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CLAIMS
WHAT IS CLAIMED IS:
1. A method of treating follicular lymphoma (FL), comprising administering to a subject in need thereof a
therapeutically effective amount of a compound of Formula (I):

Rl

R3 X | 5¢c
o\,\J RS R
R (I,

or an enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic
variant thereof; or a pharmaceutically acceptable salt, solvate, or hydrate; wherein:

X, Y, and Z are each independently N or CR*, with the proviso that at least two of X, Y, and Z are
nitrogen atoms; where R* is hydrogen or C 6 alkyl;

R' and R? are each independently (a) hydrogen, cyano, halo, or nitro;

(b) Cy alkyl, Cy alkenyl, Cy¢ alkynyl, Cs_ 5 cycloalkyl, Cs.14 aryl, C;.;5 aralkyl, heteroaryl, or
heterocyclyl; or (¢) -C(O)R", -C(O)OR"™, ~C(O)NR™R", -C(NR')NR'°R'®, -OR",
—OC(O)R"™ —OC(0)OR'" —~OC(O)NRR'®, ~OC(=NR'*)NR'R'*, ~0S(0)R'?, ~0S(0),R", —
OS(O)NR'™R", ~0S(0),NR"R'*, -NR'®R'®, -NR"*C(0)R'?, -NR"*C(0)OR",
~NR"™C(O)NR'R'®, -NR"C(=NR'%)NR'"™R'®, -NR"S(0)R"?, -NR"*S(0),R",
~NR"™S(0)NR'"R', -NR'*§(0),NR""R"*, -SR"*, ~S(0)R"*, -S(0),R"*, =S(O)NR'°R®, or
~S(0),NR™R"; wherein each R, R, R'®, and R'? is independently (i) hydrogen;

(i1) Cy alkyl, C,4 alkenyl, C,5 alkynyl, Cs_j cycloalkyl, Cq.y4 aryl, C,.5 aralkyl, heteroaryl, or
heterocyclyl; or (iii) R" and R'® together with the N atom to which they are attached form
heterocyclyl,

R’ and R* are each independently hydrogen or C, alkyl; or R* and R* are linked together to form a bond,
C, alkylene, C, heteroalkylene, C, ¢ alkenylene, or
C, heteroalkenylene;

R™is (a) hydrogen or halo; (b) C, alkyl, C,4 alkenyl, C, alkynyl, C;_j cycloalkyl, Cs_14 aryl, Co_y5
aralkyl, heteroaryl, or heterocyclyl; or (c) ~C(O)R*, -C(O)OR™, —C(O)NR'*R", -C(NR**)NR"R", —
OR"™ —-OC(O)R", ~OC(0)OR"™, ~OC(O)NR"R'®, ~OC(=NR')NR'"®R'*, ~OS(O)R", ~OS(0),R", -
OS(O)NR'R™, ~0S(0),NR"®R'®, -NR'"R", -NR"**C(0)R"?, -NR"*C(0)OR'?, -NR"*C(O)NR"R",
~NR"™C(=NR')NR™R", -NR"*S(O)R'?, -NR'*S(0),R"’, -NR"*S(O)NR'°R",
~-NR'S(0),NR"R", —SR" —S(0)R", -S(0),R", ~S(O)NR"R'®, or —S(0),NR'°R"";

R™is () halo; (b) C, alkyl, C,5 alkenyl, C,4 alkynyl, Cs_jo cycloalkyl,

Ce.14 aryl, Coj5 aralkyl, heteroaryl, or heterocyclyl; or (c) —C(O)R', -C(O)OR"™, -C(O)NR'*R", —
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C(NR'™)NR'®R", -OR™ -OC(0)R", ~OC(0)OR "™ —~OC(O)NR"R',

—~OC(=NR"™)NR'"R'®, ~OS(0)R"*, ~0S(0),R"*, ~OS(O)NR'*R", ~OS(0),NR""R'¢, -NR"R"®, -
NR"™C(0)R'Y, -NR"C(0)OR", -NR"C(O)NR"R", -NR"*C(=NR')NR""R",

