undesirable CNS side-effects which are associated with other known pyrrolotriazine
compounds.

[009] The present inventors have discovered novel compounds having high selectivity
and potency against mutant KIT and PDGFRa kinases which, at the same time, possess
additional desirable properties, such as, e.g., little or no penetration into the CNS, low
unbound concentrations in the brain and high levels or active transport out of the brain, i.e.,
high efflux ratios from the CNS. In view of this desirable balance of properties, the
compounds of the present disclosure are particularly suitable for treatment in the periphery,
especially chronic treatment in the periphery, while side-effects in the CNS are reduced or
minimized.

[0010] Thus, the compounds of the present disclosure aim to provide treatments having
desirable efficacy, safety, and pharmaceutical properties for the treatment of KIT- and
PDGFRA-mediated diseases. More specifically, the compounds of the disclosure exhibit a
constellation of beneficial properties including a reduced level of brain penetration, while
maintaining efficacy and other desirable pharmaceutical properties relative to known

pyrrolotriazine compounds having mutant KIT and PDGFRa inhibitory activity.

Summary
[0010a] In one aspect, the present disclosure refers to a compound of Formula I:
_N
NN/ NN
[\\] / =N

A
N

[i]
N °N
. I

H2N//,,

F (1), a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein:



Ais

Rz is chosen from hydrogen and methyl;

R2 is chosen from hydrogen and methyl, or

R1 and R taken together form a cyclopropyl;

R3 is chosen from hydrogen and methyl;

R4 is chosen from hydrogen and methyl, or

R3 and R4 taken together form a cyclopropyl;

Rs is chosen from hydrogen and methyl;

Re is chosen from hydrogen and methyl, or

Rs and Re taken together form a cyclopropyl, or

one or Rz or R4 taken together with Res forms a cyclobutyl,

R7 is hydrogen, or one of Rz, R4, or Re taken together with R7 forms a ring chosen
from oxetane, tetrahydrofuran, and tetrahydropyran, wherein said tetrahydrofuran or
tetrahydropyran is optionally substituted with hydroxyl;

misOor1;and

nisOorl.

[0010b]  In another aspect, the present disclosure refers to a compound

-N
PP

F (4) or a pharmaceutically acceptable salt thereof, and/or a

solvate of any of the foregoing.
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[0010c] In yet another aspect, the present disclosure refers to a compound

/" N” W
I,
®
o
S
HoN/.,

F (9) or a pharmaceutically acceptable salt thereof, and/or a
solvate of any of the foregoing.

[0010d] In a further aspect, the present disclosure refers to a compound

F (7) or a pharmaceutically acceptable salt thereof, and/or a

solvate of any of the foregoing.
[0010e] In another aspect, the present disclosure refers to a pharmaceutical
composition comprising:

a compound disclosed here, a pharmaceutically acceptable salt thereof, and/or a
solvate of any of the foregoing; and

a pharmaceutically acceptable excipient.
[0010f] In yet another aspect, the present disclosure refers to a use of a compound
disclosed herein, a pharmaceutically acceptable salt thereof, and/or a solvate of any of the
foregoing, in the manufacture of a medicament for treating a disease or condition, wherein
the disease or condition is chosen from systemic mastocytosis, gastrointestinal stromal
tumors, acute myeloid leukemia, melanoma, seminoma, intercranial germ cell tumors,

mediastinal B-cell lymphoma, Ewing’s sarcoma, diffuse large B cell lymphoma,
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dysgerminoma, myelodysplastic syndrome, nasal NK/T-cell lymphoma, chronic
myelomonocytic leukemia, and brain cancer.

[0010g] In a further aspect, the present disclosure refers to a compound disclosed herein, a
pharmaceutically acceptable salt thereof, and/or a solvate of any of the foregoing for use in
treating a disease or condition in a patient in need thereof, wherein the disease or condition is
chosen from systemic mastocytosis, gastrointestinal stromal tumors, acute myeloid leukemia,
melanoma, seminoma, intercranial germ cell tumors, mediastinal B-cell lymphoma, Ewing’s
sarcoma, diffuse large B cell lymphoma, dysgerminoma, myelodysplastic syndrome, nasal
NK/T-cell lymphoma, chronic myelomonocytic leukemia, and brain cancer.

Abbreviations and Definitions

[0011] The following abbreviations and terms have the indicated means throughout:
[0012] The term “KIT” refers to a human tyrosine kinase that may be referred to as
mast/stem cell growth factor receptor (SCFR), proto-oncogene c-KIT, tyrosine-protein Kinase
Kit, or CD117. As used herein, the term “KIT nucleotide” encompasses the KIT gene, KIT
MRNA, KIT cDNA, and amplification products, mutations, variations, and fragments thereof.
“KIT gene” is used to refer to the gene that encodes a polypeptide with KIT kinase activity,
e.g., the sequence of which is located between nucleotides 55,524,085 and 55,606,881 of
chromosome 4 of reference human genome hg19. “KIT transcript” refers to the transcription
product of the KIT gene, one example of which has the sequence of NCBI reference sequence
NM_000222.2. The term “KIT protein” refers to the polypeptide sequence that is produced
by the translation of the KIT nucleotide or a portion thereof.

