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Treatment efficacy and safety profile of Nab-paclitaxel and carboplatin combined
with antiangiogenic drugs as salvage regimen in advanced melanoma patients

MAO Lili, BAI Xue, DAI Jie, CUI Chuanliang, CHI Zhihong, TANG Bixia, KONG Yan, LIAN Bin, WANG Xuan, WEI Xiaoting,
LI Caili, GUO Jun, SI Lu (Key laboratory of Carcinogenesis and Translational Research, Ministry of Education/Beijing, Department of
Melanoma, Peking University Cancer Hospital & Institute, Beijing 100142, China)

[Abstract] Objective: To evaluate the treatment efficacy and safety profile of NCA regimen (nab-paclitaxel, carboplatin and
antiangiogenic drug) in advanced melanoma patients who failed previous therapy. Methods: We retrospectively enrolled the melanoma
patients who were treated in the Department of Melanoma of Peking University Cancer Hospital from April 1, 2012 to March 31, 2019
and investigated the efficacy and safety of NCA regimen in unresectable stage IIIC or IV melanoma patients who failed previous
therapy. The primary endpoint was the progression-free survival (PFS), and the secondary indicators were objective response rate
(ORR), overall survival (OS), disease control rate (DCR) and adverse reactions. The patients were divided into endostatint treatment

group (Endo-arm, n=73) and bevacizumab treatment group (Beva-arm, n=103) according to the antiangiogenic drug used in the
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regimen. Propensity score matching was applied to balance the differences in baseline covariates between different antiangiogenic drug
groups. Results: Overall, 176 patients were included in this study. The median age of included patients was 51 years old (18-78). Stage
IV patients accounted for 97%. There were 50% patients with higher LDH level than normal, and 28% patients with liver metastasis.
The proportions of lines of previous treatment were 57% for first line treatment, 33% for second line and 10% for third-fourth line. The
median PFS was 3.8 months (95% CI: 3.0 - 4.6 m) and median OS was 10.5 months (95% CI: 8.9-12.1 m) in overall study population.
There were 9 PR (partial remission) cases and 2 CR (complete remission) cases, yielding an overall ORR of 6% with a DCR of 70%.
The median PFS of Endo-arm and Beva-arm was 4.7 months (95%CI:3.5~5.9m) and 3.4 months (95%CI: 3.0~4.6m) respectively, while
the median OS was 12.2 months (95%CI: 11.1~13.2m) and 9.1 months (95%CI: 7.8~10.4m) respectively. After the age, gender, lines of
previous treatment and LDH level of patients were adjusted by propensity score matching, there were no statistical differences in PFS
and OS between Beva-arm and Endo-arm. Common adverse events included alopecia, peripheral neuropathy, neutropenia, fatigue and

nausea. 26 patients (15%) discontinued treatment adverse events. Conclusion: The NCA regimen shows modest antitumor effects in

melanoma patients who failed previous treatment, due to and the adverse reactions were acceptable.
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Tab.1 Baseline demographics and clinical characteristics of the patients [n (%)]

Characteristic Beva-arm (N=103) Endo-arm (N=73) P
Gender 0.180
Male 53 (52) 45 (62)
Female 50 (48) 28 (38)
Age (t/a) 0.071
Mean (range) 50 (18-75) 53 (21-78)
<65 98 (95) 64 (88)
=65 5(5) 9(12)
Stage 0.203
1T 2(2) 4(5)
v 101(98) 69 (95)
Primary site 0.895
Acral 34(33) 34 (47)
Subungual 11(11) 8(11)
Palmar/Plantar 23(22) 26 (36)
Mucosal 31 (30) 19 (26)
Non CSD 21 (20) 6(8)
CSD 44 3(4)
Uveal 8(8) 2(3)
UpP 5(5) 9(12)
Lines of previous treatment <0.01
1 47(46) 54(74)
2 40(39) 17(23)
3-4 16(15) 2(3)
Type of previous therapy 0.133
Chemotherapy 95(92) 68(93)
BRAF/MEK inhibitor 8(8) 0
Ipilimumab 6(6) 2(3)
Anti-PD-1 8(8) 3(4)
Other(cytokine,NK cell, etc) 12(12) 9(12)
LDH level 0.001
Normal 40 (39) 48 (66)
Elevated 62 (61) 25 (34)

CSD: Chronically sun damaged; UP: Unknown primary; LDH: Lactate dehydrogenase
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A: Median PFS was 3.4 months (95% CI,2.7 - 4.2 m) in Beva-arm and 4.7 months (95%C7,3.5 - 5.9 m) in Endo-arm (P=0.246)
B: Median OS was 9.1 months (95% CI, 7.8 - 10.4 m) in Beva-arm and 12.2 months (95%CI, 11.1 - 13.2 m) in Endo-arm (P=0.013)
Blue line represents Beva-arm (n=103), and orange line represents Endo-arm (n=73)
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Fig.1 Effects of NCA regimen on PFS of melanoma patients (Kaplan-Meier curves)
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Tab.2 Effect of NCA regimen on treatment efficacy, PFS and OS of melanoma patients

Radiology assessment Beva-arm (N=103) Endo-arm (N=73) P
ORR, n (%) 6(6) 5(7) 0.981
CR 1(1) 1(1)

PR 5(5) 4(6)

SD 65(63) 47(64)

PD 32(31) 21(29)

DCR, n (%) 71(69) 52(71)

PFS, median(95%) 3.4(2.7-42) 4.7(3.5-5.9) 0.246
OS, median(95%) 9.1(7.8 - 10.4) 12.2(11.1 - 13.2) 0.013

ORR: Objective response rate; CR: Complete response; PR: Partial response; SD: Stable disease;

PD: Progressive disease; PFS: Progression-free survival, OS: Overall survival
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A: Median PFS was 3.6 months (95% CI:2.9 - 4.3 m) in Beva-arm and 4.0 months (95% CI:2.7 - 5.3 m) in Endo-arm (P=0.310)
B: Median OS was 9.0 months (95% CI,: 6.9 - 11.1 m) in Beva-arm and 11.0 months (95% CI: 8.5 - 13.5 m) in Endo-arm (P=0.761)

2 fE S LAY Kaplan-Meier & 77 #h4%

Fig.2 Kaplan-Meier curves of survival after propensity score matching

K3 RER5%WETLNCA KT HEET BRI [n/(%))
Tab.3 Most common NCA treatment-related adverse events(TRAE) reported in >5% patients[n/(%)]

TRAE Beva-arm (N=103) Endo-arm (N=73)
Hematologic AEs
Neutropenia 68(66) 34(47)
Leukopenia 60(58) 31 (43)
Anemia 18(18) 9(12)
Thrombocytopenia 13(13) 5(7)

Non-hematologic AE

Alopecia 99(96) 72(99)
Peripheral neuropathy 67(65) 48(66)
Fatigue 43(42) 31(43)
Nausea 35(34) 19(65)
Rash 22(21) 15(26)
Elevated ALT/AST 21(20) 15(21)
Hypertension 21(20) 7(10)
Diarrhea 11(11) 6(8)

AE: Adverse event; NCI CTCAE: National Cancer Institute Common Terminology Criteria for Adverse Events;

ALT/AST: Aspartate transaminase and alanine transaminase
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