
months). 70% (n¼ 28) had irAE of any grade. Development of rash (n¼ 11; 28%) and
pruritis (n¼ 10; 25%) were the most frequent irAE experienced. Grade 3 pruritus,
pneumonitis, hepatitis, rash, arthralgia, and fatigue were seen. 2 patients developed
grade 3 biopsy proven immune related colitis. Treatment requiring endocrinopathies
occurred; hypothyroid (13%; n¼ 5), hyperthyroid (5%; n¼ 2) and hypoadrenal (5%;
n¼ 2). Therapy was ceased due to grade 4 rash (n¼ 1), grade 3 hepatitis (n¼ 1), pro-
gressive neurological symptoms (n¼ 1) and psychiatric symptoms requiring hospital
admission with no prior history of psychiatric illness (n¼ 1). The psychiatric and
neurological symptoms resolved with treatment cessation and both patients have on-
going disease control on observation. A death occurred from suspected immune related
hepatitis. Importantly, 5 of 6 patients who had PR developed grade 3 and above irAE.
Of 13 patients who received treatment for greater than 3 months with SD, 11 developed
irAE (85%). Of 10 patients on treatment for greater than 6 months with disease control
(PR or SD); 7 developed grade 3 irAE or treatment requiring endocrinopathies. Of 10
non responders (PD within 3 months) 40% (n¼ 4) developed irAE; all grade 1.
Clinically there appears to be a trend between response and development of irAE.

Conclusions: The irAE are in line with published data however are of higher incidence
and severity in this case series. There may be a trend of response and development of irAE.

Legal entity responsible for the study: Calvary Mater Newcastle

Funding: Study conducted by Calvary Mater Newcastle. Nivolumab received on com-
passionate access programme from Bristol-Myers Squibb (BMS) however BMS have
not been involved in data collection or interpretation.

Disclosure: All authors have declared no conflicts of interest.
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A randomized study to evaluate safety of DCVAC/LUCA added to chemotherapy
with carboplatin and pemetrexed vs. chemotherapy alone in patients with
stage IV non-small cell lung cancer

H. Zhong, R. Zhong, B. Yan

Department of Pulmonary Medicine, Shanghai Chest Hospital, Shanghai, China

Background: DCVAC/LuCa is an active autologous cellular immunotherapy consisting
of autologous dendritic cells (DCs) loaded with NSCLC antigens (whole tumor cell
antigens of tumor cell lines, like Her2/neu, MAGE-A3 and Survivin, et al.). DCVAC has
the ability to induce an immune response, including cytotoxic CD8þ T cells, against
tumor-associated antigens expressed by patients’ cancer cells. However, advanced-
stage NSCLC with a heavy tumor burden establishes a harsh landscape for immuno-
therapy due to immune tolerance towards tumor antigens. Combination of DC treat-
ment and chemotherapy is anticipated to achieve stronger immune responses than
either of the treatments alone. AEs were collected in this study to evaluate the safety of
DCVAC/LuCa added to chemotherapy with pemetrexed and carboplatin vs. chemo-
therapy alone in patients with stage IV non-small cell lung cancer.

Methods: This is a randomized, open-label study. A total of 20 newly diagnosed stage
IV, non-squamous, wild-type EGFR, ALK-negative or unknown NSCLC patients
treated between January 2016- December 2016 in Shanghai Chest Hospital were en-
rolled.10 patients were randomized to group A: DCVAC/LuCaþ chemotherapy (4-6
cycles of pemetrexed/carboplatin followed by pemetrexed as maintenance therapy); 10
patients were randomized to group B: 4-6 cycles of pemetrexed/carboplatin followed
by pemetrexed as maintenance therapy.Patients in the group A started with DCVAC/
LuCa (5� 106 DCs/aliquots) treatment on Day 15 (þ/- 3 days) of chemotherapy Cycle
3.The initial 5 doses of DCVAC/LCa were administered at a 3-week interval. The
DCVAC/LuCa was then injected every 6 weeks up to the maximum number of 15 doses
(75� 106 DCs/15 aliquots). AEs were collected and analyzed.

Results: The common adverse events in both group were chemotherapy related leuko-
penia, hemoglobin decrease etc. All AEs were grade 1 or 2 according to CTCAE V4.03,
and there were no grade 4 toxicities or treatment-related deaths. One patient in group
A got non-infectious fever and returned to normal without treatment.

Conclusions: In patients with stage IV NSCLC, DCVAC/LuCa therapy was well toler-
ated with the favorable safety profile.

Legal entity responsible for the study: Shanghai Chest Hospital

Funding: Sotio Medical Research (Beijing) Co., Ltd

Disclosure: All authors have declared no conflicts of interest.
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Symptomatic pneumonitis in the irradiated lung after nivolumab: Three case
studies

O. Roengvoraphoj, C. Eze, M. Li, F. Manapov

Department of Radiation Oncology, Ludwig Maximilians University - Grosshadern,
Munich, Germany

Background: Nivolumab is a feasible therapy option in patients with advanced NSCLC
who progress after first-line conventional treatment. There is limited information

about an overlapping toxicity of nivolumab when applied after primary multimodality
treatment. Here, we describe symptomatic pneumonitis in the irradiated lung in pa-
tients undergoing second- or third-line nivolumab therapy.

