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Efficacy and safety analysis of temozolomide combined with sunitinib in treatment of metastat-

ic mucosal melanoma

TANG Bixia, SI Lu, CHI Zhihong, SHENG Xinan, CUI Chuanliang, YAN Xieqiao, LI Siming, MAO Lili, LIAN
Bin, WANG Xuan, BAI Xue, ZHOU Li, GUO Jun(Department of Renal Cancer and Melanoma, Key Laboratory of
Carcinogenesis and Translational Research of Ministry of Education, Peking University Cancer Hospital & Institute,
Beijing 100142, China)

Abstract] Objective: To investigate the application value of temozolomide (TMZ) combined with sunitinib (SUN)
in the treatment of metastatic mucosal melanoma. Methods: This research retrospectively analyzed the data of pa-
tients with metastatic mucosal melanoma that treated with TMZ combined with SUN in Peking University Cancer
Hospital from August, 2008 to December, 2016. Patients showed no BRAF/NRAS mutation. The combination regi-
men of SUN (37.5 mg, d1-28) and TMZ (200 mg/m’, d1-5) was continued in a 28-days cycle until disease progres-
sion or toxicity intolerance. The primary observation indices were objective response rate (ORR), progression-free
survival (PFS), overall survival (OS) and toxic side effect rate. Results: Among the included 27 patients, primary in-
testinal lesion occurred in 4 patients, genitourinary lesion occurred in 9 patient, nasal lesions in 5 patient, oral le-
sions in 7 patients and esophagal lesion in 2 patients; 19 patients had been previously treated with anti-tumor treat-
ment. Median treatment cycle was 3.0 of TMZ combined with SUN treatment. ORR was 19.2%, disease control rate
was 81.5%, median PFS and OS were (3.0+0.7) months and (7.1£0.9) months, respectively. K/T mutation was de-
tected in 4 patients, and the use of KI7 inhibitor might be beneficial to those patients. The combination therapy was
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well tolerated, and only 2 patients required a dose reduction of SUN to 25 mg due to thrombocytopenia (grade V).

Grade III-1V toxicities mainly included thrombocytopenia (19.2%), leucopenia (19.2%), and hepatic injury (3.9%).

No treatment related death occurred. Conclusion: For metastatic mucosal melanoma, TMZ+SUN might be an effec-

tive and safe approach.
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Tab. 1 Characteristics of patients (/N=27)

Feature (%)
Gender
Male 11(40.7)
Female 16(59.2)
Age (ta) 52.5(37-76)
ECOG
0 9(33.3)
1 14(51.9)
2 4(14.8)
Prior therapy
0 8(29.6)
1 9(33.3)
2 8(29.6)
=3 2(7.4)
Primary
Oral 7(25.9)
Nasal 5(18.5)
Esophagal 2(7.4)
Genitourinary 9(33.3)
Intestinal 4(14.8)
Metastasis
Brain 4(14.8)
Liver 7(25.9)
KIT mutation/amplification
Yes 4(14.8)
No 23(85.2)
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Fig. 1 PFS (A) and OS (B) of advanced mucosal melanoma patients treated with TMZ combined with SUN
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Tab. 2 Efficacy of advanced mucosal melanoma patients with K/T mutation/amplification

) ) Previous Primary Best PFS (N
Patient Age Gender Line . KIT
treatment site response (#'month) (#month)
No.1 60 Female 2 Imatinib Vaginal ~ Mut SD 1.8 34
No.2 57 Female 3 chemo Nasal Mut SD 34 7.1
No.3 46 Female 1 naive Vaginal  Amp PR 6.1 243
No.4 75 Male 3 chemo Nasal Amp PR 3.8 7.3
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Tab. 3 Treatment-related adverse effects (N=27)

Adverse effect n (%)

Fatigue 19 (69.2)
Vomitting 7(26.9)
Oral ulcer 4(15.3)
Diarrhea 4(15.3)
Hypertention 3 (11.5)
Hand-foot skin reaction 11 (42.3)
Rash 5(19.2)
Neutropenia 17 (61.5)
Thrombocytopenia 13 (50.0)
ALT/AST increase 1(3.8)

=4 EEWMI-NEA R B(N=27)
Tab. 4 Grade ITI-IV treatment-related adverse effects(N=27)

Adverse effect n (%)

Thrombocytopenia 5(19.2)

Neutropenia 5(19.2)

ALT/AST increase 1(3.9)
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