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(54) Title: COMBINATION THERAPY FOR THE TREATMENT OF MASTOCYTOSIS

Figure 1A
== Compound A === Compound A
125+ ICs0 = 2.6 NM 125+ ICgo = 97 NM

=100+ — 100
g . 2| ; !
< <
e 75+ u o 754
o o
o o
» 50 © 50+
= s
[=] [=]
= 25+ R 25+

0 0

-11 -10 -9 -8 -7 -8 -5 -1 -10 -9 -8 -7 -6 -5

[Compound] (LogM)

HMC1.1 V560G

[Compound] {LogM)

HMC1.1 V560G/D816V

wo 2019/152719 A1 | AI] N0 000 OO

(57) Abstract: The present disclosure relates to the use of 1-[4-bromo-5-[l-ethyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naph-
thyridin-3-yl1]-2-fluorophenyl]-3-phenylurea or 1-(5-(7-amino-l-ethyl-2-o0x0-1,2-dihydro-1,6-naphthyridin-3-y1)-4-bromo-2-fluorophe-
nyl)-3-phenylurea, or a pharmaceutically acceptable salt thereof, in combination with a MAPK AP pathway inhibitor such as for exam-
ple aRAS, RAF, MEK, or ERK inhibitor for the treatment of mastocytosis.
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