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° ° * Progression on osimertinib is nearly inevitable due to acquired resistance * In MARIPOSA, 1L amivantamab + lazertinib significantly improved * MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080) enrolled
that can be diverse and polyclonal*-® progression-free survival versus osimertinib in participants with participants with treatment-naive, EGFR-mutant NSCLC'?
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e C a n I S m S O a C q u I r e — The most common resistance mechanisms to epidermal growth factor gCg;R 6“;??;'\(1)3&;‘19 (hazard ratio [HR], 0.70; 95% confidence interval [CI], Participants were randomized in a 2:2:1ratio to receive
receptor (EGFR) tyrosine kinase inhibitors (TKIs), with or without UOTHOS -001) amivantamab + lazertinib (n=429), osimertinib (n=429), or
chemotherapy, are EGFR and MET alterations*"# — Amivantamab + lazertinib also significantly prolonged overall survival lazertinib (n=216)"2
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r e S I S t a n C e t O I I r S t— I I n e Amivantamab, an EGFR-MET bispecific antibody, was combined with KOS) versus o§imerti!1ib (HR, 0~?5: 95% Cl, 0.61-0.92; P<0.005), with the — The lazertinib monotherapy arm was included to assess the
improvement in median OS projected to exceed 1year?

the EGFR TKil lazertinib to proactively address these mechanisms of contribution of components
acquired resistance An earlier report showed that amivantamab + lazertinib reduced EGFR- Paired blood samples were collected at baseline and at the end of

° - - : .

a m I V a n t a m a b I u S Amivantamab is approved in combination with lazertinib for first-line (1L) an.d ML-;I'—.kt))ass;:i re5|stant<.:e rlnecdh;nlsn.]s and. res?ta.gce c.o;nplexny "ﬁrS‘fs treatment (EOT) for analysis of detectable circulating tumor DNA
common EGFR-mutant non-small cell lung cancer (NSCLC) and across osimertinib,” thus proactively addressing osimertinib resistance mechanisms by the Guardant 360® next-generation sequencing panel
various EGFR-mutant NSCLC indications®™ Here, with longer follow-up, we report an updated analysis‘of acquired

I t e o i t e o ° resistance mechanisms for 1L amivantamab + lazertinib versus osimertinib

azertinib vs osimertinib:
[ J
u p d a t e d a n a IyS I S Results Figure 2: Acquired resistance mutational landscape

Among participants with matched baseline and EOT samples,
Osimertinib: EOT acquired resistance* Amivantamab + Lazertinib: EOT acquired resistance®

198 were included in the osimertinib arm and 148 in the ~ P ; o
frO m M A R I P O S A amivantamab + lazertinib arm (Figure 1) _ (92 i b
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— EOT was defined as disease progression or treatment
discontinuation or within 90 days of discontinuation
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Th ese fl n d| n g s su g g est t h at am iV an t ama b + I aze I’tl n i b iS c h an gl n g t h e 'EV\:)cTclea; refsis(al:ce m{echam'sms (unknown)were detected in 59% of participants for osimertinib and in 68% of participants for amivantamab + lazertinib. *Including TP53/RBY, PI3K, RAS/RAF, other RTK, and cell cycle.
underlying biology of EGFR-mutant disease, thus contributing to the T —— P ——

improved median progression-free survival' and overall survival® with (n=218) (n=167) Figure 3: Mechanisms of resistance by pathway Figure 4: Effect of amivantamab treatment duration on
amivantamab + lazertinib versus osimertinib observed in MARIPOSA MET and EGFR resistance
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Conclusions

Matched baseline and EOT* Matched baseline and EOT*
(n=198; previously 140) (n=148; previously 113)
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Consistent with the prior analysis,® this updated analysis demonstrated
Slgnlflcantly IOWer InCIdenceS Of MET and EGFR reSIStanCe alteratlons 'Samp\elakenw\'thm90dayscfdiscon(inuavtion'\fEOTSamp\ewasrgc(avai\ab\e Last EOT sample was collected in
with amivantamab + lazertinib versus osimertinib, with no significant CAOA St e DAL EOT and of toatmant, oo medin follw-up s 35:3 mont T T e

upregulation in other resistance pathways The acquired resistance mutational landscape'is shown Duration of treatment (months)
MET Secondary HER2 RAS/RAF* Other RTK Cellcycle®  TP53/RBlloss Acquired EGFR C797S mutations (n=2)
Development of MET amplification was associated with early treatment amplification  EGFR resistance  amplification
e . _ mutations
discontinuation of osimertinib MET amplification (P=0.002) and secondary EGFR (CT97S, LT18X, GT24X)
resistance mutations (P=0.01) were significantly reduced Note: Differences between other pathways were not statistically significant. 9 12 15 18 21 24

A reduction in mutational heterogeneity along with the reductions in with amivantamab + lazertinib versus osimertinib (Figure 3 nuds BRAF, KRAS, NRAS, PTP, an RAFL. roludes CNE(, COR4, CDRN2A, CCND2, CDKG, e GCNDY Duration of treatment (months)
g y 9 g
MET and EGFR resistance alterations may explain the long-term survival — Amivantamab + lazertinib significantly reduced

observed with amivantamab + lazertinib the incidence of acquired MET amplifications by
~4-fold and EGFRresistance mutations by ~5-fold * Resistance complexity was significantly higher following osimertinib versus amivantamab + lazertinib treatment (P=0.02; Figure 6)

versus osimertinib

in Figure 2

Participants

* Acquired MET amplifications were associated with early discontinuation of osimertinib (Figure 5)

Figure 5: Association of MET amplification with early Figure 6: Mutational heterogeneity at EOT
No meaningful increases in other molecular escape treatment discontinuation

pathways were observed with amivantamab + lazertinib Participants with 22 pathogenic alterations Index of overall mutational heterogeneity

Discontinuation Di inuati Di M. present at EOT observed at EOT®
Acquired MET amplifications and EGFR C797S mutations within 6 months within 9 months within 12 months P=0.0073 © EGFRIMET
that occurred in the amivantamab + lazertinib arm are 23% P=0.02
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The QR code is intended to provide scientific information for individual reference, and the
information should not be altered or reproduced in any way.

— Longer duration of amivantamab treatment was associated
with even fewer acquired MET or EGFR mutations

I —————————————————— N 98% of participants (99/101) who received 26 months of
Disclosures amivantamab did not acquire a MET amplification

HH received payment or honoraria from Ono Pharmaceutical,
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Subcutaneous delivery of amivantamab and previously
demonstrated prophylactic management™" may prolong W Osimertinib (=198) M Amivantamab + Lazertinib (n=148) 0- Osimertinib

the duration of treatment, which may reduce additional
e . . Note: There were no MET i i baseline. Acquired EGFI i after 12 months, and the incide for “Index of mutational heterogeneity was calculated using the Shannon Index, integrating the total number of somatic variants and their respective allele frequencies using all somatic variants."-*
opportunities for acquired resistance amivantamat + lazetini remained low at all tme points (<2%) EOT, end of treatment.
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