Methods: Case 1: A 66-year-old female patient who presented with squamous NSCLC stage
ypT2a pN2 cM0 underwent adjuvant thoracic irradiation. Nivolumab was started 6
months’ post-radiotherapy when recurrent disease was detected on restaging CT. Twelve
days after the first nivolumab treatment, the patient developed grade 2 dyspnea and cough.

Case 2: A 76-year-old male patient with non-squamous NSCLC stage cT1a cN2 cM1b
(single metastatic brain tumor) recieved intracranial stereotactic radiosurgery followed
by thoracic RT to a total dose of 66Gy. Second-line nivolumab was started 6 months
later and after the fourth cycle (70 days after the first nivolumab treatment), the patient
developed grade 2 dyspnea and cough.

Case 3: A 56-year-old female patient with metastatic NSCLC was treated with
Cisplatin/Pemetrexed followed by irradiation to the brain and thorax. Due to systemic
progression, second-line chemotherapy with docetaxel/nintedanib. Six months later,
the patient was started on nivolumab. After 6 cycles (77 days after the first cycle of nivo-
lumab), the patient developed grade 2 coughing and dyspnea.

Results: In all patients comprehensive radiological and functional diagnostic as well as
bronchoscopy were performed after onset of respiratory symptoms. Imaging analysis
was strongly consistent with parenchyma changes in the irradiated lung volume receiv-
ing 15 to 20Gy. Nivolumab treatment was interrupted and patients were treated with
systemic corticoids for one to two months with rash alleviation of symptoms.

Conclusions: Three cases of symptomatic pneumonitis in patients with advanced
NSCLC treated with nivolumab were described. Interruption of immunotherapy and
systemic corticosteroid therapy for several weeks was necessary. Future prospective in-
vestigation of the described phenomenon is urgently indicated.

Legal entity responsible for the study: Deparment of Radiation Oncology LMU Munich

Funding: N/A

Disclosure: All authors have declared no conflicts of interest.
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118P Early onset of endocrine alterations during PD-1 blockade in advanced
NSCLC patients

C.E. Onesti1, A. Botticelli2, M. Occhipinti1, F.R. Di Pietro1, I. Zizzari3, C. Napoletano3,
M. Nuti3, S. Lauro1, F. Mazzuca1, P. Marchetti1

1Medical Oncology, "Sapienza" Universit�a di Roma, Rome, Italy, 2Clinical and Molecular
Medicine, Sapienza – Universit�a di Roma, Rome, Italy, 3Experimental Medicine,
Sapienza – Universit�a di Roma, Rome, Italy

Background: Immune checkpoint inhibitors have been widely studied in recent years
for solid tumors treatment, including lung cancer. Despite advantages observed in term
of survival, new toxicities, such as endocrinopathies, have been observed. The most
common are thyroid dysfunctions, hypophysitis and adrenal insufficiency. Diabetes
mellitus and low level of testosterone are observed with anti-CTLA4 antibodies, but no
data for anti-PD-1 and anti-PD-L1 are reported so far.

Methods: Patients with histological diagnosis of squamous NSCLC, eligible for treat-
ment with nivolumab, with ECOG PS 0-2 and adequate organs function were enrolled
in our observational prospective study. All patients underwent blood sampling before
starting treatment, after one and two months. All samples were analyzed for adeno-
pituitary hormones (LH, FSH, ACTH, PRL, TSH) and for hormones secreted by target
glands (FT3, FT4, 17-b-estradiol, testosterone, cortisol).

Results: We enrolled 11 patients (6 M, 5 F; median age 65 y, range 44-82 y) affected by
squamous NSCLC, receiving nivolumab in second line treatment. Three patients had
hypothyroidism treated with levothyroxine in past medical history. The majority of pa-
tients (72.7%) showed endocrine alterations during treatment, three of which were symp-
tomatic. Three males showed a reduction of testosterone level, in one case associated with
decreased libido. A woman had a raised testosterone with hirsutism. Two patients experi-
enced an increase in LH and FSH level and one patient a reduction. Moreover, we
observed two cases of hyperthyroidism, one of which symptomatic in a patient with hypo-
thyroidism in past medical history, two cases of increased ACTH level, one case of PRL re-
duction, one of 17-b-estradiol raise, one of cortisol reduction and one of cortisol raise. In
all the cases endocrine alterations onset early during the treatment.

Conclusions: We observe high rate of endocrine alterations in patients receiving nivo-
lumab, in most cases asymptomatic. Many alterations observed are not usually eval-
uated and symptoms are often underestimated. More and wider studies could help to
manage symptoms for a better quality of life and to investigate the mechanisms under-
lying endocrine disorders.

Legal entity responsible for the study: "Sapienza" University of Rome, Department of
Medical Oncology

Funding: "Sapienza" University of Rome, Department of Medical Oncology
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A phase 2 randomized open-label study of ramucirumab (RAM) plus first-line
platinum-based chemotherapy in patients (pts) with recurrent or advanced
non-small cell lung cancer (NSCLC): Final results from squamous pts
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