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BACKGROUND METHODS Participant Population

® Eligibility criteria for all participants and for those with other solid tumors,

®* Cholangiocarcinoma (CCA) is a global health problem with a rising incidence, Study Design Including CCA, are shown in Table 1
accounting for approximately 15% of all primary liver cancers worldwide'?

® Surgical resection remains the only potentially curative treatment; however,
the majority of patients present with advanced-stage disease, thereby limiting
curative options34

® As aresult, there is a substantial unmet need for the development of Figure 2. TARGET-D 101 Study Design

Patient-Friendly Lay Summary
What is this study about?

®* The TARGET-D 101 study is a dose escalation and expansion study evaluating Table 1. Key Inclusion and Exclusion Criteria for Participants With
VS-7375 as monotherapy and in combination therapy for patients with KRAS Solid Tumors, Including CCA

G12D mutant solid tumors (Figure 2) * This study is testing a new treatment for people with

certain cancers that have a specific genetic change called

Key inclusion criteria Key exclusion criteria

. . : All participants All participants :
effective systemic therapies3#4 . Aged 218 years . Major, nondiagnostic surgical procedure <4 weeks prior to a KRAS G12D mutation
®* Therapeutic strategies are increasingly focused on targeted approaches Histologic or cytologic evidence of Zt”‘?'ydag’] or Z”“Cipatior‘ of a major surgical procedure
| _ | ing34 : : solid tumor harboring a KRAS G12D uring the study  The goalis to learn the safest dose, understand side effects
guided by next-generation sequencing WS Cloms GEgElediel VS-7375 dose expansion mutation® * Received chemotherapy, targeted therapy, or radiotherapy J ' ’
® Kirsten rat sarcoma virus homolog (KRAS) mutations are reported in 216% of > . Measurable disease according to (excluding palliative radiation) <4 weeks or <5 half-lives of and see how well the treatment works—either on its own
CCA cases, with KRAS G12D representing the most prevalent variant, d 2-3L NSCLC RECIST V1. the drug orimmunotherapy =4 weeks prior to study day 1 : :
accounting for approximately 40% of KRAS-mutant tumorsss g ECOG performance status of O or 1 » Treatment with an investigational drug s4 weeks or or combined with other cancer treatments
¢ \/S.7ZTC | Highl | . | | I | e th z 5 . Adequate organ function 55. half-lives of the drug prior .to studyo.lay-] |
- . l'izzgtg_rlgb .|gh.é/fe elstlve’ oral, nonck?v‘[ahet%t’ Sm‘? I’T(\p ecgzﬁ)e t dat acts = Any KRAS G12D solid tumor? sele(::s;:‘ieon 2L PDAC Dose expansion cohort for patients with « History of treatment with a direct RAS inhibitor . . . . -
adsS a Aua INNIOITOr By suppressing 0o e active (le, an > solid tumors, including CCA . Receivegl a strong CYPSAlfinhibitor or inducer <14 days or \A,
inactive (ie, OFF) states of KRAS G12D7 (Figure 1) , « Locally advanced unresectable or <3 half-lives of the drug prior to study day 1 hat med ICINne IS bel ng teSted *
2-3L Other.KRAS Gi2b solid metastatic solid tumor not being + Use of proton pump inhibitors <7 days and H, receptor
Figure 1. VS-7375 Mechanism of Action slietis; UG Eng (e evaluated in other cohorts antagonists <1 day prior to study day 1 | « The main drug being studied is VS-7375, an investigational
« 1-2 prior lines of standard systemic « Symptomatic, untreated, or actively progressing known e .
therapy central nervous system metastases (not yet approved by the US Food and Drug Administration)
. . alf feasible, mutation status should be determined using a validated next-generation sequencing or polymerase chain reaction med |C| ne ta ke N by Mmo Uth
VS-7375 dose escalation VS-7375 dose expansion testing method using fresh biopsy.
CCA, cholangiocarcinoma; CYP3A4, cytochrome P450 3A4, ECOG, Eastern Cooperative Oncology Group; H., histamine 2, KRAS, ! !
E 1-4L NSCLC Kirsten rat sarcoma virus homolog; RAS, rat sarcoma virus; RECIST vl1.1, Response Evaluation Criteria in Solid Tumors version 1.1. lt IS deSIg ned tO blOCk K'QAS G-|2D and may help SlOW or StOp
(© Pembrolizumab cancer growth
Q’ [ ] [ ] [ )
5 e IL NSCLC Endpoints and Clinical Assessments
8 Carboplatin/pemetrexed/ Carboplatin/pemetrexed/ | , , Some participants may also receive other approved cancer
= pembrolizumab pembrolizumab ® Primary and secondary endpoints and corresponding outcome measures for .
= Soce all participants and for those with other solid tumors, including CCA, are shown treatments (like chemotherapy, targeted therapy, or
2-4L CRC, 2L PDAC, 2-3L BTC . 2-4L CRC : . . .
§ Cetuximab selection Cetuximab in Table 2 immunotherapy) together with VS-7375, depending on the
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\ VS'7375 BTC, biliary tract cancer; CCA, cholangiocarcinoma; CRC, colorectal cancer; KRAS, Kirsten rat sarcoma virus and dose In‘.terrt,olptlons/reductlons ° YOU may be d ble tO JOl N |f yOU
GAP GEE . homolog; L, line; NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma. Secondary Pharmacokinetic parameters
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(ON/OFF) ® This poster focuses on the cohorts which include patients with CCA (Figure 3) < 4 response endpoints may also be evaluated using assessments hol : :
el . , , VS-7375
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active phase 2 dose(s) in advanced solid tumors harboring a KRAS G12D mutation,
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Signaling Figure 3. Study Design for Dose Escalation and Dose Expansion C“nical Trial Status
Cohorts With Solid Tumors, Including Patients With CCA What happens dunng the trial?

GAP, GTPase-activating protein; GDP, guanosine diphosphate; GEF, guanine-nucleotide exchange factor;
GTP, guanosine triphosphate; KRAS, Kirsten rat sarcoma virus homolog; MAPK, mitogen-activated protein kinase;
RAS, rat sarcoma virus.

®* This trial is currently enrolling patients
®* For more information go to https://clinicaltrials.gov/study/NCT07020221

* You will take VS-7375 tablets by mouth every day

VS-7375 dose escalation VS-7375 dose expansion
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o B J E CT I V E Dose level 2: 600 mg QD Contact Information: Nilofer S. Azad, MO niloazad@ihw.edy
Dose level 1: 400 mg QD
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