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WHAT IS CLAIMED:

i i combination of

Compound A (mirdametinib), or a pharmaceutically acceptable salt form thereof, and

a-therapeuticalhy-effective-amount-of Compound B (lifirafenib), or a pharmaceutically

acceptable salt form thereof for use in treating a patient having a solid tumor, wherein

compound A and compound B are each to be administered in a therapeutically effective

amount.

2—2. The methedcombination for the use of claim 1, wherein the therapeutically

3=

3.

effective amount of Compound A is about 1 mg to about 5 mg per day-
Fhe—method—ofclaim—1—wherein; and/or the therapeutically effective amount of

Compound B, or a pharmaceutically acceptable salt form thereof, is about 5 mg to about

40 mg per day.

The methedcombination for the use of claim 1, wherein:

(i) a) the therapeutically effective amount of Compound A is about 1 mg per day and

4—D) the therapeutically effective amount of Compound B, or a pharmaceutically
acceptable salt form thereof, is about 5 mg to about 15 mg per day-, preferably
about 20 mg per day;

5. Themethod-ofclaim—1—wherein(ii) a) the therapeutically effective amount of
Compound A is about 2 mg per day and_b) the therapeutically effective amount of
Compound B, or a pharmaceutically acceptable salt form thereof, is about 5 mg to

about 40 mg per day-, optionally about 20 mg to about 35 mqg per day, preferably

about 20 mqg per day, or about 15 mq per day;




-99-

Fhe-method-ofclatm-1-wherein) the therapeutically effective amount of Compound A
is about 3 mg per day and

7+ b) the therapeutically effective amount of Compound B, or a pharmaceutically
acceptable salt form thereof, is about 5 mg to about 40 mg per day-, optionally
about 20 mq to about 35 mg per day, preferably about 20 mg per day, or about 15

mg per day;

9. TFhe—method—of claim—L—wherein) the therapeutically effective amount of
Compound A is about 4 mg per day and_b) the therapeutically effective amount of

Compound B, or a pharmaceutically acceptable salt form thereof, is about 10 mg

to about 40 mg per day-, optionally about 20 mg to about 35 mq per day, preferably
about 20 mg per day, about 15 mqg per day, about 10 mqg per day, or about 5 mg per

day;

11 The—method—of—claim—1—wherein) the therapeutically effective amount of
Compound A is about 5 mg per day and_b) the therapeutically effective amount of
Compound B, or a pharmaceutically acceptable salt form thereof, is about 10 mg

to about 40 mg per day-, optionally about 20 mg to about 40 mqg per day;

12. The-method-of claim-1wherein-(vi) a) the therapeutically effective amount
of Compound A, or a pharmaceutically acceptable salt thereof, is about 58 mg per

day and_Db) the therapeutically effective amount of Compound B, or a
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pharmaceutically acceptable salt form thereof, is about 205 mg teper day, or about
4010 mg per day-; or

13. Fhe-method-ofany-one-ofclaims-1-(vii) a) the therapeutically effective amount
of Compound A, or a pharmaceutically acceptable salt thereof, is about 12wherein

mg per day and b) the therapeutically effective amount of Compound B-is, or a

pharmaceutically acceptable salt form_thereof, is about 5 mq per day, or about 10

mg per day.
Fhe-method-ofclaim-13;
14. 4. The combination for the use of any one of claims 1-3, wherein Compound B

is a pharmaceutically acceptable salt form, preferably wherein the pharmaceutically

acceptable salt form is a maleate salt, which can be a sesqui-maleate salt.

5.  The method-ef combination for the use claim 144, wherein;

15: (i) a) the therapeutically effective amount of Compound A is about 1 mg per day
and_b) the therapeutically effective amount of Compound B as a maleate salt, which
can be a sesqui-maleate salt, is about 5 mg to about 10 mg per day-, preferably
about 7 mg per day;,

17. Fhe—method—ofclaim—14—wherein) the therapeutically effective amount of
Compound A is about 2 mg per day and_b) the therapeutically effective amount of

Compound B as a maleate salt, which can be a sesqui-maleate salt, is about 10 mg
to about 30 mg per day-, preferably about 13 mqg per day, about 20 mqg per day, or

about 27 mg per day;
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20- The—method—of—<claim—14.—wherein) the therapeutically effective amount of
Compound A is about 3 mg per day and_b) the therapeutically effective amount of
Compound B as a maleate salt, which can be a sesqui-maleate salt, is about 15 mg

to about 40 mg per day-, preferably about 20 mqg per day, about 27 mqg per day, or

about 34 mg per day;

