or equal to about 33.0
kN, greater than or equal to about 33.5 kN, greater than or equal to about 34.0 kN, greater than or
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equal to about 35.0 kN, greater than or equal to about 36 kN, greater than or equal to about 37 kN,
greater than or equal to about 38 kN, greater than or equal to about 39 kN, greater than or equal to

about 40 kN, greater than or equal to about 45 kN, or any range or value therein between.

[0172] In some embodiments the compressing is performed at a pressure of less than or equal to
about 1 kN, less than or equal to about 1.5 kN, less than or equal to about 2.0 kN, less than or equal
to about 2.5 kN, less than or equal to about 3.0 kN, less than or equal to about 3.5 kN, less than or
equal to about 4.0 kN, less than or equal to about 4.5 kN, less than or equal to about 5.0 kN, less
than or equal to about 5.5 kN, less than or equal to about 6.0 kN, less than or equal to about 6.5
kN, less than or equal to about 7.0 kN, less than or equal to about 7.5 kN, less than or equal to
about 8.0 kN, less than or equal to about 8.5 kN, less than or equal to about 9.0 kN, less than or
equal to about 9.5 kN, less than or equal to about 10.0 kN, less than or equal to about 10.5 kN, less
than or equal to about 11.0 kN, less than or equal to about 11.5 kN, less than or equal to about 12.0
kN, less than or equal to about 12.5 kN, less than or equal to about 13.0 kN, less than or equal to
about 13.5 kN, less than or equal to about 14.0 kN, less than or equal to about 14.5 kN, less than
or equal to about 15.0 kN, less than or equal to about 15.5 kN, less than or equal to about 16.0 kN,
less than or equal to about 16.5 kN, less than or equal to about 17.0 kN, less than or equal to about
17.5 kN, less than or equal to about 18.0 kN, less than or equal to about 18.5 kN, less than or equal
to about 19.0 kN, less than or equal to about 19.5 kN, less than or equal to about 20.0 kN, less than
or equal to about 20.5 kN, less than or equal to about 21.0 kN, less than or equal to about 21.5 kN,
less than or equal to about 22.0 kN, less than or equal to about 22.5 kN, less than or equal to about
23.0 kN, less than or equal to about 23.5 kN, less than or equal to about 24.0 kN, less than or equal
to about 24.5 kN, less than or equal to about 25.0 kN, less than or equal to about 25.5 kN, less than
or equal to about 26.0 kN, less than or equal to about 26.5 kN, less than or equal to about 27.0 kN,
less than or equal to about 27.5 kN, less than or equal to about 28.0 kN, less than or equal to about
28.5 kN, less than or equal to about 29.0 kN, less than or equal to about 29.5 kN, less than or equal
to about 30.0 kN, less than or equal to about 30.5 kN, less than or equal to about 31.0 kN, less than
or equal to about 31.5 kN, less than or equal to about 32.0 kN, less than or equal to about 32.5 kN,
less than or equal to about 33.0 kN, less than or equal to about 33.5 kN, less than or equal to about
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34.0 kN, less than or equal to about 35.0 kN, less than or equal to about 36 kN, less than or equal
to about 37 kN, less than or equal to about 38 kN, less than or equal to about 39 kN, less than or

equal to about 40 kN, less than or equal to about 45 kN, or any range or value therein between.

[0173] In some embodiments, the compressing may comprise both a pre-compression and a main
compression. In some embodiments, pre-compression is performed prior to the main compression.

In some embodiments, pre-compression is performed immediately prior to the main compression.

[8174] In some embodiments the main compression is performed at a pressure of greater than or
equal to about 1 kN, greater than or equal to about 1.5 kN, greater than or equal to about 2.0 kN,
greater than or equal to about 2.5 kN, greater than or equal to about 3.0 kN, greater than or equal
to about 3.5 kN, greater than or equal to about 4.0 kN, greater than or equal to about 4.5 kN, greater
than or equal to about 5.0 kN, greater than or equal to about 5.5 kN, greater than or equal to about
6.0 kN, greater than or equal to about 6.5 kN, greater than or equal to about 7.0 kN, greater than
or equal to about 7.5 kN, greater than or equal to about 8.0 kN, greater than or equal to about 8.5
kN, greater than or equal to about 9.0 kN, greater than or equal to about 9.5 kN, greater than or
equal to about 10.0 kN, greater than or equal to about 10.5 kN, greater than or equal to about 11.0
kN, greater than or equal to about 11.5 kN, greater than or equal to about 12.0 kN, greater than or
equal to about 12.5 kN, greater than or equal to about 13.0 kN, greater than or equal to about 13.5
kN, greater than or equal to about 14.0 kN, greater than or equal to about 14.5 kN, greater than or
equal to about 15.0 kN, greater than or equal to about 15.5 kN, greater than or equal to about 16.0
kN, greater than or equal to about 16.5 kN, greater than or equal to about 17.0 kN, greater than or
equal to about 17.5 kN, greater than or equal to about 18.0 kN, greater than or equal to about 18.5
kN, greater than or equal to about 19.0 kN, greater than or equal to about 19.5 kN, greater than or
equal to about 20.0 kN, greater than or equal to about 20.5 kN, greater than or equal to about 21.0
kN, greater than or equal to about 21.5 kN, greater than or equal to about 22.0 kN, greater than or
equal to about 22.5 kN, greater than or equal to about 23.0 kN, greater than or equal to about 23.5
kN, greater than or equal to about 24.0 kN, greater than or equal to about 24.5 kN, greater than or
equal to about 25.0 kN, greater than or equal to about 25.5 kN, greater than or equal to about 26.0
kN, greater than or equal to about 26.5 kN, greater than or equal to about 27.0 kN, greater than or
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equal to about 27.5 kN, greater than or equal to about 28.0 kN, greater than or equal to about 28.5
kN, greater than or equal to about 29.0 kN, greater than or equal to about 29.5 kN, greater than or
equal to about 30.0 kN, greater than or equal to about 30.5 kN, greater than or equal to about 31.0
kN, greater than or equal to about 31.5 kN, greater than or equal to about 32.0 kN, greater than or
equal to about 32.5 kN, greater than or equal to about 33.0 kN, greater than or equal to about 33.5
kN, greater than or equal to about 34.0 kN, greater than or equal to about 35.0 kN, greater than or
equal to about 36 kN, greater than or equal to about 37 kN, greater than or equal to about 38 kN,
greater than or equal to about 39 kN, greater than or equal to about 40 kN, greater than or equal to

about 45 kN, or any range or value therein between.

[0175] In some embodiments the main compression is performed at a pressure of less than or equal
to about 1 kN, less than or equal to about 1.5 kN, less than or equal to about 2.0 kN, less than or
equal to about 2.5 kN, less than or equal to about 3.0 kN, less than or equal to about 3.5 kN, less
than or equal to about 4.0 kN, less than or equal to about 4.5 kN, less than or equal to about 5.0
kN, less than or equal to about 5.5 kN, less than or equal to about 6.0 kN, less than or equal to
about 6.5 kN, less than or equal to about 7.0 kN, less than or equal to about 7.5 kN, less than or
equal to about 8.0 kN, less than or equal to about 8.5 kN, less than or equal to about 9.0 kN, less
than or equal to about 9.5 kN, less than or equal to about 10.0 kN, less than or equal to about 10.5
kN, less than or equal to about 11.0 kN, less than or equal to about 11.5 kN, less than or equal to
about 12.0 kN, less than or equal to about 12.5 kN, less than or equal to about 13.0 kN, less than
or equal to about 13.5 kN, less than or equal to about 14.0 kN, less than or equal to about 14.5 kN,
less than or equal to about 15.0 kN, less than or equal to about 15.5 kN, less than or equal to about
16.0 kN, less than or equal to about 16.5 kN, less than or equal to about 17.0 kN, less than or equal
to about 17.5 kN, less than or equal to about 18.0 kN, less than or equal to about 18.5 kN, less than
or equal to about 19.0 kN, less than or equal to about 19.5 kN, less than or equal to about 20.0 kN,
less than or equal to about 20.5 kN, less than or equal to about 21.0 kN, less than or equal to about
21.5 kN, less than or equal to about 22.0 kN, less than or equal to about 22.5 kN, less than or equal
to about 23.0 kN, less than or equal to about 23.5 kN, less than or equal to about 24.0 kN, less than
or equal to about 24.5 kN, less than or equal to about 25.0 kN, less than or equal to about 25.5 kN,
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less than or equal to about 26.0 kN, less than or equal to about 26.5 kN, less than or equal to about
27.0 kN, less than or equal to about 27.5 kN, less than or equal to about 28.0 kN, less than or equal
to about 28.5 kN, less than or equal to about 29.0 kN, less than or equal to about 29.5 kN, less than
or equal to about 30.0 kN, less than or equal to about 30.5 kN, less than or equal to about 31.0 kN,
less than or equal to about 31.5 kN, less than or equal to about 32.0 kN, less than or equal to about
32.5 kN, less than or equal to about 33.0 kN, less than or equal to about 33.5 kN, less than or equal
to about 34.0 kN, less than or equal to about 35.0 kN, less than or equal to about 36 kN, less than
or equal to about 37 kN, less than or equal to about 38 kN, less than or equal to about 39 kN, less
than or equal to about 40 kN, less than or equal to about 45 kN, or any range or value therein

between.

|8176] In some embodiments the pre-compression is performed at a pressure of about 5% to about
30%, about 5% to about 25%, about 5% to about 20%, about 5% to about 15%, about 5% to about
10%, about 10% to about 30%, about 10% to about 25%, about 10% to about 20%, about 10% to
about 15%, about 15% to about 30%, about 15% to about 25%, about 15% to about 20%, about
20% to about 30%, about 20% to about 25%, or about 25% to about 30% of the pressure that the
main compression is performed at. In some embodiments the pre-compression is performed at a
pressure of about 5%, about 6%, about 7%, about 8%, about 9%, about 10%, about 11%, about
12%, about 13%, about 14%, about 15%, about 16%, about 17%, about 18%, about 19%, about
20%, about 21%, about 22%, about 23%, about 24%, about 25%, or about 30% of the pressure

that the main compression is performed at.

[8177] In some embodiments the pre-compression is performed at a pressure of about 0.1 kN to
about 10 kN, about 0.1 kN to about 9 kN, about 0.1 kN to about 8 kN, about 0.1 kN to about 7 kN,
about 0.1 kN to about 6 kN, about 0.1 kN to about 5 kN, about 0.1 kN to about 4 kN, about 0.1 kN
to about 3 kN, about 0.1 kN to about 2 kN, about 0.1 kN to about 1 kN, 0.1 kN to about 0.5 kN,
about 0.5 kN to about 10 kN, about 0.5 kN to about 9 kN, about 0.5 kN to about 8 kN, about 0.5
kN to about 7 kN, about 0.5 kN to about 6 kN, about 0.5 kN to about 5 kN, about 0.5 kN to about
4 kN, about 0.5 kN to about 3 kN, about 0.5 kN to about 2 kN, about 0.5 kN to about 1 kN, about
1 kN to about 10 kN, about 1 kN to about 9 kN, about 1 kN to about 8 kN, about 1 kN to about 7
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kN, about 1 kN to about 6 kN, about 1 kN to about 5 kN, about 1 kN to about 4 kN, about 1 kN to
about 3 kN, about 1 kN to about 2 kN, 2 kN to about 10 kN, about 2 kN to about 9 kN, about 2 kN
to about 8 kN, about 2 kN to about 7 kN, about 2 kN to about 6 kN, about 2 kN to about 5 kN,
about 2 kN to about 4 kN, about 2 kN to about 3 kN, 3 kN to about 10 kN, about 3 kN to about 9
kN, about 3 kN to about 8 kN, about 3 kN to about 7 kN, about 3 kN to about 6 kN, about 3 kN to
about 5 kN, about 3 kN to about 4 kN, 4 kN to about 10 kN, about 4 kN to about 9 kN, about 4 kN
to about 8 kN, about 4 kN to about 7 kN, about 4 kN to about 6 kN, about 4 kN to about 5 kN, 5
kN to about 10 kN, about 5 kN to about 9 kN, about 5 kN to about 8 kN, about 5 kN to about 7
kN, about 5 kN to about 6 kN, 6 kN to about 10 kN, about 6 kN to about 9 kN, about 6 kN to about
8 kN, about 6 kN to about 7 kN, 7 kN to about 10 kN, about 7 kN to about 9 kN, about 7 kN to
about 8 kN, about 8 kN to about 10 kN, about 8 kN to about 9 kN, or about 9 kN to about 10 kN.
In some embodiments the pre-compression is performed at a pressure of about 0.1 kN, about 0.25
kN, about 0.5 kN, about 0.75 kN, about 1 kN, about 1.5 kN, about 2 kN, about 2.5 kN, about 3 kN,
about 3.5 kN, about 4 kN, about 4.5 kN, about 5 kN, about 5.5 kN, about 6 kN, about 6.5 kN, about
7 kN, about 7.5 kN, about 8 kN, about 8.5 kN, about 8.5 kN, about 9 kN, about 9.5 kN, or about
10 kN.

[0178] The methods of making solid pharmaceutical compositions according to the present
disclosure may include additional steps. For instance, the methods of some embodiments may
further comprise granulating an intragranular blend comprising elacestrant dihydrochloride and
one or more pharmaceutically acceptable excipients to provide an intragranular phase. The
granulation may be performed by any such method known to a person skilled in the art. In some
embodiments, the granulation may be a wet granulation process (such as a moisture activated
process), a dry granulation process (such as a roller compaction process), or a melt granulation
process. In some embodiments, the granulation is a roller compaction process. In some
embodiments, the elacestrant dihydrochloride and one or more pharmaceutically acceptable
excipients undergo a roller compaction dry granulation process to produce an intragranular phase,

after which a compression mixture is formed by adding additional extragranular excipients to the
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extragranular phase, followed by the compression step and (optionally) coating the resulting tablet

with a film (e.g., an immediate release film).

[8179] In some embodiments, the method of making a solid pharmaceutical composition
comprises mixing elacestrant dihydrochloride and one or more pharmaceutically acceptable
excipients to provide an intragranular blend. In some embodiments, the method of making a solid
pharmaceutical composition comprises mixing elacestrant dihydrochloride and a filler to provide
an intragranular blend. In some embodiments, the method of making a solid pharmaceutical
composition comprises mixing an intragranular blend with a lubricant to give a lubricated
intragranular blend. In some embodiments, the method of making a solid pharmaceutical
composition comprises compacting a lubricated intragranular blend to provide an intragranular
phase that comprises granules comprising the elacestrant dihydrochloride, the one or more
pharmaceutically acceptable excipients, and the lubricant. In some embodiments, the method of
making a solid pharmaceutical composition comprises mixing the intragranular phase with one or
more additional pharmaceutically acceptable excipients to provide a compression blend. In some
embodiments, the method of making a solid pharmaceutical composition comprises mixing the
compression blend with a lubricant to provide a compression mixture. In some embodiments, the
method of making a solid pharmaceutical composition comprises compressing a compression
mixture to provide a tablet. In some embodiments, the method of making a solid pharmaceutical
composition comprises coating a tablet with a film. In some embodiments, the mixture further
comprises one or more of a binder, a disintegrant, a glidant, or a lubricant. In some embodiments,
the mixture further comprises two or more of a binder, a disintegrant, a glidant, or a lubricant. In
some embodiments, the mixture further comprises three or more of a binder, a disintegrant, a
glidant, or a lubricant. In some embodiments, the mixture further comprises a binder, a
disintegrant, a glidant, and a lubricant.In some embodiments, the method of making a solid
pharmaceutical composition comprises: mixing elacestrant dihydrochloride, a first portion of a
filler, microcrystalline cellulose, and a first portion of crospovidone to provide an intragranular
blend; mixing the intragranular blend with a first portion of magnesium stearate to give a lubricated

intragranular blend; compacting the lubricated intragranular blend to provide an intragranular
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phase comprising granules; mixing the intragranular phase with a second portion of the filler, a
second portion of crospovidone, and colloidal silicon dioxide to provide a compression blend;
mixing the compression blend with a second portion of magnesium stearate to provide the mixture;
compressing the mixture to produce a tablet; and coating the tablet with a film to give the
composition. In some embodiments, the granules comprise each of the elacestrant
dihydrochloride, the first portion of the filler, the microcrystalline cellulose, the first portion of
crospovidone, and the first portion of magnesium stearate as intra granular components. In some
embodiments, the second portion of the filler, the second portion of crospovidone, the colloidal
silicon dioxide, and the second portion of magnesium stearate are extragranular components. In
some embodiments the filler is SMCC or a blend comprising microcrystalline cellulose and

colloidal silicon dioxide.

[0180] In some embodiments, the method of making a solid pharmaceutical composition
comprises combining microcrystalline cellulose and colloidal silicon dioxide to provide the filler
prior to the compacting of the intragranular blend. In some embodiments, the combining
comprises adding the colloidal silicon dioxide to an aqueous slurry of the microcrystalline
cellulose to provide a mixed slurry; and spray drying the mixed slurry to provide the SMCC. In
some embodiments, the combining comprises mixing the microcrystalline cellulose and the
colloidal silicon dioxide to provide a blend comprising the microcrystalline cellulose and the
colloidal silicon dioxide. In some embodiments, the combining comprises granulating the
microcrystalline cellulose and the colloidal silicon dioxide to provide a blend comprising
granules that comprises the microcrystalline cellulose and the colloidal silicon dioxide. The
granulation may be performed by any such method known to a person skilled in the art. In some
embodiments, the granulation may be a wet granulation process (such as a moisture activated
process), a dry granulation process (such as a roller compaction process), or a melt granulation

process. In some embodiments, the granulation is a roller compaction process.

[0181] In some embodiments, the method of making a solid pharmaceutical composition
comprises: mixing elacestrant dihydrochloride, a first portion of SMCC, microcrystalline

cellulose, and a first portion of crospovidone to provide an intragranular blend; mixing the
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intragranular blend with a first portion of magnesium stearate to give a lubricated intragranular
blend; compacting the lubricated intragranular blend to provide an intragranular phase comprising
granules; mixing the intragranular phase with a second portion of SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend; mixing the
compression blend with a second portion of magnesium stearate to provide the mixture;
compressing the mixture to produce a tablet; and coating the tablet with a film to give the
composition. In some embodiments, the granules comprise each of the elacestrant
dihydrochloride, the first portion of SMCC, the microcrystalline cellulose, the first portion of
crospovidone, and the first portion of magnesium stearate as intra granular components. In some
embodiments, the second portion of SMCC, the second portion of crospovidone, the colloidal

silicon dioxide, and the second portion of magnesium stearate are extragranular components.

