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weeks, respectively. Results: Forty-four lung cancer patients were given IMMU-132 doses 
at 8 mg/kg (N = 23) or 10 mg/kg (N = 21); 38 patients (18 NSCLC and 20 SCLC) 
are assessable for efficacy. Patients were heavily pretreated (median of 3 prior lines). 
Objective tumor responses (all partial responses by RECIST1.1) and median progression-
free survival (PFS) are reported below per tumor. These studies are being expanded. 
 

Tumor type Prior lines of therapy: 
median (range)

Objective Response 
Rate (PR)

Median PFS (maturity) 
in months

NSCLC (N=18) 3 (1-8) 33% 5.4 (56%)

SCLC (N=20) 2.5 (1-7) 25% 2.4 (70%)

 
IMMU-132 was well tolerated with limited grade 3/4 toxicities above the 3% threshold 
per patient. Neutropenia was the only Grade 3/4 toxicity (G3, 14%; G4, 7%) together 
with hyponatremia (G3, 2%; G4, 2%). Other drug-related G3 toxicities included diarrhea 
(7%), anemia (5%), leukopenia (5%), hyperglycemia (5%) and atrial fibrillation (5%); 
no patient developed antibodies to the conjugate.  Conclusion:  Repeated cycles of 
IMMU-132 monotherapy are well tolerated. Objective response rate and progression-
free survival data in previously-treated metastatic lung cancer (5.4 months in NSCLC) 
are encouraging and warrant further evaluation of IMMU-132 in these lung cancers.  
Keywords: non small cell lung cancer, small cell lung cancer, antibody drug conjugate, 
IMMU-132
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Background:  Vintafolide (folic acid-vinca alkaloid conjugate) binds to the folate 
receptor (FR), which is overexpressed in approximately 80% of patients with NSCLC, 
including patients with squamous cell and adenocarcinoma. Using the molecular imaging 
agent 99mTc-etarfolatide for SPECT imaging, the FR status of malignant lesions can 
be determined. Vintafolide has demonstrated single agent activity in patients with 
advanced NSCLC whose tumors all expressed FR [FR(100%)] compared to patients 
not FR(100%) (Edelman et al, 2012).  Methods:  This study randomized patients with 
advanced NSCLC whose tumors were FR(100%) to vintafolide, vintafolide + docetaxel, or 
docetaxel. Key eligibility criteria: age ≥ 18 years; 1 prior systemic therapy for advanced 
disease; ECOG PS 0-1. Patients underwent  99mTc-etarfolatide SPECT screening for 
FR assessment. Vintafolide (2.5 mg) was administered on days 1, 4, 8, 11 every 21 
days and docetaxel (75 mg/m2) on day 1 every 21 days. The primary endpoint was 
progression-free survival (PFS). Pre-specified PFS comparisons were performed for 
vintafolide vs docetaxel and vintafolide+docetaxel vs docetaxel in all patients as well 
as those with adenocarcinoma. Significance testing for each PFS analysis was one-
sided without adjustment for multiplicity (alpha=0.10). Overall survival (OS) was a 
secondary endpoint. Results:Over 14 months, 199 FR(100%) patients were randomized 
and treated (vintafolide: 63; vintafolide+docetaxel: 68; docetaxel: 68). Patient and 
disease characteristics were well-balanced between arms. The vintafolide+docetaxel 
arm met the primary endpoint of superior PFS over the docetaxel arm in all patients 
regardless of histology (17.0% censored; unstratified Cox model hazard ratio [HR] 
=0.75; unstratified one-sided p-value=0.0696) as well as in the prespecified 133 patient 
adenocarcinoma subgroup (18.8% censored; HR=0.73; p-value=0.0899). Trends 
