
   

 

110 

WHAT IS CLAIMED IS: 

 

1. Use of: 

(i)  an FGFR1 inhibitor; and  

(ii) a KRAS inhibitor 

in the manufacture of a medicament for the treatment of cancer in a patient.  

 

2. The use of claim 1, wherein the FGFR1 inhibitor is selected from pemigatinib, 

futibatinib, erdafitinib and infigratinib, or a pharmaceutically acceptable salt thereof. 

 

3. The use of claim 1 or 2, wherein the FGFR1 inhibitor is pemigatinib, or a 

pharmaceutically acceptable salt thereof. 

 

4. The use of claim 1 or 2, wherein the FGFR1 inhibitor is futibatinib, or a 

pharmaceutically acceptable salt thereof. 

 

5. The use of claim 1 or 2, wherein the FGFR1 inhibitor is erdafitinib, or a 

pharmaceutically acceptable salt thereof. 

 

6. The use of claim 1 or 2, wherein the FGFR1 inhibitor is infigratinib, or a 

pharmaceutically acceptable salt thereof. 

 

7. The use of claim 1, wherein the FGFR1 inhibitor further inhibits FGFR2, FGFR3, or a 

combination thereof. 

 

8. The use of any one of claims 1-7, wherein the KRAS inhibitor is a compound of 

Formula (I): 

 

I 
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or a pharmaceutically acceptable salt thereof, wherein: 

Y is N or CH; 

R1 is selected from Cl, CH3, CH2F, CHF2, and CF3; 

Cy1 is selected from  

, 
, , , 

Cy1-a Cy1-b Cy1-c Cy1-d 

, , , 
, 

Cy1-e Cy1-f Cy1-g Cy1-h 

, , 

and 

; 

Cy1-i Cy1-j  Cy1-k 

R2 is selected from F and Cl; 

R3 is selected from  

, , 

and 

; 

R3-a R3-b  R3-c 

and, 

Cy2 is selected from  
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, , 
, 

Cy2-a Cy2-b Cy2-c 

, 
, and ; 

Cy2-d Cy2-e Cy2-f 

provided that the compound of Formula (I) is other than 

2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-

6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile and 

2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(2,3-dimethylphenyl)-6-

fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile. 

 

9. The use of claim 8, wherein the compound of Formula (I) or the pharmaceutically 

acceptable salt thereof is selected from:  

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(5-

fluoroquinolin-8-yl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

fluorobut-2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(2-methoxy-3-

methylphenyl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

fluorobut-2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(7-(3-chloro-2-methoxyphenyl)-4-(3-(dimethylamino)-3-methylazetidin-

1-yl)-6-fluoro-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-

2-enoyl)piperidin-2-yl)acetonitrile; 
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 2-((2S,4S)-4-(6-fluoro-7-(5-fluoroquinolin-8-yl)-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 1-(4-(6-fluoro-7-(5-fluoroquinolin-8-yl)-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)piperidin-1-yl)prop-2-

en-1-one; 

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(2,3-dimethylphenyl)-6-

fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(1-methyl-1H-indazol-6-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(6-methylpyridin-3-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(1-methyl-1H-indazol-3-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-

2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-7-(4-fluorophenyl)-8-methyl-4-((S)-1-((S)-1-methylpyrrolidin-

2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-enoyl)piperidin-

2-yl)acetonitrile; 

 8-(1-(1-acryloylpiperidin-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-4-(3-(dimethylamino)-3-methylazetidin-1-

yl)-6-fluoro-8-methyl-1H-imidazo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-enoyl)piperidin-

2-yl)acetonitrile; 

 2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-imidazo[4,5-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile; 

 8-(1-((2R,4S)-1-acryloyl-2-methylpiperidin-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-4-(3-(ethyl(methyl)amino)azetidin-1-

yl)-6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-(2-fluoroacryloyl)piperidin-

2-yl)acetonitrile; 
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 8-(6-fluoro-1-(1-((E)-4-fluorobut-2-enoyl)piperidin-4-yl)-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 8-(1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-4-(3-

(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-

c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(6,8-dichloro-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(5-

fluoroquinolin-8-yl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6,8-dichloro-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(5-

fluoroquinolin-8-yl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; and 

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(5-

fluoroquinolin-8-yl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

methoxybut-2-enoyl)piperidin-2-yl)acetonitrile; 

 or a pharmaceutically acceptable salt thereof. 

 

10. The use of any one of claims 1-7, wherein the KRAS inhibitor is a compound of 

Formula (II): 

 
II 

or a pharmaceutically acceptable salt thereof, wherein: 

R1 is selected from Cl, CH3, CH2F, CHF2, and CF3; 

Cy1 is selected from  

, , 

and 

; 

Cy1-a Cy1-b  Cy1-c 

R2 is selected from F and Cl; 

R3 is selected from  
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, 

and 

; 

R3-a  R3-b 

and, 

Cy2 is selected from  

, , and ; 

Cy2-a Cy2-b Cy2-c 

provided that the compound of Formula (II) is other than, 

8-(1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-8-methyl-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile, 

8-(1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-yl)-6-fluoro-8-

methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile, 

2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile, 

2-((2S,4S)-1-(but-2-ynoyl)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-

1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)piperidin-2-

yl)acetonitrile, and 

2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile. 

