
PFS and OS compared to patients who had either TMB-H or FSþ or neither (TMB-L
and FS-) (median PFS¼ 6.17 months, P pfs¼ 0.004; median OS¼ 19 months, P
os¼ 0.013).

Conclusions: Our study supported that fsindel might serve as a synergistic biomarker
which could predict the efficacy of ICIs therapy for NSCLC patients. It might help us to
precisely identify patients who could derive more benefit from ICIs therapy, especially
in the fsindel present patients with higher TMB.

Legal entity responsible for the study: The authors.

Funding: National Key R&D Program of China (Grant No.2016YFC0905500,
2016YFC0905503).
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320O PBRM1 mutation and preliminary response to immune checkpoint
blockade treatment in NSCLC

J. Liu, H. Zhou, Y. Zhang, Y. Huang, Y. Yang, W. Fang, L. Zhang

Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou,
China

Background: Immune checkpoint blockade (ICB) therapy has been a pivotal treatment
for lung cancer, yet predictive biomarkers are still lacking. PBRM1 mutation is associ-
ated with greater sensitivity to immunotherapy for clear cell renal cell carcinoma. To
our knowledge, the frequency and clinical relevance of PBRM1 mutation in lung cancer
remain unknown. Therefore, we conducted a retrospective study to evaluate the preva-
lence of PBRM1 mutation and its preliminary response to ICB therapy in NSCLC.

Methods: We analyzed the combined NSCLC cohort of 2767 patients, from 3 sources:
(1) The Cancer Genome Atlas (TCGA) (N¼ 1144), (2) Memorial Sloan Kettering
Cancer Center (MSKCC) (N¼ 1567), and (3) Dana Farber Cancer Institute (DFCI)
(N¼ 56). We first estimated the prevalence of PBRM1 mutation in the whole NSCLC
cohort. A subset of ICB-treated patients (N¼ 441) with annotated clinical records were
further analyzed for association between PBRM1 mutation and response to ICB ther-
apy. We also calculated the overall survival (OS) of 454 non-ICB treated patients.
Institutional review board approval and informed consent were waived because all data
were de-identified and publicly available.

Results: Of 2767 patients included in our study, PBRM1 mutation was identified in 75
NSCLC patients (2.70%). Among 39 PBRM1-mutant patients with annotated clinical
records, 25 patients (64.1%) were treated with PD-1/PD-L1 inhibitor monotherapy. In
the cohort of ICB-treated patients (N¼ 441, PBRM1 MT¼25), the OS of the PBRM1-
mutant patients was worse than that of those without mutation (P¼ 0.03, median OS 6
vs. 13 months). In total, 14 patients, all with PBRM1 mutation, were able to be eval-
uated for response to ICB therapy. The median PFS was 2.1 months. The ORR was
28.6%, the DCR was 50%, and the DCB was 14.29%. In the cohort of non-ICB-treated
patients (N¼ 454, PBRM1 MT¼14), there seems to be no difference between the OS of
the PBRM1 mutation subgroup and PBRM1 wild type subgroup (P¼ 0.097).

Conclusions: Our findings suggested that PBRM1-mutant NSCLC patients might get
less survival benefit from ICB therapy, unlike previously reported data in clear cell renal
cell carcinoma. Further prospective research is warranted to confirm the negative pre-
dictive role of PBRM1 in NSCLC ICB therapy.

Legal entity responsible for the study: The authors.

Funding: This work was supported by: National Key R&D Program of China (Grant
No. 2016YFC0905500, 2016YFC0905503), Chinese National Natural Science
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Program of Guangdong (Grant No. 2017B020227001), and Science and Technology
Program of Guangzhou (Grant No. 201607020031, 201704020072).
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Background: The administration of immunotherapeutic antibodies against immune
checkpoint proteins has shown great promises in the treatment of cancer patients.
However, the response rate remains low, suggesting a strong need for predictive bio-
markers. While PD-L1 is a commonly accepted biomarker, it is inadequate. Circulating
microRNAs (miRNAs) have been shown as predictive biomarkers in various types of
cancer therapies. We sought to determine whether miRNAs could predict response to
immune checkpoint inhibitor in advanced-stage cancer patients.

