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Background: - Table 2: Efficacy Outcomes (N=26)

e TAPUR is a phase Il basket study that evaluates antitumor activity of commercially COnCI usion. Pe rtuzuma b pl us trastuzuma b : y
available targeted agents in patients (pts) with advanced cancers with specific - .. .. . . . DC rate, % (1-sided 90% Cl) (p-value) 62 (47, 100) (p<0.001)
genomic alterations. demonstrated clinical activity in patients with  rTysrm=—r 31(17, 56)

* Results of a cohort of pts with various solid tumors with ERBB2 or ERBB3 . . . . ;o . -
amplification (amp) or overexpression (oe) treated with pertuzumab plus various SOIld tu Mors Wlth ERBBZ/3 am pl |f|cat|0n . Median PFS, wks (95% Cl) 26 (12, 28)

IVltrahstl.cujzumab (P+T) are reported. Median OS, wks (95% Cl) 64 (34, 140)
ethods: Table 1. Tumor Origin and Alterations of Pts Meeting Response Criteria (n=16 ]

Study Design: R Bri : Time t ERBgBZ/3ZIt tion(s) (c I': o— Duration of CR, wks (n=2) 48 and 151

* Eligible pts: Advanced solid tumors, ECOG performance status (PS) 0-2, adequate S Tl:lrrr‘:grné)rigin Plrr:gerezsion whs N Median duration of PR (range), wks (n=7) 26 (12, 116)
organ function, measurable disease, and no standard treatment (tx) options. Tx was - . . _
assigned according to prespecified matching rules based on genomic tests performed | R Vagina 167 ERBB2 amp, PIK3CA amp Median duration of OR (range), wks (n=9) 45 (12, 159
in CLIA-certified, CAP-accredited laboratories selected by sites. Amp cut-offs were rearrangement’ Median duration of SD in pts with SD16+, wks (n=7) 28 (18, 111)
defined per test providers. CR Sweat gland 64 ERBB2 amp TP53 N268fs, loss ] . . . .

* Pts received P at an initial dose of 840 mg intravenously (IV) over 60 minutes (m), then [ pp Esophagus 63 ERBB2 amp TP53 V173L, D148fs*22 F'gur? 1: Best Percent Change from Baseline in Target Lesion Size (N=26)
420 mg IV over 30-60 m every 3 weeks (wks) and T at an initial dose of 8 mg/kg IV T Best St“%’ Rg;ponse
over 90 m, then 6 mg/kg IV over 30-60 m every 3 wks until disease progression, PR Esophagus 40 ERBB2 amp TP53 R196* 3% 160 B PR
unacceptable toxicity or pt or physician choice to discontinue. PR Duodenum 28 ERBB2 amp KRAS G12D O 140 B SD16+

* Primary endpoint: Disease control (DC) defined by investigator assessment of TP53 Y205N E 120 - E E)BS
objective response (OR) or stable disease (SD) of at least 16+ wks duration (SD16+) per PR Unspecified 125 ERBB2 amp, R678Q, TP53 R342* T 00 -

RECIST v1.1. Radiographic confirmation of response was not required. site V849| S o0

* Secondary endpoints: OR, progression-free survival (PFS), overall survival (OS), — 2
duration of response (DOR), duration of SD, Grade 3-5 adverse events (AEs) or serious PR U'nspeufled 28 ERBBZ amp ARAS G13R, LOH S -
adverse events (SAEs) per CTCAE v4.0 at least possibly related to tx are reported. DOR site TP53 H133R, LOH 'g 7
is defined as time from pt’s first documented OR to progressive disease (PD). Duration | PR Urothelial 53 ERBB2 amp ARIDIA S264* = 2]
of SD is defined as time from tx start to PD. carcinoma ERBB3 M120V TP53 E271Q, E285Q > o

Statistical Methods: PR Vagina 42 ERBB2 amp, oe PIK3R1 splice site 1745+2del, = 201