 

 

11. The use of claim 10, wherein the compound of Formula (II) or the pharmaceutically 

acceptable salt thereof is selected from: 

1-(1-((2S,4S)-1-(but-2-ynoyl)-2-(cyanomethyl)piperidin-4-yl)-8-chloro-6-fluoro-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)isoquinoline-8-

carbonitrile; 

 1-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-

yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-

yl)isoquinoline-8-carbonitrile; 
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 1-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)isoquinoline-

8-carbonitrile; 

 2-((2S,4S)-4-(8-chloro-7-(5,6-dimethyl-1H-indazol-4-yl)-4-(3-

(ethyl(methyl)amino)azetidin-1-yl)-6-fluoro-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile;  

 8-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile;  

 8-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-

yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-

1-naphthonitrile; and 

 8-(1-((2S,4S)-1-(but-2-ynoyl)-2-(cyanomethyl)piperidin-4-yl)-6-fluoro-8-methyl-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile; 

 or a pharmaceutically acceptable salt thereof. 

 

12. The use of any one of claims 1-7, wherein the KRAS inhibitor a compound of 

Formula (III): 

 

III 

or a pharmaceutically acceptable salt thereof, wherein: 

Y is N or CR6; 

R1 is selected from H, C1-3 alkyl, C1-3 haloalkyl, cyclopropyl, halo, D, CN, and ORa1; 

wherein said C1-3 alkyl and cyclopropyl are each optionally substituted with 1 or 2 

substituents independently selected from Rg; 

R2 is selected from H, C1-3 alkyl, C1-3 haloalkyl, 4-6 membered heterocycloalkyl, 

phenyl, 5-6 membered heteroaryl, 4-6 membered heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 
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alkylene, 5-6 membered heteroaryl-C1-3 alkylene, halo, D, CN, and ORa2; wherein said C1-3 

alkyl, 4-6 membered heterocycloalkyl, phenyl, 5-6 membered heteroaryl, 4-6 membered 

heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 alkylene, 5-6 membered heteroaryl-C1-3 alkylene 

are each optionally substituted with 1 or 2 substituents independently selected from Rg; 

Cy1 is selected from C3-10 cycloalkyl, 4-10 membered heterocycloalkyl, C6-10 aryl and 

6-10 membered heteroaryl; wherein the 4-10 membered heterocycloalkyl and 6-10 membered 

heteroaryl each has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming 

heteroatoms independently selected from N, O, and S; wherein a ring-forming carbon atom of 

6-10 membered heteroaryl and 4-10 membered heterocycloalkyl is optionally substituted by 

oxo to form a carbonyl group; and wherein the C3-10 cycloalkyl, 4-10 membered 

heterocycloalkyl, C6-10 aryl and 6-10 membered heteroaryl are each optionally substituted 

with 1, 2, 3, or 4 substituents independently selected from R10; 

R3 is selected from H, C1-3 alkyl, C1-3 haloalkyl, C3-6 cycloalkyl, 4-6 membered 

heterocycloalkyl, phenyl, 5-6 membered heteroaryl, C3-6 cycloalkyl-C1-3 alkylene, 4-6 

membered heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 alkylene, 5-6 membered heteroaryl-C1-

3 alkylene, halo, D, CN, ORf3, C(O)NRc3Rd3, NRc3Rj3, and NRc3C(O)Rb3; wherein said C1-3 

alkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, phenyl, 5-6 membered heteroaryl, C3-6 

cycloalkyl-C1-3 alkylene, 4-6 membered heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 alkylene, 

and 5-6 membered heteroaryl-C1-3 alkylene are each optionally substituted with 1, 2, or 3 

substituents independently selected from R30;  

R5 is selected from H, C1-3 alkyl, C1-3 haloalkyl, cyclopropyl, halo, D, CN, and ORa5; 

wherein said C1-3 alkyl and cyclopropyl are each optionally substituted with 1 or 2 

substituents independently selected from Rg;  

R6 is selected from H, C1-3 alkyl, C1-3 haloalkyl, C3-6 cycloalkyl, 4-9 membered 

heterocycloalkyl, phenyl, 5-6 membered heteroaryl, C3-6 cycloalkyl-C1-3 alkylene, 4-6 

membered heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 alkylene, 5-6 membered heteroaryl-C1-

3 alkylene, halo, D, CN, ORa6, and C(O)NRc6Rd6; wherein said C1-3 alkyl, C3-6 cycloalkyl, 4-9 

membered heterocycloalkyl, phenyl, 5-6 membered heteroaryl, C3-6 cycloalkyl-C1-3 alkylene, 

4-6 membered heterocycloalkyl-C1-3 alkylene, phenyl-C1-3 alkylene, and 5-6 membered 

heteroaryl-C1-3 alkylene are each optionally substituted with 1 or 2 substituents independently 

selected from R60; 

R7 is selected from H, C1-3 alkyl, C1-3 haloalkyl, cyclopropyl, halo, D, CN, and ORa7; 

wherein said C1-3 alkyl and cyclopropyl are each optionally substituted with 1 or 2 

substituents independently selected from Rg; 
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Cy2 is selected from  

, 

and 

; 

Cy2-a   Cy2-b 

wherein n is 0, 1, or 2; 

each R10 is independently selected from C1-3 alkyl, C1-3 haloalkyl, halo, D, CN, ORa10, 

C(O)Rb10, C(O)NRc10Rd10, C(O)ORa10, NRc10Rd10, and S(O)2R
b10; 

each R20 is independently selected from C1-3 alkyl, C1-3 haloalkyl, halo, D, CN, and 

ORa20; 

each R30 is independently selected from C1-3 alkyl, C1-3 haloalkyl, C3-6 cycloalkyl, 4-6 

membered heterocycloalkyl, phenyl, 5-6 membered heteroaryl, halo, D, CN, ORa30, C(O)Rb30, 

C(O)NRc30Rd30, C(O)ORa30, NRc30Rd30, and S(O)2R
b30; wherein said C1-3 alkyl, C3-6 

cycloalkyl, 4-6 membered heterocycloalkyl, phenyl, and 5-6 membered heteroaryl are each 

optionally substituted with 1 or 2 substituents independently selected from R31; 

each R31 is independently selected from C1-3 alkyl, C1-3 haloalkyl, halo, D, CN, ORa31, 

