Preliminary Clinical Experience With XmAb20717, a PD-1 x CTLA-4 Bispecific Antibody, in Patients With Advanced Solid Tumors
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BACKGROUND

RESULTS

• XmAb20717 (vudalimab) is a humanized bispecific monoclonal antibody that simultaneously
targets PD‐1 and CTLA-4, and binds preferentially to PD-1/CTLA-4 dual-positive cells
• DUET-2 (XmAb20717-01) is an ongoing, Phase 1, first-inhuman, multicenter, dose-escalation and -expansion study in
patients with selected advanced solid tumors

Low Baseline Tumor Expression of Myeloid Recruitment Genes
was Associated With Response

XmAb20717 Induces Peripheral T-Cell Activation and Proliferation Consistent With
Dual PD-1/CTLA-4 Blockade

• A maximum tolerated dose was not reached in dose escalation
• 10 mg/kg XmAb20717 every 2 weeks (Q2W) was selected for
tumor-specific expansion cohorts, based on
‒ Consistent T-cell proliferation in peripheral blood indicative
of dual PD-1/CTLA-4 checkpoint blockade
‒ Response to treatment per RECIST 1.11
• We report updated preliminary data on patients treated with
XmAb20717 10 mg/kg Q2W, based on a 17 September 2021
data cut
Best percent change from baseline in sum of diameters of target lesions in efficacy evaluable patients with
measurable disease and follow-up RECIST assessments (n = 70). “Other” includes cervical cancer,
cholangiocarcinoma, chondrosarcoma, gastric cancer, Leydig tumor, high-grade neuroendocrine tumor, parotid
adenocarcinoma, squamous cell carcinoma of anus, and TNBC.

STUDY OBJECTIVES
• Primary
– To determine the safety and tolerability profile and the MTD or recommended dose of
XmAb20717 for further evaluation

Peripheral flow cytometry demonstrates expected dual PD-1/CTLA-4 blockade pharmacodynamic activity,
peaking at Cycle 2 Day 1.
A. Proliferation (%Ki-67) is robustly observed in both CD4+ and CD8+ T cells

• Secondary
– To characterize the PK and immunogenicity of XmAb20717
– To assess antitumor activity, based on objective response and best overall response rates
(RECIST 1.1), duration of response, and progression-free survival
• Key exploratory
– To characterize the pharmacodynamics of XmAb20717, based on post-dosing changes in
immune activity in peripheral blood and tumor

0

– To evaluate the correlation between response to treatment and

Time on treatment and duration of
RECIST 1.1 in patients with complete
and partial responses. Median
duration of treatment for responders
was 22.1 weeks (range 13.3 to
73.9 weeks). For all patients treated
at 10 mg/kg Q2W, median duration
of treatment was 6.1 weeks (range
0.1-73.9).

Baseline gene expression from the IO360 panel (A) was evaluated in CR/PR vs SD/PD patients. Low CXCL8
and CXCL3 was associated with clinical benefit. Increases in intratumoral IL-8 (B) and CXCL3 (C) are
recruitment factors for inhibitory myeloid-derived cells (TAM, MDSCs, neutrophils) and are associated with
diminished checkpoint response.2

B. ICOS upregulation was also observed on both CD4+ and CD8+ T cells
Values represent the absolute change in the frequency (%) of ki67 or ICOS+ T cells from baseline.

Potent Anti-Tumor Immune Response in CRPC Patient With Partial Response

XmAb20717 Induces Intratumoral T-Cell Inflammatory Responses
Differentially Expressed Genes and IO360 Gene Signatures
Pre-Treatment vs Post-Treatment

Pre-Treatment

• Tumor mutational burden

Post-Treatment

CD8

• Gene expression signatures

METHODS

B2M

PD-L1

mRNA profiling of FFPE tumor biopsies was performed using the nCounter® PanCancer IO 360™
Panel. IO360 individual genes (A) and IO360 gene scores (B) were analyzed in 23 paired biopsies.
XmAb20717 PD effects included induction of genes associated with increased T cells (CD3D, CD8A),
T-cell activation markers (GZMB, PDCD1, ICOS), increased IFNg response/Ag presentation (STAT1,
TAP1, CXCL9, IFNG) and decreased myeloid inflammation (IO360 gene score and CXCL8, C5aR).

Multiplex immunofluorescence staining of paired pre-treatment and post-treatment biopsies from a CRPC
responder demonstrates increases in cellular immunity (CD8+ T cells), marked induction of MHC I antigen
presenting machinery (B2M), and IFN pathway response (upregulation of PD-L1).

