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USE OF ANDROGEN RECFPTOR DEGRADER FOR THE TREATMENT OF SPINAL AND BULBAR

MUSCULAR ATROPHY

RELATED APPLICATIONS
{8001} This application claims priority to, and the benefit of, UK. Apphcation No. 63/608,071,

filed December 8, 2023, which is hereby incorporated by reference in its entirety.

SEQUENCE LISTING
{8962} The Sequence Listing XML associated with this application is provided electronically
XML format and s hereby incorporated by reference mto the specification. The name of the XML
file contatning the Sequence Listing XML 18 “"ARVN-037_ST26 Seglisting.xml”. The XML file
18 6,458 bytes, created on December 3, 2024 and s being submitted electronically via USPTO

Patent Center.

TECHNICAL FIELD
[6003] The disclosure provides methods for treating or preventing spmal and bulbar muscular

atrophy (8BMAJ}, or one or more symptoms of SBMA.

BACKGROUND OF THE DISCLOSURE
[8634] SBMA s a rare inherited X-linked neuromuscular disease caused by a CAG-repeat
expansion at g11-12 in the AR gene (Amold, F.J. et al 2019, The Journal of the American Society
for Experimental NeuroTherapeutics /6, 928-947; Spada, A.R L. etal 1991, Nature 352, 77-79}.
Typically, an individual unaffected by SBMA (1.e, a healthy individual} can be expected to have
between 5 and 36 CAG-repeats in the AR gene, whereas 38 or more CAG-repeats causes SBMA
{Chivet, Mathilde et al “Polvglutamine-Expanded Androgen Receptor Alteration of Skeletal
Muscle Homeostasis and Myonuclear Aggregation Are Affected by Sex, Age and Muscle
Metabolism.” Cefls vol. 9,2 325. 30 Jan. 2020). The aggregation prone poly(d containing AR
protein {poly(3-AR) drives the chronic and progressive neuromuscular symptoms of SBMA
through toxic gain-of-function mechanisms that are androgen dependent (Yu, Z. et al. 2006, The
Journal of Clinical Investigation /76, 2663-2672; Katsuno, M. et al. 2002, Neuron 35, 843-854),

Indeed, female carrers only have mild symptoms (Rhodes, L.E. et al 2009, A Journal of
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Newurology /32, 3242-3251). The carrier frequency in males with a (CAG), > 38 15 estimated at
27 per 100,000, and a more recent study estimated that the disease prevalence is 1 per 6,887 males
(Laskaratos et al 2021, Méd Genet. 38, 385-391; Zanovello, M. et al. Brain 2023 Jul
3;146(7%.2723-2729. doi: 10.1093/brain/awad050. PMID: 36797998, PMCID: PM10316764)
SBMA patients typically become symptomatic between the ages of 30 and 50 and experience slow
and progressive degeneration of muscle and lower motor neurons, which manifests in muscle
weakness, atrophy, fasciculations, difficulty walling, and dysphagia (Breza, M. et al 2019,
Journal of Neurology 266, 565-573). Most patients have difficulty climbing stairs within one to
two decades of diagnosis; nearly one third of patients require a wheelchair twenty years after
symptom onset. Severely affected individuals (many of whom are nonambulatory) are at risk for
aspiration pneumonia and ventilatory fatlure because of weakuness of the bulbar and respiratory
musculature { Atsuta, N. et al 2006, Brain /29, 1446-1455).

8065} Nonclinical models of SBMA demonstrate that muscle cells are heavily impacted by the
disease and a primary driver of motor dysfunction (Cortes, C.J et al. 2014, Neuron 82, 295-307).
Several rodent rodels recapitulate the muscle weakness observed i SBMA patients (Yu, Z. etal,
2006, The Journal of Clinical Tnvestigation {16, 2663-2672; Cortes, C.J. et al. 2014, Neuron &2,
295-307; Chivet, M. et al. 2020, Cells 9, 325; Badders, N.M. et al. 2018, Nature Medicine 24,
427-437y. Poly(3-AR disrupts Akt and mTOR signaling (Rocct A et al. Acta Neuropathologica
132, 127-144), metabohc dysfunction {(Grorgetty, E. et al. 2016, Cell Rep. 77, 125-136), and the
ublquutin proteosome system (Nath, SR, et al. 2018, The Journal of Chwcal Investigation 725,
3630-3641). Reduction of poly(3-AR 18 a promising therapeutic intervention targeting the root
cause of disease {Grunseich, C. et al. 2020, Current Opinion in Neurology 33, 629-634). SBMA-
fike symptoms i a BAC transgenic mounse model of SBMA are abrogated when poly(3-AR 13
conditionally knocked out using a muscle-specific Cre recombinase (Cortes, C.J et all 2014,
Neuron &2, 295-307). Moreover, peripheral antisense ohgonucleotide (ASO}mediated
knockdown of polv(3-AR message mmproves motor function mn a knock-in rodent model
{Licberman, A P et al 2014, Cell reports 7, 774784}, These studies demonstrate that removing
poly(-AR specifically in muscle is a potential disease modifying therapy. Conversely, conditional
KO of poly(3-AR in motor neurons did not impact disease progression in the BAC transgenic

model {Gromova, A. et al. 2023, Acta Neuropathol. Commun. £/, 90).
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SUMMARY

{8886} In one aspect, this application pertains 1o a method of treating spmal and bulbar muscular
atrophy (8BMA} i a subject in need thereof, comprising administering 1o the subject an

effective amount of Compound A:
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, or a pharmaceutically
acceptable salt thereof.

{88871 1o one aspect, this application pertains to a method of treating spinal and bulbar muscular
atrophy (SBMA) 1n a subject 10 need thereof, comprising administering to the subject an

effective amount of Compound A:

0

, o a pharmaceutically
acceptable salt thereof, for use m a method of treating spinal and bulbar muscular atrophy
{SBMA} in a subject in need thereof, wherein the method comprises administering to the subject
an effective amount of Compound A, or a pharmaceutically acceptable salt thereof.

{8069} In one aspect, this application pertains to Compound A,
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, for use in a method of
treating spinal and bulbar muscular atrophy (SBMA) 10 a subject in need thereof, wherein the
method cornprises adrmmmstering to the subject an effective amount of Compound A,

[8616] In one aspect, this application pertains to a use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar
muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s administered
to a subject in need thereof

{8611} Tu one aspect, this application pertains to a use of Compound A,
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, for the preparation of a
medicament for treating spinal and bulbar muscular atrophy (SBMA), wherein the medicament
comprises an effective amount of Compound A and the medicament is administered to a subject
m need thereof.

18012} In one aspect, this application pertains to a method of treating spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, comprising administering to the subject about 1 mg

to about 500 mg of Compound A:
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, or a pharmaceutically
acceptable salt thereof

[8813] Tn one aspect, this application pertans to a method of treating spinal and bulbar muscular
atrophy (8BMA} in a subject in need thereof, comprising administering to the subject about T mg

to about 500 mg of Compound A
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{6614} In one aspect, this application pertains to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating spinal and bulbar muscular atrophy
{SBMA} in a subject in need thereof, wherein the method comprises administering to the subject
about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof.

{6015} In one aspect, this application pertains to Compound A,
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, for use in a method of
treating spinal and bulbar muscular atrophy (SBMA) 10 a subject in need thereof, wherein the
method cornprises adrommstering to the subject about 1 mg to about 500 mg of Compound A

[8616] In one aspect, this application pertains to a use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar
muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about 300 mg of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s administered
to a subject in need thereof

18617} 1o one aspect, this application pertans to a use of Compound A,
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, for the preparation of a
medicament for treating spinal and bulbar muscular atrophy (SBMA), wherein the medicament
comprises about 1 mg to about 300 mg of Compound A, and the medicament is administered to a
subject in need thereof.

18018} In one aspect, this application pertains to a method of treating a symptom of spinal and

bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the

subject an effective amount of Compound A:
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, or a pharmaceutically
acceptable salt thereof

[8819] Tn one aspect, this application pertains to a method of treating a symptom of spinal and
bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising administering 1o the

subject an effective amount of Compound A:
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{6026} In one aspect, this application pertains to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a2 method of treating a symptom of spinal and bulbar muscular
atrophy {SBMA) in a subject in need thereof, wherein the method comprises administering to the
subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof

{6021} In one aspect, this application pertains to Compound A,
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, for use in a method of
treating a symptom of spinal and bulbar muscular atrophy (SBMA) 1n a subject in need thereof,
wherein the method comprises administering to the subject an effective amount of Compound A

[8622] In one aspect, this application pertains to a use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a symptom of spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s administered
to a subject in need thereof

18023} 1o one aspect, this application pertains to a use of Compound A,
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, for the preparation of a
medicament for treating a symptom of spinal and bulbar muscular atrophy (SBMA), wherein the
medicament comprises an effective amount of Compound A, and the medicament 15
administered to a subject in need thereof.

18024} In one aspect, this application pertains to a method of treating a symptom of spinal and

bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the

subject about 1 mg to about 500 myg of Compound A
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, or a pharmaceutically
acceptable salt thereof

[8025] Tn one aspect, this application pertains to a method of treating a symptom of spinal and
bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising administering 1o the

subject about 1 mg to about 560 mg of Compound A:
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{60626} In one aspect, this application pertains to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a2 method of treating a symptom of spinal and bulbar muscular
atrophy {SBMA) in a subject in need thereof, wherein the method comprises administering to the
subject about T mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

18027} In one aspect, this application pertains to Compound A,
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, for use in a method of
treating a symptom of spinal and bulbar muscular atrophy (SBMA) 1n a subject in need thereof,
wherein the method comprises administering to the subject about 1 mg to about 500 mg of
Compound A.

[8028] In one aspect, this application pertains 10 a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a symptom of spinal and
bulbar muscular atrophy {(SBMA), wherein the medicament comprises about | mg to about S00
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s
administered to a subject in need thereof,

[9929] In ove aspect, this application pertaius to a use of Compound A,
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, for the preparation of a
medicament for treating a symptom of spinal and bulbar muscular atrophy (SBMA), wherein the
medicament comprises about 1 mg to abowt 300 mg of Compound A, and the medicament is
administered to a subject in need thereof.

{8036} In one aspect, this application pertains to a method of treating or preventing spinal and
bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to the

subject an effective amount of Compound A:
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, or a pharmaceutically
acceptable salt thereof

8931} In one aspect, this application pertatns to a method of treating or preventing spinal and
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[8932] In one aspect, this application pertains to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preveniing spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, wherein the method comprises administering to the
subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof.

18033} In one aspect, this application pertains to Compound A,
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e i , for use in a method of
treating or preventing spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof,

wherein the method comprises adnunistering to the subject an effective amount of Compound A
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{00634} In one aspect, this application pertains to & use of Compound A,
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, or & pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceatically acceptable salt thereof, and the medicament 1s administered
io a subject in need thereof.

{8035} In one aspect, this application pertains to a use of Compooend A,
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, for the preparation of a
medicament for treating or preventing spinal and bulbar muscular atrophy (SBMA), wherein the
medicament comprises an effective amount of Compound A, and the medicament 15
administered to a subject in need thereof.

{8836} In one aspect, this application pertains to a method of treating or preventing a symptom of
spmal and bulbar muscular atrophy (SBMA) 1n a subject in need thereof, comprising admimstering

io the subject an effective amount of Compound A:
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acceptable salt thereof
{8037} In one aspect, this application pertains to a method of treating or preventing a symptom of
spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising admuustering

to the subject an effective amount of Compound A:

)



WO 2025/122895 PCT/US2024/058905

N [ i
\/41 \\j\.,n“ /i\f,i\l
o «*‘“{\ °

acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and

, or a pharmaceutically

bulbar muscular atrophy (SBMA) in a subject in need thereof, wherein the method comprises
administering to the subject an effective armount of Compound A, or a pharmaceutically
acceptable salt thereof.

[8639] 1o one aspect, this application pertains to Compound A,
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i , for use in a method of
treating or preventing a symptom of spinal and bulbar muscular atrophy (SBMA) in a subject in
need thereof, wherein the method comprises administering to the subject an effective amount of
Compound A,

{60646} In one aspect, this application pertains to a use of Compound A,
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, or a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
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of spinal and bulbar muscular atrophy (SBMA}, wherein the medicament comprises an effective
amount of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is
administered to a subject in need thereof

{8641} In one aspect, this application pertains 1o a use of Compound A,
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¢ {\ , for the preparation of a
medicament for treating or preventing a symptom of spinal and bulbar muscular atrophy

{(SBM A}, wherein the medicament comprises an effective amount of Compound A, and the
medicament is administered to a subject m need thereof.

0842} In one aspect, this application pertains {0 a method of treating or preventing spinal and
bulbar muscular atrophy (SBMA} in a subject in need thereof, compnising admuimstering to the

subject about 1 mg to about 500 mg of Compound A
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, of a4 pharmaceutically
acceptable salt thereof

[8843] In one aspect, this application pertains {0 Compo und A,
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, ot a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, wherein the method comprises admnistering to the

subject about 1 mg to about 500 myg of Compound A, or a pharmaceutically acceptable salt

thereof.

14
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{00844} In one aspect, this application pertains to & use of Compound A,
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, or & pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about 560
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s
admunistered to a subject in nged thereof.

{8045} In one aspect, this application pertains to a method of treating or preventing a symptom of
spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof, comprising administering

to the subject about 1 mg to about SO0 mg of Compound A:
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, ot a pharmaceutically
acceptable salt thereof

{8846} In one aspect, this application pertains to Compound A,
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, or a pharmaceutically
acceptable salt thereof, for use in a methed of treating or preventing a symptom of spinal and
bulbar muscular atrophy {(SBMA} in a subject in need thereof, wherein the method comprises
administering to the subject about 1 mg to about 500 mg of Compound A, or a pharmaceutically
acceptable salt thereof

[8847] To one aspect, this application pertamns o a use of Compound A,

15
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spmal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg
to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the
medicament is administered to a subject i need thereof.

{8048} In some embodiments, the symptom of SBMA is fatigue, muscle cramps, weakness m the
fimbs, difficulty in chewing, difficulty i swallowing, difficuity speaking, diminished deep tendon
reflexes, lack of pathological reflexes, diminished vibration sensation in legs, erectile dysfunction,
reduced fertility, gynecomastia, testicular atrophy, glucose resistance, hyperlipidemia, faity hiver
disease, or a combination thereof.

08049} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
administered to the subject orally.

{8058} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject orally in the form a tablet.

{8851} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subiect orally as a solution.

{0052} In some embodiments, about 5 mg to about 300 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject.

{0053} In some embodiments, about 50 mg to about 500 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject.

18054} In some embodiments, about 3 mg to about 400 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject.

[80855] In some embodiments, about 10 mg to about 350 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s admunistered to the subject.

[80636] In some embodiments, about 15 mg to about 300 mg of Compound A, or a

pharmaceutically acceptable salt thereof, 1s admunisiered to the subject.
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{0057} In some embodiments, about 20 mg to about 250 mg of Compound A, or a
pharmaceutically accepiable salt thereot, is administered to the subject.

10058} In some embodiments, about 25 mg to about 200 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is admimistered to the subject,

0059} In some embodiments, about 30 mg to about 150 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is admimstered to the subject.

{0068} In some embodiments, about 25 mg of Compound A, or a pharmaceutically acceptable salt
thereof, is adnministered to the subject.

18061} In some embediments, about 50 mg of Compound A, or a pharmaceutically acceptable salt
thereof, is adnunistered to the subject.

18062} In some embodiments, 75 mg of Compound A, or a pharmaceutically acceptable salt
thereof, 1s administered to the subject.

8063} In some embodiments, about 100 mg of Compound A, or a pharmaceutically acceptable
salt thereof, is administered to the subject.

[8864] In some embodiments, about 125 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 18 adnunistered to the subject.

[8865] In some embodiments, about 150 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 18 adnunistered to the subject.

[8866] In some embodiments, about 175 mg of Compound A, or a pharmaceutically acceptable
sait thereof, 1s administered {0 the subject.

{8867} In some embodiments, about 200 mg of Compound A, or a pharmaceutically acceptable
sait thereof, 1s administered to the sabject.

[8068] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 13
administered to the subject in one of the following amounts: about 25 mg to about 75 mg, about
30 mg to about 80 mg, about 35 mg to about 85 mg, about 40 mg to about 90 mg, about 45 mg to
about 95 mg, about 30 mg to about 100 mg, about 35 mg to about 105 mg, about 60 myg to about
110 mg, about 65 mg to about 115 mg, about 70 mg to about 120 mg, or about 75 mg to about 125
mg.
{88669} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 30 myg to about 75 mg, about

35 mg to about 80 mg, about 40 mg to about 85 myg, about 45 mg to about 90 mg, about 50 mg to
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about 95 mg, about 55 mg to about 100 mg, about 60 mg to about 105 mg, about 65 mg to about
110 mg, about 70 mg to about 115 mg, or about 75 mg to about 120 mg.

{8078} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 35 mg to about 75 mg, about
40 mg to about 80 mg, about 45 mg to about 85 mg, about 50 mg to abeut 90 mg, about 55 mg to

about 95 mg, about 60 mg to about 100 mg

=0

about 65 mg to about 105 mg, about 70 mg to abowt
110 mg, or about 75 mg to about 110 me.

{8971} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 40 mg to about 75 mg, about
45 mg to about 80 mg, about 50 mg to about 85 mg, about 55 mg to about 90 my, about 60 mg to
about 95 mg, about 65 mg to about 100 mg, about 70 mg to about 105 mg, or about 75 mg to about
110 mg.