23- The—method—of—<claim—14.—wherein) the therapeutically effective amount of
Compound A is about 4 mg per day and_b) the therapeutically effective amount of
Compound B as a maleate salt, which can be a sesqui-maleate salt, is about 20 mg

to about 40 mg per day-, preferably about 27 mg per day, about 20 mg per day,

about 13 mqg per day, or about 7 mq per day;

25: The-method-ofclaim-14-wherein-(Vv) the therapeutically effective amount of

Compound A is about 5 mg per day and the therapeutically effective amount of

Compound B as a maleate salt, which can be a sesqui-maleate salt, is about 25 mg

to about 40 mg per day-, preferably about 34 mqg per day;

26— The-method-of claim-14wherein(vi) a) the therapeutically effective amount

of Compound A, or a pharmaceutically acceptable salt thereof, is about 58 mg per
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day and b) the therapeutically effective amount of Compound B-asa-+raleatesaltis

Fhe-method(vii) a) the therapeutically effective amount of Compound A, or a

pharmaceutically acceptable salt thereof, is about 12 mqg per day and b) the

therapeutically effective amount of Compound B, or a pharmaceutically acceptable

salt form thereof, is about 7 mg per day or about 13 mg per day.

30. 6. The combination for the use of any one of claims 1-295, wherein Compound

A; and or Compound B is to be administered once per day.

3—T. The methedcombination for the use of any one of claims 1-36,-wherein

32— The-methed-ofclaim276, wherein Compound A and Compound B, or a
pharmaceutically acceptable salt form thereof, are administered-in-different-dosage
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dosing cycle comprising:
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43- 1. (a) 21 days in which Compound A and Compound B, or a pharmaceutically
acceptable salt form thereof, are both to be administered; and (b) 7 days in which

neither Compound A nor Compound B, or a pharmaceutically acceptable salt form

thereof, is to be administered—;

dosing-cycle-comprising-I1. (@ 21 days in which Compound A and
Compound B, or a pharmaceutically acceptable salt form thereof are both to be

administered; followed by (b) 7 days in which neither Compound A nor Compound

B, or a pharmaceutically acceptable salt form thereof, is to be administered:;

dosing-cycle-comprising-111. (a) three 7-day periods each comprising (i) 5
days in which Compound A and Compound B, or a pharmaceutically acceptable
salt form thereof, are both to be administered and (ii) 2 days in which neither
Compound A nor Compound B, or a pharmaceutically acceptable salt form thereof
are to be administered; and (b) 7 days in which neither Compound A nor

Compound B, or a pharmaceutically acceptable salt form thereof, is to be

administered:;

dosing-cycle-comprising-1V. (a) three 7-day periods each comprising (i) 5
days in which Compound A and Compound B, or a pharmaceutically acceptable
salt form thereof, are both to be administered and (ii) 2 days in which neither
Compound A nor Compound B, or a pharmaceutically acceptable salt form thereof,
is to be administered; followed by (b) 7 days in which neither Compound A nor
Compound B, or a pharmaceutically acceptable salt form thereof, is to be

administered:;

Fhe-method-of any-one-of claims-1-42-whereinV. (a) three 7-day periods each

comprising (i) 4 days in which Compound A and Compound B, or a




- 105 -

pharmaceutically acceptable salt form thereof, are both to be administered en-a-28-

day-dosing-eyele-comprising-and (ii) 3 days in which neither Compound A nor

Compound B, or a pharmaceutically acceptable salt form thereof are to be

administered; and (b) 7 days in which neither Compound A nor Compound B, or a

pharmaceutically acceptable salt form thereof, is to be administered; or

47—VI.  (a) three 7-day periods each comprising (i) 4 days in which Compound A

and Compound B, or a pharmaceutically acceptable salt form thereof, are both

thereof-are-bothto be administered and (ii) 3 days in which neither Compound A
nor Compound B, or a pharmaceutically acceptable salt form thereof, is to be
administered; followed by (b) 7 days in which neither Compound A nor Compound
B, or a pharmaceutically acceptable salt form thereof, is to be administered-,
optionally

49; Fhe-method-of-any-one-of-claims43-48,-wherein the 28-day dosing cycle is

repeated up to a total of 24 consecutive 28-day dosing cycles.