[0182] In some embodiments, the method of making a solid pharmaceutical composition
comprises: mixing elacestrant dihydrochloride, a first portion of a blend comprising
microcrystalline cellulose and colloidal silicon dioxide, microcrystalline cellulose, and a first
portion of crospovidone to provide an intragranular blend; mixing the intragranular blend with a
first portion of magnesium stearate to give a lubricated intragranular blend; compacting the
lubricated intragranular blend to provide an intragranular phase comprising granules; mixing the
intragranular phase with a second portion of the blend comprising microcrystalline cellulose and
colloidal silicon dioxide, a second portion of crospovidone, and colloidal silicon dioxide to provide
a compression blend; mixing the compression blend with a second portion of magnesium stearate
to provide the mixture; compressing the mixture to produce a tablet; and coating the tablet with a
film to give the composition. In some embodiments, the granules comprise each of the elacestrant
dihydrochloride, the first portion of the blend comprising microcrystalline cellulose and colloidal
silicon dioxide, the microcrystalline cellulose, the first portion of crospovidone, and the first
portion of magnesium stearate as intra granular components. In some embodiments, the second
portion of the blend comprising microcrystalline cellulose and colloidal silicon dioxide, the second
portion of crospovidone, the colloidal silicon dioxide, and the second portion of magnesium

stearate are extragranular components.
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[0183] In some embodiments, the method of making a solid pharmaceutical composition
comprises the steps as shown in FIG. 1. In some embodiments, the method of making a solid

pharmaceutical composition comprises the steps as shown in FIG. 2.
Methods of Treatment

[#184] In another aspect, which may be combined with any other aspect or embodiment, the
present disclosure relates to methods of treating breast cancer using elacestrant dihydrochloride
solid pharmaceutical compositions. The mechanisms of action for elacestrant dihydrochloride
pharmaceutical compositions in treating breast cancer are described in, e.g., US. Patent No.
10,745,343; U.S. Patent No. 10,420,734; U.S. Patent No. 10,071,066; and U.S. Patent No.
9,421,264, the entire disclosures of which are hereby incorporated by reference herein. Methods
for treating breast cancer using elacestrant dihydrochloride is used interactable, throughout the

descriptions and claims, with elacestrant dihydrochloride for use in methods for treating cancer.

[3185] As used herein, the term “administration” of an agent to a subject includes any route of
introducing or delivering the agent to a subject to perform its intended function. Administration
can be carried out by any suitable non-oral route, including, but not limited to, intravenously,
intramuscularly, intraperitoneally, subcutaneously, orally, and other suitable routes as described

herein. Administration includes self-administration and the administration by another.

[0186] As used herein, the term “effective amount” or “therapeutically effective amount” refers to
a quantity of an active ingredient or a salt thereof sufficient to achieve a desired effect or a desired

therapeutic effect.

[8187] In some embodiments, the present disclosure relates to methods for treating breast cancer
in a subject, the methods comprising administering to the subject an effective amount of the solid
pharmaceutical composition according to any of the embodiments disclosed herein. In some
embodiments, the breast cancer is an estrogen receptor positive (ER+) breast cancer and/or a
human epidermal growth factor receptor 2 (HER2)-negative (HER2-) breast cancer. In some

embodiments, the ER+ breast cancer is an estrogen receptor alpha positive (ERa+) breast cancer.
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In some embodiments, the breast cancer is an ER+ and estrogen receptor 1 (ESR1)-mutated breast
cancer. In some embodiments, the breast cancer is an ERo+ and estrogen receptor 1 (ESR1)-
mutated breast cancer. In some embodiments, the breast cancer is ER+/HER2- and estrogen
receptor 1 (ESR1)-mutated breast cancer. In some embodiments, the breast cancer is ERoa+/HER2-
and estrogen receptor 1 (ESR1)-mutated breast cancer. In some embodiments, the breast cancer
is ER+/HER2-, progesterone receptor-positive, and estrogen receptor 1 (ESR1)-mutated breast
cancer. In some embodiments, the breast cancer is ERo+/HER2-, progesterone receptor-positive,
and estrogen receptor 1 (ESR1)-mutated breast cancer. In some embodiments, the breast cancer is
a node positive early breast cancer with a high risk of recurrence. In some embodiments, the breast
cancer is an advanced or metastatic breast cancer. In some embodiments, the metastatic brain
cancer 1s metastatic to the brain. In some embodiments, the metastatic breast cancer is naive to
CDK4/6 inhibitors (i.e., the metastatic breast cancer has not been treated with any CDK4/6
inhibitor since its metastasis). In some embodiments, the subject having metastatic breast cancer
has circulating tumor DNA (ctDNA) relapse (i.e., subjects who are ctDNA-positive after definitive
treatment for early breast cancer). In some embodiments, the subject is a postmenopausal woman

or adult man.

[0188] In some embodiments, the breast cancer has progressed after endocrinological treatment.
In some embodiments, the breast cancer progressed following at least one line of endocrinological
therapy. In some embodiments, the endocrinological therapy comprises administration of one or
more drugs selected from: a selective estrogen receptor degrader (SERD), an aromatase inhibitor,
a selective estrogen receptor modulator (SERM), a human epidermal growth factor receptor 2
(HER2) inhibitor, a chemo therapeutic agent, a cdk4/6 inhibitor, an m-TOR inhibitor,
phosphoinositide 3-kinase inhibitors (PI3K inhibitors) or rituximab.

[6189] In some embodiments, the present disclosure relates to methods for treating endometrial
cancer in a subject, the methods comprising administering to the subject an effective amount of
the solid pharmaceutical composition according to any of the embodiments disclosed herein. In

some embodiments, the endometrial cancer is p53 wild type endometrial cancer. In some
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embodiments, the endometrial cancer is ER+ endometrial cancer. In some embodiments, the

endometrial cancer 1s advanced or recurrent endometrial cancer.

[0198] The solid pharmaceutical composition is administered at least one, two, three, four, five,
or six times per day, at least 1, 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
25, 28, 30, or 35 times per week. In some embodiments, a single administration comprises
administering one, two, three, four or five tablets of the solid pharmaceutical composition. In some

embodiments, the solid pharmaceutical composition is administered once per day.

[0191] An exemplary, non-limiting range for a therapeutically or prophylactically effective
amount of elacestrant dihydrochloride is a dose of between 0.1 and 200 mg/kg, for example
between 0.1 and 10 mg/kg, or about 20 mg/kg to about 100 mg/kg. The therapeutically or
prophylactically effective amount of elacestrant dihydrochloride may be between 1 and 200 mg/kg,
10 and 200 mg/kg, 20 and 200 mg/kg, 50 and 200 mg/kg, 75 and 200 mg/kg, 100 and 200 mg/kg,
150 and 200 mg/kg, 50 and 100 mg/kg, 5 and 10 mg/kg, or 1 and 10 mg/kg. It is to be noted that

dosage values may vary with the type and severity of the condition to be alleviated.

|0192] In some embodiments, the elacestrant dihydrochloride can be administered to a subject in
an amount of about 10 mg/day to about 500 mg/day, about 10 mg/day to about 200 mg/day (e.g.,
10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, or 200 mg/day),
20 mg/day to about 100 mg/day, 100 mg/day to about 200 mg/day, or about 200 mg/day to about
500 mg/day (e.g., 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340,
350, 360, 370, 380, 390, 400, 410, 420, 430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530,
540, 550, 560, 570, 580, 590, 600, 610, 620, 630, 640, 650, 660, 670, 680, 690, or 700 mg/day),
inclusive of any single or multi-dose daily administration regimen that falls within that total daily
dose range. In some embodiments, the dose is from about 20 mg/day to about 100 mg/day or from
about 100 mg/day to about 400 mg/day. Additionally, one of ordinary skill in the art would also
know how to adjust or modify variables such as dosage, dosage schedules, and routes of

administration, as appropriate, for a given subject. For instance, in some embodiments, a single
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administration of an elacestrant dihydrochloride composition may comprise administering

2x100 mg tablets, 3x100 mg tablets, 4x100 mg tablets, or 1x400 mg tablets.

[0193] Further, the elacestrant dihydrochloride dose may be determined by a person skilled in the
art and may vary according to factors such as the disease state, age, sex, and weight of the
individual, and the ability of the elacestrant dihydrochloride to elicit a desired response in the
individual. The dose is also one in which toxic or detrimental effects, if any, of the elacestrant
dihydrochloride are outweighed by the therapeutically beneficial effects. It is to be further
understood that for any particular subject, specific dosage regimens should be adjusted over time
according to the individual need and the professional judgment of the person administering or
supervising the administration of the compositions, and that dosage ranges set forth herein are

exemplary only and are not intended to limit the scope or practice of the claimed composition.

[0194] The solid pharmaceutical composition may be formulated to be compatible with its
intended route of administration. Examples of routes of administration include, but are not limited
to, parenteral, e.g., intravenous, intradermal, subcutaneous, oral, intranasal (e.g., inhalation),
transdermal (e.g., topical), transmucosal, and rectal administration. In a specific embodiment, the
solid pharmaceutical composition is formulated in accordance with routine procedures as a
pharmaceutical composition adapted for intravenous, subcutaneous, intramuscular, oral,
intranasal, or topical administration to human beings. In some embodiments, the solid
pharmaceutical composition i1s administered by the compound is administered by oral
administration, intravenous administration, intradermal injection, intramuscular injection, or
subcutaneous injection. In some embodiments, the solid pharmaceutical composition is

administered by oral administration.

[0195] In some embodiments, the methods of treating breast or endometrial cancer disclosed
herein further comprise the administration of an additional therapeutic agent. In some
embodiments, the additional therapeutic agent is an mTOR inhibitor, a CDK4/6 inhibitor, or a
threonine kinase inhibitor. In some embodiments, the mTOR inhibitor is everolimus. In some

embodiments, the CDK4/6 inhibitor is palbociclib, abemaciclib, or ribociclib. In some
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embodiments, the threonine kinase inhibitor is capavasertib. In some embodiments, the additional

therapeutic agent is fulvestrant.

[0196] An exemplary, non-limiting range for a therapeutically or prophylactically effective
amount of the additional therapeutic agent is a dose of between 0.1 and 200 mg/kg, for example
between 0.1 and 10 mg/kg, or about 20 mg/kg to about 100 mg/kg. The therapeutically or
prophylactically effective amount of additional therapeutic agent may be between 1 and 200
mg/kg, 10 and 200 mg/kg, 20 and 200 mg/kg, 50 and 200 mg/kg, 75 and 200 mg/kg, 100 and 200
mg/kg, 150 and 200 mg/kg, 50 and 100 mg/kg, 5 and 10 mg/kg, or 1 and 10 mg/kg. It is to be

noted that dosage values may vary with the type and severity of the condition to be alleviated.

[0197] In some embodiments, the additional therapeutic agent can be administered to a subject in
an amount of about 10 mg/day to about 500 mg/day, about 10 mg/day to about 200 mg/day (e.g.,
10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, or 200 mg/day),
20 mg/day to about 100 mg/day, 100 mg/day to about 200 mg/day, or about 200 mg/day to about
500 mg/day (e.g., 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340,
350, 360, 370, 380, 390, 400, 410, 420, 430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530,
540, 550, 560, 570, 580, 590, 600, 610, 620, 630, 640, 650, 660, 670, 680, 690, or 700 mg/day),
inclusive of any single or multi-dose daily administration regimen that falls within that total daily
dose range. In some embodiments, the dose is from about 20 mg/day to about 100 mg/day or from

about 100 mg/day to about 400 mg/day.

[0198] In some embodiments, the method further comprises administering fulvestrant to the
subject. In some embodiments, the method comprises administering to the subject about 125 mg
to about 750 mg, about 125 mg to about 625 mg, about 125 mg to about 500 mg, about 125 mg to
about 375 mg, about 125 mg to about 250 mg, about 250 mg to about 750 mg, about 250 mg to
about 625 mg, about 250 mg to about 500 mg, about 250 mg to about 375 mg, about 375 mg to
about 750 mg, about 375 mg to about 625 mg, about 375 mg to about 500 mg, about 500 mg to
about 750 mg, about 500 mg to about 625 mg, or about 625 mg to about 750 mg, or a corresponding

amount of a pharmaceutically acceptable salt thereof. In some embodiments, the method
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comprises administering to the subject about 125, about 250 mg, about 375 mg, about 500 mg,
about 625, or about 750 mg of fulvestrant, or a corresponding amount of a pharmaceutically
acceptable salt thereof. In some embodiments, the fulvestrant is administered subcutaneously. In
some embodiments, the method comprises administering fulvestrant once every two weeks for the
first six weeks of the administration. In some embodiments, the method comprises administering
fulvestrant once every two weeks for the first three doses of the administration, and once monthly

for each dose thereafter.
Exemplary Embodiments

[#199] Embodiment I-1. A solid pharmaceutical composition comprising;

a core comprising;

elacestrant dihydrochloride, present at a concentration of 30 wt.% to 60 wt.%, relative to
the total weight of the composition; and

one or more pharmaceutically acceptable excipients,

wherein the pharmaceutical composition is a tablet having a hardness of at least 5 kP.

|0200] Embodiment I-2. The composition of embodiment I-1, wherein the tablet has a hardness
of at least 7 kP.

[68281] Embodiment I-3. The composition of embodiment I-1, wherein the tablet has a hardness
of at least 13 kP.

|8282] Embodiment 1-4. The composition of any one of embodiments I-1 to I-3, wherein the

elacestrant dihydrochloride is present in an amount of 50 mg to 500 mg.

[6263] Embodiment I-5. The composition of any one of embodiments I-1 to 1-4, wherein the
elacestrant dihydrochloride is present in an amount of about 100 mg, about 172 mg, about 258 mg,

or about 400 mg.
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[0284] Embodiment I-6. The composition of any one of embodiments I-1 to I-5, wherein the
elacestrant dihydrochloride is present at a concentration of 40 wt.% to 60 wt.%, relative to the total

weight of the composition.

[0205] Embodiment I-7. The composition of any one of embodiments I-1 to I-6, wherein the
elacestrant dihydrochloride is present at a concentration of 44 wt.% to 47 wt.%, relative to the total

weight of the composition.

[6286] Embodiment I-8. The composition of any one of embodiments I-1 to I-7, wherein at least

75% of the elacestrant dihydrochloride is dissolved at 45 minutes in water at pH 4.5 or less.

[68267] Embodiment I-9. The composition of any one of embodiments I-1 to I-8, wherein at least

80% of the elacestrant dihydrochloride 1s dissolved after 45 minutes in water at pH 4.5 or less.

|6268] Embodiment I-10. The composition of any one of embodiments I-1 to I-9, wherein the
pharmaceutical excipients comprises one or more of: microcrystalline cellulose, crospovidone,

silicified microcrystalline cellulose (SMCC), colloidal silicon dioxide, or magnesium stearate.

[6209] Embodiment 1-11. The composition of any one of embodiments I-1 to I-10, further

comprising a film coating the core.

[0218] Embodiment I-12. The composition of embodiment I-11, wherein the film is present at a

concentration of about 1 wt.% to about 5 wt.%, relative to the total weight of the composition.

[0211] Embodiment I-13. The composition of any one of embodiments I-1 to I-12, wherein the

elacestrant dihydrochloride is present in granules.

[0212] Embodiment I-14. The composition of any one of embodiments I-1 to I-13, wherein the
composition comprises SMCC, present at a concentration of about 10.0 wt. to about 20 wt.%,

relative to the total weight of the composition.
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[8213] Embodiment I-15. The composition of embodiment I-14, wherein the SMCC 1is present at
a concentration of about 15.0 wt.% to about 20 wt. %, relative to the total weight of the

composition.

[0214] Embodiment I-16. The composition of embodiment I-15, wherein the SMCC is present at

a concentration of about 19.5 wt.%, relative to the total weight of the composition.

[6215] Embodiment I-17. The composition of any one of embodiments I-1 to I-16, wherein the
composition is effective to achieve a plasma elacestrant free base Cmin at steady state of greater

than or equal to 20 ng/mL in a human subject at 30 hours after a single administration.

[6216] Embodiment I-18. The composition of any one of embodiments I-1 to I-17, wherein the
composition is effective to achieve a plasma elacestrant free base Cmin at steady state of greater

than or equal to 30 ng/mL in a human subject at 30 hours after a single administration.

[02171 Embodiment I-19. A method of manufacturing a solid pharmaceutical composition, the
method comprising:
compressing a mixture comprising elacestrant dihydrochloride and one or more
pharmaceutically acceptable excipients to produce a tablet,
wherein:
the mixture comprises 30 wt.% to 60 wt.% of elacestrant dihydrochloride, relative
to the total weight of the mixture; and
the compressing is performed at a pressure of at least 1 kN; and

the tablet has a hardness of at least 5 kP.

[8218] Embodiment [-20. The method of embodiment I-19, further comprising coating the tablet

with a film.

[0219] Embodiment I-21. The method of embodiment I-19 or 1-20, wherein the compressing

performed at a pressure of at least 9 kN.
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[8228] Embodiment I-22. The method of any one of embodiments I-19 to I-21, wherein the tablet
has a hardness of at least 7 kP.

[6221} Embodiment [-23. The method of any one of embodiments I-19 to I-22, wherein the tablet
has a hardness of at least 13 kP.

[6222] Embodiment 1-24. The method of any one of embodiments 1-19 to I-23, wherein the

elacestrant dihydrochloride is present in an amount of 50 mg to 500 mg in the tablet.

[6223] Embodiment I-25. The method of any one of embodiments I-19 to I-24, wherein the
elacestrant dihydrochloride 1s present in the tablet in an amount of about 100 mg, about 172 mg,

about 258 mg, or about 400 mg.

[0224] Embodiment 1-26. The method of any one of embodiments I-19 to I-25, wherein the
elacestrant dihydrochloride is present in the mixture at a concentration of 40 wt.% to 60 wt.%,

relative to the total weight of the mixture.

[6225] Embodiment I-27. The method of any one of embodiments I-19 to 1-26, wherein the
elacestrant dihydrochloride is present in the mixture at a concentration of 44 wt.% to 47 wt.%,

relative to the total weight of the mixture.

[0226] Embodiment 1-28. The method of any one of embodiments I-19 to I-27, wherein at least
75% of the elacestrant dihydrochloride in the tablet is dissolved at 45 minutes in water at pH 4.5

or less.

[6227] Embodiment 1-29. The method of any one of embodiments I-19 to I-28, wherein at least
80% of the elacestrant dihydrochloride in the tablet is dissolved after 45 minutes in water at pH

4.5 or less.

[6228] Embodiment I-30. The method of any one of embodiments I-19 to I-29, wherein the
mixture further comprises one or more of microcrystalline cellulose, crospovidone, silicified

microcrystalline cellulose (SMCC), colloidal silicon dioxide, or magnesium stearate.
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[0229] Embodiment I-31. The method of any one of embodiments I-19 to I-30, wherein the

elacestrant dihydrochloride is present in granules.

[8238] Embodiment 1-32. The method of any one of embodiments I-19 to I-31, wherein the
mixture comprises SMCC, present at a concentration of about 10.0 wt.% to about 20.0 wt.%,

relative to the total weight of the mixture.

[6231] Embodiment I-33. The method of embodiment 1-32, wherein the SMCC is present at a
concentration of about 15.0 wt.% to about 20.0 wt.%, relative to the total weight of mixture.

[0232] Embodiment I-34. The method of embodiment 1-33, wherein the SMCC is present at a

concentration of about 19.5 wt.%, relative to the total weight of the mixture.

[0233] Embodiment I-35. The method of any one of embodiments I-19 to I-34, wherein the tablet
1s effective to achieve a plasma elacestrant free base Cmin at steady state of greater than or equal

to 20 ng/mL in a human subject at 30 hours after a single administration.

[6234] Embodiment [-36. The method of any one of embodiments I-19 to I-35, wherein the tablet
1s effective to achieve a plasma elacestrant free base Cmin at steady state of greater than or equal

to 30 ng/mL in a human subject at 30 hours after a single administration.