18072} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 43 mg to about 75 mg, about
50 mg to about 80 mg, about 55 mg to about 85 mg, about 60 mg to about 90 mg, about 65 mg to
about 95 mg, about 70 mg to about 100 mg, or about 75 mg to about 105 mg.

[8673] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 50 mg to about 75 mg, about
55 mg to about 80 mg, about 60 myg to about 85 mg, about 65 mg to about 90 mg, about 70 mg to
about 95 mg, or about 75 mg to about 100 mg,

{8674} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 13
administered to the subject in one of the following amounts: about 50 mg to about 75 mg, about
55 mg to about 80 mg, about 60 mg to about 85 mg, about 65 mg to about 90 mg, about 70 mg to
about 95 mg, or about 75 mg to about 100 mg,

{6075} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 55 myg to about 75 mg, about
60 mg to about 80 mg, about 65 mg to about &5 mg, about 70 mg to about 90 me, or about 75 mg
to about 95 mg.

{8676} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 60 myg to about 75 mg, about

65 mg to about 80 mg, about 70 mg to about 85 mg, or about 75 mg to about 90 mg.

I8
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{6877} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 15
administered to the subject in one of the following amounts: about 65 mg to about 75 mg, about
70 mg to about 80 mg, or about 75 mg to about 85 mg.

{8678} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 200 mg to about 560 mg, about
200 mg to about 450 mg, about 200 mg to about 400 mg, about 200 mg to about 350 mg, about
200 mg to about 300 me, or about 200 mg to about 250 mg.

{8979} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 250 mg to about 500 mg, about
250 mg to about 450 mg, about 250 myg to about 400 myg, about 250 mg to about 350 mg, or about
250 mg to about 300 mg.

{6086} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 300 mg to about 300 mg, about
300 mg to about 450 mg, about 300 mg to about 400 mg, or 300 mg to about 350 mg.

[80&1] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 350 mg to about S00 mg, about
350 mg to about 450 mg, about 350 mg to about 400 mg, about 400 mg to about 500 mg, about
400 mg to about 450 mg, or about 450 mg fo about 500 mg.

[8882] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject once a day, once every two days, once every three days, or once every
four days.

[8983] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
administered to the subject once a day.

{8084} In some embodiments, the subject 15 1n a fed state at the time of adminisiration,

{6085} In some embodiments, the subject 1s m a fasted state at the time of admimstration.

BRIEF DESCRIPTION OF THE DRAWINGS
{0086} The accompanying drawings, which are mcorporated into and form a part of the
specification, illustrate several embodiments of the present disclosure and, together with the
description, serve to explain the principles of the disclosure. The drawings are only for the purpose

of illustrating an embodiment of the disclosure and are not to be construed as limiting the

{9
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disclosure. Further objects, features and advantages of the disclosure will become apparent from
the following detailed description taken in conjunction with the accompanying figures showing
illustrative embodiments of the disclosure, in which:

{60871 FIG. 115 a scatterplot showing the AR degradation (BCse vs. Dma) mediated by various
compounds measured in VCaP cells by ELISA (circles) or high content imaging (squares). Each
dot represents a compound. Compound A is indicated for reference.

j0088] FIG. 2A 15 a scatterplot showing the potency of various compounds evaluated in
myotubes derived from a control myoblast cell line engineered to express poly(3-AR tagged with
a HiBiT epitope. Myotubes were treated with a compound for 24 hours and Poly(3-AR levels were
measured by Nano-Glo HiBiT Lytic Detection kit. Hach dot represents a compound. Compound
A 1s indicated for reference.

{6089} FIG. 2B 1s a scaiterplot showing the potency of various compounds evaluated in
HEKZ293 cells expressing poly(Q-AR. Cells were treated with a compound for 24 hours and AR
protein was detected by high content imaging. Fach dot represents a compound. Compound A is
mdicated for reference.

[8696] FIG. 2C 15 the same scatterplot shown in FIG. 24 except that all compounds tested in
vivo are indicated for reference.

[8091] FIG. 2D 18 the same scatterplot shown mn FIG. 21 except that all compounds tested in
vivo are indicated for reference.

{6082} FIG. 3 15 a scatterplot showing the mean AR degradation in LABC muscle from male
C37BUS mice (n=5) dosed PO with 30 mg/kg of various compounds. LABC muscles were
harvested 24 hours post dose. AR protein was measured in LABC lysates by ELISA and reporied
as a percentage of LABC in mice dosed with vehicle only. Fach dot represents a compound.
Compound A 15 indicated for reference.

{6093} FIG. 44 13 a scatterplot showing AR agomist activity measured in MDA-MB-453 cells
engineered with an AR luciferase reporter for various compounds in the presence of pomahidomide
o block binding to CRBN and subsequent degradation. The maximum agonist activily is reported
as a percentage of the agonist activity of R1881 and plotied against the ECso. Each dot represents
a compound. Compound A and Compound B are indicated for reference.

j00%4] FIG. 4B shows the D for polyQ-AR in the myotube nuclet measured after 24 hours

of treatment with Compound A (left column} and Compound B (right column}.
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{0055} FIG. 4C is a scatterplot showing the Dwax for poly(3-AR m myotube nuclel plotied
agatnst the DCso for AR in myotube nucler after 24 hours of treatment with various compounds.
Fach dot represents a compound. Compound A and Compound B are indicated for reference.
[6096] FIG. 5A 15 a dose-response curve showing mean poly(3-AR concentration in DMSQ
treated cells plotted against Compound A concentration in SBMA patient-derived iPSC lings
differentiated into myotubes. Poly(3-AR protein was detected by capillary immunocassay,
normalized to total protein and the mean poly(}-AR concentration in BMSQ treated cells, and
plotted against Compound A concentration. Curve fitting, DCso, and Dwex calculations were
performed constraining the top to 100% 1o GraphPad Prism.

{8097} FI1G. 5B 1s a dose-response curve showing polyQ-AR concentration in DMSQ treated
cells and plotted against the concentration an E3-inactive compound (Compound F) in a SBMA
patient~-derived hiPSC line differentiated into myotubes. PolyQ-AR protein was detected by
capillary immunoassay, normalized to total protein and the mean poly(Q-AR concentration in
DMSGO treated cells, and plotied against the concentration. Curve fitting, DCso, and Dumax
calculations were perforrmed constraining the top to 100% n GraphPad Prism.

[8998] FIG. 6A 5 a schematic representation of the hARI00Q study, which was aimed at
evaluating muscle function and poly(3-AR degradation in a murine model of SBMA.

[6099] FIG. 6B shows body weight over time for male hARI100Q mice that were fed vehicle
or Compound A-formulated chow starting at S-weeks of age. Body weight was measured weekly.
A two-way ANOVA or mixed effects model followed by Sidac’s multiple comparison correction
was used to compare body weights in WT littermates and hARTOOQ mice, respectively. A mixed
effects model was used fo account for mussing data due to hARI00Q mice that died prior to 13
weeks of age (¥##¥p< 0001 ).

{0100} FIG. 6C shows body weight over time for male WT mice that were fed vehicle or
Compound A-formulated chow starting at S-weeks of age. Body weight was measured weekly. A
two-way ANOVA or mixed sffects model followed by Sidac’s multiple comparison correction
was used to compare body weights in WT littermates and hARIO0Q muce, respectively. A mixed
effects model was used to account for missing data due to hARI00Q mice that died prior to 13
weeks of age (FFF*p< 0001},

0161} FIG. 7A shows all paw grip strength measured weekly starting at 7-weeks of age for

hAR100Q male mice fed vehicle or Compound A-formutlated chow starting at S-weeks of age. A
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two-way ANOVA or mixed effects model (ireatment x time) followed by Sidac’s multiple
comparison correction was used to compare grip strength in WT littermates and hAR100Q mice,
respectively. A mixed effects model was used to account for missing data due to hARI00Q mice
that died prior to 13 weeks of age A two-way ANOVA {treatment x genotype} was used to
evaluate statistical differences between groups (F***p< 0001).

{8102} FIG. 78 shows all paw grip strength measured weekly starting at 7-weeks of age for
male littermate control mice fed vehicle or Compound A-formulated chow starting at S-weeks of
age. A two-way ANOVA or mixed effects model (treatment x time) followed by Sidac’s multiple
comparisen correction was used to compare grip strength in WT littermates and hAR100Q mice,
respectively. A mixed effects model was used to account for nussing data due to hAR100Q mice
that died prior to 13 weeks of age. A two-way ANOVA (treatment x genotype} was used to
evaluate statistical differences between groups (****p< 0001).

6103} FIG. 7C shows muscle endurance measured by forced treadmill performance at 11-
weeks of age in WT and hAR100G mice administered Compound A (15 mg/ke) or vehicle. A two-
way ANOVA (treatment x genotype) was used to evaluate statistical differences between groups
{(FFEER< 0001 ),

[8104] FIG. 8A 15 a series of capillary Western Blot experiments showing that Compound A
mduced degradation of AR and polyQ-AR (hAR100Q), but not hugh molecular weight polv(Q-AR
(HMW hARI00G), in the LABC muscle of a murine model of SBMA. Compound A induced
degradation of WT AR n the LABC of a murine model of SBMA, resulting in 8 77% reduction
vs. vehicle (FIG. 8B). Compound A induced degradation of poly{3-AR (hARI00(Q) n the LABC
of a murine model of SBMA, resuiting in a 70% reduction vs. vehicle {FIG. 83C). Compound A did
not induce degradation of high molecular weight polyQ-AR (HMW hAR100Q) in the LABC of a
murine model of SBMA (FIG. 8D

{6165} FIG. BE 15 a series of capillary Western Blot experiments showing that Compound A
mduces degradation of poly(3-AR (hAR100Q) in the quadriceps of transgenic AR100GQ muce (*
mdicates that the sample did not load properly, thus it was excluded from analysis). Compound A
mduced degradation of WT AR in the quadriceps muscle of a murine model of SBMA, resulting
m a 65% reduction vs. vehicle (FIG. 8F). Compound A induced the degradation of poly(3-AR

(hAR1000Q) i the quadriceps of AR100(Q mice, resulting in 3 43% reduction (FIG. 8G). The
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reduction of high molecular weight polyG-AR (HMW hARI00Q) trended toward a reduction
{FIG. 8H).
16106} FIG. 9 is a Kaplan-Meier plot showing survival rates for hRAR100Q male mice provided
vehicle or Compound A-formulated chow starting at 5 weeks of age. Survival was defined as the
length of ume from birth to euthanasia. Mice were euthanized when deemed to be moribund.
Dhfferences in survival we evaluated by Kaplan-Meier estimation and compared using a log-rank
test.
{8167} FIG. 19 15 a schematic representation illustrating a screening tier that was specifically
designed to identify compounds with the desired activity against PolyQ-AR in the cell type
{myotubes) and tissue {muscle) that is heavily impacted in SBMA.
18108] FIG 11 1s a representative deose response curve showing mean AR concentration in
DMSO treated cells plotted against Compound A concentration in SBMA patient-derived hiPSC
lines differentiated into myotubes. The experiment was performed in the presence of
physiologically relevant concentrations of the androgen dihvdrotestosterone {(DHT) and
Compound A was demonstrated to imduce degradation under these conditions.
[8169] FIG. 12A shows that Compound A (12nM) induces degradation of poly(3-AR whereas
Compound F (12 nM) does not induce degradation compared to control,
[8116] FIGS. 12B demonstrates the specificity of Compound A for poly(Q-AR degradation in
SBMA iPSC-myotubes. There s a single neosubtrate: PDESD with Compound A, PDEGD is not
a nepsubstrate for an E3-inactive version of Compound A, 1.e. Compound F (FIG. 12C).
8111} FIGS. 13A and 13B provide dose response curves for Compound A in plasma and
LABC muscle, respectively. FIG. 13C demonstrates that AR levels in the LABC muscle return to
normal m about 3 days post admmistration of Compound A (30 mg/ kg, once per day (QD) for 3
days}.

SEQUENCE LISTING

{8112} All references to amine acid mutations in the Androgen Receptor are numbered relative
1o SEQ 1D NG: 1, which 1s provided below:

1 MEVQLGLCGRV YPRPPSKTYR CGAFQNLFQSV REVIQNPGPR HPEAASAAPP GASLLLLOQO
61 QOOOCO0000 COOOQ0CN0E ETSPROOQONY QGEDGSPOAH RRGPTGYLVI DEEQQPSOPQ
121 SALECHPERG CVPEPGAAVA ASKGLPQOLP APPDEDDSAA PSTLSLLGPT FPGLSSCSAD
181 LEDILSEAST MQLLQUQQUE AVSEGSSSGR AREASGAPTS SKDNYLGGTS TISDNAKELC

241 KAVSVSMGLG VEALEHLEPG ECLRGDCMYA PLLGVPPAVR PTPCAPLAEC KGSLLDDSAG

5]
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ABBREVIATIONS
ANGQY analysis of variance
AR Androgen Receptor
ASQ antisense oligonucleotide
BAC bacterial artificial chromosome
BSA hovine serum albumin
CRBN cereblon
DC detergent compatible
DMEM Dulbecco’s modified eagle mediom
DMSO dimethy] sulfoxide
ELISA enzyme linked immunosorbent assay
ELN electronic lab notebook
FBS fetal bovine serum
HEK PO HEK 293 poly{} androgen receptor
hisSPC human induced pluripotent stem cells
HRP horse radish peroxidase
IACUC Institutional Animal Care and Use Committee
KO Knockout
LABC levator ani/bulbocavernosus
L.BD Ligand binding domain
MyHC Myosin heavy chain
NIR near infrared
PCR polymerase chain reaction
PDL poly-d-lysine
PEG polyethylene glvcol
PFA paraformaldehyde

GALDEAAAYCQ
LASLHGAGAA
GGGEAGAVAP
YSGPYGDMRL
KQKYLCASRN
SPTEETTOKL
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PO Oral administration

RIPA radigimmunoprecipitation assay
RPMI Roswell Park Memorial Institute
SBMA spinal and bulbar muscular atrophy
SDS sodium dodecy! sulfate

TBS tris~buffered saline

WT wild-type

DETAILED DESCRIPTION

DEFINITIONS

{8113] In one aspect, this application relates to the use of a compound for inducing degradation of
polyQ-AR protems. Potent, selective, orally broavailable compounds that induce the degradation
of the AR have been developed for the treatment of metastatic castration resistant prostate cancer
{See, for example, 11.S. Patent No. 10,584,101}

{0114} These compounds, also referred to as PROTACs (Proteolysis-Targeting Chimera ), are
chimeric small molecules that bind to both an E3 ligase and a target to facilitate protein degradation
by presenting that B3 hgase complex to a target protein, causing the target protein t¢ become
ubiquitinylated and subsequently degraded wvia the cell’s natural and selective ubiquitin-
proteasome system. Without wishing to be bound by theory, a compound may be effective in
mducing degradation of poly(3-AR proteins because the polyQ expansion in exon 1 of AR s
unlikely to disrupt LBD binding site near the C-terminus. As described herein, the pharmacology
of degrading the poly(Q expanded AR was unexpectedly different than wild type AR (<38}, which
results in enhanced activity toward poly(y AR in myocytes and pharmacodynamic effect in muscle.
{8115} Inoneaspect, this application relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject comprising administering to a subject in need thereof an

effective amount of Comapound A,

’ , or a pharmaceutically

acceptable salt thereof
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{0116} In one aspect, this application relates to a method of treating or preventing SBMA m a
subject in need thereof, comprising administering to the subject an effective amount of Compound
A,

{8117} In one aspect, this application relates to a method of treating or preventing a symptom of
SBMA in a subject in need thereof, comprising administering to the subject an effective amount
of Compound A, or a pharmaceutically acceptable salt thereof

{8118} In one aspect, this application relates to a method of treating or preventing a symptom of
SBMA in a subject in need thereof, comprising administering to the subject an effective amount
of Compound A.

{8119} In some embodiments, the symptom of SBMA s fatigue, muscle cramps, weakness in the
iimbs, difficulty in chewing, difficulty in swallowing, difficulty speaking, diminished deep tendon
reflexes, lack of pathological reflexes, diminished vibration sensation in legs, erectile dysfunction,
reduced fertility, gynecomastia, testicular atrophy, glucose resistance, hyperlipidemia, faity hiver
disease, or a combination thereof.

[8128] Tn some emmbodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject orally.

[8121] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s admunistered to the subject once a day, twice a day, three times a day, or
four times a day.

{8122} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 15 administered to the subject once a day, once every two days, once every
three days, or once every four days.

8123} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject once a day.

{6124} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 18 administered to the subject once every two days.

[0325] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject once every three days.

{8126] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject once every four days.

{8127} In some embodiments, the subject is in a fed state at the time of admimistration.

3]
(el
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{0128} In some embodiments, the subject is in a fasted state at the time of admunistration.

