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Background

Objective

Results
✓KRAS mutations are the most frequent driver oncogenes in human cancers,  
   occurring in approximately 30% and 15% of Western and Asian lung 
   adenocarcinomas (LUADs), respectively.

✓Recently, selective KRAS G12C inhibitors, such as sotorasib and adagrasib, 
   have demonstrated clinical activity.

✓ In total, 1382 surgically resected LUADs were examined for KRAS mutations
    between February 2010 and July 2016. (PNA-mediated PCR clamping method)

✓ Co-occurring mutations were analyzed using next-generation 
    sequencing. (Targeted NGS [Ion AmpliSeq ])

✓ PD-L1 (clone 22C3), PD-L2 (clone 176611), and TTF1 (clone 8G7G3/1) 
expressions were immunohistochemically evaluated using tissue microarrays. 

     - PD-L1 and PD-l2 expression statuses were classified based on the tumor proportion 

        score (TPS) as negative (<1%), weakly positive (1–49%), or strongly positive (≥50%).
     - TTF‐1 was considered positive if 1% or greater of tumor cells were stained.

✓ The Kaplan-Meier method and log-rank test were used to estimate and 
    compare overall survival (OS) and relapse-free survival (RFS). 

✓ Co-occurring mutations and PD-L1, PD-L2, TTF-1 expression statuses, 
    survival outcomes were compared according to KRAS mutation subtypes. 

Materials and Methods

To elucidate the biological characteristics of KRAS mutation subtypes of LUADs 
that are necessary for developing new personalized treatments.   

Study population

Ion AmpliSeq  (Juntendo Lung Cancer Panel): 74 target genes list

Clinical characteristics according to 
KRAS mutation subtypes of LUADs (n=188)

Pathological characteristics according to 
KRAS mutation subtypes of LUADs (n=188)

Co-occurring mutations according to 
KRAS mutation subtypes* (n=132)

PD-L1/PD-L2 expression according to 
KRAS mutation subtypes of LUADs (n=158/156) 

TTF-1 expression according to 
KRAS mutation subtypes of LUADs (n=157) 

Overall survival

Conclusions

Presenting author: Kazuya Takamochi, MD 
e-mail; ktakamo@juntendo.ac.jp
No conflict of interest to disclose.

* G13D, G12S, G12F, G12R, G13C, G13Y

* G13D, G12S, G12F, G12R, G13C, G13Y

* G13D, G12S, G12F, G12R, G13C, G13Y

* G13D, G12S, G12F, G12R, G13C, G13Y

* G13D, G12S, G12F, G12R, G13C, G13Y

✓KRAS-mutated LUADs have distinct biological characteristics based on 
mutation subtypes and are different between LUADs with G12C/G12A 
and G12V/G12D mutations. 

✓Therefore, stratification according to KRAS mutation subtype should 
be considered in designing future clinical trials for new personalized 
treatments.
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