[0235] Embodiment [-37. A method for treating breast cancer in a subject, the method comprising
administering to the subject an effective amount of the solid pharmaceutical composition

according to any one of embodiments I-1 to I-18.

[8236] Embodiment 1-38. The method of embodiment I-37, wherein the breast cancer is an
estrogen receptor positive breast cancer and/or a human epidermal growth factor receptor 2

(HER2)-negative breast cancer.

[6237] Embodiment 1-39. The method of embodiment I-37 or I-38, wherein the breast cancer is

an estrogen receptor 1 (ESR1)-mutated breast cancer.
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[8238] Embodiment I-40. The method of any one of embodiments I-37 to I-39, wherein the breast
cancer 1s ER+/HER2- and estrogen receptor 1 (ESR1)-mutated breast cancer.

[8239] Embodiment [-41. The method of any one of embodiments [-37 to I-40, wherein the breast

cancer is an advanced or metastatic breast cancer.

[6240] Embodiment [-42. The method of any one of embodiments I-37 to I-41, wherein the breast

cancer has progressed after at least one line of endocrinological therapy.

|6241] Embodiment I-43. The method of embodiment I-42, wherein the endocrinological therapy
comprises administration of one or more drugs selected from: a selective estrogen receptor
degrader (SERD), an aromatase inhibitor, a selective estrogen receptor modulator (SERM), a
human epidermal growth factor receptor 2 (HER2) inhibitor, a chemo therapeutic agent, a cdk4/6
inhibitor, an m-TOR inhibitor, a phosphoinositide 3-kinase inhibitor (PI3K inhibitor), or

rituximab.

[6242] Embodiment I-44. The method of any one of embodiments I-37 to I-43, wherein the solid

pharmaceutical composition is administered at least once per day.

{6243} Embodiment [-45. The method of any one of embodiments I-37 to I-44, wherein the solid

pharmaceutical composition is administered once per day.

[0244] Embodiment [-46. The method of any one of embodiments 1-37 to [-45, wherein the solid

pharmaceutical composition is administered by oral administration.

[8245] Embodiment 1-47. The method of any one of embodiments 1-37 to 1-46, wherein the

subject 1s a postmenopausal woman or adult man.

[6246] Enumerated Embodiment II-1. A solid pharmaceutical composition comprising:
a core comprising:
elacestrant dihydrochloride, present at a concentration of 30 wt.% to 60 wt.%, relative to

the total weight of the core; and
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silicified microcrystalline cellulose (SMCC), present at a concentration of 10 wt.%
to 30 wt.%, relative to the total weight of the core,
wherein the composition is a tablet having a hardness of at least 5 kP as measured

in accordance with USP <1217>.

[8247] Enumerated Embodiment II-2. The composition of Enumerated Embodiment I1-1, wherein
the elacestrant dihydrochloride is present at a concentration of 40 wt.% to 60 wt.%, relative to the

total weight of the core.

[0248] Enumerated Embodiment 11-3. The composition of Enumerated Embodiment II-1 or 2,
wherein the elacestrant dihydrochloride is present at a concentration of 44 wt.% to 47 wt.%,

relative to the total weight of the core.

[08249] Enumerated Embodiment I1-4. The composition of any one of Enumerated Embodiments
TI-1 to 3, wherein the core further comprises microcrystalline cellulose, crospovidone, colloidal

silicon dioxide, or magnesium stearate.

[0256] Enumerated Embodiment II-5. The composition of any one of Enumerated Embodiments
II-1 to 4, wherein the SMCC is present at a concentration of about 15.0 wt.% to about 20 wt.%,

relative to the total weight of the core.

[#251} Enumerated Embodiment II-6. The composition of any one of Enumerated Embodiments
II-1 to 5, wherein the SMCC 1is present at a concentration of about 19.5 wt.%, relative to the total

weight of the core.

[02521 Enumerated Embodiment II-7. The composition of any one of Enumerated Embodiments
TI-1 to 6, wherein the core comprises:

about 45.9 wt.% elacestrant dihydrochloride, relative to the total weight of the core;

about 26.4 wt.% microcrystalline cellulose, relative to the total weight of the core;

about 6.4 wt.% crospovidone, relative to the total weight of the core;

about 1.6 wt.% magnesium stearate, relative to the total weight of the core;

about 19.5 wt.% SMCC, relative to the total weight of the core; and
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about 0.2 wt.% colloidal silicon dioxide, relative to the total weight of the core.

[02533] Enumerated Embodiment II-8. The composition of any one of Enumerated Embodiments

II-1 to 7, further comprising a film coating the core.

[0234] Enumerated Embodiment I1-9. The composition of Enumerated Embodiment I1-8, wherein
the film is present at a concentration of about 1 wt.% to about 5 wt.%, relative to the total weight

of the composition.

|68255] Enumerated Embodiment 11-10. A solid pharmaceutical composition comprising:
about 42 wt.% to about 47 wt.% elacestrant dihydrochloride;
about 20 wt.% to about 30 wt.% microcrystalline cellulose;
about 5 wt.% to about 10 wt.% crospovidone;
about 0.5 wt.% to about 3 wt.% magnesium stearate;
about 15 wt.% to about 25 wt.% SMCC; and
about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide,

wherein the composition is a tablet.

[8256] Enumerated Embodiment II-11. The composition of any one of Enumerated Embodiments

II-1 to 10, wherein the elacestrant dihydrochloride is present in an amount of 50 mg to 500 mg.

[68257} Enumerated Embodiment I1-12. The composition of any one of Enumerated Embodiments
II-1 to 11, wherein the elacestrant dihydrochloride is present in an amount of about 100 mg, about

172 mg, about 258 mg, or about 400 mg.

[0258] Enumerated Embodiment I1-13. The composition of any one of Enumerated Embodiments

TI-1 to 12, wherein the elacestrant dihydrochloride is present in an amount of about 100 mg.

[0239] Enumerated Embodiment II-14. The composition of Enumerated Embodiment 11-13,
wherein the tablet has a hardness of about 5.4 to about 16 kP, as measured in accordance with USP

<1217>.
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[0268] Enumerated Embodiment II-15. The tablet of Enumerated Embodiment II-13 or 14,

wherein the tablet has a hardness of about 9 kP, as measured in accordance with USP <1217>.

[8261} Enumerated Embodiment I1-16. The composition of any one of Enumerated Embodiments

TI-1 to 12, wherein the elacestrant dihydrochloride is present in an amount of about 400 mg.

[6262] Enumerated Embodiment II-17. The composition of Enumerated Embodiment 11-16,
wherein the tablet has a hardness of about 12 to about 23 kP, as measured in accordance with USP

<1217>.

[0263] Enumerated Embodiment II-18. The tablet of Enumerated Embodiment II-16 or 17,

wherein the tablet has a hardness of about 17 kP, as measured in accordance with USP <1217>.

[0264] Enumerated Embodiment I1-19. The composition of any one of Enumerated Embodiments
II-1 to 18, wherein at least 85 % of the elacestrant dihydrochloride is dissolved at 45 minutes in
water at pH 4.5 or less, as measured in accordance with USP <711> and USP <1092> using

apparatus 2.

[0265] Enumerated Embodiment II-20. The composition of Enumerated Embodiment 11-19,
wherein the dissolution of the elacestrant dihydrochloride is measured with the USP2 apparatus,
at a stirring speed of 75 rpm, a temperature of 37°C, in 500 mL or 1000 mL of a medium of 0.01N

HCI, with 5 mL samples taken through a 10-micron porous filter.

[0266] Enumerated Embodiment 1I-21. The composition of Enumerated Embodiment 11-19,
wherein the dissolution of the elacestrant dihydrochloride is measured for six single tablets with
USP2 apparatus, at a stirring speed of 75 rpm from 0 to 45 minutes and a stirring speed of 250 rpm
at 45 minutes onwards, a temperature of 37°C, in 500 mL or 1000 mL of a medium of 0.01N HCI,
with 5 mL samples taken through a 10-micron porous filter and characterized by HPLC.

[68267] Enumerated Embodiment I1-22. The composition of any one of Enumerated Embodiments

TI-1 to 21, wherein the elacestrant dihydrochloride is present in granules.
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[0268] Enumerated Embodiment II-23. The composition of Enumerated Embodiment I1-22,
wherein a first portion of the SMCC is intragranular and a second portion of the SMCC is

extragranular.

[0269] Enumerated Embodiment 1I-24. The composition of Enumerated Embodiment 11-23,
wherein the first portion of the SMCC is present at a concentration of about 5 wt.% to about 10

wt.%, relative to the total weight of the composition.

[8278] Enumerated Embodiment I1-25. The composition of Enumerated Embodiment I1-23 or 24,
wherein the first portion of the SMCC is present at a concentration of about 8.0 wt.%.

[6271] Enumerated Embodiment I1-26. The composition of any one of Enumerated Embodiments
11-23 to 25, wherein the second portion of the SMCC is present at a concentration of about 10 wt.%
to about 20 wt.%, relative to the total weight of the composition.

[02721 Enumerated Embodiment I1-27. The composition of any one of Enumerated Embodiments
1I-23 to 26, wherein the second portion of the SMCC is present at a concentration of about 11.5
wt.%.

{6273} Enumerated Embodiment II-28. The composition of any one of Enumerated Embodiments
II-1 to 27, wherein the SMCC is present in an amount of about 42.5 mg, about 170 mg, or about
184.1 mg.

[0274] Enumerated Embodiment 11-29. The composition of any one of Enumerated Embodiments
TI-1 to 28, wherein the SMCC has an average particle size of about 125 um, as measured by laser

diffraction.

[6275] Enumerated Embodiment I1-30. The composition of any one of Enumerated Embodiments

II-1 to 29, wherein the SMCC has a bulk density of about 0.25 to about 0.50 g/mL.

[8276] Enumerated Embodiment I1-31. The composition of any one of Enumerated Embodiments

II-1 to 30, wherein the composition is effective to achieve a plasma elacestrant free base Cmin at
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steady state of greater than or equal to 20 ng/mL in a human subject at 30 hours after a single

administration.

[8277} Enumerated Embodiment I1-32. The composition of any one of Enumerated Embodiments
II-1 to 31, wherein the composition is effective to achieve a plasma elacestrant free base Cmin at
steady state of greater than or equal to 30 ng/mL in a human subject at 30 hours after a single

administration.

[0278] Enumerated Embodiment 11-33. A method of manufacturing a solid pharmaceutical
composition, the method comprising:

roller compacting an intragranular blend comprising elacestrant dihydrochloride and a first
portion of SMCC to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of SMCC to provide a mixture; and

compressing the mixture at a pressure of about 3 kN to about 40 kN to produce a tablet,

wherein:

the granules comprise the elacestrant dihydrochloride and the first portion of SMCC;

the second portion of SMCC is extragranular SMCC; and

the tablet has a hardness of about 5 kP to about 23 kP as measured in accordance with USP
<1217>.

[0279] Enumerated Embodiment II-34. The method of Enumerated Embodiment II-33, further
comprising mixing the elacestrant dihydrochloride with the first portion of SMCC to provide the

intragranular blend.

[0288] Enumerated Embodiment II-35. The method of Enumerated Embodiment II-33 or 34,
further comprising coating the tablet with a film.

|8281] Enumerated Embodiment I1-36. The method of any one of Enumerated Embodiments 11-
33 to 35, wherein the mixture further comprises microcrystalline cellulose, crospovidone, colloidal

silicon dioxide, or magnesium stearate.
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[8282] Enumerated Embodiment 1I-37. A method of manufacturing a solid pharmaceutical
composition, the method comprising:

mixing elacestrant dihydrochloride, a first portion of SMCC, microcrystalline cellulose,
and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a
lubricated intragranular blend,

roller compacting the lubricated intragranular blend to provide an intragranular phase
comprising granules;

mixing the intragranular phase with a second portion of SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend;

mixing the compression blend with a second portion of magnesium stearate to provide the
mixture;

compressing the mixture at a pressure of about 3 kN to about 40 kN to produce a tablet;
and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC,
the microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the colloidal

silicon dioxide are extragranular.

[0283} Enumerated Embodiment I1-38. The method of any one of Enumerated Embodiments 11-
33 to 37, wherein the first portion of the SMCC is present in the mixture at a concentration of

about 5 wt.% to about 10 wt.%, relative to the total weight of the mixture.

[0284] Enumerated Embodiment 11-39. The method of any one of Enumerated Embodiments 1I-
33 to 38, wherein the first portion of the SMCC is present in the mixture at a concentration of

about 8.0 wt.%, relative to the total weight of the mixture.
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[0285] Enumerated Embodiment II-40. The method of any one of Enumerated Embodiments II-
33 to 39, wherein the second portion of the SMCC is present at a concentration of about 10 wt.%

to about 20 wt.%, relative to the total weight of the mixture.

[0286] Enumerated Embodiment I1-41. The method of any one of Enumerated Embodiments 11-
33 to 40, wherein the second portion of the SMCC is present at a concentration of about 11.5 wt.%,

relative to the total weight of the mixture.

[0287} Enumerated Embodiment 11-42. The method of any one of Enumerated Embodiments 11-

33 to 41, wherein the compressing is performed at a pressure of about 9 kN to about 16 kN.

[6288] Enumerated Embodiment 11-43. The method of any one of Enumerated Embodiments 1I-
33 to 42, wherein the elacestrant dihydrochloride is present in the tablet in an amount of 50 mg to

500 mg.

[0289] Enumerated Embodiment I1-44. The method of any one of Enumerated Embodiments 1I-
33 to 43, wherein the elacestrant dihydrochloride is present in the tablet in an amount of about 100

mg, about 172 mg, about 258 mg, or about 400 mg.

[68290] Enumerated Embodiment 11-45. The method of any one of Enumerated Embodiments 11-
33 to 44, wherein the elacestrant dihydrochloride is present in the tablet in an amount of about 100

mg.

[6291] Enumerated Embodiment I1I-46. The method of Enumerated Embodiment I1-45, wherein
the tablet has a hardness of about 5.4 to about 16.0 kP, as measured in accordance with USP
<1217>.

[6292] Enumerated Embodiment I1-47. The method of any one of Enumerated Embodiments 1I-
33 to 44, wherein the elacestrant dihydrochloride is present in the tablet in an amount of about 400

mg.
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[0293] Enumerated Embodiment I1-48. The method of Enumerated Embodiment I1-47, wherein
the tablet has a hardness of 12.0 to 23.0 kP, as measured in accordance with USP <1217>.

[8294] Enumerated Embodiment 11-49. The method of any one of Enumerated Embodiments 11-
33 to 48, wherein at least 85% of the elacestrant dihydrochloride in the tablet is dissolved after 45
minutes in water at pH 4.5 or less, as measured in accordance with USP <711> and USP <1092>

using apparatus 2.

[8295] Enumerated Embodiment II-50. The method of Enumerated Embodiment I1-49, wherein
the dissolution of the elacestrant dihydrochloride is measured with the USP2 apparatus, at a stirring
speed of 75 rpm, a temperature of 37°C, in S00 mL or 1000 mL of a medium of 0.01N HCI, with

5 mL samples taken through a 10-micron porous filter.

[8296] Enumerated Embodiment II-51. The method of Enumerated Embodiment I1-49, wherein
the dissolution of the elacestrant dihydrochloride is measured for six single tablets with USP2
apparatus, at a stirring speed of 75 rpm from 0 to 45 minutes and a stirring speed of 250 rpm at 45
minutes onwards, a temperature of 37°C, in 500 mL or 1000 mL of a medium of 0.01N HCI, with
5 mL samples taken through a 10-micron porous filter and characterized by HPLC.

[0297] Enumerated Embodiment II-52. The method of any one of Enumerated Embodiments 1I-
33 to 51, wherein the elacestrant dihydrochloride is present in the mixture at a concentration of 40

wt.% to 60 wt. %, relative to the total weight of the mixture.

|8298] Enumerated Embodiment I1-53. The method of any one of Enumerated Embodiments 11-
33 to 52, wherein the elacestrant dihydrochloride is present in the mixture at a concentration of 44

wt.% to 47 wt. %, relative to the total weight of the mixture.

[0299] Enumerated Embodiment I1-54. The method of any one of Enumerated Embodiments 11-
33 to 53, wherein the mixture comprises SMCC, present at a concentration of about 10.0 wt.% to

about 20.0 wt.%, relative to the total weight of the mixture.
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[8368] Enumerated Embodiment II-55. The method of any one of Enumerated Embodiments II-
33 to 54, wherein the SMCC is present at a concentration of about 15.0 wt.% to about 20.0 wt.%,

relative to the total weight of mixture.

[0301] Enumerated Embodiment I1-56. The method of any one of Enumerated Embodiments 11-
33 to 55, wherein the SMCC is present at a concentration of about 19.5 wt.%, relative to the total

weight of the mixture.

[8382} Enumerated Embodiment 1I-57. A method of manufacturing the composition of any one
of Enumerated Embodiments I1-1-32, the method comprising:

roller compacting an intragranular blend comprising the elacestrant dihydrochloride and a
first portion of the SMCC to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of the SMCC to provide a mixture;
and

compressing the mixture at a pressure of about 3 kN to about 40 kN to produce the tablet,

wherein the granules comprise the elacestrant dihydrochloride and the first portion of the

SMCC.

[0363] Enumerated Embodiment 1I-58. The method of Enumerated Embodiment 1I-57, further
comprising mixing the elacestrant dihydrochloride with the first portion of SMCC to provide the

intragranular blend.

|0304] Enumerated Embodiment I1-59. A method of manufacturing the composition of any one
of Enumerated Embodiments II-1-32, the method comprising:

mixing the elacestrant dihydrochloride, a first portion of the SMCC, microcrystalline
cellulose, and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a
lubricated intragranular blend,

roller compacting the lubricated intragranular blend to provide an intragranular phase

comprising granules;
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mixing the intragranular phase with a second portion of the SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend,

mixing the compression blend with a second portion of magnesium stearate to provide a
mixture;

compressing the mixture at a pressure of about 3 kN to about 40 kN to produce the tablet;
and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC,
the microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the colloidal

silicon dioxide are extragranular.

[03065] Enumerated Embodiment 1I-60. A method of manufacturing a solid pharmaceutical

composition in accordance with FIG. 1.

[0366] Enumerated Embodiment I1-61. The composition of any one of Enumerated Embodiments

II-1-32 for use as a medicament.

[0367] Enumerated Embodiment I1-62. The composition of any one of Enumerated Embodiments

TI-1-32 for use in treating breast cancer.

[0308] Enumerated Embodiment II-63. Use of the composition of any one of Enumerated

Embodiments II-1-32 for the treatment of breast cancer.

[0309] Enumerated Embodiment 11-64. Use of the composition of any one of Enumerated

Embodiments II-1-32 for the manufacture of a medicament for the treatment of breast cancer.

[0318] Enumerated Embodiment 11-65. A method for treating breast cancer in a subject, the
method comprising administering to the subject an effective amount of the composition according

to any one of Enumerated Embodiments II-1 to 32.
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[0311] Enumerated Embodiment II-66. The method of Enumerated Embodiment II-65, wherein
the breast cancer is an estrogen receptor positive breast cancer and/or a human epidermal growth

factor receptor 2 (HER2)-negative breast cancer.