 Inferences are based on a one-sided exact binomial test with a null hypothesis of DC R461fs 'g;) _40 Wa’ggr‘;fc?’l’;) ?’ﬁfxﬂggse{?gﬁgﬂ?;&ane%vsaé?gg'gu’fﬁrogress,on assessedbythetreatmg """""""""""""""""""
rate <15%; power and alpha were 86% and 0.10, respectively. Two-sided 95% Cls are TP53 R175H, oe 6o | BN g;’;!g;;ﬁa 20% éggrggggr%%saassgg;e%s’_ons with a sum of <10mm, but non—target lesions stil
used for other efficacy endpoint estimates. SD16+ Cervix 28 ERBB2 amp TP53Y220C 6 _80 - Ergi?;%yfngzez%rge%e;egggégrb;et%eggtsligisos:ss%?haas3’7.1%1 of <10mm, therefore per RECIST, _

Results: SD16+ Cervix n/ac ERBB2 amp _ 100 4 YSfable target lesions, but new lesions present at same evaluation. _______ .

e 29 pts were enrolled from May 2016 to March 2023. During data validation and . . .
verli[}ication, 3 pts in this cohoch were found to have tumorsgwith ERBB2/3 mutation SD16+ Duodenum 28 ERBB3 amp KRAS amp Figure 2: Time on Treatment for Pts with OR or SD16+ (n=16)

(mut) only and were removed from this analysis. All 26 remaining pts were evaluable |sp16+ Small intestine 18 ERBB2 amp TP53 E286fs*59 A
for efficacy. Y e )

* Pts had ERBB2 amp only (n=17), ERBB2 amp and mut (n=6), ERBB2 amp and oe (n=1), >D16+ Testes 24 ERBB2 amp B >
ERBB2 amp and ERBB3 mut (n=1), and ERBB3 amp only (n=1). SD16+ Unspecified 28 ERBB2 amp BRAF F357YP Iy T

* Demographics: Median age 63 (range 29-88); 58% female; 89% self-identified as site TP53 R273C - Eeeee——

White, 8% as Black/African American, 4% preferred not to answer; 8% as SD16+ Urothelial 18 ERBB2 amp AKT2 E134%b mrleesm————
Hispanic/Latino, 89% as not Hispanic/Latino, and 4% preferred not to answer. carcinoma ARID1A Q404* —— —

.l o ) . Cho . . .

Clinical Characteristics: 77% PS 0-1, 23% PS 2; 50% received 23 prior systemic PIK3CA K111E Start of CR in pts with CR and PR

regimens. Primary tumor origin (# pts): cervix (6), esophagus (4), unspecified site (3),
duodenum (2), urothelial carcinoma (2), vagina (2), lacrimal gland (1), ovary (1), PTEN. TP53
peritoneum (1), small intestine (1), sweat gland (1), testes (1), and thymus (1). bVari;nt of unknown significance
e Qutcomes: CR 2, PR 7, and SD16+ 7 for a DC rate of 62% (1-sided 90% Cl, 47 to 100) ¢113 wks as of April 22nd, 2024
(Tablefs 1and 2). The null DC rate of <15% V_Vas reJecFed (p<0.001). Funding supported by Genentech. The authors would like to thank the patients who participated in this cohort, the clinical
* Durations of CR were 48 and 151 wks, median duration of PR was 26 wks (range' 12- centers and staff, as well as Tania Szado, PhD, clinical lead of Genentech, a TAPUR participating pharmaceutical company.
116), and median duration of SD for pts with SD16+ was 28 wks (range, 18-111). Contact:
e Safety: 5 pts (17%) had =21 drug-related grade 2-5 SAE or grade 3 AE including anemia,
cardiac arrest resulting in death, diarrhea, ejection fraction decrease, pleural effusion,
supraventricular tachycardia, and vomiting.

A Start of response in pts with PR
@ Time of progression or death

> Tx still ongoing

20f the following genes examined: AKT1, AKT2, AKT3, ALK, ARID1A, BRAF, EGFR, HRAS, KRAS, MET, NRAS, PIK3CA, PIK3R1,
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