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Background: ICI has revolutionized the treatment of lung cancer, with new approaches
in 1L NSCLC. The aim of this study is to compare the efficacy of treatments that com-
bine chemotherapy (CH) plus a PD1/L1 inhibitor in clinical trials (CT) and the benefits
in the different subgroups of patients.

Methods: We performed a searching in Pubmed to identify CT. Key words were:
NSCLC, PD1/L1 and CH. All phase III trials that combined CH with an antiPD1/L1
were selected. The results were combined in MA with the corresponding forest plots
and presented as Hazard Ratios (HR) and Odds Ratio (OR), with 95% CI.
DerSimonian-Laird random effects models for main and subgroup analyses has been
implemented.

Results: A total of 86 publications were reviewed, 6 of them met the inclusion criteria
with 3,807 patients. 6 pair wise MA was performed. Control arm in all studies was plati-
num doublet CH. Bevacizumab was added in 1 trial in the control and experimental
arm. 4 studies tested an antiPD-1, and 2 antiPD-L1. 2 studies included EGFR/ALK
mutated patients (EGFR/ALKþ). PFS final data was reported in all the studies and
overall survival (OS) in 4. The addition of PD-1/L1 inhibitors was associated with sig-
nificantly prolonged progression-free survival (PFS) (HR: 0.59, 95% CI: 0.55-0.64,
p< 0.001) and OS (HR: 0.75, 95CI: 0.64-0.87; p< 0.001). Women,�65 years old, PS 0,
never smokers, liver metastasis (mx) and PD-L1�50% were the subgroups with better
benefit (table). Just one trial showed PFS and OS improvement in EGFR/ALKþ.
Numerically better ORR was obtained in the IMpower150 (56.4%) trial for non-squa-
mous (sq) NSCLC and KEYNOTE407 for sq NSCLC (57.9%).

Conclusion: The association of immunotherapy plus CH is a better treatment option
for all patients in 1L NSCLC. Standard subgroups are the most benefited, except liver
mx patients and EGFR/ALKþ especially benefited for the combination of an antiPD-L1
and an antiVEGF.

Table: 117P OS by subgroups

HR (CI 95%)

Women 0.51 [0.32-0.84]

Men 0.75 [0.64-0.87]

<65 0.62 [0.46-0.84]

�65 0.74 [0.63-0.87]

PS 0 0.65 [0.49-0.88]

PS 1 0.72 [0.60-0.87]

Never smoker 0.47 [0.26-0.85]

Smoker 0.71 [0.56-0.91]

No liver mx 0.61 [0.55-0.67]

Liver mx 0.69 [0.46-1.0]

PD-L1 H 0.66 [0.52-0.82]
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Background: CD95/CD95L signalling plays an important role in cancer cells resistant
to CD95-mediated apoptosis and CD95L inhibition can overcome this mechanism.
Several mechanisms related to apoptosis induction or dysfunction of effector T-cells
via CD95L in the tumour microenvironment (TME) have also been investigated, with
supporting evidence from preclinical melanoma models.

Methods: An autochthonous mouse model of melanoma (TiRP), genetically engi-
neered to express P1A (defined MAGE-type antigen) mimics the T-cell suppressive
effects of the TME through CD95L, which normal transplantation models cannot repli-
cate. An advanced version of this murine melanoma TiRP model has been recently
developed. This model can generate synchronized tumours in multiple mice in which
treatments can be compared simultaneously while maintaining the advantages of the
previous model regarding the role of CD95L in the TME interaction. This enhanced
TiRP model was used to verify the effect of CD95L inhibition on apoptosis of tumour
specific TILs using asunercept.

Results: In this novel synchronized in vivo melanoma model, asunercept decreased
intra-tumour apoptosis among tumour-specific T cells by 67% vs controls (9% vs 28%,
p¼ 0.04). This validates the immune-suppressive interaction between the TME and
infiltrating tumour-specific T cells in this model. Furthermore, cross-species specific
asunercept prevents T cell apoptosis triggered by the tumour microenvironment, high-
lighting a rationale for potential application of CD95L inhibition in immuno-oncology
for other solid tumours.

Conclusion: Selective CD95L inhibition by asunercept might have potential clinical
implications in different tumours beyond recurrent glioblastoma, including cutaneous
melanoma. To date, asunercept has demonstrated clinical efficacy and safety in patients
with recurrent glioblastoma and myelodysplastic syndromesand may warrant further
investigation in clinical trials.

Legal entity responsible for the study: The authors.

Funding: Apogenix AG.

