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[ls S 8 1ase Background and Preclinical Evidence Study Design
irst-in-human study of —_—

XmADb819 in patients with ¢ Ectonucleotide pyrophosphatase/phosphodiesterase 3 e The XmADb 2+1 format antibody provides avid tumor targeting and selectivity (Figure 4, Figure 5) ¢ This study has a novel trial design with dose escalation, priming Key Inclusion Criteria

is di i i . L . . . dose, step-up d determined by bi kers, and intracohort
(ENPP3) is ditterentially expressed in RCC as measurea e Thisis a Phase 1, first-in-numan study of XmAb819 in patients with relapsed or refractory ccRCC O55, 5 Ep b “OSES GEIEITINGE By DIDTATHETS, ait Irarency e Patients must have measurable disease by RECIST v1.1 as assessed by the local site

by bulk RNA sequencing and immunohistochemistr dose escalation . . .
relapsed or refraCtOry (Igligure 1) : J 4 e Patient enroliment is currently ongoing, and ~12 sites in the United States will participate XmAb819 is administered as an IV infusion on Days 1, 8, and investigator or radiology department

Clear Ce" RCC (CC RCC) 15 each 21-day cycle (Figure 6) Patients who have relapsed and refractory ccRCC and have undergone disease

Figure 1. ENPP3 differential expression Figure 4. In vitro cell killing assay by redirected T cells after 48 hours » Dosing includes a priming dose on Day 1 followed by higher progression on standard-of-care therapies

B Primary tumor 100 - weekly step-up doses to reach a cohort limit dose

B Normal tissue RXF-393 (RCC cell line) Imaging is performed at screening, every 6 weeks from the day
¢ High ENPP3 expression of the first priming dose, and at end of treatment (EOT) All patients in part B (dose expansion) must have a tumor lesion that can be biopsied

AT el - . at acceptable risk in the judgment of the investigator
A RXF-393 (ENPP3-high)  ® Low ENPP3 expression Samples are collected for evaluation of PK and pharmacodynamics P Judg 9

in peripheral blood (T-cell activation and proliferation, cytokines)
at multiple time points throughout treatment

10 - All patients in part A (dose escalation) must have adequate archival tumor sample,

except for patients who consent to having a fresh tumor biopsy
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Part A, dose escalation
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¢ Estimated to enroll up to 54 patients;
will establish a priming dose,
step-up priming dose(s), cohort
limit dose, and the dosing schedule
in patients with ccRCC

Key Exclusion Criteria
¢ Prior treatment with an investigational anti-ENPP3/CD203c therapy
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Tumor biopsies are performed at screening and between
1 and 3 weeks after first dose e History of serious allergic or anaphylactic/hypersensitivity reaction to mAb therapy

ENPP3 gene expression
(TPM; log,)

Y RCC4 (ENPP3-low)

Cytotoxicity
S

¢ Have known active central nervous system metastases and/or carcinomatous meningitis

Primary Objectives

¢ [0 assess the safety and tolerability of XmAb819 in patients with
relapsed or refractory ccRCC

Part B, dose expansion TPM, transcripts per million. ¢ To identify the minimum safe and biologically effective dose, the Patient is pregnant, breastfeeding,. or planning to become pregnant while enrolled in
recommended dose, and the schedule for expansion of XmAb819 the study, up to the end-of-study visit
¢ Will enroll in 2 stages, with a total ¢ The expression of ENPP3 in normal human tissues is T 4000 Laboratory tests indicating inadequate organ function

sample size of up to 41 patients generally low and localized apically in the tubules of Antibody concentration (ng/mL) Secondary Objectives

the kidney cortex, fallopian epithelium, endometrium, e To characterize the pharmacokinetics (PK) of XmAb819 when . . .
Stage 1 will enroll a total of gastrointestinal epithelium, parotid gland, and thymic Bivalent 2+1 format promotes preferential killing of ENPP3-high target cells. administered as monotherapy Figure 6. Radiographic tumor assessment

Active known autoimmune disease

Diagnosis of immunodeficiency or receiving chronic systemic steroid therapy

[ 1 =
13 patlents cortex” (Figure 2) _ _ _ _ To assess the immunogenicity of XmAb819 when administered Radiographic tumor evaluation (as determined by the
Figure 5. RXF-393 xenograft tumor model in NSG mice with PBMC effector cells as monotherapy investigator) will be performed by CT/MRI at baseline

> ' Figure 2. ENPP3 expression in ccRCC and normal ithin 14 d ior to the first d f study drug),
If there are 2 1 responses in J P To preliminarily assess antitumor activity of XmAb819 by objective (ev\\;ler;,% Weeakyss(irg :jac;s)?rc;ﬁ thce)sdea?/ study drug)

- Kidney tissue - - -
stage 1, stage 2 will accrue | y | B | Engraft RXF393 Median RXF393 tumor RXF393 tumor volume response rate, progression-free survival, duration of response, of the first priming dose, and at EOT.
up to 28 additional patients ) . P o R & 6 X nI%, b, ! cancer cells volume over time at Day 18 and overall survival per Response Evaluation Criteria in Solid
/e SR L P S Tk S - intradermally Tumors (RECIST v1.1)

Patient enrollment is currently BRI e et e - o @@
ongoing, and ~12 sites in the : ;';Z"'-_ f: | &/ W) St oo
() United States will participate Cra s B SRIRPT o> Do weeksl
Engraft huPBMCs

Score 3+ Score 1+ + weekly antibody
treatment

Exploratory Objectives

¢ [0 assess the incidence, timing, and severity of cytokine release Day (-28to-1)1 3
syndrome

To characterize the biological activity of XmAb819 by assessment ——p —
of immune cell frequencies and markers of activation and - T
exhaustion in peripheral blood by flow cytometry or similar ‘
bioanalytical methods
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* XmMADS1Y Is a humanized, anti-ENPP3 x anti-CD3 @@ L R - a To explore associations between baseline tumor ENPP3 °

?;?peCIf;C)antlbOdy that directs T-cell-mediated cytotoxicity PBS XmAb819, expression and clinical response CT, computed tomography; MRI, magnetic resonance imaging.
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Figure 3. XmAb819: 2+1 ENPP3 x CD3 % PBS T XmAD819,

increasing + P<0.05 vs PBS or aPD-1 mAb

. PD-1 mADb
Monitor tumor @ o m dose

oaENPP3 Fab volume by caliper Dosing day
measurement

aENPP3 Fab XmAb819 reverses RCC tumor growth in vivo.
aCD3 scFv @@ Reference Acknowledgments

1. Donate F, et al. Clin Cancer Res. 2016:22:1989-1999. Many thanks for support in the conduct of this research to the patients, their
Scan the QR code to download an electronic version D hetorodimor B aPD-1, anti-programmed death-1 antibody; huPBMC, human peripheral blood mononuclear cell; mAb, monoclonal antibody; families and caregivers, and to the XmAb819 investigational study teams. This
of the poster. The QR code is intended to provide scientific MAD heterodimer e NSG, NOD scid gamma; PBS, phosphate-buffered saline. study is sponsored by Xencor, Inc. Medical writing and editorial support was

information for individual reference. The PDF should not provided by Parexel and funded by Xencor, Inc.
be altered or reproduced in any way.