C(O)Rb31, C(O)NRc31Rd31, C(O)ORa31, NRc31Rd31, and S(O)2R
b31; 

each R33 is independently selected from C1-3 alkyl, C1-3 haloalkyl, C3-6 cycloalkyl, 4- 

membered heterocycloalkyl, 6-membered heterocycloalkyl, phenyl, 5-6 membered heteroaryl, 

halo, D, CN, ORa30, C(O)NRc30Rd30, and NRc30Rd30; wherein said C1-3 alkyl, C3-6 cycloalkyl, 

4-membered heterocycloalkyl, 6-membered heterocycloalkyl, phenyl, and 5-6 membered 

heteroaryl are each optionally substituted with 1 or 2 substituents independently selected 

from R31; 

each R60 is independently selected from C1-3 alkyl, C1-3 haloalkyl, 4-6 membered 

heterocycloalkyl, 5-6 membered heteroaryl, halo, D, CN, ORa60, C(O)Rb60, C(O)NRc60Rd60, 

NRc60C(O)Rb60, C(O)ORa60, NRc60C(O)ORa60, NRc60Rd60, NRc60S(O)2R
b60, and S(O)2R

b60; 

wherein said C1-3 alkyl, 4-6 membered heterocycloalkyl, and 5-6 membered heteroaryl are 

each optionally substituted with 1 or 2 substituents independently selected from R61; 

each R61 is independently selected from C1-3 alkyl, C1-3 haloalkyl, halo, D, CN, ORa61, 

and NRc61Rd61; 

Ra1 is selected from H, C1-3 alkyl, and C1-3 haloalkyl; 

each Ra2 is independently selected from H, C1-3 alkyl, and C1-3 haloalkyl; 
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each Rb3, Rc3 and Rd3 is independently selected from H, C1-3 alkyl, C1-3 haloalkyl, C3-6 

cycloalkyl, 4-6 membered heterocycloalkyl, phenyl and 5-6 membered heteroaryl; wherein 

said , C1-3 alkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, phenyl and 5-6 membered 

heteroaryl are each optionally substituted with 1, 2, or 3 substituents independently selected 

from R30; 

or Rc3 and Rd3 attached to the same N atom, together with the N atom to which they 

are attached, form a 4-, 5-, or 6-membered heterocycloalkyl group optionally substituted with 

1, 2, or 3 substituents independently selected from R30; 

Rj3 is selected from C1-3 alkyl, C1-3 haloalkyl, C3-6 cycloalkyl, 4-6 membered 

heterocycloalkyl, phenyl and 5-6 membered heteroaryl; wherein said , C1-3 alkyl, C3-6 

cycloalkyl, 4-6 membered heterocycloalkyl, phenyl and 5-6 membered heteroaryl are each 

optionally substituted with 1, 2, or 3 substituents independently selected from R30; 

or Rc3 and Rj3 attached to the same N atom, together with the N atom to which they 

are attached, form a 4-, 5-, or 6-membered heterocycloalkyl group optionally substituted with 

1, 2, or 3 substituents independently selected from R30; 

Rf3 is selected from C1-3 haloalkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, 

phenyl and 5-6 membered heteroaryl; wherein said C1-3 haloalkyl, C3-6 cycloalkyl, 4-6 

membered heterocycloalkyl, phenyl, and 5-6 membered heteroaryl are each optionally 

substituted with 1, 2, or 3 substituents independently selected from R30; or 

Rf3 is selected from 

, 
and 

; 

Rf3-a  Rf3-b 

wherein Rx is H or C1-2 alkyl and Ry is C1-2 alkyl; 

or Rx and Ry, together with the C atom to which they are attached, form a 3-, or 4-

membered cycloalkyl group; 

Ra5 is selected from H, C1-3 alkyl, and C1-3 haloalkyl; 

each Ra6, Rc6 and Rd6 is independently selected from H, C1-3 alkyl, C1-3 haloalkyl, C3-6 

cycloalkyl, 4-6 membered heterocycloalkyl, phenyl and 5-6 membered heteroaryl; wherein 

said C1-3 alkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, phenyl and 5-6 membered 

heteroaryl are each optionally substituted with 1 or 2 substituents independently selected 

from R60; 

Ra7 is selected from H, C1-3 alkyl, and C1-3 haloalkyl; 
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each Ra10, Rb10, Rc10 and Rd10 is independently selected from H, C1-3 alkyl, and C1-3 

haloalkyl;  

each Ra20 is independently selected from H, C1-3 alkyl, and C1-3 haloalkyl; 

Rb20 is selected from NH2, C1-3 alkyl, and C1-3 haloalkyl; 

each Ra30, Rb30, Rc30 and Rd30 is independently selected from H, C1-3 alkyl, and C1-3 

haloalkyl;  

each Ra31, Rb31, Rc31 and Rd31 is independently selected from H, C1-3 alkyl, and C1-3 

haloalkyl; 

each Ra60, Rb60, Rc60 and Rd60 is independently selected from H, C1-3 alkyl, C1-3 

haloalkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, and 5-6 membered heteroaryl; 

wherein said C1-3 alkyl, C3-6 cycloalkyl, 4-6 membered heterocycloalkyl, and 5-6 membered 

heteroaryl are each optionally substituted with 1 or 2 substituents independently selected 

from R61; 

or any Rc60 and Rd60 attached to the same N atom, together with the N atom to which 

they are attached, form a 4-, 5-, or 6-membered heterocycloalkyl group optionally substituted 

with 1 or 2 substituents independently selected from R61; and 

each Ra61, Rc61, and Rd61, is independently selected from H, C1-3 alkyl, and C1-3 

haloalkyl; and 

each Rg is independently selected from D, OH, CN, halo, C1-3 alkyl, C1-3 haloalkyl, 

C1-3 alkoxy, C1-3 haloalkoxy, amino, C1-3 alkylamino, and di(C1-3 alkyl)amino; 

provided that the compound of Formula (III) is other than, 

3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-4-ethoxy-6-fluoro-

7-(3-hydroxynaphthalen-1-yl)-1H-pyrrolo[3,2-c]quinolin-2-yl)-N,N-

dimethylpropanamide. 