CONCLUSIONS
Lower Baseline Serum Levels of Immunosuppressive Factors are Associated With
XmAb20717 Clinical Response

Response to XmAb20717 Treatment
•

Complete responses were observed for 2 patients. Both patients were alive and remained in response as
of the data cut-off date.
– Patient 1 – a 60-year-old male with melanoma refractory to prior treatment with pembrolizumab in the metastatic
setting. The patient received a total of 4 doses of XmAb20717 over a 16-week period and had a complete response
of inguinal lymph node tumor and non-target disease.

– Patient 2 – a 66-year-old, BRCA1-mutation positive female with high-grade serous ovarian cancer who had received
multiple prior treatments, including olaparib and nivolumab in the metastatic setting. Following 4 cycles of
XmAb20717, she had a partial response of 4 target and 2 non-target lesions in the abdomen and lung. By Cycle 12,
all target lesions had resolved, except a 30 mm lesion in the abdominal wall, and non-target disease was
stable. The patient and physician discontinued treatment after a single dose in Cycle 18, when imaging showed the
abdominal lesion was stable and no non-target lesions were seen. A biopsy of the abdominal wall lesion
performed 2 weeks later showed no cancer cells.
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•

Immune-related adverse events reported for
≥ 3 patients by CTCAE grade. Rash includes
preferred terms rash maculo-papular, rash,
rash macular, rash maculovesicular, rash
pruritic, rash pustular. Transaminases
increased includes preferred terms alanine
aminotransferase
increased,
aspartate
aminotransferase increased, liver function
test increased, transaminases increased.

•

– Responders included CRPC patients with visceral and lymph node metastases, which are
associated with poor prognosis relative to disease only in the bone

The CRPC responders (2 of 4 patients with measurable disease and follow-up RECIST assessments) had
visceral and nodal (pelvic and/or extrapelvic) metastases, response durations of 41.3 and 27.0 weeks,
were without progression on bone scans, and had confirmed PSA decreases ≥ 50% from baseline
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•

Other than those with CRPC, all responders had prior anti-PD-1 and/or anti-CTLA-4 therapy (except
1 patient who received experimental ICI therapy), including more than half in the metastatic setting
Note, the disease control rate in CRPC cohort is due to the proportion of patients without measurable
disease (and thus in whom SD cannot be determined), as reflected by a best overall response assessment
of non-CR/non-PD for half of the efficacy evaluable patients in this cohort

XmAb20717 was generally well-tolerated. The most common treatment-related adverse events tended to
be immune-related adverse events (irAEs). Immune-related colitis (preferred terms colitis [n = 2] and
enterocolitis [n = 1]) was reported for 3 patients (2 Grade 3). Neurological irAEs were restricted to Grade 1
peripheral neuropathy (n = 2). There were 2 Grade 5 irAEs: immune-mediated pancreatitis (patient with
RCC who had pancreatic metastases at baseline that progressed on study) and myocarditis (patient with
NSCLC who had a history of atrial fibrillation and a pacemaker).

XmAb20717 was associated with complete and partial responses in heavily pretreated patients
with tumor types known to be responsive to single-agent checkpoint inhibition (melanoma, RCC,
NSCLC), as well as those for which single-agent therapy has generally not been successful (CRPC,
ovarian cancer)
– Responding patients included those who progressed on prior anti-PD-1 and/or anti-CTLA-4
therapy in the metastatic setting

– 2 additional patients had decreases in PSA ≥ 50% out of a total of 12 with baseline and follow-up assessments

•

Updated, preliminary data on patients with selected advanced solid tumors treated with 10 mg/kg
XmAb20717 Q2W in this Phase 1 study show

Baseline serum levels of IL-8 (A), IL-10 (B), and IL-6 (C) trended lower in patients who achieved CR/PR
on study. Serum analytes were measured using the human MAP immunoassay platform (Myriad
RBM). Elevated IL-8, IL-6, and IL-10 have previously been associated with myeloid-derived suppressor
cells and for IL-8, diminished responses to checkpoint blockade.2,3

•

Treatment has been generally well tolerated, with rash, pruritus, and increased transaminases
being the most frequently reported irAEs

•

XmAb20717 induced intratumoral and peripheral T-cell activation, consistent with effective dualcheckpoint PD-1/CTLA-4 blockade

•

Increased myeloid suppressor cell recruitment factors at baseline in tumor and serum were
associated with unfavorable clinical response

These data support further development of XmAb20717 in advanced solid tumors, including those
not generally associated with response to single-agent checkpoint inhibitor therapy, such as
metastatic prostate cancer and ovarian cancer. Initiation of studies including these populations is in
progress.

