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Also provided herein are methods of treating a subject having a cancer, that include: (a)
determining whether a cancer cell in a sample obtained from a subject having a cancer and
previously administered one or more doses of a first Trk inhibitor, has at least one point
mutation in a NTRK gene that results in the expression of a Trk protein including a mutation at
one or more amino acid positions (e.g., a mutation at one or more of the amino acid positions
shown in Tables 1, 2, or 3); (b) administering a treatment that includes one or more compounds
of Table 5, or a pharmaceutically acceptable salt thereof, and another anticancer agent or
anticancer therapy to a subject having a cancer cell that has at least one point mutation in a
NTRK gene that results in the expression of a Trk protein including a mutation at one or more
amino acid positions (e.g., a mutation at one or more of the amino acid positions shown in
Tables 1, 2, or 3); or (c) administering additional doses of the first Trk inhibitor to a subject
having a cancer cell that does not have at least one point mutation in a NTRK gene that results
in the expression of a Trk protein including a mutation at one or more amino acid positions (e.g.,
a mutation at one or more of the amino acid positions shown in Tables 1, 2, or 3).

In one aspect, the present disclosure refers to use of a second Trk inhibitor in the
manufacture of a medicament for treating a subject having a cancer;

wherein the second Trk inhibitor is to be administered to the subject if the cancer

has been determined to be resistant to a first Trk inhibitor;
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wherein the first Trk inhibitor is selected from the group consisting of: entrectinib (N-[5-(3,5-
difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-
benzamide); (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidin-3-
yl)-3-hydroxypyrrolidine-1-carboxamide, or a pharmaceutically acceptable salt thereof;
cabozantinib ((N-(4-((6,7-Dimethoxyquinolin-4-yl)oxy)phenyl)-N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide)); dovatinib (4-amino-5-fluoro-3-[6-(4-
methylpiperazin-1-yl)-1H-benzimidazol-2-yl]quinolin-2(1H)-one mono 2-hydroxypropanoate
hydrate); belizatinib (4-fluoro-N-(6-((4-(2-hydroxypropan-2-yl)piperidin-1-yl)methyl)-1-
((1s,4s)-4-(isopropylcarbamoyl)cyclohexyl)-1H-benzo[d]imidazol-2-yl)benzamide); sitravatinib
(N-(3-fluoro-4-((2-(5-(((2-methoxyethyl)amino)methyl)pyridin-2-yl)thieno[3,2-b]pyridin-7-
yl)oxy)phenyl)-N-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide); PLX7486; altiratinib (N-
(4-((2-(cyclopropanecarboxamido)pyridin-4-yl)oxy)-2,5-difluorophenyl)-N-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide); and AZD7451 ((S)-N-(1-(5-fluoropyrimidin-2-
yl)ethyl)-3-(5-isopropoxy-1H-pyrazol-3-yl)-3H-imidazo[4,5-b]pyridin-5-amine)), and wherein
the second Trk inhibitor is selected from the group consisting of:
(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidine-3-carboxamide;
(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-
3-carboxamide;
(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin-1-yl)-N-methoxypyrazolo[1,5-
a]pyrimidine-3-carboxamide;
(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[1,5-
a]pyrimidine-3-carboxamide;
(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%6.0712,0?226]-
hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;
(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%5.0712,0%22%]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;
(6R)-9-fluoro-13-oxa-2,11,18,22,23,26-hexaazapentacyclo[18.5.2.0%6.0"!2,0%3%7]-
heptacosa-1(26),7,9,11,20(27),21,24-heptaen-19-one;
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(6R)-9-fluoro-13-oxa-2,17,21,22,25-pentaazapentacyclo[17.5.2.0>°.07-12,0*2?%]hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2.17:11 0%6,0!*>]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;

1-[(6R)-9-fluoro-13-0xa-2,16,20,21,24-
pentaazapentacyclo[16.5.2.0%6.0712,0?!-*|pentacosa-1(24),7,9,11,18(25),19,22-
heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5.2.0%.07-12,021-25]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;

(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%6.0"12.0%>?|hexacosa-1(25),7,9,11,19(26),20,23-
heptaen-18-one;

(6R,13S)-9-fluoro-13-methyl-2,11,15,19,20,23-
hexaazapentacyclo[15.5.2.!711.0?6.020?*|pentacosa-1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[17
5.2.0%.0712,0>*]hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;

(155)-4,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-
pentaazapentacyclo[17.5.2.0%6.0712,0%2?°]hexacosa-1(25),7(12),8,10,19(26),20,23-
heptaen-18-one;

(6R,155)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%6.0712.0>! |pentacosa-1(24),7,9,11,18(25),19,22-
heptaen-17-one; and

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%6.0"12.02!*|pentacosa-1(24),7,9,11,18(25),19,22-
heptaen-17-one;

or a pharmaceutically acceptable salt thereof.