[0312] Enumerated Embodiment 11-67. The method of Enumerated Embodiment I1-65 or 66,

wherein the breast cancer is an estrogen receptor 1 (ESR1)-mutated breast cancer.

[0313] Enumerated Embodiment I1-68. The method of any one of Enumerated Embodiments 11-
65 to 67, wherein the breast cancer is ER+/HER2- and estrogen receptor 1 (ESR1)-mutated breast

cancer.

[6314] Enumerated Embodiment I1-69. The method of any one of Enumerated Embodiments 11-

65 to 68, wherein the breast cancer is an advanced or metastatic breast cancer.

|6315] Enumerated Embodiment II-70. The method of any one of Enumerated Embodiments 1I-
65 to 69, wherein the breast cancer has progressed after at least one line of endocrinological

therapy.

[8316] Enumerated Embodiment II-71. The method of Enumerated Embodiment II-70, wherein
the endocrinological therapy comprises administration of one or more drugs selected from: a
selective estrogen receptor degrader (SERD), an aromatase inhibitor, a selective estrogen receptor
modulator (SERM), a human epidermal growth factor receptor 2 (HER2) inhibitor, a chemo
therapeutic agent, a cdk4/6 inhibitor, an m-TOR inhibitor, a phosphoinositide 3-kinase inhibitor
(PI3K inhibitor), or rituximab.

[0317] Enumerated Embodiment I1-72. The method of any one of Enumerated Embodiments 11-

65 to 71, wherein the solid pharmaceutical composition is administered at least once per day.

[0318] Enumerated Embodiment I1-73. The method of any one of Enumerated Embodiments 1I-

65 to 72, wherein the solid pharmaceutical composition is administered once per day.
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[8319] Enumerated Embodiment II-74. The method of any one of Enumerated Embodiments II-

65 to 73, wherein the solid pharmaceutical composition is administered by oral administration.

[8328] Enumerated Embodiment II-75. The method of any one of Enumerated Embodiments 11-

65 to 74, wherein the subject is a postmenopausal woman or adult man.

[6321] Enumerated Embodiment I1-76. The method of any one of Enumerated Embodiments 11-
65 to 75, further comprising administering to the subject about 125 to about 750 mg of fulvestrant,

or a corresponding amount of a pharmaceutically acceptable salt thereof.

[0322] Enumerated Embodiment II-77. The method of Enumerated Embodiment II-76 wherein

the fulvestrant i1s administered subcutaneously.

[0323] Enumerated Embodiment II-78. The method of Enumerated Embodiment II-76 or 77
wherein the fulvestrant is administered once every two weeks for the first six weeks of the

administration.

[0324] Enumerated Embodiment 11-79. The method of Enumerated Embodiment II-76 or 77,
wherein the fulvestrant is administered once every two weeks for the first three doses of the

administration, and once monthly for each dose thereafter.

[0325] Enumerated Embodiment III-1. A solid pharmaceutical composition comprising:

a core comprising;

elacestrant dihydrochloride, present at a concentration of about 30 wt.% to about 60 wt.%,
relative to the total weight of the core; and

silicified microcrystalline cellulose (SMCC) or a blend comprising microcrystalline
cellulose and colloidal silicon dioxide, wherein the SMCC or the blend is present at a concentration
of about 5 wt.% to about 25 wt.%, relative to the total weight of the core,

wherein the composition is a tablet having a hardness of at least about 5 kP as measured in

accordance with USP <1217>.
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[0326] Enumerated Embodiment III-2. The composition of Enumerated Embodiment III-1,
wherein the elacestrant dihydrochloride is present at a concentration of about 40 wt.% to about 60

wt.%, relative to the total weight of the core.

[0327] Enumerated Embodiment III-3. The composition of Enumerated Embodiment I1I-1 or 2,
wherein the elacestrant dihydrochloride is present at a concentration of about 44 wt.% to about 47

wt.%, relative to the total weight of the core.

[0328] Enumerated Embodiment I11-4. The composition of any one of Enumerated Embodiments
TII-1 to 3, wherein the core further comprises one or more of a binder, a disintegrant, a glidant, or

a lubricant.

[0329] Enumerated Embodiment III-5. The composition of Enumerated Embodiment I1I-4,
wherein the binder comprises one or more of gum arabic, gelatin, sodium alginate, pullulan, starch,
pregelatinized starch, gum tragacanth, carboxymethylcellulose sodium, dextrin, hydroxyethyl
cellulose, hydroxypropyl cellulose, hypromellose, maltodextrin, methylcellulose, polyethylene

glycol, polyvinyl alcohols, povidone, copovidone, or microcrystalline cellulose.

[8338] Enumerated Embodiment III-6. The composition of Enumerated Embodiment III-4 or 5,
wherein the disintegrant comprises one or more of starch, microcrystalline cellulose, sodium
alginate, croscarmellose sodium, crospovidone, sodium starch glycolate, or partially

pregelatinized starch.

|8331] Enumerated Embodiment I1I-7. The composition of any one of Enumerated Embodiments
III-4 to 6, wherein the glidant comprises one or more of colloidal silicon dioxide, talc, starch,

ascorbyl palmitate, calcium palmitate, or magnesium stearate.

[0332] Enumerated Embodiment I11-8. The composition of any one of Enumerated Embodiments
III-4 to 7, wherein the lubricant comprises one or more of magnesium stearate, stearic acid,
vegetable stearin, sodium stearyl fumarate, glyceryl di-behenate, talc, silica, polyethylene glycol,

or sodium lauryl sulfate.
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[8333] Enumerated Embodiment IT1I-9. The composition of any one of Enumerated Embodiments
III-1 to 3, wherein the core further comprises microcrystalline cellulose, crospovidone, colloidal

silicon dioxide, or magnesium stearate.

[0334] Enumerated Embodiment III-10.  The composition of any one of Enumerated
Embodiments III-1 to 9, wherein the SMCC or the blend is present at a concentration of about 15.0
wt.% to about 20 wt.%, relative to the total weight of the core.

[8335} Enumerated Embodiment III-11.  The composition of any one of Enumerated
Embodiments III-1 to 10, wherein the SMCC or the blend is present at a concentration of about

19.5 wt.%, relative to the total weight of the core.

[0336] Enumerated Embodiment III-12. The composition of any one of Enumerated
Embodiments ITI-1 to 11, wherein the core comprises:
about 45.9 wt.% elacestrant dihydrochloride, relative to the total weight of the core;
about 26.4 wt.% microcrystalline cellulose, relative to the total weight of the core;
about 6.4 wt.% crospovidone, relative to the total weight of the core;
about 1.6 wt.% magnesium stearate, relative to the total weight of the core;
about 19.5 wt.% SMCC, relative to the total weight of the core; and

about 0.2 wt.% colloidal silicon dioxide, relative to the total weight of the core.

[0337] Enumerated Embodiment III-13. The composition of any one of Enumerated

Embodiments III-1 to 12, further comprising a film coating the core.

[0338] Enumerated Embodiment I1I-14. The composition of Enumerated Embodiment I11-13,
wherein the film is present at a concentration of about 1 wt.% to about 5 wt.%, relative to the total

weight of the composition.

|8339] Enumerated Embodiment III-15. The composition of any one of Enumerated

Embodiments ITI-1 to 14, wherein the elacestrant dihydrochloride is present in granules.
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[0348] Enumerated Embodiment III-16. The composition of Enumerated Embodiment III-15,
wherein a first portion of the SMCC or the blend is intragranular and a second portion of the SMCC

or the blend is extragranular.

[0341] Enumerated Embodiment I1I-17. The composition of Enumerated Embodiment I11-16,
wherein the first portion of the SMCC or the blend is present at a concentration of about 5 wt.%
to about 10 wt.%, relative to the total weight of the core.

[0342} Enumerated Embodiment III-18. The composition of Enumerated Embodiment I1I-16 or
17, wherein the first portion of the SMCC or the blend is present at a concentration of about 8.0

wt.%, relative to the total weight of the core.

[0343] Enumerated Embodiment III-19. The composition of any one of Enumerated
Embodiments ITI-16 to 18, wherein the second portion of the SMCC or the blend is present at a
concentration of about 10 wt.% to about 20 wt.%, relative to the total weight of the core.

[68344] Enumerated Embodiment III-20. The composition of any one of Enumerated
Embodiments III-16 to 19, wherein the second portion of the SMCC or the blend is present at a

concentration of about 11.5 wt.%, relative to the total weight of the core.

[0345] Enumerated Embodiment III-21. A solid pharmaceutical composition comprising:
about 42 wt.% to about 47 wt.% elacestrant dihydrochloride;
about 20 wt.% to about 30 wt.% microcrystalline cellulose;
about 5 wt.% to about 10 wt.% crospovidone;
about 0.2 wt.% to about 3 wt.% magnesium stearate;
about 15 wt.% to about 25 wt.% SMCC; and
about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide,

wherein the composition is a tablet.

[0346] Enumerated Embodiment I1I-22. The composition of Enumerated Embodiment I11-21,

wherein the elacestrant dihydrochloride is present in granules.
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[0347] Enumerated Embodiment II1-23. The composition of Enumerated Embodiment II1-22,
wherein a first portion of the SMCC is intragranular and a second portion of the SMCC is

extragranular.

[0348] Enumerated Embodiment 11I-24. The composition of Enumerated Embodiment I11-23,
wherein the first portion of the SMCC is present at a concentration of about 5 wt.% to about 10

wt.%.

[0349] Enumerated Embodiment III-25. The composition of Enumerated Embodiment I11-23 or
24, wherein the first portion of the SMCC is present at a concentration of about 8.0 wt.%.

[6350] Enumerated Embodiment III-26. The composition of any one of Enumerated
Embodiments I11-23 to 25, wherein the second portion of the SMCC is present at a concentration

of about 10 wt.% to about 20 wt.%.

[0351] Enumerated Embodiment III-27. The composition of any one of Enumerated
Embodiments I11-23 to 26, wherein the second portion of the SMCC is present at a concentration

of about 11.5 wt.%.

[6352] Enumerated Embodiment III-28.  The composition of any one of Enumerated
Embodiments III-1 to 27, wherein the elacestrant dihydrochloride is present in an amount of about

100 mg.

[0333] Enumerated Embodiment I1I-29. The composition of Enumerated Embodiment I11-28,
wherein the tablet has a hardness of about 5.4 to about 16 kP, as measured in accordance with USP

<1217>.

[6354] Enumerated Embodiment I1I-30. The tablet of Enumerated Embodiment II1-28 or 29,

wherein the tablet has a hardness of about 9 kP, as measured in accordance with USP <1217>.

82



WO 2024/252263 PCT/IB2024/055420

[0355] Enumerated Embodiment III-31. The composition of any one of Enumerated
Embodiments III-1 to 27, wherein the elacestrant dihydrochloride is present in an amount of about

400 mg.

[0356] Enumerated Embodiment I1I-32. The composition of Enumerated Embodiment I11-31,
wherein the tablet has a hardness of about 12 to about 23 kP, as measured in accordance with USP

<1217>.

[8357} Enumerated Embodiment 11I-33. The tablet of Enumerated Embodiment III-31 or 32,

wherein the tablet has a hardness of about 17 kP, as measured in accordance with USP <1217>.

[6358] Enumerated Embodiment III-34.  The composition of any one of Enumerated
Embodiments ITI-1 to 33, wherein at least 85% of the elacestrant dihydrochloride is dissolved at
45 minutes in a medium of 0.01 N HCI, as measured in accordance with USP <711> and USP

<1092> using apparatus 2.

[68359] Enumerated Embodiment III-35. The composition of Enumerated Embodiment I11-34,
wherein the dissolution of the elacestrant dihydrochloride is measured with the USP2 apparatus,
at a stirring speed of 75 rpm, a temperature of 37°C, in 500 mL or 1000 mL of the medium, with

5 mL samples taken through a 10-micron porous filter.

[8360] Enumerated Embodiment III-36. The composition of any one of Enumerated

Embodiments ITI-1 to 11, 13 to 20, and 28 to 35, wherein the core comprises SMCC.

[8361] Enumerated Embodiment III-37. The composition of any one of Enumerated
Embodiments I1I-1 to 36, wherein the SMCC is present in an amount of about 42.5 mg, about 170

mg, or about 184.1 mg.

[0362] Enumerated Embodiment III-38.  The composition of any one of Enumerated
Embodiments ITI-1 to 11, 13 to 20, and 28 to 35, wherein the core comprises the blend.
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[08363] Enumerated Embodiment III-39. The method of claim 38 wherein the blend comprises

granules comprising the microcrystalline cellulose and the colloidal silicon dioxide.

[8364] Enumerated Embodiment I11-40. A method of manufacturing a solid pharmaceutical
composition, the method comprising:

granulating an intragranular blend comprising elacestrant dihydrochloride and a first
portion of a filler to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of the filler to provide a mixture; and

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce a tablet,

wherein:

the granules comprise the elacestrant dihydrochloride and the first portion of the filler;

the second portion of the filler is extragranular;

the filler is SMCC or a blend comprising microcrystalline cellulose and colloidal silicon
dioxide; and

the tablet has a hardness of about 5 kP to about 23 kP as measured in accordance with USP
<1217>.

[0365] Enumerated Embodiment I11-41. The method of Enumerated Embodiment I11-40, wherein
the granulating comprises roller compacting the intragranular blend to provide the intragranular

phase.

[8366] Enumerated Embodiment I11-42. The method of Enumerated Embodiment III-40 or 41,
further comprising mixing the elacestrant dihydrochloride with the first portion of the filler to

provide the intragranular blend.

[8367] Enumerated Embodiment I11-43. The method of any one of Enumerated Embodiments III-
40 to 42, further comprising coating the tablet with a film.

[0368] Enumerated Embodiment I1I-44. The method of any one of Enumerated Embodiments I11-
40 to 43, further comprising combining microcrystalline cellulose and colloidal silicon dioxide,

prior to the compacting of the intragranular blend, to provide the filler.
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[8369] Enumerated Embodiment I11-45. The method of Enumerated Embodiment I1I-44, wherein
the filler is the SMCC.

8378} Enumerated Embodiment I11-46. The method of Enumerated Embodiment I11-44 or 45,
wherein the combining comprises:

adding the colloidal silicon dioxide to an aqueous slurry of the microcrystalline cellulose
to provide a mixed slurry; and

spray drying the mixed slurry to provide the SMCC.

[0371] Enumerated Embodiment I11-47. The method of Enumerated Embodiment I11-44 wherein
the filler 1s the blend.

[0372] Enumerated Embodiment I11-48. The method of Enumerated Embodiment II1-44 or 47
wherein the blend comprises granules comprising the microcrystalline cellulose and the colloidal

silicon dioxide.

[68373] Enumerated Embodiment I1I-49. The method of any one of Enumerated Embodiments I1I-
40 to 48, wherein the mixture further comprises one or more of a binder, a disintegrant, a glidant,

or a lubricant.

[0374] Enumerated Embodiment III-50. A method of manufacturing a solid pharmaceutical
composition, the method comprising,

mixing elacestrant dihydrochloride, a first portion of SMCC, microcrystalline cellulose,
and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a
lubricated intragranular blend,;
roller compacting the lubricated intragranular blend to provide an intragranular phase comprising
granules;

mixing the intragranular phase with a second portion of SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend;

mixing the compression blend with a second portion of magnesium stearate to provide the mixture;
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compressing the mixture at a pressure of about 3 kN to about 35 kN to produce a tablet; and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC, the
microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the colloidal

silicon dioxide are extragranular.

[8375] Enumerated Embodiment I1I-51. The method of any one of Enumerated Embodiments I11-
40 to 46, 49, and 50, wherein the first portion of the SMCC is present in the mixture at a

concentration of about 5 wt.% to about 10 wt.%, relative to the total weight of the mixture.

[0376] Enumerated Embodiment ITI-52. The method of any one of Enumerated Embodiments I11-
40 to 46 and 49 to 51, wherein the first portion of the SMCC is present in the mixture at a

concentration of about 8.0 wt.%, relative to the total weight of the mixture.

[8377} Enumerated Embodiment I1I-53. The method of any one of Enumerated Embodiments I1I-
40 to 46 and 49 to 52, wherein the second portion of the SMCC is present at a concentration of
about 10 wt.% to about 20 wt.%, relative to the total weight of the mixture.

[0378] Enumerated Embodiment I1I-54. The method of any one of Enumerated Embodiments I1I-
40 to 46 and 49 to 53, wherein the second portion of the SMCC is present at a concentration of
about 11.5 wt.%, relative to the total weight of the mixture.

|8379] Enumerated Embodiment I1I-55. The method of any one of Enumerated Embodiments I11-

40 to 54, wherein the compressing is performed at a pressure of about 10 kN to about 15 kN.

[6380] Enumerated Embodiment I1I-56. The method of any one of Enumerated Embodiments I11-
40 to 55, wherein the elacestrant dihydrochloride is present in the tablet in an amount of about 100

mg.
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[0381] Enumerated Embodiment I1I-57. The method of Enumerated Embodiment III-56, wherein
the tablet has a hardness of about 5.4 to about 16.0 kP, as measured in accordance with USP

<1217>.

[0382] Enumerated Embodiment I1I-58. The method of any one of Enumerated Embodiments I11-
40 to 55, wherein the elacestrant dihydrochloride is present in the tablet in an amount of about 400

mg.

|8383] Enumerated Embodiment I11-59. The method of Enumerated Embodiment III-58, wherein
the tablet has a hardness of 12.0 to 23.0 kP, as measured in accordance with USP <1217>.

[6384] Enumerated Embodiment ITI-60. The method of any one of Enumerated Embodiments I1I-
40 to 59, wherein at least 85% of the elacestrant dihydrochloride in the tablet is dissolved after 45
minutes in water at pH 4.5 or less, as measured in accordance with USP <711> and USP <1092>

using apparatus 2.

[0385] Enumerated Embodiment III-61. The method of Enumerated Embodiment III-60, wherein
the dissolution of the elacestrant dihydrochloride is measured with the USP2 apparatus, at a stirring
speed of 75 rpm, a temperature of 37°C, in 500 mL or 1000 mL of a medium of 0.01N HCI, with

5 mL samples taken through a 10-micron porous filter.

[8386] Enumerated Embodiment I1I-62. The method of any one of Enumerated Embodiments I11-
40 to 61, wherein the elacestrant dihydrochloride is present in the mixture at a concentration of 40

wt.% to 60 wt.%, relative to the total weight of the mixture.

[0387] Enumerated Embodiment I1I-63. The method of any one of Enumerated Embodiments I11-
40 to 62, wherein the elacestrant dihydrochloride is present in the mixture at a concentration of 44

wt.% to 47 wt. %, relative to the total weight of the mixture.

[68388] Enumerated Embodiment I1I-64. The method of any one of Enumerated Embodiments I1I-
40 to 46 and 49 to 63, wherein the mixture comprises SMCC, present at a concentration of about

10.0 wt.% to about 20.0 wt.%, relative to the total weight of the mixture.
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[08389] Enumerated Embodiment II1-65. The method of any one of Enumerated Embodiments III-
40 to 46 and 49 to 64, wherein the SMCC is present at a concentration of about 15.0 wt.% to about
20.0 wt.%, relative to the total weight of mixture.

[0390] Enumerated Embodiment I1I-66. The method of any one of Enumerated Embodiments I11-
40 to 46 and 49 to 65, wherein the SMCC is present at a concentration of about 19.5 wt. %, relative

to the total weight of the mixture.

