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Melanoma

* Laundabigs adas audzéjs

* Attistas no adas pigmentStiinam:
melanocitiem




Melanomas incidence Latvija
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Melanomas riska faktori

Vides faktori:

* UV starojums

Individa pigmentacijas fenotips:

* Rudi mati, I un II adas tipi,
palielinats dzimumzimju skaits

Izmair}as geénos:

« CDKNZ2A, CDK4, MCIR....... ?



Melanomas riska géni

Sporadiska melanoma

(izoléti melanomas
saslim§anas gadijumi)

— Geéni

Iedzimta melanoma
(pacienti ar atkartotiem
melanomas gadijumiem gimené)

—

: Vel (~ 40%)
Vilde = CDK4; pI4ARF \

(~1 %) Nav zinams



Iedzimta melanoma

(,}imenes ar atkartotiem melanomas saslimsanas

gadijumiem
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Geénu analize g‘gimenés ar atkartotiem melanomas

saslimSanas gadijumiem

M247 5 c.*¥29C>G c.¥29C>G Arg24His
Mo66 2 wt wt wt
M162 2 c.*¥69C>T c.*69C>T wt
M327 2 c.*69C>T c.*69C>T wt
M354 2 wt wt wt
M387 2 wt wt
M428 2 wt wt wt
M492 2 wt wt wt
M558 2 wt wt wt
M582 2 Alal48Thr Alal48Thr wt
M663 2 wt wt wt

wt — savvalas tips; del - delécija



Haplotipu analize CDK4 géna rajona

sencis?
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Mutacijas haplotips - mikrosatelitu: 113-194- CDK4174-201; SNP: TAGG-10




CDK4 géna mutaciju sastopamiba

- Arg24Cys ¥ _ Arg24His




is mutacijas izcelSanas

Borg ¢




Haplotipu salidzinajums CDK4 géna rajona

CH251700 D125305 CDHE4M4 CORAM1 DA251681 D12516832

s22TOTTT 2069504
rs20F2052 rs206a502 rs20GA506

Posiion 22160 0924 20682 0225 19648 18.550
Moraeglan 174 125 194 & 168 207 218

French 176 113 194 G 176 187 214
Australlan 176 123 202 170 187 218

Englsh 176 "7 186 G 178 214
ftallan 168 122 200 G 1mn N
Latvlan - 11z 194 & 174 -

Pjanova et al., Mel. Res., 2009, 19(2):119-122



Sporadiska melanoma
MCIR géns
Atrasti 26 dazadi MC1R géna polimorfismi:

18 ne-sinonimie 7/ sinonimie 1 insercija
Val60Leu . Thr314Thr * 0.496_497insG
Val92Met - Cys133Cys

- Argl51Arg
Argl42His - Alal66Ala
« GIn233GlIn
llel55Thr - Cys273Cys
- Ser316Ser
Argl163GlIn
Phe45Leu
Ser83Leu
Gly89Arg
th9152|\£étl Polimorfismu kopéja frekvence:

S u .
TyrF:)L52X v'153 no 200 (77 %) melanomas pacientu
Val65lle v'116 no 200 (58 %) kontroles personu
Aspl184His
Val188lle

Arg213Try



Atsevisku MCIR géna polimorfismu
saistiba ar melanomas risku

Melanoma
MCIR (n=200)
%o
24 %
12 %
1%
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WT 47
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WT — savvalas tips;

26 %o
4 %
18 %
7%
25 %
8 %

Kontroles
(n=200)

n

84
12
0
34
8
14
14
35

%o
42 %
6 %
0 %
17 %
4 %
7 %
7 %
18 %
8 %

OR 95% CI p

1 Reference -
3.43 1.56-7.50 0.001
2.68 1.53-4.70 <0.001
1.79 0.63-5.07 0.255
4.47 2.19-9.14 <0.001
1.66 0.72-3.83 0.232
2.50 1.43-4.39 0.001
1.91 0.87-4.20 0.106



MCIR géna polimorfismu saistiba ar melanomas

risku atkariba no pigmentacijas fenotipa

MCIR

Matu krasa:
Ruda/Gaisa WT

>1

> 1NRHC

1 un 1 NRHC
Bruna/Tumsa WT

>1

>1NRHC

1 un 1 NRHC
Adas tips:
I-11 wT

>1

>1NRHC

1 un 1 NRHC
III-IV WT

>1

>1NRHC

1 un 1 NRHC

Melanoma

n %

24 12 %
36 18 %
36 18 %
19 10 %
23 11 %

14 7 %

36 18 %
12 6 %

Kontroles

n %
21 11 %
16 8 %
29 15 %
8 4 %
63 32 %
17 9 %
18 %
3%

OR 95% CI p
1 Reference
1.97 0.86-4.52 0.108
1.09 0.51-2.33 0.832
2.08 0.76-5.72 0.154
1 Reference
2.26 0.96-5.30 0.059
2.53 1.31-4.88 0.005
4.70 1.65-13.38 0.002
1 Reference
0.69 0.21-2.21 0.526
0.57 0.19-1.75 0.321
1.71 0.37-7.86 0.485
1 Reference
3.39 1.66-6.94 < 0.001
2.44 1.35-4.44 0.003
3.25 1.32-8.01 0.008



Secinajumi

Viena g‘gimené ar atkartotiem melanomas saslimsanas
gadijumiem atrasta delécija CDKIN2A géna rajona.

Divas “melanomas g‘;imenés” atrasta CDK4 gena
mutactja Arg24His.

CDK4 gena mutacija Latvija ir radusies neatkarigi no
minétas mutactjas citas valstis.

Atseviski MCTR gena polimorfismi ir saistiti ar
paaugstinatu melanomas attistibas risku Latvijas
populacija it ipasi personas ar IIT un I'V adas tipu un
tumsu matu krasu.
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