56—8. The methedcombination for the use of any-ene-ef-claims43-49 claim 6 or

claim 7, wherein only Compound B, or a pharmaceutically acceptable salt form
thereof, is to be administered for a lead-in period prior to a first 28-day dosing

cycle-

51— The methed-ofclaim-50;, optionally wherein the amount of Compound B, or a

pharmaceutically acceptable salt thereof, to be administered in the lead-in period is
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the same or lower than the amount of Compound B, or a pharmaceutically

acceptable salt thereof, to be administered during the first 28-day dosing cycle-

52— Themethoed-ofclaim-51-; and/or wherein the lead-inperiod-begins-21-days-before

the-first 28-day-dosing-eyele:

57— The-method-of any-one-of-claims-50-55, wherein-the-amount-of-Compound B, or a
pharmaceutically acceptable salt thereof, administered-in-the-lead-in-period-is-abeout
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period-

the lead-in period.

4 9. The methedcombination for the use of any-ene-of-claims—43-49claim 6 or

claim 7, wherein one or both of Compound A, or a pharmaceutically acceptable salt
form thereof, and Compound B, or a pharmaceutically acceptable salt form thereof, is
to be administered for a lead-in period prior to a first 28-day dosing cycle at a lower
dose than the therapeutically effective amount of Compound A, or a pharmaceutically
acceptable salt form thereof, and Compound B, or a pharmaceutically acceptable salt

thereof, to be administered during the first 28-day cycle.

75——10.  The methedcombination for the use of claim 749, wherein the amount of

Compound A, or a pharmaceutically acceptable salt thereof, to be administered in

the lead-in period is i) the same as the amount of Compound A, or a
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pharmaceutically acceptable salt thereof, to be administered during the first 28-day

dosing cycle-

.. Or a-pharmaceutically
aceeptable salt-thereofadministered-in-the-lead-in-period-isii) lower than the amount

of Compound A, or a pharmaceutically acceptable salt thereof, to be administered

during the first 28-day dosing cycle.

18— The-method-ofany-one-ofclaims+#4-76claim 10, wherein the amount of Compound

A, or a pharmaceutically acceptable salt thereof, to be administered in the lead-in

period is about 1 mg to about 5 mq per day-

#9—The-methed-ofany-one-of claims74-76;, optionally wherein the amount of

Compound A, or a pharmaceutically acceptable salt thereof, to be administered in

the lead-in period_about 1 mqg per day, about 2 mg per day-

&~ Or a

eriod-about 3 mg

81— 12. The methedcombination for the use of any one of claims 74-869-11, wherein

the amount of Compound B, or a pharmaceutically acceptable salt thereof, to be

administered in the lead-in period is_) the same as the amount of Compound B, or a
pharmaceutically acceptable salt thereof, to be administered during the first 28-day

dosing cycle-

than the amount of Compound B, or a pharmaceutically acceptable salt thereof, to be

administered during the first 28-day dosing cycle.
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83. 13. The methodcombination for the use of any one of claims 74-809-11, wherein

the amount of Compound B, or a pharmaceutically acceptable salt thereof, to be

administered in the lead-in period is about 5 mg to about 25 mg per day-, about 5 mg
to about 20 mqg per day, about 5 mg to about 15 mg per day.

84— 14.  The methoedcombination for the use of any one of claims 74-809-11, wherein

the amount of Compound B, or a pharmaceutically acceptable salt thereof,

20 mg per day.
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90——15. The methedcombination for the use of any one of claims 74-899-14, wherein
the Compound B _to be administered in the lead-in period is a pharmaceutically
acceptable salt form-

91  Fhemethodofelaim90;, preferably wherein the pharmaceutically acceptable salt form

is a maleate salt, which can be a sesqui-maleate salt.

92. 16. The methodcombination for the use of claim 9115, wherein the amount of

Compound B as a maleate salt, which can be a sesqui-maleate salt, to be administered

in the lead-in period is about 5 mg to about 40 mg per day-, about 5 mg to about 30 mg

per day, or about 5 mg to about 25 mqg per day.

93——17. The methedcombination for the use of claim 9415, wherein the amount of

Compound B as a maleate salt, which can be a sesqui-maleate salt, administered-in

mg per day-
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| —admini i in-period-is-, or about 27 mg per

day.

