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Introduction. Cancer-associated thrombosis (CAT) negatively
impacts the prognosis of patients with cancer by impairing
quality of life, delaying treatment, and increasing the fre-
quency and length of hospitalizations. Venous thromboem-
bolism (VTE) risk is elevated in patients with cancer com-
pared with the general population, and more so with certain
cancers (including pancreatic). In primary CAT prophylaxis,
activated factor X (FXa)-inhibiting anticoagulants can re-
duce VTE by ~60% vs placebo but increase bleeding risk,
limiting use and highlighting the need for anticoagulant ap-
proaches with a lower bleeding risk. REGN7508°"", a high-
-affinity human monoclonal antibody targeting FXI, inhibits
activation of the intrinsic coagulation pathway, which is ex-
pected to provide an antithrombotic effect while preserving
hemostasis, potentially offering an optimal approach in pri-
mary CAT prophylaxis.

Aim. The ROXI-CAT-I trial will evaluate the effect of REG-
N7508°" vs placebo in the prevention of CAT in participants
with solid tumors undergoing cancer treatment. Here we re-
port the study design.

Study design. ROXI-CAT-I is a Phase 3, multicenter, ran-
domized, double-blind, placebo-controlled study of REG-

N7508°" in ~860 participants with solid tumors undergoing
cancer treatment (Figure). Inclusion criteria include =18
years of age, histologically confirmed malignant solid tu-
mors, Eastern Cooperative Oncology Group Performance
Status <2 and Khorana thromboembolic risk score =2 at
screening, and those considered medically stable. Partici-
pants will be randomized 1:1 to receive either REGN7508*"
or placebo biweekly. Participants will be stratified by cancer
stage, tumor type, and geographic region. The treatment pe-
riod will be 169 days, ending 14 days after the final dose.
Participants will be followed for an additional 76 days,
through Day 245. Primary endpoint: time to first event of
centrally adjudicated VTE, or any arterial thromboembolism
(ATE), or thromboembolism or ATE-related death through 6
months. Key secondary endpoints: time-to-first event of the
centrally adjudicated individual components of the primary
efficacy outcome through 6 months. Safety endpoint: time-
-to-first event of centrally adjudicated ISTH-defined major
bleeding or clinically relevant non-major bleeding through 6
months.

Conclusions. Study findings will inform the clinical develop-
ment of REGN7508°" by providing efficacy and safety data
in the prevention of CAT.
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Figure. Study flow diagram of ROXI-CAT-1

Participants Study design

Key eligibility criteria
« Participants with solid tumors

+ Newly diagnosed or previously treated
with newly relapsed or progressive

Cohort 1: REGN7508°T Q2W

Randomization

disease
« Initiating anti-cancer therapy Study
« ECOG PS =2 population

(N=~860)

« Khorana thromboembolic risk score 22

Cohort 2: Placebo Q2W

Stratification

+ Cancer stage: Local vs. regional/

metastatic DE;)Q%
« Tumor type (pancreatic/gastric vs. D +90 days)
all others)
+ Geographic region (Japan vs. ROW)
Assessment of potential CAT, bleeding events, biomarkers and HRU
Primary efficacy Primary safety Secondary efficacy
« Time-to-first event of centrally adjudicated VTE (DVT, PE) or « Time-to-first event of centrally adjudicated « Time-to-first event of the centrally adjudicated
Endpoints ATE, or thromboembolism- or ATE-related death through ISTH-defined major bleeding or CRNM individual components of the primary efficacy
6 mo_nths. defined as: DVT (symptomatip or asympiomalic bleeding through 6 months outcome through 6 months (DVT, non-fatal PE, any
[proximal]), or non-fatal PE (symptomatic or asymptomatic), ATE, or thromboembolism- or ATE-related death)

or any ATE, or thromboembolism- or ATE-related death

ATE, ism; CAT, i is; CRNM, ol major bleeding; DV, deep vein thrombosis; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EOS, end of study; EOT, end of treatment;
HRU, Healthcare Resource Utiization; ISTH, Intemational Society of Thrombosis and Hemostasis; LD, : Q2W, every PE, fism; ROW, rest of the world; vs., versus; VTE, venous thromboembolism.
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