[0129] All references to amino acid mutations in the Androgen Receptor are numbered relative
to SEQ ID NG: 1, which s provided herewith,

{8130 The term “Ubiquitin Ligase” refers to a family of proteins that facilitate the transfer of
ubiguitin to a specific subsirate protein, targeting the substrate protein for degradation. For
example, cereblon {CRBN} 13 an E3 Ubiquitin Ligase protein that alone or in combination with an
EZ ubiguiiin-conjugating enzyme causes the attachment of ubiquitin to a lysine on a target protein,
and subsequently targets the specific protein substrates for degradation by the proteasome. Thus,
E3 uybiguitin ligase alone or in complex with an B2 ubiquitin conjugating enzyme is responsible
for the transfer of ubiquitin to targeted proteins. In general, the ubiquitin ligase 15 mnvolved
polyubiquitination such that a second ubiquitin is attached to the first; a third is attached to the
second, and so forth. Polyubiquitination marks proteins for degradation by the proteasome.
However, there are some ubiquitination events that are limited to mono-ubiquitination, in which
only a single ubiquitin 1s added by the ubiquitin ligase to a substrate molecule. Mono-ubiquitinated
proteins are not targeted to the proteasome for degradation but may instead be altered in thew
celiular location or function, for example, via binding other proteins that have domains capable of
binding ubwquitin. Further complicating matters, different lvsines on ubiquatin can be targeted by
an E3 to make chains. The most common lysine 15 Lys48 on the ubiquitin chain. This 1s the lysine
used to make polyubiquitin, which is recognized by the proteasome.

{8131} “Pharmaceutically acceptable salt”, as used herein refers to a salt form of Compound
A as well as hydrates of the salt form with one or more water molecules present. Such salt and
hydrated forms retain the bological activity of the compound of the disclosure and are not
biologically or otherwise undesirable, 1e, exhibit minimal, f any, toxicological effects.
Representative "pharmaceutically acceptable salts" include, eg, water-soluble and water-
msoloble  salts, such as  the acetate, amsonate (4.4-diamimnostilbene-2,2-disulfonate),
benzenesulfonate, benzonate, bicarbonate, bisulfate, bitartrate, borate, bromide, butyrate, calcium,
calcium edetate, camsylate, carbonate, chloride, citrate, clavularate, dihydrochloride, edetate,
edisvlate, estolate, esyiate, fumarate, gluceptate, gluconate, glutamate, glycollylarsanilate,
hexafluorophosphate,  hexylresorcinate,  hydrabamine,  hydrobromide,  hydrochloride,
hydroxynaphthoate, iodide, isothionate, lactate, lactobionate, laurate, magnesiom, malate, maleate,

mandelate, mesylate, methylbromide, methvinitrate, methyisulfate, mucate, napsylate, nitrate, N-
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methylglucamine ammonium salt, 3-hydroxy-2-naphthoate, oleate, oxalate, palmitate, pamoate
{1,1-methene-bis-2-hydroxy-3-naphthoate, embonate), pantothenate, phosphate/diphosphate,
picrate, polygalacturonate, propionate, p-toluenesulfonate, salicylate, stearate, subacetate,
succinate, sulfate, sulfosalicylate, suramate, tannate, tartrate, teoclate, tosvlate, triethiodide, and
valerate salts.

{8132} "Solvate" as used herein refers to a solvent addition form of Compound A that contains
either a stoichiometric or non-stoichiometric amounts of solvent. Non-limuting examples of
suitable solvates include ethanolate, methanolate, and the like. Some compounds tend to trap a
fixed molar ratio of solvent molecules in the crystalline solid state, thus forming a solvate. If the
solvent is water, the solvate formed is a hydrate, when the solvent is alcohol, the solvate formed
15 an alcoholate. Hydrates are formed by the combimation of one or more molecules of water with
one of the substances in which the water retains its molecular state as H2Q, such combination being
able to form one or more hydrate. In the hydrates, the water molecules are attached through
secondary valencies by intermolecular forces, in particular hydrogen bridges. Solid hydrates
contain water as so-called crystal water in stoichiometric ratios, where the water molecules do not
have to be equivalent with respect to their binding state. Examples of hydrates are sesquihydrates,
monohydrates, dihydrates or trihydrates. Equally suitable are the hydrates of salts of the
compounds of the disclosure.

[8133] As used herein, “treating” describes the management and care of a subject for the
purpose of combating a disease, condiiion, or disorder, or reversing, alleviating, or mhibiting the
progress of the disease, condition, or disorder, and further includes decreasing or alleviating the
symptoms or complications, or eliminating the disease, condition, or disorder.

[8134] The term “treatment”, as used herein, vnless otherwise indicated, refers to the act of
"treating” as defined immediately above. For example, the terms "treat”, "treating” and
"treatment” can refer to a method of alleviating or abrogating a particular disorder and/or one or
more of its attendant symptoms.

{8135} As used herein, “subject” means a human or amimal (in the case of an animal, the subject
can be a mammal). In one aspect, the subject 1s a human. In one aspect, the subject 15 a male.
{8136} As used herein, “preventing” describes stopping the onset of the symptoms or

complications of the disease, condition or disorder.
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{0137} “Administration” refers to introducing an agent, such as Compound A into a subject.
The related terms “administering” and “administration of” {and grammatical equivalents) refer
both to direct administration, which may be administration to a subject by a medical professional
or by seif-admunistration by the subject, and/or to indirect administration, which may be the act of
prescribing a drug. For example, a physician who instructs a patient to self-admimster a drug
and/or provides a patient with a prescription for a drug i1s admunisiering the drug to the patient.
0138} The terms "co-admimistration” and "co-admimstering” or “combination therapy” refer
to both concurrent administration {administration of two or more therapeutic agents at the same
time} and time varied administration {administration of one or more therapeutic agenis at a time
different from that of the administration of an additional therapeutic agent or agents), as long as
the therapeutic agents are present in the patient to some extent, preferably at effective amounts, at
the same time. In certain preferred aspects, one or more of the present compounds described herein,
are co-administered in combination with at least one additional bicactive agent.

[8139] "Effective amount”, as used herein means an amount of the free base of Compound A,
or the equivalent amount of a pharmaceutically acceptable salt of Compound A, that 1s sufficient
to treat, ameliorate, or prevent SBMA or a symptom of SMBA, or to exhibit a detectable
therapeutic or inhibitory effect. The effect can be detected by any assay method known in the art,
The effective amount for a particular subject may depend upon the subject’s body weight, size,
and health; the nature and extent of the condition; and whether additional therapeutics are to be
admimistered to the subject. Effective amounts for a given situation can be determined by routine
experimentation that is within the skill and judgment of the climcian.

{0140} In some embodiments, an effective amount of Compound A, or a pharmaceutically
acceptable salt of Compound A, refers to the amount of Compound A, or the equavalent amount
of a pharmaceutically acceptable salt of Compound A, that when administered to a subject
suffering from SBMA or a symptom of SBMA results in AR degradation of 50% or more in the
affected muscle of a subject compared to the affected muscle in a sobject not administered
Compound A.

10141} “Crmax”, as used herein, refers to the observed maximum {peak} plasma concentration
of a specified compound 1n the subject after adminmistration of a dose of that compound to the

subject.
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{0142} The term “about” as part of a quantitative expression such as “about X7, includes any
value that 15 10% higher or fower than X, and also includes any numerical value that falls between
X-10% and X+10%. Thus, for example, a weight of about 40 ¢ includes a weight of between 36
to 44 o When used herein to denote amino acid residues in the AR, the term “about” means any
amino acid residue that is within 5 amino acid residues of what 15 specified. For example, when
referring to a contiguous stretch of amino acid residues extending from about amino acid residue
560 to about aming acid residue 624 of the AR, this refers to a contiguous stretch of amino acid
residues extending from amino acid residue 355, 556, 557, 538, 559, 560, 361, 562, 563, 564, or
565, to amino acid residue 619, 620, 621, 622, 623, 624, 625, 626, 627, 628, or 629 of the AR of
SEQ ID NO: 1. In some embodiments, the term “about” means any amino acid residue that is
within 3 amino acid residues of what is specified. In some embodiments, the term “about” means
any amino acid residue that is within 1 amino acid residue of what is specified.

18143} Compound A of the present disclosure refers to N-{{1r,3r)-3-(3-chloro-4-cyanophenoxy)-
2,24 4-tetramethyleyclobutyD-2-{4-({{{11,3r)-3-{{2-(2,6-dioxopiperidin-3-y1}-1,3-
dioxoisoindohn-3-yhoxyicyclobutyi{isopropyammomethy Dpiperidin-1-yhpyrimidine-5-

carboxamide, which has the following structure:

O
L7 5l
Nesalaety

; . e
¢ {Compound A).
[8144] Compound A may be synthesized using standard synthetic methods and procedures for
the preparation of organic molecules and functional group transformations and manipudations,
meluding the use of protective groups, as can be obtained from the relevant scientific literature or
from standard reference textbooks in the field in view of this disclosure. Although not imited to
any one or several sources, recognized reference textbooks of organic synthesis include: Smith,
M.B.; March, J. March’s Advanced Organic Chemistry: Reactions, Mechamisms, and Structure,
5% ed.; John Wiley & Sons: New York, 2001; and Greene, T W.; Wats, P.G. M. Protective
Groups in Organic Synthesis, 3™ John Wiley & Sons: New York, 1999 The synthetic methods
described in 11.S. Patent Application Pablication No. 2023/0331681 and International

Publication No. 2018/144649 are incorporated herein by reference in their entireties.
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{0145} As used herein, “Compound B, refers to a compound with the following structure:

O O

10146} As used herein, “Compound U7, refers to a compound with the following structure:
S8
NH
N w0 G
Sy L Df«
O

{8147} As used herein, “Compound D7) refers to a compound with the following structure:

\/‘OYU@AK

[0148] As used heren, “Compound E”, refers to a compound with the following structure:

3 Q

RS ES

N

[8149] As used herem, “Compound F7, refers to a compound with the following structure:
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modified version of Compound A that does not bind the cereblon (CRBN} B3 Ubiquitin Ligase.
[B150] As used herein, “RI881”, 1ie. (88,135,148,178)-17-hydroxy-13,17-dimethy!-

1,2,6,7,8,14,15, 1 6-octahydrocyclopentajalphenanthren-3-one, is a synthetic AR agonist that is

also known as metribolone or methyltriencione. The structure of R1881 s

OH

18151} “Comprising” or “comprises” as applied to a particular dosage form, composition, use,
method or process described or claimed herein means that the dosage form, compaosition, use,
method, or process includes all of the recited elements in a specific description or claim but does
not exclude other elements. “Consisis essentially of” and “consisting essentially of” means that
the described or claimed composition, dosage form, method, use, or process does not exclude
other materials or steps that do not materially affect the recited physical, pharmacological,
pharmacokinetic properties or therapeutic effects of the composition, dosage form, method, use,
or process. “Consists of” and “consisting of” means the exclusion of more than trace elements of
other ingredients and substantial method or process steps.

[01583] “Fasted condition” or “fasted state” as used to describe a subject means the subject has
not eaten for at feast 4 hours before a time point of interest, such as the time of administering a
compound of the disclosure {preferably Compound A or a pharmaceutically acceptable salt
thereof). In an embodiment, a subject in the fasted state has not eaten for at least any of 6, 8, 10 or
12 hours prior to administration of a compound of the disclosure (preferably Compound A or a
pharmaceutically acceptable salt thereof).

[B153] “Fed condition” or “fed state” as used to describe a subject herein means the subject

has eaten less than 4 hours before a time point of interest, such as the time of administering a
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compound of the disclosure {preferably Compound A or a pharmaceutically acceptable salt
thereof). In an embodiment, a subject in the fed state has eaten within at leastany of 3,2, 1 or 0.5
hours prior to administration of a compound of the disclosure (preferably Compound A or a
pharmaceutically acceptable salt thereof).

0154] The articles "a" and "an" are used in this disclosure to refer to one or more than one
{Le., to at least one} of the grammatical object of the article. By way of example, "an element”
means one element or more than one element.

[0155] The term "and/or" 15 used in this disclosure to mean either "and® or "or" unless
mdicated otherwise.

{8156} The terms "patient" and “subject” are used interchangeably herein, and refer to a
mammal, e.g., a human, mouse, rat, guinea pig, dog, cat, horse, cow, pig, or non-human primate,
such as a monkey, chimpanzee, baboon or rhesus.

{0187} The term “bioactive agent”, as used herein, refers to a compound or agent other than

Compound A that treats or prevents SBMA and/or a symptom of SBMA,

[8158§] In some embaodiments, the subject 1s 2 human. To some embodiraents, the subject 1s
male.
[8159] In some embodiments, the subject 1s a human who has been diagnosed with spinal and

bulbar mouscular atrophy (SBMA).

METHODS OF UBIQUITINATING/DEGRADING A TARGET PROTEIN IN A CELL

8166} The present disclosure provides a method of ubiquitinating/degrading a target protein
in a cell. The method comprises administering a Compound A, or 8 pharmaceutically acceptable
salt thereof, which comprises an E3 ubiquitin ligase binding motety and a protein targeting moiety,
finked through a hinker moiety, as otherwise described herein, wherem the E3 ubiquatin hgase
binding moiety 13 coupled fo the protein targeting motety and wheren the E3 ubiquitin ligase
binding motety recogmizes a ubiquatin pathway protein {e.g., an ubiguitin ligase, preferably an E3
ubiquitin ligase} and the protein targeting moiely recognizes the target protein such that
degradation of the target protein will occur when the target protein is placed in proximity to the
ubiquitin higase, thus resulting in degradation/inhibition of the effects of the target protein and the

control of protein fevels. The control of protein levels afforded by the present disclosure provides
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treatment of a disease state or condition, which is modulated through the target protein by lowering
the level of that protein in the cells of a patient.

18161} As understood by the skilled artisan, AR has a modular structure comprising three
functional domains: the N-terminal transcriptional regulation domain, the DNA-binding domain,
and the ligand binding domain (Maclean HE, et al J. Steroid Biochem Mol Biol {1997} 62:233-
42). The BNA-binding domain is linked to the ligand-binding domain via a hinge. The AR ligand
binding domain refers to the functional domain of human AR that folds to form a hydrophobic
pocket that binds to the AR cognate hormone ligand {e.g., androgen).

18162} Moreover, it is understood in the art that AR 5 920 amino acid residues in length,
wherein the N-terminal transcriptional regulation domain extends from amino acid residue 1 to
about amino acid residue 559, the DNA-binding domain extends from about amino acid residue
560 to about amino acid residue 624, the hinge extends from about anmino acid residue 625 to
about amino acid residue 676, and the ligand hinding domain extends from about amino acid
residue 677 to about amino acid residue 920. A suitable AR reference sequence is set forth by
SEQ 1D NO: 1 and ideotified in the UniProt database as P1027S (ANDR_HUMAN). The gene
encoding AR {“the AR gene”) i3 approximately 90kb and bas chromosomal coordinates
67544021-67730619 according to human reference genome GRCH38.p13. The AR gene contains
8 exons, with exon 1 encoding the N-termmal transcriptional regulation domain; exon 2-3
encoding the DNA -binding domain; and exons 4-8 encoding the hinge and ligand binding domain
{(Jeunster, et al (1992) /. Steroid Biochem. Mol. Biol 41:671-75),

[8163] In one aspect, this application provides Compound A, or a pharmaceutically acceptable
salt thereof, that degrades the androgen receptor (AR} protein. In some embodiments, the AR that
13 degraded by Compound A, or a pharmaceutically acceptable salt thereof, 1s wild type AR In
some embodiments, the AR that is degraded by Compound A, or a pharmaceutically acceptable
salt thereof, 13 a mutant form of AR In some embodiments, the AR mutation comprises >36
consecutive base pairs cytosing, ademine, guanine (CAG) repeated in the gene coding for AR
resulting in a polvglutamine {polyQ} expansion.

{0164 In some embodiments, the present disclosure 18 directed to a method of treating a
patient in need for a disease state or condition modulated through a protein where the degradation
of that protein will produce a therapeutic effect in that patient, the method comprising

administering to a patient in need an effective amount of Compound A or a pharmaceutically

34
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acceptable salt thereof, optionally in combination with an additional bioactive agent. The disease
state or condition may be a disease caused by a microbial agent or other exogenous agent such as
a virus, bacteria, fungus, protozoa, or other microbe or may be a disease state caused by

overexpression of a protein, which leads to a disease state and/or condition,

METHODS OF TREATMENT

j8165] In one aspect, the present application relates to a method of treating spinal and bulbar
muscular atrophy (SBMA) comprising adnunistering to a subject mn need thereof an effective
amount of Compound A, or a pharmaceutically acceptable salt or solvate thereof.

{8166} in one aspect, the present application relates to a method of preventing SBMA
comprising administering to a subject in need thereof an effective amount of Compound A, ora
pharmaceutically acceptable salt or solvate thereof.

18167} In one aspect, the present application relates to a method of treating and/or preventing
SBMA comprising administering o a subject in need thereof an effective amount of Compound
A, or a pharmaceutically acceptable salt thereof.

[8168] In one aspect, the present apphication relates to a method of treating and/or preventing
SBMA comprising administering to a subject in need thereof an effective amount of Compound
A or a pharmaceutically acceptable salt or solvate, thereof, 0 combwmnation with one or more
additional bicactive agents.

[8169] In one aspect, the present application relates to a method of treating and/or preventing
SBMA comprising administering to a subject in need thereof an effective amount of Compound
A

8178 The present disclosure relates to a method of treating spinal and bulbar muscolar

atrophy (SBMA} in a subject in need thereof, comprising administering to the subject an effective
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, or a pharmaceutically

acceptable salt thereof.
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{0171} The present disclosure relates to a method of treating spinal and bubbar muscular
atrophy (SBMA) in a subject in need thereof, comprising administering to the subject an effective

amount of Compound A:

.
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[8172] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating spinal and bulbar muscular atrophy (SBMA)
i a subject 1n veed thereof, wherein the method comprises administering to the subject an

effective amount of Compound A, or a pharmaceutically acceptable salt thereof

[8173] The present disclosure relates to Compound A,
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, for use in a method of

treating spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof, wherein the
method comprises administering to the subject an effective amount of Compound A

{8174} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar
muscular atrophy {SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered
to a subject in need thereof.