99— 18.  The methoedcombination for the use of any one of claims 74-989-17, wherein

the lead-in period begins 21 days-before-thefirst 28-day-dosing-cyele-

. 10 days

ps-, or 7 days

1064, 19. The combination for the use of any one of claims 9-18, wherein the Compound

A, or a pharmaceutically acceptable salt thereof, and Compound B, or a

pharmaceutically acceptable salt thereof, are each to be administered_daily during the

lead-in period, preferably once daily during the lead-in period.
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233—The-methed-ofany-ene-ofelaims1-23219, wherein Compound A is provided in a

pharmaceutically acceptable salt form-

- orin free
base form.

A method of

235 21. A combination of Compound A (mirdametinib) and Compound B (lifirafenib),

for use in treating a patient having a solid tumor-comprising-administering, wherein the
wherein the patient is to be to be administered once daily 2 mg Compound A as free

base and 15 mg Compound B, or a pharmaceutically acceptable salt thereof.

236—22.  The methedcombination for the use of claim 23521, wherein the Compound

B is to be administered as a pharmaceutically acceptable salt form-

237—The-methed-ofclaim-236;, preferably wherein the pharmaceutically acceptable salt
form is a maleate salt, which can be a sesqui-maleate salt-
238 The-methed-ofclaim—237; and, optionally wherein the amount of Compound B as a

maleate salt, which can be a sesqui-maleate salt, is about 20 mg.

239 23. A methed-efcombination of Compound A (mirdametinib) and Compound B
(lifirafenib), for use in treating a patient having a solid tumor comprising-administering,

wherein the patient is to be to be administered once daily 2 mg Compound A as free

base and 20 mg Compound B, or a pharmaceutically acceptable salt thereof.

24. A combination of Compound A (mirdametinib) and Compound B (lifirafenib) for use

in treating a patient having a solid tumor, the treatment comprising a 7 day cycle that

comprises:
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I. (3 3 mg of Compound A free base and 20 mg of Compound B, or a

pharmaceutically acceptable salt form to be administered once daily for 5

consecutive days; followed by (b) no Compound A or Compound B to be

administered for 2 consecutive days; or

II. (3 4 mg of Compound A free base and 20 mg of Compound B, or a

pharmaceutically acceptable salt form to be administered once daily for 5

consecutive days; followed by (b) no Compound A or Compound B to be

administered for 2 consecutive days.

24025, The methedcombination for the use of claim 239.23 or claim 24 wherein the

Compound B is to be administered as a pharmaceutically acceptable salt form-

241— The-methed-ofclaim-240;, preferably wherein the pharmaceutically acceptable salt
form is a maleate salt, which can be a sesqui-maleate salt-
242,  Fhemethod-ofclaim24%; and, optionally wherein the amount of Compound B as a

maleate salt, which can be a sesqui-maleate salt, is about 27 mg.

244—26. A combination of elabim-243-wherein-the-Compound B-is-administered-as-a
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246—The-method-ofclaim-245whereinr-the-amount-ofA (mirdametinib) and Compound
B asa-maleate saltwhich-can-be-asesqui-maleate salts-about 27-mg-
247 A-method-of(lifirafenib) for use in treating a patient having a solid tumor, the treatment

comprising:
(a) alead-in period that comprises administering-enee-daily-3 mg Compound A
free base and 10 mg Compound B, or a pharmaceutically acceptable salt form

thereof to be administered once daily, for 14 consecutive days; followed by

(b) a 7 day treatment cycle that comprises (i)-administering-once-daly 3 mg of

Compound A free base and 20 mg of Compound B, or a pharmaceutically

acceptable salt form therefore_to be administered once daily, for 5 consecutive
days; followed by (ii) administering—no Compound A or Compound B for 2

consecutive days to be administered.

248—27.  The method combination for the use of claim 24726, wherein the Compound

B is to be administered in both the lead-in period and treatment cycle as a

pharmaceutically acceptable salt form-

249— The-methed-of claim-248;, preferably wherein the pharmaceutically acceptable salt

form is a maleate salt, which can be a sesqui-maleate salt-

250 The-methed-efclaim-249; and, optionally wherein the amount of Compound B as a
maleate salt, which can be a sesqui-maleate salt, to be administered in the lead-in

period is about 13 mg-

252. 28. A method-ef-combination of Compound A (mirdametinib) and Compound B

(lifirafenib) for use in treating a patient having a solid tumor-, the treatment comprising:
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—— 1. (a)— a lead-in period that comprises administering-a-total-of 2-mg-Compound-A
free base divided-overtwo-doses perday-and-15 mg Compound B, or a
pharmaceutically acceptable salt form thereof, to be administered once daily for 14
consecutive days; followed by