in OS favored the vintafolide+docetaxel arm over the docetaxel arm in all patients 
(37.7% censored; HR=0.88; p-value=0.2874) and showed the greatest benefit in the 
adenocarcinoma subgroup (42.8% censored; HR=0.70; p-value=0.1018). The single-
agent vintafolide arm was not superior to docetaxel. Vintafolide+docetaxel treatment 
was associated with more neutropenia (all grades: 77% versus 62%), febrile neutropenia 
(13% versus 6%), and peripheral neuropathy (34% versus 21%) compared to docetaxel 
alone. Conclusion: The addition of vintafolide to docetaxel resulted in a statistically 
significant improvement in PFS in FR(100%) NSCLC patients regardless of histology (PFS 
HR= 0.75) and in the adenocarcinoma subset (PFS HR= 0.73). Additionally, there was a 
trend towards improvement in OS in all patients regardless of histology (OS HR= 0.88) 
and in the adenocarcinoma subset (OS HR= 0.70). Vintafolide +docetaxel was generally 
well tolerated, although rates of neutropenia, neutropenic fever, and neuropathy were 
higher than with docetaxel alone. Final survival results will be presented at the conference.  
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Background:  Nedaplatin (N) is a second-generation platinum compound with lower 
nausea/vomiting and nephrotoxicity than cisplatin (C). Nedaplatin plus docetaxel (ND) 
showed a promising efficacy with acceptable toxicity for advanced squamous cell lung 
cancer (SqLC) in the previous phase II study. Methods: Eligible patients (pts) were those 
with pathologically proven SqLC with stage IIIB/IV or postoperative recurrence, aged 20-
74 years and ECOG PS 0-1. Pts were randomized 1:1 to ND (N 100 mg/m2 and docetaxel 
(D) 60mg/m2 iv, q3w, up to 6 cycles) or C plus D (CD) (C 80 mg/m2 and D 60mg/m2 iv, 
q3w, up to 6 cycles) according to stage, gender and institution. The primary endpoint 
was overall survival (OS), and secondary endpoints included progression-free survival 
(PFS), response rate (RR) and adverse events (AEs). Target sample size of 350 provided 
90% statistical power to detect a hazard ratio of 0.71 with one-sided type I error of 
0.05. Results: Between July 2009 and July 2012, 355 pts were randomized. Of 349 
for efficacy analysis (ND 177; CD 172), baseline characteristics were well-balanced 
between two arms. ND had a significantly longer OS (p=0.037, one-sided stratified log-
rank test). The OS HR was 0.81 (90%CI, 0.67-0.98) with a median OS of 13.6 months 
[m] for ND and 11.4 for CD. ND had a longer PFS (p=0.050) with a HR of 0.83 (0.69-
1.00) and a median PFS of 4.9 m in ND and 4.5 in CD. RR was 54.5% in ND vs 52.9% 
in CD (p=0.829). Grade 3 or higher AEs of nausea (4.0% vs 14.3%), fatigue (3.4% vs 
10.9%), hyponatremia (13.6% vs 30.3%) and hypokalemia (2.3% vs 8.6%) are more 
frequent in CD. Grade 3 or higher AEs of neutrophils (82.5% vs 70.3%) and platelets 
(9.0% vs 0.0%) are more frequent in ND, but there was no difference in grade 3 or higher 
febrile neutropenia (13.6% vs 15.4%). Treatment related deaths occurred in 4 and 3 
pts in ND and CD, respectively. Conclusion: ND showed a significantly longer OS as 
compared to CD with different toxicity profile. ND will be considered as a new standard 
treatment for advanced or relapsed SqLC. Clinical trial information: UMIN000002015.  
Keywords:  Advanced Non-Small Cell Lung Cancer, Squamous cell lung cancer, 
Nedaplatin, docetaxel
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Background: Sacituzumab govitecan (IMMU-132) is a new Antibody Drug Conjugate 