In one aspect, the present disclosure refers to use of a second Trk inhibitor in the
manufacture of a medicament for treating a subject having a cancer and previously administered
one or more doses of a first Trk inhibitor, the use comprising:

(a) determining whether a cancer cell in a sample obtained from the subject has (i) at
least one point mutation in a NTRK1 gene that results in the expression of a TrkA protein
comprising a mutation at one or more amino acid position(s) selected from the group consisting
of: 517, 542, 568, 573, 589, 595, 599, 600, 602, 646, 656, 657, 667, and 676, and/or (ii) at least
one point mutation in a NTRK?2 gene that results in the expression of a TrkB protein comprising
a mutation at one or more amino acid position(s) selected from the group consisting of: 545,
570, 596, 601, 617, 623, 624, 628, 630, 672, 682, 683, 693, and 702, and/or (iii) at least one
point mutation in a NTRK3 gene that results in the expression of a TrkC protein comprising a
mutation at one or more amino acid position(s) selected from the group consisting of: 545, 570,
596, 601, 617, 623, 624, 628, 630, 675, 685, 686, 696, and 705;

(b) wherein the medicament is to be administered as a monotherapy to the subject if the
cancer cell in (a) is determined to have (i) at least one point mutation in a NTRK1 gene that
results in the expression of a TrkA protein comprising a mutation at one or more amino acid
position(s) selected from the group consisting of: 517, 542, 568, 573, 589, 595, 599, 600, 602,
646, 656, 657, 667, and 676, and/or (ii) at
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least one point mutation in a NTRK?2 gene that results in the expression of a TrkB protein
comprising a mutation at one or more amino acid position(s) selected from the group consisting of:
545, 570, 596, 601, 617, 623, 624, 628, 630, 672, 682, 683, 693, and 702, and/or (iii) at least one
point mutation in a NTRK3 gene that results in the expression of a TrkC protein comprising a
mutation at one or more amino acid position(s) selected from the group consisting of: 545, 570, 596,
601, 617, 623, 624, 628, 630, 675, 685, 686, 696, and 705;
wherein in step (b) one or more doses of the second Trk inhibitor is to be administered,
wherein the first Trk inhibitor is selected from the group consisting of: entrectinib (N-[5-(3,5-
difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-
benzamide); (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidin-3-yl)-3-
hydroxypyrrolidine-1-carboxamide sulfate; cabozantinib ((N-(4-((6,7-Dimethoxyquinolin-4-
yl)oxy)phenyl)-N'-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide)); dovatinib (4-amino-5-fluoro-
3-[6-(4-methylpiperazin-1-yl)-1H-benzimidazol-2-yl]quinolin-2(1H)-one mono 2-
hydroxypropanoate hydrate); belizatinib (4-fluoro-N-(6-((4-(2-hydroxypropan-2-yl)piperidin-1-
yl)methyl)-1-((1s,4s)-4-(isopropylcarbamoyl)cyclohexyl)- 1 H-benzo[d]imidazol-2-yl)benzamide);
sitravatinib (N-(3-fluoro-4-((2-(5-(((2-methoxyethyl)amino)methyl)pyridin-2-yl)thieno[3,2-
b]pyridin-7-yl)oxy)phenyl)-N-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide); PL.X7486;
altiratinib (N-(4-((2-(cyclopropanecarboxamido)pyridin-4-yl)oxy)-2,5-difluorophenyl)-N-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide); and AZD7451 ((S)-N-(1-(5-fluoropyrimidin-2-
ylethyl)-3-(5-isopropoxy-1H-pyrazol-3-yl)-3H-imidazo[4,5-b]pyridin-5-amine)), and
wherein the second Trk inhibitor is selected from the group consisting of:
(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidine-3-carboxamide;
(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-3-
carboxamide;
(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin- 1-yl)-N-methoxypyrazolo[ 1,5-
a]pyrimidine-3-carboxamide;
(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[ 1,5-
a]pyrimidine-3-carboxamide;
(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%%.0712.0?*?¢]-hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;
(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%€.0712,0°*?]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;
(6R)-9-fluoro-13-oxa-2,11,18,22,23,26-hexaazapentacyclo[ 18.5.2.0>6.0"12.0?**"]-heptacosa-
1(26),7,9,11,20(27),21,24-heptaen-19-one;
(6R)-9-fluoro-13-oxa-2,17,21,22,25-pentaazapentacyclo[ 17.5.2.0%%.0"'2.0°**]hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;
(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2.7!! 0?6,0*!3]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;
1-[(6R)-9-fluoro-13-o0xa-2,16,20,21,24-pentaazapentacyclo[16.5.2.0%¢.0712.0*!**|pentacosa-
1(24),7,9,11,18(25),19,22-heptaen-16-yl]ethan-1-one;
(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5.2.0*¢.07-12,0?!%]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;
(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%°.0712.0°>?®]hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-
one;
(6R,13S)-9-fluoro-13-methyl-2,11,15,19,20,23-
hexaazapentacyclo[15.5.2.1711.0%6,0°**]pentacosa-1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