[0013] The term “PDGFRA” refers to a human tyrosine kinase that may be referred to as
platelet derived growth factor alpha. As used herein, the term “PDGFRA nucleotide”
encompasses the PDGFRA gene, PDGFRA mRNA, KIT cDNA, and amplification products,

mutations, variations, and fragments thereof. “PDGFRA gene” is used to refer to the gene
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Claims:

1. A compound of Formula I:
_N
N7 70N
[\\j / =N
A N

)
PN
X
H2N//:,

N
|

F (1), a pharmaceutically acceptable salt thereof, and/or a solvate
of any of the foregoing, wherein:
Alis

R1 is chosen from hydrogen and methyl;

R2 is chosen from hydrogen and methyl, or

R1 and R taken together form a cyclopropyl;

Rs is chosen from hydrogen and methyl;

R4 is chosen from hydrogen and methyl, or

Rs and R4 taken together form a cyclopropyl;

Rs is chosen from hydrogen and methyl;

Re is chosen from hydrogen and methyl, or

Rs and Re taken together form a cyclopropyl, or

one or Rz or R4 taken together with Re forms a cyclobutyl;

R7 is hydrogen, or one of Rz, R4, or Re taken together with R7 forms a ring chosen
from oxetane, tetrahydrofuran, and tetrahydropyran, wherein said tetrahydrofuran or
tetrahydropyran is optionally substituted with hydroxyl;

misOor1;and

nisOorl.
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2. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein:

Ais:
R; Rs
|
o
Ry Rg

7

R3 is chosen from hydrogen and methyl;

R4 is chosen from hydrogen and methyl, or Rz and R4 taken together form a
cyclopropyl;

Rs is chosen from hydrogen and methyl; or

R4 and Re taken together form a cyclobutyl; or

Rs and Re taken together form a cyclopropyl; and

R7 is hydrogen.

3. The compound of claim 2, a pharmaceutically acceptable salt thereof, and/or a solvate
of any of the foregoing, wherein:

Als:
R; Rs
|
T‘C|:OR7
Rs Rg

7

Rs is chosen from hydrogen and methyl;

R4 is chosen from hydrogen and methyl, or Rs and R4 taken together form a
cyclopropyl;

Rs is chosen from hydrogen and methyl; or

Rs and Re taken together form a cyclopropyl, and

R is hydrogen.
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4. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate
of any of the foregoing, wherein:
Ais

(o

o)

wislor?2;

tislor2;and

sisOor1.

5. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein A is chosen from

ol e e S
T4 T TPl 3

OH ©

6. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein A is chosen from

HO‘(%, HOA\/I_E, HOA<_§, HO)_§ Hoj_%, Hoﬁ, HO‘C,
E(ih &y

HO§_§, g, gj_g, HOJ"’/,_%, HO/E(&,HO\“ , Ekow

T o P ot T O O
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7. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing wherein A is chosen from

HO 4/_5 Ho~§§ H04<_§ HO—/
‘(% HO , HO ) , , - ,Hoﬁ,
HO)% and HO§_§

8. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein A is chosen from

J_E HO H04<_§ Hoﬁ )% §_§
HO , ‘(%’ , CH HOJ_%' HO ,and HO .

9. The compound of claim 1, a pharmaceutically acceptable salt thereof, and/or a solvate

of any of the foregoing, wherein A is chosen from

HO and O

10. A compound

F (4) or a pharmaceutically acceptable salt thereof, and/or a

solvate of any of the foregoing.
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11.  The compound of claim 10,

F(4).

12. A compound

/NW

F (9) or a pharmaceutically acceptable salt thereof, and/or a
solvate of any of the foregoing.

13.  The compound of claim 12
/ N~
N J j

j !
()
N
PN
2

H2N//,

N
l

F(9).
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14. A compound

N= NT S
N}@l
o/j N

F (7) or a pharmaceutically acceptable salt thereof, and/or a
solvate of any of the foregoing.

15.  The compound of claim 14,

_N
e
T

N

[ij

N” "N
s

H2N//.

F ().

16. A pharmaceutical composition comprising:
a compound of any one of claims 1-15, a pharmaceutically acceptable salt thereof,
and/or a solvate of any of the foregoing; and

a pharmaceutically acceptable excipient.

17. Use of a compound according to any one of claims 1-15, a pharmaceutically
acceptable salt thereof, and/or a solvate of any of the foregoing, in the manufacture of a
medicament for treating a disease or condition, wherein the disease or condition is chosen
from systemic mastocytosis, gastrointestinal stromal tumors, acute myeloid leukemia,

melanoma, seminoma, intercranial germ cell tumors, mediastinal B-cell lymphoma, Ewing’s
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sarcoma, diffuse large B cell lymphoma, dysgerminoma, myelodysplastic syndrome, nasal

NK/T-cell lymphoma, chronic myelomonocytic leukemia, and brain cancer.

18.  The use of claim 17, wherein the disease or condition is systemic mastocytosis.

19.  The use of claim 18, wherein the systemic mastocytosis is chosen from indolent

systemic mastocytosis and smoldering systemic mastocytosis.

20. A compound according to any one of claims 1-15, a pharmaceutically acceptable salt
thereof, and/or a solvate of any of the foregoing for use in treating a disease or condition in a
patient in need thereof, wherein the disease or condition is chosen from systemic
mastocytosis, gastrointestinal stromal tumors, acute myeloid leukemia, melanoma,
seminoma, intercranial germ cell tumors, mediastinal B-cell lymphoma, Ewing’s sarcoma,
diffuse large B cell lymphoma, dysgerminoma, myelodysplastic syndrome, nasal NK/T-cell

lymphoma, chronic myelomonocytic leukemia, and brain cancer.
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