——(b)—— a 7 day treatment cycle that comprises (i) agministering-1 mg of Compound
A free base twice-daily-and 1520 mg of Compound B, or a pharmaceutically
acceptable salt form therefore, to be administered once daily for 5 consecutive days;
followed by (ii) administering-no Compound A or Compound B for2-consecutive

consecutive days;

258 — The methodof claim 257 whereinthe II.  (a) a lead-in period that comprises
15 mg Compound B-is-administered-as, or a pharmaceutically acceptable salt form-
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pharmaceutically-acceptable saltformthereof-administered once daily for 14

consecutive days; followed by

(b).a 7 day treatment cycle that comprises (i) agdministering-onree-datly12 mg of

Compound A free base and 20 mg of Compound B, or a pharmaceutically

acceptable salt form therefore, to be administered once daily for 5 consecutive
days; followed by (ii) administering-no Compound A or Compound B to be
administered for 2 consecutive days-;
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—E—) a lead-in period that comprises administering-15 mg Compound B,
or a pharmaceutically acceptable salt form thereof, to be administered once daily for

14 consecutive days; followed by

(b)_a 7 day treatment cycle that comprises (i) administering-once-daily-23 mg of

Compound A free base and 20 mg of Compound B, or a pharmaceutically

acceptable salt form therefore, to be administered once daily for 5 consecutive
days; followed by (ii) administering-no Compound A or Compound B to be

administered for 2 consecutive days-; or
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—{a}—) a lead-in period that comprises administerirg-15 mg Compound B, or a
pharmaceutically acceptable salt form thereof, to be administered once daily for 14
consecutive days; followed by

(b)—_a 7 day treatment cycle that comprises (i) administering-once-daiy-34 mg of

Compound A free base and 20 mg of Compound B, or a pharmaceutically

acceptable salt form therefore, to be administered once daily for 5 consecutive
days; followed by (ii) administering—no Compound A or Compound B to be
administered for 2 consecutive days.

272—29.  The methodcombination for the use of claim 27228, wherein the Compound

B is to be administered in both the lead-in period and treatment cycle as a

pharmaceutically acceptable salt forms:

273—The-methed-ofclaim-272;, preferably wherein the pharmaceutically acceptable salt

form is a maleate salt, which can be a sesqui-maleate salt-

274—The-methed-efclaim-273; and, optionally wherein the amount of Compound B as a

maleate salt, which can be a sesqui-maleate salt, to be administered in the lead-in

period is about 20 mg-

276 30. A methed-ef-combination of Compound A (mirdametinib) and Compound B
(lifirafenib) for use in treating a patient having a solid tumor-, the treatment comprising:

—1. (a)— a lead-in period that comprises administeringa total of 2 mg Compound A
free base divided over two doses per day and 15 mg Compound B, or a
pharmaceutically acceptable salt form thereof, to be administered once daily for 14
consecutive days; followed by

(b)-a 7 day treatment cycle that comprises (i) administering—oncel mqg of
Compound A free base twice daily 4-mg-of Compeound-Afreebase-and-20and 15
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mg of Compound B, or a pharmaceutically acceptable salt form therefore, to be
administered once daily for 5 consecutive days; followed by (ii) administering-no
Compound A or Compound B to be administered for 2 consecutive days:;

—E—Il. (a) a lead-in period that comprises-administering a total of 3 mg
Compound A free base divided over two doses per day and 15 mg Compound B, or
a pharmaceutically acceptable salt form thereof, to be administered once daily, for
14 consecutive days; followed by

(b)-.a 7 day treatment cycle that comprises (i)-administering-onee-daty 3 mg of

Compound A free base and 15 mg of Compound B, or a pharmaceutically

acceptable salt form therefore, to be administered once daily for 5 consecutive
days; followed by (ii) administerirg—no Compound A or Compound B to be
administered for 2 consecutive days—; or
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—{a}—) a lead-in period that comprises-administering a total of 4 mg Compound A

free base divided over two doses per day and 15 mg Compound B, or a
pharmaceutically acceptable salt form thereof, to be administered once daily for 14
consecutive days; followed by

(b) a 7 day treatment cycle that comprises (i)-administering-once-datly 4 mg of

Compound A free base and 15 mg of Compound B, or a pharmaceutically

acceptable salt form therefore, to be administered once daily for 5 consecutive
days; followed by (ii) administering—no Compound A or Compound B_to be

administered for 2 consecutive days.

