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INHIBITION OF SMARCAZ FOR TREATMENT OF CANCER

RELATED APPLICATIONS
[001] This application claims the benefit of and priority to U.S. Provisional Application Nos.
62/464,811, filed February 28, 2017, and 62,542,241, filed August 7, 2017, the entire contents

of each of which are hereby incorporated by reference.

FIELD OF DISCLOSURE

[002] This disclosure relates to modulation (e.g., inhibition) of SMARCAZ for treating
cancer.

SUMMARY
[003] The present disclosure provides treatment modalities, e.g., strategies, treatment

methods, patient stratification methods, combinations, and compositions that are useful for the
treatment of disorders, e.g., proliferative disorders, such as certain cancers. Some aspects of
this disclosure provide treatment modalities, methods, strategies, compositions, combinations,
and dosage forms for the treatment of cell proliferative disorders, e.g., cancers, associated with
a certain biomarker, or patient stratification methods based on detection of a biomarker.

[004] Some aspects of this disclosure provide methods comprising modulating (e g,
inhibiting) a SMARCAZ activity in a cell exhibiting a decreased activity or function of
SMARCA4 (¢ g, aloss of function of SMARCA4).

[005] Some aspects of this disclosure provide methods of treating cancer in a subject in need
thereof, comprising administering a therapeutically effective amount of a SMARCAZ
antagonist to the subject or a cell of the subject. In some embodiments, the subject or cell of
the subject exhibits a decreased activity or function of SMARC A4 when compared to a control
level of the activity or the function of SMARCA4.

[006] Some aspects of the disclosure relate to a SMARCA2 antagonist for use in the treatment
of cancer in a cell or subject, wherein the cell or subject exhibits decreased activity or function
of SMARCA4 when compared to a control level of the activity or the function of SMARCA4.
[007] Some aspects of the disclosure relate to a SMARCAZ antagonist foruse as a
medicament for the treatment of cancer 1n a cell or subject, wherein the cell or subject exhubits

decreased activity or function of SMARCA4 when compared to a control level of the activity
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or the function of SMARCA4.

[008] Some aspects of the disclosure relate to the use of a SMARCAZ antagonist in the
manufacture of a medicament for the treatment of cancer in a cell or subject, wherein the cell or
subject exhibits decreased activity or function of SMARC A4 when compared to a control level
of the activity or the function of SMARCAA4.

[009] Some aspects of this disclosure provide methods of inhibiting an activity of
SMARCAZ, comprising contacting SMARCAZ enzyme with a SMARCAZ antagonist. In some
embodiments, the SMARCA2 enzyme ts within a cell, e.g., a cancer cell, and the method
coruprises contacting the cell with the SMARCAZ inhibitor, wherein the cell comprises a
biomarker of sensitivity to the SMARCAZ antagonist.

[010] Some aspects of this disclosure provide a SMARCAZ antagonist for use in inhibiting an
activity of SMARCAZ2, wherein the SMARCAZ antagonist is contacted with a SMARCAZ2
enzyme. In some embodiments, the SMARCAZ enzyme 1s within a cell, e.g., a cancer cell,
wherein the cell comprises a biomarker of sensitivity to the SMARCAZ2 antagonist.

[011] Some aspects of this disclosure provide a SMARCAZ antagonist foruse as a
medicament for inhibiting an activity of SMARCAZ, wherein the medicament 1s contacted with
a SMARCAZ enzyme. In some embodiments, the SMARCAZ enzyme is withina cell, e.g., a
cancer cell, wherein the cell comprises a biomarker of sensitivity to the SMARCAZ antagonist.
[012] Some aspects of this disclosure provide the use of a SMARCAZ antagonist in the
manufacture of a medicament for inhibiting an activity of SMARCAZ, wherein the medicament
is to be contacted with a SMARCAZ enzyme. In some embodiments, the SMARCAZ enzyme 18
within a cell, e.g., a cancer cell, wherein the cell comprises a biomarker of sensitivity to the
SMARCAZ2 antagonist,

[013] Some aspects of this disclosure provide methods of treating cancer in a subject in need
thereof, comprising administering to the subject a therapeutically effective amount of a
SMARCA?2 antagonist, wherein the subject or a cell of the subject comprises a biomarker of
sensitivity to the SMARCAZ antagonist.

[014] Some aspects of this disclosure provide a SMARCAZ antagonist for use in treating
cancer in a subject in need thereof, wherein the subject or a cell of the subject comprises a
biomarker of sensitivity to the SMAR{UAZ antagonist.

[015] Some aspects of this disclosure provide a SMARCAZ antagonist for use as a

~
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medicament for treating cancer in a subject in need thereof, wherein the subject or a cell of the
subject comprises a biomarker of sensitivity to the SMARCA?Z antagonist.

[016] Some aspects of this disclosure provide the use of a SMARCA2 antagonist in the
manufacture of a medicament for treating cancer in a subject in need thereof, wherein the
subject or a cell of the subject comprises a biomarker of sensitivity to the SMARCA2
antagonist.

[017] In some embodiments, the biomarker 15 a decreased activity or function of SMARCA4.
In certain embodiments, the biomarker is loss of function of SMARCA4.

[018] Some aspects of this disclosure provide methods of identitying a subject sensitive to
treatment with a SMARCAZ antagonist, comprising detecting a decreased activity or function
of SMARCA4 compared to a control level of the activity or the function of SMARCA4 in the
subject and administering the SMAR{CAZ antagonist to the subject, wherein the subject has a
cancer and wherein an improvement in a sign or symptom of the cancer indicates a sensitivity
of the subject or of a cancer cell of the subject for the SMARCAZ antagonist.

[019] In some embodiments, the control level is the fevel of activity of SMARCA4 in a
subject that does not have cancer.

[020] In some embodiments, the subject is a participant in a clinical trial. In some
embodiments, a criterion for participation of a subject in the clinical trial is a decreased activity
or function of SMARCA4, or loss of function of SMARCA4, in said subject or a cell of said
subject.

[021] Insome embodiments, the present disclosure features a method comprising inhibiting a
SMARCA?Z activity in a cell exhibiting loss of function of SMARCA4.

[022] Incertain embodiments of the methods disclosed herein, the SMARCAZ activity is an
ATPase activity.

[023] In certain embodiments of the methods, uses, or medicaments disclosed herein, the
SMARCA? activity is not a bromodomain activity.

[024] In some embodiments, the methods of the disclosure comprise contacting a cell with a
SMARCAZ antagonist. In certain embodiments, the cell is in vive, ex vivo, 10 vitro, or in situ.
In certain embodiments of the methods disclosed herein, the cell is in a subject.

[025] Insome embodiments, the cell is ex vivo or in vitro. In further embodiments, the cell is
isolated or derived from a subject that has a tumor.
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[026] In some embodiments, the tumor is malignant. In some embodiments, the tumeor is
metastatic.

[027] Insome embodiments, the methods of the disclosure comprise administering a
SMARCA?Z antagonist to a subject.

[028] In some embodiments of the disclosure, the SMARCAZ antagonist does not modulate
SMARCA4. For example, the SMARCAZ antagonist does not inhibit SMARCA4.

[029] In some embodiments of the disclosure, the SMARCAZ antagonist targets a helicase
domain of SMARCAZ.

[030] Insome embodiments of the disclosure, the SMARCAZ antagorust targets an ATPase
domain of SMARCAZ.

[031] In some embodiments of the disclosure, the SMARCAZ antagonist does not target a
bromodomain activity of SMARCAZ.

[032] Insome embodiments of the disclosure, the decreased activity of SMARCA4 1s caused
by a genetic mutation.

[033] Insome embodiments of the disclosure, the decreased activity of SMARCA4 is caused
by an epigenetic alteration.

[034] In some embodiments of the disclosure, the decreased activity of SMARCA4 is caused
by a decrease in SMARCA4 gene transcription, SMARCA4 gene transcript translation, or a
combination thereof.

[035] In some embodiments of the disclosure, the SMARCAZ antagonist 18 selected from the
group consisting of antisense RNA, shRNA, siRNA, CRISPR/Cas9, transcription activator-like
effector nucleases (TALEN), Zinc Finger nucleases (ZFN), antibodies, antibody fragments and
anttbody mimetics.

[036] Insome embodiments, the SMARCAZ antagonist is a SMARCA?2 inhibitor. In certain
embodiments, the SMARCA?Z inhibitor 1s a selective SMARCAZ inhibitor.

[037] In certain embodiments of the methods disclosed herein, the cell is in a subject, and the
method comprises administering a SMARCAZ inhibitor to the subject.

[038] Incertain embodiments of the disclosure, the SMARCAZ inhibitor inhibits an ATPase
activity of SMARCAZ.

[039] In certain embodiments of the disclosure, the SMARCAZ inhibitor selectively inhibits

an ATPase activity of SMARCAZ.
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[040] In some aspects, this present disclosure features methods of treating cancer, comprising
inhibiting a SMARCADZ activity in a subject in need thereof, wherein the subject has a cancer
characterized by loss of function of SMARCA4.

[041] Insome embodiments, the SMARCAZ antagonist is a SMARCAZ inhibitor. In some
embodiments, the SMARCAZ inhibitor is selected from the group counsisting of BMCIL. 2968, 1-
BET151, JQ1, and PFI-3. In some embodiments, the SMARCAZ inhibitorisPF1-3.

[042] In some aspects, this present disclosure features methods of treating cancer, comprising
inhibiting a SMARCAZ activity, e.g., a SMARCAZ helicase activity or a SMARCAZ ATPase
activity, in a subject in need thereof, wherein the subject has a cancer characterized by loss of
function of SMARCA4,

[043] Some aspects of this disclosure provide methods comprising modulating a
SMARCAZ activity in a cell exhibiting a decreased activity or function of SMARCA4. In
some embodiments, the cell is in vivo, ex vivo, in vitro, or in situ. In some embodiments, the
cell s in a subject, and the method comprises administering a SMARCAZ antagorust to the
subject. In some embodiments, the cell is ex vivo or in vitro, and wherein the cell is isolated or
derived from a subject that has a tumor. In some embodiments, the tumor is malignant. In
some embodiments, the tumor is metastatic.

[044] Some aspects of this disclosure provide methods of treating cancer in a subject in need
thereof, comprising administering a therapeutically effective amount of a SMARCAZ
antagonist to the subject or a cell of the subject, wherein said subject or cell of the subject
exhibits a decreased activity or function of SMARCA4 when compared to a control level of the
activity or the function of SMARCA4.

[045] Some aspects of this disclosure provide a SMARCAZ antagonist for use in treating
cancer in a subject in need thereof, wherein said subject or a cell of the subject exhibits a
decreased activity or tunction of SMARCA4 when compared to a control level of the activity
or the function of SMARCA4.

[046] Some aspects of this disclosure provide a SMARCAZ antagonist for use as a
medicament for freating cancer in a subject in need thereof, wherein said subject or a cell of the
subject exhibits a decreased activity or function of SMARCA4 when compared to a control
level of the activity or the function of SMARCA4.

[047] Some aspects of this disclosure provide the use of a SMARCA?Z antagonist in the
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manutacture of a medicament for treating cancer in a subject in need thereof, wherein said
subject or a cell of the subject exhibits a decreased activity or function of SMARCA4 when
compared to a control level of the activity or the function of SMARCA4.

[048] In some embodiments, the control level is the level of activity or function of
SMARCA4 in a subject that does not have cancer. In some embodiments, the method
comprises adnunistering the SMARCAZ antagonist to the cell or the subject based on the
decreased activity or function of SMARCA4 1n the cell or the subject.

[049] Some aspects of this disclosure provide methods of identifying a subject having a
cancer as a candidate for treatment with a SMARCAZ antagonist, comprising detecting a level
of activity or function of SMARCA4 in a cancer cell in the subject, comparing the level of
activity or function of SMARCA4 detected 1n the cancer cell to a control or reference level,
wherein the subject is identified as a candidate for treatment with a SMARCAZ antagonist, if
the level of activity or function of SMARCA4 1nn the cancer cell 15 decreased as compared to
the control or reference level. In some embodiments, the method comprises obtaining a sample
comprising a cancer cell from the subject.

[050] Some aspects of this disclosure provide methods of identifying a cancer cell as
sensitive to treatment with a SMARCA?2 antagonist, comprising detecting a level of activity or
function of SMARCA4 in the cancer cell, comparing the level of activity or function of
SMARCAA4 detected in the cancer to a control or reference level, wherein the cell is identified
as sensitive to treatment with a SMARCAZ antagonist, if the level of activity or function of
SMARCA4 19 decreased as compared to the control or reference level. In some embodiments,
the control or reference level of SMARCA4 activity or function is a level of SMARCA4
observed or expected in a healthy cell of the same origin as the cancer cell.

[051] In some embodiments, the SMARCA? antagonist inhibits SMARCAZ helicase
activity by at least 10%, at least 20%, at least 30%, at feast 40%, at least 50%, at least 60%, at
least 70%, at least 0%, at least 90%, at least 95%, at least 98%, or at least 99%, or abolishes
SMARCAZ activity. In some emnbodiments, the SMARCAZ2 antagonist inhibits SMARCAZ
ATPase activity by at least 10%, at least 20%, at least 30%, at least 40%, at least 50%, at least
60%, at least 70%, at least 80%, at least 90%, at least 95%, at least 98%, or at least 99%, or
abolishes SMARCAZ activity. In some embodiments, the SMARCAZ antagonist is a selective
SMARCA?2 antagonist. In some embodiments, the SMARCA?Z antagonist inhibits SMARCAZ

o
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activity at least 2-fold, at least 5-fold, at least 10-fold, at least 20-fold, at least 50-fold, at least
100-fold, at least 1000-fold, at least 10000-fold, or at least 100000-fold more etficiently than
SMARC4 activity. In some embodiments, the SMARCAZ antagonist does not inhibit
SMARCA4.

[052] In some embodiments, the SMARCAZ antagonist targets a helicase domain of
SMARCAZ. In some embodiments, the SMARCA?Z antagonist targets an ATPase domain of
SMARCAZ. In some embodiments, the SMARCAZ antagonist does not target a bromodomain
activity of SMARCA2,

[053] In some embodiments, the decreased activity of SMARCA4 13 caused by a genetic
mutation. In some embodiments, the decreased activity of SMARC A4 1s caused by an
epigenetic alteration. In some embodiments, the decreased activity of SMARCA4 15 caused by
a decrease in SMARCA4 gene transcription, by a decrease in SMARCA4 gene transcript
translation, by a post-translational modification, by a loss of protein-protein interaction, or a
combination thereof.

[054] Insome embodiments, the SMARCAZ antagonist is a small molecule SMARCAZ2
inhibitor. In some embodiments, the SMARCAZ antagonist is selected from the group
consisting of antisense RNA, shRNA, siRNA, CRISPR/Cas9, transcription activator-like
effector nucleases (TALEN), Zine Finger nucleases (ZFN), antibodies, antibody fragments and
anttbody mimetics.

[055] Any of the above aspects and embodiments can be combined with any other aspect or
embodiment.

[056] Other features and advantages of the invention will be apparent from the tollowing

drawings, detailed description, and claims.

BrIEF DESCRIPTIONS OF FIGURES
[057] The patent or application file contains at least one drawing executed in color. Copies of
this patent or patent application publication with color drawing(s) will be provided by the
Office upon request and payment of the necessary fee.
[058] The above and further features will be more clearly appreciated from the following

detailed description when taken in conjunction with the accompanying drawings.
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[059] Figure 1 is a graph showing CRISPR pooled screen data, itlustrating sensitivity (LogP
RSA) to SMARCAZ knockout. Cell lines are colored by SMARCA4 expression: blue
represents high SMARCA4 expression, red represents low SMARCA4 expression. Cell lines
which are sensitive to SMARCAZ knockout tend to have low SMARCA4 expression.

[060] Figure 2 is a graph showing a transcriptomic analysis of NSCLC cell lines that have
RNA seq. data available in Cancer Cell Line Encyclopedia (CCLE). The Figure demonstrates
that only cell lines with fow SMARCA4 expression are sensitive to SMARCAZ2 knockout.
[061] Figure 3 is a series of images of immunohistochemistry (IHC) slides of non-small cell
lung cancer tumor samples, screened for SMARCAZ/4 protein expression. Panels A-F show
samples with protein expression as follows: Panel A: double negative sample (foss of
SMARCAZ and SMARCA4); Panel B: SMARCA4 negative sample; Panel C: SMARCAZ
negative sample; Panel D: wild type samples; Panel E: double positive sample (SMARCAZ and
SMARCA4 expression present).

[062] Figure 415 a graph validating the anti-proliferative effect of SMARCAZ knockout in
SMARCA4 mutant cell lines. The figure shows the percent change in target CRISPR cells lines
over time following infection with the viral delivery vector for the CRISPR construct in
SMARCA4 mutant cell lines.

[063] Figure S is a graph demonstrating that inhibition of the ATPase domain drives
antiproliferative effects in cells. The graph shows the antiproliferative effect of SMARCAZ
knockout as a tunction of CRISPR guide target.

[064] Figure 6 is a sertes of graphs illustrating antiproliferative effects of bromodomain
inhibitor PFI-3. Panel A shows that PFI-3 binds to SMACAZ with nanomolar affinity. Panel B
shows that PFI-3 does not impact cell growth in SMARCA4-wt or mutant cell lines.

[005] Figure 7 is a series of graphs demonstrating that isolated full length SMARCAZ is well
behaved in activity assays. Panel A suromarizes the signal to background ratio (S:B) 1o an
ATPase high throughput bicluminescence assay. The S:B ratio was found to remain linear for
90 minutes, with a value of 10 at 5nM of SMARCAZ. Panel B 1s a plot of luminescence as a
function of SMARCAZ concentration. Panel C 1s a plot showing the results of a biosubstrate
analysis. The value of Ky was determined as 640uM and 5.8 mM for ATP and

mononucleosome, respectively. Panel D Hlustrates DMSO tolerance. Panel E illustrates
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uniformity of the assay. The z-factor was determined to 0.70. Panel F illustrates the
determination of ICso values for reference inhibitors.

[066] FKigure 8 is a sertes of graphs demonstrating behavior of SMARCA4 10 an activity
assay. Panel A summarizes the signal to background ratio (S:B} in an ATPase high throughput
bioluminescence assay. The 5:B ratio was found to remain linear for 90 minutes, with a value
of 7 at 5nM of SMARCA4. Panel B is a plot of luminescence as a function of SMARCA4
concentration. Panel C 18 a plot showing the results of a biosubstrate analysis for ATP. The
value of Ky was determined as 133 mM. Panel D is a plot showing the results of a biosubstrate
analysis for mononucleosome. The value of Kn was determined as 2.1 mM. Panel E illustrates
uniformity of the assay. The z-factor was determined to 0.71. Panel F illustrates the
determination of ICse values for a reference inhibitor.

[067] Figure 9 is a sertes of graphs illustrating the behavior of purified SWISNF complex in
an ATPase assay. Panel A is an tllustration of SWI/SNF complex purtfication from HEK293
cells using a SMARCRB-1 flag.

[008] Figure 10 1s a series of graphs tllustrating that the purified SWI/SNF protein complex
demonstrates similar kinetic parameters to SMARCAZ. Panel A is a plot of SWI/SNF and
SMARCA?2 activity as a function of mononucleosome concentration. Panel B is a plot of
SWESNF and SMARCAZ activity as a function of ATP concentration. Panel C 1s a plot of
ATP levels as a function of time for vartous concentrations of the SWI/SNF protein complex.
Panel D 15 a plot of luminescence as a function of the SWI/SNF protein complex concentration.
[069] Figure 11 illustrates the detection and validation of a small molecule SMARCA2
ATPase inhibitor (ADP). Panel A is a plot of surface plasmon resonance response of the
binding aftinity of the SMARCAZ inhibitor to truncated SMARCA? as a function of tirne.
Panel B is a plot of surface plasmon resonance response of the binding atfinity of the
SMARCAZ inhibitor to truncated SMARCAZ as a function of inhibitor concentration. The Ka
value was determined as 7 uM. Panel C is a plot of ATPase inhibition in full length (FL} and
truncated (TR} SMARCAZ, measured using a 2-amino-6-mercapto-7-methylpurine
ribonucleoside/Purine Nucleoside Phosphorylase (MESG/PNP) assay. The ICs0 values of the
SMARCAZ inhibitor were determined as 28 pM and 23 yM, for FL-SMARCA2 and TR-
SMARCA2 ICso, respectively.
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[070] Figure 12 is a Western Blot Analysis for SMARCA4 and SMARCA?2 for various non-

small cell lung cancer cell lines.

DETAILED DESCRIPTION
[071] The present disclosure provides treatment modalities, methods, strategies,
compositions, combinations, and dosage forms for the treatment of cell proliferative disorders,
e.g., cancers, associated with decreased activity or function of SMARCA4 (e.g, loss of
function of SMARCA4). Some aspects of this disclosure provide patient stratification methods
based on detection of a decreased activity or function, or loss of function, of SMARCA4.
[072] In some aspects, this present disclosure features methods comprising modulating a
SMARCAZ activity in a cell exhibiting a decreased activity or function of SMARCA4 (e g,
loss of function of SMARCAA4).
[073] In some aspects, this present disclosure features methods of treating cancer in a subject
in need thereof, comprising admunistering a therapeutically effective amount of a SMARCA?2
antagonist to the subject or a cell of the subject.
[074] In some aspects, the present disclosure features a SMARCAZ antagonist for use in the
treatment of cancer in a subject in need thereot.
[075] Insome aspects, the present disclosure features a SMARCAZ antagonist foruse as a
medicament for the treatment of cancer in a subject in need thereof
[076] In some aspects, the present disclosure features the use of a SMARCAZ antagonist in
the manufacture of a medicament for the treatment of cancer in a subject in need thereof.
[077] Insome embodiments, the subject or cell of the subject exhibits a decreased activity or
function of SMARCA4 compared to a control level of the activity or the function of
SMARCA4.
[078] In some aspects, this present disclosure features methods of modulating an activity of
SMARCA2, comprising contacting a cell with a SMARCAZ antagonist, wherein the cell
comprises a biomarker of sensitivity to SMARCAZ inhibition.
[079] In some aspects, the present disclosure features a SMARCAZ antagonist for use in
modulating an activity of SMARCA?Z, wherein said use comprises contacting a cell with a
SMARCAZ2 antagonist, wherein the cell comprises a biomarker of sensitivity to SMARCA2
inhibition.

10
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[080] In some aspects, the present disclosure features a SMARCAZ antagonist as a
medicament for modulating an activity of SMARCAZ2, wherein said medicament 1s for
contacting with a cell, wherein the cell comprises a biomarker of sensitivity to SMARCA2
inhibition.

[081] In some aspects, the present disclosure features the use of a SMARCA2 antagonist in
the manufacture of a medicament for modulating an activity of SMARCA2, wherein said
medicament is for contacting with a cell, wherein the cell comprises a biomarker of sensitivity
to SMARCAZ inhibition.

[082] In some aspects, this present disclosure features methods of treating cancerin a
subject in need thereot, comprising administering to the subject a therapeutically effective
amount of 2 SMARCAZ2 antagonist, wherein the subject or a cell of the subject comprises a
biomarker of sensitivity to the SMAR{UAZ antagonist.

[083] In some aspects, the present disclosure features a SMARCAZ antagonist for use in the
treatment of cancer 1n a subject in need thereof, wherein the subject or a cell of the subject
comprises a biomarker of sensitivity to the SMARCAZ antagonist.

[084] In some aspects, the present disclosure features a SMARCAZ antagonist for use as a
medicament for the treatment of cancer in a subject in need thereot, wherein the subject ora
cell of the subject comprises a biomarker of sensitivity to the SMARCAZ antagonist.

[085] In some aspects, the present disclosure features the use of a SMARCA2 antagonist in
the manufacture of a medicament for the treatment of cancer in a subject in need thereof,
wherein the subject or a cell of the subject comprises a biomarker of sensttivity to the
SMARCA? antagonist.

[086] In some embodiments, the biomarker 1s a decreased activity or function of
SMARCA4. In certain embodiments, the biomarker is loss of function of SMARCA4.

[087] In some aspects, this present disclosure features methods of identifving a subject
sensitive 1o treatment with a SMARCA?2 antagonist, comprising detecting a decreased activity
or function of SMARCA4 compared to a control level of the activity or the function of
SMARCA4 in the subject and administering the SMARCAZ2 antagonist to the subject, wherein
the subject has a cancer and wherein an improvement in a sign or symptom of the cancer
indicates a sensitivity of the subject or of a cancer cell of the subject for the SMARCAZ2
arrtagonist.

11
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[088] In some embodiments, the subject is a participant in a clinical trial. In some
embodiments, a criterion for participation of a subject in the clinical trial is a decreased activity
ot function of SMAR{C A4, or loss of function of SMARCA4, 10 said subject or a cell of said
subject.

[089] In some embodiments, the control level is the level of activity of SMARCA4 1n a
subject that does not have cancer.

[090] In some embodiments, the present disclosure features a method comprising inhibiting a
SMARCA?2 activity in a cell exhibiting loss of function of SMARCA4.

[091] Incertain embodiments of the methods disclosed herein, the SMARCAZ activity is an
ATPase activity.

[092] In certain embodiments of the methods disclosed herein, the SMARCAZ activity 1s not
a bromodomain activity.

[093] In some embodiments, the methods of the disclosure comprise contacting a cell with a
SMARCAZ antagonist. In certain embodiments, the cell 15 1n vivo, ex vivo, 1n vitro, or 11 situ.
In certain embodiments of the methods disclosed herein, the cell is in a subject.

[094] In some embodiments, the cell is ex vivo or in vitro. In further embodiments, the cell is
isolated or derived from a subject that has a tumor.

[095] In some embodiments, the tumor is malignant. In some embodiments, the tumor is
metastatic,

[096] In some embodiments, the methods of the disclosure comprise administering a
SMARCA?2 antagonist to the subject.

[097] In some embodiments of the disclosure, the SMARCA?Z antagonist does not modulate
SMARCA4. For example, the SMARCAZ antagonist does not inhibit SMARCA4.

[098] In some embodiments of the disclosure, the SMARCAZ antagonist targets a helicase
domain of SMARCAZ.

[099] In some embodiments of the disclosure, the SMARCAZ antagonist targets an ATPase
domain of SMARCAZ,

[0100] In some embodiments of the disclosure, the SMARCAZ antagonist does not target a
bromodomain activity of SMARCAZ.

[0101] In some embodiments of the disclosure, the decreased activity of SMARCA4 is caused
by a genetic mutation.
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[0102] In some embodiments of the disclosure, the decreased activity of SMARCA4 is caused
by an epigenetic process, e.g., silencing of a SMARCA4 gene, post-transcriptional or post-
transtational modulation of the half-life of a SMARCA4 gene product, e.g., inhibition of
translation of a SMARCAA4 transcript into SMARCA4 protein, or increased turnover of a
SMARCA4 protein.

[0103] In some embodiments of the disclosure, the decreased activity of SMARCA4 is caused
by a decrease in SMARCA4 gene transcription, SMARCA4 gene transcript translation, or a
combination thereof.

[0104] In some embodiments of the disclosure, the SMARCAZ antagonist is selected from the
group conststing of antisense RNA, shRNA, siRNA, CRISPR/Cas9, transcription activator-like
effector nucleases {TALEN), Zinc Finger nucleases (ZFN}), antibodies, antibody tragments and
antibody mimetics.

[0105] In some embodiments, the SMARCAZ antagonist is a small molecule SMARCAZ
inhibitor {e.g., ADP). In certain embodiments, the SMARCAZ inhibitor is a selective
SMARCAZ inhibitor, e.g., in that it inhibits SMARCAZ2, but not SMARCA4 or a different
helicase, or in that it inhibits SMARCAZ more efficiently than SMARCA4.

[0106] In certain embodiments of the methods disclosed herein, the cell is in a subject, and the
method comprises administering a SMARCAZ inhibitor to the subject.

[0107] In certain embodiments of the methods disclosed herein, the SMARCAZ inhibitor
inhibits an ATPase activity of SMARCAZ.

[0108] In certain embodiments of the methods disclosed herein, the SMARCAZ inhibitor
selectively inhibits an ATPase activity of SMARCAZ.

[0109] Some aspects of this disclosure provide methods of treating cancer, comprising
inhibiting a SMARCAZ activity in a subject in need thereof, wherein the subject has a cancer
characterized by loss of function of SMARCA4.

[0110] In some embodiments, the SMARCAZ antagonist is a SMARCAZ inhibitor. In some
embodiments, the SMARCA? inhibitor 1s selected from the group consisting of BMCL 2963, 1-
BET151, JO1, and PFI-3. In some embodiments, the SMARCAZ inhibitor is PFI-3.

[0111] Some aspects of this disclosure provide methods of treating cancer, comprising
inhibiting a SMARCAZ2activity, e.g., a SMARCA?2 helicase activity or a SMARCAZ ATPase
activity, in a subject in need thereof, wherein the subject has a cancer characterized by loss of
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function of SMARCA4.

SMARCAZ/EMARCA4

[0112] Some aspects of this disclosure are based on the recognition that SMARCAZ is a
synthetic lethal target in SMARC Ad-mutated cancers or cancers associated with decrease or
loss of activity or a function of SMARCA4. Some aspects of this disclosure thus provide
methods or medicaments tor decreasing or abolishing survival and/or proliferation of cancer
cells that exhibit a loss of SMARCA4 function by inhibiting SMARCAZ in such cells.

[0113] SMARCAZ and SMARCA4 are SWVSNF related, matrix associated, actin
dependent regulators of chromatin and mutually exclusive paralogs in the SWISNF complex.
SWI/SNF complexes regulate many cell processes by direct modulation of nucleosomal
structure. The catalytic subunits SMARCAZ and SMARCA4 have ATP-dependent helicase
activity that repositions nucleosomes.

[0114] SWI/SNF complex members are mutated in about 20% of human cancers (Kardoch
et al. Nar. Genet., 2013, 45(6), 592-601, incorporated herein by reference in its entirety ). For
example SMARCAA4 mutations occur across a diverse range of cancer types with varying
population size and clinical need.

[0115] Table 1 below provides a summary of the frequency of SMARCA4 mutations in
certain cancer types.

Table 1: SMARCA4 mutations in certain cancers

SMARCA4 | 5 Year Estimated
. - . Us . SMARCAG-
Cancer Type Mutations o Survival )
(%) Cases/Year (%) Mutant
Patients/Year
Ovary - >05%%, <300 33% <300
SCCOHT
Biadder 8% 75,000 77% 6000
Stomach 6% 22.000 2R% 1320
FLang 4-5% 220,000 17% ~10.000
(NSCLC)
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Glioma/GBM | 2-3% 20,000 Yariable ~360

Head and 4% 36,000 56%% 1440
Meck

Kidney 3-4% (Clear | 64,000 72% ~2000
cell,
Papillary)

Uterine/ 3-4% 12,000 68% 00
Cervical

o
N
S
N
[y
[
<O
O
~J
N
S
-

o

Pancreas 380

[0116] However, SMARCA4 expression can also be regulated by post-transcriptional and
post-translational mechanisms. As such, an analysis of mutation frequencies only is likely to
underestimate protein loss, and observing only mutations of SMARCA4 may underestimate
decrease or loss of activity or a function of SMARCA4 in a patient. Decrease or loss of activity
or a function of SMARCA4 can appear 1o patients who have not mutation of SMARCA4.
These patients can by identified by methods such as mRINA or protein assays. In some
embodiments of the present disclosure, methods comprising detecting a loss of activity or
function of SMARCA4 in a cell or tissue comprise assaying SMARCA4 protein expression
levels by a suitable method, such as, e g., antibody-based assays allowing for quantification of
expressed protein in the cell or tissue (e.g., western blot, immunohistochemistry, ELISA, etc.).

[0117} Exemplary sequences for SMACAZ and SMARCA4 are provided below:

SMARCAZ

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 2 (SMARCAZ2), transcript variant 3 (GenBank
Accession No. NM 001289396.1)

TCAGAAGAAAGCCCCGAGATCACAGAGACCCEGLGAGATCACAGAGACCCGGLCTGAAGGAACGTGGAAA

lelel

(G2
GACCARTGTACCIGTTTTGACCGGTTGCCTGCGAGCAAGAAGTTCCAGTTGCGCAGAATTTT CAGAAGATA

e

pANSUL W

-

S

AAGTCGGAGATTGTGGAAAGACTTGACTTGCAGCATTACTCTACT GACTGGCAGAGACAGGAGAGETAGA
TGETCCACGCCCACAGACCCTGETGCEATGCCCCACCCAGGGELCTTCGCCEGEGECTEEGCCTTCCCCT G
GCCAATTCTTGGGCCTAGTCCAGGACCAGGACCATCCCCAGGTTCCGT CCACAGCAT GATGGEGGCCAAGT
CCTGGACCTCCAAGTGTCTCCCA! ATGCCGACGATGGEETCCACAGACTTCCCACAGGAAGGCATGC
ATCAAATGCATAAGCCCATCGATGGTATACAT GACAAGGGGATTCTAGAAGACAT CCATTCETGGAT CCAT
GAAGGGCACTGGTATGCGCACCACCTCACCCAGGCATGEGCCCTCCCCAGACTCCAATGCATCAACACAGT
CAAGGTTATATGTCACCACACCCATCTCCATTAGGAGCCCCAGAGCACGTCTCCAGCCCTATGTCTGGAG
GAGGCCCAACTCCACCTCAGATGCCACCAAGCCAGCCGGEEGCCCTCATCCCAGGTGAT CCGCAGGCCAT

GAGCCAGCCCAACAGAGGTCCCTCACCTTTCAGTCCTGTCCAGCT GCATCAGCTTCGAGCTCAGATTTTA
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GCTTATA

AATGCTGGCCCCAGGCCAGCCCCTCCCCGAAA CAGTCCAGGGGAAAAGGA
CETTGCCTEECTTGCAGCAACAACAGCAGCAGCAACAGCAGCAGCAGCAG r(‘A"iCAGCACrW \GCAGCAGCA
GCAGCAACAGC, z\azk,C,LS-CJAGC?xGC AGCCGCCGCAACCACAGACGCAGCAACAACAGCAGCCGGCCCTTGETT
AACTACAACAGACCATCTGGCCCGEGECCEGAGCTGAGCGGLCCGAGCACCCCGCAGAAGCTGCCGETEC
CCGECGLCCCEELEGELCGELCCTCGCCCGCGCCCCCCGCAGCLGLGCAGCCGCCCGLGELCGCAGT GCCCEG
GCCCTCAGTGCCGCAGCCGGLCC CSGC(‘“AC‘ICI~’~'—‘CG\_ CCGTCCTCCAGCTGCAGCAGAAGCAGAGCCGE
ATCAGCCCCATCCAGAAACCGCAAGGCCTEGACCCCETGGARATTCTGCAAGAGCGGGAATACAGACTTC
;CCCGCATAGCTCATAGCGATACAA C]\f\ CTGGAAAATCTGCCTGGCTCTTTGCCACCAGATTTAAGAAC
C7\4 VAGCAACCGTGGAACTAARAGCACTTCGGTTACT CAATTTCCAGCGTCAGCT GAGACAGGAGETGGETG
GCCTGCATGCGCAGGGACACGACCUTGGAGACGGCTCTCAACT CCARAGCATAL AA ACGGAGCAAGCGCC
AGACTCTGAGAGAAGCTCGCATGACCGAGAAGUT GCAGAAGCAGCAGAAGATT GAGCAGGAGAGGAAACS
CCGTCAGAAACACCAGGAATACCTGAACAGTATTTTGCAACATGCAAAAGAT T T TAAGGAATATCATCGS
TCTGTGGCCGGAAAGAT CCAGAAGCTCTCCARAAGCAGT GGCAACTTGGCATGCCAACACT GAAAGAGAGC
\GAAGAAGGAGACAGAGCGGATTGAAAAGGAGAGAATGCGECGACT GAT GGCTGAAGAT GAGGAGGETTA
TAGAJAAACTGAT'E’GATCAAA'" GAAAGACAGGCGTTTAGCTTACCTTTTGCAGCAGACCGATGAGTATGTA
GCCAATCTGACCAATCTGGTTTGGGAGCACA “G CAAGCCCAGGCAGCCARAGCAGAAGAAGAAGAGGCAGGA
GGAGCGAAGAACAAGGCTGCAGCAGAAT CCACAGGGTGEECGAGTCTCGCCCTGEGACCGLGATGCAGAGCCCAT
AGATGCAGAGCAGCCAGATGAGTGACCTCCCT xiC\]\A\-r"[‘CAK,TCA\,Z‘ CAGAAACCGGCAAGGTTCTGTTC
GGACCAGAAGCACCCARAGCAAGTCAGCT GGACGCCTGGCTGGAAATGAAT CCTGETTAT GAAGTTGCCC
CTAGATCTGACAGTGAAGAGAGTGATTCTGATTATGAG GAAGAC GATGAGGAAGAAGAGTCCAGT
GGAAACCCAAGAGAARATACTCCTGGAT CCAAS AC""AA AAGTTTCTGAGAAGGATGCTAAGC

o
o
o

».,!

