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Background: The addition of bevacizumab (B) to platinum doublets prolongs the sur-
vival for non-squamous (NSQ) NSCLC. The role of monotherapy with B is unclear for
elderly NSQ NSCLC patients (pts). We presented the comparable efficacy data in a pre-
vious meeting. Here, we present the survival and quality of life analyses of TORG1323.

Methods: Pts were pathologically diagnosed untreated elderly (�75 years old) NSQ
NSCLC, who were stage IIIB, IV, or recurrent disease, and PS 0-1. EGFR mutation or
ALKrearranged pts were allowed after receiving each tyrosine kinase inhibitor. Pts were
randomized 1:1 to receiving either docetaxel (D) or pemetrexed (P) with B. The pri-
mary endpoint was progression-free survival (PFS) assessed by independent review
committee. B was administered 15 mg/kg, D was 50 mg/m2, or P was 500 mg/m2 every 3
weeks until disease progression or unacceptable toxicity based on our previous studies.
Selection design was adopted for this study. The planned sample size was 120 pts to
yield 80% power to select an optimal regimen correctly and PB is chosen for the further
evaluation if the point estimate of hazard ratio (HR) for PFS was�1.20.

Results: Enrollment was terminated early at the end of March 2017 because of slow
accrual. A total of 103 pts (DB/PB¼ 51/52 pts) were enrolled and 99 pts (49/50 pts)
comprise the full analysis set. Patient characteristics were well balanced between the
two arms. Median age was 78 (range: 75-88) in DB and 79 (75-94) in PB. EGFR muta-
tionþ/ALK translocationþ/wild type/unknown¼ 13/0/34/2 in DB and 13/2/33/2 in
PB. A total of 77 events occurred at data cut-off, which corresponded to 77.7% power.
The median PFS of DB and PB were 6.1 months (mo) and 4.6 mo (HR 1.03, 95%C.I.
0.66-1.61: p¼ 0.901). The median OS of DB and PB were 18.7 mo and 26.6 mo (HR
0.69, 95% C.I. 0.36-1.30; p¼ 0.2465). The mean change from baseline of Functional
Assessment of Cancer Therapy - Lung (FACT-L) total was -8.4 in DB and -2.7 in PB
(p¼ 0.0096).

Conclusions: PB results in less deterioration of QoL. The efficacy is comparable
between the two arms for elderly (�75 years old) advanced NSQ NSCLC.
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Background: The SENECA trial, a phase IIb, open label, multicentre study, aimed to
investigate in the real life efficacy and safety of nintedanib plus docetaxel, used weekly
(T1) or q3wks (T2), in pretreated nsNSCLC patients, stratified for relapse-timing (within
or over 3 months from end of first-line therapy). Preliminary efficacy data have been pre-
viously presented: no difference in median Progression Free-Survival and a similar trend
in Overall Survival between T1 and T2 were showed. Weekly docetaxel has better tolerabil-
ity than q3wks administration: aim of this study is to evaluate two different docetaxel
schedules combined with nintedanib, in order to potentially maximize their use.

Methods: Baseline characteristics have been already presented. Incidence and severity
of treatment-related Adverse Events (AEs) were evaluated from beginning of treatment
until 28 days after its completion, according to Common Terminology Criteria for
Adverse Events (CTCAE) version 3, in 167 patients (receiving at least one dose of study
drugs) enrolled in 18 Italian oncologic centres, between January 2016 and March 2018.

Results: Incidence of any grades AEs was numerically higher in T2 compared to T1 (484 vs
450 events, respectively); a complete overview of AEs (� 5% incidence in either group) is
reassumed in Table1. Docetaxel was reduced in 14.4% patients, more frequently in T2 vs T1
(18.8% vs 9.7%). Nintedanib reduction was needed in 19.8% of patients, 23.2% in T1 and
15.3% in T2, mainly for diarrhea. Thirty-one (18.6%) patients permanently discontinued
study drugs (11 in T1 vs 20 in T2) due to hypersensitivity reactions and pain.