(ADC) comprising SN-38, the active metabolite of the topoisomerase I inhibitor, 
camptothecin (irinotecan), conjugated to an anti-Trop-2 humanized antibody at a high 
drug-antibody ratio (7.6). In vitro and in vivo preclinical data suggest that IMMU-132 
delivers up to 136-fold more SN-38 than its parental drug, irinotecan, in a human cancer 
xenograft. Trop-2 is widely expressed in most epithelial cancers, including non-small 
and small-cell lung cancers (NSCLC and SCLC).The safety and efficacy of this new ADC 
is being examined in advanced metastatic lung cancers. Methods: A Phase II clinical 
trial (ClinicalTrials.gov, NCT01631552) is ongoing in subsets of previously-treated 
patients with metastatic lung cancer, administering IMMU-132 on days 1 and 8 of 21-day 
treatment cycles. A phase 1 run-in phase selected 8 and 10 mg/kg weekly dosage as 
safe for tumor cohort phase 2 expansion. Treatment is continued based on tolerance 
or until progression, with safety and response assessments made every week and 8-12 
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Background: Treatment options for patients with advanced SQ NSCLC who fail 
platinum-based doublet chemotherapy (PT-DC) are limited. NIVO, a fully human IgG4 
programmed death-1 (PD-1) immune checkpoint inhibitor, demonstrates activity 
across NSCLC histologies and is approved in the US for treatment of metastatic SQ 
NSCLC with progression on or after platinum-based chemotherapy. We report results 
from a randomized, open-label, global phase 3 study (CheckMate 017; NCT01642004) 
comparing NIVO vs docetaxel in patients with previously treated SQ NSCLC and disease 
progression during/after one prior PT-DC regimen. Methods: Patients (N=272) were 
randomized 1:1 to receive either NIVO 3 mg/kg every 2 weeks (Q2W; n=135) or 
docetaxel 75 mg/m2  Q3W (n=137) until disease progression or discontinuation due 
to toxicity or other reasons. For NIVO patients, treatment after initial progression was 
permitted at the investigator’s discretion, per protocol criteria. The primary objective 
was overall survival (OS). Secondary objectives included investigator-assessed objective 
response rate (ORR; per RECIST v1.1), progression-free survival (PFS), efficacy by PD-L1 
expression (PD-L1 testing not required for enrollment), patient-reported outcomes (PRO), 
and safety. PRO analyses are presented in a separate abstract. Results:  Treatment 
with NIVO led to 41% reduction in risk of death (hazard ratio [HR]=0.59; 95% CI: 0.44, 
0.79; P=0.00025) and improved ORR (20% vs 9%; P=0.0083) and PFS (HR=0.62; 95% 
CI: 0.47, 0.81;  P=0.0004) vs docetaxel (Table). Twenty-eight patients were treated 
with NIVO beyond initial progression, nine of whom demonstrated a non-conventional 
pattern of benefit (ie, reduction in target lesions with simultaneous appearance of new 
lesions, initial progression followed by tumor reduction, or no further progression for 
≥ 2 tumor assessments). Across pre-specified cut-points (1%, 5%, and 10%), PD-L1 
expression was neither prognostic nor predictive of benefit. OS HRs favored NIVO across 
most predefined patient subgroups. Grade 3–4 drug-related adverse events (AEs) were 
reported in 7% (9/131) of NIVO and 55% (71/129) of docetaxel patients. Grade 3–4 
drug-related select AEs are shown below (Table). No deaths were related to NIVO vs 3 
docetaxel-related deaths.

