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Panelists



How do you define uncommon mutations & 

Complex mutations?



Kitdai et al. Cancers (Basel)2022 May 20;14(10):2519. doi: 10.3390/cancers14102519.



What is the incidence?





Indian Data???



1,260 EGFR mutation-positive patients, 83 (6.58%) had 
uncommon mutations in isolation or in various combinations



Most common mutations were exon 20 insertion (n=34, 35%) and T790M (N=16,16%). 

Other frequent mutations observed were exon 18 G719X (n=7,7%) and exon 21 L861Q 

(n=3,3%). 





Exon 18 G719X- Treatment?



Which & why?

1. First generation TKI

2. Second generation TKI

3. Third generation TKI

4. Gefitinib + Chemotherapy

5. Chemotherapy

6. Immunotherapy

Single versus Complex is the response different







Inspite of 59% 

receiving subsequent 

therapy in afatinib 

versus 48% in 

Chemotherapy



Chemotherapy- Lux data

1. Of the patients with the most frequent uncommon mutations treated with 

chemotherapy, four (30·8%, 95% CI 9·1–61·4) of 13 with with Gly719Xaa 

mutations

2. None (0·0%, 0·0–52·2) of five with Leu861Gln mutations

3. Two (33·3%,4·3–77·7) of six with Ser768Ile had objective responses.



France- Brindle et al ESMO 2018

● The majority of uncommon mutations included 47 (50%) exon 18 mutations, 

comprised of 15% E709X and 35% G719X alterations. 

● Median OS was 27.7 months; 95% confidence interval [CI] 21.6 - 35 with 

chemotherapy compared to 16.9 months; 95% CI, 13.6 - 25.9 with a TKI (first 

line) (p = 0.075, all mutations included).

● Exon 18 and exon 20 associated with a better prognosis, whereas L861Q was 

linked to a poorer prognosis.

● The presence of a second rare EGFR mutation associated with better OS (p = 

0.002). 





JCO2022-Update





Edie et al. Transl Lung Cancer Res. 2022 Jun; 11(6): 953–963.

Osimertinib

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9271433/


G719X- Conclusion



Exon 20 S768I





Chemotherapy- Lux data

1. Of the patients with the most frequent uncommon mutations treated with 

chemotherapy, four (30·8%, 95% CI 9·1–61·4) of 13 with with Gly719Xaa 

mutations

2. None (0·0%, 0·0–52·2) of five with Leu861Gln mutations

3. Two (33·3%,4·3–77·7) of six with Ser768Ile had objective responses.





Exon 21 L861Q???











Twenty-three patients (n=23,23%) were eligible only for best supportive care. 

Thirty-two patients (32%) received first-generation TKI, 30 patients (30%) received palliative 

chemotherapy and 11 patients (11 %) received Osimertinib.



Conclusion


