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. H . . *Stratified by race (Asian Chinese / Asian non-Chinese / non-Asian), EGFR mutation test (local / central) and WHO PS (0 / 1). tRECIST 1.1 assessment was performed at 6 and 12 weeks, then Q12W until RECIST 1.1-defined radiological PD. ¥Survival follow-up Q12W until data cut-off for the
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« To evaluate the impact of baseline co-mutations on PFS and OS, and investigate acquired resistance individual gene alterations were grouped by signaling pathways K o | : EGFR signal A’j( % ,LI\DSTE/\IY/Q f’gﬁ%“f ;ALK’ 75 (21) 64 (18)
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« TP53 was the most common co-occurring mutation with EGFR; other co-mutations were rare
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numerically favored osi + plat—-pem vs osi mono (Figure 2) 0 6 12 18 24 30 36 0 6 12 18 24 30 36 0O 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
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«  Osimertinib is a drug that blOCKS the e_‘Cthﬂy of the mu.tgted form of a protein called epidermal growth factor receptor TP5:I3 statu? Sh?Wed similar trenc:s’ howeve:’,the_ sampllcle Sléel Median PFS, months (95% Cl) 27.6 (24.7, NR) 22.3 (13.6, NR) Median PFS, months (95% Cl) 21.0 (16.6, 27.7) 13.8 (12.2, 16.4) Median OS, months (95% Cl) 48.3 (38.0, NR) 44.5 (32.5, NR) Median OS, months (95% CI)  38.4 (31.6, 46.6) 32.4 (24.6, 36.5)
(EGFR) on cancer cells, reducing their growth and ability to spread was larger for p asma'based analyses, resulting in smaller Cls PFS HR (95% CI) 0.74 (0.42, 1.27) PFS HR (95% CI) 0.60 (0.43, 0.82) 0S HR (95% Cl) 0.88 (0.54, 1.45) 0S HR (95% Cl) 0.73 (0.53, 1.00)
Osimertinib is recommended as the first treatment for patients with advanced non-small cell lung cancer (NSCLC) with an (Supplementary Figure S1; scan QR code) Events, n (%) 52 (44) Events, n (%) 154 (66) Events, n (%) 63 (53) Events, n (%) 159 (68)
EGFR mutation. However, specific genetic mutations in cancer cells (resistance mechanisms) may be present before or o o _ HRs (957% Cl) were calouted using a Cox proortional hazards Log-Log test.
occur during treatment, meaning osimertinib might not work as well and the cancer may spread, grow or get worse (also  The majority (84 / 108; 78%) of matched tissue and plasma
known as disease progression) samples were concordant for TP53 status
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« Patients had blood samples taken on the first day of treatment, regularly during treatment and after disease progression, 5 . i e 5 s 5
or after treatment had been discontinued for another reason = 0.50 1 = 0507 £ 0.507 £ 0507
© © © ©
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Additionally, blood samples were analyzed to see which mutations had occurred within the cancer cells during treatment in outcomes 0 6 12 18 24 30 36 0 6 12 18 24 30 36 0O 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
each patient; these mutations were also compared between patients who received osimertinib with the addition of Time (months)
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platinum—pemetrexed vs those who received osimertinib alone to see how similar the results were W|th|n thg osi mono arm, PFS ar.1d OS were shorter in patients s o 48 25 1 5 0 e 48 36 - i3 6 0 s &7 5o 58 54 48 40 32 22 & 0 0 er 60 8 40 37 30 2 17 12 6 o
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The progression-free and overall survival benefit of osimertinib with the addition of platinum—pemetrexed vs osimertinib arm (Figure 3 / Supplementary Figure S2; scan QR code) pathwey atered JEE LAY patrway ateres WS pattway atered (S pathway aerec SR
alone appeared tO be Slmllar IrreSpeCtlve Of mUtatlonS present In the TP53 gene before exposure tO treatment ° There were no Clear aSSOCiationS between SurVivaI OutcomeS Median PFS, months (95% CI) 26.0 (14.0, NR) 24.7 (19.6, 27.9) Median PFS, months (95% CI) 13.7 (11.0, 16.6) 16.5(13.6, 20.3) Median OS, months (95% CI)  40.5(31.6,49.6) 42.0 (35.0, NR) Median OS, months (95% CI) 29.7 (22.7, 35.7) 39.6 (32.4, 46.0)
Osimertinib with the addition of platinum—pemetrexed may overcome resistance mechanisms driven by mutations that and the DDR or Rb / cell cycle pathways (Supplementa PFS HR (95% Cl) 0.95 (0.62, 1.47) PFS HR (95% Cl) 0.78 (0.54, 1.13) 0S HR (95% Cl) 0.81 (0.55, 1.20) 0S HR (95% Cl) 0.66 (0.46, 0.95)
bypass EGFR signaling that are present before exposure to treatment, although further research is needed i yclep y PP ry Events, n (%) 87 (50) Events, n (%) 119 (67) Events, n (%) 100 (57) Events, n (%) 122 (69)
P J J P P J Figure S2; scan QR code)
This analysis showed that patients treated with osimertinib with the addition of platinum—pemetrexed or osimertinib alone ’ “HRs (95% Cl) were calculated using a Cox proportional hazards Log-Log test.
have similar resistance mechanisms following treatment, with the exceptions of the EGFR C797S and RB1 mutations,
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*If a sample was available for both disease progression and treatment discontinuation, the sample taken at a later timepoint was used. TTP53 altered and RB1 loss had to be co-occurring to count as putative resistance.
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