[8391}] Enumerated Embodiment I1I-67. A method of manufacturing the composition of any one
of Enumerated Embodiments III-1 to 37, the method comprising;:

roller compacting an intragranular blend comprising the elacestrant dihydrochloride and a
first portion of the SMCC to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of the SMCC to provide a mixture;
and

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce the tablet,

wherein the granules comprise the elacestrant dihydrochloride and the first portion of the

SMCC.

[0392] Enumerated Embodiment I11-68. The method of Enumerated Embodiment I11-67, further
comprising mixing the elacestrant dihydrochloride with the first portion of SMCC to provide the

intragranular blend.

|0393] Enumerated Embodiment I11-69. A method of manufacturing the composition of any one
of Enumerated Embodiments III-1 to 37, the method comprising,

mixing the elacestrant dihydrochloride, a first portion of the SMCC, microcrystalline
cellulose, and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a
lubricated intragranular blend,

roller compacting the lubricated intragranular blend to provide an intragranular phase

comprising granules;
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mixing the intragranular phase with a second portion of the SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend,

mixing the compression blend with a second portion of magnesium stearate to provide a
mixture;

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce the tablet;
and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC,
the microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the colloidal

silicon dioxide are extragranular.

[0394] Enumerated Embodiment III-70. A method of manufacturing a solid pharmaceutical

composition in accordance with FIG. 1.

[0395] Enumerated Embodiment III-71. A method of manufacturing a solid pharmaceutical

composition in accordance with FIG. 2.

[0396] Enumerated Embodiment III-72. The composition prepared by any one of Enumerated
Embodiments I11-40 to 71.

[0397] Enumerated Embodiment III-73. The composition of any one of Enumerated

Embodiments III-1 to 39 and 72 for use as a medicament.

[0398] Enumerated Embodiment III-74. The composition of any one of Enumerated

Embodiments ITI-1 to 39 and 72 for use in treating breast cancer.

[0399] Enumerated Embodiment III-75. Use of the composition of any one of Enumerated

Embodiments ITI-1 to 39 and 72 for the treatment of breast cancer.
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|0408] Enumerated Embodiment III-76. Use of the composition of any one of Enumerated
Embodiments ITI-1 to 39 and 72 for the manufacture of a medicament for the treatment of breast

cancer.

[0401] Enumerated Embodiment III-77. A method for treating breast cancer in a subject, the
method comprising administering to the subject an effective amount of the composition according

to any one of Enumerated Embodiments III-1 to 39 and 72.

[8482] Enumerated Embodiment I11-78. The method of Enumerated Embodiment III-77, wherein
the breast cancer is an estrogen receptor positive (ER+) breast cancer and/or a human epidermal

growth factor receptor 2 (HER2)-negative breast cancer.

[0403] Enumerated Embodiment III-79. The method of Enumerated Embodiment III-77 or 78,

wherein the breast cancer is an estrogen receptor 1 (ESR1)-mutated breast cancer.

[0404] Enumerated Embodiment I1I-80. The method of any one of Enumerated Embodiments I1I-
77 to 79, wherein the breast cancer is ER+/HER2- and estrogen receptor 1 (ESR1)-mutated breast

cancer.

|8465] Enumerated Embodiment I1I-81. The method of any one of Enumerated Embodiments I11-
77 to 80, wherein the breast cancer is ER+/HER2-, progesterone receptor-positive, and estrogen

receptor 1 (ESR1)-mutated breast cancer.

[0406] Enumerated Embodiment I1I-82. The method of any one of Enumerated Embodiments I11-

77 to 81, wherein the breast cancer is an estrogen receptor alpha positive (ERa+) breast cancer

[0487] Enumerated Embodiment IT1I-83. The method of any one of Enumerated Embodiments I11-
77 to 82, wherein the breast cancer is a node positive early breast cancer with a high risk of

recurrence.

[8468] Enumerated Embodiment I1I-84. The method of any one of Enumerated Embodiments I1I-

77 to 83, wherein the breast cancer is an advanced or metastatic breast cancer.
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[8409] Enumerated Embodiment I11-85. The method of Enumerated Embodiment I1I-84, wherein

the metastatic brain cancer is metastatic to the brain.

[8418] Enumerated Embodiment I11-86. The method of Enumerated Embodiment I11-84 or 85,

wherein the metastatic breast cancer is naive to CDK4/6 inhibitors.

[8411] Enumerated Embodiment I1I-87. The method of any one of Enumerated Embodiments I11-
77 to 8386 wherein the subject has ctDNA relapse.

|68412] Enumerated Embodiment I1I-88. The method of any one of Enumerated Embodiments I1I-
77 to 87, wherein the breast cancer has progressed after at least one line of endocrinological

therapy.

[0413] Enumerated Embodiment IT11-89. The method of Enumerated Embodiment I1I-88, wherein
the endocrinological therapy comprises administration of one or more drugs selected from: a
selective estrogen receptor degrader (SERD), an aromatase inhibitor, a selective estrogen receptor
modulator (SERM), a human epidermal growth factor receptor 2 (HER2) inhibitor, a chemo
therapeutic agent, a cdk4/6 inhibitor, an m-TOR inhibitor, a phosphoinositide 3-kinase inhibitor
(PI3K inhibitor), or rituximab.

[0414] Enumerated Embodiment I11-90. A method for treating endometrial cancer in a subject,
the method comprising administering to the subject an effective amount of the composition

according to any one of Enumerated Embodiments I1I-1 to 39 and 72.

[#415] Enumerated Embodiment I11-91. The method of Enumerated Embodiment I1I-90, wherein

the endometrial cancer is pS3 wild type ER+ advanced or recurrent endometrial cancer.

[8416] Enumerated Embodiment I1I-92. The method of any one of Enumerated Embodiments I1I-

77 to 91, wherein the solid pharmaceutical composition is administered at least once per day.

[8417} Enumerated Embodiment I1I-93. The method of any one of Enumerated Embodiments I1I-

77 to 92, wherein the solid pharmaceutical composition is administered once per day.
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[0418] Enumerated Embodiment I11-94. The method of any one of Enumerated Embodiments III-

77 to 93, wherein the solid pharmaceutical composition is administered by oral administration.

[8419] Enumerated Embodiment I1I-95. The method of any one of Enumerated Embodiments I11-

77 to 94, wherein the subject is a postmenopausal woman or adult man.

[8420] Enumerated Embodiment I1I-96. The method of any one of Enumerated Embodiments I11-

77 to 95, further comprising administering to the subject an additional therapeutic agent.

[68421] Enumerated Embodiment I11-97. The method of Enumerated Embodiment I1I-96, wherein
the additional therapeutic agent is an mTOR inhibitor, a CDK4/6 inhibitor, or a threonine kinase

inhibitor.

[0422] Enumerated Embodiment I11-98. The method of Enumerated Embodiment I1I-97, wherein

the mTOR inhibitor is everolimus.

[0423] Enumerated Embodiment I11-99. The method of Enumerated Embodiment I11-97 or 98,
wherein the CDK4/6 inhibitor is palbociclib, abemaciclib, or ribociclib.

[0424] Enumerated Embodiment I1I-100. The method of any one of Enumerated Embodiments

TI1-97 to 99, wherein the threonine kinase inhibitor is capavasertib.
EXAMPLES
Example 1. Compressibility of Elacestrant Dihydrochloride

[0425] To investigate the behavior of elacestrant dihydrochloride under mechanical stress, a
compressibility study was performed. The results are shown in FIG. 3. Elacestrant dihydrochloride
showed a significant strain rate sensitivity at 15.5%. Thus, deformation was expected to be affected
by speed. Crushing strength was rather low at slow speed and decreased as speed increased due to
elastic recovery. High ejection forces were observed at slow speed which could lead to sticking to

the tablet tooling during compression runs. The insights and recommendations from this work led
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to careful selection of excipients to keep tablet strength high for tablets with drug loads above
25%.

Example 2. Effect of Disintegrant Level on Dissolution

[0426] To improve tablet disintegration, two development formulations were prepared with
different disintegrant levels, and the effect of disintegrant concentration and tablet hardness levels
on dissolution were investigated. The hardness levels provided herein were all measured in
accordance with USP <1217>. In general, the increase of the disintegrant level did not improve
tablet disintegration time, as shown in Table 1. Thus, the “low disintegrant” level was selected for

further development.

Table 1. Effect of Disintegrant Level and Tablet Hardness on Disintegration Time of Elacestrant
Tablets (400 mg)

Formulation Disintegrant Level Tablet Hardness Disi Averz.lge .
isintegration Time
.. 12.5 kP ~11.1 min
33 2 0 hd - h
Low Disintegrant 2.4 wt.% ~19kP 18 4 min,
. .. - 12.5 kP ~8.4 min
33 > 0, : hd hd
High Disintegrant 5.6 wt.% 19 kP 184 min.

[8427] To investigate relationship between tablet hardness and dissolution profile, dissolution was
compared for tablets having the “low disintegrant” formulation shown in Table 2, at different
hardness values. The dissolution profiles of the formulations disclosed herein were measured for
six single tablets with USP2 apparatus, at a stirring speed of 75 rpm from 0 to 45 minutes and a
stirring speed of 250 rpm at 45 minutes onwards, a temperature of 37°C, in 500 mL (for 100 mg
tablets) or 1000 mL (for 400 mg tablets) of a 0.01 N HC] medium (the QC medium), with 5 mL
samples, and no medium replacement, taken through a 10-micron porous filter and characterized
by HPLC. Referring to FIG. 4, the data shows a clear relationship between tablet hardness and

disintegration time for the “low disintegrant” formulation.
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Table 2. “Low-Disintegrant” Formulation

Component mg/tablet wt. %
Elacestrant Dihydrochloride 400 45.23
Microcrystalline Cellulose 226.86 26.65
Crospovidone 56.61 6.40
Magnesium Stearate 14.15 1.60
SMCC 184.13 20.82
Colloidal Silicon Dioxide 2.65 0.30
Total Tablet Core Weight 884.4 mg 100.0

Example 3. Evaluation of Effect of Tablet Hardness on Oral Bioavailability of Elacestrant Tablets

[0428] Due to the strong correlation of tablet hardness and dissolution, the impact of tablet
hardness on bioavailability was further investigated using different formulations, shown in Table
3 below. Two prototypes (Formulation 2a and 2b, Table 4) with low and high hardness,
respectively, were manufactured and compared to the Phase 3 formulation (Formulation 1).
Formulations 2a and 2b were prepared by the method depicted by FIG. 1. The respective
dissolution profiles are shown in FIG. 5. While the dissolution of the low hardness prototype
(Formulation 2a) was similar to the Phase 3 comparator (Formulation 1), the high hardness
prototype (Formulation 2b) had a significantly slower dissolution. Despite their different
dissolution behavior, both prototypes (Formulas 2a and 2b) were found to be bioequivalent to the
Phase 3 comparator (Formula 1). Formulas 2a and 2b were placed on ICH stability to confirm the
stability of the product. Since the Formula 2 was a simplified version of the Phase 3 formulation
(Formula 1), with fewer excipients (Table 3), a comparable stability profile was expected. This
was confirmed in stability studies at long term and accelerated conditions, where the high and low
hardness prototypes showed excellent stability comparable to the Phase 3 formulation. In addition
to the real-time stability data, an in-silico stability assessment was performed via an Accelerated
Stability Assessment Program (ASAP) that confirmed suitable stability of the pilot PK prototype
drug product.
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Table 3. Exemplary Elacestrant Dihydrochloride Tablet Formulations

Formulation 1 Formulation 2
Component Function wt.% | 100 mg | 400 mg | wt.% | 100 mg | 400 mg |

Elacestrant Dihydrochloride API 45.23 100.0 400.0 459 100.0 400.0
Microcrystalline Cellulose Binder 14.93 33.0 132.0 26.4 575 230
Croscarmellose Sodium Disintegrant 5.52 10.0 40.0 - - -
Crospovidone Disintegrant 5.52 10.0 40.0 6.4 14.0 56
Sodium Starch Glycolate Disintegrant | 5.52 10.0 40.0 - - -
SMCC! Filler - - - 19.5 42.5 170
Colloidal Silicon Dioxide Glidant 1.35 3.0 84.0 0.2 0.5 2.0
Magnesium Stearate Lubricant 1.40 3.1 124 1.6 3.5 14
Mannitol Filler 18.82 41.6 166.4 = = -
Partially Pregelatinized Starch Disintegrant | 4.70 10.4 41.6 - - -
Core Tablet Weight, mg 100.0 221.1 884.4 100.0 218.0 872.0
OPADRY® II 85F18422 White> | Film Coating 3.0 6.63 26.5 3.0 6.54 26.16
Coated Tablet Weight, mg 103.0 | 2277 910.9 103.0 | 2245 898.2

Table 4. Hardness of Prototype Formulations 2a and 2b and Formulation 1

Formulation Hardness
Formulation 2a (Low Hardness) ~16 kP
Formulation 2b (High Hardness) ~23 kP

Formulation 1 (Phase 3 Comparator) ~14.7 kP

Example 4. Further Studies of Effect of Hardness on Dissolution Profile

[8429] Further studies were conducted to assess the effect of tablet hardness on dissolution profile

for Formulation 2. FIG. 6 shows dissolution of 100 mg tablets of Formulation 2 having different

hardness values. The resulting tablets exhibited the same correlation of tablet hardness and

dissolution as observed previously (see FIGs. 3—4).

|0430] Additional dissolution studies were performed for Formulation 2 with increasing

compression force to identify the target tablet hardness to produce tablets with similar dissolution

L' SMCC = silicified microcrystalline cellulose, composed of microcrystalline cellulose and colloidal silica. For
these examples, a commercial product (PROSOLV® SMCC 90 from JRS Pharma) was used.
2 Contains talc, polyethylene glycol, polyvinyl alcohol, and titanium dioxide.
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profiles as the Phase 3 comparator (Formulation 1). For the 100 mg tablets, the quantity of
elacestrant dihydrochloride released decreased (>85% elacestrant dihydrochloride dissolution was
shifted from 10 min to 30 min) with increasing (3.3 kN to 29.8 kN) compression force (FIG. 7).
The same behavior was observed for the 400 mg tablets (FIG. 8). The quantity of elacestrant
dihydrochloride released decreased (>85% elacestrant dihydrochloride dissolution was shifted
from 5 min to 60 min) with increasing (4.7 kN to 25.9 kN) compression force and increasing

hardness.

[0431] Based on the data, compression force and hardness were identified for both 100 mg and
400 mg tablets (Formulation 2) to yield dissolution profiles comparable to the Phase 3 comparator
(Formulation 1). FIG. 9 and FIG. 10 show dissolution profiles for Formulation 2, 100 mg and 400
mg tablets, respectively, at the target compression and hardness values, compared to the Phase 3

comparator (Formulation 1).

Example 5. Comparison of Dissolution Profiles for Formulation 2 at Target Hardness Versus

Phase 3 Comparator (Formulation 1)

|8432] Dissolution profiles for Formulation 2 at the target hardness (13.3 kP and 16.4 kP for 100
mg and 400 mg tablets, respectively), were generated using testing conditions that represented the
physiological range of pH 1.2 (0.1 N HCI) to pH 6.8 (phosphate buffer), as well as in the QC
medium (0.01 N HCI) and at pH 4.5 (acetate buffer). The dissolution profiles under these various
conditions are shown in FIGS. 11A-D (100 mg tablets) and FIGS. 12A-D (400 mg tablets).

[0433] Comparison of the dissolution profiles for 100 mg tablet in 4 different media are shown in
FIGS. 11A-D. One batch was intentionally compressed at a higher compression force, resulting
in tablets with higher tablet hardness (14.5 kP). This was done to determine the impact of hardness
on dissolution and bioavailability. The dissolution profiles at both pH 1.2 and pH 2.0 for this batch
exhibit slower dissolution than the other two batches that were compressed at a lower hardness,
demonstrating the discriminatory capability of the dissolution method under these conditions. At
pH 4.5, the dissolution profiles did not separate, as was observed at the lower pH values, indicating

that at this pH, the dissolution conditions were not capable of discriminating the differences among
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these batches. At the highest tested pH (pH 6.8), the solubility of elacestrant dihydrochloride is
significantly lower, and therefore this test condition is not a reliable method for testing the
dissolution of elacestrant dihydrochloride 100 mg tablets. The data in FIG. 11 show that the QC
dissolution method can detect differences between batches (in this case tablets at the high end of

the hardness range).

[0434] FIGS. 12A-D show similar data, only in this case for the elacestrant dihydrochloride 400
mg tablets. Here, one batch was compressed at a lower hardness (16 kP) to determine the impact
of hardness on dissolution and subsequent bioavailability. The dissolution profiles at both pH 1.2
and pH 2.0 for this batch exhibit faster dissolution than the other two batches that were compressed
at a higher hardness (16.4 kP), demonstrating the discriminatory capability of the dissolution
method under these conditions. At pH 4.5, the dissolution profiles of the 400 mg tablets also
showed the ability to separate the dissolution curves, similar to what was observed at the lower pH
values. Again, at the highest tested pH (pH 6.8), the solubility of elacestrant dihydrochloride is so
low that this test condition is not a reliable method for testing the dissolution of elacestrant
dihydrochloride 400 mg tablets. The data in FIGS. 12A-D show that the QC dissolution method
is capable of detecting differences among batches. It should be noted that, in a Pilot PK Study,
elacestrant dihydrochloride 400 mg tablets compressed at the high end of the hardness range were
found to be bioequivalent to the Phase 3 clinical trial tablet, again indicating that the dissolution

method is overly discriminating when compared to actual bioequivalence data.

[8435] One batch per dosage strength was selected for a study to confirm the bioequivalence of
Formulation 2 to the Phase 3 formulation (Formulation 1). For the 100 mg strength, the
Formulation 2 batch was intentionally compressed to a higher hardness (14.5 kP) to produce tablets
at the low end of the dissolution range and establish a better understanding of the relationship
between tablet hardness and bioavailability. The 400 mg strength the batch was compressed to a
hardness (16 kP) which would generate a dissolution profile that fell between the dissolution
profiles for the Pilot PK batches, that had already demonstrated bioequivalence in the Pilot PK
Study. Comparison of the dissolution profiles at various media conditions are shown in FIGS.

13A-D (100 mg tablets) and FIGS. 14A—D (400 mg tablets).
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[8436] FIGS. 13A-D compare the dissolution profiles of the elacestrant dihydrochloride 100 mg
drug product used in the Pivotal BE study under 4 different dissolution conditions. The dissolution
profiles at both pH 1.2 and pH 2.0 for this batch exhibit slower dissolution than the Phase 3
Comparator batch (Formulation 1). At pH 4.5, the dissolution profiles showed some separation,
not as significant as the separation observed at the lower pH values, indicating that the dissolution
test conditions were not capable of discriminating the difference between these batches. At the
highest tested pH (pH 6.8) the solubility of the drug is so low that this test condition is not a reliable
method for testing the dissolution of elacestrant dihydrochloride100 mg tablets. The curves were
compared using f2 analysis. The f2 values at pH 1.2 and 2.0 showed that the two dissolution curves
were not similar (f2 < 50), but at pH 4.5 they were similar (f2 > 50). Although the data at pH 6.8
also indicate the two curves are similar, the percent released was so low that this comparison was
not of any value. The data in FIGS. 13A-D show that the QC dissolution method is capable of
detecting differences between batches (in this case tablets at the high end of the hardness range),

but these differences were not reflected in the outcome of the Pivotal BE study.