Table: 1404P Main AEs observed in the SENECA trial according to
docetaxel schedule and CTCAE grade

N¼ 167

AEs T1

(N¼ 82)

T2

(N¼ 85)

p-

value

T1

(N¼ 82)

T2

(N¼ 85)

p-

value

Any Grades Grade � 3

Fatigue 44(53.6%) 56(65.9%) 0.10 5(6.1%) 10(11.7%) 0.20

Diarrhea 41(50%) 40(47%) 0.70 4(4.8%) 4(4.7%) 0.95

ALT elevation 24(29.3%) 17(20%) 0.16 4(4.8%) 5(5.9%) 0.77

Afebrile Neutropenia 11(13.4%) 45(52.9%)<0.0001 3(3.6%) 17(20%) <0.0001

Pain 19(23.2%) 21(24.7%) 0.81 3(3.6%) 2(2.3%) 0.62

Anemia 18(21.9%) 16(18.8%) 0.61 1(1.2%) 1(1.2%) 0.30

Nausea 17(20.7%) 14(16.5%) 0.47 3(3.6%) 3(3.5%) 0.96

Dyspnea 16(19.5%) 18(21.2%) 0.78 2(2.4%) 2(2.3%) 0.97

Fever 15(18.3%) 9(10.6%) 0.15 2(2.4%) 0(0%) 0.14

Cough 13(15.8%) 14(16.5%) 0.91 0(0%) 0(0%) NE

Decreased Platelets 11(13.4%) 2(2.3%) 0.007 0(0%) 0(0%) NE

Skin Toxicity 11(13.4%) 9(10.6%) 0.57 0(0%) 1(1.2%) 0.32

Oral Mucositis 10(12.2%) 19(22.3%) 0.08 3(3.6%) 1(1.2%) 0.29

GGT elevation 9(11%) 10(11.8%) 0.87 3(3.6%) 5(5.9%) 0.50

Vomiting 7(8.5%) 15(17.6%) 0.08 0(0%) 1(1.2%) 0.32

Decreased leukocytes 5(6.1%) 10(11.8%) 0.20 0(0%) 2(2.3%) 0.16

AST elevation 6(7.3%) 6(7%) 0.94 2(2.4%) 1(1.2%) 0.53

Dysgeusia 6(7.3%) 5(5.9%) 0.70 0(0%) 0(0%) NE

Parestesie 4(4.9%) 1(1.2%) 0.38 7(8.5%) 0(0%) 0.97

ALT: alanine aminotrasferase; NE: not evaluable; AST: aspartate amino-

transferase; GGT: gamma-glutamyltransferase.
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Conclusions: Preliminary safety data of SENECA trial show statistically significant dif-
ferences only in a few of the items explored (particularly afebrile neutropenia), but
underline a clear trend of higher tolerability for weekly docetaxel combination treat-
ment in second line nsNSCLC patients.
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Pharmacogénétique et Oncologie Moléculaire, Paris Descartes University, Paris, France

Background: Lung cancer is one of the most common non-AIDS-defined malignan-
cies. Its prognosis has been considered to be poorer in HIV-positive patients (pts) than
is the general population. Circulating tumor DNA (ctDNA) has been shown to be a
prognostic marker in HIV-undetermined pts. Our goal was to assess its prognosis value
in HIV-positive pts.

Methods: 61 HIV-positive pts with advanced non-squamous NSCLC were included in
IFCT phase II trial evaluating carboplatin AUC5 pemetrexed 500 mg/m2 every 3 weeks,
as first-line of treatment. Baseline blood samples were collected in all pts; ctDNA was
assessed by ultra-deep targeted NGS using a dedicated variant caller algorithm.