Poland, 2Military Institute of Health Institute, Warsaw/Poland, 3Mazovian Centre of Pulmonary 
Diseases and Tuberculosis, Otwock/Poland, 4Department of Oncology, Poznan University 
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Background:  L‑DOS47, a cancer therapeutic designed to exploit the acidic tumour 
extracellular environment, is a protein conjugate consisting of a urease conjugated to a 
camelid monoclonal antibody (AFAIKL2) that is targeted to the CEACAM6 antigenic tumour 
marker. The AFAIKL2 antibody serves as a targeting agent to deliver the enzyme to the 
tumor sites while the urease enzyme converts urea, an abundant natural metabolite, into 
ammonia and generates a local pH increase. The combined effect of ammonia toxicity 
and pH increase is cytotoxic to cancer cells in culture and in xenograft models. This 
first in human study of L‑DOS47 was designed to define the maximum tolerated dose of 
multiple doses of L-DOS47 administered intravenously to patients with non-squamous 
NSCLC when given as a monotherapy. Methods: Stage IIIb or IV histologically confirmed 
non-squamous NSCLC patients (aged ≥ 18 yrs, ECOG PS ≤2) receive multiple cycles of 
L-DOS47 during the study treatment period. L-DOS47 is administered once weekly over 
14 days followed by 7 days rest in each treatment cycle. Patients are recruited into 
cohorts and received the same dose of L-DOS47 on Days 1 and 8 of each treatment 
cycle. Dose levels of L-DOS47 are escalated in further cohorts following a review of safety 
data by the Trial Steering Committee. Results: Thirty-three (33) pts (median age 61, 58% 
male) were enrolled in the first ten cohorts (dose levels: 0.12, 0.21, 0.33, 0.46, 0.59, 
0.78, 1.04, 1.38, 1.84, 2.45 µg/kg) in four Polish centers. L-DOS47 was well tolerated at 
the dose levels reviewed. No DLTs were reported. Adverse events reported to date were 
expected for the population under study. None of the patients treated to date have had 
a partial or complete response as defined by RECIST v1.1. Sixteen (16) patients had an 
overall response of stable disease after completing two cycles of L-DOS47. One patient 
in cohort 9 was dosed for 9 cycles without disease progression. Conclusion: L-DOS47 
monotherapy is well tolerated at dose levels up to 2.45 µg/kg. 
ClinicalTrials.gov identifier: NCT02340208
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Background: Platinum-based doublet chemotherapy is the standard chemotherapeutic 
regimen for treatment-naïve advanced non-small cell lung cancer (NSCLC). S-1, an oral 
fluoropyrimidine, combined with carboplatin or cisplatin (CDDP) has demonstrated the 
non-inferiority to the standard platinum doublet chemotherapy in Japanese NSCLC 
patients. However, its effectiveness in Chinese NSCLC patients is uncertain. The purpose 
of this study is to compare the efficacy and safety of these chemotherapeutic regimens 
in Chinese NSCLC patients. Methods: We did this randomized controlled study in 21 
sites in China. Eligible patients were those aged 18-70 years who was histologically 
or cytologically confirmed with locally advanced or metastatic NSCLC with no prior 
radiotherapy, molecular targeted therapy or chemotherapy. Patients were randomized 
to receive either S-1 orally 80 mg/m2/day (40 mg/m22 b.i.d., 80–120 mg/day) with 
60 mg/m2 CDDP on day 8 every 5 weeks (SP) or docetaxel and CDDP (both 75 mg/
m2) on day 1 every 3 weeks (DP) for up to 6 cycles. Randomisation was stratified by 
centre, pathological classification, disease stage and gender. The primary endpoint 
was progression free survival (PFS), analyzed in the full analysis set. The study is 
registered at ClinicalTrials.jp, number Japic CTI-111479.  Results:  Between March 
2011 and November 2012, 246 patients from 21 institutions in China were randomly 
assigned and received SP or DP treatment (124 vs 122) with 18-month follow-up period 
from the last patient randomized. In the SP and DP group, median PFS was 5.9 and 
5.7 months (HR=0.68; 95% CI, 0.48-0.96) respectively, median overall survival was 
19.1 and 14.8 months, respectively (HR=0.84; 95% CI, 0.61-1.14). The most common 
grade 3 or worse adverse events in both treatment groups were neutropenia 3.3% vs 
55.1%, leukopenia 1.7% vs 39.0%, and febrile neutropenia 0.8% vs 5.9%, of 121 patients 
in the SP group and of 118 patients in the DP group, respectively. Conclusion: The 
efficacy of SP was non-inferior to DP with a better safety profile. SP would be a new 
standard first-line chemotherapy regimen for Chinese patients with advanced NSCLC.  
Keywords: S-1, phase 3 trial, Therapy, NSCLC
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