{0175} The present disclosure relates to a use of Compound A,
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, for the preparation of a
medicament for treating spinal and bulbar muscular atrophy (SBMA), wherein the medicament
comprises au effective amount of Compound A and the medicament 15 admirustered to a subject
in need thereof.

[8176] The present disclosure relates to a rmethod of treating spinal and bulbar muscular atrophy
(SBMA) m a subject in need thereof, comprising admimistering to the subject about 1 mgto

about S00 mg of Compound A:
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acceptable salt thereof

, or a pharmaceutically

{6177} The present disclosure relates to a method of treating spinal and bulbar muscular atrophy
(SBMA} in a subject in need thereof, comprising administering to the subject about 1 mg to

about 500 mg of Compound A:
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[8178] The present disclosure relates to Compound A,
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i , or a pharmaceutically
acceptable salt thereof, for use in a method of treating spinal and bulbar muscular atrophy
{(SBMA) in a subject in need thereof, wherein the method comprises administering to the subject

about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof.

{8179} The present disclosure relates to Compound A,

, for use in a method of
treating spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof, wherein the
method comprises administering to the subject about 1 mg to about 500 mg of Compound A.

{8188} The present disclosure relates to a use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar

muscular atrophy (SBMA}, wherein the medicament comprises about 1 mg to about 500 mg of
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Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s administered
o a subject in need thereot
{0181} The present disclosure relates to a use of Compound A,
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, for the preparation of a
medicament for treating spinal and bulbar muscular atrophy (SBMA), wherein the medicament
comprises abowt 1 mg to about 500 mg of Compound A, and the medicament is admimstered to 3
subject in need thereof
[8182] The present disclosure relates to a method of treating a symptom of spinal and bulbar
muscular atrophy {(SBMAY) in a subject in need thereof, comprising administering to the subject

an effective amount of Compound A:

- N Ny
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, or a pharmaceutically
acceptable salt thereof

[8183] The present disclosure relates to a method of treating a symptom of spinal and bulbar
muscular atrophy {SBMA) in a subject in need thereof, comprising administering to the subject

an effective amount of Compound A:
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18184} The present disclosure relates to Compound A,
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, or a pharmaceutically
acceptable salt thereof, for use in a method of treating a symptom of spinal and bulbar muscular
atrophy {SBMA) 1n a subject in need thereof, wherein the method comprises adounistering to the
subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof.

[8185] The present disclosure relates to Compound A,
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, for use 1n a method of
treating a symptom of spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof]
wherein the method comprises admimistering to the subject an effective amount of Compound A,

[#186] The present disclosure relates to a use of Compound A,
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acceptable salt thereof, for the preparation of a medicament for ireating a symptom of spinal and

, or a pharmaceutically

bulbar muscular atrophy (SBMA), wherain the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered
to a subject in need thereof

18187} The present disclosure relates to a use of Compound A,
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, for the preparation of a
medicament for treating a sympiom of spinal and bulbar muscular atrophy (SBMA )}, wherein the
medicament comprises an effective amount of Compound 4, and the medicament s
administered to a subject in need thereof.

[8188] The present disclosure relates to a method of treating a sympiom of spinal and bulbar
muscular atrophy (SBMA} in a subject in need thereof, comprising administering 1o the subject

about 1 mg to about 500 mg of Compound A:

, or a pharmaceutically
acceptable salt thereof
[8188] The present disclosure relates to a method of treating a symptom of spinal and bulbar
muscular atrophy (SBMA ) in 2 subject i need thereof, comprising admuustering to the subject

about 1 mg to about 500 mg of Compound A:
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{8190} The present disclosure relates to Compound A,
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acceptable salt thereof, for use in a method of treating a symptom of spinal and bulbar muscular
atrophy {SBMA) 1n a subject in need thereof, wherein the method comprises adounistering to the
subject about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt
thergof.

[B191] The present disclosure relates to Compound A,
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, for use in a method of
treating a symptom of spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof,
wheretn the method comprises administering to the subject about 1 mg to about 500 mg of
Compound A.

19192} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a symptom of spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about 500
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is
administered to a subject in need thereof.

18193} The present disclosure relates to a use of Compound A,
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, for the preparation of a
medicament for treating a sympiom of spinal and bulbar muscular atrophy (SBMA )}, wherein the
medicament comprises about 1 mg to about 500 mg of Compound A, and the medicament is
administered to a subject in need thereof.

[8194] The present disclosure relates 10 a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA} in a subject in need thereof, comprising administering 1o the subject

an effective amount of Compound A:

Naa ]
™Y
aﬂ*ﬁ/\c"&“{\ o ~
” i , or a pharmaceutically
acceptable salt thereof

[8195] The present disclosure relates to Compound A,

or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preveniing spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, wherein the method comprises administering to the
subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof

18196} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered
to a subject in need thereof
[8197] The present disclosure relates to a method of treating or preventing a symptom of spimal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject an effective amount of Compound A:
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, or a pharmaceutically
acceptable salt thereof

[8198] The present disclosure relates to Compound A,
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) or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) in a subject in need thereof, wherein the method comprises
administering to the subject an effective amount of Compound A, or a pharmaceutically acceptable
salt thereof

{0199} The present disclosure relates to a use of Compound A,

44



WO 2025/122895 PCT/US2024/058905

r‘j \\I\Y/
~ v“L\" ’\\ﬁ:ﬁ ‘éf ©
KY N

/\1/ ’\/” /
{

N\\\/\x N A
i l\/’\,«f*\ '!\

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective
amount of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13
administered to a subject 1n need thereof
{8288} In some embodiments, the symptom of SBMA is fatigue, muscle cramps, weakness m the
fimbs, difficulty in chewing, difficulty i swallowing, difficuity speaking, diminished deep tendon
reflexes, lack of pathological reflexes, diminished vibration sensation in legs, erectile dysfunction,
reduced fertility, gynecomastia, testicular atrophy, glucose resistance, hyperlipidemia, faity hiver
disease, or a combination thereof. In some embodiments, two or more of symptoms are treated or
prevented. In some embodiments, three or more of symptoms are treated or prevented.

{82831} In some embodiments, the symptom of SBMA is fatigue.

{8262} In some embodiments, the symptom of SBMA i3 muscle cramps.

{8263} In some embodiments, the symptom of SBMA 1s weakness in the Himbs.

18284} In some embodiments, the symptom of SBMA s difficulty in chewing,

{8265} In some embodiments, the symptom of 8BMA s difficulty in swallowing.

{0266} In some embodiments, the symptom of SBMA is difficuity speaking.

{6267} In some embodiments, the symptom of SBMA is diminushed deep tendon reflexes.
{0208} In some embodiments, the symptom of SBMA 1s lack of pathological reflexes.
{8269} In some embodiments, the symptom of SBMA is lack of diminished vibration sensation in
legs.

{8216} In some embodiments, the symptom of SBMA is erectile dvsfunction.

18211} In some embodiments, the symptom of SBMA is reduced fertility.

{0212} In some embodiments, the symptom of SBMA 1s gynecomastia.

[8213] 1o some embodiments, the symptom of SBMA 1s testicular atrophy, .

[8214] In some embodiments, the symptom of SBMA 15 glucose resistance,

{02

13} To some embodiments, the symptom of SBMA 1s lack of hyperhipidenia.
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{0216} In some embodiments, the symptom of SBMA s faity liver disease.

[0217] Compound A, or a pharmaceutically acceptable salt thereof, may be administered in
single or divided doses orally, parenterally, topically, itramuscularly, intravenously,
subcutaneously, transdermally, buccally, sublingually, or by suppository.

0218} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
administered orally. In some embodiments, Compound A is administered to the subject orally.
{8219} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject orally in the form of a tablet.

18228} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
administered to the subiect orally as a solution.

18221} The effective amount of Compound A, or a pharmaceutically acceptable salt thereof,
may be administered one or more times over a day for up to 30 or more days, followed by 1 or
more days of non-administration of the compound. This type of treatment schedule, ie,
admimnstration of Compound A on consecutive days followed by non-administration of Compound
A on consecutive days may be referred 1o as a treatment cycle. A treatment cyele may be repeated
as many times as necessary to achieve the intended affect.

{8222} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is between 1 mg and about 1,000 mg admiustered to the subject once,
twice, three times, four times, or more daily for one, two, three, four, five, six, seven, eight, nine,
ten, eleven, twelve, thirteen, fourteen, fifteen, twenty, twenty-five, thirty consecutive days, or,
once, twice, three times, four times, or more daily, 1n single or divided doses, for 2 months, 3
months, 4 months, 5 months, 6 months, or longer.

[8223] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 18 between 1 mg and about 1,000 mg administered to the subject once every
two davs, once every three days, once every four days, once every five days, once every six days,
once every seven days, or less frequently, i single or divided doses, for 2 months, 3 months, 4
months, 5 months, 6 months, or fonger.

10224] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered orally.

j0225] In some embodiments, the effective amount of Compound A, or a pharmaceutically

acceptable salt thereof, 1s administered once every four days.
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{0226} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is administered once every three days.

10227} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered once every two days.

j0228] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered once daily.

0229} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered twice daily.

18236} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, i1s administered three times daily.

18231} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is administered orally and once every four days.

10232} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is administered orally and once every three days.

{6233} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is administered orally and once every two days.

18234} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered orally and once daily.

[8235] In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 13 administered orally and twice daily.

[8236] In some embodiments, the effective amount of Compound A, or a pharmaceustically
acceptable salt thereof, 1s administered orally and three times daily.

[8237] In some embodiments, the effective amount of Compound A, or a pharmaceustically
acceptable salt thereof, 13 administered to the subject all at once. In some embodiments, the
effective amount of Compound A, or a pharmaceutically acceptable salt thereof, is admunustered
to the subject in two portions {1.e., a divided dose}. In some embodiments, the effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, is admimstered to the subject in three
divided doses. In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof] is administered to the subject in four divided doses. In some embodiments,
the effective amount of Compound A, or a pharmaceutically acceptable salt thereof, s

administered {o the subject in five or more divided doses. In some embodiments, the portions of
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Compound A, or a pharmaceutically accepiable salt thereof, are administered to the subject at
regular intervals throughout the day, for example, every 12 hours, every 8 hours, every 6 hours,
every 5 hours, every 4 hours, etc.

{8238} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) 11 a subject in need thereof, comprising administering to the subject

about 1 mg to about 500 mg of Compound A:
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i , or a pharmaceutically
acceptable salt thereof

{8238} The present disclosure relates to Compound A,

SOo o~ M

/\j/\ 'J:/ U{ )’"—NH

3

\//‘/Aﬁ E o N
6]

/\/\ .
or a pharmaceutically

acceptable salt thereof, for use 1 a method of treating or preveniing spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, wherein the method comprises admunistering to the
subject about 1 mg to about S00 mg of Compound A, or a pharmaceutically acceptable salt thereof.

[8248] The present disclosure relates to a use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about 500
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is

admirustered to a subject in need thereof.
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{0241} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 1 mg to about 500 mg of Compound A:

or a pharmaceuotically
acceptable salt thereof

[8242] The present disclosure relates to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering to the subject about 1 mg to about 500 myg of Compound A, or a pharmaceutically
acceptable salt thereof

[6243] The present disclosure relates to a use of Compound A,

O

f\-o\o'\‘{:f*\\
o8 SO
Ny N P G
'\2\ | |
\\\Y/’\j \/‘“3“\‘ \ﬂ,f\\//'\e
/JQ\\] N o)
C (o) ™~ 7

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about | mg to
about 500 mg of Compound A, or a pharmaceutically accepiable salt thereof, and the medicament

is administered to a subject in need thereof.
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{0244} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 30 mg to about 150 mg of Compound A:
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or a pharmaceuotically
acceptable salt thereof

[8245] The present disclosure relates to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 30 mg to about 150 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

[8246] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 30 mg to about 150
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is

administered to a subject in need thereof.
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{0247} The present disclosure relates to a method of treating or preventing a symptom of spnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 30 mg to about 150 mg of Compound A

or a pharmaceuotically
acceptable salt thereof

[6248] The present disclosure relates to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering to the subject about 30 mg to about 150 mg of Compound A, or a pharmaceutically
acceptable salt thereof

[6249] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 30 mg
to about 150 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 1s administered to a subject in need thereof.
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{0258} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 50 mg to about 100 mg of Compound A:
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or a pharmaceuotically
acceptable salt thereof

[8251] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 50 mg to about 100 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

[62532] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about S0 mg to about 100
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is

administered to a subject in need thereof.
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{0253} The present disclosure relates to a method of treating or preventing a symptom of spnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 50 mg to about 100 mg of Compound A

or a pharmaceuotically
acceptable salt thereof

[8254] The present disclosure relates to Compound A,

or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering to the subject about 50 mg to about 100 mg of Compound A, or a pharmaceutically
acceptable salt thereof

[62358] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 50 mg
to about 100 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 1s administered to a subject in need thereof.
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{0256} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 70 mg to about 100 mg of Compound A:
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or a pharmaceuotically
acceptable salt thereof

{8257} The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 70 mg to about 100 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

[6238] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 70 mg to about 100
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is

administered to a subject in need thereof.
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{02598} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 70 mg to about 100 mg of Compound A

or a pharmaceuotically
acceptable salt thereof

[8268] The present disclosure relates to Compound A,

or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering to the subject about 70 mg to about 100 mg of Compound A, or a pharmaceutically
acceptable salt thereof

[8261] The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 70 mg
to about 100 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 1s administered to a subject in need thereof.
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{0262} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 100 mg to about 200 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8263] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 100 mg to about 200 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6264} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 100 mg to about 200
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0265} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 100 mg to about 200 mg of Compound A

or & pharmaceutically
acceptable salt thereof

[8266] The present disclosure relates to Compound A,

or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 100 mg to about 200 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6267} The present disclosure relates to a use of Compound A,
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or a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom

of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 100 mg
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to about 200 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

g

medicament 18 adnunistered to a subject in need thereof.
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{0268} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 150 mg to about 250 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8269] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 150 mg to about 250 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6278} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 150 mg to about 250
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0271} The present disclosure relates to a method of treating or preventing a symptom of spmal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 150 mg to about 250 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8272] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 150 mg to about 250 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6273} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 150 mg
to about 250 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.
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{0274} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 200 mg to about 300 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8275] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 200 mg to about 300 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6276} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 200 mg to about 300
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0277} The present disclosure relates to a method of treating or preventing a symptom of spmal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 200 mg to about 300 mg of Compound A

, ©or a pharmaceutically
acceptable salt thereof

[8278] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 200 mg to about 300 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6279} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 200 mg
to about 300 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.
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{0288} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 250 mg to about 350 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[6281] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 250 mg to about 350 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6282} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 250 mg to about 350
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0283} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 250 mg to about 350 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[6284] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 250 mg to about 350 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6285} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 250 mg
to about 350 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.
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{0286} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 300 mg to about 400 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[6287] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 300 mg to about 400 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6288} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 300 mg to about 400
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0288} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 300 mg to about 400 mg of Compound A

, ©or a pharmaceutically
acceptable salt thereof

{8298} The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 300 mg to about 400 mg of Compound A, or a pharmaceutically
acceptable salt thereof

[8291] The present disclosure relates 1o a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 300 mg
to about 400 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.



WO 2025/122895 PCT/US2024/058905

{0292} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 350 mg to about 450 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8293] The present disclosure relates to Compound A,

O
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 350 mg to about 450 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6294} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 350 mg to about 450
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0295} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 350 mg to about 450 mg of Compound A

, ©or a pharmaceutically
acceptable salt thereof

[8296] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 350 mg to about 450 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6297} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 350 mg
to about 450 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.
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{0298} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 400 mg to about 500 mg of Compound A:

, ©or a pharmaceutically
acceptable salt thereof

[8299] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 400 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

{6368} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy (SBMA), wheren the medicament comprises about 400 mg to about 500
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 13

administered to a subject in need thereof.
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{0361} The present disclosure relates to a method of treating or preventing a symptom of spmnal
and bulbar muscular atrophy (SBMA} in a subject in need thereof, comprising administering to

the subject about 400 mg to about 500 mg of Compound A

, ©or a pharmaceutically
acceptable salt thereof

[8382] The present disclosure relates to Compound A,
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or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) m a subject in need thereof, wherein the method comprises
administering o the subject about 400 mg to about 300 mg of Compound A, or a pharmaceutically
acceptable salt thereof

{6363} The present disclosure relates to a use of Compound A,
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 400 mg

to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament 18 adnunistered to a subject in need thereof.
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{0304} The present disclosure relates to a method of treating or preventing spinal and bulbar
muscular atrophy (SBMA) in a subject in need thereof, comprising administering to the subject

about 75 mg of Compound A:
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or a pharmaceuotically
acceptable salt thereof

[8385] The present disclosure relates to Compound A,

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admnistering to the
subject about 75 mg of Compound A, or a pharmaceutically acceptable salt thereof.

[8306] The present disclosure relates to a use of Compound A,

~

o
A
N o]
g\w&w SN
-”N\\‘F/N /,k o 0

AL T
S0 2N ~
= or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and
bulbar muscular atrophy {SBMA), wherein the medicament comprises about 75 myg of Compound
A, or a pharmaceutically acceptable salt thereof, and the medicament s administered to a subject
i need thereof.