 

13. The use of claim 12, wherein the KRAS inhibitor is selected from: 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(7-chloro-3-hydroxynaphthalen-

1-yl)-6-fluoro-2-methyl-4-(1H-1,2,4-triazol-1-yl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(5,7-difluoro-1H-indol-3-yl)-6-

fluoro-2-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 
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3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(6-fluoro-5-methyl-1H-

indol-3-yl)-2-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-

c]quinolin-8-yl)propanenitrile; 

 3-(2-(3-(Azetidin-1-yl)-3-oxopropyl)-1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-

7-(2,3-dichlorophenyl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 3-((1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(3-hydroxynaphthalen-

1-yl)-8-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-2-

yl)methyl)oxazolidin-2-one; 

 8-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-2,8-dimethyl-4-((S)-1-((S)-

1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-7-yl)-1-naphthonitrile; 

 1-((2S,4S)-1-Acetyl-2-(cyanomethyl)piperidin-4-yl)-7-(8-cyanonaphthalen-1-yl)-6-

fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinoline-8-

carbonitrile; 

 8-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-2-((3-oxomorpholino)methyl)-1H-pyrrolo[3,2-c]quinolin-7-

yl)-1-naphthonitrile; 

 3-(7-(Benzo[b]thiophen-3-yl)-1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-2-((2-oxopyrrolidin-1-yl)methyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-4-(((S)-1-(dimethylamino)propan-2-

yl)oxy)-6-fluoro-7-(7-fluoronaphthalen-1-yl)-2-((2-oxopyrrolidin-1-yl)methyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 8-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-6-fluoro-2-

methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-7-yl)-1-

naphthonitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichloro-5-hydroxyphenyl)-

6-fluoro-2-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-

8-yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-6-fluoro-4-((3-

fluoro-1-methylazetidin-3-yl)methoxy)-7-(3-hydroxynaphthalen-1-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)-N,N-dimethylpropanamide; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(3-hydroxynaphthalen-1-

yl)-2-methyl-4-(5-methylpyrazin-2-yl)-1H-pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 
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 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoronaphthalen-1-

yl)-4-methyl-2-((4-methyl-2-oxopiperazin-1-yl)methyl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichloro-5-hydroxyphenyl)-

4-ethoxy-6-fluoro-2-((4-isopropyl-2-oxopiperazin-1-yl)methyl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-4-(3-(dimethylamino)-3-

methylazetidin-1-yl)-6-fluoro-7-(7-fluoronaphthalen-1-yl)-2-((3-oxomorpholino)methyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-4-ethoxy-6-fluoro-7-(3-

hydroxynaphthalen-1-yl)-2-(1-(3-oxomorpholino)ethyl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

 3-(1-((endo)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(3-hydroxynaphthalen-1-yl)-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-2-(pyridin-3-yl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

 3-(2-(3-(azetidin-1-yl)-3-oxopropyl)-1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-

(7,8-difluoronaphthalen-1-yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 3-(2-(3-(azetidin-1-yl)-3-oxopropyl)-1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-

(6,7-difluoronaphthalen-1-yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoro-3-

hydroxynaphthalen-1-yl)-2-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

 1-(1-((2S,4S)-1-Acetyl-2-(cyanomethyl)piperidin-4-yl)-8-chloro-6-fluoro-4-((S)-1-

((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)isoquinoline-8-

carbonitrile; 

 8-(1-((2S,4S)-1-acetyl-2-(cyanomethyl)piperidin-4-yl)-8-chloro-6-fluoro-4-((S)-1-

((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-7-yl)-1-naphthonitrile; 

 8-(1-((2S,4S)-1-acetyl-2-(cyanomethyl)piperidin-4-yl)-8-chloro-6-fluoro-4-((S)-1-

((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-naphthonitrile; 

 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoro-3-

hydroxynaphthalen-1-yl)-2-methyl-4-(1H-1,2,4-triazol-1-yl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile;  
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 3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoronaphthalen-1-

yl)-2-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

(2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-(1H-1,2,4-triazol-1-yl)-1H-pyrrolo[3,2-c]quinolin-2-yl)-N,N-

dimethylpyrrolidine-1-carboxamide;  

methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-(2-chloro-3-

methylphenyl)-8-(2-cyanoethyl)-6-fluoro-4-(1H-1,2,4-triazol-1-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

Methyl (1S,3R,5S)-3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-

cyanoethyl)-7-(2,3-dichlorophenyl)-4-(6-(dimethylcarbamoyl)pyridin-3-yl)-6-fluoro-1H-

pyrrolo[3,2-c]quinolin-2-yl)-2-azabicyclo[3.1.0]hexane-2-carboxylate; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-4-

methyl-2-(5-oxo-1,2,3,5-tetrahydroindolizin-3-yl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

Methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-4-(6-(dimethylcarbamoyl)pyridin-3-yl)-6-fluoro-1H-pyrrolo[3,2-

c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

Methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-(6-(methylcarbamoyl)pyridin-3-yl)-1H-pyrrolo[3,2-c] 

quinolin-2-yl)pyrrolidine-1-carboxylate; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2-chloro-3-fluorophenyl)-2-

((R)-1-(cyclopropanecarbonyl)pyrrolidin-2-yl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-

8-yl)propanenitrile; 