@

i \GAT
ATTGAGACAGCTAAGCAAGACGTGEATGATCAATACAGCATGCAGTACAGTGCCAGGEGOTCCCAGTC

ACTACACCGTGECTCATGOCATCTCGGAGAGGETGEAGAAACAGTCTGCCCTCCTAATTARTGGGACCCT
ARAGCATTACCAGCTCCAGGGCCTGEAATGGATGETTTCCCTGTATAATARCAACTTGAACGGAATCTT

GAAATGGEGCT TGGAAAGACCATACAGACCATTGCACTC AlCACTT"CTGAT~GAGLACKAAA
CACTCAATGEGCCCOTA MCIC.ICAMM“TE“CL““TT””ALMNTA”fTAP”T GACATATGAATTTGACA]
ATGGECTCCTT T GTGETGAAGAT T TCTTACAAGGETACTCCTGCCATECETCECTECCTTGTCOCCCAG
T ACGEAGTGGUARATTCAAT T CCTCTTGACT ACTTATGAGTATATTAT ARAAGACAAGCACATTCTTE
c ote ACATGATAGTGGACCARGECCACCGAATGAAGAATCACCACTECAAGCTGAS

CARAGATTCGGTGGAA
TCAGGTCTTGAACACTCACTATGTGGCCCCCAGAAGGATCCTCTTGACTGGGACCCCGCTGCAGAATARNG

>
AR

]

]

CTCCCTGAACTCTGGGCCCTCCTCAACTTCCTCCTCCCAACAATT T TTAAGAGCTGCAGCACATTTGAAC

AATGGTTCAATGCTCCATTTGCCATGACTGOTCGAAAGGCTGCGACT TAAAT GAAGAAGAAACTATATTGAT
CATCAGGCGTCTACATAAGGTGTTAAGACCATTTTTACTAAGGAGACT GAAGARAGAAGTTGAATCCCAG
CTTCCCGARALAGT GGAA TZ\”"’TCA CARGTGT G, LC?\"‘GTCAJ TCTGCAGAAGATTCTGETATCGCCATA
TGCAAGCCAAGGGGATCCTTCTCACAGATGGTT CTGAGAAAGATAAGAAGGGGARAGGAGETGCTAAGAC
ACTTATGAACACTATTATGCAGTTG JJAHAAA'“ CTGCAACCACCCATATATGTTTCAGCACATTGAGGAA
TCCTTTGCTGAACACCTAGGCTATTCAAATGGGGTCATCAATGGEECTGAACTETATCGGECCTCAGGGA
AGTTTGAGCTGCTTGATCGTATTCTGCCAALATTGAGAGCGACTAATCACCGAGTGCTGCTTTTCTGCCA
GATGACATCTCTCATGACCATCATGGAGGATTATTTTGCTTTTCGGAACTTCCTTTACCTACGCCTTGAT
GGCACCACCAAGTCTGAAGATCGTGCTGCTTTGCTGARGAAATTCAATGAACCTGGATCCCAGTA
TTCTTGCTGAGCACAAGAGCTGETGGCCTGEECTTARATCTTCAGGCAGCT GATACAGT GGTCY
GACAGCCGACTGGAATCCTCATCAGGATCTGCAGGCCCAAGACCGAG “"‘f“hf‘"\’.;u—\"‘CCrJGCr\G CAGAAC
GAGGTCCGGGTACTGAGGCTCTGTACCGTGAACAGCGT GCGAGGAAAAGAT CCTCGCEGCCGCAAAATACA
AGCTGAACGTGGATCAGAAAGTGAT CCAGGCGEGCATGTTTGACCAAAAGTCTTCAAG C?\C GAGCGGAG
"’CC’”" CAGGCCATCTTGGAGCATGAGGAGGAAAAT GAGGAAGAAGATGAAGTACCGGACGATGAG
CTCTGAACCAAATGATTGCTCGACGACGAAGAAGAATTTGACCTTTTTATGCEGGAT GGACATGGACCGGT
"GAUGGI—MI&’:ATGCCC SAACCCGAAACGGAAGCCCCETTTAATGGAGGAGGATCAGCTGCCCTCCTGGAT
CATTAAGGATGACGCTGAAGTAGAAAGGCTCACCT GTGAAGAAGAGGAGGAGAALATATTTGGGAGEGEE
TCCCGCCAGCGCCETEACGTGGACTACAGTGACGCCCTCACGGAGAAGCAGT GGCTAAGGGCCATCGAAG
ACGGCAATTTGGA GA}LATC ARGAGGAAGTACGGCTTAAGCGAAGCGAAAAAGACGAAGARAAT GTGGATAA
AGATCCTGCAAAAGE A.l’(,"'” GGAAARAAGCTAAGAAGAGAAGAGGCCGCCCTCCCGCTGAGAAACTGTCA
CCAAATCCCCCCAAACTGACARAGCAGATGAACGCTAT CATCGA‘I‘]—XCTG’T‘ GATAAACTACARAGATAGGT
GTAACGTGCAGAAGGT C}C CAGTAATTCTCAGTTGGARAATAGAAGGAAACAGTT CAGGGCGACAGCTCAG
TGAAGTCTTCATTCAGTTACCTTCAAGGAAAGAATTE \,CCACA?A TACTATGAATTAATTAGGAAGCCAGTG
€ 3ATTT CAAARDAANTAAAGGAAAGGATTCCETAAT CATAAGTACCGCAGCCTAGGCCGACCTGCAGAAGGATG
TCATGCTTCTCTGTCACAACGCTCAGACGTTCAACCTGCGAGGGATCCCAGATCTATGAAGACTCCATCGT

hle
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TTACAGTCAGTGTTTAAGAGTGCCCGGCAGAAAAT T GCCAAAGAGGAAGAGAGTGAGGAT GAAAGC!
GAGGAGGAAL ZAGU&&C:A”"G;\AG“A( AGTCAGAGTCCGAGGCAAAATCAGT( AAGGFG‘M—\}\AZ N

TGACAAAGGCCGGGACAAAGGGAAAGGCAAGAARAGG AATCGA AR
-CGATTTTGACAGCGATGAGGAGCAGGAT GAACGT GAAL CAGARG 7\G'T GGGACG

GATGATGAGTGATCAGTATGGACCTTTTTCCTTGGTAGAACT GZ\/\—‘TC\MTCCTCCCC GTCTCATTTCT
ACCCAGTGAGTTCATTTGTCATATAGGCACT GGG TTETTTCTATATCATCATCGTCTATAAACTAGCTTT
AGGATAGTGCCAGACAAACATATGATATCATGCTGCTAAAANACACACACATACACAAATATTTGTAACAT
ATTGTGACCAAAT _GG\A,TCF AAGATTCAGATTGAAACAAACAAAAAGCTTTTGATGGAAAATATGT GGG
TGGATAGTATATTTCTATGEETGEETCTAATTTGETAACGETTTGATTGTGCCTGETTTTATCACCTGTT
CAGATGAGAAGATT TT TGTCTTTTGTAGCACTGATAACCAGGAGAAGCCATTAAAAGCCACTGGT
TATTTTTCATCAGGCAATTTTCCAGGTTT T TATTTGTTCGETATTGTTTTTTTACACTGTGGTACA
AGCAACTTTAATAGCTCGATAAATGCTACAGTAGTTAGATTTCACCTGCATATACATTTTTCCATTT
TCTATGATCTGAACAAAAGCTTTTTGAATTGTATAAGATTTATGT k,T‘A\/TC‘TAAALJA TGCTTAAT
TTGCTCTTGATTTAAARALAAGT TTTGTTGAAAGCGCTATTGAATATTGCAATCTATATAGT GTAT AG(”?\,
TGGCTTCTTTTGTCACCCTGATCTCCTATEGTTACCAATGTGTATCGETCTC “T CTCCCTAAAGTGTACTT
TGCTTTCTTTGCACAATGTCTTT C—:’l"“ CAAGTCATAAGCCTGAGGCAAATARAATTCCAGTAA
TTTCCAAGAATGTGGTGTTGETGCTTTC A T AGCTTGACANARANARNNAAAAND

AGAAATAATT

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 2 (SMARCA2), transcript variant 2 (GenBank
Accession No. NM 139045 3)

GCGTCTTCCGGCECCCELGEAGGAGGCGAGGGT GGEACGCT GGGCEGAGCCCEAGTTTAGGAAGAGGAGE
O ACE GO T CAT C AT A AT C AT AT TC AT AT CTAGT T T T OO T T a T T T T O TAC T CT RO GTS
ACTCAGAGAGGGAAGAGATTCAGCCAGCACACTCCTCGCGAGCAAGCATTACTCTACT GACTGGCAGAGA

CAGGAGAGGTAGATGTCCACGCCCACAGACCCTGET GCGATGCCCCACCCAGGGCCTTCGCCGEGGLCT G
GGCCTTCCCCTGGGCCAATTCTTGGGCCTAGTCCAGGACCAGGACCATCCCCAGGT TCCC'“’ AC WGCAT
GATGGGGCCAAGTCCTCGACCTCCAAGTGTCTCCCATCCTATGCCGACCAT GGGETCCACAGACTTCCCA
CAGGAAGGCATGCATCAAATGCATAAGCCCATCEGATGGTATACE ""Gr\k/nhﬁr(‘v"iGr\rl"‘f‘l‘ ]—\ VAGACATCC
ATTGTGGATCCATGAAGGGCACTGGTATGCGACCACCT CACCCAGGCATGGGCCCTCCCCAGAGTCCAAT
GGATCAACACAGCCAAGGTTATATGTCACCACACCCAT C'TCCATTAGGAGCCCCAC AG C GTCTCCAGC

CCTATGTCTGGAGGAGGCCCAACTCCACCTCAGAT ”““h@’”AAC”““AC’”’“GCGGC—:C’”’”"‘ CATCCCAGG 'G
ATCCGCAGGCCATGAGCCAGCCCAACAGAGGTCCCTCACCTTTCAGTCCTGTCCAGCTGCATCAGCTTC

AGCTCAGATTTTAGCTTATAAAATGCTGGCCCGAGGLCAGCCCCTCCCCGCAAACGCT GCALT l‘TGCZ—XGTC

CAGGGGAAAAGGACGTTGCCTGGCTTGCAGCAACAACAGCAGCAGCAACAGCAGCAGCAGCAGCAGCAGT
xGC‘ A

AGCAGCAGCAGCAGCAGCAACAGCAGCCGLAGCAGCAGCCGCCGLAACCACAGACGCAGCAACAAC
TGTTAACTACAACAGACCATCTGGECCCGEGECCGGAGCTGAGCGGCCT ‘ACCAC
AAGCTGCCEETGCCCGCGCCLGECEECCEE CCICL’”’:CC”GCLCCLLGCAL“ ”‘3 €
CCGCAGTGCLCGGGCCLTCAGTGCCECAGCCGEE GGC
GAAGCAGAGCCGCATCAGCCCCATCCAGAAACCGCA Ilk)GL,i/ TGGACC CCGT” CT- ~CAAGA\:C‘ GG
GAATACAGAC TTC]\GC\,\,J“CZ\TAGCTCF,TAGG TACAAGAACTGGAARATCTG ,CTGGCTCT [TGCCAC
CAGATTTAAGAACCAAAGCAACCGTGGAACTAARAGCACTTCGGTTACTCAATTTCCAGCGTCAGCTGAG
ACAGGAGG'“GGr GGCCTGCATGCGCAGGCACACGACCCTGGAGACGGCTCTCAACT CCAAAGCATACARA

alalal
GCAGCCCT

,..z

;P

CGCGAGCAAGCGCCAGACTCTCGAGAGAAGCTCGCATGACCGAGAAGCTGGACAAGCAGCAGAAGATTGAGC
AGG Au]\(‘ SARACGCCGTCAGAAACACCAGGAATACCTGAACAGTATTTTGCAACATGCAAAAGATTTTAA

f)
)

; 7 CODD
TGGCATGCCAAC

I>
G

\G
SGAATATCATCGGTCTGETGECCGEAAAGAT CCAGAAGCTCTCCAARAGCAGT GGCAAC
ACTGAAAGAGAGCAGAAGAAGGAGACAGAGCGCATTGAARAGGAGAGAATGCGGCGACTGATGGUTGAAG
ATGAGGAGGGTTATAGAAAACTGATTCGAT CAAAAGARAGAC, A.C—:C""TT'LAC—:C“"‘ CCTTTTGCAGCAGA C
CGAT’ SAGTATGTAGCCAATCTGACCAATCTGGTTTGGGAGCACE CAAGCCCAGGCAGCCAAAGAGAAL
AAGAAGAGGAGGAGGAGGAAGAAGAAGGCTGAGGA CAATGCAGA-’?G ST GGEGEAGTCTGCCCTGGCACCEE
ATGGAGAGCCCATAGATGAGAGCAGCCAGATGAGTGACCTCCCTETCA J\AGTG]—\.C‘TC LJ\C]\G ARAACCGG
CAAGCTTCTGTTCGCACCAGAAGCACCCAAAGCAAGTCAGCTGGACGCCTGEUTGCAAATGAAT CCTGGET
TATGAAGTTGCCCCTAGATCTGACA ;’" ‘CHA.C-:A AGTGATTCTGATTATGAGGAAGAGGATCAGGAAGAAG
AGTCCAGTAGGCAG ACTCCTGGATCCAAATAGCCAAGAAGTTTCTGAGAAGGA
TGCTAAGCAGAT CATTGAGACAGCTAAGCAAGACGTGGATGATGAATACAGCAT ;rC GTACAGTGCCAGG
GGCTCCCAGTCCTACTACACCGTGGCTCATGCCAT CTCGGAGAGGETGGAGARACAGTCTGCCCTCOTAA
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3

Gy 3

AGCATTACCAGCTCCAGGGCCTGGAATGCGATGGTTTCCCTGTATAATAACAACTT

CGG Lk/uhl‘(‘ﬁ,]ﬁr\“l"CCr(""r'T‘uG/—L/—hA"Z—\LL/ALA \GACCATTGCACTCATCACTTATCTG
ATGGAGCACAR z—\?—xGr CTCAATGGCCCCTATCTCATCATTGTTCCCCTTTCGACTCTATCTAACT GGACAT
ATG]\-},TT GACAAATGGGCTCCTTCTGTGETGAAGATTTCTTACAAGGGTACTCCTGCCATGCGTCGECTC
CCTTGTCCCCCAGCTACGGAGT GGCAAATTCAATGTCCTCTTGACTACTTATGAGTATATTATARAAGAC
ARGCACATTCTTGCAAAGATTCGGT GGAAATACATGATAGT GGACGAS “G"‘C“ ACCGAATGAAGAATCACC
ACTGCAAGCTCGACTCAGGTCTTGAACACTCACTATCTGGCCCCCAGAAGGATCCTCTTGACTGGGACCCL
GCTGCAGAATAAGCTCCCTGAACTCTGGGCCCTC CT’LAZ—‘C‘ TCCTCC T\,k,C]\n AATTTTTAAGAGCTGC

AGCACATTTGAACAATGETTCAATGCTCCATTTGCCATGACTGETCARAGGETECACTTAAATGAAGAAS
AAACTATATTGAT CATCAGGLGTCTACATAAGGT TMAAC"ﬂ@hﬁTTTTA@TAAGCAGALM“T.GAAAG“
AGTTGAATCCCAGCTTCCCGARAAAGTGEAATATGTGAT CAAGTSTGACATGT CAGCTCTGCAGAAGATT
CTGTATCGCCATATGCAAGCCAAGGEGATCCTTCTCACAGATGETTCT CAGAAAGATARGAAGGEGARAG

)

GAGGTGCTAAGACACTTATGAACACTATTATGCAGTTGAGAALAAT CTCGCAACCACCCATATATCTTTCA

GCACATTGAGGAATCCTTTGCTGARACACCTAGCCTATTCAAATGGGGTCATCAATGEEGCTGAACTETAT
CGGGCCTCAGGGAAGT TTGAGC TGO T TGAT CETATTCTGCCARAATTGAGAGCCGACTAATCACCEAGTGS
TEOTTTTCT GCCAGAT GACATCTCT CATGACCAT CATGGAGGAT TATTTT GCTTITCGGAACTTCCTTTA
COTACGCOTTGAT GECACCACCAAGTCTGARGATCGTGCTGOTTTGC T GAAGAAAT TCAATGAACOTGGA
TCCCAGTATTTCATTTTCTTCCTGAGCACARGAGCTEETGGCCTEEECTTAAATCTTCAGECAGCTGATA
CAGTGETCATCTT TEACAGCEACTGGAATCCTCATCAGGATCTGCAGGCCCAAGACCEAGCTCACCGCAT

CGGGCAGCAGAACGAGETCCEHLGTACTGAGGCTCTGTACCETGAA pAC”“” TGGAGGAAAAGATCCTCGCS

-]

GCCGCAAAATACAAGCTGAACGTGGATCAGAAAGTGAT CCAGGCGGGCATGTTTGACCAAAAGTCTTCAA
GCCACGAGCGGAGGGCATTCCTGCAGGCCATCTTGGAGCAT GAG! ']—‘(JUA“LF—L/‘M“\ITIGF\U\J’\AJ‘ AGAT «/—LAG‘T'
TG

GACTCTGAACCAAATGATTGCTCGACGAGAAGAAGAATTTGACCTTTTTATGCGGATG
CGGAGGGAAGAT GCCCGGAACCCGAAACGGAAGCCCCGTTTAAT GGA CCAGC]M GA
TGCCCTCCTGGATCATTAAGGATGACGCTGAAGTAGAAAGGCTCACCTGT GAAGAAGA (JCL\\G Z%AAA'"
ATTTGGCAGGGEETCCCGCCAGCGCCGTCACGT GGACTACAGTGACGCCCTCACGGAGRAAGC
AGGGCCATCGAAGACGGCAATTTGGAGGAAAT GGAAGAGGAAGTACGGCTTAAGAAGCGAAS /’—\L £ AR
GAAATGTGGATAAAGATCCTCCAAAAGAAGAT GTGCGAALRAAGCTAAGAAGAGAAGAGGCCGCCCTCCCC
TGAGAAACTGTCACCARATCCCCCCAAACT GACARAAGCAGATGAACGCTAT CATCGATACTGTGATARAA
'1‘ACAAA(JA'E’AGTT CAGGGCGACAGCTCAGTGAAGTCTTCATTCAGTTACCTTCAAGGARAAGAAT
AATACTATGAATTAATTAGGAAGCCAGT GGATTTCAARARAATAALGCGAAAGGATTCGTAATCATAAGTA

ACCGGACGAT

o ~e
GACATGGACCG

e
GAG
G

iy
{

@]

5
&

CCGGAGCCTAGGCGACCTGGAGAAGGATCTCATGCTTCTCTETCACAACGCTCAGACGTTCAACCTGGAG
GGATCCCAGATCTATGAAGACTCCATCGTCTTACAGTCA! GT\:rT'TrAA GAGTGCCCGGCAGAAAATTGCCA
ARGAGGAAGAGAGTGAGGATGAAAGCAATGAAGAGGAGGAAGAGGAAGAT GAAGAAGT %GT CAGAGTCCGA
CGCP\ AAATCAGTCAAGGTGAAAATTAAGCTCAATAAAAAAGAT C A r’hh}l GGCCGGGACAAAGGGAAAGGC
AAGAAAAGGCCAAATCGAGCGAAAAGCCAAACCTGTAGTGAGCGATTTTGACAGCGATGA C SAGCAGGAT C

ARCCTGAACAGTCAGAAGGAAGTGGGACGEAT GATGAGTGATCAGTATGGACCTTTTTCCTTGGTAGAA
TGAATTCCTTCCTCCCCTGTCTCATTTCTACC ,AGTiyAGT‘T’”AT'“"T‘GTCATATAGGCACTu\;r(‘T”"—'TTC

T.7-\.T TCA CATCGTCTATAAACTAGCTTTAGGATAGT GCCAGACAAACATAT GATATCATGGTGTAARAAA
AC TACACAAATATTTGTAACATATTGTGACCAAATGGGCCTCAAAGATTCAGATTGAAACAAA

¢

TTCATGGAARATATGTGGETGGATAGTATATTTCTATGGETGEETCTAAT TTCGTAACGS
GOCTGOTTPTATCACCTGTTCAGAT GAGAAGATTTTTGT CTT PTG TAGCACTGATAACCAS
CAGAAGCCATTARAAGCCACTGGTTATTTTATT I TTCAT CAGGCAATTTTCGAGGTTTTTATTTGTTCGE
TATTGTTTT T TTACACTCTGGTACATATAAGCAACTTTAATACGTGATAAATGTACACTAGTTAGATTTC

cc GCATATACATTTTTCCATTTTATGCTCTATGATCTGABCARAAAGCT T T T T GANT TGTATARGATTT
ATGTCTACTGTAAACATTGCT TAAT T TTTTT GO TCTTGAT T TAAAAAAARGTTTTGT T CAAAGCGOTATT
GAATATTGCAATCTATATAGT GTATTGGAT GEOTTCTT T TG TCACCCTGATCTCCTATGTTACCAATGTS

3

sk

TATCGTCTCCTTCTCCCTAAAGTGTACTTAATCTTTGCTTTCTTTGCACAATGTCTTTGGTTGCAAGTCA
TAAGCCTGAGGCAAATAAAATTCCAGTAATTTCGAAGAATGTGGTGTTGGTGCTTTCCTAATAAAGAAAT
AATTTAGCTTGACAAAAAAARDDAANRA

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 2 (SMARCA?2), transcript variant 4 (GenBank
Accession No. NM_001289397.1)

18




WO 2018/160636

PCT/US2018/020124

GCGTCTTCCGGCELCCEUGGAGGAGGCGA
GGACGGCTGETCATCAATGAAGTCATATT
ACTCAGAGAGGGAAGAGATTCAGCCAGC
CAGGAGAGGTAGATGTCCACGCCCACAG

GGCCTTCCCCTEGGCCAATTCTTGGECC
GATGGGGCCAAGTCCTGGACCTCCARAGT
CAGGAAGGCATGCATCAAATECATAAGC
ATTCTGGATCCATGAAGGGCACTGGTATG

!

o

(1

CTATGTCTGGAGGAGGCCCARCTCCAC
ATCCGCAGGCCAT CAGCCAGCCCAACAGA
AGCTCAGATTTTAGCTTATAAAATGCTG
CAGGGGARAAGEACGTTGCCTGGCTTGE
AGCAGCAGCAGCAGCAGCAACAGCAGCC

GEGETGGGACGCTEGEGCGGAGCCCEAGTTTAGGAAGAGGAGH
CATAATCTAGTCLCTCTCTCCCTCTGETTTCTGTACTCTGEEETS
ACACTCCTCGCGAGCAAGCATTACTCTACTGACTGGCAGAGA
ACCCTGGETGCGATGCCCCACCCAGGGCCTTCGCLGGEELCTG
TAGTCCAGGACCAGGACCATCCCCAGGTTCCGTCCACAGCAT
GTCTCCCATCCTATGCCGACGATGGEGGTCCACAGACTTCCCA
CCATCGATGGETATA LnfG/—;CA]—‘GG\:? ATTGTAGAAGACATCC
GCGACCACCTCACCCAGGCATGGGCCCTCCCCAGAGTCCAAT

GATCAACACAGCCAAGGTTATATGTCACCACACCCATCTCCATTAG v/\C CCCCAGAGCACGTCTCCAGC

CTCAGAT CCAL\,AAC’”‘AGCCC—;C"’SGC’”“TLNE“CCA -GT G

\GGTCCCTCACCTTTCAGTCCTGTCCAGCTGCATC "TCG
GCCCCGAGGCCAGCCCCTCCCCGAAACGCTC C‘A""TT GCAGTC
AGCAAL. I\b/XGCJ—!\'\GC‘I\‘JK,;\&]\'\\/AGC?\GC]\'\\—JCZ\(\:\JXCC]\‘\\J\,Z\GC

GCAGCAGCAGCCGCCGCAACCACAGACGCAGCA \J\CAACAJC A

GCCGGCCCTTGTTAACTACAACAGACCATCTGGCCCEEGGLCGGAG TG’&GCGG‘ SCGAGCACCCCGCA

AAGC"" sCCGGTGCCCGLGECCCEGCEECC

CCGCAGTGCCCGEECCCTCAGTGCCGL

GGCCCTCGCCCGLGCCCCCCELAGCCGCELAGCCGCLCGLG

AGCCGGCCCLEGEGGCAGCLCTCGCCLETCCTCCAGCT GO bL/A

GAAGCAGAGCCGCATCAGCCCCATCCAGAAACCGCAAGGCCTGGACCCCETGCAAATTCTGCAAGAGCGE

GAATACAGACTTCAG m,k,CCCATAGvT CATAGGATACARL
CAGATTTAAGAACCAAAGCAACCGTGGAACTAAAAGCACTTCGGTTACTCAATTTCCAGCGTCAGT

ACAGGAGGTGETGGCCTGCAT GCGCAGGE

CGGAGCAAGCGCCAGACTCTGAGAGAAG

ACTEEAAAATCTECCTGGCTCTTTGCCAS
TGAG
GACACGACCCTGGAGACGGCTCTCARCTCCARAGCATACARA
CTCGCATGACCGAGAAGCTGGAGAAGCAGCAGARGATT GAGE

AGGAGAGGAALCGCCG 'T CAGAAACACCAGGAATACCTGAACAGTATTTTGCAACATGCAAAAGATTT TI—\A

GGAATATCATCGGTCTETGGCCGGARAG
ACTGAAAGAGAGCAGAAGAAGGAGACAG
ATGAGGAGGGETTATAGARLACT C—rh'l" TGA

CGATGAGTATGTAGCCAATCTGACCAAT
AAGAAGAGGAGGAGGAG k)A—\MZ\‘\\JAZ\ GAAGG

ATGGAGAGCCCATAGATGAGAGCAGCCAGATGAGTGACCTCCCTETCA

CAAGGT T CTGTTCGGAC CAGAAG CACCC
TATGAAGTTGCCCCTAGATCTGACAGTG

)

ATCCAGAAGCTCTCCAAAGCAGTGGCAACTTGGCAT GCCAA
AGCGGATTGAAAN ‘GA GAGAATGCGGCGACTGATGGCTGAAG
TCAARAGAAAGACAGGCGTTTAGCTTACCTTTTG Ch" CAGAC
CTGGTTTGECAGCACAAGCAAGCCCAGGCAGCL }‘1_}1: AGAAG
CTGAGGAGAATGCAGAGGGET ’:G sGAGTCTGCCCT GG

WAGTGACT CACACAGZ-\
ARAGCAAGTCAGCTGGACGCCTGGCTGGAAATGAATC
ARGAGAGTGATTCTGATTATGAGGAAGAGGAT GAGCAAGAAG

\,x,CCv
TGGT

AGTCCAGTAGGCAL GP\AAC CGAAGAGAAAATACTCCTGGATCCAAATAGCGAAGAAGTTTCTGAGAAGGA

TGCTAAGCAGATCATTGCGAGACAGCTAAGCAAGACGTGGATGATGAATACAGCATGCAGTACAGTGC

GGCTCCCAVAVC”ACTACA COTGECTCI
TAATGGGACCCTAAAGCATTACCAGCTC

GAAC GGAAT CTTAGCCGATGAAATGGGG
ATGGAGCACAAAAGACTCAATGGCCCCT
ATGAATTTGACAAATGGGCTCCTTCTGT

9}

AAGCACAT

CTT\:A CCCCCAGCTACGGAGTGGCARAATTCAATGTCCTCTTGACTA Cr‘—‘LxTC;LJT AT LxTTAT‘]\-J—

TCTTGCARAGATT CGGETGGAAATACATGATACTGCGACGAAGGCCACCGAATGAAGA

CCAGG
ATGCCATCTCGGAGAGGETGCAGAAACAGTCTGCCCTCCTAA
‘CCAGGGC C"" -GAAT GGAT GGITTCCCTGTATAATAACALC
SCTTGGAAAGACCATACAGACCATTGCACTCATCACTTATCTG

TATCTC AT CATTGTT LCCCT TTCGACTCTATCTAACTGGACAT

GG TCAAGATTTCTT‘ACF AGGGTACTCCTGCCATGCGETCG /'T\/

AC TC’”PAC”“”’C—:A’”T CAGGTGGACTTAAAT GAACGAAGARACTATATTGATCAT CAGGCGTCTACATAAGGT

GT"‘Aﬁw—\CCAl‘T“""”T CTAAGGAGACTG
GTGATCAAGTGTGACATGTCAGCTCTGC

TCACAGATGGTTCTGAGAAAGATAAGAA

""‘TC AGAAAPNTCTGCAACCACCCATAT:

ATTCAAATGEGE “c ATCAATGGGEOTG
LT GCCARAAT TGAGAGCGACTALTCAC
CATGGAGGATTATTTTF”TT““FCuAAC
COTGOTECTTTGOTCARGARATTCAATG
CTGGTGECCTGGEOTTAAATCTTCAGGE
TCAGGATCTG CA”SCCLAAL“C“C"” i

@

3

T GLT\,kﬂGL}\,GG-\:VATC}TTTGAC'CAAZ
GGAGCATGAGGAGGAARATGAGGAAGAA

CGACCAGAAGAAGAATTTGACCTTTTTATGCGGATGGACAT GG, C“C—:C’”"GACGC—: AGATGCCCGGA

CGAAACGGAAGCCCCGTTTAATGCGAGGA

TGTACCGTCGAACAGCGTGEGAG :(SHJ—\J‘LFXCM‘\WI CCTCGCGGCCECAAAATACAAGCTCAACGTGGATCAGAAAT

ARGAAAGAAGTTGAATCCCAGCTTCCCGAAANAGT GCGAATAT
AGAAGATTCTGTATCGCCATATGCAAGCCAAGGGGATCCTTC
\GGGGARAGGAGGT GCTAAGACACTTATGAACACTATTATGCA
TGTTTCAGCACATTGAGGAATCCTTTGCTGAAL ’AL’”"'”A(JGC‘.
AACTGTATCGGCGCCTCAGGGAAGTTTGAGCT C‘.T" [GATCGTA
CCGAGTGCTGECTTTTCTGCCAGATCACATCTCTCAT G LCCAT
TTCCTTTACCTACG ,"L,'TTGATG sCACCACCA xGTCTGAAGAT
ARCCTGGATCCCAGTATTTCATTTTCTTGCTGAGCACAAGAG
AGCTGATACAGTGGTCATCTTTGACAGCCGACTGGAATCCTCA
CACCGCATCGGGCAGCAGAACGAGGTCCGGGETACTGAGGCTC

A

§-7]

0]

\GTCTTCA -\:k,CA\A;J‘f‘vCG SAGGGCATTCCTGCAGGCCATCTT
GATGRAAGTACCGGACGATGAGACTCTGAACCAAAT GATTGCT
C

=

“

i~

(@}

VA
VA

GGATGAGCTGCCCTCCTGGAT CATTAAGGATGACGCTGAAGT

3
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AGAAAGGCTCACCTGTG AAGA;AGAGGAC GAGAAAATATTTGGGAGGG unCL’”GCCAGCG"‘(“GTGP"\CC—:T":
GTGAC CGGAGAAGCAGTG GCl‘A‘A GGGCCATCGAAGACGGCAATTTGGAGGAAAT GG

AAGAGGAAGTAC C GCTTAAGAAGCGAAAAAGACGAAGAAATGTGGATAAAGATCCTGCAARAGAAGATGT
GGAAAAAGCTAAGAAGAGAAGAGGCLG k»k/TCCl\jJ r—GhCAA ACTGTCACCAAATCCCCCCAAACTGACA

