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Claims 1-25 are rejected under 35 U.S.C. §102(a)(1) as being anticipated by van Haren
et al. (PTO-1449 ref. AT2).

Applicant is referred to the abstract at page 549 wherein he reference teaches the
importance of PRMT activity in the treatment of “cancer”, and to page 550 wherein Figures 3A
and 3B disclose two pyrrolo[2,3-d]pyrimidine nucleoside-like compounds and four adenosine
nucleoside analogues that have the noted activity, thereby anticipating the instant clamed

subject matter.

Claims 1-25 are rejected under 35 U.S.C. §102(a)(2) as being anticipated by Cortez et al.
‘332 (PTO-892 ref. I; US 9,840,532).

Applicant is referred to chemical structures, associated substituent definitions, and
medicinal testing results beginning at the bottom of column | and ending at columns 67-70
wherein pyrrolo[2,3-d]pyrimidines have been disclosed and claimed to be active in the

treatment of cancer, thereby anticipating the instant claimed subject matter.

No claim is allowed.
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Tl -SELECTIVE TREATMENT OF PRMT5
DEPENDENT CANCER

AB -The present invention generally relates to
therapeutic inhibition of protein arginine
methyltransferase 5 (PRMT5). In particular,
cell lines having MTAP loss and increased
intracellular MTA concentrations show
selective dependence on PRMTS5. Thus, the
invention also relates to methods of
identifying and treating PRMT5-related
diseases in subjects or tissues which have
an MTAP deficiency, alone or in
combination, with a second agent that
reduces MTAP activity and/or increases
intracellular MTA levels, and/or provides
an MTA analogs to the cell or tissue. The
invention also relates to the Clustered
Regularly Interspaced Short Palindromic
Repeats (CRISPR)-Cas System and
components thereof. More specifically, the
present invention relates to the delivery,
use and therapeutic applications of the
CRISPR-Cas systems and compositions in
tumor cells ex vivo and/or in vivo. For
example using methods disclosed herein,
cells can be sensitized to PRMTS5 inhibition.
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Tl -COMPOUND HAVING PRMTS INHIBITORY -
ACTIVITY, PREPARATION FOR COMPOUND,  [Zlp ) NP
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AB -The present invention relates to a
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compound having PRMT5 inhibitory
activity, a preparation for the compound,
and applications thereof. Specifically, the
compound of the present invention has a
structure as represented by formula |,
where the definitions of the groups and
substituents are as presented in the
description. Also disclosed are a
preparation method for the compound and
uses thereof in preventing and/or

treating cancer-related diseases. The
compound of the present invention has
great protein arginine N-methyltransferase
5 inhibitory activity and thus is applicable
in preparing a series of medicaments for
treating diseases related to protein
arginine N-methyltransferase 5 activity.

PN - W02018161922 A1 20180913
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Tl -SMALL MOLECULE PROTEIN ARGININE Fraaien
METHYLTRANSFERASE 5 (PRMTS5) @ Doseresds | i
INHIBITORS AND METHODS OF (B - THEER cosesrossmsesnsveasson
TREATMENT R

0y

AB -Provided are compounds of formulas (1),

(11), (1), and (IV), which effectively inhibit B = onioon T

protein arginine methyltransferase 5
(PRMTS). Also provided are methods of
using the compounds, including a method
of treating cancer, a method of inhibiting
the activity of PRMT5 in a cell, and a
method of treating a disease associated
with increased activity of PRMTS.

PN - WO02018081451 A1 20180503
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Tl -TRICYCLIC COMPOUNDS FOR USE IN
TREATMENT OF PROLIFERATIVE
DISORDERS
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AB -The present invention relates to

compounds of Formula (I) as defined
herein, and salts, hydrates and solvates
thereof. The present invention also relates
to pharmaceutical compositions
comprising compounds of Formula (l), and
to the use of compounds of Formula (I) in
the treatment or prevention of PRMT5-
mediated disorders, such as cancer.

PN - W02018167276 A1 20180920
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T

-COMPOUNDS USEFUL IN THE TREATMENT
OR PREVENTION OF A PRMT5-MEDIATED
DISORDER

AB -The present disclosure relates to

compounds suitable for the inhibition of
protein arginine methyl-transferase
(PRMT), in particular PRMT5. These
compounds may be for use as therapeutic
agents, in particular, agents for use in the
treatment and/or prevention of
proliferative diseases, such as cancer.