8-(2-((R)-1-Acetylpyrrolidin-2-yl)-1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-6-

fluoro-8-methyl-4-(2-methylpyridin-4-yl)-1H-pyrrolo[3,2-c]quinolin-7-yl)-1,2,3,4-

tetrahydronaphthalene-1-carbonitrile; 

5-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(3-chloro-2-methylphenyl)-8-(2-

cyanoethyl)-6-fluoro-2-((R)-1-(2-oxopyrazin-1(2H)-yl)ethyl)-1H-pyrrolo[3,2-c]quinolin-4-

yl)-N-methylpicolinamide; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoronaphthalen-1-

yl)-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-2-((R)-1-(2-oxopyrazin-1(2H)-yl)ethyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 
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3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(3-chloro-2-methylphenyl)-6-

fluoro-4-(5-methylpyrazin-2-yl)-2-((R)-1-(2-oxopyrazin-1(2H)-yl)ethyl)-1H-pyrrolo[3,2-

c]quinolin-8-yl)propanenitrile; 

Methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-(5-fluoro-6-(methylcarbamoyl)pyridin-3-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

Methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

Ethyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-2-((R)-1-

(3,3-difluoroazetidine-1-carbonyl)pyrrolidin-2-yl)-6-fluoro-4-(methyl-d3)-1H-pyrrolo[3,2-

c]quinolin-8-yl)propanenitrile; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-2-((R)-1-

(3,3-difluoroazetidine-1-carbonyl)pyrrolidin-2-yl)-6-fluoro-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(3-chloro-2-methylphenyl)-6-

fluoro-4-(5-methylpyrazin-2-yl)-2-((R)-1-(3-oxomorpholino)ethyl)-1H-pyrrolo[3,2-

c]quinolin-8-yl)propanenitrile; 

5-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-6-fluoro-7-(7-

fluoronaphthalen-1-yl)-2-((R)-1-(3-oxomorpholino)ethyl)-1H-pyrrolo[3,2-c]quinolin-4-yl)-

N-methylpicolinamide; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoronaphthalen-1-

yl)-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-2-((R)-1-(3-oxomorpholino)ethyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-6-fluoro-7-(7-fluoronaphthalen-1-

yl)-4-(5-methylpyrazin-2-yl)-2-((R)-1-(3-oxomorpholino)ethyl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile;  

Methyl (1R,3R,5R)-3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-

cyanoethyl)-7-(2,3-dichlorophenyl)-4-(6-(dimethylcarbamoyl)pyridin-3-yl)-6-fluoro-1H-

pyrrolo[3,2-c]quinolin-2-yl)-2-azabicyclo[3.1.0]hexane-2-carboxylate; 
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3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-2-((1R,3R,5R)-2-

(cyclopropanecarbonyl)-2-azabicyclo[3.1.0]hexan-3-yl)-7-(2,3-dichlorophenyl)-6-fluoro-4-

methyl-1H-pyrrolo[3,2-c]quinolin-8-yl)propanenitrile;  

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-4-

(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-2-((R)-1-(2-oxopyrazin-1(2H)-yl)ethyl)-1H-

pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

Methyl (2R,4S)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)-4-fluoropyrrolidine-1-carboxylate; 

Methyl (2R,5R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-1H-pyrrolo[3,2-

c]quinolin-2-yl)-5-methylpyrrolidine-1-carboxylate; 

Methyl (2R)-2-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-3-chloro-8-(2-

cyanoethyl)-7-(2,3-dichlorophenyl)-6-fluoro-4-(6-(2-hydroxypropan-2-yl)pyridin-3-yl)-1H-

pyrrolo[3,2-c]quinolin-2-yl)pyrrolidine-1-carboxylate; 

4-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-2-((R)-1-(2-oxopyrazin-1(2H)-yl)ethyl)-1H-pyrrolo[3,2-c]quinolin-

4-yl)-2-fluoro-N-methylbenzamide; 

Methyl ((1R)-1-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)carbamate; 

N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-2,2-

difluoroacetamide; 

 N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-2,2-

difluoroacetamide; 

 (2S)-N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-

yl)ethyl)tetrahydrofuran-2-carboxamide; 

N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-

yl)ethyl)cyclopropanesulfonamide; 
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N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)thiazole-4-

carboxamide;  

N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-N-

methylcyclopropanecarboxamide; 

N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-(1-hydroxyethyl)-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-1-

methylcyclopropane-1-carboxamide; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-4-

(1-hydroxyethyl)-2-((1R,3R,5R)-2-(1-methylcyclopropane-1-carbonyl)-2-

azabicyclo[3.1.0]hexan-3-yl)-1H-pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-2-

((1R,3R,5R)-2-(1-fluorocyclopropane-1-carbonyl)-2-azabicyclo[3.1.0]hexan-3-yl)-4-(1-

hydroxyethyl)-1H-pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

3-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-2-

((1R,3R,5R)-2-(1-fluorocyclopropane-1-carbonyl)-2-azabicyclo[3.1.0]hexan-3-yl)-4-methyl-

1H-pyrrolo[3,2-c]quinolin-8-yl)propanenitrile; 

N-((1R)-1-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-(1-hydroxyethyl)-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-1-

fluorocyclopropane-1-carboxamide; 

N-((1R)-1-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-(1-hydroxyethyl)-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-1-

fluorocyclobutane-1-carboxamide; 

3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-(3-chloro-2-methylphenyl)-2-(1-

(2,6-dimethyl-3-oxo-2,3-dihydropyridazin-4-yl)ethyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-

c]quinolin-8-yl)propanenitrile; 

N-((1R)-1-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)pyrimidine-4-

carboxamide; 

N-((1R)-1-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)pyridazine-3-

carboxamide; 
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N-((1R)-1-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-4-methyl-1H-pyrrolo[3,2-c]quinolin-2-yl)ethyl)-3,3-

difluoroazetidine-1-carboxamide; 