{0367} The present disclosure relates to a method of treating or preveniing a symptom of spimal
and bulbar muscular atrophy (SBMA) i1 a subject 1 need thereof, comprising administering to

the subject about 75 mg of Compound A:
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acceptable salt thereof

[6308] The present disclosure relates to Compound A,

-
N UT)\ o O
f o

H
\v\\ﬂ i \KJ\VN

’L\v/‘ \r\

o

or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) 1 a subject in need thereof, wherein the method comprises
administering to the subject about 75 mg of Compound A, or a pharmaceutically acceptable salt
thereof.

[8369] The present disclosure relates to a use of Compound A,

o
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/L\VAO’/L\!\ or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
of spinal and bulbar muscular atrophy (SBMA), wherein the medicament comprises about 75 mg
of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 1s administered
o a subject in need thereof
{8316} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject once a day, twice a day, three times a day, or four times a day.

{6311} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is

admunistered to the subject once a day.
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{0312} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subiject once every two days.

18313} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s admuinistered to the subject once every three days.

18314} In some embodiments, the effective amount of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered o the subject once every four days.

{8315} In some embodiments, about 1 mg to about 500 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject once a day.

18316} In some embodiments, about 1 myg to about 500 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject once every two days.

{0317} In some embodiments, about 1 mg to about 5300 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject once every three days.

18318} In some embodiments, about 1 mg to about 300 mg of Compound A, or a pharmaceutically
acceptable salt thereof, is administered to the subject once every four days.

[8318] In some embodiments, about 1 mg to about 400 mg of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject.

[8328] In some embodiments, about 5 mg to about 400 mg of Compound A, or a pharmaceutically
acceptable salt thereof, 1s administered to the subject.

[8321] In some embodiments, about 10 mg to about 350 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

{8322} In some embodiments, about 15 mg to about 300 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

18323} In some embodiments, about 20 mg to about 250 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

{6324} In some embodiments, about 25 mg to about 200 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

{8325} In some embodimenis, about 30 mg to about 1530 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject.

{8326} In some embodimenis, about 35 mg to about 100 mg of Compound A, or a

pharmaceutically acceptable salt thereof, is admunistered to the subject.
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{0327} In some emboediments, about 10 mg of Compound A, or a pharmaceutically acceptable salt
thereof, is administered to the subject.

18328} In some embodiments, about 25 mg of Compound A, or a pharmaceutically acceptable salt
thereof, 1s administered to the subject.

8329} In some embodiments, about 50 mg of Compound A, or a pharmaceutically acceptable salt
thereof, 13 administered to the subject.

{8338} In some embodiments, about 75 mg of Compound A, or a pharmaceutically acceptable salt
thereof, is adnministered to the subject.

{0331} In some embodiments, about 100 mg of Compound A, or a pharmaceutically acceptable
salt thereof, i1s administered to the subject.

{0332} In some embodiments, about 125 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 1s administered to the subject.

18333} In some embodiments, about 150 mg of Compound A, or a pharmaceutically acceptable
salt thereof, is administered to the subject.

[8334] In some embodiments, about 175 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 18 adnunistered to the subject.

[8335] In some embodiments, about 200 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 18 adnunistered to the subject.

[8336] 1o some embodiments, about 225 myg of Compound A, or a pharmaceutically acceptable
sait thereof, 1s administered {0 the subject.

[8337] In some embodiments, about 250 mg of Compound A, or a pharmaceutically acceptable
sait thereof, 1s administered to the sabject.

[8338] In some embodiments, about 275 mg of Compound A, or a pharmaceutically acceptable
sait thereof, is administered {o the subject.

{6339} In some embodiments, about 300 mg of Compound A, or a pharmaceutically acceptable
sait thereof, 1s admumistered to the subject.

{6346} In some embodiments, about 325 mg of Compound A, or a pharmaceutically accepiable
salt thereof, is administered to the subject.

{8341} In some embodiments, about 350 mg of Compound A, or a pharmaceutically acceptable

salt thereof, is administered to the subject.
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{0342} In some embodiments, about 375 mg of Compound A, or a pharmaceutically acceptable
salt thereof, is administered to the subject.

18343} In some embodimenis, about 400 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 13 administered to the subject.

10344} In some embodiments, about 425 mg of Compound A, or a pharmaceutically acceptable
salt thereof, is administered to the subject.

8345} In some embodimenis, about 450 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 1s administered to the subject.

18346} In some embodiments, about 475 mg of Compound A, or a pharmaceutically acceptable
salt thereof, i1s administered to the subject.

{0347} In some embodiments, about S00 mg of Compound A, or a pharmaceutically acceptable
salt thereof, 1s administered to the subject.

10348} In some embodiments, about 200 mg to abow S00 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject.

[8349] In some embodiments, about 200 mg to about 450 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

[8358] In some embodiments, about 200 mg to about 400 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

[8331] In some embodiments, about 200 mg to about 350 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

{8352} In some embodiments, about 200 myg to about 300 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

18383} In some embodiments, about 200 myg to about 250 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

{63534} In some embodiments, about 250 mg to about S00 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

[8355] In some embodiments, about 250 mg to about 450 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject.

[8356] In some embodiments, about 250 mg to about 400 mg of Compound A, or a

pharmaceutically acceptable salt thereof, is administered to the subject.
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{0357} In some embodiments, about 250 mg to about 350 mg of Compound A, or a
pharmaceutically accepiable salt thereot, is administered to the subject.

10358} In some embodiments, about 250 mg to abouwt 300 mg of Compound A, or a
pharmaceutically accepiable salt thereof, is administered {o the subject.

10359} In some embodiments, about 300 mg to abowt 500 mg of Compound A, or a
pharmaceutically accepiable salt thereof, is administered {o the subject.

{8368} In some embodiments, about 300 mg to abowt 450 mg of Compound A, or a
pharmaceutically acceptable salt thereof, s administered to the subject.

18361} In some embodiments, about 300 mg to abowt 400 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

18362} In some embodiments, about 300 mg to abouwt 350 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject

<o

18363} In some embodiments, about 350 mg to about 500 mg of Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject.

[8364] In some embodiments, about 350 mg to about 450 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

[8365] In some embodiments, about 350 mg to about 400 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

[8366] In some embodiments, about 400 mg to about SO0 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 1s administered to the subject.

{8367} In some embodiments, about 400 myg to about 450 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

18368} In some embodiments, about 450 myg to about 500 mg of Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject.

{6369} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 25 myg to about 75 mg, about
30 mg to about 80 mg, about 35 mg to about 85 mg, about 40 mg to about 90 mg, about 45 mg to
about 95 mg, about 50 mg to about 100 mg, about 55 mg to about 105 mg, about 60 mg to about
110 mg, about 65 mg to about 115 mg, about 70 mg to about 120 mg, or about 75 mg to about 125

mg.
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{0378} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 15
administered to the subject in one of the following amounts: about 30 mg to about 75 mg, about
35 mg to about 80 mg, about 40 mg to about 85 mg, about 45 mg to about 90 mg, about 50 mg to
about 95 mg, about 55 mg to abowt 100 mg, about 60 mg to about 105 mg, about 65 myg to about
110 mg, about 70 mg to about 115 myg, or about 75 myg o about 120 mg.

{8371} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 15
administered to the subject in one of the following amounts: about 35 mg to about 75 mg, about
40 mg to about 80 mg, about 45 mg to about 85 mg, about 50 mg to about 90 myg, abouwt 55 mg to
about 95 mg, about 60 mg to about 100 mg, about 65 mg to about 105 mg, about 70 mg to about
110 mg, or about 75 mg to about 110 mg.

18372} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 40 mg to about 75 mg, about
45 mg to about 80 mg, about 30 mg to about 85 mg, about 55 mg to about 90 mg, about 60 mg to
about 95 mg, about 65 mg to about 100 mg, about 70 mg to about 105 myg, or about 75 mg to about
110 g

[8373] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
administered to the subject in one of the following amounts: about 45 mg to about 75 mg, about
S0 mg to about 80 myg, about 55 mg to about 85 mg, about 60 mg to about 90 mg, about 65 mg to
about 95 rug, about 70 mg to about 100 myg, or about 75 mg to about 105 mg,

{8374} In some embodiments, Compound A, or a pharmaceutically accepiable salt thereof, 1s
admnistered o the subject in one of the following amounts: about 50 mg to about 75 mg, about
55 mg to about 80 mg, about 60 mg to about 85 mg, about 65 mg to about 90 mg, about 70 mg to
about 95 mg, or about 75 mg to about 100 mg,

{8375} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 1s
admunistered to the subject in one of the following amounts: about SO0 mg to about 75 mg, about
55 mg to about 80 mg, about 60 mg to about 85 mg, about 65 mg to about 90 mg, about 70 mg to
about 95 mg, or about 75 mg to about 100 mg,

{0376} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, is
administered to the subject in one of the following amounts: about 55 mg to about 75 mg, about
60 mg to about 80 mg, about 65 mg to about 85 mg, about 70 mg to about 90 mg, or about 75 mg

to about 95 mg,
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{6377} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, 15
administered to the subject in one of the following amounts: about 60 mg to about 75 mg, about
65 mg to about 80 mg, about 70 mg to about 85 myg, or about 75 mg to about 90 mg.

{8378} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, s
administered to the subject in one of the following amounts: about 65 mg to about 75 mg, about
70 mg to about 80 mg, or about 75 myg to about 85 mg.

{8379} In some embodiments, the subject is in a fed state at the time of admunistration.

{8386} In some embodiments, the subject 15 1n a fasted state at the time of administration.

18381} Dosage and administration are adjusted to provide sufficient levels of the compound of the
disclosure or to maintain the desired effect. Factors which may be considered include the severity
of the disease state, general health of the subject, age, weight, and gender of the subject, diet, time
and frequency of administration, drug combination{s), reaction sensitivities, and
tolerance/response 1o therapy.

{8382} In one aspect, the preseni application relates to a method of treating and/or preventing
SBMA comprising administering to a subject 1o need thereof an effective amount of Compound
A, or a pharmaceutically acceptable salt thereof, n combination with one or more additional
bicactive agents.

[8383] In some embodiments, the one or more addiional boactive agent 15 leuprorelin or a
pharmaceutically acceptable salt thereof. Tn some embodiments, the one or more additional
bicactive agent 13 leuprorelin acetate.

[8384] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, and
feuprorelin acetate are admmistered to the subject simultanecusly. In some embodiments,
Compound A, or a pharmaceutically acceptable salt thereof, and leuprorelin acetate are
admunistered to the subject sequentially.

{6385} In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, and
the one or more additional bioactive agents are administered to the subject in temporal proximity.
[0386] In some embodiments, Compound A, or a pharmaceutically acceptable salt thereof, and
leuprorelin or a pharmaceutically acceptable salt of leuprorelin {e.g., leuprorelin acetate) are
admunistered to the subject in temporal proximity.

{8387} In some embodiments, “temporal proximity” means that administration of Compound A,

or & pharmaceutically acceptable salt thereof, occurs within a time period before or after the
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admimistration of the one or more additional bisactive agents, such that the therapeutic effect of
Compound A, or a pharmaceutically acceptable salt thereof, overlaps with the therapeutic effect
of the one or more additional biocactive agents. In some embodiments, the therapeutic effect of
Compound A, or a pharmaceutically acceptable salt thereof, completely overlaps with the
therapeutic effect of the one or more additional bioactive agents. In some embodiments, “temporal
proximity” means that admimstration of Compound A, or a pharmaceutically accepiable salt
thereof, occurs within a time period before or after the administration of the one or more additional
bioactive agents, such that there is a synergistic effect between Compound A, or a
pharmaceutically acceptable salt thereof, and the one or more additional bicactive agents. In some
embodiments, the additional bicactive agent 1s leuprorelin, or a pharmaceutically acceptable salt
thereof. In some embodiments, the additional bioactive agent is leuprorelin acetate.

[0388] “Temporal proximity” may vary according to various factors, including but not limited
to, the age, gender, weight, genetic background, medical condition, disease history, and treatment
history of the subject to which the therapeutic agents are o be adnunistered; the disease or
condition to be treated or amehorated; the therapeutic outcome to be achieved; the dosage, dosing
frequency, and dosing duration of the therapeutic agents; the pharmacokinetics and
pharmacodynamics of the therapeutic agents; and the route(s) through which the therapeutic agents
are admunistered. Tn some embodiments, “temporal proximity” means within 15 minutes, within
30 minutes, within an hour, within two hours, within four hours, within six hours, within eight
hours, within 12 hours, within 18 hours, within 24 hours, within 36 hours, within 2 days, within 3
days, within 4 days, within 5 days, within 6 days, within a week, within 2 weeks, within 3 weeks,
within 4 weeks, with 6 weeks, or within 8§ weeks. In some embodiments, multiple administration
of one therapeutic agent can occur in temporal proximity to a single administration of another
therapeutic agent. In some embodiments, temporal proximity may change during a treatment cycle

or withmn a dosing regimen.

SUMMARY OF EXAMPLES - THE EVALUATION OF AR PROTAC DEGRADEES IN A SCREENING TIER
FOCUSED ON POLY(3- AR DEGRADATION IN MUSCLE
[8389] A screening tier was specifically designed to identify compounds with the desired activity

agaimst poly(Q-AR in the cell type {myotubes} and tissue {muscle} that i1s heavily impacted
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SBMA {FIG. 10} Ultimately, Compound A was discovered to improve phenstypes associated

with SBMA in a murine model of disease.

EXAMPLES

8356} The disclosure 1s further illustrated by the following examples, which are not to be
construed as bimiting this disclosure 1 scope or spirit to the specific procedures hergin described.
It is to be understood that the examples are provided to illustrate certain embodiments and that no
fimitation to the scope of the disclosure is intended thereby. 1t 15 to be further understood that resort
may be had to various other embodiments, modifications, and equivalents thereof which may
suggest themselves to those skilled in the art without departing from the spurit of the present

disclosure and/or scope of the appended claims.

EXAMPLE 1 — KEPRESENTATIVE METHODS

{8391} Animal dosing and tissue harvest,

[8392] Using six- to eight-week-old C57BI/G male mice, chow and water were provided ad
fibingm. Compounds were administered by oral gavage at the indicated dose using 5% dimethyl
sutfoxide (DMS(O), 95% (2% Tween 80, PEG 400) as the vehicle. Mice were euthanized by using
Isofturane mhalation {2-4% induction} followed by decaputation 24 hours post dose unless
otherwise indicated. The levator anvbulbocavernosus (LABC) muscle was dissected and
mmediately snap frozen and stored at -80 °C prior to apalysis. Compound exposure was measured
m serum and muscle lysates.

[8393] Male mice harboring approxamately 73 + 14 copies of full-length human AR harboring 100
CAG repeats in exon 1 {hARI00Q) ("hARI00(Q mice”) were used in this study. BAR100(Q muce
were obtamned from mice {C57BL/6] background) expressing heterozygous human normal-length
ARI00Q (AR100Q+/-) under the control of the cytomegalovirus immediate-early enhancer and
the chicken beta-actin (pCAGGS) promoter. These transgenic Hines were maintamned, and the
colony expanded by breeding with C57BL/6J (Jackson Laboratory} wild-type (W) mice.

183894} A total of 24 hAR100Q and 20 littermate controls were used for this study. Each genotype
was divided into two groups of 10 (control vs Compound A} giving a total of four separate groups
(WT control, WT Compound A, BARI00Q control, and hARI106Q Compound A}. All mice were

fed control chow beginning at 4 weeks of age. At 5 weeks of age, treated groups were switched to

/
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Compound A-formulated chow and the remaining mice were fed control chow. Body weights were
recorded weekly starting at 5 weeks of age.

18395} Genotyping.

[8396] Mouse genotvpes were determined by PCR of DNA extracted from mouse ear clips. A
REDExtract-N-Amp Tissue PCR kit was used to extract mouse-ear DNA. PCR was performed
using the following primers: human AR transgene (forward 8-CTTCTGGCGTGTGACCGGCG
(SEQ ID NQ: 2), reverse 3" -TGAGCTTGGCTGAATCTTCC (SEQ 1D NO: 3)), and BCI2 control
(forward 5 -ATGGCGCAAGCCGGGAGAACA  (SEQ 1B NGO 4),  reverse 5
CCGGTTCAGGTACTCAGTCAT (8EQ 1D NO: $)).

{8397} Chow formulation.

18398} Compound A was formulated at 100 parts per million (ppm) Compound A in rodent chow
{(Purina #5015). This dose level (100 ppm) approximates a 15 mp/kg dose for a mouse that weighs
20 g and consumes 3 g of chow per day. For control chow, rodent chow (Purina #3013) was re-
pelleted in an identical manner to the Compound A-formulated chow.

18399} 4-paw grip strength.

[84606] A grip strength apparatus was utilized to measure the force exerted by the forepaws only,
or all four paws of mice once per week beginning at 7 weeks of age. The apparatus was placed on
a sturdy flat lab bench and the apparatus’s grid wire mesh was used for all four paws. Individual
mice grasped a wire mesh (all four paws) and were gently pulled by the base of their tail to measure
their maxamuom force exerted to marniain their grip. The grip strength assay was conducted 6 times
per mouse, for all four paws.

{8461} Treadmil.