ARGCAGAT CZA}LCK"k/TleTI\’:]{ ‘CGATACTGTGATARACTACAAAGATAGTTCAGGGCCGACAGCTCAGTGAAG
TCTTCATTCAGTTACCTTCAAGGAAAGAATTACCAGAATACTATCAATTAATTAGGAAGCCAGTGGATTT
CAAAARAND “'ZAJ—\AGUI—AA GATTCGTAAT hl‘%ﬁ’”“ALC GGAGCCTAGGCGACCTGGAGAAGGATGTCATG
CTTCTCTGTCACAACGCTCAGACGTTCAACCTGGAGGGATCCCAGATCTATGAAGACT CCATCGTCTTALC
AGTCAGTGETT T,L\]\SAGT GCCCGGCAGAARATTGCCARRAGAGGAAGAGAGTGAGGATGARAGCAATGAAGA
GGAGGAAGAGGAAGATCAAGAAGAGTCAGA Sr CCGA G"'“’ AAANTCAGTCAAGGTGAAAAT TAA C'i AT
AAAARADGAT GACAAAGGC CGGGACAAAGGGAAAGGCAAGAAAAGGCCAAATCGAGGAAAAGCCAS
f—xGT’ SAGCGATTTTGACAGCGATGA ’r(;m“\""Cr\U\:fhrC‘A;]A(/Umrr/‘n“\ CAGTCAGAAGGAAGTGGGAC
GAGTGATCAGTATGGACCTTTTTCCTTGGTAGAACTGAATTCCTTCCTCCCCTGTCTCATTTC
TGAGT TCA""TTG. CATATAGGCACTGCETTGTTTCTATATCATCATCGTCTATAAAC TZ\’TC’TTWAGG[ T
AGTGCCAGACARACATATG ..'Al‘ CATGGTGTAAAARACACACACATACACAAATATTTGTAACATATTG T‘
GACCA? "”"GGC\,LCHAHJ VITCAGATTGAAACAAACAAARANGCTTTTGATGCAAAATATGTGGET GGA
AGTATATTTCTATGGGTGGETCTAATTTGETAACGETTTGATTGCTGCCTGGTTTTATCACCT ‘T“"(‘Z—\Gr\':‘
GAGAAGATTTTTGTCTTTTGTAGCACTGATAA \,kﬂ’L>-iyAG.A1-&u;C,’L,f\’L TAAAAGCCACTGGTTATTTITATTT
TCATCAGGCAATTTTCGAGGTTTTTATTTGTTCGGTATTGTTTTTTTACACT GTGGETACATATAAGCAA
TTAATACGGTGATAAATGCTACAGTAGTTAGATTTCACCTCCATATACATTTTTCCATTTTATGCTCTAT
SATCTGAACAAAAGCTTITTGAATTGTATAAGATTTATGTCTACT GTAAACATTGCTTAATTTTTTTGCT
TTGATTTAAARAAAAAGTTTTGTTGAAAGCGCTATTGAATATTGCAATCTATATAGTGTATTGGATEGCT
TCTTTTGTCACCCTGATCTCCTATGTTACCAAT \:rT‘G:AT‘C‘C}"SC‘T\,k,T‘TCTC‘PCT'A]‘V\\-TC ACTTAATCT
TTGCTTTCTTTGCACAATGTCTTTGETTGCAAGT CATAAGCCTGAGGCAAATARAATTCCAGTAATTTCG
AAGAATGTGGTGTTGGETGCTTTCCTAATAAAGARATAATTTAGCTTGACAARAARNNADANAND

’O’bﬁ;
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mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 2 (SMARCAZ), transcript variant 5 (GenBank
Accession No. NM (001289398.1)

TTGTTTECCTGTOCCTETTT

'l TGGAGAGGCGGAGGTGCAAACGATGCGCAGGAGT T GGCTTGGGGECTET
ACCTATTC TGATACTGTGAACCACGCATAACAGCAATTC ACA
CCACCGGETTGAGAAGAAGGCGCCTGAGGCTGACTTTCTGGACCTGCCETCACGCAGTAAAGAT GTGGTT
GGCCATCGAAGACGGCAATTTGGAGGAAAT GGAAGAGGAAGCTACGGCTTAAGAAGCCAAAAAGACGAAGA
AJJJI‘C""”‘C-:ATPJAAGAT CCTGCAAAAGAAGA ’C—;T"‘GAAHAAC""‘AA SAAGAGAAGAGGCCGCCCTCCCGETE
AGAAACTGTCACCAAATCCCCCCAAACTGACAARGCAGATGAACGCTAT CATCGATACTGTGATAAACTA
CAAAGATAGTTCAGGGCGACAGCTCAGTGAAGTCTTCATTCAGTTACCTTCAAGGAAAGAATTACCAGAA
TACTATGAATTAATTAGGAAGCCAGTGGATTTCAAAAALATAAAGGANAGGATTCGTAATCATAAGTACC
GGAGCCTAGGCGACCTGGAGRAAGGATGTCATGCTTCTCTGTCACAACGCTCAGACGTTCAACCTGGAGGE
ATCCCAGATCTATGAACGACTCCATCGTCTTACAGT CAGTGTTTAAGAGTGCCCGGCAGAAARTTGCCARAA
GAGGAAGAGAGT GAGGATGAAAGCAATGAAGAGGAGCAAGAGGAAGAT CAAGRAAGAGTCAGAGTCCGAGSE
CAAAATCAGTCAAGGTGAAAATTAAGCT CAATAAAAAACGATGACARAGECCGGGACAAAG
GAAAAGGCCAAATCGAGGAAAAGCCALAACCTGTAGTGAGCGATTTTGACAGCGAT GAGGAGCAGCAT GAA
CETGAACAGT CAGAAGGRAGTGGCACGGATGAT GAGTGAT CAGTATGGACCTTTTTCCTTGGETAGAACTG
AATTCCTTCCTLC‘.CCTCTCT”“ ATTTCTACCCAGTGAG "’l’LATTTGTCATAT \GGCACTGGETTGTTTICTA
ATCATCATCGTCTATAAACTAGCTTTAGGATAGTGCCAGACAAACATATGATATCATGGTGTAAARLALC
ACACACATACACAAATATTTETAACATATTGTGACCAAAT GGGCQ'? CARAGATTCAGATTCGAAACAAACA
ARAAGCTTTTGATGGAAAATATGTGGGTGGATAGTATATTTCTATGGGTGGGTCTAATTTGGTAACGGTT
TGATTGTGCCTGGETTTTATCACCTGTTCAGATGAGAAGATTTTTGTCTTTTGTAGCACT GATAACCAGGA
GAAGCCATTAAANGCCA f’l’C""‘TA’fTl”l“ﬂ"'TT' TCATCAGGCAATTTTCCGAGGTTTTTATTTGTTCGGTA
FEGTTTTTTTACACTGTGGTACATATAAGCA TTAATAGGTGATAAATGTACAGTAGTTAGATTTCAC
CTGCATATACATTTTTCCATT T TATGCTCTATGATCTGAACAAANGCTTTTTGAATTGTATAAGATTTAT
GTCTACTGT A ACATTGCTTAATTTTTTTGCTCTTGATTTAAAAARAAGCTTTTGTTGAAAGCGCTATTGA
ATATTGCAATCTATATAGTCGTATT GG {TGG CTTCTTTTGTCACCCTGATCTCCTATGTTA

il
H

TAATCATGCGATCCCCTCTGCTTTE

T3

GAAAGGCAA

_3 (

20




WO 2018/160636 PCT/US2018/020124

TCCTTCTCCCTAAAGTGTACTTAATCTTTGCTTTCTTTGCACAATGTCTTTGETTGCAAGTCATA
'GAGGCAAATAAAATTCCAGTAATTTCGAAGAATGTGETGTTGGCTGCTTTCCTAATAAAGAAATAR
T

Protein sequence of human probable global transcription activator SNF2L2 isoform a
{GenBank Accession No. NP _001276325.1)

MSTPTDPCGAMPHPGPSPGPGRPSPCGPILGPSPGPGPSPGSVHEMMGPSPERPPSVSHPMPTMGSTDEFPQEGM
HOMHEPIDGIHDKGIVEDIHCGSMKEGTGMRPPHPGMGPPOS PMDQRESOGYMEPHPSPLGAPEHVISPMEG
GGPTEPQMPPSOPGALIPGDEQAMSOPNRGPSPFSPVOLHOLRAQILAYKMLARGCPLPETLOLAVOGKR
TLRPGLOQCOODQOQQCOOD0QOQQCOORQPQQCPPOPOTQCOOOPALVNYNRPSGPGPELSGPSTPOKLPY
PAPGGRPSPAPPAAAQPPAAAVEGPSVPOPAPGOPSPVLOLOOKOSRISPIQKFQGLDPVEILOEREYRL
QARTAHRIQELENLPGSLPPDLRTRATVELKALRLENFQROQLROEVVACMRRDTTLETALNSKAYKRSKR
QTLREARMTEKLEKQQKIEQERKRROKHOEYLNSTLOHAKDFKEYHRSVAGKIOKLSKAVATWHANTERE
QRKETERIERKERMRRLMAEDEEGYRKLIDOKKDRRLAYLLOQQTDEYVANLTNLVWEHKQAQAAKERKKRR
RREKKRKAERENARGGESALGPDGEPIDESSOMSDLEVRVTHTETGRKVLEGPEAPKASQLDAWLEMNEFGYEVA
PREDSEESDSDYEEEDEREEESSROETEEKILLDENSEEVSEXKDAKDTI ITETAKODVDDEY SMOYSARGEQS
YYTVAHAISERVEKOSALLINGTLKEYQLOGLEWMVSLYNNNLINGILADEMGLGKTIQTIALTITYIMEHK
RINGEPYLIIVPLSTLSNWTYREFDKWAPSVVKISYKGTPAMRRSLVPOLREGKENVLELTTYEYIIKDKHI L
AKIRWEYMIVDEGHRMRNHHCRLTOVLNTHYVAPRRILLTGTPLONKLPELWALLNFLLPTIFKSCSTEFE
OQWENAPFAMTGERVDLNEEETILLIRRLHKVLRPFLLRRLEKKEVESQLPEKVEYVIKCDMSALCKLILYRH
MOAKGILLTDGSEKDKKGKGGARKTLMNT IMOLRKICNHPYMEQHIEES FAEHLGY SNGVINGAELYRASG
RFELLDRILPKLRATNHRVLLEFCOMT SIMTIMEDYFAFRNEFLYLRLDGTTKSEDRAALLKKENERPGSQOYE
IFLLSTRAGGLGLNLQAADTVVIFDSDWNPHODLOAQDRAHRI GOONEVRVLRLCTVNSVEER I LAAAKY
KLNVDOKVIQAGMEDOKSSSHERRAFLCAILEHEEENEEEDEVPDDETLNOQMIARREEEFDLEMRMDMDR
RREDARNPRKREKPRIMEEDELPSWIIKDDAEVERLTCEEEEEKTIFGRGSROQRRDVDY SDALTEKQWLRALE
DGNLEEMEEEVRLKKRKRRRNVDEKDPAKEDVEKAKKRRGRPPAERKLSPNFPRLTKOMNALIDTVINYKDR
CNVERVPSNSQLEIEGNSSGROLSEVEFIQLPSRKELPEYYELIREPVDEKKIKERTRNEKYRSLEGDLERD
VMLLCHENAQTENLEGSOIYEDSIVLOSVERKSAROKIAKEEESEDESNEEEEEEDEEESESEAKSVKVKIK
LNKKDDEGRDKGEGKKRPNRGEARKPVVSDEDSDEEQDEREQSEGSGTDDE
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Protein sequence of human probable global transcription activator SNF2L2 isoform b
{GenBank Accession No. NP _620614.2)

MSTPTDPCGAMPHPGPSPGPGRPSPCGPILGPSPGPGPSPGSVHEMMGPSPERPPSVSHPMPTMGSTDEFPQEGM

HOMHRKPIDGIHDRGIVEDTHCGSMKGTGMRPPHPGMGPPOSPMEOESQGYMSPEPSPLGAPEREVISPMSSG

GGPTEPQMPPSOPGALIPGDEQAMSOPNRGPSPFSPVOLHOLRAQILAYKMLARGCPLPETLOLAVOGKR

TLRPGLOQCOODQOQQCOOD0QOQQCOORQPQQCPPOPOTQCOOOPALVNYNRPSGPGPELSGPSTPOKLPY
>

PAPGGRPSPAPPAAAQPPAAAVPGRPSVPOPAPGOPSPVLQLOOKOSRISPIOKPOGLDPVEILOEREYRL
QARTAHRIQELENLPGSLPPDLRTEATVELKALRLENFQROLROEVVACMRRDTTLETAILNSKAYERSKK
QTLREARMTEKLEKQQKIEQERKRROKHOEYLNSTLOHAKDFKEYHRSVAGKIOKLSKAVATWHANTERE
QRKETERIERKERMRRLMAEDEEGYRKLIDOKKDRRLAYLLOQQTDEYVANLTNLVWEHKQAQAAKERKKRR
RREKKRKAEENARGGESALGPDGEPIDESSOMSDLEVRVTHTETGRKVLEGFEAPKASQLDAWLEMNEPGYEVA
PREDSEESDSDYEEREDEEEESSROETEERKILLDPNSEEVSEKDARQTIIETARQDVDDEY SMOYSARGSEQS
YYTVAHATISERVERKQOSALLINGTLKHYQLOGLEWMVSLYNNNLNGILADEMGLGKTIQTTALTITYIMEHEK
RINGEPYLITVPLSTLSNWTYEFDKWAPSVVKISYKGT PAMRRSLVPOLRSGKENVLLTTYEYTITKDKHI L
AKIRWEYMIVDEGHRMRNHHCRLTOVLNTHYVAPRRILLTGTPLONKL
OQWENAPFAMTGERVDLNEEETILIIRRLHKVLRPFLLRRLKKE E
MOAKGILLTDGSERKDRKRGKGCGARKTLMNT IMOLRKICNEPYMEQHIEES FAEHLGY SNGVINGAELYRASG
KFELLDRILPKLRATNHRVLLECOMT SIMTIMEDYFAFRNEFLY LRLDC R
IFLLSTRAGGLGLNLQAADTVVIFDSDWNPHODLOAODRAHRIGOONEV
KLNVDORKVIQAGMEDOKSSSHERRAFLCATILEHEEENEEED
RREDARNPRKREKPRIMEEDELPSWIIKDDARVERLTCERER

LRLCTVNSVEEKI LARAKY
EVPDDETLNQMIARREEEFDLEMRMDMDR
EXIFGRGSRORRDVDY SDALTEKOWLRATLE
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R

KRKRRRNVDKDPARKEDVEKAKKRRGRPPAEKLSPNPPKLT QMNAITDTVTNYWDS

t“

GNLEEMEEEVRI

“QRQJﬁVJP=Q-E&EKhLPhV{ELLRﬁP”)kKKTth RNHKYRSLGDLEKDVMLLCHNAQTENLEGSQ
YEDSIVLCSVE QF?LK AKEEESEDES WEEFEEFPEEESEUhAh\JKVKTKud?KDDKGRDhUKqK&RP
NRGKAKPVVSDEFDSDEEQDEREQSEGSGTDDE

Protein sequence of human probable global transcription activator SNF2L2 1soform ¢
{GenBank Accession No. NP_001276326.1)

MSTPTDPGAMPHPGPSPGPGESPGPILGPSPGPGPSPGSVHEMMGESPGRE HE
HOMHEPIDGIHDKGIVEDIHCGSMKGTGMRPPHPGMGPPOSPMDQHSQGYMSPHESPLG F P M
GGPTPPOMPPSOPGALIPGDFQAMSOPNRGESPEFSPVQLHOLRAQILAYKMLARGOPLPETLOLAVOGKR
TLPGLOQCOO000Q0QQ020000QCO000POOQPPOPOTOCQOOPALVNYNRPSGPGPELSGPETPOKLPY
PAPGGRPSPAPPAARQPPAAAVPGESVEQ OAPCQP““”LQLQOKQS?l“PILKU”CL)PVh LOEREYRL
QARTAHRIQELENLPGSLPPDLRTEATVELKALRLLNFQROQLRGEVVACMRRDTTLETALNSKAYERSKR
QT LREARMTEKLERKQQKIEQERKRROQKHOEYLNS T LOHAKDIKEYHRSVAGKT 3 {LSKAVATWHANTERE
QKEKETERIEKERMRRLMAEDEEGYRKLIDOKKDRRLAYLLOQTDEYVANLTNLVWEHKQAQAAKEKKKRR
RRERKRAEENAEGGESALGPDGEPIDESSOQMSDLEPVREVTHT ‘GhVLbC”HADKADQ*WhW'”MV CCYEVA
PREDSEESDSDYEEEDEEEESSROETEERILLDPNSEEVSERDARDQITETARQDVDDEY SMOYSARGSQS
YYTVAHAL SERVEKQSALLINGTLKEYQLOGLEWMVSLYNNNLNGILADEMGLGKTIQTIALITYLMEHK
RLNGPYLIIVPLSTLSNWTYEFDRKWAPSVVKI SYKGTFAMRRSLVEFQLRSGKENVLLTTYEY T TRKDKHI L
AKTRWEYMIVDEGHRMRNHHCKLTOVDINEEET I LI IRRLHKVLRFFLLRRLEKEKEVESQLPERVEYVIKC
DMSALOKILYRHMOARGILLTDGSEKDKKGKGGAKTLMNT IMOLRKICNEPYMEPQHI EESFARHLGYSNG

VINGAELYRASGKFELLDRILPKLRATNHRVLLFCOMTSLMTIMEDY FAFRNFLYLRLDGTTKSEDRAAT,
LEKENEPGSQYFIFLLSTRAGGLGLNLCAADTVVIFDSDWNPHCDLOAQDRAHNRIGQONEVRVLRLCTVN
SVEERKILAAAKYKLNVDORVIQAGMEFDOKS SSHERRAFLOAT LEHEEENEEEDEVPDDET LNOMIARRER
EEDLEMRMDMDRRREDARNPRKRKPRLMEEDELPSWL LKDDAEVERLTCEEEEEKTIFGRGSRORRDVDYSD
ALTERKOWL PAIED GNLEEMEEEVRLKKRERRRNVDKDPAKEDVERAKKRRGRPPAEKLEPNPPKLTKOMN
ATIDTVINYRDSSGROLSEVEFIQLPSRRELPEYYELIRKPVDFREKIKERIRNHKYRSLGDLEKDVMLLCH
NAQTE RLFUUQTALJSIVT“°\FKSAQ“KIAKUEE“'JES\EEFEmm/EEE“ESEAKbVK”\TKqJK&PD
KGRDKGEGKKRPNRGKAKPVVIDFDSDEEQDEREQSEGSGTDDE

Protein sequence of human probable global transcription activator SNF2L.2 isoform d
{GenBank Accession No. NP _001276327.1)

MWLAIEDGNLEEMEEEVRLKRKRKRRRNVDKDPAKEDVEKAKKRRGRPPAEKLSPNPPKLTKOMNATIDTYV
INYKDSSGROQLSEVEFIQLEPSRKELPEYYELIRKEVDERKIKERIRNHKYRSLGDLEKDVMLLCHNAQTEN
LEGSQIYEDSIVLOSVEKSARQKIAKEEESEDESNEEEEEEDEEESESEAKSVEVKIKLNRKKDDKGRDKG
KGKKRPNRGKARPVVSDEDSDEEQDEREQSEGSGETDDE

SMARCA4

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 4 (SMARCA4), transcript variant | (GenBank
Accession No. NM_ 001128849 'i)

GGCGGGGGAGGCELC & GGCGSVTCCTGC“‘GAGGCL“”TCW“TCCPbCICCCCT
GAAGATGTCCACTCC cc SCAACTCCTCGGCCAGGTCCTTCC CCCC
TCCCCTGGAGCCATG =GO A TCCCTCGCCEEECTCCGCCCAL AvaTF“
GCCCAGGGCCGCCOTCAGCAGGACALCC CATCuCCﬂCCCApaGﬁCvTCCAfoﬁ“,VVTCnuGAV VA
GCACCAGATGCACAAGCCCATGGAGTCCATGCATGAGAAGGGCATGTCGGACGACCCGCGUTACAACCAG
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('}

ATGARAGGAATGGGGATGCGETCAGGGGGLCATGCTGGCATGGGECCCCCGCCCAGCCCCATGCGACCAG
ACTCCCAAGGTTACCCCTCGCCCCTGGETGGCTCTGAGCATGCCTCTACGTCCAGTTCCAGCCAGTEECC
GTCTT CGQqFCprGALFT\TTCquﬁprbQAGCrGJTCC uTG;ATuGTupTGAVFCprbUVVTT
GGGCAGCAGAACCGGGGCCCAACCCCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGATCATGG
CCTACAAGATGCTGGCCAGEEEGCAGCCCCTCCCCEACCACCTGCAGAT GGCEETGCAGGGCAAGCGGCT
SATGCCCGGGATGCAGCAGCAGATGCCAACGCTACCTCCACCCTCGGETGTCCGCAACAGGACCCGGCCCT
GGCCCTGGLCCTEECCCCEGLCOGLETCCCGGLCCGECACCTCCAAATTACAGCAGGCCTCATGGTATGG
GAGGGCC AFCALGFCTVlCCCPCuACCCTFCuuC'TGF CCCGGEGATGCCAGGCCAGCCTCCTGGAGE
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GCCT CC:KMCCCVAJvCCTCA; GACCCATGGCGAATH TGCCCCCACGAGCACCCCTCAGAAGCTG
ATTCCCCCGCAGCCAACGGGCCGCCCTTCCCCCELGLT CC TGCCGTCCCACCCGCCGCCTCGCCCETGA

o
-
fole:
CLG&

TGCC“C“C AGACCCAGTCCCCCGEECAGCCGEECCCAGCCCGCGCCCATGETGCCACTGCACCAGAAGCA
CGAGCCGCATCACCCCCATCCAGAAGCCGLGEGECCTCCACCCTGTGCACGATCCTGCAGGAGCGCEAGTAC
SCTGCAGGCTCGCATCGCACACCGAATTCAGGAACTTGAARACCTTCCCGGETCCCTGGLCCGEEE,
TGCGAACCAAAGCGACCATTGAGCTCAAGGCCOTCA GG,TCCTGAACTTCV GAGGCAGCTGCGCCAGGA

”””C”“GCM”TCﬂATChGG \GGGACACAGCGCTGGAGACAGCCCTCAAT GCTAAGGCCTACAAGCGCAGT
ARGCGCCAG CTGCGCGAGGCCCGCATCACTGAGAAGCT GGACGAAGCAGCAGAAGATCCAGCAGGAGT
’L_AGCGC”“ bnuH"LACCHQCAPT WCCTCAATAGCATTCTCCAGCATGCCAAGGATTTCAAGGAATA
ECAbh\ prTCACfTCCAnAZ 'CCAGAAGCTGACCAAGGCAGT GGCCACGTACCATGCCAACACGGAG
CGGGAG AAGAAPAGAGAACGAGCGGAT CGAGAAGGAGCGCAT GCGGAGGCTC ;TGC CTGAAGATGAGG

AGGC”“AL””CAHGCTﬂATC CCAGAAGRAGGACAAGCGCCTGGCCTACCTCTTGCAGCAGACA ~ACGA

>

A

GTACGTGGCTAACCTCACGGA GCrCGT sCGGCAGCACAAGCECTGCCCAGGTCGCCAAGGAGAARAS
AAADNAGAAAAAGAAGCAAGGCAGAAAATGCACGAAGGACACGACGCCTGCCATTGGGCCEEAT GGCGAGCCTC
TGGACGAGAVCAGCCAGATGAUJGAVFprlGGTGAAGGTGATC CACGTGGAGAGTGGGAAGATCCT
\GGCACAGATGCCCCCAAAGCCGGGLAG v.GCA:GCv.GCCTLCAGhTCAA CCGGGGETATGAA

GAQNG

¢

7
AG
-

AC

“

[l
AT oL

CCGAGGTCTGA IAGTGAAGAAAG”CSCT“AGAP” \GAGGAAGAGGAGGAGGAGGAAGAGCAGCCGE

.
A
CAGCACAGCCTCCCACCCTGCCCCT GGAGGAGARGAAGAAGATTCCAGAT CCAGACAGCGATGACGT
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)
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C
G
ya\
CT
TGCACGGETGGACGCCECGGCACATCATTGAGAATGCCAAGCAAGATGTCGATGATCGAATATCGCCETGTCCCA
GCCCTTGCACGTGGCCTGCAGTCCTACTATGCCGTGGCCCATGCTETCACTCGAGAGAGTGCGACAAGCAG
CAGCGCTTATGGTCAATGGTGTCCTCARACAGTACCAGATCAAAGGTTT CCRVAva.GC GTCCCTG
C
T
AG
G

G
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3\.
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TA
TC

el

p-)
CAACARCAACCTGAACGGCATCCTGGCCGACGAGAT GGGCCTGGELAAGACCAT CCAGACCATCELG

G C

=g
ATCACGTACCTCATGGAGCACAAACGCATCAATGEG CC“TTCC”CAT ”CCMG“ TClCm”AA” C
CCAACTGGGLGETA Gﬁ”TTT”PLnn””JG“LC”CCTCCGTQG”PAPG"mﬁ”‘WWAQnAC‘C VCCCE
AGCAAGACGGGCCTTTETCCCCCAGCTCCGGACTGGLGAAGTTCAACGTCTTGCTGACGACGTACGAGTA
ATCATCAAAGACAAGCACATCCTCGCCAAGAT CCGTTGGAAGTACATGATTG UTACGI CCTCAV\ C#
TGAAGAACCACCACTGCAAGCTGACGCAGGETGCTCAACACGCACTATGT GGCACCCCGCCECCTGCTGCT
GACGGGCACACCGCTGCAGAACAAGCTTCCCGAGCTCTGGGCGCTGCTCAACTTCCTGCTGCCCACCATC
TTCAAGAGCTGCAGCACCTTCGAGCAGTGGETTTAACGCACCCTTTGCCATGACCGEGEAAAAGGTGGACT
TGAATGAGGAGGAAACCATTCTCATCATCCGGCGTCTCCACAAAGTGCTGCGGCCCTTCTTGCTCCGACG
ACTCAAGAAGGAAGTCGAGGCCCAGTTGCCCGAARAAGETGGAGTACGTCATCARAGTGCGACATGETCTGCG
CTGCAGCCGAGTGCTCTACCGCCACATGCAGGCCAAGGGCETGCTGCTGACTGATGGCTCCGAGAAGGACA
/ GCAAAGGCGGCACCAAGACCCTGATGAACACCATCATGCAGCTGCGGAAGATCTGCAACCACCC
CAGCACATCGAGGAGTCCTTTTCCCGAGCACTTGGGETTCACTGGCGECATTGTCCAAGGS
\CCGAGCCTCGGETAAATTTGAGCTTCTTGATAGAATTCTTCCCAAACT CCGAGCAACCA
ACCKCAAMGT GCTGCTGTTCTGCCAAATGACCT CCCTCATGACCAT CAT GGAAGAT TACTTTGCGTATCG
’ 'ACC

CcTC

r
A

3

TCAGGCTTGATGGAACCACGAAGGCGGAGGACCGELGGCATGCT GCTGAAAACCTTC

A T O AT T C OO CACC A C OO 00 U P N T R R N (SO
TGAGTACTTCATCTTCCTGCTCAGCACCCGGGCTGEGEEGCTCGGCCTGARCCTCC

ARCGAGCCCEGE

AGTCCEECAGACACTETGATCATTTTTGACAGCEACTGCAATCCTCACCAGCACCTGCAAGCGCAGGACCE
AGCCCACCGCATCGEGECAGCAGAACGAGETGCETGETGCTCCGCCTCTGCACCGTCAACAGCETGEAGGAG
AAGATCCTAGCTGCAGCCAAGTACAAGCTCAACGTGEACCAGAAGETGATCCAGGCCGGCATGTTCGACT

AGAAGTCCTCCAGCCATGAGCGGCGCGCCTTCCTGCAGGCCATCCTGCGAGCACGAGGAGCAGGATGAGAG

CAGACACTGCAGCACGGEGCAGCGECAGTGCCAGCTTCGCCCACACTGCCCCTCCGCCAGCGGGCETCAAL

CCCGACTTCGCAGGAGCCACCTCTAAAGGAGCAAGACGAGGTGCCCGACCACGAGACCETCAACCAGATGA
TCGCCCGGCACGAGGAGGAGTTTGATCTGTTCATGCGCATGGACCTGCGACCGCAGGUGCGAGGAGGCCCSE
CAACCCCAAGCGGAAGCCGCGLCTCATGGAGGAGGACGAGCTCCCOCTCETGEATCAT CAAGGACGACGCG
GAGGTG GACV”CCIG ACCTGTGAGGAGCGAGGAGGAGAAGATGTTCGGCCETGECT CVVC ACCGCAAGG
AGGTGGACTACAGCGACTCACTGACGGAGAAGCAGTGGCT CAAGAAAAT TACAGGAAAAGATAT CCATGA
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G AGGGCACGCTGGAGGAGAT CCAAGAGGA CCGGCAGAAGAAATCATCACGGAAGCGCA
A y C GACGCCGGCTCCTCCACCCCCACCACCAGCACCCGCAGLCGCGACAAG “—xCGACGAGI—\G
CAAGARA AGARAGCGCGEEECGECCECCTGCCGAGAAACTCTCCCCTAACCCACCCAACCTCACCAA

NXG]-\TGAA AAG/\,E TGTGGATGCCETGATCAAGTACAAGGACAGCAGCAGTGGACGT CAGCTCAGCEE (:w
TCTTCATCCAGCTGCCCTCGCGAAAGGAGCTGCCCGAGTACTACCGAGCT CATCCGCAAGCCCGTGGACTT
CAAGAAGATAAAGGAGCGCATTCGCAACCACAAGTACCGCAGCCTCAACGACCTAGAGAAGGACGTCATG
CTCCTGTGCCAGAACGCACAGACCT

v'
TCAAC FT‘f“G;\!L):J\ZIFT\;ka/T:}ATCT/XT AAC \CTCCATCGTCTTGE

o

AGTCGGETCTTCACCAGCETGCGGCAGAARAT CCAGAAGGAGGAT GACAGT GAAGGCGAGGAGAGT
GGAGGAAGAGG ’”GAC AGGAAGGCTCCGAATCCGAATCTCG "I’”"”T"“Ah,l\’i"'G AGATCAAG
CGGAAGGAGAAGGCACAGGACCGEUTGAAGGGLEGECLGGCEGCEGLCCGAGCCEAGGETCCCGAG

G
CGGETCGTGAGTGACGS _l‘Chf‘A’”” AGGAGGAACAAGAGGAGCACCGCTCAGGAAGTGECAGCGAA;
CTGAGCCCCGACATTC JLJAC‘TCT'C'LSA\, \,m\b'\/ CCCTCGTTCCAGAGCTGAGATGGCATAGGCCT .A_rCf-a
GTAACGGGTAGCAGCAGATGTAGT TTCAGACTTGGAGTAAAACTGTATARACAARAAGAATCTTCCATATT
TATACAGCAGAGAAGCTGT! GGAC“"TT FGTGACTGGCCCTGTCCTGGCATCAGTAGCAT ””’C—:’l’zmpAC
AT TA ACTGTCTTAAAGAGAGAGAGAGAGAATTCCGAATTGGGGAACACACGATACCTGTTTTT
sGCAGTACTGTTGCGCCGCAGTTTGGAGTCACTGTAGTTAAGT GTGEAT GCATC f‘(‘(‘“'"ZALCC
ECCA\/ TCCTCCTAC T‘f‘rATT'""‘Z‘ "TGGACAGGTCAGACTCGLCGGEGECCCEGGLGAGGGTATGTCAGTGT
CACTGGATGTCAAACAGTAATALATTAAACCAACAACALAACGCACAGCCAARLLLALA

(\

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 4 (SMARCA4), transcript variant 2 (GenBank
‘Acce&ﬁcnPJQ.NmA 001123844 1)

GGAGAGGCCGCCELCGETGCTCAGGGGCAGGEGGAGCCEECGAGCGLECGLGCAGLCEGLEECELGEETEGLG
CGCGTETETGTGAAGGGGGEECEETGGCCEAGGELGEECEEELGCGLGCELGAGECTTCCCLTCETTTGGL

GGCGGECEECEGCTTCTTTGTTTCETGAAGAGAAGCGAGACGCCCATTCTGCCCCCGELCCCECECEEAGE

GGCGGGEEGAGGCEIIGEEAAGTCGACGGLGCCEECGEITCCTGCETCTCECCOTTTTGCCCAGGCT
TGCAGTGETGCESTCATGGTTCACTGCASCCTCARCCTCUTGGACT CAGCAGGAGGCCACTGTCTGCAG
TCOCGTGAAGATGTCCACTCCAGACCOACCCOTEEECEGAACTOCTCGECCAGGTCCTTCCCCE
GGCCCTTCCCCTGGAGCCATECTGEGCCCTAGCCCGGETCCCTCGCCGEEOTCCGCCCACAGCATEATGE
GECCCAGCCCAGGECCELCCTCAGCAGGACACCOCATCCCCACCCAGEEECCTGCAGEETACCCTCAGGA
CAACATGCACCAGATGCACAAGCCOATGGAGT COATGCAT CAGAAGGGCATGTCGEACCACCCGLEITAC

ARCCAGATGAAAGGAATGGCCGATGCGGTCAGGGGGCCATGCTGGEAT GGGGCLCCCGCCCAGCCCCATGE
ACCAGCACTCCCAAGGTTACCCCTCGCCCCTGGLTGGCTCTGAGCATGCCTCTAGTCCAGTTC sCCAG
TGGCCCGETCTTCGEGECCCCAGATGTCTTCCGGGCCAG Gz\-"vGTGCCCC\:CTGGAT GCTGACCCCCAG
GCCTTGGEEECAGCAGAACCGEEGCCCAACCCCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGA
TCATGGCCTACAAGAT GC’T(,"CCAGGGC"’JAC”CCCTCC CGACCA CC':’ GCAGATGGCGGTGCAGGGCAA
ATGCCCGGGATGCAGCAGCAGAT GCTACCTCCACCCTCGGTCTCCGCARACAGGACCT
TGGCCCTGEECCCTGGECCCCEECCEE C‘-"C CCCGGCACCTCCAAATTACAGCAGGCCTCATG
GTATGGGAGGGCCCAACATG LCTCCCC CAG CA\/\, CTCGGELETGCCCCLCEEGATGCCAGGCCAGCCTCC
TGGAGGGCCTCCCAAGCCCTGGCCTGAAGGACCCATGGCGAATGCTGCTGCCCCCACGAGCACCCITCAG
ARGCTGATTCCCCCGCAGCCAAC "’SCCCCCCTTCL”” CGCGCCCCCTECCETCCCACCCGLCGLCTCGL
CCOTGATGCCACCECAGACCCAGTCCCCLEGGCAGCLEGGCCCAGLCLCCGLCGCCCAT GG TG, (‘T":"‘Z—\CCA
GAAGCAGAGCCGCATCACCCCCATCCAGAAGCCGCGEEGCCTCGACCCTGTGCGAGATCCTGCAGE
GAGTACAGGCTGCAGGCTCGCATCGCACACCGAATTCAGGAACT TGAAAACCTTCCCLGGTCCCTGECCE
GGGATTTCGCGAACCAAAGCGACCATTGA xCCTCF—\J\GCCCL ‘CAGGCT AACTTCCAGA GSCAGCTGCG
CF’ACGA STGETGGTGTGCATGCCEGAGGGACACAGCGLTGE A.C—:h CA CTCARATGCTAAGGCCTACAAG
CAGCAAGCGCCAGTCCCTGCGCEAGGCCCGCAT CACT CAGAAGCTGEAGAAGCAGCAGAAGA
sAGCGCAAGCGCCGECAGAAGCACCAGGAATACCTCAATAGCATTCTCCAGCAT GCCAAGGATTTCAA
GGAATATCACAGATCCGTCACAGGCAAAAT CCAGAAGCTGACCAAG G(/I‘\\ZITG‘JK,C ACGTACCATGCCAAC
ACGGAGCGGGEAGCAG! \A(:r]{z’\z\,GhCAALC?\,G ,CCAT‘C 7\G J\GGZ\ -CGCATGCGGAGGCTCATGGLTGAAG
ATGAGGAGGGGTACCGCAAGUTCATCGA 'GCAGCAGAC
AGACGAGTACGTGGCTAACT ’”hf‘"Gr\u ‘Cr(“""”LUGC‘ GCACAAGGCTGCCCAGGTCGCCAAGGAG
AAGAAGAAARAGAALAAGAAGAAGGCAGAALAT GCAGAAGGACAGACGCCTGCCATTGGEECG
AGCCTCT ACGAGACCAGCCAGATGAGCGACCTCCLGETGAAGGTGATCCACGTGGAGAGTG
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CAGGCACAGATGCCCCCARAAGCCGGGCAGCTGGAGGCCTGGCTCGAGATGAACCCGLGETATGAA

