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What is claimed is: 

1. Use of sotorasib in the manufacture of a medicament for treating a KRAS G12C mutated 

cancer in a patient wherein the patient is to be administered an initial total daily dose of 960 mg of sotorasib, and, 

when experiencing an adverse event; wherein the adverse event is 

(i) a Grade 3 or Grade 4 adverse event, or 

(ii) a Grade 2 elevation of alanine aminotransferase (ALT) or aspartate aminotransferase (AST), or 

both, with symptoms; 

the use comprises: 

(a) withholding the initial total daily dose of sotorasib from the patient until the adverse event 

improves to Grade 1 or less or to baseline grade and then the patient is to be administered a 

first reduced total daily dose of 480 mg sotorasib, and 

(b) provided that the patient experiences an adverse event to the first reduced total daily dose, 

withholding the first reduced total daily dose of sotorasib from the patient until the adverse 

event improves to Grade 1 or less or to baseline grade and then the patient is to be 

administered a second reduced total daily dose of 240 mg sotorasib. 

2. The use of claim 1, wherein the adverse event is an elevation of alanine aminotransferase 

(ALT) or aspartate aminotransferase (AST), or both. 

3. The use of claim 1, wherein the adverse event is diarrhea. 

4. The use of claim 1, wherein the adverse event is nausea or vomiting. 

5. The use of any one of claims 1 to 4, wherein the sotorasib is to be administered once per day. 

6. The use of any one of claims 1 to 5, wherein the sotorasib is to be administered orally. 

7. The use of any one of claims 1 to 6, wherein the cancer is a solid tumor. 

8. The use of any one of claims 1 to 7, wherein the cancer is non-small cell lung cancer. 

9. The use of claim 8, wherein the cancer is metastatic non-small cell lung cancer. 

10. The use of claim 9, wherein the cancer is locally advanced and unresectable. 

11. The use of any one of claims 1 to 6, wherein the cancer is colorectal cancer. 

12. The use of any one of claims 1 to 6, wherein the cancer is pancreatic cancer. 

13. The use of any one of claims 1 to 6, wherein the cancer is small bowel cancer, appendiceal 

cancer, endometrial cancer, hepatobiliary cancer, small cell lung cancer, cervical cancer, germ cell tumor, 

ovarian cancer, gastrointestinal neuroendocrine tumor, bladder cancer, myelodysplastic/myeloproliferative 

neoplasms, head and neck cancer, esophagogastric cancer, soft tissue sarcoma, mesothelioma, thyroid cancer, 

leukemia, or melanoma. 

14. The use of any one of claims 1 to 13, wherein the patient, prior to start of sotorasib therapy, 

had undergone at least one other systemic cancer therapy. 

15. The use of claim 14, wherein the patient had undergone at least two other systemic cancer 

therapies. 
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16. The use of claim 14 or 15, wherein at least one systemic cancer therapy is selected from anti-

PD1 immunotherapy, anti-PDL1 immunotherapy, and platinum-based chemotherapy. 

17. The use of claim 16, wherein the patient has previously undergone (i) an anti-PD1 therapy or 

anti-PDL1 therapy, unless contraindicated, or (ii) a platinum-based chemotherapy, and (iii) an EGFR, ALK or 

ROS1 targeted therapy if the cancer also exhibited a mutation in EGFR, ALK, or ROS1. 

18. The use of claim 16, wherein the patient has previously undergone (i) an anti-PD1 therapy or 

anti-PDL1 therapy, unless contraindicated, and (ii) a platinum-based chemotherapy, and (iii) an EGFR, ALK or 

ROS1 targeted therapy if the cancer also exhibited a mutation in EGFR, ALK, or ROS1. 

19. The use of any one of claims 1 to 18, wherein the patient does not have brain metastases 

within four weeks of the start of sotorasib therapy. 

20. The use of any one of claims 1 to 19, wherein the patient exhibits an Eastern Cooperative 

Oncology Group (ECOG) performance status of 0, 1, or 2. 

21. The use of any one of claims 1 to 20, wherein the cancer exhibits a PDL1 tumor proportion 

score (TPS) of 1-49%. 

22. The use of any one of claims 1 to 20, wherein the cancer exhibits a PDL1 tumor proportion 

score (TPS) of more than or equal to 0% and less than 1%. 

23. The use of any one of claims 1 to 20, wherein the cancer exhibits a PDL1 tumor proportion 

score (TPS) of 50-100%. 

24. The use of any one of claims 1 tp 23, wherein the cancer further comprises a STK11 mutation. 

25. The use of any one of claims 1 to 23, wherein the cancer further comprises a KEAP1 mutation. 

26. The use of any one of claims 1 to 23 and 25, wherein the cancer further comprises a STK11 

wild type. 

27. The use of any one of claims 1 to 24 and 26, wherein the cancer further comprises a KEAP1 

wild type. 
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