8¢C



WHAT IS CLAIMED IS:

1. Use of a second Trk inhibitor in the manufacture of a medicament for treating a subject
having a cancer;
wherein the second Trk inhibitor is to be administered to the subject if the cancer has
been determined to be resistant to a first Trk inhibitor;
wherein the first Trk inhibitor is selected from the group consisting of: entrectinib (N-[5-
(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-
ylamino)-benzamide); (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-
a]pyrimidin-3-yl)-3-hydroxypyrrolidine- 1-carboxamide, or a pharmaceutically acceptable salt
thereof; cabozantinib ((N-(4-((6,7-Dimethoxyquinolin-4-yl)oxy)phenyl)-N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide)); dovatinib (4-amino-5-fluoro-3-[6-(4-
methylpiperazin-1-yl)-1H-benzimidazol-2-yl]quinolin-2(1H)-one mono 2-hydroxypropanoate
hydrate); belizatinib (4-fluoro-N-(6-((4-(2-hydroxypropan-2-yl)piperidin-1-yl)methyl)-1-
((1s,4s)-4-(isopropylcarbamoyl)cyclohexyl)- 1 H-benzo[d]imidazol-2-yl)benzamide); sitravatinib
(N-(3-fluoro-4-((2-(5-(((2-methoxyethyl)amino)methyl)pyridin-2-yl)thieno[3,2-b]pyridin-7-
yl)oxy)phenyl)-N-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide); PL.X7486; altiratinib (N-
(4-((2-(cyclopropanecarboxamido)pyridin-4-yl)oxy)-2,5-difluorophenyl)-N-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide); and AZD7451 ((S)-N-(1-(5-fluoropyrimidin-2-
yl)ethyl)-3-(5-isopropoxy-1H-pyrazol-3-yl)-3H-imidazo[4,5-b]pyridin-5-amine)), and
wherein the second Trk inhibitor is selected from the group consisting of:

(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-3-carboxamide;

(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-
3-carboxamide;

(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin-1-yl)-N-methoxypyrazolo[ 1,5-
a]pyrimidine-3-carboxamide;

(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[1,5-
a]pyrimidine-3-carboxamide;

(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%.07-12.02226]-
hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%°.0712.0%22%]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;
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(6R)-9-fluoro-13-oxa-2,11,18,22,23,26-hexaazapentacyclo[18.5.2.0%°.0712,0?327]-
heptacosa-1(26),7,9,11,20(27),21,24-heptaen-19-one;

(6R)-9-fluoro-13-oxa-2,17,21 ,22,25—pentaazapentacyclo[17.5.2.02’6.07’12.022’26]hexacosa—
1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2. 1711 026 (?1-25]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;

1-[(6R)-9-fluoro-13-o0xa-2,16,20,21,24-
pentaazapentacyclo[1 6.5.2.02’6.07’12.021’25]pentacosa— 1(24),7,9,11,18(25),19,22-
heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5 2.0%6.0712,0%123]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;

(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%¢.072.0?>26|hexacosa-1(25),7,9,11,19(26),20,23-heptaen-
18-one;

(6R,135)-9-fluoro-13-methyl-2,11,15,19,20,23-

hexaazapentacyclo[15.5.2.17-!1.0%6,02*?*]pentacosa-1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[17
.5.2.0%.0712,0?>?6]hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;

(155)-4,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-
pentaazapentacyclo[17.5.2.0%¢.0712.0?>26|hexacosa-1(25),7(12),8,10,19(26),20,23-
heptaen-18-one;

(6R,155)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.07-12.0?!- pentacosa-1(24),7,9,11,18(25),19,22-
heptaen-17-one; and

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.0712.0?!-* |pentacosa-1(24),7,9,11,18(25),19,22-

heptaen-17-one;

or a pharmaceutically acceptable salt thereof.
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2. The use of claim 1, wherein the first Trk inhibitor is entrectinib (N-[5-(3,5-difluoro-
benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-
benzamide); and the second Trk inhibitor is selected from the group consisting of:
(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidine-3-carboxamide;
(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-3-

carboxamide;
(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin- 1-yl)-N-methoxypyrazolo[ 1,5-
a]pyrimidine-3-carboxamide;
(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[1,5-

a]pyrimidine-3-carboxamide;

or a pharmaceutically acceptable salt thereof.

