
and GEP, may enrich for responses to pembrolizumab. In
SCC, some trends toward enrichment were observed for both
biomarkers, although the trend was stronger for PD-L1 CPS
�10. In adenocarcinoma, a trend was observed for GEP but
not for PD-L1; the small number of responders is limiting,
and further studies are needed to understand molecular corre-
lates in adenocarcinoma.
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262 TUMORAL DKK1 EXPRESSION CORRELATES WITH
BETTER CLINICAL OUTCOMES IN PATIENTS WITH
ADVANCED ESOPHAGOGASTRIC CANCER (EGC)
TREATED WITH DKN-01

1Samuel Klempner*, 2Michael Kagey, 2Cynthia Sirard, 2Cynthia Sirard. 1Massachusetts
General Hospital, Boston, MA, USA; 2Leap Therapeutics, Inc., Cambridge, MA, USA

Background Dickkopf-1 (DKK1) modulates Wnt signaling and
contributes to an immune suppressive tumor microenviron-
ment. DKN-01 (D), a neutralizing DKK1 antibody, has dem-
onstrated safety and clinical activity in advanced EGC either
as a monotherapy or in combination with paclitaxel (pac) or
pembrolizumab (pem). We report response and survival out-
comes in EGC patients (pts) by high/low tumoral DKK1
expression treated with D.
Methods We enrolled advanced EGC pts in a Phase 1b/2a
study of D as monotherapy or in combination with pac or
pem. Tumoral DKK1 mRNA expression was assessed by an in
situ hybridization RNAscope assay. Objective response rate
(ORR), disease control rate (DCR), progression free survival
(PFS) and overall survival (OS) were compared between
DKK1 high and low groups. Kaplan-Meier method and Cox-
PH model were used for survival analysis and logistic regres-
sion was used for clinical benefit/response outcome.
Results 69 EGC pts were enrolled to receive D alone or in
combination with pac or pem and had tumoral DKK1 expres-
sion available. 60 pts (87%) were male, median age 65 (range
28, 81). 59 pts had adenocarcinoma [19 esophageal (28%),
40 GEJ/gastric (58%)] and 10 pts with ESCC. 65% had �2
prior therapies (range 1, 5). 23 pts with DKK1 high (H-score
� upper-tertile [�39]) had an ORR of 22% (5 PR/23), DCR
of 57% (13/23) while DKK1 low (H-score <39) had an ORR
of 2% (1/46) and DCR of 26% (12/46). Median PFS was
12.1 weeks in DKK1 high vs. 6.0 weeks in DKK1 low; HR
of 0.58 (95%CI: 0.34, 1.0). Median OS was 31.6 weeks in
DKK1 high vs. 18 weeks in DKK1 low; HR of 0.70 (95%CI:
0.38, 1.3). Subgroup of pts (n=9) with immune checkpoint
inhibitor (ICI) refractory disease treated with D + pem dem-
onstrated longer PFS and OS for DKK1 high pts (H-score
�39, n=4) vs DKK1 low (n=5): PFS 12.8 weeks vs 6.0
weeks; HR of 0.16 (95%CI: 0.02, 1.5) and OS 46 weeks vs.
16 weeks, respectively; HR of 0.22 (95%CI: 0.03, 2.0).

Conclusions High levels of tumoral DKK1 expression correlate
with improved clinical outcomes in heterogeneous EGC pts
treated with D monotherapy or in combination. Previously we
have demonstrated greatest clinical benefit in ICI-naïve, DKK1
high G/GEJ adenocarcinoma treated with D + pem.1 DKK1-
high ICI refractory pts treated with D + pem experienced
longer PFS and OS compared with pts with low DKK1
expression. DKK1 as a predictive biomarker for DKN-01 is
being evaluated in ongoing studies.
Trial Registration NCT02013154
Ethics Approval WIRB (Western Institutional Review Board)
Institution’s Ethics Board, approval number 20140759
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263 PLEIOTROPIC EFFECTS OF IL-7 IN PROSTATE CANCER
PATIENTS RECEIVING SIPULEUCEL-T VACCINATION
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1Sean Bendall, 1Mina Pichavant, 1Bita Sahaf, 5Chihiro Morishima, 2Leonard D’Amico,
2Martin Cheever, 2Steven Fling, 1Holden Maecker. 1Stanford University – School of
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Background Sipuleucel-T (Provenge) is the first therapeutic
vaccination approved by the FDA so far, indicated for
advanced metastatic prostate cancer patients. Despite an
improvement of the overall survival, the benefits of the ther-
apy are still short-term so increasing the duration of the effi-
cacy is necessary. Specifically, T-cell anergy is one of the
challenges that we need to overcome to improve the overall
efficacy. IL-7 is known to promote the naive T cell activation
and to increase the proliferation and activation of the T cell
memory subsets. Therefore, in this phase II clinical trial, we
tested the therapeutic potential of a human recombinant gly-
cosylated IL-7 after completion of the Provenge therapy on
asymptomatic advanced prostate cancer patients.
Methods To get a comprehensive analysis of the immune land-
scape in these patients, we performed CyTOF analysis on
PBMC samples obtained at week 1 (baseline) and week 6
after the beginning of the IL-7 therapy. After stimulation with
PMA/Ionomycin, we proceeded to surface and intracellular
cytokine staining before acquisition on the CyTOF. The data
were then analyzed by expert gating on Cytobank.
Results At 6 weeks post therapy, our data showed an increase
in the number of circulating T lymphocytes in the IL-7
cohort, especially CD8 T cells, in accordance with previous lit-
erature. Even though of the frequency of CD4 T cells did not
increase, the cells showed greater functionalities, with
increased expression of IL-2, TNFa and IL-6 upon stimulation
by PMA-Ionomycine. Cytotoxic subsets were also positively
affected, with increased expression of IFNg in CD8 T cells,
TNFa in NK cells and IL-2 in gd T cells. Moreover, PD-1
expression was decreased on CD4, CD8 and gd T cells while
CD137 increased on CD4, CD8 and NK cells. In addition,
despite a reduction in the pool of circulating monocytes, we
observed higher TNFa expression in these cells.
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