
-2- 

There remains a need to provide alternative CD73 inhibitors, more particularly, 

for the treatment of cancer.  In particular, there remains a need for orally available small 

molecule CD73 inhibitors, and which exhibit more complete target inhibition in the tumor 

microenvironment.   

Summary  5 

In one aspect, the present disclosure refers to a compound of the formula: 

wherein n is 0-3; 

R1 is \H,  \F, \gem-difluoro, \gem-dimethyl, \C1-4 alkyl, \CHF2, \

CF2CH3 or \CH2CH2F; and 10 

\R2 is selected from \H, \CH3, \F, \Cl, \CN, or \OCH3;  

or a pharmaceutically acceptable salt thereof. 

In another aspect, the present disclosure refers to a pharmaceutical composition 

comprising the compound according to the formula disclosed herein, or a 

pharmaceutically acceptable salt thereof, and one or more pharmaceutically acceptable 15 

carriers, diluents, or excipients. 

In yet another aspect, the present disclosure refers to a method, comprising 

determining CD73 activity in the serum of a patient to whom the compound disclosed 

herein or a pharmaceutically acceptable salt thereof, has been administered. 

In a further aspect, the present disclosure refers to a method, comprising 20 

determining CD73 expression in tissue from a patient to whom the compound disclosed 

herein, or a pharmaceutically acceptable salt thereof, has been administered. 

In another aspect, the present disclosure refers to the compound according to the 

formula disclosed herein, or a pharmaceutically acceptable salt thereof, for use in therapy. 

In yet another aspect, the present disclosure refers to the compound according to 25 

the formula disclosed herein, or a pharmaceutically acceptable salt thereof, for use in the 

treatment of cancer.
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In a further aspect, the present disclosure refers to a use of a compound according 

to the formula disclosed herein, or a pharmaceutically acceptable salt thereof, in the 

manufacture of a medicament for the treatment of cancer. 

Description 

Accordingly, the present invention provides CD73 inhibitor compounds which 5 

may be useful for treating cancer.  The present invention provides the compound of 

Formula I: 

wherein n is 0-3; 

wherein R1 is \H, \F, \gem-difluoro, \gem-dimethyl, \C1-4 alkyl, \CHF2, \10 

CF2CH3 or \CH2CH2F; 

and 

R2 is selected from \H, \CH3, \F, \Cl, \CN, or \OCH3;  

or a pharmaceutically acceptable salt thereof. 

In another embodiment, the present invention provides the compound of Formula 15 

I, wherein n is 0, R1 is \C1-4 alkyl, and R2 is \CH3, or a pharmaceutically acceptable salt 

thereof. 

In another embodiment, the compound is  

, , , 20 
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WE CLAIM: 

 

1. A compound of the formula: 

 

wherein n is 0-3; 5 

R1 is –H,  –F, –gem-difluoro, –gem-dimethyl,  

–C1-4 alkyl, –CHF2, –CF2CH3 or –CH2CH2F; and 

–R2 is selected from –H, –CH3, –F, –Cl, –CN, or –OCH3;  

or a pharmaceutically acceptable salt thereof. 

  10 

2. The compound according to the formula of Claim 1, which is: 

 

, 

or a pharmaceutically acceptable salt thereof. 

 15 

3. The compound according to the formula of Claim 1 or Claim 2, which is: 

 

, 

or a pharmaceutically acceptable salt thereof. 

 20 



  

 

 

-78- 

 

4. The compound according to the formula of any one of Claims 1-2, which 

is: 

 

, 

or a pharmaceutically acceptable salt thereof. 5 

 

5. The compound according to the formula of any one of Claims 1-4, which  

is: 

 

, 10 

or a pharmaceutically acceptable salt thereof. 

 

6. The compound according to the formula of any one of Claim 1-5,  

wherein n is 0, R1 is –C1-4 alkyl, and R2 is –CH3,  

or a pharmaceutically acceptable salt thereof. 15 

 

7. The compound according to the formula of claim 6, wherein R1 is 

isopropyl, or a pharmaceutically acceptable salt thereof. 

 

8. The compound according to the formula of claim 1, which is  20 

 

    , , ,  
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, Isomer 1 , Isomer 2 ,  

, ,  , 

 

 

or a pharmaceutically acceptable salt thereof. 5 

 

9. The compound according to the formula of any one of Claims 1, 2, 6, or 7, 

which is: 

 

,  10 

or a pharmaceutically acceptable salt thereof. 

 

10.  The compound according to the formula of any one of Claims 1-9, which 

is 5-[5-[(1S,2R)-2-isopropylcyclopropyl]-6-methyl-pyridazin-3-yl]-1H-pyrimidine-

2,4-dione, or a pharmaceutically acceptable salt thereof. 15 
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11.  The compound according to the formula of any one of Claims 1, 2, 6, or 7, 

which is: 

,  

or a pharmaceutically acceptable salt thereof. 

 5 

                  12.  The compound according to the formula of any one of Claims 1-8 or 11, 

which is 5-[5-[(1S,2S)-2-ethylcyclopropyl]-6-methyl-pyridazin-3-yl]-1H-pyrimidine-2,4-

dione, or a pharmaceutically acceptable salt thereof. 

 

13.  A pharmaceutical composition comprising the compound according to the 10 

formula of any one of Claims 1-12, or a pharmaceutically acceptable salt thereof, and 

one or more pharmaceutically acceptable carriers, diluents, or excipients. 

 

14.  A method, comprising determining CD73 activity in the serum of a 

patient to whom the compound according to any one of claims 1-12, or a 15 

pharmaceutically acceptable salt thereof, has been administered. 

 

15.  A method, comprising determining CD73 expression in tissue from a 

patient to whom the compound according to any one of claims 1-12, or a 

pharmaceutically acceptable salt thereof, has been administered. 20 

 

16.  The compound according to the formula of any one of Claims 1-12, or a 

pharmaceutically acceptable salt thereof, for use in therapy. 

 

17.  The compound according to the formula of any one of Claims 1-12, or a 25 

pharmaceutically acceptable salt thereof, for use in the treatment of cancer. 
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18.  The compound for use according to Claim 17, wherein the cancer is 

bladder cancer, breast cancer, cholangiocarcinoma, colorectal cancer, colon cancer, 

gastric cancer, gallbladder cancer, glioblastoma, head and neck cancer, liver cancer, 

lung cancer, lymphoma, medulloblastoma, melanoma, ovarian cancer, pancreatic 

cancer, prostate cancer or renal cancer. 5 

 

19.  Use of a compound according to the formula of any one of Claims 1-12, 

or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for 

the treatment of cancer. 

 10 

20.  The use according to Claim 19, wherein the cancer is bladder cancer, 

breast cancer, cholangiocarcinoma, colorectal cancer, colon cancer, gastric cancer, 

gallbladder cancer, glioblastoma, head and neck cancer, liver cancer, lung cancer, 

lymphoma, medulloblastoma, melanoma, ovarian cancer, pancreatic cancer, prostate 

cancer or renal cancer. 15 

 

21. The use according to any one of Claims 19-20, wherein the patient is one 

in whom serum CD73 activity has been determined. 

 

22. The use according to any one of Claims 19-20, wherein the patient is one 20 

in whom tissue CD73 expression has been determined.  

 