3-(1-((1R,4R,5S)-2-azabicyclo[2.1.1]hexan-5-yl)-7-(2,3-dichlorophenyl)-6-fluoro-4-

methyl-2-((R)-1-((1-methyl-1H-pyrazol-4-yl)amino)ethyl)-1H-pyrrolo[3,2-c]quinolin-8-

yl)propanenitrile; 

5-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-(2,3-

dichlorophenyl)-6-fluoro-2-((R)-1-(1-fluorocyclopropane-1-carbonyl)pyrrolidin-2-yl)-1H-

pyrrolo[3,2-c]quinolin-4-yl)-N,N-dimethylpicolinamide; and 

methyl (2R)-2-(1-((1R,4R,5S)-2-Azabicyclo[2.1.1]hexan-5-yl)-8-(2-cyanoethyl)-7-

(2,3-dichlorophenyl)-4-(4-((dimethylamino)methyl)-2,3-difluorophenyl)-6-fluoro-1H-

pyrrolo[3,2-c]quinolin-2-yl)pyrrolidine-1-carboxylate, 

or a pharmaceutically acceptable salt thereof. 

 

14. The use of any one of claims 1-7, wherein the KRAS inhibitor is selected from 

sotorasib, adagrasib, Compound 2, Compound 3 and Compound 4, or a pharmaceutically 

acceptable salt thereof. 

 

15. The use of any one of claims 1-7, wherein the KRAS inhibitor is selected from 

sotorasib, Compound 2, Compound 3 and Compound 4, or a pharmaceutically acceptable salt 

thereof. 

 

16. The use of any one of claims 1-7, wherein the KRAS inhibitor is selected from 

Compound 5, Compound 6, and Compound 7.  

 

17. The use of any one of claims 1-7, wherein the KRAS inhibitor is sotorasib, or a 

pharmaceutically acceptable salt thereof. 

 

18. The use of any one of claims 1-7, wherein the KRAS inhibitor is adagrasib, or a 

pharmaceutically acceptable salt thereof. 

 

19. The use of any one of claims 1-7, wherein the KRAS inhibitor is Compound 2, or a 

pharmaceutically acceptable salt thereof. 
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20. The use of any one of claims 1-7, wherein the KRAS inhibitor is Compound 3, or a 

pharmaceutically acceptable salt thereof. 

 

21. The use of any one of claims 1-7, wherein the KRAS inhibitor is Compound 4, or a 

pharmaceutically acceptable salt thereof. 

 

22. The use of any one of claims 1-11, 14, 15, and 17-21, wherein the KRAS inhibitor is a 

KRAS G12C inhibitor. 

 

23. The use of any one of claims 1-7, 12, 13, and 16, wherein the KRAS inhibitor is a 

KRAS G12D inhibitor.  

 

24. Use of: 

(i)  pemigatinib, or a pharmaceutically acceptable salt thereof; and  

(ii) a KRAS inhibitor, which is a compound of Formula (I): 

 

I 

or a pharmaceutically acceptable salt thereof, wherein: 

Y is N or CH; 

R1 is selected from Cl, CH3, CH2F, CHF2, and CF3; 

Cy1 is selected from  

, 
, , , 

Cy1-a Cy1-b Cy1-c Cy1-d 
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, , , 
, 

Cy1-e Cy1-f Cy1-g Cy1-h 

, , 

and 

; 

Cy1-i Cy1-j  Cy1-k 

R2 is selected from F and Cl; 

R3 is selected from  

, , 

and 

; 

R3-a R3-b  R3-c 

and, 

Cy2 is selected from  

, , 
, 

Cy2-a Cy2-b Cy2-c 

, 
, and ; 

Cy2-d Cy2-e Cy2-f 

provided that the compound of Formula (I) is other than 
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2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-

6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile and 

2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(2,3-dimethylphenyl)-6-

fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

in the manufacture of a medicament for the treatment of cancer in a patient. 

  

25. The use of claim 24, wherein the compound of Formula (I) or the pharmaceutically 

acceptable salt thereof is selected from:  

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(5-

fluoroquinolin-8-yl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

fluorobut-2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(2-methoxy-3-

methylphenyl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

fluorobut-2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(7-(3-chloro-2-methoxyphenyl)-4-(3-(dimethylamino)-3-methylazetidin-

1-yl)-6-fluoro-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-

2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-7-(5-fluoroquinolin-8-yl)-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 1-(4-(6-fluoro-7-(5-fluoroquinolin-8-yl)-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)piperidin-1-yl)prop-2-

en-1-one; 

 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(2,3-dimethylphenyl)-6-

fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(1-methyl-1H-indazol-6-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 
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 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(6-methylpyridin-3-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-8-methyl-7-(1-methyl-1H-indazol-3-yl)-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-

2-enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6-fluoro-7-(4-fluorophenyl)-8-methyl-4-((S)-1-((S)-1-methylpyrrolidin-

2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-enoyl)piperidin-

2-yl)acetonitrile; 

 8-(1-(1-acryloylpiperidin-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-

yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-4-(3-(dimethylamino)-3-methylazetidin-1-

yl)-6-fluoro-8-methyl-1H-imidazo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-enoyl)piperidin-

2-yl)acetonitrile; 

 2-((2S,4S)-4-(7-(2-chloro-3-methylphenyl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-imidazo[4,5-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile; 

 8-(1-((2R,4S)-1-acryloyl-2-methylpiperidin-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-4-(3-(ethyl(methyl)amino)azetidin-1-

yl)-6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-(2-fluoroacryloyl)piperidin-

2-yl)acetonitrile; 

