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Substance: sotorasib 

 

Brand Name: Lumykras 

 

Originator/licensee: Amgen 

Europe BV 

 

Classification: NCE 

 

ATC code: L01XX73 

 

Orphan Status: 

Eu: Yes 

Us: Yes 

 

Mechanism of action:  

Sotorasib is a KRAS G12C 

inhibitor which covalently and 

irreversibly binds to the unique 

cysteine of KRAS G12C. 

Inactivation of KRAS G12C by 

sotorasib blocks tumour cell 

signalling and survival, inhibits 

cell growth and promotes 

apoptosis selectively in 

tumoursharbouring KRAS 

G12C, an oncogenic driver of 

tumourigenesis. [1] 

 

----- 

 

 

Authorized Indication:  

EMA: sotorasib as monotherapy 

is indicated for the treatment of 

adults with advanced NSCLC with 

KRAS G12C mutation and who 

have progressed after at least 

one prior line of systemic therapy 

[1]. 

 

FDA: sotorasib isindicated for 

thetreatment of adult pts with 

KRAS G12C-mutated locally 

advanced ormetastatic NSCLC, as 

determined by anFDA-approved 

test, who have received at least 

one prior systemic therapy [2]. 

 

Route of administration:OS 

 

Licensing status 

EU CHMP P.O. date:11/11/2021 

FDA M.A. date: 28/05/2021 

 

EU Speed Approval Pathway: No 

FDA Speed Approval 

Pathway:Yes 

 

----- 

 

ABBREVIATIONS: 
AEs: Adverse events 

CHMP: Committee for Medicinal 

Products for Human Use 

CR: complete response 

KRAS G12C: Kirsten rat sarcoma viral 

oncogene homolog 

M.A.: Marketing Authorization 

NSCLC: Non-small cell lung cancer  

PD-1: Programmed Death 1 

PD-L1: Programmed Death Ligand 1 

P.O.: Positive Opinion 

PR : partial response 

Pt: Platinum 

Pts: patients 

Summary of clinical EFFICACY: 

NCT03600883 is a single-group, open-label, phase 2 trial to evaluate efficacy and safety of sotorasib as 

monotherapy in pts with locally advanced or metastatic KRAS G12C–mutated NSCLC. Among the 126 

enrolled pts,2 pts did nothave measurable lesions at baseline and wereineligible for response 

assessment. Inclusion criteria included disease progression after the receipt of anti–PD-1 or anti–PD-L1 

immunotherapy, or Pt-based combination chemotherapy or both immunotherapy and Pt-based 

combination chemotherapy. Sotorasib960mg was administered orally once daily. Treatment with 

sotorasib continueduntil the occurrence of progressive disease, development of unacceptable AEs, or 

withdrawal of consent. 

The primary end point was objective response (ER or PR) as assessed byblinded, independent, central 

radiologic review. At the data-cutoff date, the median follow-up was 15 months; 69.8% of pts received 

sotorasib for ≥3 months, 47.6% for ≥6 months, and 32.5% for ≥9 months. Among the 124 (98.4%) pts 

who were evaluated for a response, 3.2% had a CR and 33.9% had a PR; thus, an objective response 

occurred in 37.1% of pts [3]. 

 

Summary of clinical SAFETY: 

Safety data refer to all 126pts. enrolled in NCT03600883 trial. Treatment-related AEs occurred in 69.8% 

of pts (49.2% of grade 1-2, 19.8% of grade 3, 0.8% of grade 4 and no fatal event). 7.1% of treatment-

related AEs led to discontinuation of therapy.The most common treatment-related AEs were diarrhea 

(31.7%), nausea (19.0%), fatigue (11.1%), increase in the aspartate aminotransferase level (15.1%), and 

increase in the alanine aminotransferase level (15.1%) [3]. 

 

Ongoing studies: 

● For the same indication: Yes 

● For other indications:Yes* 

*Advanced solid tumors harboring KRAS G12C mutation, including colorectal cancer [9]. 

 

Discontinued studies (for the same indication): No 
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Cost of therapy: 

The monthly cost for Lumykras oral tablet in the U.S is around 

$18,697 [4]. 

 

Epidemiology: 

In Italy, in 2020, a prevalence ofmore than 117,000 subjects with a 

previous diagnosis of lung cancer,andabout 41,000 new cases of 

lung cancer were estimated [5].About 80% to 85% of lung cancers 

are NSCLC[6] and, among all KRAS mutations, the KRAS G12C 

variation is the most frequent variant in NSCLC, with a prevalence of 

approximately 13% in lung adenocarcinomas. [7] 

 

POSSIBLE PLACE IN THERAPY 

The treatment options for NSCLC largely depend on the stage of the 

cancer. For the treatment of advanced NSCLC, immunotherapy 

(such as atezolizumab) or targeted therapy may be an option, either 

alone or with chemotherapy. NSCLCs with KRAS G12C mutation are 

often resistant to other targeted drugs (such as EGFR inhibitors), 

and sotorasib can be used to treat advanced KRAS G12C-

mutatedNSCLC after at least one other type of treatment has been 

tried [8]. 

 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT:Yes** 

 

OTHER DRUGS IN DEVELOPMENT for the SAME INDICATION(solid 

tumors, including NSCLC, with KRAS G12C mutation): 

Phase 3:  Adagrasib, JDQ443 

Phase 2: RMC-4630 (in combination with sotorasib) 

Phase 1/2: GFH-925, YL-15293, JAB-21822, JDQ443, VS-6766 (in 

combination with sotorasib) [10]. 

 

Service reorganization: No 

Possible off label use: Yes 

 
** NCT04933695 trial evaluating sotorasib in participants with stage IV NSCLC 

with KRAS G12C mutation in need of first-line treatment. Eligibility criteria 

include untreated stage IV metastatic NSCLC (Participants who received 

adjuvant or neoadjuvant therapy are eligible if the adjuvant/neoadjuvant 

therapy was completed greater than 12 months prior to the development of 

metastatic disease) [10]. 

 