2874—31.  The methodcombination for the use of claim 28630, wherein the Compound

B is to be administered in both the lead-in period and treatment cycle as a

pharmaceutically acceptable salt forms:
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288—TFhe-method-efclaim-287;, preferably wherein the pharmaceutically acceptable salt
form is a maleate salt, which can be a sesqui-maleate salt-

290. The-method-ofclaim—289; and, optionally wherein the amount of Compound B as a

32.

maleate salt, which can be a sesqui-maleate salt, to be administered in the
treatmentlead-in period is_about 13 mg, or about 20 mg.

A method—ofcombination of Compound A (mirdametinib) and Compound B

(lifirafenib) for use in treating a patient having a solid tumor-, the treatment comprising

irministeri ice-daily.:
291 (i) 2 mg Compound A as free base and once daily 5 mg Compound B, or a

pharmaceutically acceptable salt thereof to be administered twice daily:;

twiece-dathy-(ii) 4 mg Compound A as free base and once daily 5 mg Compound

B, or a pharmaceutically acceptable salt thereof- to be administered twice daily;

twice-dathy-(iii) 6 mg Compound A as free base and once daily 5 mg Compound

B, or a pharmaceutically acceptable salt thereof: to be administered twice daily;

twicedatly-(iv) 2 mg Compound A as free base and twice daily 5 mg
Compound B, or a pharmaceutically acceptable salt thereof:_to be administered

twice daily;

twicedaty-(v) 4 mg Compound A as free base and twice daily 5 mg
Compound B, or a pharmaceutically acceptable salt thereof:_to be administered

twice daily; or
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twicedatly-(vi) 6 mg Compound A as free base and twice daily 5 mg

Compound B, or a pharmaceutically acceptable salt thereof_to be administered

twice daily.

297—33.  The method-ofany-one-ofclaims292-296combination of claim 32, wherein

Compound B is a pharmaceutically acceptable salt form-

298.—The-methed-ofclaim297; preferably wherein the pharmaceutically acceptable salt
form is a maleate salt which can be a sesqui-maleate salt-
299. The-method-ef-claim-297; and, optionally wherein each dose of Compound B, as a

maleate salt, which can be a sesqui-maleate salt, is about 7 mg.

300. 34. The methodcombination for the use of any one of claims 235-2999-19 or 21-

33, wherein Compound A and Compound B, or a pharmaceutically acceptable salt form

thereof, in the lead-in period and/or treatment period are to be administered in the same

or different dosage forms.

304—35.  The methodcombination for the use of claim 36434, wherein Compound A

and Compound B, or a pharmaceutically acceptable salt form thereof, in the lead-in
period and/or treatment period are to be administered in the same dosage form-
302 Fhe-method-ofclaim-302,-wherein and the dosage form is a capsule.

303—36.  The methodcombination for the use of any one of claims 235-30034,

wherein Compound A and Compound B, or a pharmaceutically acceptable salt form
thereof, in the lead-in period and/or treatment period are to be administered in

different dosage forms:
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304 Fhe-method-ef€laim-303;, optionally wherein Compound A is to be administered

before, concomitantly, or Compound B is to be administered subsequently—te-the

administering-of Compeund B, or a pharmaceutically acceptable salt form thereof.

305. 37. The methedcombination for the use of claim 303-or¢claim-30436, wherein the

dosage form of Compound A; and/or Compound B is a capsule.

306—38.  The methodcombination for the use of any one of claims 303-305-wherein

307 The-method-of-any-one-ofclaims-235-3069-37, wherein Compound A and Compound

B, or a pharmaceutically acceptable salt form thereof, are to be administered orally.
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315. 39. A pharmaceutical composition comprising:

a. Compound A;

b. Compound B, or a pharmaceutically acceptable salt form thereof;
c. afiller;

d. adisintegrant; and

e. alubricant.