18402} A Touchscreen Treadmill was utilized to analyze length of time running at increasing
speeds until exhaustion. Individual mice ran on a flat treadoull with a graded acceleration protocol
consisting of 10 meters (m)/min. for the first 40 mm., with the speed mcreasing thereafter by
merements of 1 m/min. every 10 min. for 30 min,, and then finally increasing speed by increments
of 1 m/min. every 5 min until the mice were exhausted. The exhaustion was determined by 3
consecutive seconds or 20 overall seconds of failure to exercise (by staying on shock rods at the
start of the treadmill}. Treadmill training was performed for 2 days before the first week of testing.

The training protoco! on day 1 consisted of 5 min. at & m/min, while day 2 consisted of 5 nun. at

o0
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8 m/mun. followed by 5 min. at 10 m/min. All testing events had a gradient warm-up period of 1
m/min. o the starting speed of 2 min.

0403} Mouse AR ELISA.

{8404} Anti-androgen receptor rabbit polvelonal antibody, clone PG-21 (Millipore; (6-680}), was
diluted in BupH carbonate-bicarbonate buffer {Thermo; 28382} to a concentration of 2 pg/mL and
coated onto 96-well ELISA plates by incubating 530 uL per well overnight at 37 °C. Plates were
washed 4x with tris-buffered saline (TBS) buffer containing 0.1% Tween-20 (TBS-0.1%7T) and
blocked with 3% bovine serum albumin in TBS-T for 3 hours at room temperature {200 uL per
well). AR peptide standard (Creative Biomart; Cat. No. AR-9788H) and samples were diluted in
1% bovine serum albumin (BSAYTBS-0.05%7T. After the blocking period, plates were washed as
above, and 50 ull of standard and samples were added. Plates were incubated overnight at 4 °C
with shaking Following the incubation period, the plates were allowed to acclimate to room
temperature with shaking for 1 hour. The detection antibody {anti-AR antibody, clone EPR1533
{abcam; ab194196}), conjugated fo horse radish peroxidase (HRP), was diluted 1:13000 mn 1%
BSA/TBS-0.05%T and co-incubated with the samples by adding SO ul to each well and shaking
for 2 hours at room temperature. Plates were washed as above Chemiluminescent substrate
(ELISABnight; Advansta; K-1602S5) was added to the plates (100 pL per well).
{0465} Cell lines.

[8486] Human embryonic kidney cells that constitutively express the tetracycline repressor
{(T-REx™.293 cells) {(Thermo Fisher Scientific - R71007) maintained in Dulbecco’s Modified
Fagle Medwm (BMEM) were supplemented with 10% heat nactivated fetal bovine serum
(26050088 Thermo Fisher Scientific), GlutaMAX (35050061 ThermoFisher Scientific), and 1%
penicilivystreptomyein (15140122 Thermo Fisher Scientific). AR and polyQ-AR were cloned
downstream of a tetracycline operator array and stably 1ntegrated into T-REx™.293 cells. AR or
poly(Q~AR expression was induced with 1 pg/ml doxycyehine.

{8467} Human ARS6( was amplified from a previously constructed plasmid containing poly(3-
AR and cloned into pLV-tetOn-lucZ-res-turboGFP digested with Age/Xhol using the Gibson®
assembly method to create plasmid 46. To construct a puromycin-selectable version, the Gibson®™
assembly method was used to join the Xbal ARSS( fragment from plasmid 46 to a lentiviral
backbone amplified from template-2-px459. The CAG repeat number was verified by Sanger

sequencing. Second generation lentivirus was produced by transfection of pSPAX2, pMD2.G, and
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the ARS6Q transfer plasmid Growth media was harvested at 48- and 72-hours posi-transfection
and cleared and subsequently concentrated by centrifugation. Titers were measured by real-time
quantitative reverse transcription polymerase chain reaction.

{8408} Cells were maintained 1n skeletal growth medium (PromoCell #23160). Immortalized
myoblasis harboring inducible human androgen receptor with 56 CAG repeats (hARS6(Q) were
constructed by lentiviral transduction with CMV-rtTA and TetO-ARS6Q-T2ZA-Puromycin
{(Mamchaoui, K. er al. Skeletal Muscle 1, 34 (2011)).

{8469} Myotube polyQ-AR HiBit.

18418} Human myoblasts containing & 36 polyQ expansion androgen receptor (AR} tagged with
the HiB1t protein were made as previously described (ACS Chem. Biol 2018, 13, 2, 467-474)
Cells were cultured in skeletal muscle basal media containing supplements (Promoceli, #C23060)
and 1% Penicillin/Streptomycin {ThermoFisher, #15070063) at 37 °C and 5% CO: until plating,
Prior to cell plating, 384-well plates were coated with 1:100 GelTrex (ThermoFisher, #1413201),
diluted in DMEM/F12 (ThermoFisher, #11330032), and incubated at 37 °C for 1-2 hours. The
media was then aspirated from the plates using a platewasher prior to plating myoblasts at a density
of 8000 cells/well in 45 pl. of muscle basal media. The myoblasts were then incubated overnight
at 37 °C. Following overnight incubation, the media was aspirated from the plates using a
platewasher and was replaced with 45 plL of skeletal muscle differentiation media containing
included supplements (Promocell, #C23061). Differentiation was allowed to occur for four days
at 37 “C prior to treatment with compounds. Prior to treatment, the compounds were diluted using
a 1 uL compound transfer into 100 pl. of skeletal muscle differentiation media containing 10
ug/ml doxycychine in a 384-well deep well microplate using an Agilent Bravo. This mtermediate
plate was used to transfer S uL of diluted compound into the 45 puL of differentiated myotubes to
vield a top concentration of 1 uM with 1 pug/mlb of doxycycline for polyQ-AR induction. The
myotubes were incubated for 24 hours to allow for induction and compound treatment and ARS6Q
was quantified using the Hibit (Promega) readout. The plates were removed from the incubator
and allowed to come to room temperature for 45 minutes. The cells were then treated with 25
ul/well of Iytic buffer contaiming 1:100 lytic substrate and 1:100 LgBit protemn and allowed to
mcubate for 45 minutes mcluding 10 minutes of shaking at 400 RPM. The plates were then read
on a plate reader under luminescent settings. Cell viability was measured in parallel on separate

plates using alamarBlue™ (ThermoFisher, #A50100). The plates were treated with 5 pL of
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alamarBlue™ substrate and allowed to incubate for 2 hours at 37 °C. The plates were then removed
from the incubator and allowed to equilibrate to room temperature for 2 hours prior to reading on
a plate reader at 560/590 (Ex/Em). All experiments were performed in technical triplicate and with
biological duplicates on separate dates.

{8411} Capillary Immunocessay for AR

[8412] Lysates for hiPSC-derived myotubes were prepared in lysis buffer (25 nM HEPES, 50 mM
sodium chicride, 1% NP-40, 1% SD8) supplemented with Halt Protease Inhibitor (78437 Thermo
Fisher Scientific), Benzonase, and MgCl (1 mM final concentration). The lysates were cleared by
centrifugation at 4 °C and supernatants were quantified using the BIO-RAD DC protein assay
(5000112 BIO-RAD). The AR and protein levels were quantified by an automated capiliary
immunoassay experiment (ProteinSimple). The AR and Myosin Protein levels were quantified and
normalized to total protein.

18413} Mouse endogenous AR, human ARI00Q, and high molecular weight hARI00Q from
hAR100Q mice were quantified by capillary immunoassay. Tissue lysates were prepared as
described above using antibodies to AR and resolved by capillary electrophoresis {ProteinSimple).
High molecular weight AR was quantified as the area under the curve (AUC) from 300 to 600
[0414] HEK293 PolyQ-AR High Content

[8413] The HEK 293 Poly(Q Androgen Receptor Cell line was kept 1o culture at 70% confluence.
The cells were plated in PDL coated 384 well plates in HEK Polv(3 AR complete Medium (DMEM
{ThermoFisher Scientific 11965-084}, 10% Tet Free FBS (ThermoFisher Scientific A47364-01)
and 1% Penn Strep (ThermoFisher Scientific 15140122) at a densuty of 10K/ well (333,333 cells
per mL and 30 ul. per well). The cells were incubated overnight at 37°C, 5% humudity. The
compounds were diluted in 160% DMSO and were diluted 1:3 for 10-point concentration-response
curves {CRCs), with the top concentration being 0.00 mM. Next, 2.5 ul. of 100% compounds were
stamped into 384 well plates using the Bravo hqud handler. Next, 50 yL of HEK PQ Complete
media + 10 pg/mL doxyeycline were added to the 2.5 gL stamp. Next, 3 uL of diluted compound
plate plus dox were added to the cell plates. The compound plates were run in triplicate. The final
compound concentration was 300 nM in 0.5% DMSO and 1 pug/mbL Dox The plates were
mcubated overmight at 37°C. The next day, the media was removed from the plates and was

replaced with 20 gL 4% paraformaldehyde (PFA) made in 1X PBS). The plates were incubated
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with PFA for 15 minutes and then washed 3X with PBS. The plates were permeabilized for 15
minutes with 0.5% Triton made in 1X PBS and then blocked with 5% Bovine Serum Albumin
{BSA). The plates were incubated with 5% BSA for one hour at room temperature. The BSA was
then removed from the plates and replaced with primary Androgen Receptor antibody (D6F11 Cell
Signaling 51358} diluted 1:100 in PBS with 0.1% BSA. The plates were sealed and mcubated
overnight at 4°C. The next day, the plates were washed 3x with PBS. Next, 20 uL of secondary
antibody (Donkey anti rabbit Alexa 647, lnvitrogen A31573) diluted 1:1000 mn 1x PBS and
Hoechst 33332 Dye (ThermoFisher Scientific H3570) diluted 1:500 was added to each well. The
plates were incubated for one hour at room temperature mn the dark. The plates were finally washed
3X with 1x PBS, and then covered with a black seal to protect from light. The plates were imaged
on the CX7 PRO (Thermeos Fisher Scientific) using a 20x objective. Two channels, Hoechst 33342
and Alexa 488 were acquired per well including ¢ fields per well. The images were analyzed by
segmenting the nuclei using the Hoechst positive signal. Then the degradation of AR was measured
by determining the average intensity of the AR within the separate nuclear and cytoplasmic
compartments.

[8416] AR agonism assay.

[8417] The AR Responsive Luciferase Reporter MDA-MB-453 Stable Cell Line (MDA-MB-453
ARE-luc) was utilized for the AR agomsm assay. These cells constitutively express the firefly
luciferase reporter gene under the control of the androgen receptor response element. MDA-MB-
453 ARE-luc cells were cultured in RPMI media (Thermo Fisher Scientific) supplemented with
5% charcoal-Dextran treated fetal bovine serum and were mamtained at 37 °C v a 5% CO
incubator. On day 0, the cells were seeded in 96-well plates at a density of 5x10° cells per plate.
To prevent serum androgen interference during the AR agomsm assay, the celfs were cultured m
phenol-free RPMI media without FBS. On day 1, the cells were treated with the compounds to
establish concentration-response curves ((RCTs). The compounds were adnunistered at a top
concentration of 300 uM with half-log dilutions. The synthetic AR agonist R1881 served as a
positive control, with a top concentration of 30 nM and half-log dilutions. E3 ligase inhibitor
pomalidomide was included in each well alongside the compounds at a concentration tenfold
higher than that of the treated compounds. OUn day 2, the colture medium was removed, and
luminescence data were obtained using the Bright Glo Assay (Promega, Catalog No. E2620) with

50 uL of Bright Glo buffer per well. Luminescence signals were recorded using a plate reader, and
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the agomism effect was calculated as a percentage using the formula: Agomsm effect (%) =
{Luminescence signal of compound / Maximum signal of R1881 at 30nM) * 100,

18418} Myotube High Content.

{8419} On day 0, immortalized myoblasts with inducible poly(3-AR {described above in “Cell
lines™} cells were seeded onto Geltrex-coated 96-well plates at a density of 4x10° cells per plate in
myoblast basal media (Promocell C-23060) supplemented with 1% penicillin-streptomycin (Pen
Strep) antibiotics. The plates were then incubated overnight at 37°C in a 5% COz environment.
Upon reaching 100% confluency (Day 1), the myoblast media were aspirated and replaced with
myotube differentiation media (Promocell C-23061}. The cells were cultured in this differentiation
media for 6 days, with media changes occurring every three days.

18428} On the sixth day of differentiation, the compounds and doxyeycline (1 pg/mb) diliwted in
100% dimethyl sulfoxide {(DMSO) were added to the myotubes. The plate was then incubated for
24 hours at 37°C 1n an incubator. On the following day (Day 7}, the culture media was removed
from the plates and replaced with 30 ul of 4% paraformaldehyde (PFA) prepared in 1X phosphate-
buffered saline (PBS). The plates were incubated with PFA for 15 minutes, followed by three
washes with PBS. Subsequently, the myotubes were permeabilized for 15 nunutes using 0.5%
Triton X~-100 in IX PBS and then blocked with 5% Bovine Serum Albumin (BSA) (Thermofisher,
#37520) for one hour at room temperature. After blocking, the plates were incubated overnight at
4 °C with primary anttbodies: a 1:100 dduted Androgen Receptor antibody (D6F11 Cell Signaling
51358) and a 1:200 diluted Desmin antibody {Thermofisher, MA1-22150}) in PBS containing 0.1%
BSA. The following day, the plates were washed three times with PBS and then jncubated for one
hour at room temperature in the dark with secondary antibodies: Goat anti-Mouse 647 {A21236)
for Desmin and Goat anti-Rabbit Alexa 488 for AR (A11034), both diloted at 11000 n 1X PBS.
Additionally, Hoechst 33342 (ThermoFisher Scientific H3570) were dituted at 1:500 and added to
each well. The plates were then washed three times with 1X PBS, sealed with a black cover to
protect from light and, imaged using a CX7 PRO microscope equipped with 4 20x objective. Three
channels, Hoechst 33342 and Alexa 488 and 647, were acquired per well, including six fields per
well. Image analysis involved segmentation of nuclet using Hoechst-positive signals and selection
of myotubes using Desmin-positive areas. Degradation was quantified by determining the average
mtensity of AR within separate nuclear and cytoplasmic compartments in Desmin positive area

{myotubes}.
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{0421} Myotube differentiation.

{0422 Control and SBMA hiPSCs were differentiated mto myotubes as previously described
(Caron, L. et al. 2016, STEM CELLS Transl. Med 3, 1145-1161) using the skeletal muscle
differentiation kit {Amsbio}. mPSCs were dissociated to single cells using Accutase and plated on
Geltrex-coated 10 cm culture plates at a density of 200,000 cells per plate with SBMA iPS8Cs in
skeletal muscle induction media (SKMO1, AMSBIO). Media changes were performed every
second day until cells were confluent (-7 days). The resulting myogenic precursor cells were then
dissociated to single cells using Accutase and replated on Matrigel-coated 24-well tissue culture
plate with 500 pb of cells at 35000 cells per ml, in skeletal myoblast media (SKMOZ,
AMSBIO). Half media changes were performed every second day until myoblasts reached
confluence (~7 days). The media was then switched to myotube medium (SKMO3, ASMBIO).
Media changes every second day until myotube formation was confirmed by microscopy.
Myotubes were treated on day 20 of differentiation {6 days’ worth of SKMO3 media) with
compounds diluted in DMSO for a final DMSO concentration of 0.01% in SKM03 media. The
cells were lysed 24 hours later m Pilerce RIPA buffer (Cat. No. §9900, ThermoFisher)
supplemented with Ix Halt protease intubitor cocktaid {(Cat. No. 87786, ThermoFisher), 1 mM

MgCh, and 1 ul. Benzonase Nuclease. AR protein was measured by capillary electrophoresis.

EXAMPLE 2 — TDENTIFICATION GF A COMPOUNI FOR THE TREATMENT OF SBMA

{8423} 132 compounds with potent activity in VCaP cells (BUso 0.032-2.5 nM, FIG. 1) were
evaluated m two orthogonal i vitre polyGQ-AR degradation assays. Degradation of HiBi-tagged
poly(3-AR was measured in human myotubes using Nano-Glo HiBit Lytic detection (FIG. 2A)
and degradation of untagged poly(3-AR was evaluated by high content imaging in HEK293 cells
(FIG. 2B). As shown m FIGS. 2A & 2B, multiple compounds demonstrated similar potency 1o
Compound A. 95 of the 132 compounds were selected for in vive screening based on the n vitro
profite (BCs0/Dmax} across AR and poly(Q-AR assays (FIGS. 2C and 2Dy,

{0424} In vivo degradation of endogencus AR was evaluated for 95 compounds in murine levator
ani/bulbocavernosus (LABC) muscle using a 30 mg/kg PO dose (see Example 1). The observed
AR degradation for these 95 compounds ranged from 0-85% of AR in mouse LABC. 77 of the 953

compounds evaluated failed to induce greater than 50% AR degradation in muscle (FIG. 3). These
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results ilustrate a lack of correlation between i vitre DCse/Dmax across multiple assays and the in

vivo AR degradation observed in muscle (Table 1).

Table 1. Correlation matrix between DCso and Duax from AR degradation assays 1n V{aP (AR},
HEK 293 (poly(-AR), and myotubes (polyQ-AR) and the degradation observed in U57BY6 mice
m the LABC muscle using a 30 mg/kg dose of compound.

