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WHAT IS CLAIMED IS:

Use of (a) an inhibitor of JAK1/2, which is (3R)-3-cyclopentyl-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]propanenitrile, or a
pharmaceutically acceptable salt thereof, and (b) an inhibitor of PI3K3, which is
4-{3-[1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl]-5-chloro-2-
ethoxy-6-fluorophenyl}pyrrolidin-2-one, or a pharmaceutically acceptable salt

thereof, in the manufacture of a medicament for the treatment of myelofibrosis.

Use of an inhibitor of JAK1/2, which is (3R)-3-cyclopentyl-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]propanenitrile, or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for
the treatment of myelofibrosis, wherein the medicament is to be administered in
combination with an inhibitor of PI3K3, which is 4-{3-[1-(4-amino-3-methyl-
1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl]-5-chloro-2-ethoxy-6-
fluorophenyl}pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

Use of an inhibitor of PI3K3, which is 4-{3-[1-(4-amino-3-methyl-1H-
pyrazolo[3,4-d]pyrimidin-1-yl)ethyl]-5-chloro-2-ethoxy-6-
fluorophenyl}pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof, in
the manufacture of a medicament for the treatment of myelofibrosis, wherein the
medicament is to be administered in combination with an inhibitor of JAK1/2,
which is (3R)-3-cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-

pyrazol-1-yl]propanenitrile, or a pharmaceutically acceptable salt thereof.

The use of any one of claims 1 to 3, wherein the inhibitor of JAK1/2 is (3R)-3-
cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-

yl]propanenitrile phosphoric acid salt.

The use of any one of claims 1 to 3, wherein the inhibitor of PI3K3 is selected

from:
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(S)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-
chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(R)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-
chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(S)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-
chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one; and
(R)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;

or pharmaceutically acceptable salts of any of the aforementioned.

The use of any one of claims 1 to 3, wherein the inhibitor of PI3KS is (S)-4-(3-
((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-
ethoxy-6-fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt

thereof.

The use of any one of claims 1 to 3, wherein the inhibitor of PI3KS? is (R)-4-(3-
((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-
ethoxy-6-fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt
thereof.

The use of any one of claims 1 to 3, wherein the inhibitor of PI3K3 is (S)-4-(3-
((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-
ethoxy-6-fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt
thereof.

The use of any one of claims 1 to 3, wherein the inhibitor of PI3K3 is (R)-4-(3-
((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-
ethoxy-6-fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt

thereof.
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10.

11.

12.

13.

14.

15.

The use of claim 2 or 3, wherein the inhibitor of JAK1/2 and the inhibitor of

PI3K3 are to be administered simultaneously.

The use of claim 2 or 3, wherein the inhibitor of JAK1/2 and the inhibitor of

PI13KS3 are to be administered sequentially.

The use of any one of claims 1 to 3, wherein the inhibitor of JAK1/2 is (3R)-3-
cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]propanenitrile, or a pharmaceutically acceptable salt thereof; and the inhibitor
of PI3K3 is selected from:
(S)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(R)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(S)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one; and
(R)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
and pharmaceutically acceptable salts of any of the aforementioned.

The use of claim 12, wherein the inhibitor of PI3K3 is (S)-4-(3-((S)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

The use of claim 12, wherein the inhibitor of PI3K3 is (R)-4-(3-((S)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-
fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

The use of claim 12, wherein the inhibitor of PI3KS is (S)-4-(3-((R)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.
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16.

17.

18.

19.

20.

The use of claim 12, wherein the inhibitor of PI3K3 is (R)-4-(3-((R)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

The use of any one of claims 1 to 3, wherein the inhibitor of JAK1/2 is (3R)-3-
cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]propanenitrile phosphoric acid salt; and the inhibitor of PI3K3 is selected
from:
(S)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(R)-4-(3-((S)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;
(S)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one; and
(R)-4-(3-((R)-1-(4-amino-3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-
5-chloro-2-ethoxy-6-fluorophenyl)pyrrolidin-2-one;

and pharmaceutically acceptable salts of any of the aforementioned.

The use of claim 17, wherein the inhibitor of PI3K3 is (S)-4-(3-((S)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

The use of claim 17, wherein the inhibitor of PI3K3 is (R)-4-(3-((S)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-
fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.

The use of claim 17, wherein the inhibitor of PI3KS3 is (S)-4-(3-((R)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.
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21.  The use of claim 17, wherein the inhibitor of PI3K3 is (R)-4-(3-((R)-1-(4-amino-
3-methyl-1H-pyrazolo[3,4-d]pyrimidin-1-yl)ethyl)-5-chloro-2-ethoxy-6-

fluorophenyl)pyrrolidin-2-one, or a pharmaceutically acceptable salt thereof.
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