Disclosure: A. Krendyukov: Full / Part-time employment: Apogenix AG. N. Kneisel: Full / Part-
time employment: Apogenix AG. J. Zhu: Research grant / Funding (self), Full / Part-time employment:
Ludwig Institute for Cancer Research. C. Merz: Full / Part-time employment: Apogenix AG. D.
Richards: Full / Part-time employment: Apogenix AG. C. Gieffers: Full / Part-time employment:
Apogenix AG. B. van den Eynde: Research grant / Funding (self), Full / Part-time employment:

Annals of Oncology abstracts

Volume 30 | Supplement 11 | December 2019 doi:10.1093/annonc/mdz451 | xi43



Ludwig Institute for Cancer Research; Advisory / Consultancy, Shareholder / Stockholder / Stock
options, Officer / Board of Directors: iTeos Therapeutics.

119P Final results of phase II trial (MIRACULUM) of the novel PD-1 inhibitor
prolgolimab in patients with advanced melanoma

S. Tjulandin1, M. Fedyanin1, L. Demidov2, V. Moiseyenko3, S. Protsenko4, S. Odintsova5,
T.Y. Semiglazova6, R. Zukov7, S. Lazarev8, A. Andreev9, M. Nechaeva10, J. Makarova11,
N. Fadeeva12, A. Tarasova13, O. Kozlova14, M. Shustova14, A. Garipov15, R. Ivanov16

1Clinical Pharmacology and Chemotherapy Department, N.N. Blokhin National Medical
Research Center of Oncology, Moscow, Russian Federation, 2Tumor Biotherapy
Department, N.N. Blokhin National Medical Research Center of Oncology, Moscow,
Russian Federation, 3Cancer Center, SBHI Saint Petersburg Scientific and Practical
Center of Specialized Methods of Medical Help, St. Petersburg, Russian Federation,
4Chemotherapy, N.N. Petrov National Medical Research Center of Oncology, St.
Petersburg, Russian Federation, 5Oncology, Pavlov First Saint Petersburg State Medical
University, St. Petersburg, Russian Federation, 6Clinical Research, N.N. Petrov National
Medical Research Center of Oncology, St. Petersburg, Russian Federation, 7Oncology,
Krasnoyarsk Regional Clinical Oncological Hospital named after A.I. Kryzhanovskiy,
Krasnoyarsk, Russian Federation, 8Oncology, Altay Regional Oncology Dispensary,
Barnaul, Russian Federation, 9Oncology, Medical Center of the Federal Medical and
Biological Agency, Novosibirsk, Russian Federation, 10Chemotherapy, Arkhangelsk
Regional Clinical Oncology Dispensary, Arkhangelsk, Russian Federation,
11Chemotherapy, Krasnodar Regional Oncological Centre, Krasnodar, Russian
Federation, 12Chemotherapy, Chelyabinsk Regional Oncology Hospital, Chelyabinsk,
Russian Federation, 13Chemotherapy, Samara Regional Clinical Cancer Centre, Samara,
Russian Federation, 14Clinical Research Department, BIOCAD, St. Petersburg, Russian
Federation, 15Medical Affairs, BIOCAD, St. Petersburg, Russian Federation, 16Research
and Development, BIOCAD, St. Petersburg, Russian Federation

Background: MIRACULUM (NCT03269565) is a multicenter open-label parallel-arm
phase II study investigating the antitumor activity of prolgolimab, an IgG1 anti-PD-1
monoclonal antibody with Fc silencing “LALA” mutation, in patients with advanced
melanoma. Final analysis after�12 months of follow-up is presented.

Methods: Patients (pts) with unresectable or metastatic melanoma, without autoim-
mune disease, no prior BRAF/MEK inhibitors, and anti-PD-1 or anti-CTLA-4 therapy
were eligible. Pts received prolgolimab 1 mg/kg Q2W (arm 1) or 3 mg/kg Q3W (arm 2)
until disease progression or intolerable toxicity. A statistical hypothesis that prolgoli-
mab has significant anti-tumor effect (ORR more than 28%) was tested for each study
arm.

Results: 126 pts (63 in each arm) received at least one dose of prolgolimab (mITT pop-
ulation). Baseline pt characteristics were generally balanced between the arms. Prior
systemic therapy was administered in 17 (27%) and 16 (25%) pts in arm 1 and 2,
respectively. Stage II-III unresectable disease was observed in 4 (6.4%) pts in arm 1 and
in 2 (3.2%) pts in arm 2. As of Feb 22, 2019, median follow-up was 13.8 mo (95%CI,
13.2-14.7) in arm 1 and 14.5 mo (95%CI, 13.9-15.2) in arm 2. The study met its pri-
mary endpoint in both study arms. In arm 1, 38% ORR was achieved, including 5 CR
and 19 PR, and the disease control rate (DCR) was 64%. In arm 2, 29% ORR was
achieved, including 2 CR and 16 PR, and the DCR was 46%. 12-mo OS rates were
74.6% for 1 mg/kg Q2W and 54.0% for 3 mg/kg Q3W. 12-mo PFS rates were 41.3% for
1 mg/kg Q2W and 34.9 for 3 mg/kg Q3W. Median response duration was not reached;
83% of all responses were ongoing at data cutoff. Treatment-related AEs (TRAEs)
occurred in 55.6% and 54.0% of pts, including 12.7% and 3.2% with grade 3-4 TRAEs
in arm 1 and 2, respectively. Immune-related AEs (irAEs) occurred in 36.5% of pts in
arm 1 and 34.9% of pts in arm 2, including 7.4% and 1.6% of pts with grade 3/4 irAEs
in each arm.