Myotube Myotube HEKZ293 HEK293 V{aP /CaP LABC AR

Dnax DCso j DCso DCso Dimax depradation
Myotube Dmax ~ 0.22 0.34 ~(3.23 -0.22 (.41 -0.09
Myotube DCso 0.22 - -0.17 0.05 0.15 -(.06 0.16
HEK?293 Dmax 0.34 -0.17 ~ (.29 -0.12 (.54 -0.32
HEKZ293 DCso -0.23 0.035 0.29 - 0.22 ~(1.55 -0.02
VCaP BCs -0.22 0.15 -0.12 ¢.22 - ~(.32 0.01
VaP Dmax 0.41 -0.06 0.54 -(3.55 -0.32 - -0.09
LABC AR
degradation -0.09 0.16 -0.32 -0.02 0.01 -(3.09 -

{8425} Twenty compounds were selected for further in vivo and in vitro characterization. In vivo
potency was evaluated across multiple dose levels to establish a PK/PD relationship between
exposure and AR degradation in LABC muscle. Compounds that demonstrated potent dose
response PK/PD, t.e, higher doses of the compound induced more AR degradation, were evaluated
for subacute adverse events. Specifically, compounds that induced weight loss after up to 7 days
of dosing (30 mg/kg PO) were disqualified. Additional compounds were removed from
consideration due to unfavorable in vitro ADMET activity {Compound C: 50% hepatocyte toxicity
at TuM; Compound D hERG inhibition < 10uM) or poor oral bicavailability {Compound E) in
non-human primates. This left only Compound A and Compound B as suitable in vive candidates
among the screened compounds.

{8426} Chronic and progressive symptoms of SBMA are driven by the androgen dependent
toxicity of polyQ-AR. Without being bound by theory, an 1deal compound for the treatment of
SBMA would have muumal AR agonist activily {e.g., would not induce androgen dependent AR
activity) and it would prevent AR traunslocation to the nucleus by mediating 1s degradation. To
separate a compound’s AR agonist activity from its AR degradation, the agomism was evaluated
m the presence of pomalidomide to block the ability of the compound to bind to CRBN using

MDA-MB-453 cells engineered with an AR luciferase reporter gene (see Example 1) The ECso
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of Compound A and Compound B was 69 nM and 37 nM, respectively (FIG. 4A). At Eua, the
agonism activity relative to R1881 was slightly less for Compound A (< 40%) than Compound B
(> 40%) (FIG. 4A). AR in the nuclear compartment was measured in the presence of compound
by high content imaging in myotubes that overexpress polv(Q-AR (see Example 1}. The mean Do
achieved by Compound A in myotube nuclel was approximately 40%. In contrast, the mean Duax
for Compound B was highly vaniable and, on average, indicated an increase in nuclear poly(J-AR
relative to DMSO control cells (FIGS. 4B & 4C). Thus, while Compound B reduced the total
poly(Q-AR signal in myotubes (data not shown), the AR avatlable to mediate transcription in the
nucleus was greater than in cells treated with Compound A,

{84271 Human wnduced pluripotent stems cells (hiPSCs) from SBMA patients can be used o
generate myotubes in vitro {Caron, L. et al. 2016, Stem Cells Transl. Med. 5, 1145-1161). This
provides a human cell model relevant to SBMA. To confirm the pharmacology of Compound A
in disease relevant cells in the correct genetic background, myotubes were derived from two
mdependent SBMA patient liP8Cs and treated with Compound A,

[8428] A decrease m poly(Q-AR i SBMA hiPSC-myotubes was observed in a concentration-
dependent manmner with Compound A with a DCso and Dimax of 0.6-0.8 and 83-96%, respectively,
between the two donor PSC lines (FIG. SA). Compound F, an E3-inactive version of Compound
A, dud not mduce poly(Q-AR degradation (FIG. 5B). Thus, Compound A imduces degradation of

poly(-AR in disease relevant cells from SBMA patients 1o a CRBN-dependent manner,

EXAMPLE 3 — EFFICACY OF COMPOUND A TN A MURINE MODEL OF SBMA

[8429] In the murine mode] of SBMA used here (hereafter referred to as hAR100Q mice}, which
also expresses endogenous mouse AR, approximately 73 + 14 copies of full-length human AR
with 100 CAG repeats (hARI00Q) are driven by the pCAGGS promoter (Chivet, M. et al. 2020,
(ells 9, 325}, Heterologous expression of hART00Q results m muscle atrophy, motor deficits, and
premature death (Chivet, M. et al. 2020, Cells 9, 3253, Symptom onset starts as early as 8 weeks
of age and get progressively worse until week 13-14, at which time mice are euthanized because
of extreme immobility. In this study, male hBAR100Q mice and littermate controls {10 mice in each
eroup) were fed vehicle chow or Compound A-formulated chow at an approximate dose of 15
me/ke. In-diet dosing was used in lieu of PO dosing due to the fragile nature of this disease model.

Compound A-formulated chow was ntroduced at 5 weeks of age. In addition to weekly weight
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measurements, mice were evaluated using behavioral assays, including weekly grip strength
measurements and forced treadmill tests at 11 weeks of age.

184368} Compound A-formulated chow rescued weight loss over time in hRAR100Q mice compared
to vehicle fed hAR100Q mice (FIG. 6B} but had no impact on WT littermates {(FIG. 6C). Grip
strength 1t hAR100GQ muce declines every week starting at week 9. Compound A delayed the
decline and magnitude of grip strength decline (FIG. 7A). Grip strength was similar between
vehicle and Compound A treated WT littermates for the duration of the study (F1G. 7B). Muscle
endurance was tested at week 11 by forced treadmill test. The distance travelled on the treadmill
was significantly reduced in hARI100Q mice compared to WT littermates (FIG. 7C). hARI100Q
mice fed Compound A-formulated chow, however, performed as well as WT littermates. No
differences were observed between WT littermates that were fed vehicle versus Compound A
chow (FIG. 7C).

10431} A parallel cohort of hARI00Q mice was maintained in order to evaluate AR degradation
at the 11-week timepoint. hRAR100Q mice in this tissue cohort were fed chow identical to the mice
that underwent muscle sirength and endurance tests and were euthanized at 11-weeks of age.
[8432] Endogenous mouse AR and monomeric hAR100Q were reduced by 77% and 70%,
respectively (FIGS. 84, 8B, 8C). Reductions n aggregated hARI100G did not reach significance,
(FIG. 84, 8D).

[8433] Compound A mduces degradation of polyQ-AR in the quadriceps of AR100Q mice.
[8434] 46-60% of AR/poly(Q-AR was degraded i the quadriceps muscle

{8433} Reduction m the high molecular weight species were highly vanable, but trended towards
a reduction. Ree FIGS. 8E, 8F, 8, and 8H for results.

[8436] BAR1I00Q muce fed with Compound A-formulated chow had an increased median hifespan
of 151 days compared to 96 days for vehicle fed hAR100Q (FIG. 9). Lifespan was considered the
number of days from birth to the date of euthanasia. hARI100Q mice in this study were euthanized
when deemed to be moribund. Without being bound by theory, these data confirm that polyQ-AR

degradation mediated by Compound A is a potential treatment of SBMA.

EXAMPLE 4 — COMPOUND A INDUCES AR DEGRADATION IN THE PRESENCE OF PHYSIOLOGICALLY

RELEVANT CONCENTRATIONS OF ANDROGENS
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{0437} SBMA subjects have normal levels of androgens compared healthy individuals.
{Lancet Neurol. 2011 Feb;10(2):140-7. doi: 10.1016/81474-4422(10)y70321-5. Epub 2011 Jan 6.
PMID: 21216197, PMCID: PMC3056353 ) In order to mimic the in vivo conditions of SBMA
human subjects, experiments were conducted where androgens {e.g., dihydrotestosterone (DHT)Y)
competed with Compound A for AR binding. {FIG 11). With DHT present at 500 pM, Compound
A has a DCso of 5.9 nM in hiPSC myotubes. Without any DHT present (0 pM), the DCso of
Compound A improves to 0.5 nM. These resulis show that the presence of native androgens shifts

the pharmacology, but that Compound A still degrades the target protein in hiPSC myotubes.

EXAMPLE 5 — (GLOBAL PROTEOMICS IN SBMA HIPSC-MYOTUBES INDICATES A SINGLE
NEOSUBSTRATE: PDEGD

[0438] An analysis of global proteomics in hiSPC-myotubes shows that Compound A has
specificity for AR, Compound A degrades polyQ-AR whereas an F3-incative compound
{Compound F) does not degrade AR compared to control. (FIG. 12A). Out of the ~7,600 proteins
detected, only one neosubstrate (off-target substrate) was identified in myotubes for Compound A
(PDEGD, FIG. 12B). ~50% reduction of PDEGD was confumed by Western blot analysis {data not
shown). PDEGD was not a neosubstrate of Compound F, which is a modified version of Compound

A that does not bind the CRBN E3 Ubiquitin Ligase. (FIG. 12C).

EXAMPLE 6 - PK/PD N MOUSE MUSCLE
8439} Compound A degrades AR m muscle tissue (FIGS. 13A and 13B).

10446}

18441} About 10 mg/kg achieves AR degradation of ~30%.

[8442] AR returns to basal levels in about 48-72 hours i LABC muscle. (FIG. 13C).

Free fraction of Compound A 0 mouse 15 low (plasma = 0.44%}.

EQUIVALENTS

[0443] While the present invention has been described i conjunction with the specific
embodiments set forth above, many alternatives, modifications and other variations thereof will
be apparent to those of ordinary skill in the art. All such alternatives, modifications and vanations

are intended to fall within the spint and scope of the present invention.
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ENUMERATED EMBODIMENTS

[8444] The aspects of the present disclosure are further described with references to the followmng
numbered embodiments:
1. A method of treating spinal and bulbar muscular atrophy (SBMA) in a subject in need thereof,

comprising adminmistering to the subject an effective amount of Compound A:

AT
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or a pharmaceutically

acceptable salt thereof

2. Compound A,

A
\\// ~\N 2N
/;\\j\ :’Q “/\

' , or a pharmaceutically
acceptable salt therect, for use in a method of treating spinal and bulbar muscular atrophy (SBMA)
in a subject in need thereof, wherein the method comprises administering to the subject an effective

amount of Compound A, or a pharmaceutically acceptable salt thereof

3. Use of Compound A,

P \ AN
\\/\ ON\ //j\&.
X 33\

, or a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar muscular

atrophy (SBMA), wherein the medicament comprises an effective amount of Compound A, or a
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pharmaceutically acceptable salt thereof, and the medicament 15 administered to a subject in need

thereof.

4. A method of treating spinal and bulbar muscular atrophy (SBMA) in a subject in need thereot,

comprising administering to the subject about I mg to about 500 mg of Compound A:

, or a pharmaceutically

acceptable salt thereof

5. Compound A,

o /‘\/\ vfj‘

, or a pharmaceutically
acceptable salt thereof, for use 1n a method of treating spinal and bulbar muscular atrophy (SBMA)
in a subject in need thereof, wherein the method comprises adnunistering to the subject about |

mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof.

6. Use of Compound A,

Q
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A
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, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar muscular

atrophy {SBMA), wherein the medicament comprises about 1 mg to about SO0 myg of Compound
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A, or a pharmaceutically acceptable salt thereof, and the medicament is administered to a subject

in need thereof.

7. A method of treating a symptom of spinal and bulbar muscuolar atrophy (SBMA) in a subject in

need thereof, comprising administering to the subject an effective amount of Compound A:

, or a pharmaceutically

acceptable salt thereof

& Compound A,

S N
\’4\\” 7_7“\\ )*\,7!
o /‘\/L\O«"L{\ o

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating a symptom of spinal and bulbar muscular
atrophy (SBMA) in a subject in need thereof, wherein the method comprises adnunistering to the

subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof.

9. Use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of & medicament for treating a symptom of spinal and

bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective amount of

e
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Compound A, or a pharmaceutically acceptable salt thereof, and the medicament 15 administered

o a subject in need thereot

10. A method of treating a symptom of spinal and bulbar muscular atrophy (SBMA} in a subject
in need thereof, comprising administering to the subject about 1 mg to about 500 mg of Compound

A

Ci‘/j\\’)\ﬁ"/[\il\\ ©

‘ , or a pharmaceustically

acceptable salt thereof

1. Compound A,

‘ . or a pharmaceutically
acceptable salt thereof, for use in a method of treating a symptom of spinal and bulbar muscular
atrophy (SBMA} 10 a subject in need thereof, wherein the method comprises admmnistering to the

subject about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof.

12. Use of Compound A,
o)
O
gV
/’j/\m S e

I
NN )\ o O

or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a symptom of spinal and

bulbar muscular atrophy (SBMA), wherein the rnedicament comprises about | mg to about 500
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mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament s

administered to a subject in need thereof.
13, A method of treating or preventing spinal and bulbar muscular atrophy (SBMA) in 2 subject

in need thereof, comprising administering to the subject about 1 mg to about 500 mg of Compound

A

i , or a pharmaceutically

acceptable salt thereof

14, Compound A,

O
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, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy {SBMA) in a subject in need thereof, wherein the method comprises administering to the

subject about 1 mg to about 500 mg of Compound A, or a pharmaceutically accepiable salt thereof.

15, Use of Compound A,

e
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, ©or a pharmaceuticaily
acceptable salt thereof, for the preparation of a medicament for treating or preventing spmal and

bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about 500
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mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament s

administered to a subject in need thereof.
16, A method of treating or preventing a symptom of spinal and bulbar muscular atrophy (§SBMA)

in a subject in need thereof, comprising administering to the subject about 1 mg to about 500 mg

of Compound A

i , or a pharmaceutically

acceptable salt thereof

17. Compound A,

O
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, or a pharmaceutically
acceptable sali thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy {SBMA} m a subject in need thereof, wherein the method comprises
administering to the subject about 1 myg to about 500 mg of Compound A, or a pharmaceutically

acceptable salt thereof

18. Use of Compound A,
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, or a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
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of spinal and bulbar muscular atrophy (SBMA}, wherein the medicament comprises about 1 mg to
about 300 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament

1s administered o a subject in need thereof.

19. The method, compound, or use of any one of Embodiments 7-12 or 16-18, wherein the
svmptom of SBMA is fatigue, muscle cramps, weakness in the limbs, difficulty in chewing,
difficulty in swallowing, difficulty speaking, diminished deep tendon reflexes, lack of pathological
reflexes, diminished wvibration sensation n legs, erectie dysfunction, reduced fertility,
gynecomastia, testicular atrophy, glucose resistance, hyperlipidenua, fatty liver disease, or a

combination thereof.

20. The method, compound, or use of any one of Embodiments 1-19, wherein Compound A ora

pharmaceutically acceptable salt thereof, is administered to the subject orally.

21. The method, compound, or use of any ovne of Embodiments 1-20, wherein Compound A, ora

pharmaceutically acceptable salt thereof, 1s admunistered to the subject orally in the form a tablet.

22, The method, compound, or use of any one of Embodiments 1-20, wherem Compound A, or a

pharmaceutically acceptable salt thereof, 18 admuimistered to the subject orally as a solution.

23. The method, compound, or use of any one of Embodiments 1-22, wherein about 3 mg to about
500 mg of Compound A, or a pharmaceutically acceptable salt thereof, 15 administered to the

subject.

24, The method, compound, or use of any one of Embodiments 1-22, wherein about 50 mg to
about 500 myg of Compound A, or a pharmaceutically acceptable salt thereof, is administered to

the subject.

25. The method, compound, or use of any one of Embodiments 1-22, wherain about 5 mg to about
400 mg of Compound A, or a pharmaceutically acceptable salt thereof, is admimistered o the

subject.
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26, The method, compound, or use of any one of Embodiments 1-22, whergin about 10 mg to
about 350 mg of Compound A, or a pharmaceutically acceptable salt thereof, is administered to

the subject.

27. The methed, compound, or use of any one of Embodiments 1-22, whergin about 15 mg to
about 300 mg of Compound A, or a pharmaceutically acceptable salt thereof, is admimnistered to

the subject.

28, The method, compound, or use of any one of Embodiments 1-22, wherein about 20 mg to
about 250 myg of Compound A, or a pharmaceutically acceptable salt thereof, s administered to

the subject.

29, The method, compound, or use of any one of Embodiments 1-22, wherein about 25 mg to
about 200 mg of Compound A, or a pharmaceutically acceptable salt thereof, 15 administered to

the subject.

30. The method, compound, or use of any one of Embodirnents 1-22, wherein about 30 mg to
about 150 myg of Compound A, or a pharmaceutically acceptable salt thereof, 15 administered to

the subject.

31. The method, compound, or use of any oue of Embodiments 1-22, wherein about 25 mg of

Compound A, or a pharmaceutically acceptable salt thereof, 1s administered to the subject.

32. The method, compound, or use of any one of Embodunents 1-22, wherein about 530 mg of

Compound A, or a pharmaceutically acceptable salt thereof, s administered to the subject.

33. The method, compound, or use of any one of Embodiments 1-22, wherein about 75 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is admunistered to the subject.
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34. The method, compound, or use of any one of Embodiments 1-22, wherein abowt 100 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

35. The method, compound, or use of any one of Embodiments 1-22, wherein about 125 mg of

Compound A, or a pharmaceutically acceptable salt thereof, s administered to the subject.

36. The method, compound, or use of any one of Embodiments 1-22, wherein about 150 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

37. The method, compound, or use of any one of Embodiments 1-22, wherein about 175 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

38. The method, compound, or use of any one of Embodiments 1-22, wherein about 200 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

39. The method, compound, or use of any one of Embodiments 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, 15 admunistered to the subject in one of the following
amounts: about 25 mg to about 75 mg, about 30 mg to about 80 mg, about 35 mg to about 85 mg,
about 40 mg to about 90 mg, about 45 myg to about 95 mg, about 50 mg to about 100 mg, about 55
mg to about 105 mg, about 60 mg to about 110 mg, about 65 mg to about 115 mg, about 70 mg to

about 120 mg, or about 75 mg to about 125 mg.