Results: 55 (90%) samples were available. They were from 42 males (76.4%), 53 6 7
years (mean 6 SD), smokers (92.7%), stage III (9%) or IV (91%) and performance sta-
tus (PS) 0-1 (83.6%). 18 pts were AIDS (32.7%) and 49 received HAART (89%). Mean
(6SD) CD4 counts were 223/mL6222 and viral load of 39.5 [0-95499]. Disease control
rate at 4 cycles was 32.7% (n¼ 18). PFS was 3.5 months (IC95% 2.6-4.7). OS was 8.8
months (IC95% 5.9-13.7). ctDNA was detected in 35 pts (64%) with 22 and 13 pts hav-
ing high [2-49%] or low ctDNA [0.7-2%] loads, respectively. Among positive samples,
77% had a TP53 mutation and 43% had more than one alteration. Alterations in onco-
gene drivers were identified in KRAS, NRAS, EGFR, BRAF and MET and were mutually
exclusive. ctDNA positivity was not related to clinical parameters. In multivariate anal-
ysis, AIDS status (HR 2.17 (1.09-4.32), p¼ 0.03) and positive ctDNA (HR 4.31 (2.06-
8.99),<0.0001) were significantly associated to PFS and, PS 2 vs. 0-1 (HR 4.10 (1.62-
10.36), p¼.003) and positive ctDNA (HR 3.52 (1.72-7.19), p¼ 0.0006) to OS. Similar
results were found when groups were analyzed according to ctDNA quantification, low
versus high versus null.

Conclusions: ctDNA detection and quantification using ultra-deep targeted NGS is an
independent prognostic factor of OS and PFS in advanced NSCLC from HIV-infected
pts.
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Background: The goal of the CLOVER study is to perform a pairwise comparison of 4
tests based on the same patient population: 3 validated PD-L1 IHC assays [Ventana
SP142 (atezolizumab), Ventana SP263 (durvalumab), Dako 22C3 (pembrolizumab)
and one PCR test.

Methods: 473 NSCLC samples (including 81 EGFRþ, 36 ALKþ, 131 squamous cell car-
cinoma) were stained with PD-L1 IHC assays. Four pathologists independently eval-
uated the percentages of tumor (TC) and tumor infiltrating immune cells (IC) staining
positive at any intensity. PD-L1 transcripts were quantified by Taqman RT-PCR assay
using SDHA as a gene-referee; dCT¼ 2 was chosen as a threshold between positive and
negative RNA expression. The concordance analysis was performed to assess (1) corre-
lation of IC and TC between different assays, (2) the predictive properties of one test of
another. One test-specific cutoff rule for each assay was pre-specified as: for first-line
TC or IC� 5% for SP142, TC� 25% for SP263, TC� 50% for 22C3, and for second-
line TC� 50% or IC� 10% for SP142, TC� 25% for SP263, TC� 1% for 22C3.

Results: Pearson Correlation Coefficients (PCC) for TC were: 0.71, 0.87 and 0.75
between SP142/22C3, SP263/22C3 and SP142/SP263, respectively. PCC for IC were:
0.45, 0.61 and 0.68 for the same pairs. Low correlation was observed between PCR test
and any of the IHC assays for TC and IC. Table represents how well one assay can pre-
dictthe same outcome (positivity or negativity) of another assay using recommended
individual cutoffs for each test. Among patients who were negative by PCR, 92%-99%
of the patients were negative by any of the three IHC assays using corresponding recom-
mended cutoff. Among patients who were positive by PCR, 9-45% of them were posi-
tive by

Test A

SP142

SP263 91% 98% - - 99% 76%

22C3 88% 99% 91% 99% - -

Probability of Positive Test B, given Positive Test A

SP142 - - 65% 76% 48% 94%

SP263 68% 28% - - 57% 98%

22C3 82% 17% 93% 49% - -

Conclusions: PCR should not be recommended as a substitute for a PD-L1 IHC assay
due to high probability of false positive prediction and low PCC. 22C3 could be consid-
ered as a substitute for SP263 in first-line.
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