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Background

• We all love to give Osimertinib in EGFR mutant NSCLC.

Reasons: 

• Well tolerated

• Oral treatment

• Very good outcomes (usually)

• Issue: Affordability

• Generic not going to come, Patent till 2035 !!!!!!



Alternative Strategies

• Gefitinib plus Chemotherapy

• TKI plus Metformin

• TKI plus Bevacizumab



Gefitinib plus Chemotherapy



Gefitinib ± Carboplatin/Pemetrexed As First-Line Therapy for 
EGFR-Mutant NSCLC

• Primary endpoint: PFS

• Secondary endpoints: OS, toxicity, QoL

Gefitinib 250 mg QD +
Carboplatin/Pemetrexed

Gefitinib 250 mg QD

Stratified by ECOG PS and EGFR mutation 
subtype

• Chemotherapy-naïve
• IIIB/IV or recurrent 

nonsquamous NSCLC 
• EGFR mutation + 
• exon 18, 19, 21
• ECOG PS ≤ 2
• asymptomatic CNS mets 

allowed
(N = 350)

Treatment 
continued until 

PD

Noronha et al. ASCO 2019



Included rare mutations as well: Real world 
Scenario



Gefitinib vs Gefitinib + chemotherapy TMH



ORR
75% versus 62%

P=0.01



• PFS time: 8 m Vs. 16 m

• OS: 18-month OS rates 
were 48.7% and 74.3%

• PFS2 time was 14 
months and 23 months.





Toxicities

• Benefit came at the price of a doubling of serious clinically relevant 
toxicities, from 25% to 51%. 

• Chemotherapy-induced myelosupression and nephrotoxicity.

• FN rates 11%, 1 death

• Fatigue not statistically different, but in clinical practice seems to be 
higher constantly





Inclusion 
criteria:

Age 20-75years 

PS-0, 1

Normal marrow, renal, liver 
function

Inclusion Criteria



Exclusion 
criteria

Interstitial pneumonia or pulmonary fibrosis

EGFR T790M Mutation

Geftinib or pemtrexed as pre- or postoperative adjuvant therapy

Symptomatic brain metastasis (enrollment accepted if symptoms 
disappear after RT)

RT for the primary lesion

Serious complications (poorly controlled psychiatric, pulmonary, 
hepatic or renal disease, DM)

Marked malabsorption syndrome, diseases affecting GI function 
(post gastrectomy, gastric and duodenal ulcers, active IBD)

Exclusion Criteria



Results-ORR

ORR -84% vs 67%,  4% vs 3% CR,   79% vs 64% PR



Results-PFS/PFS2/OS



Results-







Phase III NEJ026: Erlotinib ± Bevacizumab in EGFR-Mutated 
Advanced NSCLC 

• Primary endpoint: PFS by independent review

• Secondary endpoints: OS, tumor response, DoR, QoL, safety

Saito. Lancet Oncol. 2019;20:625.

Erlotinib 150 mg QD +
Bevacizumab 15 mg/kg Q3W

(n = 114)

Erlotinib 150 mg QD
(n = 114)

Stratified by sex, stage, EGFR mutation, and smoking history

• Chemotherapy-naive 
patients  IIIB/IV or 
recurrent nonsquamous
NSCLC

• EGFR mutation +ve (exon 
19 deletion or L858R, no 
T790M)

• ECOG PS ≤ 2 
• asymptomatic CNS mets 

allowed
• (N = 228)

Treatment 
continued 
until PD



PFS 

















• The 1‐year PFS on Arm A was 47% (95% CI: 
25%–88%), with the 95% lower confidence 
bound greater than 15%, the hypothesized 
1‐year PFS without metformin.

• The median PFS was 9.6 months (95% CI: 7.3–
not applicable [NA]) for Arm A and 6.7 
months (95% CI: 4.4–NA) for Arm B



• The 1‐year OS on Arm A was 68% (95% CI: 
48%–92%), compared with the historical 
probability of 51%. 

• Median OS of patients treated on Arm A was 
15.9 months (95% CI: 8.4–NA) and 13.9 
months (95% CI: 12.7–NA) on Arm B; the 
difference was not statistically significant (p 
 = .186).









Results

• n=224

• Median PFS (10.3 months vs. 11.4 months) 

• Median OS (22.0 months vs. 27.5 months) were numerically lower in 
the metformin group

• ORRs were similar between the two arms (66% vs. 66.7%).



CHOOSING WISELY REMAINS 
THE KEY



THANKS and GREETING FROM TMH VARANASI