40, The method, compound, or use of any one of Embodiments 1-22, wheren Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 30 mg to about 75 mg, about 35 mg to about 80 mg, about 40 mg to about 85 mg,
about 45 mg to about 90 mg, about 530 mg 1o about 95 mg, about 55 mg to about 100 mg, about 60
mg to about 105 mg, about 65 mg to about 110 mg, about 70 mg to about 115 mg, or about 75 mg

to about 120 mg.

41. The method, compound, or use of any one of Embodiments 1-22, wheremn Compound A, ora

pharmaceutically acceptable salt thereof, is adminigtered to the subject in one of the following
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amounts: about 35 mg to about 75 mg, about 40 mg to about 80 mg, about 45 mg to about 85 mg,
about 30 mg to about 90 mg, about 55 mg to about 95 mg, about 60 mg to about 100 mg, about 65

mg to about 105 myg, about 70 mg to about 110 mg, or about 75 mg to about 110 mg.

42. The method, compound, or use of any one of Embodiments 1-22, wheremn Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 40 mg to about 75 mg, about 45 mg to about 80 mg, about 50 mg to about 85 mg,
about 55 mg to about 90 mg, about 60 mg to about 95 mg, about 65 mg to about 100 mg, about 70

mg to about 105 mg, or about 75 mg to about 110 mg.

43, The method, compound, or use of anv one of Embodiments 1-22, wheremn Compound A, ora
pharmaceutically acceptable salt thereof, 1s administered to the subject in one of the following
amounts: about 45 myg to about 73 mg, about 50 mg to about 80 mg, about 53 mg to about 835 mg,
about 60 mg to about 90 mg, about 65 myg to about 95 mg, about 70 mg to about 100 myg, or about

75 mg to about 105 mg.

44, The method, compound, or use of any one of Embodiments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 50 myg to about 75 mg, about 55 mg to about 80 mg, about 60 mg to about 85 mg,

about 65 mg to about 90 mg, about 70 mg to about 95 mg, or about 75 myg to about 100 mg.

45, The method, compound, or use of any one of Emboduments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, 15 admuinistered to the subject 1n one of the following
amounts: about 50 mg to about 75 mg, about 35 mg to about 80 mg, about 60 mg to about 85 mg,

about 65 mg to about 90 mg, about 70 mg to about 95 mg, or about 75 mg to about 100 mg.

46, The method, compound, or use of any one of Embodiments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 55 mg to about 75 mg, about 60 mg to about 80 mg, about 65 mg o about &5 mg,

about 70 mg to about 90 mg, or about 75 mg to about 95 mg.
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47 The method, compound, or use of any one of Embodiments 1-22, wherein Compound A ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 60 mg to about 75 mg, about 65 mg to about 80 mg, about 70 mg to about 85 me,

t=5]

or about 75 mg to about 90 mg.

48. The method, compound, or use of any one of Embodiments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof) is administered to the subject in one of the following
amounts: about 65 mg to about 75 myg, about 70 myg to about 80 myg, or about 75 mg to about 85

mg.

49, The method, compound, or use of anv one of Embodiments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, 1s administered to the subject in one of the following
amounts: about 200 mg to about 300 mg, about 200 mg to about 4530 mg, about 200 mg to about
400 mg, about 200 mg to about 350 myg, about 200 mg to about 300 mg, or about 200 mg to about

250 rog.

50. The method, compound, or use of any one of Embodiments 1-22, wherem Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
aroounts: about 230 mg to about 300 mg, about 230 mg to about 450 mg, about 250 mg to about

400 mg, about 250 mg to about 350 mg, or about 250 mg to about 300 mg.

51. The method, compound, or use of any one of Embodiments 1-22, wherem Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject in one of the following
amounts: about 300 mg to about 500 mg, about 300 mg 1o about 450 mg, about 300 mg to about

400 mg, or 300 mg to about 350 mg,

52. The method, compound, or use of any one of Embodiments 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 350 mg to about 500 mg, about 350 mg to about 450 mg, about 350 mg to about
400 mg, about 400 mg to about 500 mg

g, about 400 mg to about 450 myg, or about 450 mg to about
500 mg.
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53. The method, compound, or use of any one of Embodiments 1-52, wherein Compound A, ora

pharmaceutically acceptable salt thereof, i1s admunistered to the subject once a day, once every two

days, once every three days, or once every four days.

54. The method, compound, or use of any one of Embodiments 1-53, wherem Compound A, or a

pharmaceutically acceptable salt thereof, is admunistered to the subject once a day.

55, The method, compound, or use of any one of Embodiments 1-54, wherein the subject is ina

fed state at the time of administration.

56. The method, compound, or use of any one of Embodiments 1-34, wherein the subjectis ina

fasted state at the time of administration.
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CELAIMS

1. A method of treating spinal and bulbar muscular atrophy (8SBMA) 1n a subject in need

thereof, comprising administering to the subject an effective amount of Compound A:
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2. Compound A,
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, or & pharmaceutically
acceptable salt thereof, for use in a method of treating spinal and bulbar muscular atrophy
{SBMA} in a subject in need thereof, wherein the method comprises administering to the subject

an effective amount of Compound A, or a pharmaceutically acceptable salt thereof.

3. Use of Compound A,

. or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar
muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered

to a subject in need thereof,
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4. A method of treating spinal and bulbar muscular atrophy (SBMA) 1n a subject in need

thereof, comprising administering to the subject about 1 mg to about 500 mg of Compound A
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, or a pharmaceutically

acceptable salt thereof.

5. Compound A,

’ , or & pharmaceutically
acceptable salt thereof, for use 1n a method of treating spinal and bulbar muscular atrophy
{(SBMA)} in a subject in need thereof, whereim the method comprises administering to the subject

about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof.

6. Use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating spinal and bulbar
muscular atrophy {SBMA), wherein the medicament comprises about 1 mg to about 500 mg of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered

o a subject in need thereof.
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7. A method of treating a symptom of spinal and bulbar muscular atrophy (SBMA} 1 a subject

m need thereof, comprising administering to the subject an effective amount of Compound A:
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i , or a pharmaceutically

acceptable salt thereof.

8. Compound A,

’ , or & pharmaceutically
acceptable salt thereof, for use in a method of treating a symptorn of spinal and bulbar muscular
atrophy (SBMA) n a subject in need thereof, wherein the method comprises administering to the

subject an effective amount of Compound A, or a pharmaceutically acceptable salt thereof,

9. Use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a sympiom of spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises an effective amount of
Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is administered

o a subject in need thereof.
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10. A method of treating a symptom of spinal and bulbar muscular atrophy (8BMA} 1n a subject
m need thereof, comprising administering to the subject about 1 mg to about 500 mg of
Compound A:
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, or a pharmaceutically

acceptable salt thereof

11, Compound A,

, of a pharmaceutically
acceptable salt thereof, for use in a2 method of treating a syroptom of spinal and bulbar muscular
atrophy {SBMA) 1n a subject in need thereof, wherein the method comprises administering to the
subject about 1 mg to about 500 mg of Compound A, or a pharmaceutically acceptable salt

thereof.

12. Use of Compound A,

, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for treating a sympitom of spinal and
bulbar muscular atrophy (SBMA), wherein the medicament comprises about 1 mg to about S00
mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicament is

administered to a subject in need thereof.
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13. A method of treating or preventing spinal and bulbar muscular atrophy (SBMA) n a subject
in need thereof, comprising adminisiering 1o the subject about 1 mg to about 500 mg of
Compound A:
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, or a pharmaceutically

acceptable salt thereof

14, Compound A,

N
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N A .
ot a pharmaceutically

acceptable salt thereof, for use in a method of treating or preventing spinal and bulbar muscular
atrophy (SBMA} in a subject in need thereof, wherein the method comprises administering to the
subject about 1 mg to about S00 mg of Compound A, or a pharmaceutically acceptable salt

thereof.

15, Use of Compound A,
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e , ot a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating or preventing spinal and

bulbar muscular atrophy {(SBMA), wherein the medicament comprises about | mg to about 500
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mg of Compound A, or a pharmaceutically acceptable salt thereof, and the medicameant is

administered to a subject in need thereof.
16. A method of treating or preventing a symptom of spinal and bulbar muscular atrophy

(SBMA} in a subject in need thereof, comprising administering to the subject about 1 mg to

about 500 mg of Compound A

| , or a pharmaceutically

acceptable salt thereof

17. Compound A,

A=

, or a pharmaceutically
acceptable salt thereof, for use in a method of treating or preventing a symptom of spinal and
bulbar muscular atrophy (SBMA) in a subject in need thereof, wherein the method comprises
admunistering to the subject about T mg to about 500 mg of Compound A, or a pharmaceutically

acceptable salt thereof

18, Use of Compound A,
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, or a pharmaceutically

acceptable salt thereof, for the preparation of a medicament for treating or preventing a symptom
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of spinal and bulbar muscular atrophy (SBMA}, wherein the medicament comprises about 1 mg
o about 500 mg of Compound A, or a pharmaceutically acceptable salt thereof, and the

medicament is administered to a subject in need thereof.

19. The method, compound, or use of any one of claims 7-12 or 16-18, wherein the symptom of
SBMA is fatigue, muscle cramps, weakness in the limbs, difficulty in chewing, difficulty in
swallowing, difficulty speaking, diminished deep tendon reflexes, lack of pathological reflexes,
diminished vibration sensation in legs, erectile dysfunction, reduced fertility, gynecomastia,
testicular atrophy, glucose resistance, hyperlipidemia, fatty hiver disease, or a combination

thereof.

20. The method, compound, or use of any one of claims 1-19, wherein Compound A, ora

pharmaceutically acceptable salt thereof, is administered to the subject orally.

~

21. The method, compound, or use of any one of claims 1-20, wherein Compound A, or a

pharmaceutically acceptable salt thereof, 1s admunistered to the subject orally in the form a tablet.

22, The method, compound, or use of any one of claims 1-20, wherein Compound A, or g

pharmaceutically acceptable salt thereof, 18 admuimistered to the subject orally as a solution.

23. The method, compound, or use of any one of claims 1-22, wherein about 5 mg to about 500

mg of Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

24. The method, compound, or use of any one of claims 1-22, wherein about 50 mg to about 500

mg of Compound A, or a pharmaceutically acceptable salt thereof, 1s adminisiered to the subject.

25, The method, compound, or use of any one of claims 1-22, wherein about 5 mg to about 400

mg of Compound A, or a pharmaceutically acceptable salt thereof] is administered to the subject.

26. The method, compound, or use of any one of claims 1-22, wherein about 10 mg to about 350

mg of Compound A, or a pharmaceutically acceptable salt thereof, 1s administered to the subject.
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27 The method, compound, or use of any one of claims 1-22, wherein about 15 mg to about 300

mg of Compound A, or a pharmaceutically acceptable salt thereof] is administered to the subject.

28. The method, compound, or use of any one of claims 1-22, wherein about 20 mg to about 250

mg of Compound A, or a pharmaceutically acceptable salt thereof, 1s administered to the subject.

29, The method, compound, or use of any one of claims 1-22, wherein about 25 mg to about 200

mg of Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

30. The method, compound, or use of any one of claims 1-22, wherein about 30 mg to about 150

mg of Compound A, or a pharmaceutically acceptable salt thereof, 1s administered to the subject.

31. The method. compound, or use of any one of claims 1-22, wherein about 25 mg of
{ 3 g

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

32. The method, compound, or use of any one of claims 1-22, wherein about 50 g of

Compound A, or a pharmaceutically acceptable salt thereof, 15 administered to the subject.

33. The method, compound, or use of any one of claims 1-22, wherein about 75 mg of

Compound A, or a pharmaceutically accepiable salt thereof, 1s administered to the subject.

34. The method, compound, or use of any one of claims 1-22, wherein about 100 mg of

Compound A, or a pharmaceotically acceptable salt thereof, 15 administered to the subject.

35, The method, compound, or use of any one of claims 1-22, wheren about 125 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

36. The method, compound, or use of any one of claims 1-22, wherein about 150 mg of

Compound A, or a pharmaceutically acceptable salt thereof, s administered to the subject.
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. The method, compound, or use of any one of claims 1-22, wherein about 175 mg of

Compound A, or a pharmaceutically acceptable salt thereof, is administered to the subject.

38 The method, compound, or use of any one of claims 1-22, wherein about 200 mg of

Compound A, or a pharmaceutically acceptable salt thereof, s administered to the subject.

39. The method, compound, or use of any one of claims 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof] is administered to the subject in one of the following
amounts: about 25 myg to about 75 mg, about 30 mg to about 80 mg, about 35 mg to about 85 myg,
about 40 mg to about 90 mg, about 45 mg to about 95 mg, about 50 mg to about 100 mg, about
55 mg to about 105 mg, about 60 mg to about 110 myg, about 65 mg to about 115 mg, about 70

mg to about 120 mg, or about 75 mg to about 125 mg.

40. The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, is admumstered to the subject in one of the following
amounts: about 30 mg to about 75 mg, about 35 mg to about 80 mg, about 40 mg to about 85 mg,
about 45 rog to about 90 mg, about S0 mg to about 95 mg, about 535 mg to about 100 mg, about
60 mg to about 105 mg, about 65 mg to about 110 mg, about 70 mg to about 115 mg, or about 75

mg to about 120 mg.

41, The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, 15 administered to the subject 11 one of the following
amounts: about 35 mg to about 75 mg, about 40 mg to about 80 mg, about 45 mg to about &5 mg,
about 50 mg to about 90 mg, about 35 mg to about 95 mg, about 60 mg to about 100 mg, about

65 mg to about 105 mg, about 70 mg to about 110 mg, or about 75 mg to about 110 mg,

42 The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 40 mg to about 75 mg, about 45 mg to about 80 mg, about 50 mg to about &5 mg,

g about

t=2]

about 55 mg to about 90 me, about 60 myg to about 95 mg, about 65 mg to about 100 m

70 mg to about 105 mg, or about 75 myg to about 110 mg.
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43, The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 45 mg to about 75 mg, about 50 mg to about 80 mg, about 55 mg to about 85 mg,
about 60 mg to about 90 me, about 65 myg to about 95 mg, about 70 mg to about 100 mg, or

t=2]

about 75 mg to about 105 mg,

44, The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 30 mg to about 75 mg, about 55 myg to about 80 mg, about 60 mg to about 85 mg,

about 65 mg to about 90 mg, about 70 mg to about 95 mg, or about 75 mg to about 100 mg.

45, The method, compound, or use of any one of claims 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof] is administered to the subject in one of the following

amounts: about S0 mg to about 75 myg, about 535 mg to about 80 mg, about 60 mg to about 85 mg,

>

about 65 mg to about 90 mg, about 70 rug to about 95 mg, or about 75 mg to about 100 mg,.

46. The method, compound, or use of any one of claims 1-22, wherein Coropound A, or a
pharmaceutically acceptable salt thereof, 1s admimstered to the subject in one of the following
amounts: about 55 mg to about 75 mg, about 60 mg to about 80 mg, about 65 mg to about 35 mg,

about 70 mg to about 90 mg, or about 75 mg to about 95 mg.

47, The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, s administered to the subject in one of the following
amounts: about 66 mg to about 75 mg, about 65 mg to about 80 mg, about 70 mg to about 83 mg,

foet]

or about 75 mg to about 90 mg.

48. The method, compound, or use of any one of claims 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, is admimistered to the subject in one of the following
amounts: about 65 mg to about 75 mg, about 70 mg to about 80 mg, or about 75 mg to about 85

mg.
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49 The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 200 mg to about 500 mg, about 200 mg to about 450 mg, about 200 myg to about

400 mg, about 200 mg to about 350 mg, about 200 mg to about 300 mg

=0

or about 200 mg to

about 250 mg,

50. The method, compound, or use of any one of claims 1-22, wherein Compound A, ora
pharmaceutically acceptable salt thereof, is admunistered to the subject in one of the following
amounts: about 250 mg to about S00 mg, about 250 mg to about 450 mg, about 250 mg to about

400 mg, about 250 mg to about 350 mg, or about 250 mg to about 300 mg.

31. The method, compound, or use of any one of claims 1-22, wheremm Compound A, or a
pharmaceutically acceptable salt thereof, is administered to the subject in one of the following
amounts: about 300 mg to about 300 mg, about 300 mg to about 450 myg, about 300 mg to about

400 mg, or 300 mg to about 350 mg,

52, The method, compound, or use of any one of claims 1-22, wherein Compound A, or a
pharmaceutically acceptable salt thereof, 15 admunistered to the subject in one of the following
amounts: about 350 mg to about 500 mg, about 350 mg 1o about 450 mg, about 350 mg to about
400 mg, about 400 mg to about 500 mg, about 400 mg to about 450 mg, or about 450 mg to about

500 mg.
53. The method, compound, or use of any one of claims 1-32, wherein Compound A, ora
pharmaceutically acceptable salt thereof] 18 admunistered to the subject once a day, once every

two days, once every three days, or once every four days.

54, The method, compound, or use of any one of claims 1-53, wherein Compound A, ora
s > Y

pharmaceutically acceptable salt thereof] is administered to the subject once a day.
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55, The method, compound, or use of any one of claims 1-54, wherein the subject s ina fed

state at the time of administration.

56. The method, compound, or use of any one of claims 1-54, wherein the subject is 1n a fasted

state at the time of administration.
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