3. The use of claim 1, wherein the first Trk inhibitor is entrectinib (N-[5-(3,5-difluoro-
benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-
benzamide); and the second Trk inhibitor is selected from the group consisting of:
(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25—hexaazapentacyclo[17.5.2.02’6.07’12.022’26]—hexacosa—

1(25),7,9,11,19(26),20,23-heptaen- 18-one;
(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%0.0712.0%2%]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;

(6R)-9-fluoro-13-oxa-2,11,18,22,23,26-hexaazapentacyclo[18.5.2.0%.07-12.0%32"]-heptacosa-
1(26),7,9,11,20(27),21,24-heptaen-19-one;

(6R)-9-fluoro-13-oxa-2,17,21,22,25-pentaazapentacyclo[17.5 2.0%0.0712.0%2*%]hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2.17-!1 0%6,0>!>]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;

1-[(6R)-9-fluoro-13-o0xa-2,16,20,21,24-pentaazapentacyclo[16.5.2.0*°.0712.0°1-**|pentacosa-
1(24),7,9,11,18(25),19,22-heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21 ,24—pentaazapentacyclo[16.5.2.02’6.07’12.021’25]—
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;
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(6R)-9,15,15-trifluoro-13-o0xa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.02’6.07’12.022’26]hexacosa— 1(25),7,9,11,19(26),20,23-heptaen- 18-
one;

(6R,13S)-9-fluoro-13-methyl-2,11,15,19,20,23-

hexaazapentacyclo[15.5.2. 7.1 .02’6.020’24]pentacosa— 1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[ 17
.5.2.0%0.0712.0?>?|hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;

(155)-4.,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-
pentaazapentacyclo[17.5.2.0%¢.0712.0?*6hexacosa-1(25),7(12),8,10,19(26),20,23-
heptaen-18-one;

(6R,15S)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.0712.0?!-* |pentacosa-1(24),7,9,11,18(25),19,22-heptaen-
17-one;

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%°.0712,0?!-*3|pentacosa-1(24),7,9,11,18(25),19,22-heptaen-
17-one;

or a pharmaceutically acceptable salt thereof.

4. The use of claim 1, wherein the first Trk inhibitor is (S)-N-(5-((R)-2-(2,5-
difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidin-3-yl)-3-hydroxypyrrolidine-1-
carboxamide, or a pharmaceutically acceptable salt thereof; and the second Trk inhibitor is
selected from the group consisting of:

(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidine-3-carboxamide;

(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-3-

carboxamide;

(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin- 1-yl)-N-methoxypyrazolo[ 1,5-

a]pyrimidine-3-carboxamide;

(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[ 1,5-

a]pyrimidine-3-carboxamide;
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or a pharmaceutically acceptable salt thereof.

5. The use of claim 1, wherein the first Trk inhibitor is (S)-N-(5-((R)-2-(2,5-
difluorophenyl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidin-3-yl)-3-hydroxypyrrolidine-1-
carboxamide, or a pharmaceutically acceptable salt thereof; and the second Trk inhibitor is

selected from the group consisting of:

(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%°.07-12.0?>2%]-hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;

, -9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
(6R,15R)-9-1] 15-hyd 13 2,11,17,21,22,25-h 1
[17.5.2.0%0.0712.0?2?%]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;

(6R)-9-fluoro-13-o0xa-2,11,18,22,23,26-hexaazapentacyclo[18.5.2.0%.07-12.0%327]-heptacosa-
1(26),7,9,11,20(27),21,24-heptaen-19-one;

(6R)-9-fluoro-13-oxa-2,17,21,22,25-pentaazapentacyclo[17.5.2.0%6.07-12,0?**¢]hexacosa-
1(25),7,9,11,19(26),20,23-heptaen- 18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2. 17.11 026 ?1-25]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;

1-[(6R)-9-fluoro-13-o0xa-2,16,20,21,24-pentaazapentacyclo[ 16.5.2.0>°.0712.0°1-**|pentacosa-
1(24),7,9,11,18(25),19,22-heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5.2.0%6.0712.0?12]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;