 8-(6-fluoro-1-(1-((E)-4-fluorobut-2-enoyl)piperidin-4-yl)-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-[1,2,3]triazolo[4,5-c]quinolin-7-yl)-1-naphthonitrile; 

 8-(1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-4-(3-

(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-8-methyl-1H-[1,2,3]triazolo[4,5-

c]quinolin-7-yl)-1-naphthonitrile; 

 2-((2S,4S)-4-(6,8-dichloro-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(5-

fluoroquinolin-8-yl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile; 

 2-((2S,4S)-4-(6,8-dichloro-4-(3-(dimethylamino)-3-methylazetidin-1-yl)-7-(5-

fluoroquinolin-8-yl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-fluorobut-2-

enoyl)piperidin-2-yl)acetonitrile; and 
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 2-((2S,4S)-4-(4-(3-(dimethylamino)-3-methylazetidin-1-yl)-6-fluoro-7-(5-

fluoroquinolin-8-yl)-8-(trifluoromethyl)-1H-[1,2,3]triazolo[4,5-c]quinolin-1-yl)-1-((E)-4-

methoxybut-2-enoyl)piperidin-2-yl)acetonitrile; 

 or a pharmaceutically acceptable salt thereof. 

 

26. Use of: 

(i)  pemigatinib, or a pharmaceutically acceptable salt thereof; and  

(ii) a KRAS inhibitor, which is a compound of Formula (II): 

 
II 

or a pharmaceutically acceptable salt thereof, wherein: 

R1 is selected from Cl, CH3, CH2F, CHF2, and CF3; 

Cy1 is selected from  

, , 

and 

; 

Cy1-a Cy1-b  Cy1-c 

R2 is selected from F and Cl; 

R3 is selected from  

, 

and 

; 

R3-a  R3-b 

and, 

Cy2 is selected from  
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, , and ; 

Cy2-a Cy2-b Cy2-c 

provided that the compound of Formula (II) is other than, 

8-(1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-8-methyl-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile, 

8-(1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-yl)-6-fluoro-8-

methyl-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile, 

2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile, 

2-((2S,4S)-1-(but-2-ynoyl)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-

1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)piperidin-2-

yl)acetonitrile, and 

2-((2S,4S)-4-(7-(5,6-dimethyl-1H-indazol-4-yl)-6-fluoro-8-methyl-4-((S)-1-((S)-1-

methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-((E)-4-methoxybut-2-

enoyl)piperidin-2-yl)acetonitrile; 

in the manufacture of a medicament for the treatment of cancer in a patient. 

 

   

27. The use of claim 26, wherein the compound of Formula (II) or the pharmaceutically 

acceptable salt thereof is selected from: 

1-(1-((2S,4S)-1-(but-2-ynoyl)-2-(cyanomethyl)piperidin-4-yl)-8-chloro-6-fluoro-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)isoquinoline-8-

carbonitrile; 

 1-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-

yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-

yl)isoquinoline-8-carbonitrile; 

 1-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)isoquinoline-

8-carbonitrile; 

 2-((2S,4S)-4-(8-chloro-7-(5,6-dimethyl-1H-indazol-4-yl)-4-(3-

(ethyl(methyl)amino)azetidin-1-yl)-6-fluoro-1H-pyrazolo[4,3-c]quinolin-1-yl)-1-(2-

fluoroacryloyl)piperidin-2-yl)acetonitrile;  
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 8-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-(2-fluoroacryloyl)piperidin-4-yl)-6-fluoro-

4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile;  

 8-(8-chloro-1-((2S,4S)-2-(cyanomethyl)-1-((E)-4-methoxybut-2-enoyl)piperidin-4-

yl)-6-fluoro-4-((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-

1-naphthonitrile; and 

 8-(1-((2S,4S)-1-(but-2-ynoyl)-2-(cyanomethyl)piperidin-4-yl)-6-fluoro-8-methyl-4-

((S)-1-((S)-1-methylpyrrolidin-2-yl)ethoxy)-1H-pyrazolo[4,3-c]quinolin-7-yl)-1-

naphthonitrile; 

 or a pharmaceutically acceptable salt thereof. 

 

28. Use of: 

(i) an FGFR1 inhibitor selected from pemigatinib, futibatinib, erdafitinib and 

infigratinib, or a pharmaceutically acceptable salt thereof; and  

(ii) a KRAS inhibitor selected from sotorasib, adagrasib, Compound 2, Compound 

3 and Compound 4, or a pharmaceutically acceptable salt thereof; 

in the manufacture of a medicament for the treatment of cancer in a patient. 

  

29. The use of claim 28, wherein the FGFR1 inhibitor is pemigatinib, or a 

pharmaceutically acceptable salt thereof. 

 

30. The use of claim 28, wherein the FGFR1 inhibitor is futibatinib, or a pharmaceutically 

acceptable salt thereof. 

 

31. The use of claim 28, wherein the FGFR1 inhibitor is erdafitinib, or a pharmaceutically 

acceptable salt thereof. 

 

32. The use of claim 28, wherein the FGFR1 inhibitor is infigratinib, or a 

pharmaceutically acceptable salt thereof. 

 

33. The use of any one of claims 28-32, wherein the KRAS inhibitor is sotorasib, or a 

pharmaceutically acceptable salt thereof. 
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34. The use of any one of claims 28-32, wherein the KRAS inhibitor is adagrasib, or a 

pharmaceutically acceptable salt thereof. 

 

35. The use of any one of claims 28-32, wherein the KRAS inhibitor is Compound 2, or a 

pharmaceutically acceptable salt thereof. 

 

36. The use of any one of claims 28-32, wherein the KRAS inhibitor is Compound 3, or a 

pharmaceutically acceptable salt thereof. 

 

37. The use of any one of claims 28-32, wherein the KRAS inhibitor is Compound 4, or a 

pharmaceutically acceptable salt thereof. 

