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B. Tan1, A. Khattak2, E. Felip3, K. Kelly4, P. Rich5, D. Wang6, C. Helwig7, I. Dussault8,
L. Ojalvo9, N. Isambert10

1Medical Oncology, Washington University School of Medicine, Saint Louis, MO, USA,
2Medical Oncology, Fiona Stanley Hospital, Murdoch, Australia, 3Medical Oncology
Service (Lung Cancer Unit), Vall d’Hebron University Hospital, Barcelona, Spain,
4Hematology Oncology, University of California Davis Cancer Center, Sacramento, CA,
USA, 5Medical Oncology, Cancer Treatment Centers of America, Newnan, GA, USA,
6Medical Oncology, Henry Ford Hospital, Detroit, MI, USA, 7Biostatistics, Merck KGaA,
Darmstadt, Germany, 8Clinical Biomarkers, Immuno-Oncology, EMD Serono, Billerica,
MA, USA, 9Immuno-Oncology, EMD Serono, Billerica, MA, USA, 10Medical Oncology,
Centre Georges-François Leclerc, Dijon, France

Background: TGF-b and PD-(L)1 are 2 mechanisms of immune suppression in the
tumor microenvironment; blocking both may enhance antitumor activity. M7824 is an
innovative first-in-class bifunctional fusion protein composed of an anti–PD-L1 mAb
fused with 2 extracellular domains of TGF-bRII (a TGF-b “trap”). Advanced EAC is
treated per gastric cancer guidelines, with ORRs�14% with 2L SoC taxane monother-
apy. We report results in patients (pts) with EAC that progressed on� 1 platinum-
based therapy. Emerging data with immunotherapies show clinical activity in advanced
EAC, though none are currently approved in these pts.

Methods: In the ongoing trial NCT02517398, pts with advanced, post-platinum EAC
received M7824 1200 mg q2w until confirmed PD per RECIST v1.1, unacceptable tox-
icity or trial withdrawal. The primary endpoint is BOR per RECIST; secondary end-
points include safety/tolerability. Biomarker analysis included tumor cell PD-L1
expression (antibody clone 73-10).

Results: As of August 23, 2017 (median follow-up, 14.4 [range, 1.3–43.3] weeks), 30 pts
with advanced EAC (80% had�2 prior lines of therapy) received M7824. The median
therapy duration was 6.1 (range, 2.0–40.0) weeks; treatment was ongoing in 4 pts
(13.3%). 19 pts (63.3%) had TRAEs; 7 pts (23.3%) experienced grade 3 TRAEs (anemia
[2 pts], Bowen’s disease, cancer pain, generalized rash, hemorrhagic gastritis, hypophy-
sitis, hypopituitarism, and skin SCC [1 pt each]). No grade 4 TRAEs, study discontinu-
ations, or deaths due to a TRAE were observed. 6 pts (confirmed ORR 20.0%) had a PR
with 3 responses ongoing per RECIST (DOR, 1.4þ, 2.0, 2.8, 2.9þ, 3.6, 6.5þmonths),
and 4 pts (13.3%) had SD per RECIST by independent committee read. 9 pts (31.0% of
29 evaluable) had PD-L1þ (�1%) tumors. ORR was 22.2% in pts with PD-L1þ and
20.0% in pts with PD-L1– tumors.

Conclusions: These preliminary data show that M7824 resulted in a manageable safety
profile in pts with advanced EAC. Early signs of clinical efficacy in this heavily pre-
treated population are encouraging, with an ORR of 20%, irrespective of PD-L1 expres-
sion. Updated efficacy data and biomarker analysis will be presented.
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Background: We initiated the Nationwide Cancer Genome Screening Project in Japan
since February 2014. From October 2015, we have introduced the Next Generation
Sequencing to detect cancer genome alterations in advanced pancreatic cancer (aPC),
called as the SCRUM-Japan GI-SCREEN.

Methods: This study is ongoing with 20 major cancer centers. Patients with aPC who
plan to or receive chemotherapy were eligible. DNA and RNA were extracted from for-
malin-fixed paraffin embedded (FFPE) tumor samples and were analyzed by the
Oncomine Cancer Research Panel (OCP) which allows to detect mutations, copy num-
ber variant (CNV) and fusion genes in a CLIA certified CAP accredited lab. The
detected genomic variant data were classified according to genetic drivers of cancer,
including gain- and loss-of-function or single nucleotide variant based on the
Oncomine Knowledgebase.

Results: As of March 31st in 2017, total of 270 aPC patients were enrolled and 209 sam-
ples were analyzed. The sequence was successfully performed in 136 tumors (65.1%).
The origin of samples included the primary site of 65.4%, metastatic site of 34.6%. The
tissue samples were obtained by surgical resection 32.4%, needle biopsy 33.8%, EUS-
FNA 27.9%, and other 5.9%. Rate for success sequence of EUS-FNA was 56.7%. The
frequently detected mutations (� 2%) in 136 samples of which results were available
were KRAS (91.9%), TP53 (62.5%), CDKN2A (14.0%), SMAD4 (10.3%), GNAS
(4.4%), TET2(4.4%), PIK3CA(3.7%), ATM (2.9%), STK11 (2.9%), BRCA2 (2.2%).
Most frequently detected CNVs (� 7copies) was MYC (2.9%), and no gene fusion was
detected. We will show the clinical outcome based on certain key cancer genome
alterations.

Conclusions: This nationwide screening system is efficient to detect rare gene altera-
tions in aPC. This novel knowledge provides an intriguing background to investigate
new targeted approaches in these patients and to progress precision medicine.
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