602 Introduction Figure 1: Synergistic antitumor activity with JNJ-9401 and pasritamig Methods

* Optimal T-cell activation requires 2 coordinated signals: Optimal (pasritamsi?ﬂ;z «CD3) * JNJ-9401 was evaluated by flow cytometry for cell binding
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P reCI I n I Cal eva I u atl O n Of J N J —9401 the T-cell receptor in complex with CD3 bound to Prostate cancer cell | T-cell - + Signal 2 using PSMA-positive cell lines (LNCaP and VCaP) and the
’ antigen loaded onto a major histocompatibility receptor s Signal 1! Signal 2 activation (JNJ-9401; PSMA x CD28) PSMA-negative cell line DU-145 (human cell lines were purchased
(signal 1) and a costimulatory signal (signal 2), such as | from American Type Culture Collection). Binding to T-cell subsets
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a p rostate—s p e C Iﬁ C m e m b ra n e the costimulatory receptor CD28 binding to the B7 ( i : R (CD4* and CD8") was also assessed using purified human Pan
family ligand CD80/CD86'? : T cells (Discovery Life Sciences). The ability of JNJ-9401 and
pasritamig to mediate T-cell cytotoxicity was examined using
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a n tl e n PS IVI A x C D 2 8 JNJ-9401, a novel PSMA x CD28 costimulatory T-cell Pasritamig JNJ-9401 .
engager (TCE), is an Fc-silent human immunoglobulin ~ KLK2 x CD3 PSMA x CD28 T-cell _ Signal 1 alone fluorescently labeled VCaP cells cocultured with human T cells

G1(IgG1) antibody designed to deliver tumor-specific activation (pasritamig; KLK2 x CD3) and monitored via an Incucyte imaging system

C OSti m u I ato ry T—C e I I e n g a g e r’ i n costimulatory signal to T cells and increase the depth and g}étacilégics)gﬁ:'&trigg was measured in the supernatants of

durability of responses to active prostate-targeted CD3 cD3 :CDgg
b. t. .th C D 3 t t d TCEs, such as pe.lsri‘famig (human kallikrein 2 [KLK2] x 'T' The in vivo antitumor activity of JNJ-9401 alone and in
C O m I n a IO n WI = a rg e e CD3), as shown in Figure 1 £ Increased activation, function nd No signal 1 or 2 combination with pasritamig was assessed in T-cell humanized
o Obiective 1 Increased T-cell memory T-cell - . OR NSG-immunodeficient mice bearing established VCaP tumors
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Conclusions

X X . . . * When administered alone, JNJ-9401 did not induce T-cell-dependent cytotoxicity or cytokine secretion in VCaP cells cocultured with human T cells (Figure 3)
JNJ-9401 prOVIdeS tumor-directed CD28 costimulation (Slgnal 2) * When combined with a suboptimal dose of pasritamig, JNJ-9401 substantially enhanced T-cell-mediated VCaP cytotoxicity and T-cell proliferation and
but demonstrates no independent biologic activity, which is induced cytokine secretion compared with pasritamig treatment alone (Figure 3)
consistent with the requirement for concurrent T-cell Figure 3: Effect of JNJ-9401 in combination with a fixed concentration of pasritamig on cytotoxicity, T-cell activation, and cytokine release using o o
activation (signal 1) PBMCs from healthy donors and VCaP (PSMA‘/KLK2*) target cells at a 1:1 E:T ratio Pas"‘a""g{ alone Pas""a"_“g +JINJ-9401
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(NCT06095089)2 and ongoing phase 3 KLK2-comPAS Part 2 Antibody (M) Antibody (M) Antibody (nM) « In cynomolgus monkeys, the following were observed:
IFN-y

study (NCTO7164443) 'zlﬁl 1500 - G';’,';C,,SF 8000 - 96 h 1500 - JNJ-9401 was confirmed to not be pharmacologically active as

1000 - 6000 1000 a single agent
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The QR code is intended to provide scientific information for individual reference, ) ) .
d the information should not be altered or reproduced in any way. Studies were condusted with human donors’ PEMCs (n=5). b d
an The concentration of pasritamig was fixed at the EC,,, (0.08 nM). Means (+ SEM) are graphed. were observe:
DRC, dose response curve; EC,,, effective concentration 20%; E:T, effector to target; GM-CSF, gr y I imulating factor; IFN, interferon; IL, interleukin; KLK2, human kallikrein 2; PBMC, peripheral blood cell; PSMA, pr ifi brane antigen; SEM, standard error of the
mean; spFv, single-chain variable fragment; TNF, tumor necrosis factor.
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