(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%°.0712,0°>*|hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-
one;

(6R,13S)-9-fluoro-13-methyl-2,11,15,19,20,23-
hexaazapentacyclo[15.5.2.17-!1.0%6,02?*]pentacosa-1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[17
.5.2.0%0.0712,0?>%hexacosa- 1 (25),7,9,11,19(26),20,23-heptaen-18-one;
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(15S)-4,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-
pentaazapentacyclo[17.5 2.0%0.0712.0>*%]hexacosa-1 (25),7(12),8,10,19(26),20,23-

heptaen-18-one;

(6R,15S)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.02’6.07’12.021’25]pentacosa— 1(24),7,9,11,18(25),19,22-heptaen-

17-one;

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%°.0712,0?!-* |pentacosa-1(24),7,9,11,18(25),19,22-heptaen-

17-one;

or a pharmaceutically acceptable salt thereof.

6. Use of a second Trk inhibitor in the manufacture of a medicament for treating a
subject having a cancer and previously administered one or more doses of a first Trk inhibitor,
the use comprising:

(a) determining whether a cancer cell in a sample obtained from the subject has (i) at
least one point mutation in a NTRK1 gene that results in the expression of a TrkA protein
comprising a mutation at one or more amino acid position(s) selected from the group consisting
of: 517, 542, 568, 573, 589, 595, 599, 600, 602, 646, 656, 657, 667, and 676, and/or (ii) at least
one point mutation in a NTRK?2 gene that results in the expression of a TrkB protein comprising
a mutation at one or more amino acid position(s) selected from the group consisting of: 545, 570,
596, 601, 617, 623, 624, 628, 630, 672, 682, 683, 693, and 702, and/or (iii) at least one point
mutation in a NTRK3 gene that results in the expression of a TrkC protein comprising a mutation
at one or more amino acid position(s) selected from the group consisting of: 545, 570, 596, 601,
617, 623, 624, 628, 630, 675, 685, 686, 696, and 705; and

(b) wherein the medicament is to be administered as a monotherapy to the subject if the
cancer cell in (a) is determined to have (i) at least one point mutation in a NTRK1 gene that
results in the expression of a TrkA protein comprising a mutation at one or more amino acid
position(s) selected from the group consisting of: 517, 542, 568, 573, 589, 595, 599, 600, 602,
646, 656, 657, 667, and 676, and/or (ii) at least one point mutation in a NTRK?2 gene that results
in the expression of a TrkB protein comprising a mutation at one or more amino acid position(s)
selected from the group consisting of: 545, 570, 596, 601, 617, 623, 624, 628, 630, 672, 682,

683, 693, and 702, and/or (iii) at least one point mutation in a NTRK3 gene that results in the
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expression of a TrkC protein comprising a mutation at one or more amino acid position(s)
selected from the group consisting of: 545, 570, 596, 601, 617, 623, 624, 628, 630, 675, 685,
686, 696, and 705;

wherein in step (b) one or more doses of the second Trk inhibitor is to be administered,
wherein the first Trk inhibitor is selected from the group consisting of: entrectinib (N-[5-(3,5-
difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-
benzamide); (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidin-3-
yl)-3-hydroxypyrrolidine-1-carboxamide sulfate; cabozantinib ((N-(4-((6,7-Dimethoxyquinolin-
4-yl)oxy)phenyl)-N'-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide)); dovatinib (4-amino-5-
fluoro-3-[6-(4-methylpiperazin-1-yl)-1H-benzimidazol-2-yl]quinolin-2(1H)-one mono 2-
hydroxypropanoate hydrate); belizatinib (4-fluoro-N-(6-((4-(2-hydroxypropan-2-yl)piperidin-1-
yl)methyl)-1-((1s,4s)-4-(isopropylcarbamoyl)cyclohexyl)-1H-benzo[d]imidazol-2-
yl)benzamide); sitravatinib (N-(3-fluoro-4-((2-(5-(((2-methoxyethyl)amino)methyl)pyridin-2-
yD)thieno[3,2-b]pyridin-7-yl)oxy)phenyl)-N-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide);
PLX7486; altiratinib (N-(4-((2-(cyclopropanecarboxamido)pyridin-4-yl)oxy)-2,5-
difluorophenyl)-N-(4-fluorophenyl)cyclopropane-1,1-dicarboxamide); and AZD7451 ((S)-N-(1-
(5-fluoropyrimidin-2-yl)ethyl)-3-(5-isopropoxy-1H-pyrazol-3-yl)-3H-imidazo[4,5-b]pyridin-5-
amine)), and
wherein the second Trk inhibitor is selected from the group consisting of:

(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-3-carboxamide;

(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-

3-carboxamide;

(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin- 1-yl)-N-methoxypyrazolo[ 1,5-

a]pyrimidine-3-carboxamide;

(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[1,5-

a]pyrimidine-3-carboxamide;

(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%6.07-12.0?22¢]-
hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%6.07-12.0%226]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;
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(6R)-9-fluoro-13-oxa-2,11,18,22,23,26-hexaazapentacyclo[18.5.2.0%°.0712,0?327]-
heptacosa-1(26),7,9,11,20(27),21,24-heptaen-19-one;

(6R)-9-fluoro-13-oxa-2,17,21 ,22,25—pentaazapentacyclo[17.5.2.02’6.07’12.022’26]hexacosa—
1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2. 1711 026 (?1-25]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;

1-[(6R)-9-fluoro-13-o0xa-2,16,20,21,24-
pentaazapentacyclo[1 6.5.2.02’6.07’12.021’25]pentacosa— 1(24),7,9,11,18(25),19,22-
heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5 2.0%6.0712,0%123]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;

(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%¢.072.0?>26|hexacosa-1(25),7,9,11,19(26),20,23-heptaen-
18-one;

(6R,135)-9-fluoro-13-methyl-2,11,15,19,20,23-

hexaazapentacyclo[15.5.2.17-!1.0%6,02*?*]pentacosa-1(23),7,9,17(24),18,21-hexaene-
16,25-dione;

(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[17
.5.2.0%.0712,0?>?6]hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;

(155)-4,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-
pentaazapentacyclo[17.5.2.0%¢.0712.0?>26|hexacosa-1(25),7(12),8,10,19(26),20,23-
heptaen-18-one;

(6R,155)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.07-12.0?!- pentacosa-1(24),7,9,11,18(25),19,22-
heptaen-17-one; and

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.0712.0?!-* |pentacosa-1(24),7,9,11,18(25),19,22-

heptaen-17-one;

or a pharmaceutically acceptable salt thereof.
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7. Use of one or more compounds in the manufacture of a medicament for treating a
subject having a cancer, the use comprising:

identifying a subject having a cancer cell that has (i) at least one point mutation in a
NTRKI1 gene that results in the expression of a TrkA protein comprising a mutation at one or
more amino acid position(s) selected from the group consisting of: 517, 542, 568, 573, 589, 595,
599, 600, 602, 646, 656, 657, 667, and 676, and/or (ii) at least one point mutation in a NTRK?2
gene that results in the expression of a TrkB protein comprising a mutation at one or more amino
acid position(s) selected from the group consisting of: 545, 570, 596, 601, 617, 623, 624, 628,
630, 672, 682, 683, 693, and 702, and/or (iii) at least one point mutation in a NTRK3 gene that
results in the expression of a TrkC protein comprising a mutation at one or more amino acid
position(s) selected from the group consisting of: 545, 570, 596, 601, 617, 623, 624, 628, 630,
675, 685, 686, 696, and 705;
wherein the medicament is to be administered to the identified subject, and wherein the one or
more compounds is selected from the group consisting of:

(R)-5-(2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidine-3-carboxamide;

(R)-N-cyclopropyl-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)pyrazolo[ 1,5-a]pyrimidine-

3-carboxamide;

(R)-5-(2-(5-fluoro-2-methoxypyridin-3-yl)pyrrolidin- 1-yl)-N-methoxypyrazolo[ 1,5-

a]pyrimidine-3-carboxamide;

(R)-5-(2-(5-fluoropyridin-3-yl)pyrrolidin-1-yl)-N-(1-methylcyclopropyl)pyrazolo[1,5-

a]pyrimidine-3-carboxamide;

(6R)-9-fluoro-13-oxa-2, 11, 17,21,22,25-hexaazapentacyclo[17.5.2.0%0.07-12.0?22¢]-
hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R,15R)-9-fluoro-15-hydroxy-13-oxa-2,11,17,21,22,25-hexaazapentacyclo-
[17.5.2.0%0.0712.0%22%]-hexacosa-1(25),7,9,11, 19(26),20,23-heptaen-18-one;

(6R)-9-fluoro-13-o0xa-2,11,18,22,23,26-hexaazapentacyclo[ 1 8.5.2.0%0.0712.0%377]-
heptacosa-1(26),7,9,11,20(27),21,24-heptaen-19-one;

(6R)-9-fluoro-13-oxa-2,17,21,22,25-pentaazapentacyclo[17.5.2.0%6.0"12,0*>?¢]hexacosa-
1(25),7,9,11,19(26),20,23-heptaen-18-one;