[0437] FIGS. 14A-D compare the dissolution profiles of the elacestrant 400 mg tablets used in
the Pivotal BE study under 4 different dissolution conditions. The elacestrant 400 mg Formula 3
batch was compared to the Pivotal Phase 3 batch (Formulation 1). The dissolution profiles at pH
1.2 showed some separation between curves, but at pH 2.0 there was no separation of curves. The
pH 4.5 dissolution profiles also showed some separation of the dissolution curves. Again, at the
highest tested pH (pH 6.8), the solubility of the drug is so low that this test condition is not a
reliable method for testing the dissolution of elacestrant dihydrochloride 400 mg tablets. These
curves were compared using f2 analysis. The 2 values showed that the two dissolution curves
were not similar (f2 < 50), but at pH 2.0 they were similar (f2 > 50). The data in FIGS. 14A-D
show that differences could be observed between the dissolution profiles based on the method

used. However, these differences were not reflected in the outcome of the Pivotal BE study.
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Example 6. PBBM Model Development for Virtual Bioequivalence Trials

[0438] A physiologically based biopharmaceutics model (PBBM) was developed using the
GastroPlus® software (v9.8.2) and ADMET Predictor® (v.10.3) for virtual bioequivalence trials
to show safety and efficacy of the tablet formulations according to the present disclosure. The
PBBM model was developed and based on 31 clinical scenarios (including 15 fit-for-purpose
clinical scenarios out of 4 clinical trials). The PBBM incorporated drug product dissolution in a
mechanistic way, using the product hydrodynamic particle size distribution (P-PSD HD) approach,

which was able to predict the dissolution profile of the same batch in different media.

[8439] A proposed dissolution acceptance criterion of Q=80% at 45 min in the FDA approved QC
methods for 100 mg and 400 mg tablets is deemed justified based on: (1) the results of virtual
bioequivalence (VBE) studies using GastroPlus®; and (2) the exposure-response (ER) data
available for elacestrant. Specifically, the proposed dissolution acceptance criterion for elacestrant
tablets, 100 mg and 400 mg, are justified based on the establishment of strength dependent
dissolution safe spaces. The upper limit of the safe space is based on dissolution of batches tested
in pivotal clinical trials and thus, considered self-evident. The lower limits are based on model
predictions of virtual batches’ dissolution profiles (virtual batches A and B) and further supported
by ER information.

[0446] Virtual Batch A’s (VBA’s) dissolution profile is representative of a batch meeting the
Q=80% at 45 min acceptance criterion. Virtual Batch B’s (VBB’s) profile is more permissive and
1s representative of a batch meeting the Q=75% at 45 min acceptance criterion. These virtual
batches were shown to be bioequivalent to the reference batches (representative of pivotal Phase
3 trials) in the fasted and fed state. Repeat dose simulation for 400 mg VBB (representative of
Q=75% in 45 min) in the fed state shows that 90 % of the population will display effective plasma
elacestrant concentrations since the Cmin at steady state is higher than the threshold of 20 ng/mL.
In addition, repeat dose simulations for 100 mg VBB (representative of Q=75% in 45 min) in the
fed state show that the Cmin at steady state is comparable to that observed for 100 mg Formulation

1 (Phase 3 clinical reference) and other pivotal clinical data. The lower bounds of the dissolution
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safe space are further supported by ER analysis, which showed that neither elacestrant exposure
nor any of the covariates tested reached the predefined level of significance during non-parametric
and parametric survival analysis for PFS (progression-free survival), indicating no differences in

PFS across the observed range of elacestrant exposures.
Modeling Strategy

[0441] The PBBM was built based on measured and predicted physicochemical and
biopharmaceutical properties of elacestrant. The metabolic clearance was specified based on
clinical PK data following one minute infusion of 1 mg elacestrant in study RAD1901-001 and in
silico predictions of Michaelis-Menten constant (Km) values (ADMET Predictor® v.10.3) for
CYP3A4, a major enzyme involved in the drug metabolism. A physiologically based
pharmacokinetic (PBPK) model was applied based on the Lukacova model to calculate the tissue
to plasma partition coefficients. The dissolution was mechanistically integrated based on the QC
dissolution methods for 100 mg and 400 mg tablets. The P-PSD HD approach is retained for 100
mg and 400 mg tablets. The P-PSD HD approach was validated (fit-for-purpose) on two batches
for which dissolution was performed in multiple media and then applied to all clinical and virtual
tablet batches to extract a batch specific input to the model. In addition, a mechanistic
understanding of drug precipitation was integrated in the model and fitted to the oral PK profile
obtained in the fasted state following single dose administration of elacestrant 200 mg in healthy

volunteers.

[0442] The PBBM was validated based on 31 clinical scenarios from several studies in healthy
volunteers and patients with doses ranging from 10 to 1000 mg (capsule formulation) and 100 mg
and 400 mg (tablet formulation and their variants). The model was also validated in various
prandial states using fasted, low, and high-fat diets and with and without proton pump inhibitor
treatment. Sensitivity analyses were run on the validated model to identify main sources of intra-
and intersubject variability and explain the limitations to drug absorption. Using the validated
PBBM, the virtual dissolution profiles of tablets, 100 mg and 400 mg and VBE studies, the edge

of safe space for drug product dissolution was determined. Based on the safe space, a clinically
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relevant dissolution acceptance criterion of Q=80% at 45 min is evident for both 100 mg and 400

mg tablets.

Summary of Physicochemical and Biopharmaceutical Properties for Flacestrant Dihydrochloride

and Elacestrant (Free Base)

[8443] The physicochemical and biopharmaceutical properties for elacestrant dihydrochloride and
its free base, elacestrant, were defined using a combination of i# silico estimates from the ADMET
Predictor® module that were based on the chemical structure, along with in vitro and in vivo data
obtained from the literature and internal data. Table 5 summarizes the parameter values used for

the elacestrant dihydrochloride pharmaceutically based pharmacokinetics (PBPK) model.

[0444] The solubility vs. pH profile is solved using conventional methods known to those in the
art and using the measure pKa values for elacestrant (Table 5). The pHmax for elacestrant is 4.3.
These values were used to model in vitro drug product dissolution. The in vivo solubility values of
elacestrant dihydrochloride are calculated as a function of the volume administered and the food

volume, where relevant.

[8445] Various formulations were used for development. For the purpose of the PBBM, only drug

substance in capsules and tablets from Formulation 1 and Formulation 2 were used. (See Table 3.)
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Table 5. Input Parameters for Elacestrant Dihydrochloride PBPK Model Development
€ Doerrd g Vadne for Ebsvestrant

BHEK Pavametey Ridsvdvoachioride

3. Pleccivovhemica! aud Biadisg Properiiss

Bationate Relorencedzt

HMofeondar mass {gimol} 45883
Salt 3o Stow base ke 1359
Trpe of diuy selistance Al vy

T ¥

Reasurad

A >
s Tisssifors
Precipitaion e s
Lamabds uxn
Sgvea R

3k
A

e o weavemd vakes

&k

iy

i

Initial valee of 330 dn RADH
rod dtvibution
ot fy RADTILL

T DK &
2 IV PR g

481 Flusen)
Fa. plassins BN
FERe R S

3, Alopepiion

soafed foowy e vt
g

feman

P

PRUNE

Ihssadavion sxodes RIGTGERS

3 3bsnsptisn

v jedunad

2 R anish

Fovean offe

S DA
peraae sl o

i B spraswed Por for ates

~eaws {1 Vol adiusied

T3 o ek bygcd fined

=
b4

Dissohtion mundal hisson

¥ Bistsution

Fulf Sady PRPK. Lsbacavs
ssrfiod of K poedicnica GasgraPhos el approach

Nt

4. Metabatiam
CERIAL Ky (mghy

FRYH CVPIAL Ve §

2w BADISN -0

<
3

102



WO 2024/252263 PCT/IB2024/055420

Integration of Dissolution in the PBBM

[0446] To select the model that best predicts the in vivo dissolution for the different formulations
or virtual batches of elacestrant dihydrochloride tablets, the failure modes impacting dissolution
of the elacestrant tablets were analyzed. Despite the presence of disintegrants in the formulations
of elacestrant dihydrochloride tablets, it was observed that above a certain compression force
threshold, the tablet surprisingly does not disintegrate immediately in contact with water. Instead,
a gelling layer has been observed on the surface of elacestrant dihydrochloride tablets which
prevents rapid permeation by water into the tablet — and subsequent disintegration — at most tablet
compression forces and appears to drive the mechanism of drug release. FIG. 15 shows an
elacestrant dihydrochloride tablet for which dissolution was stopped and the core was cut in half
after 9 minutes. The tablet exhibits a dry core surrounded by a smooth, gel-like layer. Thus, erosion
is the presumed mechanism of dissolution in the elacestrant dihydrochloride tablets according to

the present disclosure.

[0447] The tablet compression force and tablet hardness increase the disintegration time measured
on 100 mg or 400 mg tablets. Since the shape of the tablet is different between the two dosage
strengths, the relationship of disintegration time and tablet hardness depends on the dose of the

tablet (shape of the tablet), as shown in Table 6 and FIG. 16.

Table 6. Hardness and Disintegration Times Measured on 100 mg and 400 mg FElacestrant
Dihydrochloride Tablets

Formulation Dose (mg) Hardness (kP) Disintegration Time (min.)
2 100 9.4 8.4
2 100 133 154
2 400 16.5 11.0
2 400 16.4 9.7
2 400 12.5 8.4
2 400 19 18.4

|0448] Referring to FIG. 16, the tablet disintegration time is clearly slower for a 100 mg than for

a 400 mg tablet for an equivalent tablet hardness. This is related to the lower surface area available
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for the 100 mg tablet, which will lead to less erosion than for the 400 mg tablet. A relationship can
be drawn between tablet dissolution and main critical quality attributes of the tablets. Since the
release mechanism in vitro of elacestrant tablets appears to be through erosion, there seems to be
a limited impact of DS particle size on dissolution compared to the impact of tablet hardness. Thus,
for 100 mg and 400 mg batches tested in vitro using the QC dissolution methods (USP2, 75 rpm,
37°C, 0.01 N HCI pH 2 with 500 mL for 100 mg tablets and 1000 mL for 400 mg tablets), the

percent dissolved at 5 min or 15 min can be correlated to the hardness of the tablets.

[0449] To this end, Table 7 summarizes the values for tablet hardness and percent dissolved at 5
min and 15 min in the QC methods (most discriminant time points) for development and clinical
batches obtained at different hardness values. For an eroding tablet (presumed mechanism of
elacestrant tablets drug release), the surface-to-volume (S/V) ratio of the tablet strength would be
expected to increase the percent dissolved at any time point since more surface area per drug load
would be available for erosion and dissolution. Additionally, an increase in the tablet hardness
would be expected to reduce the tablet dissolution rate since, by closing the tablet porosity, the
progression of the waterfront into the tablet would be slower. Hence, these two quality attributes
can be included in the model. The S/V ratio of the 100 mg and 400 mg tablets across batches of
Formulations 1-2 was estimated at 0.943 mm™ and 0.562 mm™, respectively. The 100 mg tablet

S/V ratio divided by the 400 mg tablet S/V ratio is therefore estimated at 1.68.

[0458] FIG. 17 illustrates the relationship between percent dissolved at S min and the inverse of
the tablet hardness for all tablets tested, as shown in Table 7. Meanwhile, FIG. 18 illustrates the
relationship between percent dissolved at 15 min and the inverse of the tablet hardness for all
tablets tested, as shown in Table 7. To establish the correlation, the parameters shown in FIG. 17
and FIG. 18, the inverse hardness values for the 400 mg tablets is multiplied by a factor of 1.68 to

enable comparison to the 100 mg tablet data.
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Table 7. Measured Hardness and Percent Dissolved at 5 min and 15 min for Formulations 1-2,

100 mg and 400 mg Tablets

Percent Dissolved, Standard Percent Dissolved, Standard
. Dose Hardness . N . N
Formulation (mg) (kP) 5 min Deviation 15 min Deviation
(%) (%) (%) (%)
2 100 6.98 27 3.8 93 2.8
2 100 9.24 18 43 89 4.5
2 100 12.44 11 0.9 38 6.8
2 100 15.74 11 0.8 26 1.8
2 100 541 51 12.8 101 1.0
2 100 9.32 42 6.3 87 14.8
2 100 13.3 32 2.6 72 3.6
2 100 17.28 27 1.4 61 3.7
1 100 9.4 27 4.6 75 8.3
2 100 14.5 20 3.2 55 7.2
2 100 11 27 54 73 8.8
2 100 10 28 48 69 13.8
2 400 5.4 100 1.0 101 1.0
2 400 16.4 32 4.5 78 12.5
2 400 23.54 24 0.5 51 0.5
2 400 33.9 20 2.2 45 8.1
1 400 13 26 4.4 84 8.4
1 400 14.7 30 3.0 99 2.0
2 400 16 33 5.9 101 1.0
2 400 23 10 2.0 59 4.1
2 400 16 24 4.1 79 11.9
2 400 19 22 3.5 57 7.4
2 400 19 23 3.7 64 9.6
2 400 12.5 58 14.5 98 1.0
2 400 16 20 2.8 86 8.6
2 400 19.5 16 14 64 7.7

[0451] FIG. 17 shows that for very low tablet hardness values, the tablet will disintegrate rapidly
and provide full release at the first time point of measurement (5 min). This was observed for the
400 mg tablet batch of Formulation 2 with a tablet hardness of 5.4 kP. It is estimated from the
extrapolation to 100% dissolution at 5 min that the minimum 100 mg tablet hardness below which
full disintegration will occur is 3.1 kP. For these tablets with relatively low hardness, the release
mechanism compared to similar batches with higher hardness therefore changed to disintegrating

tablets, rather than eroding tablets.
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[0452] FIG. 18 shows that the mechanism of release of elacestrant dihydrochloride tablets and
variants is through tablet erosion, which is in turn a function of the tablet S/V ratio and tablet
hardness. The P-PSD approach will capture the effect of tablet hardness on the slower erosion of
certain formulations. The 100 mg tablets compared to 400 mg tablets will display a lower P-PSD

for an equivalent tablet hardness due to S/V considerations.

[0453] The P-PSD HD approach described by Pepin et al. was utilized for tablets due to the erosion
mechanism for drug release. See X.J.H. Pepin, et al., Mechanistic Models for USP2 Dissolution
Apparatus, Including Fluid Hydrodynamics and Sedimentation, 111 J. PHARM. SCI. 185 (2021).
Indeed, there is no rapid disintegration for 100 mg or 400 mg elacestrant dihydrochloride tablets,
and the tablet shape and hardness are the major drivers for drug dissolution. Since the mechanism
of release appears to be driven by erosion, the hydrodynamic P-PSD approach was implemented,
taking into consideration the effect of agitation in the USP2 apparatus. For larger particles or
eroding tablets the effect of agitation needs to be considered. See id.; see also X.J.H. Pepin, et al.,
Physiologically Based Biopharmaceutics Model for Selumetinib F'ood Lffect Investigation and
Capsule Dissolution Safe Space — Part I: Adults, 40 PHARM. RES. 387 (2023). The dissolution rate
of selected batches of elacestrant dihydrochloride 100 mg and 400 mg batches at different pH
levels is shown in FIGS. 19A-D and FIGS. 20A-D to demonstrate the suitability of this modeling

approach.
Example 7. Model Application for Virtual Bioequivalence Studies

[0454] Two separate sets of virtual BE (VBE) studies are conducted to define safe spaces for 100
mg and 400 mg tablets, using the PBBM model discussed in Example 6. Because the QC
dissolution methods are distinct for 100 mg and 400 mg tablets, two safe spaces need to be defined.
Four elacestrant dihydrochloride virtual batches were thus defined: 100 mg VBA; 100 mg VBB,
400 mg VBA; and 400 mg VBB.

[0455] Regarding the dissolution profiles of the virtual batches, VBA meets the criterion of
Q=80% at 45 min, and VBB the criterion of Q=80% at 50 min in both dissolution methods for the
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respective strengths. The dissolution profile of 100 mg batches is illustrated in FIG. 21. The
dissolution profile of 400 mg batches is illustrated in FIG. 22.

[8456] Referring to FIG. 21, although outside the knowledge space for building the safe space,
the dissolution of 100 mg VBA and VBB batches is not an extrapolation of the 100 mg tablet
proven ranges of the design space, since the 100 mg batch of Formulation 2, tableted to 15.74 kP,
dissolves slower than both 100 mg VBA and VBB until 80% dissolution is achieved in the 100 mg
tablet QC method. Similarly, referring now to FIG. 22, for the 400 mg strength, although outside
the knowledge space for building the safe space, the dissolution of 400 mg VBA and VBB batches
is not an extrapolation of the 400 mg tablet proven ranges of the design, since the 400 mg batch of
Formulation 2, tableted to 33.9 kP, has an equivalent dissolution rate to 400 mg VBA. The
variability observed in the dissolution Formulation 2 (33.9 kP) also encompasses the VBB profile

until 90% dissolution is achieved in the 400 mg tablet QC method.
Design of Virtual Bioequivalence (VBL) Studies

[0457] All VBE studies conducted to define safe spaces for 100 mg and 400 mg elacestrant tablets

against chosen Phase 3 pivotal batch references (Formulation 1) is shown in Table 8.

Table 8. VBE Studies Conducted to Establish Lower Edge of Safe Space

VBE Study Tablet Reference Batch Test Number | Number of | Prandial
Set # Dose (mg) Batch | of Studies Subjects State
L 100 Formulation 1 Actual
2 100 (Phase 3, 9.4 kP) VBA
3 100 T VBB Fasted
4 400 Formulation 1 Actual o
> 400 (Phase 3, 14-15 kP) VBA
6 400 ’ VBB
10 38

! 100 Formulation 1 Actual
8 100 (Phase 3, 9.4 kP) VBA Low-fat,
9 100 T VBB low-
10 400 Formulation 1 Actual calorie
z 100 (Phase 3, 14-15 kP) [—~on meal
12 400 ’ VBB
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[0458] The sets of VBE studies #1, #4, #7, and #10 are designed to verify in the fasted and fed
state with low-fat, low-calorie meal (LL), whether the Phase 3 clinical reference batches for 100
mg and 400 mg tablets can be demonstrated to be bioequivalent to themselves using n=10 VBE

studies with n=38 subjects. The results of the VBE studies are shown in Tables 9-20.