GTAG .‘, TCCGAGGTCTGATAGTGAAGARAAGTGGLUTCAGAAGAAGAGGAACAGGAGCGAGCAGGAAGAGCAGT
CGCAGGCAGCACAGCCTCCCACCCTGCCCETGEAGGAGAAGAAGAAGATTCC “—x GATCCAGACAGCGATGA

CGTCTCTGAGGETGGACGCGCEGCACATCATT GAGAATGCCAAGCAAGAT GTCGATGATGAATAT GGCGETG
TCCCAGGCCCTTGCACGTGGCCTGCAGTCCTACTATGCCGTGGCCCATGCTGTCACT GAGAGAGTGGEACA
AGCAGTCAGCGCTTATGGTCAATGGTGTCCTCARACAGTACCAGATCARAGGTTTGGAGTCGCTGETGTC
CCTGTACAACAACARACCTGAACGGCATCCTGGCCGACCAGATGGGUCTGGGCAAGACCATCCAGACCATLC
GCGCTCATCACGTACCTCATGGAGCACAAACGCAT CAATGGGCCCTTCCTCATCATCGTGCCTCTCTCAA
CGCTGTCCAACT GGGCETACCGAGTTTGACAAGTGGGCCCCOTCCEGTGETGAAGGTGTCTTACAAGGGATC
CCCAGCAGCAAGACGGECCTTTGTCCCCCAGCTCCGLGAGTGGCAAGTTCAACGTCTTGCTGACGACGETALC
GAGTACATCATCAAAGACAAGCACATCCT CGCCAAGATCCETTGGAAGTACATGATTGTGGACGAAGGTC
ACCGCATGAAGAACCALC CA‘““L”"”FT’ACGCAGGTGCTCAAC“ GCACTATGTGGCACCCCGLCECLT
GCTGCTGACGGGCACACCGCTGCAGAACAAGCTTCCCGAGCTCTGGGLECTGCTCAACTTCCTGCTGCCC
ACCA CTTCT{CAU,TCCITCAC CTTCEAGCAGTGETTTAACGCACCCTTTGCCAT GACCGEEGGAALAGE
TGGACCTGAATGAGGAGGAAACCATTCTCATCATCC GGCGTCTCCACAAAG”GC”CCSGC””TT“MMGCZ
CCGE ﬂ”hCmCAA SAAGGAAGTCGAGGCCCAGTTGCCCGAAAAGGTGGAGTACGTCAT CAAGTGCGACAT

TCTGCGECTGCAGCGAGTGCTCTACCGCCACATGCAGGLCCAAGGGLETGCTG h”m“ IGCFT””%AUA
AGGACAAGAAGCGCAAAGGCGGCACCAAGACCCTGATGAACACCATCATGCAGCTG
CACCCCTACATGTTCCAGCACAT CGAJCAGTCCT_TTCCGAGCACTTGG:GTTCK”TGGCGGCATTGTC

-3

CGGAAGATCTGCAA

9}
W

k
CAAGGGCTGEACCTETACCGAGCCTCGGETAAATTTGAGCTTCTTGATAGAAT TCTTCCCARACTCCGAS
CAACCAACCACAAAGTGCTGCTGT TCTGCCAAATGACCTCCCTCATGACCATCATGGAAGAT TACTTTGE
e

ATCGCGGCTTTAAATACCTCAGGCTTGATGGAACCACGAAGGCGCAGEACCGGEECATGCTGCTGAAR
ACCTTCAACGAGCCCGECTCTGAGTACTTCATCTTCCTGCTCAGCACCLGEGETGGEEEECTCEEECTGA
ACCTCCAGTCGGCAGACACTGETGAT CATTTTTGACAGCGACTGGAAT CCTCACCAGGACCTGCARAGCGCA
GGACCGAGCCCACCGCATCGEECAGCAGAACGA GGr GCGTGTGCTCCGCCTCTGCACCGTCAACAGCGTG
GAGGAGAAGATCCTAGCTGCAGCCA ;GT ACAAGCTCAACGTGGACCAGRAAGGTGAT CCAGCCCGGCATET

G
e

TCGACCAGAAGTCCTCCAGCCATGAGCGELGCGCCTTCCTGCAGELCAT CCTGEAGCACGAGGAGCAGGA
TGAGAGCAGACACTGCAG C]\\l\:r(‘rf\,AG(,'L}\:rf‘z\-~' GCCAGCTTCGCCCACACTGCCCCTCCGCCAGCGGET
GTCAACCCCGACTTGGAGGAGCCACCT CTAAAGGAGGAAGACGAGETGCCCCGACGACGAGACCGETCAACT
AGATGATCGC GAGGAGGAGTTTGATCTGTTCATGCGCATGCGACCTGGACCGCAGGCGCEAGGA
GGCCCGCAAC C—;H‘AGCCGCGL""' CATGGAGGA C ALC '::Cr ”““CC“"Sr GGATCA ’ICA \GGAC
GACGCGGAGE T"]AL"‘"‘”‘TCH GAGGAGGAGG. ATGTTCGGCCETEGCTCCCELCACT
GCAAGGAGGTG SACTCACTGACGGAGAAGC AJ (‘,r‘. TCAAGGCCATCGAGGAGGGCACGCT
GGAGGAGATC (”z’\ ,TCCCV\AJ”/\?&G AARTCATCACGGAAGCGCAAG CGACA\,; GCGA ,GCCGGC
TCCTCCACCCCGACCA C AGCACCCGCAGCCGCGACAAGGACGACGAGAGCAAGAAGCAGAAGAAGCGCE

GGCGECCGCCTGCCGAGRAAACTCTCCCCTAACCCA CF’AAC CTCACCAAGAAGATGAAGAAGATTGTGGA
TGCCETGATCAAGTACAAGGACAGCAGCAGTGGACS CAGCGAGGTCTTCATCCAGLTGCCCTCG
CGARAGGAGCTGCCC AGCTCATCCGCAAGCCCGT GG Z‘CTTCAAG. AAGATAAAG sCGCA
TTCGCAACCACAAGTACCGCAGCCTCAACGACCTAGAGAAGGACGTCATGCTCCTETGCCAGAACGCACA
GACCTTCAACCTGGAGGGCTCCCTCGATCTATGAAGACTCCATCGTICTTG f’hC'“"" STCTTCACCAGCGTS
CGGCAGAAAAT CGAGAAGGAGGATGACAGTGAAGGCCAGGAGAGT GAGCAGGAGGAAGAGGGCGAGGAGSE
AAGGCTCCGAATCCGAATCTCGGTC f“G’l"JZAJ—\J—\d'T‘CrA‘AuA” ARGCTTGECCGGAAGGAGAAGGCACAGG A&
CCGGECTGAAGGGCGGCLGGCEECGECCGAGCCCAGGETCCCGAGCCAAGCCGETCGTGAGTGACCATGA
\GTGAGGAGGAACAAGAGGAGGACCGCTCAGGAA GTGG CAGCGAAGAAGACTG 7\GCCCL‘z\,k,h'TTCC]A(”‘
CTCGACCCCGAGCCCCTCGTTCCAGAGCT GAGATGGCATAGGCCTTAGCAGTAACGEGT!, CF’AL’”A'JA

“AGTTTCA A“T""f ‘C—:AGTAAAACTGTATP\AAC‘A}AA AATCTTCCATATTTATACAGCAGAGA “"’”""‘TA

T

f)

3

GGACTG TCCTGGCATCAGTAGCATCTGTAACAGCATTAACTGTCTTAAAGAGAG
AGAGAGA CAATT\/ ,Gz\? GGGAACACACGATACCTGTTTTTCTTTTCCGTTGCTGGCAGTACTETTGE

GCCGCAGTTTGGAGTCACTGT. ]>GT AAGTGTGGATGCATGTGCGTCACCEGTCCACTCCTCCTACTGTATT
TTATTGGACAGGT CAGACTCGCCGEEGGCCCEECCAGGGTATGT CAGTETCACTGCGATGTCAAACAGTAA
ARATTAAACCAACARCARANCGCA

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 4 (SMARCAA4), transcript variant 4 (GenBank
Accession No. NM_001128845.1)
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GTCCACTCCAGACCCACCCOTGEGCEEAACTCOTCGGCCAGGTCCTTCCCOGGGCCCTEGCCCTTCCT
CTGGAGCCATGOTGEGCCOTAGCCCEGETCCCTCGOCEGECTCOGCCCACAGCATGATCEGECCCAGCCS
AGGGCCGCCOTCAGCAGGACACCCCATCCCCACCCAGEGGCCTGGAGGETACCCTCAGGACAACATGCAC
CAGATGCACAAGCCCATEGAGTCCATGCATCGACAAGGGCATETCGGACEAL CG,CCTACAACCACATCA
AAGGAATGEEGATGCCETCAGGEEELCATGCTEEGATGGEECCCCCGCCOAGCCCCATEGACCAGCALTC
CCAAGGTTACCCCTCGCOCCTE GCMGGCWClC“S“-TGCLM””A”“CLH”TT”“A.CCAC“”GL““””C”
TCGGEECCCCAGATGTCTTCCEGGCCAGGAGGTGCCCCGCTGCATGETGCTCACCCCCAGECOTTGEGEE

Td

AG CZ‘quZ‘C\,u’ sGGCCCAACCCCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGATCATGGCCTA
CAAGATGCTGGCCAGGGGGCAGT CCTCCCLCT\,CCACC GCAGATGGCGETGCAGGGCAAGCGGCCGATG
cce ""S TGCAGCAGCAGATGCCAACGCTACCTCCACCCTCG ’“CTCCGCA, CAGGACCCGGCCOTGGCT
CTGGCCCTGEGCCCCGECCCGEETCCCGGCCCGECACCT LLHAAT'“ AGCAGGCCTCATGGTATCGEGAGE

GOCCARCATE CCT'CCﬂ““;chC"“;;C“L"”,C;CCCCGGGAM“LbAn@cc;GCCT@CT@GAGGQCPW
COCAAGCCCTGECCTEAAGGACCCATEGCGAATEOTGCTGCCCCCACGAGCACCCCTCAGAAGCTEATTC
CCCCGCAGCCAACGEECLGCCOTTCONCCGCECONCCTGCCETCCCACCIGCCGCCTOECCOGTEATECC
ACCGCAGACCCAGTCCCOCGGECAGTCGGCCCAGICCECGLOCATGET GUCACTGCATCAGAAGCAGAGS
CGCATCACCCCCATCCAGAAGCCGUGEGGCCT CEACCOTGT BEAGATCOTGCAGGAGTBCGAGTACAGGTS
TGCAGGCTCECATCGCACACCGAATTCAGGAACTTGAAAACCTTCCCGGETCCOTGECCEEECATTTECG

AACCAAAGCGACCATTGAGCTCAAGGCCLTCAGGCTGCTGAACTTCCAGAGGCAGCTGCGLCAGGAGGTG
GTGGT :rTGC.Z\.TGCGG]\wu SACACAGCGCTGGAGACAGCCCTCAATGCTAAGGCCTACAAGCGCAGCAAGT
-

GCGCGAGGCCCEC A""f’hC’”G GAAGCTGGAGAAGCAGCAGAAGATCGAGCAG GA”CGC%A
AAG CACCAGGAATACCTCAATAGCATTCTCCAGCATGCCAAGGATTTC ’hh" 55A TCAC
SATCCGTC GCAAAATCCAGAAGCTGACCAAGGCAGTGGCCACGTACCATGCCAACACGGAGCGGS
AGCAGAAGAZ 7\?‘ CuuAA\ch‘f‘vCG SATCGAGAAGGAGCGCATGCGGAGGCT CATGGCT GAA CA VT GAGGAGGG
GTACCGCAAGCTCATCGACCAGAAGAAGGACAAGCGCCTGGCCTACCT CTTGCAGCAGACAGACGAL :T,AC
GTGGCTAACCTCACGGAGCTGETGCGGCAGCACAAGGCTGCCCAGGTCGCCAAGGAGARAAANGARGCANAA
AGAAAANGAAGAAGGCAGAAAATGCAGAAGGA CA(J \CGCCTGCCATTGGGCCEEATGGCCAGCCTCTGGA
CGAGACCAGCCAGATGAGCGACCTCCCGETGAAGGTCAT CCACGTGGAGAGTGEGAAGATCCTCACAGGL
ACACATGCCCCCAAAGCCGGGCAGCTGCGAGGCCT G()'\/,LC‘C[\k)A—\.Ti—;’AZ‘\CCKfC'()‘:}\ZITE\TG;\MZ\‘\\J AGCTCCGA
GGTCTGATAGT GAAGARAGT GGCTCAGAAGAAGAGGAAGAGGAGGAGGAGGAAGAGCAGCCGCAGGCAGT
ACAGCCTCCCACCCTGCCCET GGAGGAGARAGAAGAAGA TT”“ACATCCAGAC‘ \GCGATGACGTCTCTGAG
GTGGA \”‘GCG GGCACATCATTGAGAATGCCAAGCAAGATGTCGATGATGAATATGGCETGTCCCAGGCCT

pRQ
C\ IO @)

5

TTGCACGTGGCCTGCAGTCCTACTATGCCGTGGCCCATGCTGTCACTGAGAGAGTGCGACAAGCAGT CAGT
GCTTATGGTCAATGGTGTCCTCAAACAGTACCAGATCARAAGGTTTGCGAGT GGCTGGTGTCCCTGTACAAC
ARCARCCTGAACGG ,ATCV ‘GGCCGACGAGAT GGGCCTGEEEAAGACCATCCAGACCATCGCGCTCATCA

COTACCTCATGGAGCACAAACGCATCAAT GGG TTCCT CATCATCET BCCTCTCT CAACGCTGTCCAA
CTGGGCETACGAGTTTCACAAGT GEGCCCCCT Lo TGETGARGGTGTCTTACAAGGEATCCCCAGTAGCA
UALGGQCCTTT”“F‘”” AGCTCCEGAGTGEEAAGTTCAACGTCTTGCTCACCACGTACGAGTACATCA
CARAGACAAGCACATCOTCGCCARGATCCGTTGGAAGTACATGATTGTGCACGARGETCACCGCATGAA
AR CCALCACTCCAPﬁCTGACSL“GGTCV¢u“WC\CCCBCTATGTGGCACCCCG(CGCC GCTGCTGACS
GGCACACCGOTGCABAACAAGCTTCCCCAGCTCTGEECGCTECTCAACTTCCTGCTGCCCACCATCTTCA
AGAGCTGCAGCACCTTCCAGCAGTGETTTAACGCACCCTTTGCCATGACCGGEGAAAAGGTGGACCTGAA
TGAGGAGGAAACCATTCTCAT CATCCGGOGTCTCCACAAAGTGCTGCEECCCTTCTTGOTCCGACGACTE
AAGRAGGAAGTCGAGGCCCAGTTECCCGARAACETGGAGTAL FTbATCAAF GCGACATETCTGCECTGE
AGTGCTOTACCGCOACATGCAGGCCARGEELGTGCTECTGACTGATEECTCCEAGARGGACARGAR

~

SCGA
GGGCAAAGGCGGCACCARGACCCTGATGAACACCATCATGCAGCT ”‘CGGPAGA'ECTGCAA”f’h@’”’”’”‘TA’”
ATGTTCCAGCACATCGAGGAGTCCTTTTCCGAGCACTTGGGGTTCACTGGCGECATTGTCCAAGGGCTGE
ACCTGTACCGAGCCTCGGGTAAATTTCGAGCTTCTTCATAGAATTCTTCCCAAACTCCGAGCAACCAACCA
CAAAGTGCTGCTGTTCTGCCAAATGACCTCCCTC AT\JAC‘PI“\—'CAJ. GGAAGATTACTTTGCGTATCGCGEE
TTTARATACCTCAGGCTTGAT GGAACCACGAAGGCGGAGGACCGEEGCE —‘GC GCTGAAAACCTTCAACG
AGCCCGGC i TGAGTACTTCATCTTCCTGCTCAGCACCCGEECTGGGEEECT GG ”’C—rh}l CTCCAGTC
GGCAGACACTGTGATCATTTTTGACAGCGACTCGAAT CCTCACCAGGACCTGCAAGCGCAGGACCEAGCT

G
CACCGCATCGEGGCAGCAGAL I’_‘,(_;;\U""T‘CrCG'I‘GTGC"‘C’J’”L“'"f“"("‘]—\LC""T‘ CAACAGCGETGGAGGAGAAGA
TCC T‘? GCTGCAGCCAAGTACAAGCTCAACGTGGACCAGAAGETGAT CCAGGCCLGCATGTTCGACCAGAA
T TCCACCJ\r‘Gh SCGGECELGCCTTCCTGCAGGCCAT CCTGEAGCACGAGGAGCAGGATGAGGAGGAA
GAC AGGTGCCCGACGACGAGACCGTCAACCAGATCGATCGCCCGECACGAGCAGGAGTTTCGATCTGTTCA
TGCCGCATGGACCTGGACCGCAGGCGLGACGAGGCCCGCAACCCCAAGCGGAAGCCGUGCCTCATGGAGGA
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GGACGAGCTCCCCTCGTGGAT CATCAAGGACGACGCGHAGETGCAGCGECTGACCTETGAGGAGCAGGAG
\:fh(_u‘-\‘h GATGTTCGGCCETGECTCCCGCCACCELAAGGAGGTGGACTACAGC }A"T ACT G LGGAGAAGC
G

)

AGTGGCTCAAGACCCTGAAGGCCAT CGAGGAGCGCACGCTGGAGGAGAT CGAAGAGGAGGTCCGECAGAA
GAAATCAT CACGGAAGCGCAAGCGAGACAGCGACGCCGGCTCCTCCACCCCGACCACCAGCACCCGCAGC

CGCGACAAGGACGACGAGAGCAAGAAGCAGAAGAAGCGLGEECEGCCGCCTGCCGAGAAACTCTCCCCTA
ACCCACCCAACCTCACCAAGAAGAT GAACGAAGATTGTGCGAT GCCETGAT CAAGTACARAGGACAGCAGCAG
TGGACGTCAGCTCAGCGAGGTCTTCATCCAGCTGCCLTCGCCAAAGGAGCTGCCCGAGTACTACGAGCTC
ATCCGCAAGCCCETGGACTTCAAGAAGATALAAGGAGCGCATTCCCAACCACAAGTACCGCAGCCTCAACG
A CCTAGACAAGGACGTC. TGCTCCTGETGCCAGAACGCACAGACCTTCAACCT GGAGGEC CCV
TGAAGACTCCATCGTCTTGCAGTCGETCTTCACCAGCGTGCEGCAGAAAAT CGAGAAGGAGGA

GAAGGCGAGGAGAGTGAGGAGGAGGAAGAGGGCGAGGAGGAAGGCTCCCGAATCCGAATCTCGGT CCGl CA
AAGTGAAGATCAAGCTTEGCCGCAAGGAGAAGECACAGGACCGGLTGAAGGGLGGELEELEECEECLGAL
CCGAGGGTCCC rtr\f,’ CCAAGCCGGTCGETGA ”’TLSACGATGACA«:TG-&U SAGGAACAAGAGGAGGACCGECTCA
GGAAGTGGCAGCGAAGARAGACTGAGCCCCGACATTCCAGTCTCGA ”CCCG& =CCCCTCGETTCCAGAGCTG
FJSA”GGCA’TAGG l"l’AGC GTAACGGGTAGCAGCACGATGTAGTTTCAGACTTGGAGTAAAACTGTATAA
ACAARAAGAATCTTCCATATTTATACAGCAGAGAAGCTGTAGGACT uTT'“""C"f TGGCCCTGE ‘TL""”GGCH
AGCATCTGETAACAGCATTAACTGTCTTAAAGAGAGAGAGACAGAATTCCGAATTGEGEGAACACA

TTTTCTTTTCCGTTGCTGGCAGTACTGTTGCGCCECAGTTTGGAGTCACTGTAGTTAA GTC}

TGGATGCATGTGCGTCACCCTCCACTCCTCCTACTGTATTTTATTGGACAGGT CAGACT CGCCEEEEGCT
CGGCGAGGETATGTCAGTGTCACTGGAT GTCAAACAGCTAATAAATTAAACCAACAACARAACGCACAGCT
ARAAADDAR

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 4 (SMARCAA4), transcript variant 5 (GenBank

Accession No. NM 001128846.1)

TGTCCACTCCAGA LL;\.,ACL”‘NF‘ -GGCGGAACTCCTCGGCCAGGTCCTTCCCCGGECCCT GG

CTGGAGCCATGCTGGGLCCTAGCCLGGETCCCTCGCCEGGLTCCGCCCACAGCATGATGGGEC
AGGGCCGCCCTCAGCAGCGACACCCCATCCCCACCCAGGGGLUTGGAGGETACCCTCAGGACAACATGCALC
CAGATGCACAAGCCCATGGAGT CCATGCATGAGAAGGGCATGTCGGACCGACCCGCGUTACAACCAGATGA

ARGGAATGEEGATGCGETCAGGGGELCATGCTEEGATEGEGECCCCCGCCCAGCCCCATGGACCAGCACTC
CCAAGGTTACCCCTCGLCCCTGEETGECTCTGAGCATGCCTCTAGTCCAGTTCCAGCCAGTEGCCCETCT
TCGGGGECCCCAGATGETCTTCCEGGLCAGGAGGTGCCCCECTGGATEETGCTGACCCCCAGGELCTTGEGEEL
AGCAGAACCGGEGECCCAACCCCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGATCATGGCCTA
CAAGATGCTGGCCAGGGGGCAGCCCCTCCCCGACCACCTGCAGATGGCGETGCAGGGCAAGCGGCCGATE
CCCGGEGEATGCAGCAGCAGATGCCAACGCTACCTCCACCCTCGGETETCCGCAACAGGACCCEECCCTGGLE
CTGGCCCTEGECCLCEGLCCEEETCCCEGELCCGECACCTCCAAATTACAGCAGECCTCATGETATCGEGAGS
GCCCAACATGECCTCCCCCAGGACCCTCGEEGECETECCCCC uuCrA“"" CCAGGCCAGCCTCCTGGAGEGECCT
CCCAAGCCCTGGCCTGAAGGACCCATGGCGAATECTGCTGCCCCCACGAGCACCCCTCAGAAGCTEATTC

CCCCGCAGCCAACGGGLCGCCCTTCCCCCGCGLCCCCTGLLE T‘f\,k,ACCC CCGCCTCGCCCGTEGATGCC

ACCGCAGACCCAGTCCCCCGGGCAGCCGGLCCAGCCCGCGLCCATGGETECCACTGCACCAGAAGCAGAGC
CGECATCACCCCCATCCAGAAGCCGLGE GCCT"'::AU‘““TC'“GGA SATCCTGCAGGAGCGCGAGTACAGGC
‘I'(SLAGGC"T""Lﬁ TCGCACACCGEAL “""”LAGC ACTTCAABACCTTCCCEEETCCCTGECCEEEGEGATTTECE
\ACCAAAGCGACCATTGAGCTCAAGGCCLTCA -"GCTGCT‘F”F CTTCCAGAGGCAGCTGCGLCAGGAGGT G
GTGGTETGCATGCGGAGGGACACAG m,C",'TC GACAGCCCTCAATGCTAAGGCCTACAAGCGCAGCAAGE
AR

CAGTCCCTGCGCEAGGCCCGCATCACT GA h,Fx.Z‘x.GCTGG]\-‘G.- SCAGCAGAAGATCGAGCAGGAGCGCAA

o
T
GCGCCGGCAGAAGCACCAGGAATACCTCAATAGCATTCTCCAGCATGCCAAGGATTTCAAGGAATATCAC
AGATCCGTCACAGGCAAAATCCAGAAGCTGACCAAGGCAGTGGCCACGTACCATGCCAACACGGAGLGES
AGCAGAAGAAAGAGAACGAGCGGAT CGAGAAGCAGCGCAT GCGGAGGCTCATGGCT GAAGAT GAGGAGGS
GTACCGCAAGCTCATCCACCAGAACGAAGGACAAGCGCCTGGCCTACCT CTTGCAGCAGACAGACGCAGTAC

-C
GTGGECTAACCTCACGGAGCTGETGCGGCAGCACAAGGLTGCCCAGGTCGCCAAGGAGAAAAAGARAGALLA
AGAAAANGAAGAAGGCAGAAAATGCAGAAGGACAGACGCCT GCCATTGEGCCEGATGGCGAGCCTCTGGA
CGAGACCAGCCAGATGAGCGACCTCCCGE, GGTGATCCACGTGGAGAGTGEGAAGATCCTCACAGGL
ACACATGCCCCCAAAGCCGEGLCAGCTGCAGGCCTGELTCCGAGATGAACCCGEGETATGAAGTAGCTCCGA
GGTCTGATAGTGAAGAAAGT GGCTCAGAAGAAGAGGAAGAGGAGGAGGAGGAAGAGCAGCCGCAGGCAGT
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GCCTCCCACCCTGCCCGTGGAGGAGAAGAAGAAGAT TCCAGATCCAGACAGCGATGACGTCTCTGAG
ACGCGUGGCACATCATTGAGAATGCCAAGCAAGAT CGATGATGAATATGGLGETGTCCCAGGCCO
ACGTGGCCTGCAGTCCTACTATGCCGTGGCCCATGCTGTCACTGAGA KGTGGACAAGCAJTCPGC
GCTTATGGTCAATGGTGTCCTCAAACAGTACCAGATCARAGGTTTGGAGT GCCTGET GTCCCTGTACAA
ARCAACCTGAACGGCATCCTGGCCGACGAGAT GGGCOTGGGEEAAGACCAT CCAGACCATCGCGCTCATCA
CGTACCTCATGGAGCACARACGCATCAATGGGCCCTTC
”MGGGCGT“CGAGTTTGALnnCFGGGL """ CCTCCOTGETGAAGGTGTCTTACAAGGGATCCCCAGCAGCA
GACGGGCCTTTGT bbCAJVTPbU)\GTGGGAAGTmc \ACGTCTTGCTGACGACGTACCAGTACATCA
iCHAA““CFAGCACA ‘CCTCGCCAAGAT CCGTTGGAAGTACATGATTCETGGACGAAGGTCACCECA
GAACCACCACTGCAAGCTGACGCAGGTGCTCAACACGCA r’TC"”’SGCACC SCGCCGLCTGCTGCTG A‘G
GGCACACCGCTGCAGAACAAGCTTCCCGAGCTCTGGGLGCTGCTCAACTTCCTGCTGCCCACCATCTTCA
AGAGCTGCAGCACCTTCGAG CPGTGCTTWAALGC CCCTTTGCCATGACCGGGLCAAAAGGTGGACCTGAA
T WGGAAACCATTCTCATCATCCGGCGTCTCCACAAAGTGCTGCGGCCCTTCTTGCTCCGACGACTC
AGGAAGTCGAGGCCCA TTCCCLCAAah:GTa SAGTACGTCATCAAGTGCGACATGTCTGCGCTEC
TCCM“T"“CCCCT CATGCAGGCCAAGGGCETGCTGCTGACTGAT GCGCTCCGAGAAGGACAAGAA
CGGCACCARAGACCCTGATGAACACCATCATGCAGCTECGE ,AC VITCTGCAACCACCCCTAC
CGAGGAGTCCTTTTCCGAGCACTTGEGETTCACTGGCEECATTGTCCAAGGGCT GG
SAGCCTCGGGTAAATTTGAGCTTCTTGATAGAATTCTTCCCAAACTCCGAGCAACCAACCA
;CTGTTCTGCCARAATGACCTCCCTCATGACCATCATGGAAGATTACTTTGCGTATCGCGGE
CTCAGGCTTGATGGAACCACGAAGGCGGAGGACCGEGGCATGCT GCTCGAAAACCTTCAACS
CTGAGTACTTCATCTTCCTGCTCAGCACCCGEECT GGGEEECTCGGCCTGAACCTCCAGTC
l‘T”AT ATTTTTGACAGCGACTGCGAATCCTCACCAGGACCTGCAAGCGCAGGACCEAGCT
CnbAGCh\Z \CGAGGTGCETGTGCTCCGCCTCTGCACCGTCAACAGCETGGAGGAGAAGA
AGCCAAGTACAAGCT CAACGT GGACCAGAAGGTGATCCAGGCCGGCATGTTCGACCAGAA
"CCAE GAGCGGCELCGCCTTCCTGCAGGCCAT CCTGCGAGCACGAGGAGCAGGATCAGGAGGAA
sGTGCCCGACGACGAGACCGTCAACCAGATGATCGCCCGECACGAGGAGGAGTTTGATCTIGTTCA
TGCCCATGGACCTEGACCGCAGGCGCCAGGAGGCCCELAACC CnhG‘CGAAGCFCC“LCW” ATGGAGGA
GGACGAGCTCCCCTCGTGGATCATCAAGGACGACGCEEAGGT GGAGCGGCT GACCTGTGAGGAGGAGGAG
GAGAAGATGETTCGGCCETGGECTCCCGCCACCECAAGGAGE CC?CAACAG,CA CTCACTGACGGAGAAGC
AGTGGCTCAAGACCCTG AAGGCCATCGH””ACGGCA“”“I zGAGGAGATCGAAGAGCGAGGT CCGGCAGAA
GAAATCATCACGGAAGCGCAAGCCGAGACAGCGACGCCGGCTCCTCCACCCCGACCACCAGCACCCECAGT
CGCGACAAGGACEK PLUAG‘ GCRAAGAAGCAGAAGAAGCGCGEECGGCCGLCOTGCCCAGARAACTCTCCCCTA
ACCCACCCAACCTCACCAAGAAGAT GAAGAAGATTGTGGATGCCGETGATCAAGTACA \FCACA“““
\CGTCAGCTCAGCGAGGTCTTCAT CCAGCTGCCCTCGUGARAGEAGCTGCCCGAGTACTA
CGCAAGCCCGTGGACT T CAAGAAGATARAGGAGCGCATTCGCAACCACARAGTACCGCA 3
TAGAGAAGGACGTCATGCTCCTGT GCCACGAACGCACAGACCTTCAACCT GGAGGGCT
AGA mCCATCGT"T‘”PG"”GT”“TL"”FAGCGTGCG‘”PGAAAAV””AUnhQCAUbnEmA;AGTG”
"C CGAGGAGAGTGAGGAGGAGGAAGAGGECGAGGAGGAAGGCTCCGAATCCGAATCTCGET
TGAAGATCAAGCTTGGCCGCAAGGAGAAGGCACAGCGACCGGCTGAAG UvGCCCJaCGTCvJ(C =RG
AGGGTCCCGAGCCAAGCLGET CGTGAGT GACGATGACAGTGAGGAGGAACAAGAGGAGGACCGCTCAGGA
AGTGGCAGCGAAGAAGACTGAGCCCCCGACATTCCAGT CTCCGACCCCGAGCCCCTCGTTCCAGAGCTGAGA
TEGGCATAGGCCTTAGCAGTAACGGGTAGCAGCAGATCTAGTTTCAGACTTGCGAGTAAAACTGTA
ARMGAATCTTCCATATTTATACAGCAGAGAAGCTGTAGGACTGTTTGTCACTGGCCCTGETCCTGGCATCA
GTAGCATCTGTAACAGCATTAACTGTCTTAAAGAGAGAGAGAGAGAATTCCGAATTGGGGAACACAC Jﬂ”
ACCTGETTTTTCTTITCCGTTGCTGGCAGTACTGTTGCGCCECA “TGGAbT”ACT”MACIIAACm”T
A 'GCATGTGCGTCACCGTCCACTCCTCCTACTGTATTTTATTGGACAGGTCAG ACT“”“CQGGlGCWCGG
GAGGGETATGTCAGTGT CACTGGATGTCAAACAGTAATANATTAAACCAACAACAMNARACGCACAGCCAAA
R WARARL

CTCATCATCGTGCCTCTCTCAACGCTGTCCAA
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mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator

of chromatin, subfamily a, member 4 (SMARCA4), transcript variant 6 (GenBank
Accession No. NM 001128847 1)

ATGTCCACTCCAGACCCACCCCTGGGECEEAACTCCTCGGCCAGGETCCTTCCCCGGGCCCTEGCCITTCCO
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"T‘C-:(Jl GCCATGCTGGGCCCTAGCCCGGETCCCTCGCLHGGECTCCGCCCACAGCATGATGGGGCCCAGCCT

AGGGCCGCCOTCAG Lr\"«Gh\ CACCCCATCCCCACCCAGGGGLLCTGGAGGETACCCTCAGGACAACATGCAC
CAGATGCACAAGCCCATGGAGT CCATGCATGAGAAGGGCATGTCGGACCGACCCGCGUTACAACCAGATGA
ARGGAATGGGGATGCGETCAGGGGGLCATGCTGEGATGGGGCCCCLGCLCAGCCCCATGGACCAGCACTC
CCAAGGTTACCCCTCGCCCCTGGGETGGCTCTGAGCATGCCTCTAGT CC‘AGTTCCA SCCAGTGGCCCETCT
TCGGEEGCCCCAGATGTCTTCCGG CCACGAGL'“GCC’”‘.CGC“"G TGGETGCTGACCCCCA GCCT"”"‘ 5GGC
AGCAGAACCGGGECCCAACCCCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGATCATGGCCTA

CAAGATGCTGGCCAGGGGGCAGCCCCT Z'CC GACCACCTGCAGATGGCGETGCAGGGCAAGT GCCCGAT G
CCCGGGATGCAGCAGCAGAT GCCAACGCT C TCCACCCTCGG CTLCGCAACAJ‘?\,CCCCG CTGGCC
CTGGCCCTGEGCCCCGECCCGEETCCCG CCCCGCAL’”"'CCHAAT'“ AGCAGGCCTCATGGTATCGEGAGE

GCCCARCATGCCTCCCCCAGEACCCTCEEGCETEC CCCLGGGA”SCCAGGC AGCCTCCTGBAGEECOT
COCAAGCCCTGGOCTGAAGGACCCATGGCGAATCOTECTGCCCOCACGAGCACCCCTCAGRAGCTGATTS
COCCGCAGCOA CGGGCCGuQCTTCCCCCGlGCCFC“ﬂGCCGTCbplCCCGuCGlCTvGuQCGTCKTGCC
AVVE'AGACCV GTC CCVGGG,ACC3~mvCCAGCCCG,CCCV TGGTGCCACTGCACCAGARAGCAGAG