(6R)-12-0xa-2,16,20,21,24,26-hexaazapentacyclo[16.5.2.17-!1.0%6,0>!-3]-hexacosa-
1(24),7(26),8,10,18(25),19,22-heptaen-17-one;
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1-[(6R)-9-fluoro-13-0xa-2,16,20,21,24-
pentaazapentacyclo[1 6.5.2.02’6.07’12.021’25]pentacosa— 1(24),7,9,11,18(25),19,22-
heptaen-16-yl]ethan-1-one;

(6R)-9-fluoro-13,16-dioxa-2,11,20,21,24-pentaazapentacyclo[16.5 2.0%6.0712,0%123]-
pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one;

(6R)-9,15,15-trifluoro-13-oxa-2,11,17,21,22,25-
hexaazapentacyclo[17.5.2.0%¢.072.0?>6|hexacosa-1(25),7,9,11,19(26),20,23-heptaen-
18-one;

(6R,135)-9-fluoro-13-methyl-2,11,15,19,20,23-

hexaazapentacyclo[15.5.2.17-!1.0%6,02?*]pentacosa-1(23),7,9,17(24),18,21-hexaene-

16,25-dione;
(6R)-9-fluoro-15,15-dimethyl-13-oxa-2,11,17,21,22,25-hexaazapentacyclo[17

.5.2.0%0.0712.0%22%]hexacosa-1(25),7,9,11,19(26),20,23-heptaen-18-one;
(155)-4,4,9-trifluoro-15-hydroxy-13-oxa-2,17,21,22.25-

pentaazapentacyclo[17.5 .2.0%0.0712,0%>?%]hexacosa-1(25),7(12),8,10,19(26),20,23-

heptaen-18-one;

(6R,155)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.0712.0?1-* |pentacosa-1(24),7,9,11,18(25),19,22-

heptaen-17-one; and

(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.07-12.0?!- |pentacosa-1(24),7,9,11,18(25),19,22-

heptaen-17-one;

or a pharmaceutically acceptable salt thereof.

8. The use of claim 6 or claim 7, wherein said second Trk inhibitor or said compound is
(6R,15R)-9-fluoro-15-methyl-2,11,16,20,21,24-
hexaazapentacyclo[16.5.2.0%¢.0712.0?!-* |pentacosa-1(24),7,9,11,18(25),19,22-heptaen-17-one.

9. The use of any one of claims 1-8, wherein the cancer is selected from the group
consisting of: adenocarcinoma, adrenal gland cortical carcinoma, adrenal gland neuroblastoma,

anus squamous cell carcinoma, appendix adenocarcinoma, bladder urothelial carcinoma, bile
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duct adenocarcinoma, bladder carcinoma, bladder urothelial carcinoma, bone chordoma, bone
marrow leukemia lymphocytic chronic, bone marrow leukemia non-lymphocytic acute
myelocytic, bone marrow lymph proliferative disease, bone marrow multiple myeloma, bone
sarcoma, brain astrocytoma, brain glioblastoma, brain medulloblastoma, brain meningioma,
brain oligodendroglioma, breast adenoid cystic carcinoma, breast carcinoma, breast ductal
carcinoma in situ, breast invasive ductal carcinoma, breast invasive lobular carcinoma, breast
metaplastic carcinoma, cervix neuroendocrine carcinoma, cervix squamous cell carcinoma, colon
adenocarcinoma, colon carcinoid tumor, duodenum adenocarcinoma, endometrioid tumor,
esophagus adenocarcinoma, eye intraocular melanoma, eye intraocular squamous cell carcinoma,
eye lacrimal duct carcinoma, fallopian tube serous carcinoma, gallbladder adenocarcinoma,
gallbladder glomus tumor, gastroesophageal junction adenocarcinoma, head and neck adenoid
cystic carcinoma, head and neck carcinoma, head and neck neuroblastoma, head and neck
squamous cell carcinoma, kidney chromophore carcinoma, kidney medullary carcinoma, kidney
renal cell carcinoma, kidney renal papillary carcinoma, kidney sarcomatoid carcinoma, kidney
urothelial carcinoma, leukemia lymphocytic, liver cholangiocarcinoma, liver hepatocellular
carcinoma, lung adenocarcinoma, lung adenosquamous carcinoma, lung atypical carcinoid, lung
carcinosarcoma, lung large cell neuroendocrine carcinoma, lung non-small cell lung carcinoma,
lung sarcoma, lung sarcomatoid carcinoma, lung small cell carcinoma, lung small cell
undifferentiated carcinoma, lung squamous cell carcinoma, lymph node lymphoma diffuse large
B cell, lymph node lymphoma follicular lymphoma, lymph node lymphoma mediastinal B-cell,
lymph node lymphoma plasmablastic lung adenocarcinoma, lymphoma follicular lymphoma,
non-Hodgkin’s lymphoma, nasopharynx and paranasal sinuses undifferentiated carcinoma, ovary
carcinoma, ovary carcinosarcoma, ovary clear cell carcinoma, ovary epithelial carcinoma, ovary
granulosa cell tumor, ovary serous carcinoma, pancreas carcinoma, pancreas ductal
adenocarcinoma, pancreas neuroendocrine carcinoma, peritoneum mesothelioma, peritoneum
serous carcinoma, placenta choriocarcinoma, pleura mesothelioma, prostate acinar
adenocarcinoma, prostate carcinoma, rectum adenocarcinoma, rectum squamous cell carcinoma,
skin adnexal carcinoma, skin basal cell carcinoma, skin melanoma, skin Merkel cell carcinoma,
skin squamous cell carcinoma, small intestine adenocarcinoma, small intestine gastrointestinal
stromal tumors (GISTs), soft tissue angiosarcoma, soft tissue Ewing sarcoma, soft tissue
hemangioendothelioma, soft tissue inflammatory myofibroblastic tumor, soft tissue
leiomyosarcoma, soft tissue liposarcoma, soft tissue neuroblastoma, soft tissue paraganglioma,

