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Expression level and clinical significance of phosphorylated retinoblastoma in tis-
sues of advanced malignant melanoma: An analysis of 66 cases

DENG Yuanxin‘, KONG Yan", MAO LiLi", SI Lu’, GUO Jun’(Key laboratory of Carcinogenesis and Translational Research [Ministry
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pital & Institute, Beijing 100142, China)

[Abstract] Objective: To investigate the expression of phosphorylated retinoblastoma (p-Rb) in advanced melanoma tissues and to an-
alyze its correlation with clinical pathological characteristics and prognosis. Methods: The clinical data and paraffin-embedded tissue
sections of 66 patients with advanced melanoma, who were diagnosed and treated in the Department of Renal Cancer and Melanoma of
Peking University Cancer Hospital from 2011 to 2014, were collected. Expression of p-Rb in primary tumor tissues was detected by im-
munohistochemistry. Correlation analysis was performed on the relationship between the expression level of p-Rb in tumor tissues and
clinical data such as clinicopathological features and overall survival. Results: The positive expression rate of p-Rb in advanced mela-
noma tissues was 57.6% (38/66). The positive rates of p-Rb in non-acral cutaneous type, acral type and mucosal type were 73.7% (14/
19), 63.0% (17/27) and 35.0% (7/20), respectively, and the difference was statistically significant (P=0.039). The positive rate of p-Rb
in different gene mutation subgroups was also different, with 83.3% (5/6) in the BRAF mutation group, 100.0% (2/2) in the ¢-KIT muta-
tion group, and 100.0% in the N-RAS mutation group (9/9), 50.0% (1/2) in the PDGFRA mutation group, and 50.0% (1/2) in group
with 2-gene mutation, and 44.4% (20/45) in the wild type gene group, and the difference was statistically significant (P=0.004). There
was no correlation between p-Rb expression levels and age, gender, stage, ulcer, and serum LDH levels. The median overall survival

(OS) of patients with positive p-Rb expression was slightly shorter than that of the patients with negative expression (30.0 vs 39.2
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months), but the difference was not statistically significant (P=0.555). Conclusion: More than half of the advanced melanoma tissues

have positive expression of p-Rb, and the positive rate of p-Rb in non-acral cutaneous type is higher than that of acral and mucosal

types. And the positive rate of p-Rb in melanoma tissues of patients carrying c-KIT and N-RAS mutations is higher.
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Tab.1 Baseline clinicopathologic characteristics of 66 patients with advanced melanoma

Characteristic n (%) Characteristic n (%)
Age (t/a) Subtype
Median age 53(18-76) Acral 27(40.91)
<65 34(51.52) Mucosal 20(30.30)
>65 32(48.48) Cutaneous without acral 19(28.79)
Gender LDH level
Male 36(54.55) Elevated 19(28.79)
Female 30(45.45) Normal 47(71.21)
Ulcer Gene mutation
Yes 37(56.06) BRAF 6(9.09)
No 15(22.73) C-KIT 2(3.03)
Unknown 14(21.21) N-RAS 9(13.63)
Stage PDGFRA 2(3.03)
Mla 11(16.67) Two genes mutation 2(3.03)
MIlb 13(19.70) Wild type 45(68.18)
Mlc 42(63.63)
22 BEEBMEFp-RbE £ L
G U S R 5 5 D 7% 66 19115 101
R AL, 38 47179 p-Rb B, FHYE R 57.6%
2.3 p-Rb & K-F 5 s Kk I AF AL 69 48 K 14
66 151 I 191 2t 2 8 = A 38 451 9 p-Rb FH A% 2=
1K (57.6%) o AR B A B KT I 7 2R 6 R 1 l A :
p-Rb FHHE R 435318 73.7%(14/19) . 63%(17/27) <35% -

(77200, Z 53 H it %= XL (P=0.039) . p-Rb 7EA[FH]
B DR AL o IR BH % # %A AN A, BRAF R 20
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2 AN FE PR R AR AN 50.0% (1/2) , 3 (R BT A R 41y
44.4%(20/45) , 2 %A it 5 2 L (P=0.004) . p-Rb
(1) B 14 2 08 2R [R] B8 38 [ 4 1% (=0.082, P=0.774) \ 1%
A (7=0.132, P=0.716) . 5 1] (;/=2.432, P=0.296) . 5%
%71 (=0.847, P=0.655) « IfiLi&5 LDH 7K “F (;7=0.34, P=
0.56) N ZE TG 2 3, R 2.

A: Negative control(PBS instead of rabbit anti-human p-Rb
antibody); B-D: Proportion of positive-staining cells were 25%-
50%, 50%<-75%,75%<-100% respectively
1 REBLULEFEEN p-Rb FEE B REALSH
FiLE 5L (DAB, x20)

Fig.1 The expression of p-Rb in melanoma tissues was
detected by immunohistochemistry (DAB,x20)
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Tab.2 The correlation between p-Rb expression and
clinicopathologic characteristics of the patients with advanced

melanoma [n(%)]

P-Rb positive

Characteristic . P
expression
Age (t/a) 0.774
<65 19(55.9)
>65 19(59.4)
Gender 0.716
Male 20 (55.6)
Female 18 (60.0)
Ulcer 0.655
Yes 21(56.8)
No 10(66.7)
Unknown 7(50.0)
Stage 0.296
Mla 4(36.4)
MI1b 8(61.5)
Mlc 26(61.9)
Subtype 0.039
Acral 17(63.0)
Mucosal 7 (35.0)
Cutaneous without acral 14(73.7)
LDH level 0.560
Elevated 12(63.2)
Normal 26(55.3)
Gene mutation 0.004
BRAF 5(83.3)
C-KIT 2(100.0)
N-RAS 9(100.0)
PDGFRA 1(50.0)
Two genes mutation 1(50.0)
Wildtype 20(44.4)
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Fig.2 The correlation of p-Rb expression and OS in 66

patients with metastatic melanoma
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