AT CACCECCATCOAGAAGCCECEEEECCT CEACCOTCTORAGAT CCTGCAGGAGCGCGAGTACAGGC
TGOAGGCT G AquCACAL“”hﬁmmC \GCAACTTGAARACCTTCCCGEETCCCTGECCGEECATTTECE
AACCAAAGCGACCATTGAGCTCAAGGCCCTCAGGCTGCTGAACTTCCABAGGCAGCTECGCCAGGAGGTS
CTSGT\TCbATbC\GAuu;AMAFATCGCJc-&uACAu”FCTCAAJw CTAAGGCCTACAAGCECAGCAAGT
GCCAGTOCCTGOECBAGGCCOGCATCACT GAGAAGCTEGAGAAGCAGCACAAGATCGAGCAGGAGCGCAA
GCGCOGECAGAAGCACCAGGAATACCTCAATAGCATTCTCCAGCATGCCAAGEATT TCARGGAATATCAL
GATCCGTCACAGGCAAAATCCAGAAGCT GACCAAGGCAGTCGCCACGTACCATGCCAACACGGAGCGGS
GOAGAAGAAAGAGAACGAGCGGATCGAGAAGGAGCGCAT GCCGAGGCTCATGECTGAAGATGAGGAGES
CTACCGCAAGCTCATCCACCAGAACARGGACAAGCGCCTGECCTACCTCTTGCAGCACACAGACGAGTAC
JTPC TAACCTCACGGAGCTGETGCEGCAGCACAAGGCTCCOCAGETCEOCAAGCACAAAAAGAAGARAR

\GARAAAGARAGAAGGCAGAAAATGCAGAAGGACAGACGCCTGCCATTGGGCCEEATGGCGAGCCTCTGGA

-
A
ra
£

~
(3
ol
I\

C(‘ACA CAGCCAGATGAGCGACCT CCCGETGAAGGTGATCCACCTGCAGAGTGEGAAGATCCTCACAGGT
ACA

AGATGCCCCCAAAGCCGGGCAGCTGGAGGCLTGGLTCGAGATGAACCCGGEETATGAAGTAGCTCCGA
CTGATAGTGAAGAAAGT GGCTCAGAAGAAGAGGAAGAGGAGGAGGAGGAAGAGCAGCCGECAGGCAGT
AC Z‘xC\,\,T‘CCCACCC GCCCGTGGAGGAGARAGARGAAGATTCCAGAT CCAGACAGCGATGACGTCTCTGAG
GACGCGCGGCACATCATTGAGAATGCCAAGCAAGATGTCCAT GATCAATAT GGCGTGTCCCAGGCCT
sCACGTGGCCTGCAGTCCTACTATGCCETGGCCCATGCTGTCACTGAGAGAGTGGACAAL ’“AGTCAL
GCTTATGGTCAATGGTETCCTCAAACAGTACCAGAT CAAAGGETTT GCAGTGGCTGGTETCCCTGTACAAL
AAC‘AAK,CT\JAZ‘CGGCATCCTGG CCCGACGAGATGGGCCTGGEGAAGACCATC 1‘k)4—\ik/\/ATc‘\Zka'C_l CATCA
CGTACCTCATGGAGCACRAAACGCAT CAATGGGCCCTTCCTCATCATCGTGCCTCTCT CAACGCT GTCCAA
CTGGGECGTACGAGTTTGACAAGT GGGCCCCCTCCGTEETCGAAGGTGTCTTACAAGGGATCCCCAGCAGCA
AGACGGGCCTTTETCCCCCAGCTCCGLACTGGGAAGTTCAACGTCTTGCTGACGACGTACGAGTACATCA
TCAAAGACAAGCACATCCTCGCCAAGATCCGTTGCAAGTACATGATTGTGCACGAAGGTCACCGCATGAA
GAACCACCACTGCAAGCTGACGCAGGTGCTCAACACCCACTATGTGGCACCCLCGCCGCCTGCTGCTGALG
GGCACACCGLTGCAGAACAAGCTTCCCGAGCTCTGEGLGCTGCTCAACTTCCTGCTGCCCACCATCTTCA
sCTGCAGCACCTTCGAGCAGTGETTTAACCCACCCTTTGCCATGACCGEEGAAAAGGT GGACCTGAA
AGGAAACCATTCTCATCATCCGGCGTCTCCACARAGTGCTGCGECCCTTCTTGCTCCGACGACTC
SGAAGTCGAGGCCCAGTTGCCCGARAAGCETGGAGTACGTCATCAAGT GCGACATGTCTGLECTGE
GTGC ,LC‘ TACCGCCACATGCAGGCCAAGGGCGTGCTGCTGACTGATGGCTCCGAGAAGGACAAGAA
A GGCACCAAGACCCTGATGAACACCATCAT GCAGCTGCGGRAGAT CTGCAACCACCCCTAC
ATCCGAGGAGTCCTTTTCCGAGCACTTGGEETT ”“ACT"GCCGCATTGTCCAAGGGCT -G
CTCGGGTAAATTTGAGCTTCTTCGATAGAATTCTTCCCAAACTCCGAGCAACCARCCA
TGCTGCTGETTCTGCCAAATGACCTCCCTCATGACCATCATC rCrA‘A«.u—\’I'l’ACT‘I"I‘GCG’l‘A’"""‘GG"‘
TTTAAATACCTCAGGCTTGATGGAACCACGAAGGCGGAGGACCGGGGCATGCTGCTGAAAACCTTCAALG
AGCCCGGCTCTGAGTACTTCATCTTCCTGCTCAGCACCCGEGCTGEEEEGCTCGGCCTGAACCTCCAGTC
GCAGACACTGTGATCATTTTITGACAGCGACTGGAAT CCTCACCAGGACCTGCAAGCGCAGGACCGAGCT
CACCGCATCGGGCAGCAGAACGAGGETGCGTGTECTCCGCCTCTGCACCETCAACAGCETGGAGGAGAAGA
TCCTAGCTGCAGCCAAGTAC A]AG CTCAACGTGGACCAGAAGGETGATCCAGGCCGGCATGTTCCACCAGAA
TCCTCCAGCCATGAGCGGCGCGCCTTCCTGCAGGCCAT CCTGGAGCACGAGGAGCAGGATGAGGAGGAA

]

G; CGAGGTGCCCGACGACGA C7‘ CCGTCAACCAGATGATCGCCCGGCACGAGGAGGAGTTTGAT CTGTTCA
CC”“ATC"E C T sGACCGCAGGCGCGAGGAGGCCCECAACCCCAAGCGGAAGCCGCGCCTCAT GCAGGA
GGACCGAGCT CTCGTGGATCATCAAGCACGACGCEGAGGTGCGAGCGGLTGACCT GTGACGAGGAGGAG
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GAGAAGATGETTCGGCCETGGCTCCCGCCACCGCAAGGAGGTGCACTACAGCGACTCACTGACGGAG AAC"
o
NI,

ITCCGES ATCATO

AGTGGCTCAAGGCCATCGAGGAGGECAL V"“I‘U\Jf‘x(_r(_\u \CGATCGAAGAGCGAGGTCCGGCAGAAGAAAT

ACGGAAGCGCAAGCGACGACAGCCGACGCCGGCTCCTCCACCCCGACCACCAGCACCCGCAGCCGUCACAAG
GACG k/GJLX\JILJC’\TXGJL\A SCAGAAGAAGCGCGGGELGECLGCCTGCCGAGARACTCTCCCCTAACCCACCCA
ACCTCACCAAGAAGAT GAAGAAGATTGTGGATGCCETGAT CAAGTACAAGGACAGCAGCAGTGGACGTCA
GCTCAGCGAGGTCTTCATCCAGCTGCCCTCGCGARAGGAGCTGCCCGAGTACTACGAGCTCATCCGCAAG
CCCGTGEGACTTCAAGAAGATAAAGGAGCGCATTCGCAACCACAAGTACCGCAGCCT CAACGACCTAGAGA
AGGACGTCATGCTCCTGTGCCAGAACGCACAGACCTTCAACCT GGAGGGCTCCCTGAT CTATGAAGACTC
CATCGTCTTGCAGTCGGETCTTCACCAGCGTGCGEECAGCAAAAT CGAGAAGGAGGATGACAGT GAAGGCGAG
GAGAGTGAGGAGGAGGAAGAGGGCGAGGAGGAAGGCTCCGAAT CCGAATCTCGGTCCETCARAGTGAAGA
TCAAGCTTGGCCGGAAGCGAGAAGGCACAGGACCEGCTGAAGGGCEECCEECEEIGECCGAGCCCGAGGETC
CCGAGCCAAGCCGGTCETGAGT GACGAT GACAGT GAGGAGGAACAAGAGEAGGACCELT CAGGAAGTGGC
A AGAAGACTGAGCCCCGACATTCCAGTCTCGACCCCCAGCCCCTCEGTTCCAGAGCTGAGATGGCAT
AGGCC T‘TXCCAGT?\ CGGETAGCAGCAGATGTAGTTTCAGACTTGGAGTAAAACT GTATAAACARAAGARA
TCTTCCATATTTATACAGCAGAGAAGCTGT GITTGTGACT "C—:L"’ICTG TCCTGGCATCAGTAG LA
TCTGTAACA GCA AACTGTCTTAAAGAGAGAGAGAGAGAATTCCGAATT GCEGAACACACGATACCTGT
TTTTCTTTTCCGTTGCTGGCAGTACTGTTGCGCCGCAGTTT GGAGT CACT GTAGTTAAGTETGGAT GCAT
GT'GCGTCI-\CK,GT'\/CZh TCCTCCTACTGTATTTTATTGGACAGGT CAGACTCGCCGEEEEGECCEECGAGGE
TATGTCAGTGTCACTGGATGT CAAACAGTAATARATTAAACCAACALACAAAACGCACAGCCALAARAARAA

30T eler:

W

mRNA sequence of human SWI/SNF related, matrix associated, actin dependent regulator
of chromatin, subfamily a, member 4 (SMARCA4), transcript variant 7 (GenBank
Accession No. NM 001128848 1)

ATGTCCACTCCAGACCCACCCOTGGGECEEAACTCCTCGGCCAGETCCTTCCCOGGGLCCTEGECCITTCCC
CTGGAGCCATGCTGGGCCCTAGCCCGGETCCCTCGCCEGELTCCECCC pAGCATCAT'J~GGCCVH'::CCC
AGGGCCGCCCTCAGCAGGACACCCCATCCCCACCCAGGGGCLTE "«AC(""”AC’"”T(‘“ GACAACATGCA

CAGATGOACAAGCCCATGGAGTCN nﬂcbh GAGAAGGGCATGT 2CGFG'TX”FKFCp”ATGA
AAGGAATGGGEATECGETCACEGGGCCATECTGGGATE ﬁG“CCCCJ CCAGCOCCATGGACCAGCACTE
CCA a“"TT"ﬂcc“MCCﬂﬂcc GGGTEGCTCTGAGCATGCCTCTAGTCCAGTTCCAGCCAGTGECCCETCT
3 TPCCGGGCCAGEAGGTECCCCGCTEEATGGTGCTGACCCCCAGELCTTEEGEE
‘JG"LCA’A(‘ CCATTTAACCAGAACCAGCTGCACCAGCTCAGAGCTCAGAT CATGGCCTA
\GCCCOTCCCCEACCACCTECAGATGGLEETGCAGEER ubcb;;\ TG
CCCGGEATEL ZvaGCAGA GCCAACGCTACCTCOACCCTCGETETCCECAA AGCACLCGG,CCTbFCv
CTGGCCCTEGCCCCEECOCGEETCOOGGCCCEETACCTCCARATTACAGCAGGCCT CATGGTAT CEGAGS
GCCCAACATGCCTCCCCCAGGACCOTCGGECETECCCCCCEEBATGCCABGCCAGCCTCCTGGAGEGCCT
CCCAAGCCOTGGCCTGAAGGACCCATGGCEAATGCTGOTGCOCCCACGAGCACCCCT CAGAAGCTBATTC
CCCCECAGCCARCGERCCGCOCTTCCCCCECECCCCOTECCETCCCACCCOGCLECCTCGCCOGTGATGCE
ACCGCAGACCCAGSTOCCCCEEECAGCCEECOCAGCCCENGCCCATEETGCCACTGCACCACARGCAGAGT
GLATCACCﬂL@AT CAGAAGCCGCGGEEICTCCACCOTGTGGAGATCCTGCAGGAGCGCEAGTACAGGT
AGGCTCECATCGCACACCGAAT TCAGGAACTTGARAACCTTCOCGGETCCOTGGCCEEEEATTTGLS

':J
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fNel
~
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~

(@)

’G';‘
20

AACCARAGCGACCATTCAGCTCAAGGCCCTCAGGCTGCTGAACTTCCAGAGGCAGCTGCGCCAGCAGGT G
GTGGETGTGCATGCGGAGGGACACAGCGCTGGAGACAGCCCTCAATGCTAAGGCCTACAAGCGCAGCAAGT
GCCAGTCCCTGCGUGAGGCCCGCAT CACT GAGARAGCTGGAGAAGCAGCAGAAGAT CGAGCAGGAGCGCAA
GCGCCGGCAGAAGCACCAGGAATACCTCAATAGCATTCTCCAGCATGCCAAGGATTT CAAGGAATAT CAC
AGAT CCGT’”A AGGCAARATCCAGAAGCTGACCAAGGCAGT GGCCACGTACCATGCCAACACGGAGCGEE
AGCAGAAGAAAGAGAACGAGCGGAT CCAGAAGGAGCELCAT GCGGAGGCT CATGGCT GAAGAT GAGGAGGE

)

AAGCTCATCGACCAGAAGAAGGACAAGCGCCTGGCCTACCTCTTGCAGCAGACAGACGAGTAL
GTGGCTAACCT CACGGAGCTGETGCGGCAGCACAAGGCTGCCCAGGETCGCCARAGGAGARARARAGARGARRA
AGAARARAGAAGAAGGCAGAAAATGCAGAAGGACAGACGCCTGCCATTCEGCCGEAT GGCC \GCCTCTGGA
\CCAGCCAGATGAGCGACCTCCCGETGAAGGTGATCCACGT GGAGAGT GGGAAGAT CCTCACAGGT

In
G

-3

CCCCARAGCLGGGCAGCTGGAGGCLTGGCTCGAGATGAACCCGGGETATGAAGTAGCTCCGA
GATAGTGAAGAAAGTGGCTCAGAAGAAGAGGAAGAGGAGGAGGAGGAAGAGCAGCCGCAGGCAGC

ACAGCCTCCCACCCTGCCCETGGAGGAGAAGAAGAAGATTCCAGAT CCAGACAGCCGATGACGTCTCTGAG

GTGGACGCGCGGCACAT CATTGAGAATGCCAAGCAAGAT GCTCCGATGATGAATATGCCGTGTCCCAGGCCL
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TTGCACGTGGCCTGCAGTCCTACTATGCCGTGGCCCATGCTETCACTCGAGAGAGTGGACAAGCAGTCAGT
GCTTATGGCTCAATGGTETCCTCAAACAGTACCAGAT CAAAGGETTTGGAGTGGCTG TCCCTGTACS

ARCARCCTGAACGGCATCCTGGCCGACGAGAT GGGCCTGGGEAAGACCATCCAGACCATC ’-‘:’“GL,J CAT
CGTACCTCATGG “G CACAAACGCATCAATGGGCCCTTCCTCATCATCGTGCCTCTCTCAACGCTETC
CTGGEGCGTACGAGTTTGACAAGT GGGCCCCCTCCGTGETGAAGGETGT CTTAC!\,]\GCV;LTCgNCAvanCF
AGACGGGCCTTTGTCCCCCAGCTCCGGAGTGGCAAGTTCAACGTCTTGCTGACGACGTACCAGTACATC

TCAAAGACAAGCACATCCTCGCCAAGATCCGTTGCAAGTACATGATTGTGCACGAAGGTCACCGCA ;I'Gr\n
GAACCACCACTGCAAGCTGACGCAGGTGCTCAACACGCACTATGTGGCACCL ,'\/C'CC ;CCTGCTGCTGACG
GGCACACCGLTGCAGAACAAGCTTCCCGAGCTCTGEGLGCTGCTCAACTTCCTGCTGCCCACCATCTTCA
AGAGCTGCAGCACCTTCGAGCAGTGETTTAACGCACCCTTTGCCATGACC C—:C"";—\A’ AGGTGGACCTGAA
TGAGGAGGAAACCATT ”“”’CAT’IAr CCGGCGTCTCCACARACGTGCTGCGECCCTTCTTGCTCCGACGACTC

-

@] ri
0
B

AAGAAGGAAGTCGAGGCCCAGTTGEC f“(‘CAAl—\A CGETGGAGTACGTCATCAAGTGCGACATGETCTGCECTGC
AGCG TL)"\:TC‘TL’\.\k/C/G‘(:’\, IXEGL/IX\:r CCAAGGGCGTGCTGUTGACTGATGGCTCCGAGAAGGACAAGAA

7‘% sGCGGECACCAAGACCCTGR TC!\J\CACC; TCATGCAGCTGCGGAAGATCTGCAACCACCCCTAC
ATGTTCCAGCACATCGASG ‘GAGU CCTTTTCCGAGCACTTGGGGTTCACTGGCCECATT GTCCAAGGGCTGE
GTAAATTTGAGCTTCTTCGATAGAATTCITCCCAAACTCCGAGCAACCAACCA
CTGCCAAATGACCTCCCTCATCGACCAT CATGGAAGATTACTTTGCGTATCGCGEL
TTGATGGAACCACGAAGGCGGAGGACCGEGGCATGCT GCTGAAAACCTTCAACG
F—\,GCC'\,\ r_”TC]\ :rT]\C—‘TCA LTTCCTV\,T‘CT\G CACCCEEECTGEEEEECT CEGCCTGAACCTCCAGTC
zGCAGACACTGTGATCATTTTTGACAGCGACTGGAAT CCTCACCAGGACC lC’”AA -CGCAGGACCGAGCC
CACCGCATCGGGCAGCAGAACGAGGETGCGTGTECTCCGCCTCTGCACCETCAACAGCETGGAGGAGAAGA
TCCTAGCTGCAGCCAAGTACAAGCTCAACGTGGACK “ \GAAGGETGATCCAGGCCGGCATGETTCGACCAGAA
TCCTCCAGCCATGAGCGGECGLGCCTTCCTGCAGGCCAT CCTGGAGCACGAGGAGCAGGAT GAGCAGGAA
GAC =AGGETGCCCGACGACGAGACCGTCY J\,CCACATGJ\,E CGCCCGGCACGAGGAGGAGTTTGATCTGTTCA
TGCGCATGGACCTGGACCGCAGGCGLGAGGAGGUCCEGCAACCCCAAGCGGAAGCCGUGCCTCATGGAGGA
GGACCGAGCTCCCCTCGTGGATCAT CAAGGACGACGCEEAGGTGCAGCGGLTCGACCT CTGAGGAGGAGGAG
GAAGATGTTCGECCGTGGLTCCCGCCACCGCAAGGAGGT GGACTACAGCGALT CACTGACGGAGAAGT

AGTCGCTCAAGCCCATCGAGGAGGGCACGCTGGAGCAGAT CCAAGAGGAGGTCCGGCAGAAGAAATCATC
ACGGAAGCGCAAGCGAGACAGCGACGCCGGCTCCTCCACCCCGACCACCAGCACCCGCAGCCGCGACAAL
C Ie

GACGACGAGAGCARAGAAGCAGAAGAAGCGLGGECGGCIGCCTGCCGAGAAACTCTCCCCTAACCCACCCA
ACCTCACCAAGAAGATGAAGARAGATTGTGGATGCCGTGATCAAGTACAAGGACAGCAGTGGACGTCAGCT
CAGCGAGGTCTTCATCCAGCTGCCCTCGLGCAAAGGAGCTGCCCGAGTACTACGAGCTCATCCGCAAGCCC
GTGGACTTCAAGAAGATAAAGGAGCGE 1\7—'6(3;‘]\? CCACAAGTACCGCAGCCTCAACGACCTAGAGAAGG
\CGTCATGCTCCTETGCCAGAACGCACAGACCTTCAACCT GGAGGGCTCCCTGAT CTATGAAGACT CCAT
""'I‘“'""’C—:L‘ \GTCGGTCTTCACCAGCET C‘.”GCA \GARAATCGAGAAGGAGGATGACAGTGAAGGCHE! LJGA
AGTGAGGAGGAGCAAGAGGGCGAGGAGGAAGGCT CCCGAAT CCGAATCTCGGTCCGTCAAAGTGAAGATCA
AGCTTGGCCGCAAGGAGAAGGCACAGCGALCGEGLTGAAGGGCGGCLEGLEECEELICGAGCCEAGGHETCCCE
AGCCAAGCCGGTCETGAGTGACGATGACAGT GAGGAGGAACAAGAGGAGGACCGCTCAGGAS ’\C‘T >CAGC

GAAGAAGACTGAGCCCCGACATTCCAGTCTCGA f’cc:G»r;ccccz*cJ TOCAGAGCTGACGATCEGCATAGS
ce r’rzx SCAGTAACGGGTAGCAGCAGATGTAGTTTCAGACTTGGAGTAAAACT GTA TAAACZ%AAA” ATCT
gole! TATACAGCAGAGAAGCTGTA G"T“""f‘l"l"“"TC"“l‘L"’JCC"" 3 TCOTBECATCAGTAGCATCT

ATTAACTGTCTTAAAGAGAGAGAGAGAGAATTCCGAATTCEEGAACACACGATACCTETTTT
TTTCCGTTGCTGGCAGTACTGTTGCGCCGLCAGTTTGGAGTCACTGTAGTTAAGTGTGGATGCATGTG
ACCCTCCACTCCTCCTACTGTATTTTATTGGACAGCT CAGACTCGCCEEEGELCCEECGAGGETAT

TC
G 'CAGTGTCACTGGATGTCAAACAGCTAATAAATTAAACCAACAACARAANCGCACAGCCAAAARALLD

Protein sequence of human transcription activator BRG1 isoform A (GenBank Accession
No. NP_001122321.1)

MSTPDEPPLGGTPREFGPSPGPGEPSPGAMLGESPGRPSPGSAHSMMGESPGPRPSAG

OMHKPMESMHEKGMSDDPRYNOQMKGMGMRSGGHAGMGEPPSPMDOHSCQGYPSEL

SGPOMSSGPGGAPLDGADPOALGQONRGPTPENONQLHQLRAQIMAYKMLARGQ]

PGMOQOMPTLPPPSVSATGPGPGPGPGPGPGRPGPAPPNY SRPHGMGGENMPPPG

KPWPEGPMANAAAPTSTPOKLIPPOPTGRPSPAPPA 7PPAAkaWPP“m031fQPAQP”V}J

TP Q&PPUJ;ﬂwPTuy RTYQ;“A&T&IQTﬁ“JFHLPGQLAGDLRTRATIELKAuJLuJFQRQLRQ
KIBQERKRRORKHOEYLNST] B
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RESVTGKIQOKLTRAVATYHANTEREQKKENERTIEKERMRREMAEDERGYRKLIDOKKDKRLAYLLOOTDEY
VANLTELVROHKAAQVAKERKKKKKKKKKAENAEGOTPATIGPDGERPLDETSOMSDLPVKVIHVESGKILTG
TDAPRAGCLEAWLEMNPGYEVAPRSDSEESGSEEEEEEEEEEQPQAAQPPTLEVEEKKKIEFDPDSDDVSE
VDARHITENAKQDVDDEYGVSQALARGLOSYYAVAHAVTERVDKQSALMVNG \.'Q QIKGLEWLVSLYN
NNLNGILADEMGLGKT IOTIALITYLMEHKRINGPFLIIVPLSTLONWAYEFDKWAPSVVKVSYRKGSPAA
RRAFVPOLRSGKENVLLTTYEYITKDKHI LARI RWKYMIVDEGHRMKNHHCK LTQV NTHYVAPRRLLLT
GIPLONKLPELWALLNEFLLPTIFKSCSTFEQWENAPFAMTGEKVDLNEEETT LI TRRLEKVLRPFLLRRL
KEEVEAQLPEXKVEYVIKCDMSALQRVL RIM“H\GVATTPGSEKDK&ChuGTKmTW?ﬂTVLLRK'\QhPY
MFQ’IEE FSEHLGETGGIVOGLDLYRASGKIELLDRILPKLRATNHKVLLFCOMT SLMT IMEDYFAYRG
FRYLRLDGTTKAEDRGMLLKTENEPGSEYFIFLLESTRAGGLGLNLOSADTVIIFDSDWNPHODLOAQDRA
HRIGOONEVRVLRLCTVNSVEEKI LAAARYKLNVDORVIQAGMEDOKSSSHERRAFT thLZHthW”U
HCETGSGSASFARTAPPPAGYVNPDLEEPPLKEEDEVEPDDETVNOMIARHEEEFDLFMRMDLDRRREEARN
PRKRKPRIMEEDELPSWIIKDDAEVERLTCEEEEEKMEPGRGSRERKEVDY SDSLTEROQWLKKITGKDIHDT
ASSVARGLOFQORGLOE SbFTEMGTLEETEEFVP“\BVHRFPKAD DAGSSTPTTSTRIRDKDDES K
RKOKKRGRFPAEKLSEPNP *LTIBPh/lVDA JTRKYKDSSSGROLSEVEFIQLPSRKELPEYYELIRKPVDFK

KIKERIRNHKYRSLNDL KLVWL;COPAQ“EMLEGSLLYEDSIVung“m VROKIEKEDDSEGEESEEE
EEGEEEGSESESRIVEVEKIKLGRRKEKAQDRLKGGRRRPERGSRAKPVVSDDDSEEEQEEDRSGSGSEED

Protein sequence of human transcription activator BRG1 isoform B (GenBank Accession
No. NP_001122316.1)

MSTPDFPLGGTPRPGESPGPGFSPGAMLGESPGRPSPERAHSMMGPSPGPRPSAGHPIPTOGPGGYPODNMH
OMHKE WESMI” ({GMEDDPRYNOMKGMGMRIGGHAGMGPPPSPMDOHSOGYPSPLGGSEHASSPVPASGPS
SGPOMSSGPGGAPLDGADPCALGQONRGPTPFNONCLHOLRAQTMAYRKMLARGOPLEPDHLOMAVQGEKRPM

!
. C\

SMOQOMPTLPEPPSVSATGPGRPGPGPGPGPGRPGYAPPNY SRPHGMGGPNMPPRPGPSGVPPGMPGQEPEGGY

PRPWPEGPMANAAAPTSTPCRKLIPFQPTGRPSPAPPAVPPAASPVMPPQTQOSPGOPAQPAPMVPLHQ R,w
RITPIOKPRGLDPVEILQE RFYRLQAATALRTQ SLENLPGSLAGDLRTEKATIELKALRLINEFQRQLRO

VVCMRRDTALETALNAKAYRKRSKROSLREARTITEKLEKQOKIEQERKRROKHQEYLNS l'ﬁ&AYDﬁVEYH
REVTGKIQOKLTRAVATYHANTEREQKKENERT EKERMRRIMAEDEEGYREKLIDOKKDKRLAYLILOOTDEY
VANLTELVROHKAAQVAREKKKKKKKKKAENAEGOTPATIGPDGEPLDETSOMSDLEPVKVIHVESGKILTG
TDAPKAGOLEAWLEMNPGYEVAPRSDSEESGSEREEEEEEERQOPQAAQPPTLPVEEKKKIFDPDSDDVSE
VDARHITENAKQDVDDEYGVSQALARGLOSYYAVAHAVTERVDKQSALMVNGVLEQYQIKGLEWLVSLYN
NNLNGILADEMGLGKTIOTIALITYLMEHKRINGPFLIIVPLSTLENWAYEFDKWAPSVVKVEYRGSPAA
RRAFVPOLRSGKENVLLTTYEYITKDKHI LAKI RWKYMIVDEGHRMKNHRCKLTOVINTHYVAPRRLLLT
GTPLONKLPELWALLNEFLLPTIFKSCSTFEQWENAPFAMTGERKVDLNEEETI LI TRRLEKVLRPFLLRRL
KEKEVEAQLPERKVEYVIKCIMSALORVLYREMOAKGVLLTDGSERKDKKGKGGTKTLMNT IMOLRKICNHEY
MPQHIEESESEHLGFTGGIVOGLDLYRASGKRKEELLDRILPKLRATNHKVLLEFCOMTSIMT IMEDYFAYRG
FRYLRLDGTTKAEDRGMLLRTENEPGIEYFIFLLETRAGGLGLNLYSADTVIIFDSDWNPHODLOAQDRA
HRIGOONEVRVLRLCTVNEVEEKILAAAKYKINVDORVICAGMEDOKSSSHERRAFT ghlgEHhth”%R
HCSTGSGSASFAHTAPPPAGVNPDLEEPPLKEEDEVEPDDETVNOQMIARHEEEFDLFMRMDLDRRREEARN
PRKREKPRLMEEDELPSWIIKDDAEVERLTCEEEEREKMEGRGSRERKEVDY SDSLTERKOWLKATEEGTLEET
EEEVROQEKKSSRKRKRDSDAGSSTPTTSTRSRDKDDESK LCKKRFP“PAFKlgPTPFWTTVKMKV*VUAV;

RYKDSSEGROLSEVFIQLPSRKELPEYYELIRRKPVDEFKKIKERIRNEHRKYRSLNDLEKDVMLLCONAQTEN
LEGSLIYEDSIVLOEVETSVROKIEKEDDSEGEESEEEEEGEEEGSESESRSVKVRKIKLGRRKEKAQDRLK
GGRRRPSRGSRAKPVVSDDDSEEEQREEDRSGSGSEED

Protein sequence of human transcription activator BRG1 isoform C {(GenBank Accession
No. NP_001122317.1)

MSTPDPPLGGTPRPGPSPGPGPSPGAMLGPSPGRPSP

HSMMGPSPGPPSAGHPIPTOGPGGYPQDNMH

{5 GSA Q
OMHKPMESMEEKGMEDDPRYNOMKGMGMREGGHAGMGPPPSPMDOHSQGYPSPLGGSEHASSPVPASGES
SGPOMS SGEGGAPLDGADPCALGOONRGPTPENONCQLHOLRAQTMAYKMLARGOPL P DHI QI"[Z—\""Q-"#KF\‘PM

/_‘\
LuMCvﬁb_iLPF?SV)MTGFVPFPG“GFVPPPGTA PNYS Tﬁ, GGPNMEPPPGP3GVEEC
PRPWPEGPMANARAPTSTPOCRKLIPFQPTGRPSPAPPAVPPAASEVMPPOQTQOSPGOPAQPA
RITPIQKPRGLDPVEILOEREYRLOARIARRIQELENLPGSLAGDLRTKATTIELKALRLL

"
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VVCMRRDTALETALNAKAYRRSKROSLREARTTERLEKQQKIEQERKRROKHQEYLNS T LOHAKDEKEYH
REVTGRKIOKLTRAVATYHANTEREQKKENERTI EKERMRRIMAEDEEGYRKLIDOKKDKRLAYLLOOTDEY

VANLTELVROHKAAQVAREKKKKKKKKKAENAEGOTPATIGPDGEPLDETSOMSDLEPVKVIHVESGKILTG
TDAPKAGOLEAWLEMNPGYEVAPRSDSEESGSEREEEEEEERQOPQAAQPPTLPVEEKKKIFDPDSDDVSE
VDARHIIENAKQDVDDEYGVSQALARGLOSYYAVAHAVTE VD QBSALMVNG ‘.'Q QIKGLEWLVSLYN
NNLNGILADEMGLGKTIOTIALITYLMEHKRINGPFLIIVPLSTLENWAYEFDKWAPSVVKVEYRGSPAA
RRAFVPOLRSGKENVLLTTYEYITKDKHI LAKI RWKYMIVDEGHRMKNHRCKLTOVINTHYVAPRRLLLT
GTPLONKLPELWALLNEFLLPTIFKSCSTFEQWENAPFAMTGERKVDLNEEETI LI TRRLEKVLRPFLLRRL
KEKEVEAQLPERKVEYVIKCIMSALORVLYREMOAKGVLLTDGSERKDKKGKGGTKTLMNT IMOLRKICNHEY
MEPQHIEBESFISEHLGPTGGIVOGLDLYRASGKFELLDRILPKLRATNEKVLLFCOMTSIMTIMEDYFAYRG
FRYLRLDGTTKAEDRGMLLKTENEPGSEYFIFLLESTRAGGLGLNLOSADTVIIFDSDWNPHODLOAQDRA
HRIGOONEVRVLRLCTVNSEVEEKT LAAAKYRINVDQEVIQAGMEDQRKSSSHERRAFLOAT LEHEEQDEEE
DEVPDDETVNOMIARHEEEFDLFMRMDLDERREEARNFPKRKPRLMEEDELPSWITKDDAEVERLTCEEEE
EXMEGRGSRERKEVDY SDSLTERCWLKTLEAL EEGTLEEIEEEVRQKKSSREKREKRDSDAGSSTPTTSTRS
RDKDDESKRKOKKRGRPPAEKLSPNPPNLTKEKMRKIVDAVIKYKDSSSGROLSEVEIQLPSRKELPEYYEL
IRKPVDEKKI CRNH fPSLDD'”KLVWL;CQIAQ”FNqubSLIYEDSIVung“TSVkQthKEDLS
EGEESEEEEEGEEEGSESESRIVRVEKIKLGREKEKAQDRLEKGGRRRPERGSRAKPVVSDDDSEEEQEEDRS

QECTET
GSGSEED

ﬂ

Protein sequence of human transcription activator BRG1 isoform D (GenBank Accession
No. NP _001122318.1)