Table 9. Results of VBE Set #1
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Table 13. Results of VBE Set #5
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Table 15. Results of VBE Set #7
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Table 17. Results of VBE Set #9
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Table 19. Results of VBE Set #11

Tgpay AUy AL

Table 20. Results of VBE Set #12

Clonx

Shad

SR

)

Srady

in

Sandy

Stady

4

Sandy

Stoade 7

Sawdy 8

Stady 1@

[0439] Results from VBE studies shown in Tables 9-11 show that 100 mg VBA and 100 mg VBB
are anticipated to be bioequivalent to the Phase 3 pivotal clinical reference (100 mg, Formulation
1, 9.4 kP) in the fasted state. Meanwhile the studies shown in Tables 15-17 show that 100 mg
VBA and 100 mg VBB are anticipated to be bioequivalent to the Phase 3 pivotal clinical reference
(100 mg Formulation 1) in the fed state.
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[8468] Overall, the average GMR for 100 mg elacestrant dihydrochloride batches for Formulation
1 (100 mg, 9.4 kP), VBA, and VBB show a reduction in the fasted and fed state as expected from
their dissolution characteristics, but keeping within BE limits for all the studies conducted.
Therefore, 100 mg elacestrant dihydrochloride batches for Formulation 1 (100 mg, 9.4 kP), VBA,
and VBB are anticipated to be bioequivalent to each other. (See Table 21.)

Table 21. Results of Estimated GMR Test/Reference for 100 mg Tablets in Fasted and Fed State

VBE Average from 10 VBE
4 Clinical Simulation Cmax | AUGi | AUC
Ratio Ratio Ratio
1 100 mg Formulation 1 (9.4 kP) fasted 100.6 100.6 100.6

2 100 mg VBA fasted 90.7 91.3 91.3

3 100 mg VBB fasted 89.8 90.3 90.2

7 100 mg Formulation 1 (9.4 kP) fed 99.5 99.5 99.5

8 100 mg VBA fasted 97.8 98.0 98.0

9 100 mg VBB fasted 97.8 97.8 97.8

[0461] Results from VBE studies shown in Tables 12-14 show that 400 mg VBA and 400 mg
VBB are anticipated to be bioequivalent to the Phase 3 pivotal clinical reference batch (400 mg
Formulation 1) in the fasted state. Additionally, Tables 18-20 show that 400 mg VBA and 400 mg
VBB also are anticipated to be bioequivalent to the Phase 3 pivotal clinical reference batch (400

mg Formulation 1) in the fed state.

[8462] Overall, the average GMR for 400 mg elacestrant dihydrochloride batches for Formulation
1 (pivotal clinical reference), VBA, and VBB show a reduction in the fasted and fed state, as
expected from their dissolution characteristics, but keeping within BE limits for all the studies
conducted. Therefore 400 mg elacestrant dihydrochloride batches for Formulation 1 (pivotal

clinical reference), VBA, and VBB are anticipated to be bioequivalent to each other. See Table
22.
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Table 22. Results of Estimated GMR Test/Reference for 400 mg Tablets in Fasted and Fed State

VBE Average from 10 VBE
4 Clinical Simulation Cmax | AUCuws | AUGC
Ratio Ratio Ratio
4 400 mg Formulation 1, fasted 103.3 103.4 103.4

5 400 mg VBA, fasted 93.0 92.9 92.9

6 400 mg VBB, fasted 92.8 93.0 93.0
10 400 mg Formulation 1, fasted 98.6 99.2 99.2
11 400 mg VBA, fasted 95.4 97.0 96.9
12 400 mg VBB, fasted 89.6 89.0 89.0

Example 8. Simulation of Repeat Dose Administration

[8463] Since the VBE results were obtained by comparing VBA and VBB performance for both
strengths (100 mg and 400 mg) to the Phase 3 clinical references or BE study batches, simulations
of repeat dose administration 200 mg OD and 400 mg OD were conducted in order to evaluate
whether the minimal efficacious plasma concentration of 20 ng/mL (Cumin at steady state) could be
reached. These doses correspond to the recommended doses for elacestrant dihydrochloride. These
simulations were conducted in the fed state using 2x100 mg tablets of VBB (for 200 mg OD) and
400 mg VBB (for 400 mg OD). For comparison, the Phase 3 clinical reference batches were also

simulated using the same dosing schedule.

[0464] In the fed state with low-fat, low-calorie meal, the once daily administration of 2x100 mg
elacestrant dihydrochloride batch VBB would lead to the average PK profile shown in FIG. 23.
The calculated average Cmin at steady state is 38 ng/mL, with a geomean of 29 ng/mL, a low 90%
CI of 18 ng/mL, and a high 90% CI of 41 ng/mL.

[0465] In the fed state with low-fat, low-calorie meal, the once daily administration of 2x100 mg
elacestrant dihydrochloride batch Phase 3 clinical reference tablets (Formulation 1) would lead to
the average PK profile shown in FIG. 24. The calculated average Cmin at steady state is 35 ng/mL,
with a geomean of 31 ng/mL, a low 90% CI of 14 ng/mL, and a high 90% CI of 48 ng/mL.
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|8466] Based on these findings, the steady state Cmin predicted after OD administration of 2x100
mg VBB tablets is very similar to that observed after administration of 2x100 mg Phase 3 clinical
reference tablets (Formulation 1). Simulations performed with 2x100 mg Phase 3 clinical reference
tablets (Formulation 1) in the fed state show that 60% of the patients would be expected to show
Chminss above 20 ng/mL, and this value increases to 68% for VBB. Therefore, the efficacy of both
Phase 3 clinical reference tablets (Formulation 1) and VBB 100 mg batches are anticipated to be

the same at the 200 mg dose given OD.

[0467] In the fed state with low-fat, low-calorie meal, the once daily administration of 400 mg
elacestrant dihydrochloride batch VBB would lead to the average PK profile shown in FIG. 25.
The calculated average Cmin at steady state is 38 ng/mL, with a geomean of 52 ng/mL, a low 90%

CI of 23 ng/mL, and a high 90% CI of 81 ng/mL.

[0468] In the fed state with low-fat, low-calorie meal, the once daily administration of 400 mg
elacestrant dihydrochloride tablets of Formulation 1 (Phase 3 clinical reference) would lead to the
average PK profile shown in FIG. 26. The calculated average Cmin at steady state is 38 ng/mL,
with a geomean of 73 ng/mL, a low 90% CI of 53 ng/mL, and a high 90% CI of 94 ng/mL.

[0469] As demonstrated by the simulated repeat dose administration, the model can predict the
profiles observed for elacestrant dihydrochloride in the fasted and fed states following single or
repeat administration. Late multiple peaks in the plasma profile of elacestrant can be observed
from 6-10 hours post-administration. The role of enterohepatic recirculation can be ruled out
because: (1) these multiple peaks are not observed on IV profiles; (2) no multiple peaks are
observed up to 192 hour PK sampling despite numerous food administrations; and (3) for the 50
mg capsule administered in the fed state (not shown), where the dissolution and absorption is
essentially complete in the upper GI tract (with 93% predicted absorption), no late peaks are
observed. These late peaks can be explained by absorption from the cecum and colon, which could
be due to: (1) faster dissolution of the dosage form from the cecum and colon due to the ability of

the drug salt to create an acidic micro-environment; and/or (2) the effect of peristaltic forces on
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the terminal disintegration of the tablets after they have reached the lower GI tract, which could

lead to faster drug release.
Example 9. Bioavailability Simulations

[0478] Without considering formulation or prandial status, the predicted bioavailability of
elacestrant versus dose is shown in FIGS. 27A—C. The bioavailability estimated at 100 mg dose
1s around 10%, which is in agreement with measured values in the clinic. When comparing the
effect of dose from 10 mg to 1000 mg on the drug bioavailability, the bioavailability is dose-
dependent with more than dose proportionality in exposure. This is explained mechanistically in
the model by a gradual saturation of the first pass gut extraction, which starts at 90% for low doses

and falls to 40% for a 1000 mg dose (FIG. 27B).
Example 10. Effect of Food

[0471] The effect of food was simulated at different doses, types of formulation, and types of food
(e.g., low-calorie, low-fat meal; high-fat meal, etc.). The percent dissolved, absorbed, entering the
portal vein, and in systemic circulation are overlaid with PK profiles (veinous return) for the

various clinical scenarios where the same formulation was administered.

[0472] As shown in FIGs. 28A-C, FIGs. 29A-B, FIGs. 30A-B, and FIGs. 31A-B, the common
observations for the effect of food on elacestrant dihydrochloride dissolution and absorption can
be summarized as follows. Across all food effect studies, the fed state stomach leads to a slower
dosage form dissolution compared to the fasted stomach, due to the pH difference between the fed
and fasted stomach. Additionally, in the acidic stomach, solubility is higher, resulting in faster
dissolution. However, in the fasted state, the gastric residence time is smaller, and after stomach
emptying, the dissolution does not continue because the drug has reached a solubility limit and
there is a low drug permeability in the intestine, which does not favor more dissolution or
absorption. The combination of these two properties limits the drug fraction absorbed in the fasted

state. Thus, in the fasted state the drug product dissolution rate in the stomach is not limiting the
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drug absorption but the amount dissolved prior to stomach emptying limits the extent of

absorption.

[8473] In the fed state, the dissolution is slower, but because the solubility in the lumen of the
small intestine 1s higher due to the presence of bile salts, the dissolution does not stop after stomach
emptying. The drug dissolution also lasts longer in the stomach due to a higher residence time and

volume.

[8474] These observations also underscore the differences between a high-fat, high-calorie meal
(HH) and a low-fat, low-calorie meal (LL). For a low-fat, low-calorie meal, the stomach residence
1s less and the solubilization potential of the small intestinal fluids are less than for the high-fat,
high-calorie meal. Therefore, for a low-fat low-calorie meal, almost the same amount of drug is
dissolved at the end of stomach emptying at 400 mg dose for tablets in the fed state, compared to
the fasted state (FIGs. 28A-B and FIGs. 29A-B). About 20 mg drug dose is dissolved during the

intestinal transit.

[0475] High-fat, high-calorie meals lead to longer residence in the stomach, which increases the
extent of dissolution from the stomach during digestion. For a 50 mg drug dose in a capsule, the
dissolution is almost complete, followed by complete absorption, which leads to the largest food
effect for elacestrant dihydrochloride, with an 87% increase in exposure. For a 400 mg tablet in
study RAD1901-116, a high-fat high-calorie meal leads to the largest amount of drug dissolved at
the end of stomach emptying. This results in drug supersaturation and precipitation, but the drug
1s able to redissolve during intestinal transit, owing to the effect of bile salts in the intestine. As a
result, the effect of food on elacestrant dihydrochloride 400 mg tablets is less than that observed

on 50 mg capsules (not shown).
Example 11. Effect of Formulation on Bioavailability

[0476] Referring to FIG. 32, the predicted bioavailability in the fasted state was plotted versus the
product of drug dose and fraction of drug dissolved at 15 min in vitro across all formulations. The

bioavailability of tablets was plotted against percent dissolved at 15 min, as shown in FIG. 33. As
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shown in the figures, the drug product dissolution influences the predicted drug bioavailability. As
expected, the P-PSD determined from the dissolution batches tested in the clinic provides for a
better descriptor of the in vivo dissolution. In addition, the acidification of the lower segments of
the GI tract also depends on the drug concentration in these segments, which is also a function of
the formulation. Thus, the correlations shown in FIG. 32 and FIG. 33 offer a simplified view of
complex interplay of phenomena modeled in the PBBM. Nonetheless, the data demonstrates that

QC dissolution methods are predictive of in vivo exposure.
Example 12. Safe Space Establishment

[8477] Typically, safe space is built by comparing the upper and lower bounds of dissolution
profiles such that all batches having dissolution profiles within these upper and lower limits of are
bioequivalent. In addition, it is possible to define the safe space by comparing the upper and lower
dissolution limits to the clinical/bioavailability batches or to an appropriate reference standard,
including the pivotal batch, provided additional information (e.g., exposure-response data) is
available. Two safe spaces for elacestrant dihydrochloride tablets were established, given that the

proposed dissolution methods are strength dependent.

[0478] FIG. 34 illustrates the safe space for 100 mg elacestrant dihydrochloride tablets. The upper
limit of the safe space for the 100 mg strength was established using the fastest dissolving batch,
which was Formulation 1 tested in pivotal Phase 3 studies. As described in Example 6, using the
validated PBBM, VBE studies showed that VBB 100 mg batch was bioequivalent to the Phase 3
clinical reference in the fasted and fed states and could define the lower bound of the safe space —
that is, the dissolution specification (i.e., Q=75% at 45 min). Specifically, batches dissolving at a
dissolution acceptance criterion of Q=80% at 45 min are expected to be bioequivalent to Phase 3

clinical reference for 100 mg strength.

[0479] Repeat dosing exposures in the fed state at the recommended effective (lower) dose with
200 mg (2x100 mg) VBB in the fed state are anticipated to lead to effective exposure in 68% of
the population, which is similar to what was observed for Phase 3 clinical reference batch (60%)

and similar to observations in the clinic, where approximately half the patients are below the
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threshold of 20 ng/mL at the dose of 200 mg. Further, it is anticipated that batches dissolving at
the lower bound of this safe space would result in steady state plasma concentrations higher than
those predicted for VBB, which led to equivalent exposure compared to the Phase 3 clinical

reference, as discussed in Example 8.

[3480] Likewise for the 400 mg tablets, VBE studies showed that batch VBB 400 mg was
bioequivalent to the pivotal Phase 3 clinical reference batch in the fasted and fed state. The limits
of the safe space for the 400 mg strength were established using Formulation 2 (clinical BE, 16
kP) as the upper bound and batch VBB as the lower bound. (See FIG. 35.) As discussed in Example
7, using the validated PBBM, VBE studies showed that the VBB 400 mg batch was BE to the
Phase 3 clinical reference in the fasted and fed state and could define the lower bound of the safe
space — that is, the dissolution specification (i.e., Q=75% at 45 min). Specifically, batches
dissolving at the acceptance criterion of Q=80% at 45 min in the QC dissolution method are then

anticipated to be bioequivalent to the Phase 3 clinical reference batch for the 400 mg strength.

[0481] Further, as discussed in Example 8, repeat dosing exposures in the fed state at the
recommended effective dose with 400 mg VBB are anticipated to lead to effective exposure in
90% of the population. In fact, the Cmin concentrations after repeating dosing of VBB were above
the Cmin concentrations at steady state for batches tested in pivotal clinical trials supporting the

efficacy of elacestrant dihydrochloride tablets.

[0482] Unless otherwise defined, all terms (including technical and scientific terms) used herein
have the same meaning as commonly understood by one of ordinary skill in the art to which this
invention belongs. The following references provide one of skill with a general definition of many
of the terms used in this invention: Singleton ez al., Dictionary of Microbiology and Molecular
Biology (*'d ed. 1994); The Cambridge Dictionary of Science and Technology (Walker ed., 1988);
The Glossary of Genetics, *'h Ed., R. Rieger et al. (eds.), Springer Verlag (1991); and Hale &
Marham, The Harper Collins Dictionary of Biology (1991); FDA Guidance for Industry:
Bioequivalence Studies with Pharmacokinetic Endpoints for Drugs Submitted under an ANDA

(2013). As used herein, the following terms have the meanings ascribed to them below, unless
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specified otherwise. The terminology used herein is for the purpose of describing particular

embodiments only and is not intended to be limiting of the disclosure.

[T ITs

[0483] As used herein, the singular forms “a”, “an” and “the” are intended to include the plural

forms as well, unless the context clearly indicates otherwise.

[0484] As used herein, the term “about” or “approximately” means within an acceptable error
range for the particular value as determined by one of ordinary skill in the art, which will depend
in part on how the value is measured or determined, i.e., the limitations of the measurement system.
For example, “about” can mean within 3 or more than 3 standard deviations, per the practice in
the art. Alternatively, “about” can mean a range of up to 20%, preferably up to 15%, preferably up
to 10%, preferably up to 5%, and preferably up to 1% of a given value. Alternatively, the term can
mean within an order of magnitude, preferably within 5-fold, and more preferably within 2-fold,

of a value.

[0485] It will be further understood that terms, such as those defined in commonly used
dictionaries, should be interpreted as having a meaning that is consistent with their meaning in the
context of the present application and relevant art and should not be interpreted in an idealized or
overly formal sense unless expressly so defined herein. While not explicitly defined below, such

terms should be interpreted according to their common meaning.

[0486] As will be understood by one skilled in the art, for any and all purposes, particularly in
terms of providing a written description, all ranges disclosed herein also encompass any and all
possible subranges and combinations of subranges thereof. Any listed range can be easily
recognized as sufficiently describing and enabling the same range being broken down into at least
equal halves, thirds, quarters, fifths, tenths, etc. As a non-limiting example, each range discussed

herein can be readily broken down into a lower third, middle third and upper third, etc. As will

99 ¢ 35 ¢

also be understood by one skilled in the art all language such as “up to,” “at least,” “greater than,”
“less than,” and the like, include the number recited and refer to ranges which can be subsequently
broken down into subranges as discussed above. Finally, as will be understood by one skilled in

the art, a range includes each individual member. Thus, for example, a group having 1-3 cells
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refers to groups having 1, 2, or 3 cells. Similarly, a group having 1-5 cells refers to groups having
1,2, 3, 4, or 5 cells, and so forth.

[8487] It is to be understood that the present disclosure is not limited to particular uses, methods,
reagents, compounds, compositions or biological systems, which can, of course, vary. It is also to
be understood that the terminology used herein is for the purpose of describing particular

embodiments only, and is not intended to be limiting.

[0488] In addition, where features or aspects of the disclosure are described in terms of Markush
groups, those skilled in the art will recognize that the disclosure is also thereby described in terms

of any individual member or subgroup of members of the Markush group.

[0489] Unless the context indicates otherwise, it 1s specifically intended that the various features
of the invention described herein can be used in any combination. Moreover, the disclosure also
contemplates that in some embodiments, any feature or combination of features set forth herein
can be excluded or omitted. To illustrate, if the specification states that a complex comprises
components A, B and C, it is specifically intended that any of A, B or C, or a combination thereof,

can be omitted and disclaimed singularly or in any combination.

[0490] Unless explicitly indicated otherwise, all specified embodiments, features, and terms

intend to include both the recited embodiment, feature, or term and biological equivalents thereof.

[0491] All patents, patent applications, provisional applications, and publications referred to or
cited herein are incorporated by reference in their entirety, including all figures and tables, to the

extent they are not inconsistent with the explicit teachings of this specification.

[8492] The compositions and methods illustratively described herein may suitably be practiced in
the absence of any element or elements, limitation or limitations, not specifically disclosed herein.
Thus, for example, the terms “comprising”, “including,” containing”, etc. shall be read expansively
and without limitation. Additionally, the terms and expressions employed herein have been used
as terms of description and not of limitation, and there is no intention in the use of such terms and

expressions of excluding any equivalents of the features shown and described or portions thereof.
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It is recognized that various modifications are possible within the scope of the disclosure claimed.
Thus, 1t should be understood that although the present disclosure has been specifically disclosed
by preferred embodiments and optional features, modification and variation of the disclosure
embodied therein herein disclosed may be resorted to by those skilled in the art, and that such

modifications and variations are considered to be within the scope of this disclosure.

[0493] The disclosure has been described broadly and generically herein. Each of the narrower
species and subgeneric groupings falling within the generic disclosure also form part of the
methods. This includes the generic description of the methods with a proviso or negative limitation
removing any subject matter from the genus, regardless of whether or not the excised material is
specifically recited herein. The present technology is not to be limited in terms of the particular
embodiments described in this application, which are intended as single illustrations of individual
aspects of the present technology. Many modifications and variations of this present technology
can be made without departing from its spirit and scope, as will be apparent to those skilled in the
art. Functionally equivalent methods and apparatuses within the scope of the present technology,
in addition to those enumerated herein, will be apparent to those skilled in the art from the
foregoing descriptions. Such modifications and variations are intended to fall within the scope of
the present technology. It is to be understood that this present technology is not limited to particular
methods, reagents, compounds compositions or biological systems, which can, of course, vary. It
1s also to be understood that the terminology used herein is for the purpose of describing particular

embodiments only, and is not intended to be limiting.