~NR"S(0)R'Y, -NR"*S(0),R"!, -NR"*S(O)NR'*R"*, -NR"*S(0),NR""R"°, -SR"*, ~S(0)R"*,
-S(0),R" —~S(O)NR'R'®, or -S(0),NR'*R'®;

R* is -(CR*R’¢),~(Cs.14 aryl) or (CR™R*®),~heteroaryl;

R* and R* are each independently (a) hydrogen or halo; (b) C, alkyl, C, alkenyl, C, alkynyl, Cs i
cycloalkyl, C 14 aryl, C.5 aralkyl, heteroaryl, or heterocyclyl; or (c) —C(O)R'™, -C(O)OR"™, —
C(O)NRR'®, -C(NR'")NR'"R", —~OR", ~OC(0)R", ~OC(0)OR", -OC(O)NR'""R'®, —
OC(=NR')NR™R", ~0S(0)R"?, —0S(0),R", ~OS(0)NR'’R', ~0S(0),NR"R'*, -NR""R", -
NR"C(0)R'?, -NR"C(0)OR", -NR"*C(O)NR'*R", -NR"*C(=NR'})NR'"R"*, -NR'*S(O)R"?, -
NR'"S(0),R'?, -NR"S(0)NRR'®, -NR'*S(0),NR'°R", —SR'*, —~S(0)R"*, —-S(0),R"*, ~S(O)NR'’R'®,
or —S(0),NR""R";

R and R’ are each independently (a) hydrogen or halo; (b) C . alkyl,

Cy alkenyl, C,6 alkynyl, Cs_y cycloalkyl, Cs.14 aryl, C;.;5 aralkyl, heteroaryl, or heterocyclyl; or (¢) —
C(O)R", —-C(0)OR", —C(O)NR"R'®, -C(NR")NR""R'®, ~OR"*, ~OC(0)R"*, ~OC(0)OR", —
OC(0)NR'R", —OC(=NR'"*NR'R", ~0S(0)R", ~0S(0),R"*,

~OS(O)NR'R", ~0S(0),NR"R"’, -NR""R'®, -NR"C(O)R"’, -NR"*C(O)OR",

~NR™C(0)NR'®R", -NR"C(=NR')NR""R'*, -NR"*S(0)R"¢, -NR"*S(0),R",

~-NR"“S(O)NR'’R", -NR'*$(0),NR""R"*, -SR", ~S(0)R"*, -S(0),R"*, ~S(O)NR'*R"; or
—S(0),NR™R"®; or (d) when one occurrence of R™ and one occurrence of R are attached to the same
carbon atom, the R’ and R*® together with the carbon atom to which they are attached form a Cs_q
cycloalkyl or heterocyclyl;

R®is hydrogen, C,¢ alkyl, —-S—C, 4 alkyl, —S(0)-C,¢ alkyl, or -SO,-C, 4 alkyl;

misOorl; and

nis0,1,2,3,or4;