MSTPDPPLGGTPRPGPSPCPGP S PGAMLGPSPGPSPCSAHSMMGPSPGPPSAGHP I PTOGPGGY PODNMH
OMHKPMESMEEKGMS DDPRYNOMKGMOMRS GGHAGMGP PP S PMDOHS QG YPSPLEGSEHASSPVPASGES
SGPOMS SGPGGAPLDGADPQALGRONRGPT PFNQNGLHOLRAQTMAYKMLARGOP L DHLOMAVQGKREM

ungQM_iLPFPSV;MTGFVPPP”“GFVDPPGTA.HNY REFHGMGGPNMPPPGPSGVEEGY =
KEPWPEGPMANAAAPTSTPQRKLIPFQPTGRPSPAPPAVPPAASEVMPPQTQSPGO Pn“P??TVPMH“ <GS
Rli*'OVPFGLD?V?iAQEREYRLQARlAHKLQWLENLPCSLAGDLQTKATthKA RLLNFQRQLROEY
VVCMRRDTALETALNAKAYKRSKROSLREARITEKL E”“uK'ZQ&“VRRQ&&““Y‘JSI\“PAKD“KZXH
R SVIGKICKLTRAVATYHANTEREQKKENERT EKERMRRLMAEDEEGYRKLIDOQKKDKRLAY LLOOTDEY
VANLTELVROHKAAQVARKEKKKKKKKKKAENAEGOTPALGPDGEPLDET SOMSDLEPVKVIHVESGKILTG
TDAPKAGQLEAWLEMNPGYEVAPRST QFELGDEEFFummJJhQPQAhQH?T*DV"*KKVTDWPDQDUVOE
VDARHIIENAKQODVDDEYGVSQALARGLOSYYAVAHAVTERVDKOSALMVNGVLEQYOQTIKGLEW VSLVV
NNLNGILADEMGLGKTIQTIALITYLMEHKRINGPFLIIVPLSTLENWAYEFDKWAP SVVKVEYKGSPAA
RRAFVPOLRSGKENVLLTTYEYT ITKDKHILAKI RWKYMIVDEGHRMKNHHECKLTOVINTHYVAPRRLLLT
GTPLONKLPELWALLNFLLEPTIFKSCSTFEQWENAP FAMTGERVDLNEEET I LI TRRLEKVLRPELLRRL
KEKEVEAQLPERKVEYVIKCIMSALORVLYREMOAKGVLLTDGSERKDKKGKGGTKTLMNT IMOLRKICNHEY
MPQHIEBESESEHLGFTGGIVQGLDLYRASGKFELLDRILPKLRATNHKVLLECOMTSIMT IMEDYEPAYRG
FRYLRLDGTTKAEDRGMLLKTFNEPGSEYFIFLLETRAGGLGLNLOSADTVIIFDSDWNPHODLOAQDRA
HRIGOONEVRVLRLCTVNSVEEKLLAAAKYKLNVDORVICAGMEDQKS SSHERRAFLOAT LEHEEQODEEE
DEVPDDETVNOMIARHEEEFDLFMRMDLDRRREEARNFEKRKPRILMEEDELPSWITKDDAEVERLTCEEER
EKMF”QGSRLRKEVDYSUSITmeWT/TLBAIELGTLLmTEMM'P“b<SbRYanDSUZCSQTme"TPQ
RJKLDESRYOKVP”QP”AE~LDPN P PNLTKEMEKIVDAVIRYKDSS3GROLSEVEIQLPSRKELPEYYELT
REPVDEFKRKIKERIRNHEKYRSLNDLEKDVMLLCONAQTEFNLEGSLIYEDSIVLOSVEFTSVROKIEKEDDSE
FFF%EMhEuGE*ﬂuuF°uoRSVK“ITKhQRKEKAiLRL&CGPRRAUQF°TAK PVVSDDDSEEEQEEDRSG

SGSEED

rg rg

W

Protein sequence of human transcription activator BRG1 isoform E (GenBank Accession
No. NP_001122319.1)

MKTPDDPICGTPRDGP°“GPUPSP SAMLGPSPGESPGSAHSMMGPSPGRPPSAGHPIPTQGPGGY PQDNMH
OMHRKPMESMHEKGMSDDEFRYNOMKGMGMRS GGHAGMGPPPRS FMELH EHASSPVPASGPS
SGPOMSSG GGQ?I;FRWPCALGOQRAC?A FNONQLHOLRAQIMAY PLFDHLOMAVQGKRPM
?GMQQQMPTLPL& SVSATGPGPGPG UGD"pbPCE“EerS}EFCUGGPVWPL’SLSGVPPGMPGQPPGGE
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PRKPWPEGPMANAAAPTSTPOQRLIPPOPTGRPSPAPPAVPPAASEPVMPPOTOSPGOPAQPAPMYPLHOKQS
RITPIQKPRGLDPVEILQEREYRLOARIARRIQELENLPGSLAGDLRTKATIELKALRLLNFOQROLROEY
VVCMRERDTALETALNAKAYKRSKROSLREARITEKLERKQOKIEQERKRROKHQEYLNSTLOQHAKDEFKEYH
RESVTGKIQKLTKAVATYHANTEREQKKENERT EKERMERLMAEDERGYRKLIDOKKDKRLAY LLOQTDEY
VANLTELVROHKAAQVARKEKKKKKKKKKAENAEGOTPALGPDGEPLDET SOMSDLEPVKVIHVESGKILTG
TDAPKAGOLEAWLEMNPGYEVAPRSDSEESGSEEEEREEEEREQPOQAAQPPTLPVEERKKIPDPDSDDVSE
VDARHIIENAKQDVDDEYGVSQALARGLOSYYAVAHAVTERVDKOSALMYVNGVLEKQYQIKGLEWLVSLY)
NNLNGILADEMGLGKTIQTIALITYLMEHKRINGPEFLIIVE TEFDRKWAPSVVRKVSYEGSPAA
RRAFVPOLRSGKENVLLTTYREYIIKDRKHI LAKI RWKYMIVDEGHRMKNHHCKLTOVINTHYVAPRRLLLT
GIPLONKLPELWALLNFLLPTIFPKSCSTEFEOQWENAP FAMTGERVDLNEEETTI LI TRRLEKVLRPEFLLRRL
KKEVEAQLPERVEYVIKCIMSALORVLYREMOAKGVLLTDGS ERKDKKGKGGTRTLMNTIMOLRKICNHEY
MPQHIEESFSEHLGFTGCEIVQGLDLYRASGKFELLDRILPKLRATNHKVLLECOMT SIMT IMEDYEFAYRG
FRYLRLDGTTKAEDRGMLLKTFNEPGSEYFIFLLSTRAGGLGLNLOSADTVIIFDSDWNPHOQDLOAQDRA
HRIGOONEVRVLRLCTVNSVEERKLLAAAKYKLNVDORVICAGMEDOQKS SSHERRAFLOAT LEHEEQDEER
DEVPDDETVNOMIARHEEEFDLFMRMDLDRRREEARNPKREKPRILMEEDELPSWITRKDDAEVERLTCREEEE
EXMFGRGSRERKEVDYSDSLTERKOWLKAIEEGT LEEIEEEVROKKSSRRREKRDSDAGSSTPTTSTRSRDK
DDESKKOKKRGRPPAERKLSPNPPNLTKKMKKIVDAVIKYKDSSSGROLSEVEFIQLPSRKELPEYYELTIRK
PVDFKKIKERIRNEKYRSLNDLEKDVMLLCONAQTENLEGSLIYEDSIVLOSVETSVRORKIEKEDDSEGE
ESEERREEGEREGSESESREVRVKIKLGRRKEKAQDRLKGGRRRPSRGSRAKPVVSDDDSEEEQREEDRSGSG

SERD
BEE

Protein sequence of human transcription activator BRG1 isoform F (GenBank Accession
No. NP 0011223201

MSTPDPPLGGTPRPGRPSYGPGRPSPGAMLGPSPGESPCSAHSMMGPSPGPESAGHPIPTQGPGGY PQDNMH
OMHKPMESMHEKGMSDDEPRYNOMKGMGMRS GGHAGMGPPPSEFMDOHSOGYPSPLGGSEHASSPVEPASGES
SGPOMSSGPGGARPLDGADPCALGQONRGPTPENONQLEQLRAQIMAYKMLARGOPLFDHLOMAVOGKREM
PGMOOOMPTLPPPSVSATGPGPGPGPGPGPGPGPAPPNYSRPHGMGGPNMPPPGPSGVRRPGMPGOP PGGE
PRKPWEPEGPMANAAAPTSTPORKLIPPOPTGRPSPAPPAVPPAASPVMPPOTOSPGOPAQPAPMYPLHOKQS
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RITPIQKPRGLDPVEILOEREYRLOARIAHRIQELENLPGSLAGDLRTKATIELKA
VVCMRRDTALETALNARAYKRSKROSLREARITEKLEKQOKI EQERKRROKHOEYLNSTLOHAKDEFKEYH
RESVTGKIQKLTKAVATYHANTEREQKKENERT EKERMERLMAEDERGYRKLIDOKKDKRLAY LLOQTDEY
VANLTELVROHKAAQVAKEKKKKKKKKKAENAEGOTPATIGPDGEPLDET SOMSDLPVEVIHVESGRILTG
TDAPKAGOLEAWLEMNPGYEVAPRSDSEESGSEEEEEEEEEEQPOAAQPPTLPVEEKKKIPDPDSDDVSE
VDARHITENAKCDVDDEYGVSQALARGLOSYYAVAHAVTERVDKOSALMVNGVLKOYQIKGLEWLVSLYN
NNLNGILADEMGLGKTIQTIALITYLMEHKRINGPFLIIVPLSTLSNWAYEFDKWAP SVVRKVSYKGSPAA
RRAFVPOLRSGKENVLLTTYREYIIKDRKHI LAKI RWKYMIVDEGHRMKNHHCKLTOVINTHYVAPRRLLLT
GIPLONKLPELWALLNFLLPTIFPKSCSTEFEOQWENAP FAMTGERVDLNEEETTI LI TRRLEKVLRPEFLLRRL
KREVEAQLPERVEYVIKCDMSALORVLYREMOAKGVLLTDGSERDEKKGKGGTRTLMNTIMOLRKICNHPY
MEPOHIEESFSEHLGFTGGIVQGLDLYRASGKFELLDRILPKLRATNHKVLLECOMT SLMT IMEDYFAYRG
FRKYLRLDGTTKAEDRGMLLKTFNERPGSEYFIFLLSTRAGGLGLNLOSADTVIIFDSDWNPHQDLOAQDRA
HRIGOONEVRVLRLCTVNSVEERKLLAAAKYKLNVDORVICAGMEDOQKS SSHERRAFLOAT LEHEEQDEER
DEVPDDETVNOMIARHEEEFDLFMRMDLDRRREEARNPKREKPRILMEEDELPSWITRKDDAEVERLTCREEEE
EXMFPGRGSRERKEVDY SDSLTEKQWLKAIEEGTLEETEEEVROKKS SREKRKRDEDAGSSTPTTSTRSRDK
DDESKKOKKRGRPPAERKLSPNPPNLTKKMKKIVDAVIKYKDSSGROLSEVFIQLPSREELPEYYELIRKE
VDFRRKIKERIRNHKYRSLNDLEKDVMLLCONAQTEFNLEGSLIYEDSIVLQSVETSVROKIEKEDDSEGER

SEEEEEGEEEGSESESRSVEVKIKLGRKEKAQDRLEGGRRRFSRGSRAKFVVSDDDSEEEQEEDRSGEGS
.
ED

SMARCAZ Antagonisis
[0118] SMARUCAZ antagonists are known in the art, and include, for example, the compounds

shown in Table 2 below:
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Table 2: SMARCA?2 inhibitors
BMCL 2968 -BET1ISE

PFI3
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[0119] Additional SMARCAZ inhibitors are known in the art, or will be apparent to the person
of ordinary skill in the art based on the present disclosure. The disclosure is not limited in this
respect.

[01207 In certain aspects of the disclosure an antagonist or inhibitor of SMARCAZ “selectively
inhibits” or “selectively antagonizes” SMARCAZ activity of a cell when it inhibits SMARCA2
activity more effectively than it inhibits SMARCA4 activity. For example, in some
embodiments the selective inhibitor or antagonist has an 1C50 for SMARCAZ that is at least 40
percent lower than the IC50 for SMARCAA4. In some embodiments, the selective inhibitor or
antagonist has an IC50 for the SMARCAZ that is at least 50 percent lower than the IC50 for
SMARCA4. In some embodiments, the selective inhibitor or antagonist has an IC50 for the
SMARCAZ that is at feast 60 percent lower than the IC50 for SMARCA4. In some
embodiments, the selective inhibitor or antagonist has an IC50 for SMARCAZ that is at least 70
percent lower than the ICS50 for SMARCA4. In some embodiments, the selective inhibitor or
antagonist has an IC50 for SMARCAZ that is at least 80 percent lower than the 1C50 for
SMARCA4. In some embodiments, the selective inhibitor or antagonist has an 1CS0 for
SMARCAZ that is at feast 90 percent lower than the IC50 for SMARCA4. In some
embodiments, the selective antagonist or inhibitor of SMARCAZ exerts essentially no
inhibitory effect on SMARCAA4.

[0121] In some embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits
SMARCA?2 activity at least 2-fold more efficiently than SMARCA4 activity. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA2
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activity at least 5- fold more efficiently than SMARCA4 activity. In some embodiments, a
SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ2 activity at least 10-
fold more efficiently than SMARCA4 activity. In some embodiments, a SMARCAZ antagonist
(e.g., a SMARCA?Z inhibitor} inhubits SMARCAZ activity at least 20-fold fold more efficiently
than SMARCA4 activity. In some embodiments, a SMARCA2 antagonist (e.g., a SMARCAZ2
inhibitor) inhibits SMARCA?Z activity at least 50-fold more efficiently than SMARCA4
activity. In some embodiments, a SMARCAZ antagonist (e.g., a SMARCAZ inhibitor) inhibits
SMARCA?2 activity at least 100-fold more efficiently than SMARCA4 activity. In some
embodiments, a SMARCAZ antagonist {(e.g., a SMARCAZ inhibitor) inhibits SMARCA2
activity at least 1000-fold more efficiently than SMARCA4 activity. In some emboduments, a
SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA?Z2 activity at least
10000-fold more effictently than SMARCA4 activity. In some embodiments, a SMARCAZ
antagonist (e.g., a SMARCAZ inhibitor) inhibits SMARCAZ activity at least 100000-fold more
etficiently than SMARCA4 activity.
[0122] In some embodiments, reduced expression or function, or loss of function, of
SMARCA4 confers sensitivity of said cell to inhibition of SMARCAZ.
[0123] In certain aspects of the disclosure, the inhibitor or antagonist targets the helicase
domain of SMARCAZ2. In some embodiments, the inhibitor or antagonist targets the ATP
domain of SMARCAZ. In some embodiments, the inhibitor or antagonist does not target the
bromodomain of SMARCAZ. In some embodiments, the inhibitor or antagonist targets the
bromodomain of SMARCAZ.
[0124] In some aspects, a SMARCAZ antagonist (e.g., a SMARCAZ inhibitor) inhibits
SMARCAZ helicase activity. In some embodiments, a SMARCAZ antagonist{e.g, a
SMARCAZ inhibitor} inhibits SMARCA?2 helicase activity by at least 10%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA?2
helicase activity by at least 20%. In some embodiments, a SMARCA?2 antagonist {e.g., a
SMARCAZ inhibitor) inhibits SMARCAZ helicase activity by at least 30%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA2
helicase activity by at least 40%. In some embodiments, a SMARCAZ antagonist {e.g., a
SMARCAZ2 inhibitor) inhibits SMARCAZ helicase activity by at least 50%. In some
embodiments, a SMARCA?2 antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
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helicase activity by at least 60%. In some embodiments, a SMARCAZ antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCAZ helicase activity by at least 70%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
helicase activity by at least 80%. In some embodiments, a SMARCA? antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCAZ helicase activity by at least 90%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA2
helicase activity by at least 95%. In some embodiments, a SMARCAZ antagonist {e.g., a
SMARCA?2 inhibitor) inhibits SMARCAZ helicase activity by at least 98%. In some
embodiments, a SMARCAZ antagonist {(e.g., a SMARCAZ inhibitor) inhibits SMARCA2
helicase activity by or at least 99%. In some embodiments, a SMARCAZ antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCA? helicase activity and abolishes SMARCAZ activity.
[0125] In some aspects, a SMARCAZ antagonist (e.g., a SMARCAZ inhibitor} inhibits
SMARCA?2 ATPase activity. In some embodiments, a SMARCAZ antagonist (e.¢., a
SMARCAZ inhibitor) inhibits SMARCAZ2 ATPase activity by at least 10%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA2
ATPase activity by at least 20%. In some embodiments, a SMARCAZ antagonist (e.g., a
SMARCA?2 inhibitor) inhibits SMARCAZ ATPase activity by at least 30%. In some
embodiments, a SMARCA? antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
ATPase activity by at least 40%. In some embodiments, 3 SMARCAZ antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCA?2 ATPase activity by at least 50%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
ATPase activity by at least 60%. In some embodiments, a SMARCA?Z antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCAZ2 ATPase activity by at least 70%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCA2
ATPase activity by at least 80%. In some embodiments, a SMARCAZ antagonist (e.g., a
SMARCA?2 inhibitor) inhibits SMARCAZ ATPase activity by at least 90%. In some
embodiments, a SMARCA? antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
ATPase activity by at least 95%. In some embodiments, 3 SMARCAZ antagonist{e.g., a
SMARCAZ inhibitor) inhibits SMARCA?2 ATPase activity by at least 98%. In some
embodiments, a SMARCAZ antagonist {e.g., a SMARCAZ inhibitor) inhibits SMARCAZ
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ATPase activity by or at least 99%. In some embodiments, a SMARCA? antagonist (e.g., a
SMARCAZ inhibitor) inhibits SMARCA?2 ATPase activity and abolishes SMARCAZ activity
[0126] In certain aspects of the disclosure, the SMARCAZ antagonist or inhibitor inhibits
SMARCA? activity. Inhibition of SMARCAZ activity can be detected using any suitable
method. The inhibition can be measured, for example, either in terms of rate of SMARCA2
activity or as product of SMARCAZ activity.

[0127] The inhibition is a measurable inhibition compared to & suitable control. In some
embodiments, inhibition is at least 10 percent inhibition compared to a suitable control. That
13, the rate of enzymatic activity or the amount of product with the inhibitor is less than or equal
to 90 percent of the corresponding rate or amount made without the inhibitor. In some
embodiments, inhibition is at least 20, 25, 30, 40, 50, 60, 70, 75, 80, 90, or 95 percent
inhibition compared to a suitable control. In some embodiments, inhibition is at least 99
percent inhibition compared to a suitable control. That is, the rate of enzymatic activity or the
arnount of product with the inhibitor 1s less than or equal to 1 percent of the corresponding rate
or amount made without the inhibitor.

Pharmaceutical Formulations

[0128] The disclosure also provides pharmaceutical compositions comprising a compound of
the disclosure or pharmaceutically acceptable salts thereof, and one or more other therapeutic
agents disclosed herein, mixed with pharmaceutically suitable carriers or excipient(s) at doses
to treat or prevent a disease or condition as described herein. The pharmaceutical compositions
of the disclosure can also be administered in combination with other therapeutic agents or
therapeutic modalities simultaneously, sequentially, or in alternation.

[0129] Mixtures of compositions of the disclosure can also be administered to the patient as a
simple mixture or in suitable formulated pharmaceutical compositions. For example, some
aspects of the disclosure relate to a pharmaceutical composition comprising a therapeutically
effective dose of a compound of the disclosure, or a pharmaceutically acceptable salt, hydrate,
enantiomer or stereoisomer thereof, one or more other therapeutic agents, and a
pharmaceutically acceptable diluent or carrier.

[0130] A “pharmaceutical composition” i1s a formulation containing the compounds of the
disclosure in a form suitable for administration to a subject. A compound of the disclosure and
one or more other therapeutic agents described herein each can be formulated individually orin
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multiple pharmaceutical compositions in any combinations of the active ingredients.
Accordingly, one or more administration routes can be properly elected based on the dosage
form of each pharmaceutical composition. Alternatively, a compound of the disclosure and one
or more other therapeutic agents described herein can be formulated as one pharmaceutical
composition.

[0131] In some embodiments, the pharmaceutical composition is in bulk or in unit dosage
torma. The unit dosage form 1s any of a variety of forms, including, for example, a capsule, an
IV bag, a tablet, a single pump on an aerosol inhaler or a vial. The quantity of active ingredient
fe.g., a formulation of the disclosed compound or salt, hydrate, solvate or isomer thereof) in a
unit dose of composition is an effective amount and is varied according to the particular
treatment involved. One skilled in the art will appreciate that it is sometimes necessary to
make routine variations 1o the dosage depending on the age and condition of the patient. The
dosage will also depend on the route of administration. A variety of routes are contemplated,
including oral, pulmonary, rectal, parenteral, transdermal, subcutaneous, intravenous,
intramuscular, intraperitoneal, inhalational, buccal, sublingual, intrapleural, intrathecal,
intranasal, and the like. Dosage forms for the topical or transdermal administration of a
compound of this disclosure include powders, sprays, ointments, pastes, creams, lotions, gels,
solutions, patches and inhalants. In some embodiments, the active compound is mixed under
sterile conditions with a pharmaceutically acceptable carrier, and with any preservatives,
buffers, or propellants that are required.

[0132] As used herein, the phrase “pharmaceutically acceptable” refers to those compounds,
anions, cations, materials, compositions, carriers, and/or dosage forms which are, within the
scope of sound medical judgment, suitable for use in contact with the tissues of human beings
and animals without excessive toxicity, irritation, allergic response, or other problem or
complication, commensurate with a reasonable benefit/risk ratio.

[0133] “Pharmaceutically acceptable excipient” means an excipient that is useful in preparing
a pharmaceutical composition that is generally safe, non-toxic and neither biologically nor
otherwise undesirable, and includes excipient that is acceptable for veterinary use as well as
human pharmaceutical use. A “pharmaceutically acceptable excipient” as used in the

specification and claims includes both one and more than one such excipient.
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[0134] A pharmaceutical composition of the disclosure is formulated to be compatible with its
intended route of administration. Examples of routes of administration include parenteral, e.g.,
intravenous, intradermal, subcutaneous, oral (e.g., inhalation), transdermal {topical), and
transmucosal administration. Solutions or suspensions used for parenteral, intradermal, or
subcutaneous application can include the following components: a sterile diluent such as water
tor injection, saline solution, fixed oils, polyethylene glycols, glycerine, propylene glycol or
other syuthetic solvents; antibacterial agents such as benzyl alcohol or methyl parabens;
antioxidants such as ascorbic acid or sodium bisulfite; chelating agents such as
ethylenediaminetetraacetic acid; buffers such as acetates, citrates or phosphates, and agents for
the adjustment of tonicity such as sodium chloride or dextrose. The pH can be adjusted with
acids or bases, such as hydrochloric acid or sodium hydroxide. The parenteral preparation can
be enclosed in ampoules, disposable syringes or multiple dose vials made of glass or plastic.
[0135] A composition of the disclosure can be administered to a subject in many of the well-
known methods currently used for chemotherapeutic treatment. For example, for treatment of
cancers, a compound of the disclosure may be injected directly into tumors, injected into the
blood stream or body cavities or taken orally or applied through the skin with patches. The
dose chosen should be sufficient to constitute effective treatment but not so high as to cause
unacceptable side effects. The state of the disease condition (e.g., cancer, precancer, and the
like) and the health of the patient should preferably be closely monittored during and for a
reasonable period after treatment.

[0136] The term “therapeutically effective amount”, as used herein, refers to an amount of a
pharmaceutical agent to treat, ameliorate, or prevent an identified disease or condition, or to
exhibit a detectable therapeutic or inhibitory effect. The effect can be detected by any assay
method known in the art. The precise effective amount for a subject will depend upon the
subject’s body weight, size, and health; the nature and extent of the condition; and the
therapeutic or combination of therapeutics selected for administration. Therapeutically
effective amounts for a given situation can be determined by routine experimentation that is
within the skill and judgment of the clinician. In some aspects, the disease or condition o be
treated is cancer. In some aspects, the disease or condition to be treated is a cell proliferative

disorder.
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[0137] In certain embodiments the therapeutically effective amount of each pharmaceutical
agent used 1n combination will be lower when used in combination in comparison to
monotherapy with each agent alone. Such lower therapeutically effective amount could afford
for lower toxicity of the therapeutic regimen.

[0138] For any compound, the therapeutically effective amount can be estimated initially etther
in cell culture assays, e.g., of neoplastic cells, or in animal models, usually rats, mice, rabbits,
dogs, or pigs. The animal model may also be used to determine the appropriate concentration
range and route of administration. Such information can then be used to determine useful doses
and routes for administration 1n humans. Therapeutic/prophylactic efficacy and toxicity ray
be determined by standard pharmaceutical procedures in cell cultures or experimental animals,
e.g., EDso (the dose therapeutically effective in 50% of the population) and LDs¢ (the dose
lethal to 50% of the population). The dose ratio between toxic and therapeutic effects is the
therapeutic index, and it can be expressed as the ratio, LDso/EDso. Pharmaceutical
corapositions that exhibit large therapeutic indices are preferred. The dosage may vary within
this range depending upon the dosage form employed, sensitivity of the patient, and the route
of admunistration.

[0139] Dosage and administration are adjusted to provide sufficient levels of the active agent(s)
or to matntain the desired effect. Factors which may be taken into account 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 to therapy. Long-acting pharmaceutical compositions may be administered
every 3 to 4 days, every week, or once every two weeks depending on halt-life and clearance
rate of the particular formulation.

[0140] The pharmaceutical compositions containing active compounds of the disclosure may
be manufactured in a manner that 1s generally known, e.g., by means of conventional mixing,
dissolving, granulating, dragee-making, levigating, emulsifying, encapsulating, entrapping, or
lyophilizing processes. Pharmaceutical compositions may be formulated in a conventional
manner using one or more pharmaceutically acceptable carriers comprising excipients and/or
auxiliaries that facilitate processing of the active compounds into preparations that can be used
pharmaceutically. Of course, the appropriate formulation is dependent upon the route of
administration chosen.
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[0141] Pharmaceutical compositions suitable for injectable use include sterile aqueous
solutions (where water soluble} or dispersions and sterile powders for the extemporaneous
preparation of sterile injectable solutions or dispersion. For intravenous administration,
suitable carriers include physiological saline, bacteriostatic water, Cremophor EL™ (BASF,
Parsippany, N.J.) or phosphate buffered saline (PBS). In all cases, the composition must be
sterile and should be fluid to the extent that easy syringeability exists. It must be stable under
the conditions of manufacture and storage and must be preserved against the contaminating
action of microorganisms such as bacteria and fungt. The carrier can be a solvent or dispersion
medium containing, for example, water, ethanol, polvol (for example, glycerol, propylene
glycol, and Liquid polyethylene glycol, and the like), and suitable mixtures thereof. The proper
fluidity can be maintained, for example, by the use of a coating such as lecithin, by the
maintenance of the required particle size in the case of dispersion and by the use of surfactants.
Prevention of the action of microorganisims can be achieved by various antibacterial and
antifungal agents, for example, parabens, chiorobutanol, phenol, ascorbic acid, thimerosal, and
the like. In many cases, it will be preferable to include isotonic agents, for example, sugars,
polyalcohols such as mannitol and sorbitol, and sodium chioride in the composition. Prolonged
absorption of the injectable compositions can be brought about by including 1n the composition
an agent which delays absorption, for example, aluminum monostearate and gelatin.

[0142] Sterile injectable solutions can be prepared by incorporating the active compound in
the required amount in an appropriate solvent with one or a combination of ingredients
enumerated above, as required, followed by filtered sterilization. Generally, dispersions are
prepared by incorporating the active compound into a sterile vehicle that contains a basic
dispersion medium and the required other ingredients from those enumerated above. In the
case of sterile powders for the preparation of sterile injectable solutions, methods of preparation
are vacuum drying and freeze-drying that vields a powder of the active ingredient plus any
additional desired ingredient from a previously steriie-tiltered solution thereof

[0143]1 Oral compositions generally include an inert diluent or an edible pharmaceutically
acceptable carrier. They can be enclosed in gelatin capsules or compressed into tablets. For
the purpose of oral therapeutic administration, the active compound can be incorporated with
excipients and used in the form of tablets, troches, or capsules. Oral compositions can also be
prepared using a fluid carrier for use as a mouthwash, wherein the compound in the fluid
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carrier is applied orally and swished and expectorated or swallowed. Pharmaceutically
compatible binding agents, and/or adjuvant materials can be included as part of the
composition. The tablets, pills, capsules, troches and the like can contain any of the following
ingredients, or compounds of a similar nature: a binder such as microcrystalline cellulose, gum
tragacanth or gelatin; an exciptent such as starch or lactose, a disintegrating agent such as
alginic acid, Primogel, or corn starch; a lubricant such as magnesium stearate or Sterotes; a
glidant such as collordal silicon dioxide; a sweetening agent such as sucrose or saccharin; or a
flavoring agent such as peppermint, methyl salicylate, or orange flavoring.

[0144] For administration by inhalation, the compounds are delivered in the form of an aerosol
spray from pressured container or dispenser, which contains a suitable propellant, e.g., a gas
such as carbon dioxide, or a nebulizer.

[0145] Systemtc administration can also be by transmucosal or transdermal means. For
transmucosal or transdermal administration, penetrants appropriate to the barrier to be
permeated are used 1o the formulation. Such penetrants are generally known in the art, and
include, for example, for transmucosal administration, detergents, bile salts, and fusidic acid
derivatives. Transmucosal administration can be accomplished through the use of nasal sprays
or supposttories. For transdermal administration, the active compounds are formulated into
ointments, salves, gels, or creams as generally known in the art.

[0146] The active compounds can be prepared with pharmaceutically acceptable carriers that
will protect the compound against rapid elimination from the body, such as a controlled release
formulation, including implants and microencapsulated delivery systems. Biodegradabie,
hiocompatible polymers can be used, such as ethylene vinyl acetate, polyanhydrides,
polyglycolic acid, collagen, polvorthoesters, and polylactic acid. Methods for preparation of
such tormulations will be apparent to those skilled in the art. The materials can also be
obtained commercially from Alza Corporation and Nova Pharmaceuticals, Inc. Liposomal
suspensions {including liposomes targeted to infected cells with monoclonal antibodies to viral
antigens) can also be used as pharmaceutically acceptable carriers. These can be prepared
according to methods known to those skilled in the art, for example, as described in U8, Pat.
No. 4,522,811

[0147] It ts especially advantageous to formulate oral or parenteral compositions in dosage unit
form for ease of administration and uniformity of dosage. Dosage unit form as used herein
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refers to physically discrete units suited as unitary dosages for the subject to be treated; each
unit containing a predetermined quantity of active compound calculated to produce the desired
therapeutic effect in association with the required pharmaceutical carrier. The specification for
the dosage unit forms of the disclosure are dictated by and directly dependent on the unique
characteristics of the active compound and the particular therapeutic effect to be achieved.
[0148] In therapeutic applications, the dosages of the SMARCA?Z antagonists (e.g., inhibitors}
described herein, other therapeutic agents described herein, compositions comprising a
compound of the disclosure and one or more other therapeutic agents, or the pharmaceutical
compositions used in accordance with the disclosure vary depending on the agent, the age,
weight, and clinical condition of the recipient patient, and the experience and judgment of the
clinician or practitioner administering the therapy, among other factors affecting the selected
dosage. Generally, the dose should be sufficient to result in slowing, and preferably regressing,
the growth of the tumors and also preferably causing complete regression of the cancer.
Dosages can range from about 0.01 mg/kg per day to about 5000 mg/kg per day. In some
aspects, dosages can range from about 1 mg/kg per day to about 1000 mg/kg per day. In some
aspects, the dose will be in the range of about 0.1 mg/day to about 50 g/day; about 0.1 mg/day
to about 25 ¢/day; about 0.1 mg/day to about 10 g/day; about 0.1 mg to about 3 g/day; or about
0.1 mg to about 1 g/day, in single, divided, or continuous doses {which dose may be adjusted
for the patient’s weight in kg, body surface area in m”, and age in years). An effective amount
of a pharmaceutical agent is that which provides an objectively identifiable improvement as
noted by the clinician or other qualified observer. For example, regression of a tumorin a
patient may be measured with reference to the diameter of a tumor. Decrease in the diameter of
a tumor indicates regression. Regression is also indicated by failure of tumors to reoccur after
treatment has stopped. As used herein, the term “dosage effective manner” refers to amount of
an active compound to produce the desired biological effect in a subject or cell.

[0149] The pharmaceutical compositions can be included in a container, pack, or dispenser
together with instructions for admunistration.

[0150] The composition of the disclosure is capable of further forming salts. The composition
of the disclosure is capable of forming more than one salt per molecule, e.g., mono-, di-, tri-.

All of these forms are also contemplated within the scope of the claimed invention.
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[0151] As used herein, “pharmaceutically acceptable salts” refer to derivatives of the
compounds of the disclosure wherein the parent compound is modified by making acid or base
salts thereof. Examples of pharmaceutically acceptable salts include, but are not limited to,
mineral or organic acid salts of basic residues such as amines, alkali or organic salts of acidic
residues such as carboxylic acids, and the like. The pharmaceutically acceptable salts include
the conventional non-toxic salts or the quaternary ammonium salts of the parent compound
formed, for example, from non-toxic inorganic or organic acids. For example, such
conventional non-toxic salts include, but are not limited to, those derived from inorganic and
organi¢ acids selected from 2-acetoxybenzoic, 2-hydroxyethane sulfonic, acetic, ascorbic,
benzene sulfonic, benzoic, bicarbonic, carbonic, citric, edetic, ethane disulfonic, 1,2-ethane
sulfonic, fumaric, glucoheptonic, gluconic, glutamic, glycolic, glycollvarsanilic,
hexylresorcinic, hvdrabamic, hydrobromic, hydrochlorie, hydroiodic, hydroxymaleic,
hydroxynaphthoic, isethionic, lactic, lactobionic, lauryl sulfonic, maleic, malic, mandelic,
methane sulfonic, napsylic, nitric, oxalic, pamoic, pantothenic, phenylacetic, phosphoric,
polygalacturonic, propionic, salicyelic, stearic, subacetic, succinic, sulfamic, sulfanilic,
sulfuric, tannice, tartaric, toluene sulfonic, and the coramonly occurring amine acids, e.g.,
glycine, alanine, phenylalanine, arginine, etc.

[0152] Other examples of pharmaceutically acceptable salts include hexanoic acid,
cyclopentane propionic actd, pyruvic acid, malonic acid, 3-{(4-hydroxvbenzoyi}benzoic acid,
cinnamic acid, 4-chlorobenzenesulfonic acid, 2-naphthalenesulfonic acid, 4-toluenesulfonic
acid, camphorsulfonic acid, 4-methylbicyclo-[2.2.2]-oct-2-ene-1-carboxylic acid, 3-
phenylpropionic acid, trimethylacetic acid, tertiary butylacetic acid, muconic acid, and the like.
The disclosure also encompasses salts formed when an acidic proton present in the parent
compound either is replaced by a metal ion, e.g., an alkali metal ion, an alkaline earth ion, or an
aluminum ion; or coordinates with an organic base such as ethanolamine, diethanolamine,
triethanolamine, tromethamine, N-methylglucamine, and the like.

[0153] It should be understood that all references to pharmaceutically acceptable salts include
solvent addition forms (solvates), of the same salt,

[0154] The composition of the disclosure may also be prepared as esters, for example,
pharmaceutically acceptable esters. For example, a carboxylic acid function group in a
compound can be converted to its corresponding ester, e.g., a methyl, ethyl or other ester.
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Also, an alcohol group in a compound can be converted to its corresponding ester, e.g., acetate,
propionate or other ester.

