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Background

« Epidermal growth factor receptor (EGFR) ex20ins mutations are present in ~2% of all non—small cell lung cancer (NSCLC) cases’

— EGFR ex20ins mutations are heterogeneous, and more than 100 unique variants have been identified?

Standard assays to detect EGFR ex20ins mutations include polymerase chain reaction (PCR) testing from tissue samples

— However, many PCR testing platforms can only detect a limited number of these mutations, which can lead to undetected disease
in ~40%—-50% of cases,?® whereas NGS can identify all such mutations

Testing plasma ctDNA using NGS is a noninvasive approach for detection of genomic variants, including EGFR ex20ins*

Mobocertinib, a first-in-class oral tyrosine kinase inhibitor (TKI) designed to selectively target EGFR ex20ins mutations in NSCLC, has
demonstrated clinical activity and a manageable safety profile in the platinum-pretreated patient (PPP) cohort of a phase 1/2 study of
patients with EGFR ex20ins+ metastatic NSCLC>®

We evaluated the efficacy of mobocertinib in the PPP cohort of the phase 1/2 study who were tested for EGFR ex20ins variants using
FoundationOne Liquid CDx (F1LCDx), a comprehensive NGS-based plasma ctDNA assay that was recently approved by the US Food
and Drug Administration (FDA) as a companion diagnostic for mobocertinib to identify patients with EGFR exon20ins mutations in
metastatic NSCLC’

* In the mobocertinib phase 1/2 study (NCT02716116), patients were enrolled based on EGFR ex20ins mutation status detected by
various local tissue or liquid clinical trial assays (CTAs)

How does the efficacy of mobocertinib in platinum-pretreated patients with EGFR
ex20ins+ NSCLC who were tested for EGFR ex20ins variants using FILCDx compare
with the efficacy observed in those tested using CTAs?

Key Question

Key Results

Mobocertinib efficacy by F1LCDx status Efficacy of mobocertinib in PPP by F1LCDXx status

« Patients who tested EGFR ex20ins positive by F1LCDx (n=55)
demonstrated a confirmed objective response rate (ORR)
of 34.5% and disease control rate of 74.5%, assessed by an
independent review committee (IRC), which were comparable

to those observed among all PPP in the phase 1/2 trial
(IRC-confirmed ORR: 28%; confirmed disease control rate: 78%)°

PPP with PPP with PPP with
PPP cohort FILCDx+/CTA+ | FILCDx-/CTA+ | FILCDx NE/CTA+
(N=114)? (n=55) (n=25) (n=34)

Efficacy results

ORR, % (95% ClI)

28 (20-37) 34.5(22.2-48.6)  20.0 (6.8—-40.7)  23.5(10.8—41.2)

DCR, % (95% Cl) 78 (69-85) 74.5 (61.0-85.3)  76.0 (54.9-90.6)  85.3 (68.9-95.1)

Table 3: Concordance between enrollment CTAs and F1LCDx
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CTA result

EGFR ex20ins status
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68.6% (109/159) [61.0—75.3]

100.0% (109/109) [96.8—-100.0]

Data cutoff date: November 1, 2021. 71 CTA+ and 3 CTA- patients either had no plasma sample available or failed the F1LCDx quality control metrics and therefore were not evaluable. Of the 159 CTA+ samples, 149 were from

tissue, 5 were from plasma, and 5 were designated as “other.”
Cl, confidence interval

EGFR ex20ins variants detected by CTAs and F1LCDx

 The CTAs detected a total of 44 unique EGFR ex20ins variant types in 233 patient samples, and F1LCDx detected 33 unique variant

types from 109 patient samples (Figure 1)

Figure 1: EGFR ex20ins variants reported by CTAs?(n=233) and by F1LCDx (n=109)
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230 ng is standard DNA input for F1LCDx; 20 ng is minimal acceptable standard DNA input for F1LCDx; “Non-NDA target population includes patients from phase 1/2 study other than the PPP cohort Large cell carcinoma 1 (2) 0 0 °A total of 47 patients had mutations that were undefined
N/A, not applicable; NDA, new drug application Smoking history, n (%)
Never 39 (71) 19 (76) 23 (68)
Current 1(2) 0 1(3) )
Former 15 (27) 6 (24) 10 (29) Conclusions
No. of prior systemic anticancer regimens, n (%)
- Demographic and baseline characteristics in PPP by F1LCDXx testing status are shown in Table 2 1 26 (47) 11 (44) 10 (29) * Mobocertinib has shown efficacy in PPP with EGFR ex20ins+ NSCLC and is also effective in PPP with EGFR ex20ins+ NSCLC
2 15 (27) 4 (16) 17 (50) identified by liquid biopsy
Concordance between CTAs and F1LCDx 23 14 (26) 10 (40) 7 (21) « Concordance between CTAs and F1LCDx was demonstrated, with 68.6% positive percentage agreement and 100% negative
: : : o
* Concordance between CTAs and F1LCDx was demonstrated with samples from the CTA-positive (n=159) and CTA-negative Prior systemic anticancer therapy, n (%) percentage agreement
populations (n=109) tested by F1LCDx where tissue and plasma were assessable "'(;m”mtherapy 282((14(;) 194(53566;) :2 88; .+ These results suggest that negative ctDNA at baseline is associated with a numerically longer PFS and OS and better prognosis
EGFR TKI 5 5

— The point estimate of positive percentage agreement (95% CI) was 68.6% (61.0—75.3), and the point estimate of negative
percentage agreement was 100% (96.8—100.0; Table 3)
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