wherein each alkyl, alkylene, heteroalkylene, alkenyl, alkenylene, heteroalkenylene, alkynyl, cycloalkyl,
aryl, aralkyl, heteroaryl, and heterocyclyl in R', R%, R’, R*, R, R*, R* R R' R R™ R™ R, R*,
R, R™ and R is optionally substituted with one, two, three, or four substituents Q, wherein each
substituent Q is independently selected from (a) oxo, cyano, halo, and nitro; (b) C, alkyl, Cy6
alkenyl, C, alkynyl, C;_jo cycloalkyl, Cs.14 aryl, C;.5 aralkyl, heteroaryl, and heterocyclyl, each of
which is further optionally substituted with one, two, three, or four substituents Q7 and (c) —-C(O)R?, -
C(0)OR?, —C(O)NRPR®, —-C(NR)NR’R®, ~OR?, ~OC(0)R?, ~OC(0)OR?, —OC(O)NR'R’,
—~OC(=NR*)NR"R’, —~OS(0)R?, —~0S(0),R?, ~OS(0)NR"R’, ~0S(0),NRR’, -NR"R’,
~NR*C(0)R?, -NR*C(0)OR?, -NR*C(O)NR'R®, -NR*C(=NRY)NR"R, -NR*S(O)R",
~NR?*S(0),R?, -NR*S(O)NR"R®, -NR*S(0),NRR’, -SR?, —~S(O)R?, —-S(0),R?, ~S(O)NR'R’, and —
S(0),NRPR®, wherein each R, R®, R®, and R? is independently (i) hydrogen; (ii) C alkyl, Ca
alkenyl, C, alkynyl, C;_jo cycloalkyl, Cs.14 aryl, C;5 aralkyl, heteroaryl, or heterocyclyl, each of
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which is further optionally substituted with one, two, three, or four substituents Q% or (iii) R” and R®
together with the N atom to which they are attached form heterocyclyl, which is further optionally
substituted with one or more, in one embodiment, one, two, three, or four, substituents Q*;

wherein each Q" is independently selected from the group consisting of (a) oxo, cyano, halo, and nitro; (b)
C alkyl, C,4 alkenyl, C, 4 alkynyl, Cs i cycloalkyl, Cq 4 aryl, C;i5 aralkyl, heteroaryl, and
heterocyclyl; and (c) ~C(O)R®, —C(0O)OR®, —-C(O)NR'RE, -C(NR)NR'RE, —OR®, ~OC(O)R", —
OC(0)OR®, ~OC(0)NR'RE, ~OC(=NR°)NR'RE, —OS(0)R®, ~0S(0),R®, ~OS(O)NR'RE, -
0S(0),NR'R&, -NR'R¢, -NR°C(0)R", -NR°C(0)OR", -NR°C(0)NR'R¢, -NR°C(=NR"NR'RE, —
NR®S(O)R", -NR°S(0),R", -NR°S(O)NR'RE, ~NR°S(0),NR'RE, ~SR®, —-S(0)R®, —-S(O),R", -
S(O)NR'RE, and —S(0),NR'R®; wherein each R®, RY, R, and R" is independently (i) hydrogen; (i) C,.
alkyl, Cy alkenyl, Cy¢ alkynyl, Cs.,9 cycloalkyl, Cs.14 aryl, C;.;5 aralkyl, heteroaryl, or heterocyclyl;
or (iii) R" and R® together with the N atom to which they are attached form heterocyclyl;

wherein the subject has progression of disease within 24 months of initiating treatment of FL with
immunochemotherapy (POD24) or the subject has relapsed/refractory FL.

2. The method of claim 1, or an enantiomer, a mixture of enantiomers, a mixture of two or more
diastereomers, or an isotopic variant thereof;, or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein R™ is (a) halo; (b) C, alkyl, C, alkenyl, C,. alkynyl, Cs.10 cycloalkyl, Ce. 14 aryl,
C-.15 aralkyl, or heteroaryl; or (¢) ~C(O)R", —C(0)OR"™, -C(O)NR'°R'®, -C(NR')NR""R"®, ~OR"*, —
OC(O)R' —OC(0)OR'"™, —~OC(O)NRR'®, ~OC(=NR')NR'R'®, ~0S(0)R'?, ~0S(0),R", —
OS(O)NR'PR", —S(0),NR""R"*, -NR'*R"*, -NR"“C(0)R"?, -NR"*C(0)OR", -NR"*C(O)NR"R"®, —
NR™“C(=NR')NRR', ~NR"*S(0)R", -NR'*S(0),R'?, -NR'*S(O)NR'"R", -NR'*S(0),NR""R"", -
SR' —S(0)R", —S(0),R" —~S(O)NR'®R, or —S(0),NR'°R"°.