[0155] The composition, or pharmaceutically acceptable salts or solvates thereof, are
administered orally, nasally, transdermally, pulmonary, inhalationally, buccally, sublingually,
intraperintoneally, subcutaneously, intramuscularly, intravenously, rectally, intrapleurally,
intrathecally and parenterally. In some embodiments, the compound is administered orally.
One skilled 1o the art will recognize the advantages of certain routes of administration.

[0156] The dosage regimen utilizing the compounds is selected in accordance with a variety of
factors including type, species, age, weight, sex and medical condition of the patient; the
severity of the condition to be treated; the route of administration; the renal and hepatic
tunction of the patient; and the particular compound or salt thereof employed. An ordinarily
skilled physician or veterinarian can readily determine and prescribe the effective amount of
the drug required to prevent, counter, or arrest the progress of the condition.

[0157] Techniques for formulation and administration of the disclosed compounds of the
disclosure can be found in Remington: the Science and Practice of Pharmacy, 19" edition,
Mack Publishing Co., Easton, PA (1995). In some embodiments, the compounds described
herein, and the pharmaceutically acceptable salts thereof, are used in pharmaceutical
preparations in combination with a pharmaceutically acceptable carrier or diluent. Suitable
pharmaceutically acceptable carriers include inert solid fillers or diluents and sterile aqueous or
organic solutions. The compounds will be present in such pharmaceutical compositions in
amounts sutficient to provide the desired dosage amount in the range described herein.

[0158] All percentages and ratios used herein, unless otherwise indicated, are by weight. Other
features and advantages of the disclosure are apparent from the different examples. The
provided examples ilustrate different components and methodology useful in practicing the
disclosure. The examples do not limit the claimed invention. Based ou the present disclosure
the skilled artisan can identify and employ other components and methodology useful for
practicing the disclosure.

[0159] As used herein, a “subject in need thereot” is a subject having a disorderassociated with
a decreased level of activity or function of SMARCA4 compared to a control level, or a subject
having an increased risk of developing such disorder relative to the population at large.
Preferably, a subject in need thereof has cancer. A “subject” includes a mammal. The
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mammal can be e.g., any mammal, e.g., a human, primate, bird, mouse, rat, fowl, dog, cat, cow,
horse, goat, camel, sheep or a pig. Preferably, the mammal 1s a human,

[0160] In some embodiments, the control level 1s a fevel of SMARCA4 expression in a subject
or cell from a subject that does not have cancer. In some embodiments, the control level may be
a level of SMARCA4 expression in a subject or cell from a subject belonging to a certain
population, wherein the level is equal or about equal to the average level of expression or
tunction of SMARCA4 observed in said population. In some embodiments, the control level
may be a level of expression or function of SMARCAA4 that is equal or about equal to the
average level of expression or function of SMARCA4 1n the population at large.

[0161] The subject of the disclosure includes any human subject who has been diagnosed with,
has symptoms of, or is at risk of developing a cancer or a precancerous condition. The subject
of the disclosure includes any human subject expressing a mutant SMARCA4 gene. For
example, a mutant SMARCA4 comprises one or more mutations, wherein the mutation is a
substitution, a point mutation, a nonsense mutation, a missense mutation, a deletion, or an
insertion or any other SMARCA4 mutation described herein or otherwise known in the art to
be associated with a loss of function of SMARCAA4.

[0162] A subject in need thereof may have refractory or resistant cancer. “Refractory or
resistant cancer” means cancer that does not respond to an established line of treatment. The
cancer may be resistant at the beginning of treatment or it may become resistant during
treatment. In some embodiments, the subject in need thereof has cancer recurrence following
remission on most recent therapy. In some embodiments, the subject in need thereof received
and failed all known effective therapies for cancer treatment. In some embodiments, the
subject in need thereof received at least one prior therapy. In certain embodiments the prior
therapy is monotherapy. In certain embaodiments the prior therapy is combination therapy.
[0163] In some embodiments, a subject in need thereot may have a secondary cancer as a result
of a previous therapy. “Secondary cancer” means cancer that arises due to or as a result from
previous carcinogenic therapies, such as chemotherapy.

[0164] The subject may also exhibit decreased function or expression of SMARCA4, or loss of
tunction of SMARCA4.

[0165] In some embodiments, the subject is a participant in a clinical trial. In some
embodiments, a criterion for participation of a subject in the clinical trial is a decreased activity
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or function of SMARCA4, or loss of function of SMARCA4, in said subject or a cell of said
subject.

[0166] As used herein, the term “responsiveness” is interchangeable with terms “responsive”,
“sensitive”, and “sensitivity”, and it is meant that a subject is showing therapeutic responses
when administered a composition of the disclosure, e.g., tumor cells or tumor tissues of the
subject undergo apoptosis and/or necrosis, and/or display reduced growing, dividing, or
proliferation. This term is also meant that a subject will or has a higher probability, relative to
the population at large, of showing therapeutic responses when administered a composition of
the disclosure, e.g., tumor cells or tumor tissues of the subject undergo apoptosis and/or
necrosis, and/or display reduced growing, dividing, or proliferation.

[0167] As used herein, “sample” means any biological sample derived from the subject,
includes but is not imited to, cells, tissues samples, body fluids (including, but not limited to,
mucus, blood, plasma, serum, urine, saliva, and semen}, tumor cells, and tumor tissues.
Preferably, the sample is selected from bone marrow, peripheral blood cells, blood, plasma and
serum. Samples can be provided by the subject under treatment or testing. Alternatively
saroples can be obtained by the physician according to routine practice o the art.

[0168] As used herein, a “normal cell” is a cell that cannot be classified as part of a “cell
proliferative disorder”. A normal cell facks unregulated or abnormal growth, or both, that can
lead to the development of an unwanted condition or disease. Preferably, a normal cell
possesses normally functioning cell cycle checkpoint control mechanisms.

[0169] As used herein, “contacting a cell” refers to a condition in which a compound or other
composition of matter is in direct contact with a cell, or is close enough to induce a desired
biological effect in a cell.

[0170] As used herein, “candidate compound” refers to a compound of the disclosure, or a
pharmaceutically acceptable salt or solvate thereof, that has been or will be tested in one or
more /7 vitro or in vivo biological assays, in order to determine if that compound is likely to
elicit a desired biological or medical response in a cell, tissue, system, animal or human that is
being sought by a researcher or clinician. A candidate compound is a compound of the
disclosure, or a pharmaceutically acceptable salt or solvate thereot. The biological or medical
response can be the treatment of cancer. The biological or medical response can be treatment
or prevention of a cell proliferative disorder. /n vifro or i vivo biological assays can include,

48



WO 2018/160636 PCT/US2018/020124

but are not limited to, enzymatic activity assays, electrophoretic mobility shift assays, reporter
gene assays, in vifro cell viability assays, and the assays described herein.

[0171] As used herein, “treating” or “treat” describes the management and care of a patient for
the purpose of combating a disease, condition, or disorder and includes the administration of a
compound of the disclosure, or a pharmaceutically acceptable salt or solvate thereof, to
alleviate the symptoms or complications of a disease, condition or disorder, or to eliminate the
disease, condition or disorder.

[0172] A composttion of the disclosure, or a pharmaceutically acceptable salt or solvate
thereof, can also be used to prevent a disease, condition or disorder. As used herein,
“preventing” or “prevent” describes reducing or eliminating the onset of the symptoms or
complications of the disease, condition or disorder.

[0173] As used heretn, the term "alleviate” s meant to describe a process by which the severity
of a sign or symptom of a disorder is decreased. Importantly, a sign or symptom can be
alleviated without being eliminated. In some embodiments, the administration of
pharmaceutical compositions of the disclosure leads to the elimination of a sign or symptom,
however, elimination 1s not required. Effective dosages are expected to decrease the severity
of a sign or symptom. For instance, a sign or symptom of a disorder such as cancer, which can
occur 1n multiple locations, 1s alleviated if the severity of the cancer is decreased within at least
one of multiple focations.

[0174] As used herein, the term "severity" is meant to describe the potential of cancer to
transform from a precancerous, or benign, state into a malignant state. Alternatively, or in addition,
severity 1s meant to describe a cancer stage, for example, according to the TNM system
{(accepted by the International Union Against Cancer (UICC) and the American Joint Committee
on Cancer (AJCC))} or by other art-recognized methods. Cancer stage refers to the extent or
severtty of the cancer, based on factors such as the location of the primary tumor, tumor size,
number of tumors, and lymph node involvement (spread of cancer into lymph nodes).
Alternatively, or in addition, severity 1s meant to describe the tumor grade by art-recognized
methods (see, National Cancer Institute, www cancer gov). Tumor grade is a system used to
classify cancer cells in terms of how abnormal they lock under a microscope and how quickly
the tumor is likely to grow and spread. Many factors are considered when determining tumor
grade, including the structure and growth pattern of the cells. The specific factors used to
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determine tumor grade vary with each type of cancer. Severity also describes a histologic
grade, also called differentiation, which refers to how much the tumor cells resemble normal
cells of the same tissue type {see, National Cancer Institute, www .cancer.gov). Furthermore,
severity describes a nuclear grade, which refers to the size and shape of the nucleus in tumor
cells and the percentage of tumor cells that are dividing (see, National Cancer Institute,
WWW.Cancer.gov}.

[01751 In some aspects of the disclosure, severity describes the degree to which a tumor has
secreted growth factors, degraded the extracellular matrix, become vascularized, lost adhesion
to juxtaposed tissues, or metastasized. Moreover, severity describes the number of locations to
which a primary tumor has metastasized. Finally, severity includes the difficulty of treating
tumors of varying tyvpes and locations. For example, inoperable tumors, those cancers which have
greater access to multiple body systems (hematological and immunological tumors), and those
which are the most resistant to traditional treatments are considered most severe. In these
situations, prolonging the life expectancy of the subject and/or reducing pain, decreasing the
proportion of cancerous cells or restricting cells to one system, and improving cancer
stage/tumor grade/histological grade/nuclear grade are considered alleviating a sign or
symptom of the cancer.

[0176] As used herein the term "symptom" is defined as an indication of disease, illness, injury,
or that something is not right in the body. Symptoms are felt or noticed by the individual
experiencing the symptom, but may not easily be noticed by others. Others are defined as non-
health-care professionals.

[0177] As used herein the term "sign" is also defined as an indication that something is not
right in the body. But signs are defined as things that can be seen by a doctor, nurse, or other

health care professional.

Cancer

[0178] A “cancer cell” or “cancerous cell” 15 a cell manifesting a cell proliferative disorder that
is a cancer. Any reproducible means of measurement may be used to identify cancer cells or
precancerous cells. Cancer cells or precancerous cells can be identified by histological typing
ot grading of a tissue sample {e.g., a biopsy sample). Cancer cells or precancerous cells can be
identified through the use of appropriate molecular markers.
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[0179] Exemplary cancers include, but are not limited to, adrenocortical carcinoma, AIDS-
related cancers, AlDS-related lymphoma, anal cancer, anorectal cancer, cancer of the anal canal,
appendix cancer, childhood cerebellar astrocytoma, childhood cerebral astrocytoma, basal cell
carcinoma, skin cancer (non-melanoma), biliary cancer, extrahepatic bile duct cancer, intrahepatic
bile duct cancer, bladder cancer, urinary bladder cancer, bone and joint cancer, osteosarcoma and
malignant fibrous histiocytoma, brain cancer, brain tumor, brain stem glioma, cerebellar
astrocytoma, cerebral astrocytoma/malignant glioma, ependymoma, medulloblastoma,
supratentorial primitive neuroectodermal tumors, visual pathway and hypothalamic glioma,
breast cancer, bronchial adenomas/carcinoids, carcinoid tumor, gastrointestinal, nervous system
cancer, nervous system lymphoma, central nervous system cancer, central nervous system
lymphoma, cervical cancer, childhood cancers, chronic lymphocytic leukemia, chronic
myelogenous leukemia, chronic myeloproliferative disorders, colon cancer, colorectal cancer,
cutaneous T-cell lymphoma, lvmphoid neoplasm, mycosis fungoides, Seziary Syndrome,
endometrial cancer, esophageal cancer, extracranial germ cell tumor, extragonadal germ cell
tumor, extrahepatic bile duct cancer, eye cancer, intraocular melanoma, retinoblastoma,
gallbladder cancer, gastric (stomach) cancer, gastrointestinal carcinoid tumor, gastrointestinal
stromal tumor (GIST), germ cell tumor, ovarian germ cell tumor, gestational trophoblastic tumor
glioma, head and neck cancer, hepatocellular (liver) cancer, Hodgkin lymphoma,
hypopharyngeal cancer, intraocular melanoma, ocular cancer, tslet cell tumors (endocrine
pancreas), Kapost Sarcoma, kidney cancer, renal cancer, kidney cancer, laryngeal cancer, acute
lymphoblastic leukemia, acute myeloid leukemia, chronic lymphocytic teukemia, chronic
myelogenous leukemia, hairy cell leukenna, lip and oral cavity cancer, liver cancer, lung cancer,
non-small cell lung cancer, small cell lung cancer, ATDS-related lymphora, non-Hodgkin
lymphoma, primary central nervous system lymphoma, Waldenstram macroglobulinemia,
medulloblastoma, melanoma, utraocular {(eye) melanoma, merkel cell carcinoma,
mesothelioma malignant, mesothelioma, metastatic squamous neck cancer, mouth cancer, cancer
of the tongue, multiple endocrine neoplasia syndrome, mycosis fungoides, myelodysplastic
syndromes, myelodysplastic/ myeloproliferative diseases, chronic myelogenous leukemia,
acute myeloid leukemia, multiple myeloma, chronic myeloproliferative disorders,
nasopharyngeal cancer, neuroblastoma, oral cancer, oral cavity cancer, oropharyngeal cancer,
ovarian cancer, ovarian epithelial cancer, ovarian low malignant potential tumor, pancreatic
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cancer, islet cell pancreatic cancer, paranasal sinus and nasal cavity cancer, parathyroid cancer,
penile cancer, pharyngeal cancer, pheochromocytoma, pineoblastoma and supratentorial
primitive neuroectodermal tumors, pituttary tumor, plasma cell neoplasm/multiple myeloma,
pleuropulmonary blastoma, prostate cancer, rectal cancer, renal pelvis and ureter, transitional
cell cancer, retinoblastoma, rhabdomyosarcoma, salivary gland cancer, ewing family of
sarcoma tumors, Kapost Sarcoma, soft tissue sarcoma, uterine cancer, uterine sarcoma, skin
cancer {non-melanoma), skin cancer {melanoma), merkel cell skin carcinoma, small intestine
cancer, soft tissue sarcoma, squamous cell carcinoma, stomach (gastric) cancer, supratentorial
primitive neuroectodermal tumors, testicular cancer, throat cancer, thymoma, thymoma and
thymic carcinoma, thyroid cancer, transitional cell cancer of the renal pelvis and ureter and
other urinary organs, gestational trophoblastic tumor, urethral cancer, endometrial uterine
cancer, utering sarcoma, uterine corpus cancer, vaginal cancer, vulvar cancer, and Wilm’s
Tumor.

[01807 A “cell proliferative disorder of the hematologic systemn” 15 a cell proliferative disorder
involving celis of the hematologic system. A cell proliferative disorder of the hematologic
system can include lymphoma, leukemia, myeloid neoplasms, mast cell neoplasms,
myelodysplasia, benign monoclonal gammopathy, lvmphomatoid granulomatosis,
lymphomatoid papulosis, polycythemia vera, chronic myelocytic leukemia, agnogenic myeloid
metaplasia, and essential thrombocythemia. A cell proliferative disorder of the hematologic
system can include hyperplasia, dysplasia, and metaplasia of cells of the hematologic system.
Preferably, compositions of the disclosure may be used to treat a cancer selected from the
group consisting of a hematologic cancer of the disclosure or a hematologic cell proliferative
disorder of the disclosure. A hematologic cancer of the disclosure can inchude multiple
myeloma, lymphoma (including Hodgkin’s lvmphoma, non-Hodgkin’s lymphoma, childhood
lymphomas, and lymphomas of lymphocytic and cutaneous origin), leukemia (including
childhood leukemia, hairy-cell leukemia, acute lymphocytic leukemia, acute myelocytic
leukemia, chronic lvmphocytic leukemia, chronic myelocytic leukemia, chronic myelogenous
leukemia, and mast cell leukemia), myeloid neoplasms and mast cell neoplasms.

[01817 A “cell proliferative disorder of the lung” 1s a cell proliferative disorder involving cells
of the lung. Cell proliferative disorders of the lung can include all forms of cell proliferative
disorders aftecting hung cells. Cell proliferative disorders of the lung can include lung cancer, a
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precancer or precancerous condition of the lung, benign growths or lesions of the lung, and
malignant growths or lesions of the lung, and metastatic lesions in tissue and organs in the body
other than the lung. Preferably, compositions of the disclosure may be used to treat lung cancer
or cell proliferative disorders of the lung. Lung cancer can include all forms of cancer of the
lung. Lung cancer can include malignant lung neoplasms, carcinoma i sifu, typical carcinoid
tumors, and atypical carcinoid tumors. Lung cancer can include small cell lung cancer
(“SCLC™), non~small cell lung cancer ("NSCLC”), squamous cell carcinoma, adenocarcinoma,
small cell carcinoma, large cell carcinoma, adenosquamous cell carcinoma, and mesothelioma.
Lung cancer can include “scar carcinoma,” bronchioalveolar carcinoma, giant cell carcinoma,
spindle cell carcinoma, and large cell neuroendocrine carcinoma. Lung cancer can include lung
neoplasms having histologic and ultrastructural heterogeneity {e.g., mixed cell types).

[0182] Cell proliferative disorders of the lung can inchude all forms of cell proliferative
disorders affecting lung cells. Cell proliferative disorders of the lung can include lung cancer,
precancerous conditions of the lung. Cell proliferative disorders of the fung can include
hyperplasia, metaplasia, and dysplasia of the lung. Cell proliferative disorders of the lung can
include asbestos-induced hyperplasia, squamous metaplasia, and benigo reactive mesothelial
metaplasia. Cell proliferative disorders of the lung can include replacement of columnar
epithelium with stratitied sguamous epithelium, and mucosal dysplasia. Individuals exposed to
inhaled injurious environmental agents such as cigarette smoke and asbestos may be at
increased risk for developing cell proliferative disorders of the lung. Prior lung diseases that
may predispose individuals to development of cell proliferative disorders of the lung can
include chronic interstitial lung disease, necrotizing pulmonary disease, scleroderma,
rheumatoid disease, sarcoidosis, interstitial pneumonitis, tuberculosis, repeated pneumonias,
idiopathic pulmonary fibrosis, granulomata, asbestosis, fibrosing alveolitis, and Hodgkin's
disease.

[0183] A “cell proliferative disorder of the colon” is a cell proliferative disorder involving cells
of the colon. Preferably, the cell proliferative disorder of the colon is colon cancer. Preferably,
compositions of the disclosure may be used to treat colon cancer or cell proliferative disorders
of the colon. Colon cancer can include all forms of cancer of the colon. Colon cancer can
include sporadic and hereditary colon cancers. Colon cancer can include malignant colon
neoplasms, carcinoma in sity, typical carcinoid tumors, and atypical carcinoid tumors. Colon
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cancer can include adenocarcinoma, squamous cell carcinoma, and adenosquamous cell
carcinoma. Colon cancer can be associated with a hereditary syndrome selected from the group
consisting of hereditary nonpolyposis colorectal cancer, familial adenomatous polyposis,
Gardner’s syndrome, Peutz-Jeghers syndrome, Turcot’s syndrome and juventle polyposis.
Colon cancer can be caused by a hereditary syndrome selected from the group consisting of
hereditary nonpolvposis colorectal cancer, familial adenomatous polyposis, Gardner’s
syndrome, Peutz-Jeghers syndrome, Turcot’s syndrome and juvenile polyposis.

[0184] Cell proliferative disorders of the colon can include all forms of cell proliferative
disorders affecting colon cells. Cell proliferative disorders of the colon can include colon
cancer, precancerous conditions of the colon, adenomatous polyps of the colon, and
metachronous lesions of the colon. A cell proliferative disorder of the colon can include
adenoma. Cell proliferative disorders of the colon can be characterized by hyperplasia,
metaplasia, and dysplasia of the colon. Prior colon diseases that may predispose individuals to
development of cell proliferative disorders of the colon can include prior colon cancer. Current
disease that may predispose individuals to development of cell proliferative disorders of the
colon can include Crohn’s disease and ulcerative colitis. A cell proliferative disorder of the
colon can be associated with a mutation in a gene selected from the group consisting of p33,
ras, FAP and DCC. Anindividual can have an elevated risk of developing a cell proliferative
disorder of the colon due to the presence of a mutation in a gene selected from the group
consisting of pS33, ras, /AP and DCC.

[0185] A “cell proliferative disorder of the pancreas” is a cell proliferative disorder involving
cells of the pancreas. Cell proliferative disorders of the pancreas can include all forms of cell
proliferative disorders affecting pancreatic cells. Cell proliferative disorders of the pancreas
can include pancreas cancer, a precancer or precancerous condition of the pancreas, hyperplasia
of the pancreas, and dysaplasia of the pancreas, benigon growths or lesions of the pancreas, and
malignant growths or lesions of the pancreas, and metastatic lesions in tissue and organs in the
body other than the pancreas. Pancreatic cancer includes all forms of cancer of the pancreas.
Pancreatic cancer can include ductal adenoccarcinoma, adencsquamous carcinoma, pleomorphic
giant cell carcinoma, mucinous adenocarcinoma, osteoclast-like giant cell carcinoma, mucinous
cystadenccarcinoma, acinar carcinoma, unclassified large cell carcinoma, small cell carcinoma,
pancreatoblastoma, papillary neoplasm, mucinous cystadenoma, papitlary cystic neoplasm, and
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serous cystadenoma. Pancreatic cancer can also include pancreatic neoplasms having
histologic and ultrastructural heterogeneity (e.g., mixed cell types).

[0186] A “cell proliferative disorder of the prostate” is a cell proliferative disorder involving
cells of the prostate. Cell proliferative disorders of the prostate can include all forms of cell
proliferative disorders affecting prostate cells. Cell proliferative disorders of the prostate can
include prostate cancer, a precancer or precancerous condition of the prostate, benign growths
or lesions of the prostate, malignant growths ot lesions of the prostate and metastatic lesions in
tissue and organs in the body other than the prostate. Cell proliferative disorders of the prostate
can include hyperplasia, metaplasia, and dysplasia of the prostate.

[0187] A “cell proliferative disorder of the skin™ is a cell proliferative disorder involving cells
of the skin. Cell proliferative disorders of the skin can include all forms of cell proliferative
disorders affecting skin cells. Cell proliferative disorders of the skin can include a precancer or
precancerous condition of the skin, benign growths or lesions of the skin, melanoma, malignant
melanoma and other malignant growths or lesions of the skin, and metastatic lesions in tissue
and organs in the body other than the skin. Cell proliferative disorders of the skin can include
hyperplasia, metaplasia, and dysplasia of the skin.

[0188] A “cell proliferative disorder of the ovary” is a cell proliferative disorder involving cells
of the ovary. Cell proliferative disorders of the ovary can include all forms of cell proliferative
disorders affecting cells of the ovary. Cell proliferative disorders of the ovary can include a
precancer or precancerous condition of the ovary, benign growths or lesions of the ovary,
ovartan cancer, malignant growths or lesions of the ovary, and metastatic lesions in tissue and
organs in the body other than the ovary. Cell proliferative disorders of the skin can include
hyperplasia, metaplasia, and dysplasia of cells of the ovary.

[0189] A “cell proliferative disorder of the breast” is a cell proliferative disorder involving
cells of the breast. Cell proliferative disorders of the breast can include all forms of cell
proliferative disorders affecting breast cells. Cell proliferative disorders of the breast can
include breast cancer, a precancer or precancerous condition of the breast, benign growths or
lesions of the breast, and malignant growths or lesions of the breast, and metastatic lesions in
tissue and organs in the body other than the breast. Cell proliferative disorders of the breast can

include hyperplasia, metaplasia, and dysplasia of the breast.
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[0190] A cell proliferative disorder of the breast can be a precancerous condition of the breast.
Compositions of the disclosure may be used to treat a precancerous condition of the breast. A
precancerous condition of the breast can include atypical hyperplasia of the breast, ductal
carcinoma i sifu (DCIS), intraductal carcinoma, lobular carcinoma in situ (LCIS), lobular
neoplasia, and stage 0 or grade 0 growth or lesion of the breast {e.g,, stage 0 or grade 0 breast
cancer, Or carcinoma in sifu). A precancerous condition of the breast can be staged according to
the TNM classification scheme as accepted by the American Joint Committee on Cancer
(AJCC), where the primary tumor (T} has been assigned a stage of TO or Tis; and where the
regional Iyraph vodes (N) have been assigned a stage of NO; and where distant metastasis (M)
has been assigned a stage of MO,

[0191] The cell proliferative disorder of the breast can be breast cancer. Preferably,
compositions of the disclosure may be used to treat breast cancer. Breast cancer includes all
forms of cancer of the breast. Breast cancer can include primary epithelial breast cancers.
Breast cancer can include cancers in which the breast 13 involved by other tumors such as
lymphoma, sarcoma or melanoma. Breast cancer can include carcinoma of the breast, ductal
carcinoma of the breast, lobular carcinoma of the breast, undifferentiated carcinoma of the
breast, cystosarcoma phyllodes of the breast, angiosarcoma of the breast, and primary
lymphoma of the breast. Breast cancer can include Stage I, 1T, HIA, HIB, HIC and I'V breast
cancer. Ductal carcinoma of the breast can include invasive carcinoma, invasive carcinoma i
situ with predominant intraductal component, inflammatory breast cancer, and a ductal
carcinoma of the breast with a histologic type selected trom the group consisting of comedo,
mucinous {colloid), medullary, medullary with lymphocytic infiltrate, papillary, scirrhous, and
tubular. Lobular carcinoma of the breast can include invasive lobular carcinoma with
predominant iz situ component, invasive lobular carcinoma, and infiltrating lobular carcinoma.
Breast cancer can include Paget’s disease, Paget’s disease with intraductal carcinoma, and
Paget’s disease with invasive ductal carcinoma. Breast cancer can include breast neoplasms
having histologic and ultrastructural heterogeneity (e.g., mixed cell types).

[0192] Preferably, compound of the disclosure, or a pharmaceutically acceptable salt or solvate
thereof, may be used to treat breast cancer. A breast cancer that is to be treated can include
familial breast cancer. A breast cancer that is to be treated can include sporadic breast cancer,
A breast cancer that is to be treated can arise in a male subject. A breast cancer that is to be
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treated can arise in a female subject. A breast cancer that is to be treated can arise in a
premenopausal fermale subject or a postmenopausal female subject. A breast cancer that 1s to
be treated can arise in a subject equal to or older than 30 years old, or a subject younger than 30
years old. A breast cancer that is to be treated has arisen in a subject equal to or older than 50
years old, or a subject vounger than 50 years old. A breast cancer that is to be treated can arise
in a subject equal to or older than 70 years old, or a subject younger than 70 years old.

[0193] A breast cancer that is to be treated can be typed to identify a familial or spontaneous
mutation in BRCATL, BRCA2, or p53. A breast cancer that is to be treated can be typed as
having a HERZ2/neu gene amplification, as overexpressing HER2/neu, or as having a low,
intermediate or high level of HER2/neu expression. A breast cancer that is to be treated can be
typed for a marker selected from the group consisting of estrogen receptor (ER), progesterone
receptor {PR), human epidermal growth factor receptor-2, Ki-67, CA15-3, CA 27-29, and ¢-
Met. A breast cancer that is to be treated can be typed as ER-unknown, ER-rich or ER-poor. A
breast cancer that is to be treated can be typed as ER-negative or ER-~positive. ER-typing of a
breast cancer may be performed by any reproducible means. ER-typing of a breast cancer may
be performed as set forth in Onkologie 27: 175-179 (2004). A breast cancer that is to be treated
can be typed as PR-unknown, PR-rich, or PR-poor. A breast cancer that is to be treated can be
typed as PR-negative or PR-positive. A breast cancer that is to be treated can be typed as
receptor positive or receptor negative. A breast cancer that is to be treated can be typed as being
associated with elevated blood levels of CA 15-3, or CA 27-29, or both.

{01941 A breast cancer that is to be treated can include a localized tumor of the breast. A
breast cancer that is to be treated can include a tumor of the breast that 1s associated with a
negative sentinel lymph node (SLN) biopsy. A breast cancer that is to be treated can include a
tumor of the breast that is associated with a positive sentinel lymph node (SLN} biopsy. A
breast cancer that is to be treated can include a tumor of the breast that is associated with one or
more positive axillary ivmiph nodes, where the axillary lymiph nodes have been staged by any
applicable method. A breast cancer that is to be treated can include a tumor of the breast that
has been typed as having nodal negative status {(e.g., node-negative) or nodal positive status
{e.g., node-positive). A breast cancer that is to be treated can include a tumor of the breast that
has metastasized to other locations in the body. A breast cancer that is to be treated can be
classified as having metastasized to a location selected from the group consisting of bone, lung,
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liver, or brain. A breast cancer that 1s to be treated can be classified according to a characteristic
selected from the group consisting of metastatic, localized, regional, local-regional, locally
advanced, distant, multicentric, bilateral, ipsilateral, contralateral, newly diagnosed, recurrent,
and inoperable.

[0195] A compound of the disclosure, or a pharmaceutically acceptable salt or solvate thereof,
may be used to treat or prevent a cell proliferative disorder of the breast, or to treat or prevent
breast cancer, in a subject having an increased risk of developing breast cancer relative to the
population at large. A subject with an increased risk of developing breast cancer relative to the
population at large is a female subject with a family history or personal history of breast cancer.
A subject with an increased risk of developing breast cancer relative to the population at large
is a temale subject having a germ-line or spontaneous mutation in BRCA1 or BRCA2, or both.
A subject with an increased risk of developing breast cancer relative to the population at farge
is a fernale subject with a family history of breast cancer and a germ-line or spontaneous
mutation in BRCAT or BRCAZ2, or both. A subject with an increased risk of developing breast
cancer relative to the population at large is a female who is greater than 30 years old, greater
than 40 years old, greater than S0 years old, greater than 60 years old, greater than 70 years old,
greater than 80 years old, or greater than 90 vears old. A subject with an increased risk of
developing breast cancer relative to the population at large is a subject with atypical
hyperplasia of the breast, ductal carcinoma in sifie (DCIS), intraductal carcinoma, lobular
carcinoma i situ (LCIS), lobular neoplasia, or a stage O growth or lesion of the breast {(e.g.,
stage O or grade 0O breast cancer, or carcinoma i sifu).

[0196] A breast cancer that is to be treated can histologically graded according to the Scartt-
Bloom-Richardson system, wherein a breast turmor has been assigned a mitosis count score of
1,2, or 3; a nuclear pletomorphism score of 1, 2, or 3; a tubule formation score of 1, 2, or 3;
and a total Scarff-Bloom-Richardson score of between 3 and 9. A breast cancer that 15 to be
treated can be assigned a tumor grade according to the International Consensus Panel on the
Treatment of Breast Cancer selected from the group consisting of grade 1, grade 1-2, grade 2,
grade 2-3, or grade 3.

[0197] A cancer that is to be treated can be staged according to the American Joint Committee
on Cancer (AJCC) TNM classification system, where the tumor (T has been assigned a stage
of TX, T1, Timic, Tla, Tib, Tic, T2, T3, T4, T4a, T4b, T4c, or T4d; and where the regional
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lymph nodes (N) have been assigned a stage of NX, NO, N1, N2, N2a, N2b, N3, N3a, N3b, or
N3¢; and where distant metastasis (M) can be assigned a stage of MX, MO, or M1, A cancer
that is to be treated can be staged according to an American Joint Commitiee on Cancer
(AJCC) classification as Stage I, Stage A, Stage 1B, Stage IITA, Stage IIB, Stage HIC, or
Stage IV. A cancer that s to be treated can be assigned a grade according to an AICC
classification as Grade GX (e.g,, grade cannot be assessed), Grade 1, Grade 2, Grade 3 or
Grade 4. A cancer that is to be treated can be staged according to an AJCC pathologic
classification (pN) of pNX, pNO, PNO (I-), PNO (1+), PNO (mol-}, PNO (mol+), PN1, PN1{mi),
PN1a, PN1b, PNic, pN2, pN2a, pN2b, pN3, pN3a, pN3b, or pN3¢.

[0198] A cancer that is to be treated can include a tumor that has been determined to be less
than or equal to about 2 centimeters in diameter. A cancer that s to be treated can include a
tumor that has been determined to be from about 2 to about 5 centimeters in diameter. A
cancer that is to be treated can include a tumor that has been determined to be greater than or
equal to about 3 centimeters in diameter. A cancer that 18 to be treated can include a tumor that
has been determined to be greater than 5 centimeters in diameter. A cancer that is to be treated
can be classified by microscopic appearance as well differentiated, moderately differentiated,
poorly differentiated, or undifferentiated. A cancer that is to be treated can be classified by
microscopic appearance with respect to mitosis count {e.g., amount of cell division) or nuclear
pleiomorphism {(e.g., change in cells}. A cancer that is to be treated can be classified by
microscopic appearance as being associated with areas of necrosis (e.g., areas of dying or
degenerating cells). A cancer that is to be treated can be classified as having an abnormal
karyotype, having an abnormal number of chromosomes, or having one or more chromosomes
that are abnormal in appearance. A cancer that is to be treated can be classified as being
aneuplotd, triploid, tetraploid, or as having an altered ploidy. A cancer that is to be treated can
be classified as having a chromosomal translocation, or a deletion or duplication of an entire
chromosome, or a region of deletion, duplication or amplification of a portion of a
chromosome.

[0199] In some embodiments, a cancer that is to be treated is a cancer in which a member of
the SWI/SNF complex, e.g., SMARCA4, is mutated or exhibits a foss of function {e.g , a
decrease of enzymatic activity). For example, a cancer to be treated may be a cancer in which
SMARCA4 is mutated. Non limiting examples of cancers in which SMARCA4 mutations
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occur include small cell carcinoma of the ovary of the hypercalcemic type (SCCOHT), bladder
cancer, stomach cancer, lung cancer (e.g., non-small cell lung cancer), glioblastoma brain
tumors (glioma, GBM), head and neck cancer, kidney cancer, uterine cancer, cervical cancer,
and pancreatic cancer.

[0200] A cancer that is to be treated can be evaluated by DNA cytometry, flow cytometry, or
image cytometry. A cancer that is to be treated can be typed as having 10%, 20%, 30%, 40%,
50%, 60%, 70%, 80%, or 90% of cells in the synthesis stage of cell division (e.g., in S phase of
cell division). A cancer that is to be treated can be typed as having a low S-phase fraction or a
high S-phase fraction.

[0201] Cancer ts a group of diseases that may cause almost any sign or symptom. The signs and
symptoms will depend on where the cancer is, the size of the cancer, and how much it affects
the nearby organs or structures. If a cancer spreads (metastasizes), then symptoms may appear in
different parts of the body.