40.  The pharmaceutical composition of claim 31539, wherein-:

316—(i)  Compound A is present at about 0.8 mg to about 1.2 mg-

2317 Fhepharmacedtical composition-of-claim i
abeut, or 1.5 mg to about 2.5 mg:;

318- Fhe pharmaceutical compesition-of any-one-of claims-315-317 -wherein-(ii) the

pharmaceutically acceptable salt of Compound B is the maleic acid salt, which can

be a sesqui-maleate salt, of Compound B and is present at about 6 mg to about 8
mg-, or about 20 mg to about 35 mg;

ispresent-at%, or about 72.5 wt/wt % to about 85 wt/wt %-%;
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322 Fhe-pharmaceutical compesition-of any-ene-ef claims315-321 ~wherein-(iv) the
disintegrant is present at about 3.5 wt/wt % to about 4.5 wt/wt %-:%; and/or

323- The pharmaceutical-compeosition-ofany-one-of-claims-315-322-wherein-(v) the
lubricant is present at about 1.5 wt/wt % to about 5.0 wt/wt %.

- 41, The pharmaceutical composition of anry-ene—ef-¢claims—315-323claim 39 or

claim 40, wherein the filler is selected from the group consisting of microcrystalline
cellulose, lactose, mannitol, starch, dibasic calcium phosphate, and combinations

thereof-, preferably microcrystalline cellulose, further preferably wherein the

microcrystalline cellulose is silicified microcrystalline cellulose.

- 42. The pharmaceutical composition of any one of claims 345-32639-41, wherein
the disintegrant is selected from the group consisting of croscarmellose, sodium starch
glycolate, crospovidone, alginic acid, and combinations thereof, preferably

croscarmellose sodium.

- 43. The pharmaceutical composition of any one of claims 315-32839-42, wherein
the lubricant is selected from the group consisting of sodium stearyl fumarate,
magnesium stearate, glyceryl dibehenate, talc, or combinations thereof-, preferably

sodium stearyl fumarate or magnesium stearate.
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332—44.  The pharmaceutical composition of any one of claims 315-331-wherein-the

333—TFhepharmaceutical-compesition-of-any-ene-efclaims-315-33239-43, wherein the

pharmaceutical composition is a tablet or capsule-

compositionds, preferably a capsule.

45. The pharmaceutical composition of claim 33444, wherein the capsule comprises-:
335:1. _about 1.0 mg of Compound A and about 7 mg of the maleic acid salt of
Compound B, which can be a sesqui-maleate salt, wherein each component of the
capsule is as follows:
a. about 0.8 wt/wt % to about 1.2 wt/wt % of Compound A,
b. about 6 wt/wt % to about 8 wt/wt % of the maleic acid salt of Compound B,

which can be a sesqui-maleate salt;

c. about 80 wt/wt % to about 90 wt/wt % of silicified microcrystalline cellulose;
d. about 3.5 wt/wt % to about 4.5 wt/wt % of croscarmellose sodium;
e. about 1.5 wt/wt % to about 5.0 wt/wt % of sodium stearyl fumarate; and

f. agelatin capsule which encapsulates components a-e-; or

11._about 2.0 mg of Compound A and about 27 mg of the maleic acid salt, which

can be a sesqui-maleate salt, of Compound B, wherein each component of the
capsule is as follows:

a. about 0.8 wt/wt % to about 1.3 wt/wt % of Compound A;

b. about 12.3 wt/wt % to about 15.0 wt/wt % of the maleic acid salt of

Compound B, which can be a sesqui-maleate salt;
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c. about 72.5 wt/wt % to about 85 wt/wt % of silicified microcrystalline
cellulose;
d. about 3.5 wt/wt % to about 4.5 wt/wt % of croscarmellose sodium;

e. about 1.5 wt/wt % to about 5.0 wt/wt % of sodium stearyl fumarate; and

f. agelatin capsule which encapsulates components a-e.

337 46. A pharmaceutical composition of any one of claims 315-33639-45 for use in
treating a patient having a solid tumor.
Fhe-method

338, 47. The combination for the use of any one of claims 1-38, or the pharmaceutical

composition for the use of claim 33746, wherein the solid tumor is selected from the group

consisting of malignant peripheral nerve sheath tumor, biliary tract cancer, breast cancer,
cholangiocarcinoma, urothelial cancer, uterine neoplasm, lung adenocarcinoma, squamous
non-small cell lung cancer, non-squamous non-small cell lung cancer, gastric cancer,
sarcoma, bladder cancer, head and neck cancer, small cell lung cancer, endometrial cancer,
esophageal cancer, adenoid cystic carcinoma, gallbladder cancer, colorectal cancer, thyroid
cancer, hepatocellular cancer, prostate cancer, oral cancer, cervical cancer, pancreatic

carcinoma, ovarian cancer, melanoma, and serous carcinoma to the peritoneum.