3. The method of claim 1, or an enantiomer, a mixture of enantiomers, a mixture of two or more
diastercomers, or an isotopic variant thereof, or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein R* and R™ are each independently (a) halo; (b) C, alkyl, C, alkenyl, C,. alkynyl,
Cs.10 cycloalkyl, Cy.14 aryl, Co.is aralkyl, heteroaryl, or heterocyclyl; or (¢) —C(O)R™, -C(O)OR™, —
C(O)NR'™R'®, -C(NR'")NR'"R", —~OR ", ~OC(0)R", ~OC(0)OR", ~OC(O)NR'""R'®, —
OC(=NR')NR™R', ~0S(0)R"*, —~0S(0),R", ~OS(0)NR'’R', ~0S(0),NR""R'*, -NR""R", -
NR“C(O)R', -NR"*C(0)OR", -NR"C(O)NR'°R'®, -NR"*C(=NR'$)NR""R'*, -NR"*S(0)R"?, -
NR'S(0),R'?, -NR"*S(0)NR'R'®, -NR'*S(0),NR'°R", —SR'?, —~S(0)R"*, —-S(0),R"*, ~S(O)NR'°R'®,
or —-S(0),NR'"R".

4. The method of claim 3, or an enantiomer, a mixture of enantiomers, a mixture of two or more
diastercomers, or an isotopic variant thereof, or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein R* and R™ are each methyl, optionally substituted with one, two, or three halo(s).

5. The method of any one of claims 1-4, or an enantiomer, a mixture of enantiomers, a mixture of two or
more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, or

hydrate; whereinn is 1.
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6. The method of any one of claims 1-5, or an enantiomer, a mixture of enantiomers, a mixture of two or
more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein R* and R’ are each hydrogen.

7. The method of any one of claims 1-4, or an enantiomer, a mixture of enantiomers, a mixture of two or
more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein n is 0.

8. The method of any one of claims 1-7, or an enantiomer, a mixture of enantiomers, a mixture of two or
more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, or
hydrate; wherein m is 0.

9. The method of any one of claims 1-8, or an enantiomer, a mixture of enantiomers, a mixture of two or
more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, or

hydrate; wherein the compound of Formula (I) is of Formula (XI):

Rl
RZ AN
\l N
e »\RG 7b
N 7 7
a (o]
3 Xél\Y RSaRSb R
R |
r\’\N VAN R
o\/\J H psfRse R
R4
Formula (XI),

or an enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic
variant thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, wherein:

R™ R™ R R™ and R™ are each independently (a) hydrogen, cyano, halo, or nitro; (b) C,5 alkyl, C,
alkenyl, C, alkynyl, C;_jo cycloalkyl, Cs.14 aryl, C;5 aralkyl, heteroaryl, or heterocyclyl, each of
which is optionally substituted with one, two, three, or four substituents Q* or (¢) -C(O)R?, -
C(0)OR?, —C(O)NRPR®, —-C(NR)NR’R®, ~OR?, ~OC(0)R?, ~OC(0)OR?, —OC(O)NR'R®, —
OC(=NR*)NR’R®, ~0S(0)R?, ~0S(0),R?, ~OS(0)NR"R’, —~OS(0),NR°R’, -NRR’, -NR*C(O)R¢, -
NR*C(0)OR?, -NR*C(O)NR'R®, ~NR*C(=NR%)NR’R’, -NR*S(0)R?, -NR*S(0),R’, -NR*S(O)NR"R*
~NR*S(0),NR"R’, -SR?, —~S(0)R?, —=S(0),R?, —~S(O)NR'R’, or —S(0),NRR’; or

>

two of R’ R™ R™, R™, and R™ that are adjacent to each other form Cs.;o cycloalkenyl, Cq.1 aryl,
heteroaryl, or heterocyclyl, each optionally substituted with one, two, three, or four substituents Q.
10. The method of claim 1, or an enantiomer, a mixture of enantiomers, a mixture of two or more
diastereomers, or a pharmaceutically acceptable salt thereof;,
wherein:
X,Y, and Z are cach N;
R' and R? are each hydrogen;
R’ and R* are each hydrogen;