[0494] One skilled in the art readily appreciates that the present disclosure is well adapted to carry
out the objects and obtain the ends and advantages mentioned, as well as those inherent therein.
Modifications therein and other uses will occur to those skilled in the art. These modifications are
encompassed within the spirit of the disclosure and are defined by the scope of the claims, which

set forth non-limiting embodiments of the disclosure.
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[0495] In addition, where features or aspects of the disclosure are described in terms of Markush
groups, those skilled in the art will recognize that the disclosure is also thereby described in terms

of any individual member or subgroup of members of the Markush group.

[0496] All references, articles, publications, patents, patent publications, and patent applications

cited herein are incorporated by reference in their entireties for all purposes.

[0497] However, mention of any reference, article, publication, patent, patent publication, and
patent application cited herein is not, and should not be taken as, an acknowledgment or any form
of suggestion that they constitute valid prior art or form part of the common general knowledge in

any country in the world.
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WHAT IS CLAIMED IS:

1. A solid pharmaceutical composition comprising:
a core comprising;
elacestrant dihydrochloride, present at a concentration of about 30 wt.% to about
60 wt.%, relative to the total weight of the core; and
silicified microcrystalline cellulose (SMCC) or a blend comprising
microcrystalline cellulose and colloidal silicon dioxide, wherein the SMCC or the blend is
present at a concentration of about 5 wt.% to about 25 wt.%, relative to the total weight of the
core,
wherein the composition is a tablet having a hardness of at least about 5 kP as measured

in accordance with USP <1217>.

2. The composition of claim 1, wherein the elacestrant dihydrochloride is present at a

concentration of about 40 wt.% to about 60 wt.%, relative to the total weight of the core.

3. The composition of claim 1 or 2, wherein the elacestrant dihydrochloride is present at a

concentration of about 44 wt.% to about 47 wt.%, relative to the total weight of the core.

4, The composition of any one of claims 1 to 3, wherein the core further comprises one or

more of a binder, a disintegrant, a glidant, or a lubricant.

S. The composition of claim 4, wherein the binder comprises one or more of gum arabic,
gelatin, sodium alginate, pullulan, starch, pregelatinized starch, gum tragacanth,
carboxymethylcellulose sodium, dextrin, hydroxyethyl cellulose, hydroxypropyl cellulose,
hypromellose, maltodextrin, methylcellulose, polyethylene glycol, polyvinyl alcohols, povidone,

copovidone, or microcrystalline cellulose.

125



WO 2024/252263 PCT/IB2024/055420

6. The composition of claim 4 or 5, wherein the disintegrant comprises one or more of
starch, microcrystalline cellulose, sodium alginate, croscarmellose sodium, crospovidone,

sodium starch glycolate, or partially pregelatinized starch.

7. The composition of any one of claims 4 to 6, wherein the glidant comprises one or more
of colloidal silicon dioxide, talc, starch, ascorbyl palmitate, calcium palmitate, or magnesium

stearate.

8. The composition of any one of claims 4 to 7, wherein the lubricant comprises one or
more of magnesium stearate, stearic acid, vegetable stearin, sodium stearyl fumarate, glyceryl di-

behenate, talc, silica, polyethylene glycol, or sodium lauryl sulfate.

9. The composition of any one of claims 1 to 3, wherein the core further comprises

microcrystalline cellulose, crospovidone, colloidal silicon dioxide, or magnesium stearate.

10. The composition of any one of claims 1 to 9, wherein the SMCC or the blend is present at

a concentration of about 15.0 wt.% to about 20 wt.%, relative to the total weight of the core.

11. The composition of any one of claims 1 to 10, wherein the SMCC or the blend is present

at a concentration of about 19.5 wt.%, relative to the total weight of the core.

12. The composition of any one of claims 1 to 11, wherein the core comprises:
about 45.9 wt.% elacestrant dihydrochloride, relative to the total weight of the
core;
about 26.4 wt.% microcrystalline cellulose, relative to the total weight of the core;
about 6.4 wt.% crospovidone, relative to the total weight of the core;
about 1.6 wt.% magnesium stearate, relative to the total weight of the core;
about 19.5 wt.% SMCC, relative to the total weight of the core; and

about 0.2 wt.% colloidal silicon dioxide, relative to the total weight of the core.
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13. The composition of any one of claims 1 to 12, further comprising a film coating the core.

14. The composition of claim 13, wherein the film is present at a concentration of about 1

wt.% to about 5 wt.%, relative to the total weight of the composition.

15. The composition of any one of claims 1 to 14, wherein the elacestrant dihydrochloride is

present in granules.

16. The composition of claim 15, wherein a first portion of the SMCC or the blend is

intragranular and a second portion of the SMCC or the blend is extragranular.

17. The composition of claim 16, wherein the first portion of the SMCC or the blend is
present at a concentration of about 5 wt.% to about 10 wt.%, relative to the total weight of the

core.

18. The composition of claim 16 or 17, wherein the first portion of the SMCC or the blend 1s

present at a concentration of about 8.0 wt.%, relative to the total weight of the core.

19. The composition of any one of claims 16 to 18, wherein the second portion of the SMCC
or the blend is present at a concentration of about 10 wt.% to about 20 wt.%, relative to the total

weight of the core.
20. The composition of any one of claims 16 to 19, wherein the second portion of the SMCC
or the blend is present at a concentration of about 11.5 wt.%, relative to the total weight of the

core.

21. A solid pharmaceutical composition comprising:

about 42 wt.% to about 47 wt.% elacestrant dihydrochloride;
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about 20 wt.% to about 30 wt.% microcrystalline cellulose;
about 5 wt.% to about 10 wt.% crospovidone;

about 0.2 wt.% to about 3 wt.% magnesium stearate;

about 15 wt.% to about 25 wt.% SMCC; and

about 0.01 wt.% to about 1 wt.% colloidal silicon dioxide,

wherein the composition is a tablet.

22, The composition of claim 21, wherein the elacestrant dihydrochloride is present in
granules.
23. The composition of claim 22, wherein a first portion of the SMCC 1s intragranular and a

second portion of the SMCC is extragranular.

24, The composition of claim 23, wherein the first portion of the SMCC is present at a
concentration of about 5 wt.% to about 10 wt.%.

25. The composition of claim 23 or 24, wherein the first portion of the SMCC 1s present at a

concentration of about 8.0 wt.%.

26. The composition of any one of claims 23 to 25, wherein the second portion of the SMCC

is present at a concentration of about 10 wt.% to about 20 wt.%.

27. The composition of any one of claims 23 to 26, wherein the second portion of the SMCC

is present at a concentration of about 11.5 wt.%.

28. The composition of any one of claims 1 to 27, wherein the elacestrant dihydrochloride is

present in an amount of about 100 mg.
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29. The composition of claim 28, wherein the tablet has a hardness of about 5.4 to about 16

kP, as measured in accordance with USP <1217>.

30. The tablet of claim 28 or 29, wherein the tablet has a hardness of about 9 kP, as measured

in accordance with USP <1217>.

31 The composition of any one of claims 1 to 27, wherein the elacestrant dihydrochloride is

present in an amount of about 400 mg.

32. The composition of claim 31, wherein the tablet has a hardness of about 12 to about 23

kP, as measured in accordance with USP <1217>.

33. The tablet of claim 31 or 32, wherein the tablet has a hardness of about 17 kP, as

measured 1n accordance with USP <1217>.

34. The composition of any one of claims 1 to 33, wherein at least 85% of the elacestrant
dihydrochloride is dissolved at 45 minutes in a medium of 0.01 N HCl, as measured in

accordance with USP <711> and USP <1092> using apparatus 2.
35. The composition of claim 34, wherein the dissolution of the elacestrant dihydrochloride
1s measured with the USP2 apparatus, at a stirring speed of 75 rpm, a temperature of 37°C, in

500 mL or 1000 mL of the medium, with 5 mL samples taken through a 10-micron porous filter.

36. The composition of any one of claims 1 to 11, 13 to 20, and 28 to 35, wherein the core

comprises SMCC.

37. The composition of any one of claims 1 to 36, wherein the SMCC is present in an amount

of about 42.5 mg, about 170 mg, or about 184.1 mg.
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38. The composition of any one of claims 1 to 11, 13 to 20, and 28 to 35, wherein the core

comprises the blend.

39. The method of claim 38 wherein the blend comprises granules comprising the

microcrystalline cellulose and the colloidal silicon dioxide.

40. A method of manufacturing a solid pharmaceutical composition, the method comprising:
granulating an intragranular blend comprising elacestrant dihydrochloride and a first
portion of a filler to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of the filler to provide a mixture;

and
compressing the mixture at a pressure of about 3 kN to about 35 kN to produce a tablet,
wherein:
the granules comprise the elacestrant dihydrochloride and the first portion of the
filler;

the second portion of the filler is extragranular;

the filler is SMCC or a blend comprising microcrystalline cellulose and colloidal
silicon dioxide; and

the tablet has a hardness of about 5 kP to about 23 kP as measured in accordance

with USP <1217>.

41. The method of claim 40, wherein the granulating comprises roller compacting the

intragranular blend to provide the intragranular phase.

42, The method of claim 40 or 41, further comprising mixing the elacestrant dihydrochloride
with the first portion of the filler to provide the intragranular blend.

43, The method of any one of claims 40 to 42, further comprising coating the tablet with a

film.
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44, The method of any one of claims 40 to 43, further comprising combining microcrystalline
cellulose and colloidal silicon dioxide, prior to the compacting of the intragranular blend, to

provide the filler.

45. The method of claim 44, wherein the filler is the SMCC.

46. The method of claim 44 or 45, wherein the combining comprises:
adding the colloidal silicon dioxide to an aqueous slurry of the microcrystalline cellulose
to provide a mixed slurry; and

spray drying the mixed slurry to provide the SMCC.

47. The method of claim 44 wherein the filler is the blend.

48. The method of claim 44 or 47 wherein the blend comprises granules comprising the
microcrystalline cellulose and the colloidal silicon dioxide.
49. The method of any one of claims 40 to 48, wherein the mixture further comprises one or

more of a binder, a disintegrant, a glidant, or a lubricant.

50. A method of manufacturing a solid pharmaceutical composition, the method comprising,

mixing elacestrant dihydrochloride, a first portion of SMCC, microcrystalline cellulose,
and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a
lubricated intragranular blend,;

roller compacting the lubricated intragranular blend to provide an intragranular phase
comprising granules;

mixing the intragranular phase with a second portion of SMCC, a second portion of

crospovidone, and colloidal silicon dioxide to provide a compression blend;
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mixing the compression blend with a second portion of magnesium stearate to provide
the mixture;

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce a tablet;

and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC,
the microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the

colloidal silicon dioxide are extragranular.

51. The method of any one of claims 40 to 46, 49, and 50, wherein the first portion of the
SMCC is present in the mixture at a concentration of about 5 wt.% to about 10 wt.%, relative to

the total weight of the mixture.

52. The method of any one of claims 40 to 46 and 49 to 51, wherein the first portion of the
SMCC is present in the mixture at a concentration of about 8.0 wt.%, relative to the total weight

of the mixture.

53. The method of any one of claims 40 to 46 and 49 to 52, wherein the second portion of the
SMCC is present at a concentration of about 10 wt.% to about 20 wt.%, relative to the total

weight of the mixture.
54. The method of any one of claims 40 to 46 and 49 to 53, wherein the second portion of the
SMCC is present at a concentration of about 11.5 wt.%, relative to the total weight of the

mixture.

55. The method of any one of claims 40 to 54, wherein the compressing is performed at a

pressure of about 10 kN to about 15 kN.
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56. The method of any one of claims 40 to 55, wherein the elacestrant dihydrochloride is

present in the tablet in an amount of about 100 mg.

57. The method of claim 56, wherein the tablet has a hardness of about 5.4 to about 16.0 kP,

as measured in accordance with USP <1217>.

S8. The method of any one of claims 40 to 55, wherein the elacestrant dihydrochloride is

present in the tablet in an amount of about 400 mg.

59. The method of claim 58, wherein the tablet has a hardness of 12.0 to 23.0 kP, as

measured 1n accordance with USP <1217>.

60. The method of any one of claims 40 to 59, wherein at least 85% of the elacestrant
dihydrochloride in the tablet is dissolved after 45 minutes in water at pH 4.5 or less, as measured

in accordance with USP <711> and USP <1092> using apparatus 2.

61. The method of claim 60, wherein the dissolution of the elacestrant dihydrochloride is
measured with the USP2 apparatus, at a stirring speed of 75 rpm, a temperature of 37°C, in 500
mL or 1000 mL of a medium of 0.01N HCI, with 5 mL samples taken through a 10-micron

porous filter.

62. The method of any one of claims 40 to 61, wherein the elacestrant dihydrochloride is
present in the mixture at a concentration of 40 wt.% to 60 wt.%, relative to the total weight of the

mixture.
63. The method of any one of claims 40 to 62, wherein the elacestrant dihydrochloride is

present in the mixture at a concentration of 44 wt.% to 47 wt.%, relative to the total weight of the

mixture.
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64. The method of any one of claims 40 to 46 and 49 to 63, wherein the mixture comprises
SMCC, present at a concentration of about 10.0 wt.% to about 20.0 wt.%, relative to the total

weight of the mixture.

65. The method of any one of claims 40 to 46 and 49 to 64, wherein the SMCC i1s present at a
concentration of about 15.0 wt.% to about 20.0 wt.%, relative to the total weight of mixture.

66. The method of any one of claims 40 to 46 and 49 to 65, wherein the SMCC is present at a

concentration of about 19.5 wt.%, relative to the total weight of the mixture.

67. A method of manufacturing the composition of any one of claims 1 to 37, the method
comprising;

roller compacting an intragranular blend comprising the elacestrant dihydrochloride and a
first portion of the SMCC to provide an intragranular phase comprising granules;

mixing the intragranular phase with a second portion of the SMCC to provide a mixture;
and

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce the tablet,

wherein the granules comprise the elacestrant dihydrochloride and the first portion of the
SMCC.

68. The method of claim 67, further comprising mixing the elacestrant dihydrochloride with
the first portion of SMCC to provide the intragranular blend.

69. A method of manufacturing the composition of any one of claims 1 to 37, the method
comprising,

mixing the elacestrant dihydrochloride, a first portion of the SMCC, microcrystalline
cellulose, and a first portion of crospovidone to provide an intragranular blend;

mixing the intragranular blend with a first portion of magnesium stearate to give a

lubricated intragranular blend,;
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roller compacting the lubricated intragranular blend to provide an intragranular phase
comprising granules;

mixing the intragranular phase with a second portion of the SMCC, a second portion of
crospovidone, and colloidal silicon dioxide to provide a compression blend;

mixing the compression blend with a second portion of magnesium stearate to provide a
mixture;

compressing the mixture at a pressure of about 3 kN to about 35 kN to produce the tablet;
and

coating the tablet with a film to give the composition,

wherein the granules comprise the elacestrant dihydrochloride, the first portion of SMCC,
the microcrystalline cellulose, and the first portion of crospovidone, and

wherein the second portion of SMCC, the second portion of crospovidone, and the

colloidal silicon dioxide are extragranular.

70. A method of manufacturing a solid pharmaceutical composition in accordance with
FIG. 1.

71. A method of manufacturing a solid pharmaceutical composition in accordance with
FIG. 2.

72. The composition prepared by any one of claims 40 to 71.

73. The composition of any one of claims 1 to 39 and 72 for use as a medicament.

74. The composition of any one of claims 1 to 39 and 72 for use in treating breast cancer.
75.  Use of the composition of any one of claims 1 to 39 and 72 for the treatment of breast
cancer.
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76. Use of the composition of any one of claims 1 to 39 and 72 for the manufacture of a

medicament for the treatment of breast cancer.
77. A method for treating breast cancer in a subject, the method comprising administering to
the subject an effective amount of the composition according to any one of claims 1 to 39 and

72.

78. The method of claim 77, wherein the breast cancer is an estrogen receptor positive (ER+)

breast cancer and/or a human epidermal growth factor receptor 2 (HER2)-negative breast cancer.

79. The method of claim 77 or 78, wherein the breast cancer is an estrogen receptor 1

(ESR1)-mutated breast cancer.

80. The method of any one of claims 77 to 79, wherein the breast cancer is ER+/HER2- and

estrogen receptor 1 (ESR1)-mutated breast cancer.

81. The method of any one of claims 77 to 80, wherein the breast cancer is ER+/HER2-,

progesterone receptor-positive, and estrogen receptor 1 (ESR1)-mutated breast cancer.

82. The method of any one of claims 77 to 81, wherein the breast cancer is an estrogen

receptor alpha positive (ERa+) breast cancer

83. The method of any one of claims 77 to 82, wherein the breast cancer is a node positive

early breast cancer with a high risk of recurrence.

84. The method of any one of claims 77 to 83, wherein the breast cancer is an advanced or

metastatic breast cancer.

85. The method of claim 84, wherein the metastatic brain cancer is metastatic to the brain.
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86. The method of claim 84 or 85, wherein the metastatic breast cancer is naive to CDK4/6

inhibitors.

87. The method of any one of claims 77 to 8386 wherein the subject has ctDNA relapse.

88. The method of any one of claims 77 to 87, wherein the breast cancer has progressed after

at least one line of endocrinological therapy.

89. The method of claim 88, wherein the endocrinological therapy comprises administration
of one or more drugs selected from: a selective estrogen receptor degrader (SERD), an aromatase
inhibitor, a selective estrogen receptor modulator (SERM), a human epidermal growth factor
receptor 2 (HER2) inhibitor, a chemo therapeutic agent, a cdk4/6 inhibitor, an m-TOR inhibitor,
a phosphoinositide 3-kinase inhibitor (PI3K inhibitor), or rituximab.

90. A method for treating endometrial cancer in a subject, the method comprising
administering to the subject an effective amount of the composition according to any one of

claims 1 to 39 and 72.

91. The method of claim 90, wherein the endometrial cancer is p53 wild type ER+ advanced

or recurrent endometrial cancer.

92. The method of any one of claims 77 to 91, wherein the solid pharmaceutical composition

is administered at least once per day.

93. The method of any one of claims 77 to 92, wherein the solid pharmaceutical composition

is administered once per day.
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94, The method of any one of claims 77 to 93, wherein the solid pharmaceutical composition

is administered by oral administration.

95. The method of any one of claims 77 to 94, wherein the subject is a postmenopausal

woman or adult man.

96. The method of any one of claims 77 to 95, further comprising administering to the

subject an additional therapeutic agent.

97. The method of claim 96, wherein the additional therapeutic agent is an mTOR inhibitor, a
CDK4/6 inhibitor, or a threonine kinase inhibitor.

98. The method of claim 97, wherein the mTOR inhibitor is everolimus.

99. The method of claim 97 or 98, wherein the CDK4/6 inhibitor is palbociclib, abemaciclib,

or ribociclib.

100. The method of any one of claims 97 to 99, wherein the threonine kinase inhibitor is

capavasertib.
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