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Non-small cell lung cancer (NSCLC) is the second most common cancer in the world. Palliation needs to be balanced against survival and toxicity. Metronomic regimens, small frequent doses of chemotherapy, have been proposed to achieve lower treatment-related toxicity while maintaining or even improving efficacy. The hypothesis is that the frequent administration aims to expose tumour cells continuously to the drug and prevent their ability to regenerate between the chemotherapy series resulting in better tumour control. This study assesses the tolerability of carboplatin in combination with metronomic vinorelbine during 12 weeks of treatment.
Method:
From May 2018 to February 2019 patients with incurable NSCLC, candidates for 1st-line chemotherapy (PD-L1 < 50%), were included. This study was investigator initiated and designed as a prospective non-randomized, open-label, single-arm, safety and feasibility study. Patients received standard dose carboplatin AUC-5 every 3rd week and metronomic oral Navelbine® (20/30 mg) daily for 12 weeks, followed by CT scans for evaluation. Maximum of 4 cycles were delivered.
Overview of standard treatment schedule comparing with metronomic schedule:
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Study design:
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Results:
Twenty patients were included. Median age was 70.5 years (range 49-83); 19 (95%) had adenocarcinoma. Two withdrew their consent within seven days. Eighteen patients included in safety analysis. Thirteen (72 %) received all four cycles. One patient received only three cycles, doctor's decision. Four received only 1-2 cycles of treatment; two had decline in performance-status; and two had disease progression. Majority had CTCAE version 4.03 grade 1 or 2 toxicity such as constipation 13 (72 %) and diarrhoea 13 (72 %), table 2. Two (11 %) had grade 4 febrile neutropenia and recovered. None had CTCAE grade 5 toxicity.
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[bookmark: _GoBack]This is the first study evaluating a combination regimen with standard carboplatin given together with metronomic daily oral Navelbine for advanced NSCLC. Doublet chemotherapy with oral Navelbine daily is a safe and feasible option. This regimen could be used in future trials with immunotherapy combinations.
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Patient inclusion criteria

*  Stage llIB/IVNSCLC
* Chemo naive
+ WHOPS 0-2 (first 6 patients 0-1)

Vinorelbine
(20/30 mg daily in 12 weeks)
+
Carboplatin
(AUC=S day 1, Q3W for up to 4 cycles)
(n=20)

Pts with PR or SD were offered
maintenance pemetrexed ( only PS
0-1and non-squamous carcinoma) or
control
(Both groups received control CT-
scans every second month until
progression)
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no (N=20) (%)

Gender

Male 4 (20)

Female 16 (80)
Age, median (range) 70.5 (49-82)
Histology

Adenocarcinoma 19 (95)

Squamous 1 (5)
Stage

n 1 (s)

v 19 (95)
WHO performance status

0 7 (39)

1 1 (55)

2 2 (10
Smoking status

Smokers 6 (30)

Former smokers 14 (70)
PD-L1 status

<50% 0 (0)

<20% 5 (25

<1% 15 (75)





image4.png
Table 2 Toxicity profile in all patients who received one or more cycles of

treatment

Adverse event (AE) Any grade Grade 3 Grade 4
n=18 (%)
Haematological
ALAT increased 2 (111%)
Anaemia 3 (16.7%)
BASP increased 3 (16.7%)
Febrile neutropenia 2 (111%) 2 (111%)
Platelet count decreased 1 (5.6%)
Hyponatremia 2 (111%)
GFR decreased 1 (5.6%)
Non-Haematological
Fatigue 13 (722%) 3 (16.7%)
Constipation 13 (722%)
Diarrhoea 13 (722%)
Vomiting 2 (11.1%) 1 (5.6%)
Nausea 9 (50.0%) 3 (16.7%)
Dyspepsia 1 (5.6%)
Dysphagia 1 (5.6%)
Dyspnoea 12 (66.7%) 2 (111%)
Cough 5 (27.8%)
Dehydration 1 (5.6%) 1 (5.6%)
Oedema 1 (5.6%)
Fever 3 (16.7%)
Haemoptysis 1 (5.6%)
Infection 1 (5.6%) 1 (5.6%)
Metastasis, subcutaneous 1 (5.6%)
Mucositis oral 3 (16.7%)
Pain 6 (333%)
Peripheral neuropathy 4 (222%)
Hearing impaired 2 (111%)
Tinnitus 1 (5.6%)
Tumour pain 6 (33.3%) 1 (5.6%)