R*is C, alkyl;
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R™is C\ alkyl;
R is -(CH,)—phenyl, wherein R is optionally substituted with one, two, three, or four substituents
Q
R> and R™ are each hydrogen;
R®is CHF,;
mis 0; and

wherein each alkyl is optionally substituted with one, two, three, or four substituents Q, wherein each
substituent Q is independently selected from Cg 4 aryl, heteroaryl, and heterocyclyl, each of which is
further optionally substituted with one, two, three, or four substituents Q°, wherein the heteroaryl has
from 5 to 10 ring atoms and one or more heteroatoms independently selected from O, S, and N, and
the heterocyclyl has from 3 to 15 ring atoms and one or more heteroatoms independently selected
from O, S, and N;

wherein each Q? is independently selected from the group consisting of halo, C, alkyl, C, alkylsulfonyl
and —OR®, wherein R°® is hydrogen or C, ¢ alkyl.

11. The method of claim 10, or an enantiomer, a mixture of enantiomers, a mixture of two or more
diastereomers, or a pharmaceutically acceptable salt thereof; wherein R* and R are each methyl,
optionally substituted with one or more halos.

12. The method of any one of claims 1-11, or an enantiomer, a mixture of enantiomers, a mixture of two
or more diastereomers, or a pharmaceutically acceptable salt thereof, wherein the compound of

Formula (I) is Compound A35:

Compound A35,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

13. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A36:

QiCHFZ

N

\
Y
(\NJ\N/ N
H
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Compound A36,

or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

14. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A68:

Oy
)\CHFz

N

I\{ N
N
H

Compound A68,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

15. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A70:

ry
N)\CHFz

A

NJN'\N/N N
IS ;
C

Compound A70,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

16. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A37:

gt

N~ ~CHF,
P

(\NJ\N/ N

o) H HN
T

Compound A37,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

17. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A38:
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Compound A38,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

18. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A41:

ry
)\CHFZ

N

i
KNJ\N/ N
o/ _
S0 N l

Compound A41,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

19. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A42:

g

Ay

N
M.
. |

Compound A42,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

20. The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A43:

(2

A

j\iN
SN
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Compound A43,
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

The method of any one of claims 1-11, wherein the compound of Formula (I) is Compound A44:

3,

\
N
NN
o] H y
HN-N
Compound A44.
or an isotopic variant thereof, a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.
The method of any one of claims 1-21, wherein about 30 mg, about 60 mg, about 120 mg, or about
180 mg of a compound of Formula (I), or an enantiomer, a mixture of enantiomers, a mixture of two
or more diastereomers, or an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate,
hydrate, or prodrug thereof, is administered to the subject.
The method of any one of claims 1-22, wherein about 60 mg of a compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is administered to
the subject.
The method of any one of the preceding claims, wherein the compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is administered to
the subject orally.
The method of any one of the preceding claims, wherein the compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is formulated as a
tablet or capsule.
The method of any one of the preceding claims, wherein the compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is administered to
the subject daily.
The method of any one of the preceding claims, wherein the compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is administered to
the subject once per day, twice per day, or three times per day.
The method of any one of the preceding claims, wherein the compound of Formula (I), or an

enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
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thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, is administered to
the subject once per day.

The method of any one of the preceding claims, wherein about 60 mg/day of the compound of
Formula (I), or an enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or
an isotopic variant thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof,
is administered to the subject.

The method of any one of the preceding claims, wherein the subject has progression of disease within
24 months of initiating treatment of FL with first-line immunochemotherapy.