339 48. The methedcombination for the use of any one of claims 1-38, or the

pharmaceutical composition for the use of claim 33846, wherein the patient has

non-small cell lung cancer-

340—The-method-ofclaim-338-wherein-the-patient-has, endometrial cancer-

341— The method-of claim-338,-wherein-the-patient-has, ovarian cancer-
342. Fhemethod-of-claim-341-where-the-patient-has or low grade serous ovarian cancer.

343. 49.  The methodcombination for the use of any one of claims 338-3421-38, or the

pharmaceutical composition for the use of claim 46, wherein the patient has a confirmed
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mutation in one or more of KRAS, NRAS, HRAS, BRAF, NF1, MEK1, and MEK2; and/or
a confirmed mutation in RASA1 and/or RAF1.

50.

The methodpharmaceutical composition for the use of any one of claims 338-34346-
49, wherein the pharmaceutical composition ef-any-ene-of-elaims-315-335-sis to be

administered on a 28-day dosing cycle comprising:

344-1. (a) 21 days in which the pharmaceutical composition comprising Compound

A and Compound B, or a pharmaceutically acceptable salt form thereof form, is
to be administered; and (b) 7 days in which the pharmaceutical composition
comprising Compound A and Compound B, or a pharmaceutically acceptable salt

form thereof, is not to be administered-;

eyele—comprisingll. (a) 21 days in which the pharmaceutical composition
comprising Compound A and Compound B, or a pharmaceutically acceptable salt

form thereof, is_to be administered; followed by (b) 7 days in which the
pharmaceutical composition comprising Compound A and Compound B, or a

pharmaceutically acceptable salt form thereof, is not to be administered-;

eyclecomprisinglll. (a) three 7-day periods each comprising (i) 5 days in which
the pharmaceutical composition comprising Compound A and Compound B, or a

pharmaceutically acceptable salt form thereof, is to be administered and (ii) 2 days
in which the pharmaceutical composition comprising Compound A and
Compound B, or a pharmaceutically acceptable salt form thereof, is not to be
administered; and (b) 7 days in which the pharmaceutical composition comprising
Compound A and Compound B, or a pharmaceutically acceptable salt form

thereof, is not to be administered-;

cycle-comprisinglV. (a) three 7-day periods each comprising (i) 5 days in which
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the pharmaceutical composition comprising Compound A and Compound B, or a
pharmaceutically acceptable salt form thereof, is to be administered and (ii) 2 days
in which the pharmaceutical composition comprising Compound A and
Compound B, or a pharmaceutically acceptable salt form thereof, is not to be
administered; followed by (b) 7 days in which the pharmaceutical composition
comprising Compound A and Compound B, or a pharmaceutically acceptable salt

form thereof, is not to be administered—;

cycle-comprisingV. (a) three 7-day periods each comprising (i) 4 days in which
the pharmaceutical composition comprising Compound A and Compound B, or a

pharmaceutically acceptable salt form thereof, is to be administered and (ii) 3 days
in which the pharmaceutical composition comprising Compound A and
Compound B, or a pharmaceutically acceptable salt form thereof, is_to be
administered; and (b) 7 days in which the pharmaceutical composition comprising
Compound A and Compound B, or a pharmaceutically acceptable salt form

thereof, is not to be administered-; or

eyele-comprisingV1 (a) three 7-day periods each comprising (i) 4 days in which
the pharmaceutical composition comprising Compound A and Compound B, or a

pharmaceutically acceptable salt form thereof, is_to be administered and (ii) 3 days
in which the pharmaceutical composition comprising Compound A and
Compound B, or a pharmaceutically acceptable salt form thereof, is not to be
administered; followed by (b) 7 days in which the pharmaceutical composition
comprising Compound A and Compound B, or a pharmaceutically acceptable salt
form thereof, is not to be administered-, optionally

350. The-method-ofany-oneofclaims334-349-  wherein the 28-day dosing cycle is

repeated up to a total of 24 consecutive 28-day dosing cycles.
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351—51.  The methodpharmaceutical composition for the use of any one of claims

338-34346-49, wherein the pharmaceutical composition efany-one-ofclaims-315-
335-sis to be administered on a 7-day dosing cycle comprising (a) 5 days in which
the pharmaceutical composition comprising Compound A and Compound B, or a
pharmaceutically acceptable salt form thereof, is_to be administered; followed by (b)

2 days in which the pharmaceutical composition comprising Compound A and

Compound B, or a pharmaceutically acceptable salt form thereof, is not to be
administered.
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