Conclusion: Both dosing regimens of prolgolimab (1 mg/kg Q2W and 3 mg/kg Q3W)
have durable antitumor activity and a manageable safety profile in patients with
advanced melanoma.

Clinical trial identification: NCT03269565.

Legal entity responsible for the study: BIOCAD.

Funding: BIOCAD.

Disclosure: S. Tjulandin: Advisory / Consultancy, Speaker Bureau / Expert testimony: BIOCAD. M.
Fedyanin: Advisory / Consultancy, Speaker Bureau / Expert testimony: BIOCAD. L. Demidov:
Advisory / Consultancy, Speaker Bureau / Expert testimony: BIOCAD. V. Moiseyenko: Research grant
/ Funding (institution): BIOCAD. S. Protsenko: Advisory / Consultancy, Speaker Bureau / Expert tes-
timony: BIOCAD. S. Odintsova: Speaker Bureau / Expert testimony: BIOCAD. T.Y. Semiglazova:
Advisory / Consultancy, Speaker Bureau / Expert testimony: BIOCAD. M. Nechaeva: Speaker Bureau
/ Expert testimony: BIOCAD. O. Kozlova: Full / Part-time employment: BIOCAD. M. Shustova: Full /
Part-time employment: BIOCAD. A. Garipov: Full / Part-time employment: BIOCAD. R. Ivanov: Full
/ Part-time employment: BIOCAD. All other authors have declared no conflicts of interest.

120P Combination of triptorelin with nivolumab in ICI resistant advanced
melanoma
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Background: It has been shown that androgens are immunosuppressive. Androgen
deprivation with GnRH agonists regenerates the thymus and its functions in adults,
leading to increase in blood and lymphoid organ lymphocytes, in naive lymphocytes
with expansion of TCR Vbeta repertoire, and in Tumour Infiltrating Lymphocytes
(TILs) in prostate tumours. This phase I study evaluated the safety of triptorelin in
combination with nivolumab, as well as its potential to reverse resistance to PD-1
inhibitors in male melanoma patients.

Methods: Treatment consisted of triptorelin 3.75 mg i.m. every 4 weeks and nivolumab
3 mg/kg i.v. every 2 weeks. Bicalutamide 50 mg p.o. QD was added for the first 28 days.
Evaluation of response was performed after 3 months. Triptorelin PK was assessed and
various PDy markers were measured in blood and tumour samples. Planned treatment
duration was 48 weeks.

Results: Fourteen male patients were included, of whom 11 were white and 3 were
black, with mean age 65 years (range 45-82). At screening 4 were locally advanced while
10 had distant metastases (2 with M1a, 1 with M1b, 6 with M1c and 1 with M1d). Ten
patients had cutaneous melanoma, 2 patients had mucosal melanoma, and 2 had an
unknown primary. Safety: No grade 4 AEs were reported. Five grade 3 AEs were
reported in 4 patients, of which one (abdominal pain) was attributed to triptorelin and
resolved after 39 days (causing no treatment interruption as it started on the day treat-
ment was discontinued due to progression), and one (neutropenia) was considered
related to nivolumab and resolved following treatment interruption for 14 days.
Efficacy: BOR (RECIST 1.1) was assessed as 2 PR, 5 SD, and 7 PD. The two patients
with PR showed reductions from baseline in Target Lesions of 76% (one pancreas
metastasis) and32% (two inguinal lymph nodes), following an initial
pseudoprogression.

Conclusion: The association of triptorelin to nivolumab was well tolerated and yielded
partial response in two patients.
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Background: High-dose interleukin-2 (HDIL-2) represents a curative treatment
option in metastatic melanoma (MM) and renal cell carcinoma (RCC) patients,
although still in need of improving its therapeutic efficacy. Radiotherapy (XRT)
strongly synergizes with immunotherapy and may boost the effects of HDIL-2
allowing for less toxic schedules.

Methods: In this proof-of-principle phase II study, biological markers of immunologi-
cal response were considered as primary endpoints in previously treated MM and RCC
patients. The treatment consisted of 3 daily doses of XRT (6-12 Gy) delivered to one
lesion before the first and third IL-2 infusion (18 MIU/m2/day by IV infusion for 72 h),
repeated every 3 weeks for a maximum of 6 cycles. In a first stage, 4 out of 7 enrolled
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