
actionable genomic alterations identified that resulted in off-label use of directed anti-
cancer therapies, referral to clinical trials or compassionate access programmes. These
include EGFRvIII mutations (n¼ 7) and MET alterations (n¼ 2) in gliomas; ROS1
(n¼ 4), ALK (n¼ 2), MET exon 14-skipping (n¼ 1) and RET (n¼ 1) rearrangements
in NSCLC; ALK rearranged sarcoma (n¼ 1). Across all diseases, 3 pts with NTRK
fusions were identified.

Conclusions: We report the first institutional-based molecular profiling programme in
Hong Kong. Such programmes are feasible in Asia. Pts can potentially benefit from
identification of actionable alterations within a reasonable time frame and be chan-
nelled to appropriate therapies or clinical trials.
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370P Tumour mutation burden analysis in a 5660-cancer-patient cohort
reveals cancer type-specific mechanisms for high mutation burden
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Background: In this study, we examined the TMB landscape of 5,660 pan-cancer cases
in Chinese population, using NGS panel. We established cancer-specific and histology-
specific biological pathways associated with the TMB status. In addition, as a proof on
concept, an unsupervised algorithm was conducted using stepwise logistic regression to
generate TMB-predicting signatures from both lung adenocarcinoma and lung squa-
mous cell carcinoma.

Methods: Patients: 5,660 Chinese cancer patients across 11 cancer types Panel:
Targeted sequencing was performed on tissue samples using a panel consisting of 295
or 520 cancer-related genes, spanning 1.4 and 1.6Mb of human genome, respectively.
An average sequencing depth of 1,000X and 10,000x were achieved for tissue and
plasma samples, respectively. Tumor mutation burden: calculated as the ratio of muta-
tion count to the size of coding region of the panel, excluding CNV, fusions, large
genomic rearrangements and mutations occurring on the kinase domain of EGFR and
ALK.

Results: Across the 11 cancer types included in the analysis, lung squamous cell carci-
noma had the highest average TMB, whereas sarcoma has the lowest TMB. High micro-
satellite instability, DNA damage response deficiency, and homologous recombination
repair deficiency indicated significantly higher TMB.The independent predictive power
for TMB 26 biological pathways was tested in 11 cancer types. Mismatch repair, DNA
damage response, homologous recombination repair, and PI3K-AKT signaling path-
way were most commonly correlated with high-TMB. In contrast, ERBB signaling
pathway, and adhesion-related pathways were most commonly correlated with low-
TMB. Moreover, we developed a 23- and 16-gene signature for TMB prediction for
LUAD and LUSC, respectively, with 12 genes shared by both signatures, indicating a
histology- specific mechanism for driving high- TMB in lung cancer.

Conclusions: The findings extended the knowledge of the underlying biological mech-
anisms for high TMB and might be helpful for developing more precise and accessible
TMB assessment panels and algorithms in more cancer types.
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advanced refractory head and neck cancers
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Background: Head and Neck Squamous Cell Carcinomas (HNSCC) account for 4.5%
of global cancer incidences and mortality respectively. In India however, HNSCC
accounts for 17% of cancer related incidences and 15% of cancer related mortality.
Standard of Care (SoC) systemic treatment approaches for HNSCC are based on
randomized clinical trials which do not sufficiently consider patient specific features of
the tumor. We evaluated the efficacy of personalized treatment in a cohort (n¼ 31) of
advanced refractory HNSCC, where patient-specific treatment regimens were based on
Encyclopedic Tumor Analysis (ETA).

Methods: Freshly biopsied tumor tissue and peripheral blood of patients were used for
integrational multi-analyte investigations as part of ETA, which included gene altera-
tions and gene expression, as well as in vitro chemosensitivity and response profiling
(CRR) of viable tumor cells. Patients received individualized therapy recommendations
based on ETA. All patients underwent whole body PET-CT and brain MRI scans prior
to start of treatment, and follow-up scans every 6-8 weeks. Treatment response was
evaluated as per RECIST 1.1 criteria.

Results: Among the 31 patients who received personalized treatment guided by ETA,
partial response (PR) was observed in 14 patients and Stable Disease (SD) in 16 patients
yielding an Objective Response Rate (ORR) of 45.2% and Clinical Benefit Rate of
(CBR) 96.8%, respectively. Patients were followed up for a median of 146 days (Range
42 – 368). At most recent follow-up 1 patient showed disease progression, whereas
Progression Free Survival was observed in 30 patients. Median Progression-Free
Survival was 146 days. No grade IV adverse events were observed. There were no treat-
ment related deaths. Most common Grade III adverse events included Fatigue,
Anorexia, Thrombocytopenia, Neutropenia and Oral Mucositis. Most patients
reported qualitative improvements in symptomatic and functional status.

Conclusions: ETA guided treatments can offer viable treatment options in advanced
refractory HNSCC yielding meaningful ORR and disease control in majority of
patients.
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Background: The therapeutic targets of pancreatic cancer (PC) are fewer. Cell-free
DNA (cfDNA) has been a research hotspot in molecular tumour profiling. In advanced
PC patients, malignant abdominal dropsy provides a wealth of tumour cells that can be
investigated. The aim of this study is to investigate fusion landscape in advanced PC.

Methods: A multicenter study in China was initiated from Oct. 2016, and PC patients
have been enrolled as of Apr. 2019. To determine the fusion frequency in PC, we ana-
lysed data from 536 clinical PC cases, each of which had results from next-generation
sequencing (NGS)-based 808 genes panel assay, analogous to the index patient.

Results: Of this entire cohort, 24 patients (4.48%) were identified with fusions, includ-
ing ARID1A-PIGV (1), HSD3BP4-HSD3B1 (1), CDKN2A-MTAP (1), PDE10A-BRAF
(1), ETV6-NTRK3 (1), NOTCH1-RABL6 (1), ERRFI1-SLC25A33 (1),BRCA1-
PTGES3L (1),MYCN-LINC00299 (1), CREBBP-CDIP1 (1), LPAR5-CHD4 (1), PMS2-
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