soft tissue perivascular epitheliod cell tumor, soft tissue sarcoma, soft tissue synovial sarcoma,
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stomach adenocarcinoma, stomach adenocarcinoma diffuse-type, stomach adenocarcinoma
intestinal type, stomach adenocarcinoma intestinal type, stomach leiomyosarcoma, thymus
carcinoma, thymus thymoma lymphocytic, thyroid papillary carcinoma, unknown primary
adenocarcinoma, unknown primary carcinoma, unknown primary malignant neoplasm, unknown
primary melanoma, unknown primary sarcomatoid carcinoma, unknown primary squamous cell
carcinoma, unknown undifferentiated neuroendocrine carcinoma, unknown primary
undifferentiated small cell carcinoma, uterus carcinosarcoma, uterus endometrial
adenocarcinoma, uterus endometrial adenocarcinoma endometrioid, uterus endometrial

adenocarcinoma papillary serous, and uterus leiomyosarcoma.

10. The use of any one of claims 1-9, wherein the TrkA protein comprises one or more
of the following amino acid substitutions: G517R, A542V, V573M, F589L, F589C, G595S,
G595R, F600L, F646V, C656Y, C656F, L657V, G667S, G667C, and Y676S, and/or the TrkB
protein comprises one or more of the following amino acid substitutions: G545R, AS70V,
Q596E, Q596P, V601G, F617L, F617C, F6171, G623S, G623R, D624V, R630K, C682Y,
C682F, L683V, and G693S, and/or the TrkC protein comprises one or more of the following
amino acid substitution G545R, A570V, F617L, G623R, D624V, C685Y, C685F, L686V, and
G696A.

11. The use of any one of claims 1-9, wherein (i) said at least one point mutation in a
NTRKI1 gene that results in the expression of a TrkA protein comprising a mutation at one or
more amino acid position(s) selected from the group consisting of: 573, 589, 595, 599, 600, 646,
667, and 676, and/or (ii) said at least one point mutation in a NTRK2 gene that results in the
expression of a TrkB protein comprising a mutation at one or more amino acid position(s)
selected from the group consisting of: 596, 601, 617, 623, and 630, and/or (iii) said a point
mutation in a NTRK3 gene that results in the expression of a TrkC protein comprising a mutation

at amino acid position 617 and 623.

12. The use of any one of claims 1-9, wherein the TrkA protein comprises one or more
of the following amino acid substitutions: V573M, F589L, F589C, G595S, G595R, F600L,
F646V, G667S, G667C, and Y676S, and/or the TrkB protein comprises one or more of the
following amino acid substitutions: Q596E, Q596P, V601G, F617L, F617C, F6171, G623S,
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G623R, and R630K, and/or the TrkC protein comprises one or more of the following amino acid

substitution F617L and G623R.

13. The use of any one of claims 1-12, wherein the the first Trk inhibitor is (S)-N-(5-
((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)pyrazolo[1,5-a]pyrimidin-3-yl)-3-hydroxypyrrolidine-

1-carboxamide sulfate.
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