Methods: In a prospective clinical study, miRNAs are isolated from the plasma of
patients of various cancer types prior to immunotherapeutic treatment. Once
reverse-transcribed into cDNA, expression profiling of miRNAs was performed using a

multi-gene, amplification-based detection system that simultaneous analyzes over
150 miRNAs. Data were preprocessed, modeled and trained on 51 patients to derive a
prediction algorithm, which was validated on 20 patients.

Results: Three months after the administration of the therapy, patients were examined
for response and categorized into two groups, disease control (CR/PR) or disease
progression (PD) based on RECIST 1.1. A prediction algorithm was derived based on
the miRNA expression patterning of 51 patients using data-driven approach. When
validated on 20 patients, the overall accuracy of the response prediction is 80%, with a
PPV of 73% and a NPV of 89%.

Conclusions: Utilizing data-driven modeling, circulating miRNA classifier shows sig-
nificant predictive power. Validation is currently being performed in patients under-
going treatment. We believe this would be one of the first evidence demonstrating
circulating miRNAs as potential predictive biomarkers for immunotherapy response in
advanced-stage cancer patients.

Legal entity responsible for the study: Linkou Chang Gung Memorial Hospital.

Funding: Quark Biosciences, Inc.

Disclosure: C-H. Hsieh: Advisory / Consultancy: Quark Biosciences. S-T. Kang: Full / Part-time
employment: Quark Biosciences. W-M. Chen: Full / Part-time employment: Quark Biosciences. Y-S.
Hsieh: Full / Part-time employment: Quark Biosciences. E.P. Yang: Full / Part-time employment:
Quark Biosciences. All other authors have declared no conflicts of interest.
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Background: In the phase 3 PACIFIC study of patients with unresectable, Stage III
NSCLC without progression after chemoradiotherapy (CRT), durvalumab demon-
strated significant improvements versus placebo in the primary endpoints of progres-
sion-free survival (HR, 0.52; 95% CI, 0.42–0.65; P< 0.0001) and overall survival (OS;
HR, 0.68; 95% CI, 0.53–0.87; P¼ 0.00251). Safety was similar and durvalumab had no
detrimental effect on patient-reported outcomes. Here, we report 3-year OS rates for all
patients randomized in the PACIFIC study.

Methods: Patients with WHO PS 0/1 (any tumor PD-L1 status) who received�2 cycles
of platinum-based CRT were randomized (2:1), 1–42 days following CRT, to receive
durvalumab 10 mg/kg intravenously every 2 weeks or placebo, up to 12 months, and
stratified by age, sex, and smoking history. OS was analyzed using a stratified log-rank
test in the ITT population. Medians and OS rates at 12, 24 and 36 months were esti-
mated by Kaplan-Meier method.

Results: In total, 713 patients were randomized of whom 709 received treatment (dur-
valumab, n¼ 473; placebo, n¼ 236). The last patient had completed the protocol-
defined 12 months of study treatment in May 2017. As of January 31, 2019 (data cut-
off), 48.2% of patients had died (44.1% and 56.5% in the durvalumab and placebo
groups, respectively). The median duration of follow-up was 33.3 months (range, 0.2–
51.3). Updated OS remained consistent with that previously reported (stratified HR
0.69, 95% CI, 0.55–0.86), with the median not reached (NR; 95% CI, 38.4 months–NR)
with durvalumab versus 29.1 months (95% CI, 22.1–35.1) with placebo. The 12-, 24-
and 36-month OS rates with durvalumab and placebo were 83.1% versus 74.6%, 66.3%
versus 55.3%, and 57.0% versus 43.5%, respectively. After discontinuation, 43.3% and
57.8% in the durvalumab and placebo groups, respectively, received subsequent anti-
cancer therapy (9.7% and 26.6% subsequently received immunotherapy). OS subgroup
results will be presented.

Conclusions: Updated OS data from PACIFIC, including 3-year survival rates, under-
score the long-term clinical benefit with durvalumab following CRT and further estab-
lish the PACIFIC regimen as the standard of care in this population.

Clinical trial identification: NCT02125461.
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