10.

11.

WO 2021/247064 PCT/US2020/050753

What is claimed is:

A method of treating a myeloproliferative neoplasm in a patient in need thereof,
comprising administering to said patient 2,2 ,4-trimethyl-8-(6-methyl-7-ox0-6,7-
dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-benzoxazin-
3(4H)-one, or a pharmaceutically acceptable salt thereof, and ruxolitinib, or a

pharmaceutically acceptable salt thereof.

The method of claim 1, wherein the ruxolitinib, or a pharmaceutically acceptable salt

thereof, is ruxolitinib phosphate.

The method of claim 1 or 2, wherein 2,2 4-trimethyl-8-(6-methyl-7-0x0-6,7-dihydro-
1H-pyrrolo[2,3-c]pyridin-4-y1)-6-(methylsulfonyl)-2H-1,4-benzoxazin-3(4H)-one is a

solid form.
The method of claim 3, wherein the solid form is an anhydrate.
The method of claim 3, wherein the solid form is Form 1.

The method of claim 5, wherein Form I has one or more characteristic XRPD peaks,
in terms of 2-theta, selected from about 8.7, about 9.8, about 11.6, about 12.7, about
14.7, about 15.7, about 20.0, about 21.4, about 23.3, and about 27.1 degrees.

The method of claim 3, the solid form having Form II.

The method of claim 7, wherein Form II has one or more characteristic XRPD peaks,
in terms of 2-theta, selected from about 6.7, about 9.5, about 10.5, about 14.8, about
16.2, about 17.0, about 18.8, and about 19.3 degrees.

The method of any one of claims 1-8, wherein the dose of ruxolitinib, or a

pharmaceutically acceptable salt thereof, is about 5 mg/day to about 60 mg/day.

The method of any one of claims 1-8, wherein the dose of ruxolitinib, or a

pharmaceutically acceptable salt thereof, is about 2.5 mg BID to about 30 mg BID.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-

35



12.

13.

14.

15.

16.

17.

18.

WO 2021/247064 PCT/US2020/050753

benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 2

mg/day to about 20 mg/day.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 2

mg/day to about 18 mg/day.

The method of any one of claims 1-10, wherein the dose of 2,2 4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 2

mg/day to about 12 mg/day.

The method of any one of claims 1-10, wherein the dose of 2,2, 4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 4

mg/day to about 8 mg/day.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-y1)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 2, about
4 about 6, about 8, about 10, about 12, about 14, about 16, about 18, or about 20

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2 4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-y1)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 2

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-y1)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 4

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
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benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 6

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2,4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 8

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2 4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 10

mg/day on a free base basis.

The method of any one of claims 1-10, wherein the dose of 2,2, 4-trimethyl-8-(6-
methyl-7-0x0-6,7-dihydro-1H-pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-
benzoxazin-3(4H)-one, or a pharmaceutically acceptable salt thereof, is about 12

mg/day on a free base basis.

The method of any one of claims 1-21, wherein the myeloproliferative neoplasm is
selected from polycythemia vera (PV), essential thrombocythemia (ET), primary
myelofibrosis, chronic myelogenous leukemia (CML), chronic myelomonocytic
leukemia (CMML), hypereosinophilic syndrome (HES), systemic mast cell disease

(SMCD), chronic neutrophilic leukemia (CNL), and chronic eosinophilic leukemia.

The method of claim 22, wherein the myeloproliferative neoplasm is polycythemia
vera (PV).

The method of claim 22, wherein the myeloproliferative neoplasm is essential

thrombocythemia (ET).

The method of claim 22, wherein the myeloproliferative neoplasm is primary

myelofibrosis.

The method of any one of claims 1-25, wherein ruxolitinib, or pharmaceutically
acceptable salt thereof, and 2,2,4-trimethyl-8-(6-methyl-7-0x0-6,7-dihydro-1H-
pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-benzoxazin-3(4H)-one, or a

pharmaceutically acceptable salt thereof, are administered orally.
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The method of any one of claims 1-26, wherein ruxolitinib, or pharmaceutically
acceptable salt thereof, and 2,2,4-trimethyl-8-(6-methyl-7-0x0-6,7-dihydro-1H-
pyrrolo[2,3-c]pyridin-4-yl)-6-(methylsulfonyl)-2H-1,4-benzoxazin-3(4H)-one, or a
pharmaceutically acceptable salt thereof, are administered simultaneously or

sequentially.
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