 

38. Use of: 

(i) pemigatinib, or a pharmaceutically acceptable salt thereof; and  

(ii) a KRAS inhibitor selected from sotorasib, adagrasib, Compound 2, Compound 

3 and Compound 4, or a pharmaceutically acceptable salt thereof; 

in the manufacture of a medicament for the treatment of cancer in a patient. 

  

39. The use of claim 38, wherein the KRAS inhibitor is sotorasib, or a pharmaceutically 

acceptable salt thereof. 

 

40. The use of claim 38, wherein the KRAS inhibitor is adagrasib, or a pharmaceutically 

acceptable salt thereof. 

 

41. The use of claim 38, wherein the KRAS inhibitor is Compound 2, or a 

pharmaceutically acceptable salt thereof. 

 

42. The use of claim 38, wherein the KRAS inhibitor is Compound 3, or a 

pharmaceutically acceptable salt thereof. 

 

43. The use of claim 38, wherein the KRAS inhibitor is Compound 4, or a 

pharmaceutically acceptable salt thereof. 
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44. Use of pemigatinib, or a pharmaceutically acceptable salt thereof, in the manufacture 

of a medicament for the treatment of cancer in a patient;  

wherein the medicament is to be administered with sotorasib, or a pharmaceutically 

acceptable salt thereof. 

 

45. The use of claim 44, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, and sotorasib or a pharmaceutically acceptable salt 

thereof, are to be administered simultaneously. 

 

46. The use of claim 44, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, and sotorasib or a pharmaceutically acceptable salt 

thereof, are to be administered sequentially. 

 

47. The use of any one of claims 44-46, wherein the medicament comprising pemigatinib, 

or a pharmaceutically acceptable salt thereof, is to be administered orally.  

 

48. The use of claim 47, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, is to be administered in the form of a tablet. 

 

49. The use of any one of claims 44-48, wherein the medicament comprising pemigatinib, 

or a pharmaceutically acceptable salt thereof, is to be administered in a daily dose of about 1 

mg to about 10 mg. 

 

50. The use of any one of claims 44-48, wherein the medicament comprising pemigatinib, 

or a pharmaceutically acceptable salt thereof, is to be administered in a daily dose of about 1 

mg to about 5 mg. 

 

51. The use of any one of claims 44-48, wherein the medicament comprising pemigatinib, 

or a pharmaceutically acceptable salt thereof, is to be administered in a daily dose of about 2 

mg.  

 

52. The use of any one of claims 44-51, wherein sotorasib, or a pharmaceutically 

acceptable salt thereof, is to be administered orally. 
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53. The use of claim 52, wherein sotorasib, or a pharmaceutically acceptable salt thereof, 

is to be administered in the form of a tablet. 

 

54. The use of any one of claims 44-53, wherein sotorasib, or a pharmaceutically 

acceptable salt thereof, is to be administered in a daily dose of about 50 mg to about 300 mg. 

 

55. The use of any one of claims 44-53, wherein sotorasib, or a pharmaceutically 

acceptable salt thereof, is to be administered in a daily dose of about 100 mg to about 200 

mg. 

 

56. The use of any one of claims 44-53, wherein sotorasib, or a pharmaceutically 

acceptable salt thereof, is to be administered in a daily dose of about 133 mg.  

 

57. The use of any one of claims 44-53, wherein sotorasib, or a pharmaceutically 

acceptable salt thereof, is to be administered in a daily dose of about 120 mg. 

 

58. The use of claim 44, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, and sotorasib, or a pharmaceutically acceptable salt 

thereof, are to be orally administered simultaneously in a daily dose of about 2 mg and 120 

mg, respectively. 

 

59. The use of claim 44, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, and sotorasib, or a pharmaceutically acceptable salt 

thereof, are to be orally administered sequentially in a daily dose of about 2 mg and 120 mg, 

respectively. 

 

60. The use of claim 58 or 59, wherein the medicament comprising pemigatinib, or a 

pharmaceutically acceptable salt thereof, and sotorasib, or a pharmaceutically acceptable salt 

thereof, are each to be administered in the form of a tablet. 

 

61. The use of any one of claims 1-60, wherein the medicament is to be further 

administered with one or more additional therapeutic agents. 
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62. The use of claim 61, wherein the medicament is to be administered with one 

additional therapeutic agent.  

 

63. The use of claim 62, wherein the additional therapeutic agent in an inhibitor of PD-1 

or PD-L1.  

 

64. The use of any one of claims 1-63, wherein the cancer comprises one or more KRAS 

mutations.  

 

65. The use of claim 64, wherein the one or more KRAS mutations comprise mutations 

selected from G12C, G12D, C12V and combinations thereof.  

 

66. The use of claim 64 or 65, wherein the cancer further comprises high FGFR1 

expression.  

 

67. The use of any one of claims 1-66, wherein the cancer is selected from carcinomas, 

pancreatic cancer, colorectal cancer, lung cancer, non-small cell lung cancer, ovarian cancer, 

bladder cancer, gastric cancer, esophageal cancer, breast cancer, head and neck cancer, 

cervical cancer, skin cancer, thyroid cancer, hematopoietic malignancies, multiple myeloma, 

acute myelogenous leukemia, myeloproliferative neoplasms, neoplasms, glioblastoma and 

sarcomas. 

 

68. The use of any one of claims 1-67, wherein the cancer is lung cancer. 

 

69. The use of claim 68, wherein the lung cancer is non-small cell lung cancer.  

 

70. The use of any one of claims 1-67, wherein the cancer is colorectal cancer. 

 

71. The use of any one of claims 1-67, wherein the cancer is pancreatic cancer. 

 

72. The use of any one of claims 1-67, wherein the cancer is ovarian cancer. 

 

 