PN - W02018167269 A1 20180920
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Tl

-USE OF BIOMARKERS IN
IDENTIFYING CANCER PATIENTS THAT WILL
BE RESPONSIVE TO TREATMENT WITH
A PRMT5 INHIBITOR

AB -The present invention concerns a method

of identifying a patient that is likely to be
responsive to treatment with a protein
arginine N-methyltransferase 5 (PRMT5)
inhibitor comprising: evaluating a biological
sample from the patient for the presence
of a spliceosome alteration, wherein the
presence of any said alteration indicates a
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higher likelihood for said patient to be
responsive to treatment with said PRMT5
inhibitor than in the absence of any said
mutation or alteration.

PN - WO02018154104 A1 20180830
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Tl

-INHIBITION OF PRMTS5 TO TREAT MTAP-

DEFICIENCY-RELATED DISEASES

AB -The invention provides novel personalized

therapies, kits, transmittable forms of
information and methods for use in
treating patients having cancer, wherein
the cancer is MTAP-deficient and/or MTA-
accumulating and thus amenable to
therapeutic treatment with a PRMT5
inhibitor. Kits, methods of screening for
candidate PRMTS5 inhibitors, and
associated methods of treatment are also
provided.

PN - US2018010132 A1 20180111
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T

-METHOD FOR EXAMINING THE EFFECT OF

ANTICANCER DRUG FOR TREATMENT OF
LUNG CANCER

AB -PROBLEM TO BE SOLVED: To provide a

method for examining the effect of an
anticancer agent using the expression rate
of a specific gene as an index.SOLUTION:
According to the present invention, there is
provided a method for determining a
susceptibility of a cancer to a tyrosine
kinase inhibitor and obtaining
supplementary data for determining
whether a tyrosine kinase inhibitor has a
therapeutic effect on cancer, the method
comprising the step of, to determine a Glil
expression rate, PRMT5 expression rate,
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and MEP50 expression rate in a biological
sample derived from a human subject, (1)
detecting the Glil expression rate; (2)
detecting the PRMT5 expression rate; and
(3) detecting the MEP50 expression rate,
followed by, based on the Glil expression
rate, PRMT5 expression rate, and MEP50
expression rate, determining the
susceptibility of the cancer to the tyrosine
kinase inhibitor to obtain supplementary
data to determine whether the tyrosine
kinase inhibitor has a therapeutic effect on
the cancer.SELECTED DRAWING: None

PN - JP2017201920 A 20171116
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Tl -COMPOSITIONS AND METHODS FOR i SN B i
DIAGNOSIS AND TREATMENT OF O

A ERG Fraincuchs Sesly

PROSTATE CANCER i

AB -The invention provides novel personalized
therapies, kits, transmittable forms of
information and methods for use in ; !
treating subjects having TMPRSS2:ERG | o _ _

positive prostate cancer, which we showis & e g
amenable to therapeutic treatment with ’ | enEREREET
a PRMTS inhibitor. Kits, methods of kit chioh

R R ]
PREMTS

screening for candidate PRMTS5 inhibitors, 4
and associated methods of treatment are
also provided.
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Tl  -PRMTS5 INHIBITORS AND USES THEREOF MR LIS el Cel T 38 o

AB -Described herein are methods of e ' s S
treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof, ... | %ea
and/or pharmaceutical compositions " $

e S = e
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thereof. Described herein are methods of
treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions
thereof.

PN - US2017224685 A1 20170810
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Tl

-PRMTS INHIBITORS AND USES THEREOF

AB -Described herein are methods of

treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions
thereof. Described herein are methods of
treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions
thereof.

PN - CA2953572 A1 20160211
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Tl

- PRMTS inhibitors and uses thereof

AB -Described herein are methods of

treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions
thereof. Described herein are methods of
treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,

e g_ = = ;-—&'..': A

e g_ = = ;-—&'..': A


viewer://US2017224685
viewer://CA2953572

and/or pharmaceutical compositions
thereof.

PN - AU2015301196 A1 20170112
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Tl

-PRMTS INHIBITORS FOR THE TREATMENT
OF CANCER WITH REDUCED MTAP ACTIVTY

PN - EP3268044 A2 20180117

14/21 © EPODOC/EPO

T

AB

-(A2)
SELECTIVE TREATMENT OF PRMT5
DEPENDENT CANCER

-(A3)
PRMT5 INHIBITORS FOR THE TREATMENT
OF CANCER WITH REDUCED MTAP ACTIVTY

-(A2 A3)
The present invention generally relates to
therapeutic inhibition of protein arginine
methyltransferase 5 (PRMTS5). In particular,
cell lines having MTAP loss and increased
intracellular MTA concentrations show
selective dependence on PRMTS5. Thus, the
invention also relates to methods of
identifying and treating PRMT5-related
diseases in subjects or tissues which have
an MTAP deficiency, alone orin
combination, with a second agent that
reduces MTAP activity and/or increases
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intracellular MTA levels, and/or provides
an MTA analogs to the cell or tissue. The
invention also relates to the Clustered
Regularly Interspaced Short Palindromic
Repeats (CRISPR)-Cas System and
components thereof. More specifically, the
present invention relates to the delivery,
use and therapeutic applications of the
CRISPR-Cas systems and compositions in
tumor cells ex vivo and/or in vivo. For
example using methods disclosed herein,
cells can be sensitized to PRMTS5 inhibition.