The method of any one of the preceding claims, wherein the subject has POD24 and the
immunochemotherapy comprises administering to the subject a combination of chemotherapy and
immunotherapy agents selected from 1) RB (rituximab and bendamustine ); i1) RCHOP (rituximab,
cyclophosphamide, doxorubicin hydrochloride, vincristine sulfate, and prednisone); iii)) RCVP
(rituximab, cyclophosphamide, vincristine sulfate, prednisone); iv) FCMR (fludarabine,
cyclophosphamide, mitoxantrone and rituximab); v) fludarabine + rituximab; vi) RFND (rituximab,
fludarabine, mitoxantrone, dexamethasone); and vii) GCHOP (Gazyza, cyclophosphamide,
doxorubicin hydrochloride, vincristine sulfate, and prednisone).

The method of any one of the preceding claims, wherein the immunochemotherapy comprises
administering to the subject RCHOP (rituximab, cyclophosphamide, doxorubicin hydrochloride,
vincristine sulfate, and prednisone).

The method of any one of the preceding claims, wherein the immunochemotherapy further comprises
administering to the subject a BTK inhibitor.

The method of any one of the preceding claims, wherein the method comprises a continuous daily
dosing schedule (CS), comprising administering to subject the compound of Formula (I), or an
enantiomer, a mixture of enantiomers, a mixture of two or more diastereomers, or an isotopic variant
thereof; or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof once daily for 28
consecutive days in a 28-day cycle.

The method of claim 34, wherein the CS is continued until at least one incidence of intolerable
toxicity occurs/is observed.

The method of claim 35, wherein the at least one toxicity is enterocolitis, a cutaneous toxicity, liver
toxicity, pulmonary toxicity, infection, or any combination thereof.

The method of any one of claims 1-33, wherein the method comprises at least three 28-day cycles,

wherein:

(ii1) the first two cycles comprise a continuous daily dosing schedule (CS), comprising administering
to subject the compound of Formula (I), or an enantiomer, a mixture of enantiomers, a
mixture of two or more diastereomers, or an isotopic variant thereof; or a pharmaceutically
acceptable salt, solvate, hydrate, or prodrug thereof once daily for 28 consecutive days in a

28-day cycle; and
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(iv) the third and subsequent cycles comprise an intermittent dosing schedule (IS), comprising
administering to subject the compound of Formula (I), or an enantiomer, a mixture of
enantiomers, a mixture of two or more diastereomers, or an isotopic variant thereof;, or a
pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof once daily for 7
consecutive days followed by 21 days without treatment in a 28-day cycle.

The method of claim 37, wherein T-cells are recovered and/or re-populated during the 21 days

without treatment.

The method of claim 37 or 38, wherein regulatory T-cells (TREG) and/or effector T-cells are

recovered and/or re-populated during the 21 days without treatment.

The method of any one of claims 37-39, wherein the incidence of at least one toxicity is reduced.

The method of claim 40, wherein the at least one toxicity is enterocolitis, a cutaneous toxicity, liver

toxicity, pulmonary toxicity, infection, or any combination thereof.

The method of any one of claims 37-41, wherein the IS is continued until progression of disease.

The method of any one of claims 1-42, wherein the subject has progression of disease within 24

months (POD24) of initiating treatment of FL with first-line immunochemotherapy, and wherein the

immunochemotherapy comprises administering to the subject RCHOP (rituximab, cyclophosphamide,

doxorubicin hydrochloride, vincristine sulfate, and prednisone).

The method of any one of the preceding claims, wherein an additional therapeutic agent is

administered in combination with the compound of Formula (I), or an enantiomer, a mixture of

enantiomers, a mixture of two or more diastereomers, or an isotopic variant thereof; or a

pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof.

The method of claim 44, wherein the additional therapeutic agent is rituximab.

The method of claim 45, wherein rituximab is administered at a dose of about 375 mg/m’.

The method of claim 45 or 46, wherein 8 doses of rituximab are administered to the subject over a

period of about 6 months.

The method of any one of the preceding claims, wherein the subject is treated for a period of about 6

months.
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