[0202] Treating cancer can result in a reduction in tumor volume. Preferably, after treatment,
tumor volume is reduced by 5% or greater relative to its size prior to treatment; more
preferably, tumor volume is reduced by 10% or greater; more preferably, reduced by 20% or
greater; more preferably, reduced by 30% or greater; more preferably, reduced by 40% or
greater; even more preferably, reduced by 50% or greater; and most preferably, reduced by
greater than 75% or greater. Tumor volume may be measured by any reproducible means of
measurement.

[0203] Treating cancer can result in a decrease in number of tumors. Preferably, after
treatment, tumor number is reduced by 5% or greater relative to number prior to treatment;
more preferably, tumeor number is reduced by 10% or greater; more preferably, reduced by 20%
or greater, more preferably, reduced by 30% or greater; more preferably, reduced by 40% or
greater; even more preferably, reduced by 50% or greater; and most preferably, reduced by
greater than 75%. Number of tumors may be measured by any reproducible means of
measurement. The number of tumors may be measured by counting tumors visible to the naked
eye or at a specified magnification. Preferably, the specified magnification s 2x, 3%, 4x, 5x,
10x, or 50x.

[0204] Treating cancer can result in a decrease in number of metastatic lesions in other tissues
or organs distant from the primary tumor site. Preferably, after treatment, the number of
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metastatic lesions is reduced by 5% or greater relative to number prior {o treatment; more
preferably, the number of metastatic lesions is reduced by 10% or greater, more preferably,
reduced by 20% or greater; more preferably, reduced by 30% or greater; more preferably,
reduced by 40% or greater; even more preferably, reduced by 50% or greater; and most
preferably, reduced by greater than 75%. The number of metastatic lesions may be measured
by any reproducible means of measurement. The number of metastatic lesions may be
measured by counting metastatic lesions visible to the naked eye or at a specified
magnification. Preferably, the specified magnification s 2x, 3%, 4x, 5x, 10x, or 50x.

[0205] Treating cancer can result in an increase in average survival time of a population of
treated subjects in comparison to a population receiving carrier alone. Preferably, the average
survival time is increased by more than 30 days; more preferably, by more than 60 days; more
preferably, by more than 90 days; and most preferably, by more than 120 days. Aun increase in
average survival time of a population may be measured by any reproducible means. An
increase in average survival ime of a population may be measured, for example, by calculating
for a population the average length of survival following initiation of treatment with an active
compound. An increase in average survival time of a population may also be measured, for
example, by calculating for a population the average length of survival following completion of
a first round of treatment with an active compound.

[0206] Treating cancer can result in an increase in average survival time of a population of
treated subjects in comparison to a population of untreated subjects. Preferably, the average
survival time is increased by more than 30 days; more preferably, by more than 60 days; more
preferably, by more than 90 days; and most preferably, by more than 120 days. An increase in
average survival time of a population may be measured by any reproducible means. An
increase in average survival time of a population may be measured, for example, by calculating
tor a population the average length of survival following initiation of treatment with an active
compound. An increase in average survival time of a population may also be measured, for
example, by calculating for a population the average length of survival following completion of
a first round of treatment with an active compound.

[0207] Treating cancer can result in increase in average survival time of a population of treated
subjects in comparison to a population receiving monotherapy with a drug thatisnot a
compound of the disclosure, or a pharmaceutically acceptable salt, solvate, analog or derivative
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thereof. Preferably, the average survival time is increased by more than 30 days; more
preferably, by more than 60 days; more preferably, by more than 90 days; and most preferably,
by more than 120 days. An increase in average survival time of a population may be measured
by any reproducible means. An increase in average survival time of a population may be
measured, for example, by calculating for a population the average length of survival following
initiation of treatment with an active compound. An increase in average survival time of a
population may also be measured, for exarmple, by calculating for a population the average
length of survival following completion of a first round of treatment with an active compound.
[0208] Treating cancer can result in a decrease in the mortality rate of a population of treated
subjects in comparison o a population receiving carrier alone. Treating cancer can resultin a
decrease in the mortality rate of a population of treated subjects in comparison to an untreated
population. Treating cancer can result in a decrease in the mortality rate of a population of
treated subjects in comparison to a population receiving monotherapy with a drug thatis not a
compound of the disclosure, or a pharmaceutically acceptable salt, solvate, analog or derivative
thereof. Preferably, the mortality rate is decreased by more than 2%, more preferably, by more
than 5%; more preferably, by more than 10%,; and most preferably, by more than 25%. A
decrease in the mortality rate of a population of treated subjects may be measured by any
reproducible means. A decrease in the mortality rate of a population may be measured, for
example, by calculating for a population the average number of disease-related deaths per unit
time following initiation of treatment with an active compound. A decrease in the mortality
rate of a population may also be measured, for example, by calculating for a population the
average number of disease-related deaths per unit time following completion of a first round of
treatment with an active compound.

[0209] Treating cancer can result in a decrease in tumor growth rate. Preferably, after
treatment, tumor growth rate 18 reduced by at least 5% relative to number prior to treatment;
more preferably, tumor growth rate is reduced by at least 10%; more preferably, reduced by at
least 20%; more preferably, reduced by at least 30%; more preferably, reduced by at least 40%;
more preferably, reduced by at least 50%, even more preferably, reduced by at least 50%; and
most preferably, reduced by at feast 75%. Tumor growth rate may be measured by any
reproducible means of measurement. Tumor growth rate can be measured according to a
change in tumor diameter per unit time.
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[0210] Treating cancer can result in a decrease in tumor regrowth. Preferably, after treatment,
tumor regrowth 1s less than 5%; more preferably, tumor regrowth is less than 10%; more
preferably, less than 20%; more preferably, less than 30%; more preferably, less than 40%;
more preferably, less than 50%; even more preferably, less than 50%; and most preferably, less
than 75%. Tumor regrowth may be measured by any reproducible means of measurement.
Tumor regrowth is measured, for example, by measuring an increase in the diameter of a tumor
after a prior tumor shrinkage that followed treatment. A decrease in tumor regrowth is
indicated by fatlure of tumors to reoccur after treatment has stopped.

[0211] Treating or preventing a cell proliferative disorder can result in a reduction n the rate of
cellular proliferation. Preferably, after treatment, the rate of cellular proliferation s reduced by
at least 5%; more preferably, by at least 10%; more preferably, by at least 20%,; more
preferably, by at least 30%; more preferably, by at least 40%; more preferably, by at least 50%;
even more preferably, by at least 50%; and most preferably, by at least 75%. The rate of
cellular proliferation may be rueasured by any reproducible means of measurement. The rate of
cellular proliferation is measured, for example, by measuring the number of dividing celis in a
tissue sample per unit tiroe.

[0212] Treating or preventing a cell proliferative disorder can result in a reduction in the
proportion of proliferating cells. Preferably, after treatment, the proportion of proliferating cells
is reduced by at least 5%, more preferably, by at least 10%; more preferably, by at least 20%;,
more preferably, by at least 30%; more preferably, by at least 40%; more preferably, by at least
50%,; even more preferably, by at least S0%; and most preferably, by at least 75%. The
proportion of proliferating cells may be measured by any reproducible means of measurement.
Preferably, the proportion of proliferating cells 15 measured, for example, by quantifying the
number of dividing cells relative to the number of nondividing cells in a tissue sample. The
proportion of proliferating cells can be equivalent to the mitotic index.

[0213] Treating or preventing a cell proliferative disorder can result in a decrease in size of an
area or zone of cellular proliferation. Preferably, after treatment, size of an area or zone of
cellular proliferation is reduced by at least 5% relative to its size prior to treatment; more
preferably, reduced by at least 10%; more preferably, reduced by at least 20%; more preferably,
reduced by at least 30%; more preferably, reduced by at least 40%; more preferably, reduced by
at least 50%; even more preferably, reduced by at least 50%; and most preferably, reduced by
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at least 75%. Size of an area or zone of cellular proliteration may be measured by any
reproducible means of measurement. The size of an area or zone of cellular proliferation may
be measured as a diameter or width of an area or zone of cellular proliferation.

[0214] Treating or preventing a cell proliferative disorder can result in a decrease in the
number or proportion of cells having an abnormal appearance or morphology. Preferably, after
treatment, the number of cells having an abnormal morphology is reduced by at least 5%
relative to its size prior to treatment, more preferably, reduced by at least 10%; more
preferably, reduced by at least 20%; more preferably, reduced by at least 30%; more preferably,
reduced by at least 40%; more preferably, reduced by at least 50%; even more preferably,
reduced by at least 50%; and most preferably, reduced by at least 75%. An abunormal cellular
appearance or morphology may be measured by any reproducible means of measurement. An
abnormal cellular morphology can be measured by microscopy, e.g., using an inverted tissue
culture microscope. An abnormal cellular morphology can take the form of nuclear
pletomorphism.

[0215] As used herein, the term “selectively” means tending to occur at a higher frequency in
one population than 1o another population. The compared populations can be cell populations.
Preferably, a compound of the disclosure, or a pharmaceutically acceptable salt or solvate
thereof, acts selectively on a cancer or precancerous cell but not on a normal cell. Preferably, a
compound of the disclosure, or a pharmaceutically acceptable salt or solvate thereof, acts
selectively to modulate one molecular target {e.g., a target helicase, such as SMARCAZ) but
does not significantly modulate another molecular target (e.g,, a different helicase, such as
SMARCAA4, or a non-helicase enzyme, e.g., in the case of a SMARCAZ ATPase inhibitor, the
ATPase activity of a different helicase, or a different protein having ATPase activity). The
disclosure also provides a method for selectively inhibiting the activity of an enzyme, such asa
helicase (e.g., SMARCAZ). Preferably, a SMARCAZ inhibitor selectively inhibits SMARCAZ,
e.g., a helicase or ATPase activity of SMARCAZ, relative to inhibiting a second, different
enzyme, ¢.g., a different helicase (e.g, SMARCA4) or a different enzyme exhibiting ATPase
activity, if the inhibition of SMARCAZ is greater than two times the inhibition of the second,
different enzyme. In some embodiments, selective SMARCAZ inhibition occurs if the
inhibition of SMARCAZ is greater than five times, greater than 10 times, greater than fifty
times, greater than 100 times, or greater than 1000 times the inhibition of the second, different
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enzyme. For example, in some embodiments, SMARCA?2 inhibition would be said to occur
selectively over SMARCA4 inhibition if SMARCAZ helicase activity inhibition 1s greater than
2-fold the SMARCA4 inhibition.

[0216] A composition of the disclosure, e.g., a composition comprising SMARCAZ inhibitor,
and one or more cther therapeutic agents, such as prednisone, can modulate the activity of a
molecular target {e.g., a target helicase). Modulating refers to stimulating or inhibiting an
activity of a molecular target. Preferably, a compound of the disclosure, or a pharmaceutically
acceptable salt or solvate thereof, modulates the activity of a molecular target if it stimulates or
inhibits the activity of the roolecular target by at least 2-fold relative to the activity of the
molecular target under the same conditions but lacking only the presence of said compound.
More preferably, a compound of the disclosure, or a pharmaceutically acceptable salt or solvate
thereof, modulates the activity of a molecular target if it stimulates or inhibiis the activity of the
molecular target by at least 5-fold, at least 10-fold, at least 20-fold, at least 50-fold, at least
100-fold relative to the activity of the molecular target under the sarue conditions but lacking
only the presence of said compound. The activity of a molecular target may be measured by
any reproducible means. The activity of a molecular target may be measured in vifro or in vivo.
For example, the activity of a molecular target may be measured in vifro by an enzymatic
activity assay or a DNA binding assay, or the activity of a molecular target may be measured in
vivo by assaving for expression of a reporier gene.

[0217] A composition of the disclosure, e.g., a composition comprising SMARCAZ inhuibitor,
and one or more other therapeutic agents, such as preduisone, can modulate the activity of a
molecular target {e.g., a target helicase). Modulating refers to stimulating or inlibiting an
activity of a molecular target. Preferably, a compound of the disclosure, or a pharmaceutically
acceptable salt or solvate thereof, modulates the activity of a molecular target if it stimulates or
inhibits the activity of the molecular target by at least 2-fold relative to the activity of the
molecular target under the same conditions but lacking only the presence of said compound.
More preferably, a compound of the disclosure, or a pharmaceutically acceptable salt or solvate
thereot, modulates the activity of a molecular target if it stimulates or inhibits the activity of the
molecular target by at least S-fold, at least 10-fold, at least 20-fold, at least 50-fold, at least
100-fold relative 1o the activity of the molecular target under the same conditions but lacking
only the presence of said compound. The activity of a molecular target may be measured by
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any reproducible means. The activity of a molecular target may be measured in vifro or in vivo.
For example, the activity of a molecular target may be measured /# vifro by an enzymatic
activity assay or a DNA binding assay, or the activity of a molecular target may be measured in
vivo by assaying for expression of a reporter gene.

[0218] A composition of the disclosure does not significantly modulate the activity of a
molecular target if the addition of the compound does not stimulate or inhibit the activity of the
molecular target by greater than 10% relative to the activity of the molecular target under the
same conditions but lacking only the presence of said compound.

[0219] Administering a composition of the disclosure to a cell or a subject in need thereof can
result in modulation (7.e., stimulation or inhibition) of an activity of a helicase of interest.
[0220] Administering a compound of the disclosure, e.g., a composition comprising
aSMARCAZ inhibitor, and one or more other therapeutic agents, such as prednisone, to a cell
or a subject in need thereof results in modulation (i.e., stimulation or inhibition) of an activity
of an intracellular target (e.g., substrate). Several intracellular targets can be modulated with
the compounds of the disclosure, including, but not limited to, helicases.

(02211 Activating refers to placing a composition of matter (e.g., protein or nucleic acid) in a
state suitable for carrying out a desired biological function. A composition of matter capable of
being activated also has an unactivated state. An activated composition of matter may have an
inhibitory or stimulatory biological function, or both,

[0222] Elevation refers to an increase in a desired biological activity of a composition of matter
{e.g.. a protein or a nucleic actd). Elevation may occur through an increase in concentration of
a composition of matter.

[0223] As used herein, “a cell cycle checkpoint pathway” refers to a biochemical pathway that
is involved in modulation of a cell cycle checkpoint. A cell cycle checkpoint pathway may have
stimulatory or inhibitory effects, or both, on one or more functions comprising a cell cycle
checkpoint. A cell cycle checkpoint pathway is comprised of at least two compositions of
matter, preferably proteins, both of which contribute to modulation of a cell cycle checkpoint.
A cell cycle checkpoint pathway may be activated through an activation of one or more
members of the cell cycle checkpoint pathway. Preferably, a cell cycle checkpoint pathway 1s a

biochemical signaling pathway.
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[0224] As used herein, “cell cycle checkpoint regulator” refers to a composition of matter that
can function, at least in part, in modulation of a cell cycle checkpoint. A cell cycle checkpoint
regulator may have stimulatory or inhibitory effects, or both, on one or more functions
comprising a cell cycle checkpoint. A cell cycle checkpoint regulator can be a protein or not a
protein.

[0225] Treating cancer or a cell proliferative disorder can result in cell death, and preferably,
cell death results in a decrease of at feast 10% 1n number of cells in a population. More
preferably, cell death means a decrease of at least 20%; more preferably, a decrease of at least
30%; more preferably, a decrease of at least 40%; more preferably, a decrease of at least 50%;
most preferably, a decrease of at feast 75%. Number of cells in a population may be measured
by any reproducible means. A number of cells in a population can be measured by
fluorescence activated cell sorting (FACS}, immunofluorescence microscopy and light
microscopy. Methods of measuring cell death are as shown in Li er af ., Proc Natl Acad Sci U S
A. 100(5): 2674-8, 2003. In some aspects, cell death occurs by apoptosis.

[0226] Preferably, an effective amount of a composttion of the disclosure, or a
pharmaceutically acceptable salt or solvate thereof] is not significantly cytotoxic to normal
cells. A therapeutically effective amount of a compound is not significantly cytotoxic to
normal cells if administration of the compound in a therapeutically effective amount does not
induce cell death in greater than 10% of normal cells. A therapeutically effective amount of a
compound does not significantly atfect the viability of normal cells if administration of the
compound in a therapeutically effective amount does not induce cell death in greater than 10%
of normal cells. In some aspects, cell death occurs by apoptosis.

[0227] Contacting a cell with a composition of the disclosure, or a pharmaceutically acceptable
salt or solvate thereof, can induce or activate cell death selectively in cancer cells.
Administering to a subject in need thereof a compound of the disclosure, or a pharmaceutically
acceptable salt or solvate thereof, can induce or activate cell death selectively in cancer cells.
Contacting a cell with a composition of the disclosure, or a pharmaceutically acceptable salt or
solvate thereof, can induce cell death selectively in one or more cells affected by a cell
proliferative disorder. Preferably, adnunistering to a subject in need thereof a composition of
the disclosure, or a pharmaceutically acceptable salt or solvate thereof, induces cell death
selectively in one or more cells affected by a cell proliferative disorder.
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[0228] The disclosure refates to a method of treating or preventing cancer by administering a
composition of the disclosure, or a pharmaceutically acceptable salt or solvate thereof, to a
subject in need thereof, where administration of the composition of the disclosure, or a
pharmaceutically acceptable salt or solvate thereof, results in one or more of the following:
prevention of cancer cell proliferation by accumulation of cells in one or more phases of the
cell cycle (e.g. G1, G1/S, G2Z/M}, or induction of cell senescence, or promotion of tumor cell
differentiation; promotion of cell death in cancer cells via cytotoxicity, necrosis or apoptosis,
without a significant amount of cell death in normal cells, antitumor activity in animals with a
therapeutic index of at least 2. As used herein, “therapeutic index” is the maximum tolerated
dose divided by the efficacious dose.

[0229] One skilled in the art may refer to general reference texts for detailed descriptions of
known techniques discussed herein or equivalent techniques. These texts include Ausubel ef
al., Current Protfocols in Molecular Biology, John Wiley and Sons, Inc. (2005); Sambrook er
al., Molecular Cloning, A Laboratory Mannal (3 edition), Cold Spring Harbor Press, Cold
Spring Harbor, New York (2000); Coligan et al., Current Protocols in Immunology, John
Wiley & Sons, N.Y ; Enna er af., Current Protocols in Pharmacology, John Wiley & Sons,
N.Y.; Fingl et al., The Pharmacological Basis of Therapeutics (1975}, Remingron'’s
Pharmaceutical Sciences, Mack Publishing Co., Easton, PA, 18% edition (1990). These texts

can, of course, also be referred to in making or using an aspect of the disclosure,

Example 1:

[0230] Sensitivity to knockout of SMARCA?2 through CRISPR/Cas9-mediated gene
knockout was determined by CRISPR/Cas9 pooled screening. A large population of cells was
infected with a pooled library of barcoded sgRNA guides to genes of interest. For
proliferation-based screens, the barcode/CRISPR representation was measured at the start and
end of the experiment by sequencing of genomic DNA, and the relative enrichment/decrease in
CRISPR sgRNAs identified genes for which knockout altered proliferation rate. A custom
CRISPR lentiviral library with 6500 small guide RNAs targeting over 600 epigenetic genes
was generated, and screened against 195 cell lines over a time course of up to 40 days. KRas
was tncluded as a positive control in the CRISPR/Cas9 library, and 1t was observed that

sensitivity to KRas knockout was highly correlated with KRas mutations. SMARCA4 null or
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mutant cells, including A549 and NCIH1299 lung cancer cell lines, were found to be
sensitive to SMARCAZ2 knockout (Figure 1)}. The synthetic lethal relationship between
SMARCA2 and SMARCA4 was further validated tn the hiterature (Hoffman et al. PNAS, 2013,
111(8), 3128-3133; Wilson et al, Mol. Cell Biol., 2014, 34(6),1136-44; Vangamundi et al.
Cancer Res. 2015, 75(18):3865-78, and Oike et al, Cancer Res. 2013 Sep 1,73(17}, S508-18;
the contents of each of which are incorporated herein by reference in their entireties)

[0231] To further investigate the relationship between SMARCA4 expression and sensitivity
to SMARCAZ inhibition, a panel of non-small cell fung cancer (NSCLC} lines was tested for
protein levels of SMARCAZ and SMARCA4. A transcriptomic analysis of NSCLC cell lines
that have RNA seq. data available tn Cancer Cell Line Encyclopedia (CCLE) is shown in
Figure 2. Cell lines with low SMARCA4 expression were found to be sensitive to SMARCAZ
inhibition, suggesting that loss of SMARCA4 predicts response to SMARCAZ wnhibition and
is a potential patient stratification biomarker. It is also suggested that SMARC A4 mutations
under-predict protein loss, and that hence, an understanding of protein levels of SMARCAZ
and SMARCA4 expression is critical, calling for better analysis of this patient population, e.g.
via immunohistochemistry assays or multiplex protein assays to assess protein expression in
clinical samples.

Example 2: SMARCA2/4 immunohistochemistry assay to assess protein expression in
clinical samples

[0232] A panel of 226 non-small cell lung cancer tumor samples was screened for
SMARCAZ/4 protein expression via an immunohistochemistry (IHC) assay that was
optimized for SMARCAZ and SMACR A4 detection. The IHC slides are shown in Figure 3A -
3E. The resuits are summarized in Table 3.

Table 3: Frequencies of SMARCAZ and SMARCA4 loss in NSCLC tumor samples.

SMARCAZ
SMARCA4 Negative Fositive
Negative 3% (6) 196 (2)
Positive 35% (80) 61% (138)
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Example 3: Anti-proliferative effect of SMARCA?Z inhibition in celis

[0233] The anti-proliferative effect of SMARCAZ knockout or inhibition in SMARCA4
mutant cell lings, suggested by the CRISPR pooled screen results described in Example 1, was
further evaluated in 3 target validation assays: a genotype sequencing assay, a fluorescent

corapetition assay, and CRISPR domain-centric screening.

10234} The genotype sequencing assay {NGS) confumed dependence of cell proliferation on
SMARCAZ sensitivity. The fluorescent competition assay validated. Phenotypic validation of
CRISPR pooled screen results ts challenging for single genes due to strong selection for wild-

type or non-functional mutations.

[0235] The CRISPR domain-centric screening demonstrated dependence of the anti-
proliferative effect on the targeted catalytic domain. Specifically, inhibition of the SMARCAZ2
ATPase domain, was found to drive the anti-proliferative effect of SMARCAZ2 knockout in
cells.

[0236] CRISPR gutdes targeting the SMARCAZ helicase domain were found to have the
strongest anti-profiferative effect. Guides targeting the SMARCAZ bromodomain showed
minimal effect (Figure 5). Furthermore, treatment with the SMARCAZ2/4 bromodomain
inhibitor PFI-3 has no functional effect on cell growth in SMARCA4 wild-type or mutant cell
lines (Figure 6, Panels A-C).

Example 4: Screening for ATPase inhibitors

{02371 Known inhibitors, targeting the bromodomain, were found to have no effect on
SMARCAZ ATPase activity {See Table 4). ATPase and not bromodomain function of
SMARCAZ is required for viability of SMARCA4 loss of function cells. As such, the
development of viable antagonists or inhibitors (i.e., ATPase inhibitors) requires methods of

monttoring ATPase activity.

Table 4; Inhibition of SMARCAZ with known bromodomain inhibitors

BMCI. 2968 -BETIS JOQ1 PFi3
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% inh 9.8 -52,15 4.9 5
SMARCA2
at 10 nM

[0238] SMARCAZ is normally found in a multidomain complex. Hence, a first step in the
screening and development of suitable compounds was to determine if the isolated full length
protein behaves similar to the cellular system and if a suitable construct for biophysicscould

be produced.

{02397 Isolated full length SMARCAZ (FL-SMARCAZ2) was found to be well behaved in
activity assays. The signal to background ratio, ATPase activity as a function of protein
concentration, and the dependence of ATP activity on mononucleosome substrate were
determined for the isolated full length SMARCAZ and SMARACA4 in a high throughput
screening bioluminescent assay (HTS ADP-Glo™ format). The results are summarized in
Figure 7, panels A-C and Figure 8, panels A-C, respectively. The purified SWISNF complex
demonstrated mononucleosome dependent ATPase activity in an ATPase assay. ATPase
activity as a function of concentration for the purified complex was found exhibit a 16-18 fold
higher slope in the presence of mononucleosome (Figure 9, panel C). The activity and
dependence on nucleosome were shown to be similar between the isolated full length
SMARCA2 and the SWVSNF complex. In addition, the purified protein complex and isolated
SMARCAZ demonstrated stmilar kinetic parameters (Figure 10, panels A-D). Consequently,

isolated SMARCAZ was used for further development and a 474K HTS was completed.

[0240] Hits from the HTS assay were further evaluated and prioritized for ICsc and

affinity interactions (SMARCAZ binding) determined 1o Surface Plasmon Resonance (SPR),
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wherein the [Cso was determined in a 2-amino-6-mercapto-7-methylpurine

ribonucleoside/Purine Nucleoside Phosphorylase (MESG/PNP) assay (Figure 11).

[0241] Unless otherwise defined, all technical and scientific terms used herein have the same
meaning as commonly understood by one of ordinary skill in the art to which this invention
belongs. In the specification, the singular forms also include the plural unless the context
clearly dictates otherwise. Unless specifically stated or obvious from context, as used herein,
the terms “a,” “an,” and “the” are understood to be singular or plural. Unless specifically stated
or obvicus from context, as used herein, the term “or” is understood to be inclusive.

[0242] Unless specifically stated or obvious from context, as used herein, the term “about” is
understood as within a range of normal tolerance in the art, for example within 2 standard
deviations of the mean. About can be understood as within 10%, 9%, 8%, 7%, 6%, 5%, 4%,
3%, 2%, 1%, 0.5%, 0.1%, 0.05%, or 0.01% of the stated value. Unless otherwise clear from
the context, all numerical values provided herein are modified by the term “about.”

[0243] Although methods and materials similar or equivalent to those described herein can be
used in the practice or testing of the present invention, suitable methods and materials are
described below. All publications, patent applications, patents and other references mentioned
herein are incorporated by reference. The references cited heretn are not admiited to be prior
art to the claimed invention. In the case of contlict, the present specification, including
definitions, will control. In addition, the materials, methods and examples are tllustrative only
and are not intended to be limiting. Where names of cell lines or genes are used, abbreviations
and names conform to the nomenclature of the American Type Culture Collection (ATCC) or
the National Center for Biotechnology Information (NCB1}, unless otherwise noted or evident
from the context.

[0244] The invention can be embodied in other specific forms without departing from the
spirit or essential characteristics thereof. The foregoing embodiments are theretore to be
considered in all respects illustrative rather than limiting on the invention described herein.
Scope of the invention is thus indicated by the appended claims rather than by the foregoing
description, and all changes that corne within the meaning and range of equivalency of the

claims are intended to be embraced therein.
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[0245] 1t is to be understood that the disclosure encompasses all variations, combinations, and
permutations in which one or more limitation, element, clause, or descriptive term, from one or
more of the claims or from one or more relevant portion of the description, 13 introduced into
another claim. For example, a claim that 1s dependent on another claim can be modified to
include one or more of the limitations found in any other claim that is dependent on the same
base claim. Furthermore, where the claims recite a composition, it is to be understood that
methods of making or using the composition according to any of the methods of making or
using disclosed herein or according to methods known in the art, if any, are included, unless
otherwise indicated or unless 1t would be evident to one of ordinary skill in the art that a
contradiction or inconststency would arise.

[0246] Where elements are presented as lists, e.g., in Markush group format, 1t is to be
understood that every possible subgroup of the elements is also disclosed, and that any element
or subgroup of elements can be removed from the group. It is also noted that the term
“comprising” 1s intended to be open and permuts the inclusion of additional elements or steps.
It should be understood that, in general, where an embodiment, product, or method is referred
to as comprising particular elements, features, or steps, embodiments, products, or methods that
consist, or consist essentially of, such elements, features, or steps, are provided as well. For
purposes of brevity those embodiments have not been individually spelled out herein, but it will
be understood that each of these embodiments is provided herein and may be specifically
claimed or disclaimed.

{02471 Where ranges are given, endpoints are included. Furthermore, it is to be understood
that unless otherwise indicated or otherwise evident from the context and/or the understanding
of one of ordinary skill in the art, values that are expressed as ranges can assume any specific
value within the stated ranges in some embodiments, to the tenth of the unit of the lower limit
of the range, unless the context clearly dictates otherwise. For purposes of brevity, the values
in each range have not been individually spelled out herein, but it will be understood that each
of these values is provided herein and may be specifically claimed or disclaimed. Itis alsoto
be understood that unless otherwise indicated or otherwise evident from the context and/or the
understanding of one of ordinary skill in the art, values expressed as ranges can assume any
subrange within the given range, wherein the endpoints of the subrange are expressed to the

same degree of accuracy as the tenth of the unit of the lower limit of the range.
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[0248] In addition, it is to be understood that any particular embodiment of the present
disclosure may be explicitly excluded from any one or more of the claims. Where ranges are
given, any value within the range may explicitly be excluded from any one or more of the
claims. Any embodiment, element, feature, application, or aspect of the compositions and/or
methods of the invention, can be excluded from any one or more claims. For purposes of
brevity, all of the embodiments in which one or more elements, features, purposes, or aspects

are excluded are not set forth explicitly herein.
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CLAIMS
1. A method comprising modulating a SMARCAZ activity in a cell exhibiting a decreased
activity or function of SMARCA4.
2. The method of claim 1, wherein the cell is in vivo, ex vivo, in vitro, or in situ.
3. The method of any one of claims 1-2, wherein the cell is in a subject, and the method

coraprises administering a SMARCAZ antagonist to the subject.

4. The method of any one of claims 1-3, wherein the cell 18 ex vivo or in vitro, and

wherein the cell is isolated or derived from a subject that has a tumor.

5. The method of claim 4, wherein the tumor is malignant.
6. The method of claim 4 or claim 5, wherein the tumor is metastatic.
7. A method of treating cancer in a subject in need thereof, comprising administering a

therapeutically effective amount of a SMARCA?Z antagonust to the subject or a cell of the
subject, wherein said subject or cell of the subject exhibits a decreased activity or function of

SMARCA4 when compared to a control level of the activity or the function of SMARCA4.

8. The method of claim 7, wherein the control level is the level of activity or function of

SMARCA4 in a subject that does not have cancer.

9. The method of any of claims 1-8, wherein the method comprises administering the
SMARCAZ antagonist to the cell or the subject based on the decreased activity or function of

SMARCA4 in the cell or the subject.

10. A method of identifying a subject having a cancer as a candidate for treatment with a
SMARCAZ antagonist, comprising
detecting a level of activity or function of SMARCAA4 in a cancer cell in the subject,
comparing the level of activity or function of SMARCA4 detected in the cancer cell to a

control or reference level, wherein the subject is identified as a candidate for treatment with a

~3
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SMARCAZ antagonist, if the level of activity or function of SMARCA4 in the cancer cell is

decreased as compared to the control or reference level.

1. The method of claim 10, wherein the method comprises obtaining a sample comprising

a cancer cell from the subject.

12. A method of identifying a cancer cell as sensitive to treatment with a SMARCAZ
arrtagonist, comprising

detecting a level of activity or function of SMARCA4 in the cancer cell,

comparing the level of activity or function of SMARCA4 detected in the cancerto a
control or reference level,

wherein the cell is identified as a sensitive to treatment with a SMARCAZ antagonist, if
the level of activity or function of SMARCA4 15 decreased as compared to the control or

reference level.

13, The method of any one of claims 10-12, wherein the control or reference level of
SMARCA4 activity or function is a level of SMARCA4 observed or expected in a healthy cell

of the same origin as the cancer cell.

14. The method of any one of claims 1-13, wherein the SMARCAZ antagonist inhibits
SMARCA?2 helicase activity by at least 10%, at least 20%, at least 30%, at least 40%, at least
50%, at least 60%, at least 70%, at least 80%, at least 90%, at least 95%, at least 98%, or at

least 99%, or abolishes SMARCAZ activity.

15, The method of any one of claims 1-14, wherein the SMARCAZ antagonist inhibits
SMARCAZ ATPase activity by at least 10%, at least 20%, at least 30%, at least 40%, at least
50%, at least 60%0, at least 70%, at least 80%, at least 90%, at least 95%, at least 98%, or at

least 99%, or abolishes SMARCAZ activity.

16, The method of any one of claims 1-15, wherein the SMARCAZ antagonist is a selective

SMARCAZ2 antagonist,

17. The method of any one of claims 1-16, wherein the SMARCAZ antagonist inhibits
SMARCAZ activity at least 2-fold, at least 5-fold, at least 10-fold, at least 20-fold, at teast 50-
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fold, at least 100-fold, at least 1000-fold, at least 10000-fold, or at least 100000-fold more
efficiently than SMARC A4 activity.

18,  The method of any one of claims 16 or 17, wherein the SMARCAZ2 antagonist does not

inhibit SMARCA4.

19. The method of any one of claims 1-18, wherein the SMARCA?Z antagonist targets a

helicase domain of SMARCAZ.

20. The method of any one of claims 1-19, wherein the SMARCAZ antagonist targets an
ATPase domain of SMARCAZ.
21, The method of any one of claims 1-20, wherein the SMARCAZ antagonist does not

target a bromodomain activity of SMARCAZ.

22, The method of any of the preceding claims, wherein the decreased activity of

SMARCAM4 1s caused by a genetic mutation.

23, The method of any of the preceding claims, wherein the decreased activity of

SMARCA4 is caused by an epigenetic alteration.

~

24, The method of any one of the preceding claims, wherein the decreased activity of
SMARCA4 is caused by a decrease in SMARCA4 gene transcription, by a decrease in
SMARCA4 gene transcript translation, by a post-translational modification, by a loss of

protein~-protein interaction, or a combination thereof.

25. The method of any one of claims 1-24, wherein the SMARCAZ antagonistis a
SMARCAZ inhibitor.
26, The method of any one of claims 1-25, wherein the SMARCAZ antagonist is selected

from the group consisting of antisense RNA, shRNA, siRNA, CRISPR/Cas9, transcription
activator-like effector nucleases {( TALEN), Zinc Finger nucleases (ZFN), antibodies, antibody

fragments and antibody mimetics.
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27. The method of any one of claims 1-15 and 22-26, wherein the SMARCAZ antagonist is
PFI-3.

28. A SMARCAZ? antagonist for use in treating cancer in a subject in need thereof, wherein
said subject or a cell of the subject exhibits a decreased activity or function of SMAR{UCA4

when compared to a control level of the activity or the function of SMARCA4.

29. A SMARCAZ antagonist for use as a medicament for treating cancer in a subject in
need thereot, wherein said subject or a cell of the subject exhibits a decreased activity or
function of SMARCA4 when compared to a control level of the activity or the function of

SMARCA4.

30, Use of SMARCAZ antagonist in the manufacture of a medicament for treating cancer in
a subject in need thereof, wherein said subject or a cell of the subject exhibits a decreased
activity or function of SMARCA4 when compared to a control level of the activity or the

function of SMARCA4,

~3
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