PN - W02016145150 A2 20160915

15/21 © EPODOC/EPO

T

AB

-(A1)
COMPOSITIONS AND METHODS
FOR CANCER DETECTION AND TREATMENT
-(B2)
Compositions and methods for cancer
detection and treatment

-(A1B2)
Disclosed herein are compositions and
methods for cancer detection and
treatment. Compounds that inhibit PRMT5
are contemplated, as are pharmaceutical
compositions comprising a therapeutically
effective amount of at least one PRMT5
inhibitor. In some embodiments
pharmaceutical compositions further
comprising at least one HDAC inhibitor are
contemplated. Methods of treating
disorders in a mammal by
inhibiting PRMTS5 by administering to a
mammal, a therapeutically effective
amount of a PRMTS inhibitor are also
disclosed.
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Tl -PRMTS5 INHIBITORS AND USES THEREOF
AB -Described herein are methods of T e S
treating cancer using one or more PRMT5
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions i ;
thereof. Described herein are methods of ' %,
treating cancer using one or more PRMT5 T ST, FIG. 8
inhibitors, for example using one or more
compounds of Formulae (1-5) or (A-F),
pharmaceutically acceptable salts thereof,
and/or pharmaceutical compositions
thereof.
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AB -The invention provides novel personalized ‘ w
therapies, kits, transmittable forms of . it ql
information and methods for use in i
treating subjects having TMPRSS2:ERG | - _
positive prostate cancer, which we showis s
amenable to therapeutic treatment with
a PRMTS inhibitor. Kits, methods of —
screening for candidate PRMTS5 inhibitors, — .
and associated methods of treatment are
also provided.
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Tl -INHIBITION OF PRMT5 TO TREAT MTAP-
DEFICIENCY-RELATED DISEASES

AB -The invention provides novel personalized
therapies, kits, transmittable forms of
information and methods for use in

treating patients having cancer, wherein v
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the cancer is MTAP -deficient and/or MTA-
accumulating and thus amenable to
therapeutic treatment with a PRMT5
inhibitor. Kits, methods of screening for
candidate PRMTS5 inhibitors, and
associated methods of treatment are also
provided.
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Tl -(A1B2)
Compositions and Methods for Cancer b — B ¢
Detection and Treatment S

AB -(A1B2)
Disclosed herein are compositions and - = Vi)
methods for cancer detection and A, i "' Al
treatment. Compounds that inhibit PRMT5 '
are contemplated, as are pharmaceutical
compositions comprising a therapeutically
effective amount of at least one PRMT5
inhibitor. In some embodiments
pharmaceutical compositions further
comprising at least one HDAC inhibitor are
contemplated. Methods of treating
disorders in a mammal by
inhibiting PRMT5 by administering to a
mammal, a therapeutically effective
amount of a PRMTS5 inhibitor are also
disclosed.
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A method for the treatment of a
proliferative disease comprising providing a
E2F-1 protein which is arginine-
methylation defective or administering a
substance which reduces the expression
and/or activity of PRMT5. The invention
also provides antibodies, screening
methods and kits.
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Tl -COMPOSITIONS AND METHODS
FOR CANCER DETECTION AND TREATMENT A p— B c

AB -Disclosed herein are compositions and o on
methods for cancer detection and y «.%
treatment. Compounds that inhibit PRMT5 [ = _rl"-.,
are contemplated, as are pharmaceutical rém% ! I"'_,ﬂll.-"
compositions comprising a therapeutically b

effective amount of at least one PRMT5 N : : vy
inhibitor. In some embodiments éjﬂﬁ -Hft “J‘Jﬂﬁt-’@
pharmaceutical compositions further PRETH ey
comprising at least one HDAC inhibitor are  Tumor seporessor gene mprossion Tumor sappressor gane doreprassion
contemplated. Methods of treating —_———
disorders in a mammal by

inhibiting PRMT5 by administering to a

mammal, a therapeutically effective

amount of a PRMTS inhibitor are also

disclosed.
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