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Figure Legends

Fig. 1. Overall survival of melanoma patients in relation to KIT mutations (A),
gene copy numbers of KIT (B), genetic KIT aberrations (C) and CD117
overexpression (D). WT, wild type; Amp, amplification; Abe, aberration;

Non-Abe, non aberration.
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Table 1. Patient characteristics and melanoma subtypes in Chinese patients

Patients Sex Age

Group

No. % Male Female M/F (%) Median Range
Acral 193 38.4 105 88 119.3 56 22-87
Mucosal 167 33.3 71 96 74.0 53 23-82
CSD 29 5.8 14 15 93.3 55 32-81
Non-CSD 62 12.4 24 38 63.2 52 20-82
UP 51 10.2 26 25 104 56 22-83
Total 502 / 240 262 91.6 54 20-87

Abbreviations: CSD, melanomas on skin with chronic sun-induced damage; Non-CSD,
melanomas on skin without chronic sun-induced damage; UP, melanoma of unknown
primary; M, male; F, Female.
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Table 2. Genetic aberrations of KIT in Chinese melanoma subtypes

KIT Mutation Increased KIT Copy Number Genetic KIT Aberration

Subtype
No. Positive % No. Positive % No. Positive %

Acral 193 23 11.9 193 14 7.3 193 34 17.6
Mucosal 167 16 9.6 167 17 10.2 167 32 19.2
CSD 29 6 20.7 29 1 3.4 29 6 20.7
Non-CSD 62 5 8.1 62 2 3.2 62 7 11.3
UP 51 4 7.8 51 3 5.9 51 7 13.7
Total 502 54 10.8 502 37 7.4 502 86 17.1

Abbreviations: CSD, melanomas on skin with chronic sun-induced damage; Non-CSD, melanomas on skin

without chronic sun-induced damage; UP, melanoma of unknown primary.
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Table 3. CD117 expression in melanoma subtypes

Subtype IHC Scores” NES NPSP %
0 1 2 3
Acral 121 57 6 9 193 72 37.3
Mucosal 93 51 12 11 167 74 44.3
CSD 20 8 0 1 29 9 31
Non-CSD 35 18 7 2 62 27 43.5
UP 34 11 4 2 ol 17 33.3
Total 303 145 29 25 502 199 39.6

Abbreviations: CSD, melanomas on skin with chronic sun-induced damage;
Non-CSD, melanomas on skin without chronic sun-induced damage; UP,
melanoma of unknown primary; IHC, immunohistochemistry: NES, number of
examined samples; NPS; number of positive samples.

® The signal intensity of immunohistochemistry results were determined by
three individual pathologists and scored as 0, 1, 2 and 3, with score “0” as
negative and score “3” as the strongest.

b Samples with signal intensity of scores 1, 2 or 3 were regarded as CD117
positive.
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Table 4. Correlation of KIT genetic abrrations to CD117 expression

KIT Mutation Gene Copy Number Genetic Aberration®
Subtype
_ _ o Mutation WT Increased  Normal Aberrated Non
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IHC Scores
0 30 273 15 288 43 260
1 16 129 13 132 28 177
2 5 24 5 24 9 20
3 3 22 4 21 6 19
Positive/Total 24/54 175/448 22/37 177/465 43/86 156/416
Positive Rate (%) 44.4 39.1 59.5 38.1 50 37.5
P Value® 0.55¢ / 0.02° / 0.04' /

Abbreviations: WT, wild type.

% Genetic aberration includes KIT mutation and increased gene copy number. 5 cases show both
genetic mutation and increased gene copy number of KIT .

® The signal intensity of immunohistochemistry results were determined by three individual

pathologists and scored as 0, 1, 2 and 3 with score “0” as negative and score “3” as the strongest.

¢ Significance evaluated by Chi-square tests.

4 positive rate of CD117 in cases with KIT mutation versus that in cases without KIT mutation.

® Positive rate of CD117 in cases with increased KIT gene copy number versus that in cases with

normal KIT gene copy number.

"Positive rate of CD117 in cases with KIT genetic aberrations versus that in cases without KIT

aberrations.
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Table 5. KIT aberrations in melanoma subtype

Incresed KIT CD117
Subtype KIT Mutation Domain Affected Copy Number Expression
(No./Total)? (No./Total)®
Acral V489I; E490G; Y553N; 1563V, ECD; JMD; 3/23 8/23
W582stop; N566D+A829V; L576P; Kinase; JMD +
ARG mamiSSHIts have been peer reviewed and acsepied for publaier At L NGl 70 beun B S C Kinase
L637L+G648S; K642E; 1817T;
N822K; C844Y; F848L; W853stop;
L859P+L865L;
Mucosal Q556R; W557R; V559A; V560D; JMD; Kinase 1/16 11/16
E561G; I571-L576del; L576P;
E583G; K642E; L647F; I789T;
D816N; N822K; N822Y; W853stop
CSD V555I; 1I571M; K642E; L656R; JMD; Kinase 1/6 1/6
Y846H; E849stop
Non-CSD P551L;1571-L576del; T6321+L637F; JMD; Kinase 0/5 3/5
K642E; L831P
UP L576P; L576F; P577H; S645N JMD; Kinase 0/4 1/4

Abbreviations: CSD, melanomas on skin with chronic sun-induced damage; Non-CSD, melanomas on skin
without chronic sun-induced damage; UP, melanoma of unknow primary; ECD, extracellular domain; JMD, juxta-
membrane domain.

? The threshold for KIT gene copy number increase was 3.40 copies of KIT relative to RNase P. “No/Total”
indicates for number of cases with increased KIT copy number to that of cases with KIT mutation.

® The signal intensity of immunohistochemistry results were determined by three individual pathologists and
scored as 0, 1, 2 and 3. Samples with signal intensity of scores 1, 2 or 3 were regarded as CD117 positive.
“No/Total” indicates for number of cases positive for CD117 to that of cases with KIT mutation.
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Fig. 1
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