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CDK4 v CDK6
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Transcription factor regulation Chromatin modification
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I/Inzmlcaunn 34 TEHETUYHO U3CJeABaHe 3a

HACJICACTBCHN MyTallnn

v’ BoJjieH ¢ 1BaMa Wi IIOBEYE POICTBEHUIIN
OT I'bPBa/BTOpA CTEIICH C MEIAHOM;

v' BojieH ¢ Tpy WM MOBEYE MEPBUYHU
MEJIAHOMM;

v’ BojieH ¢ MeTaHOM WM PaK Ha IMaHKpeaca
Y C JIBaMa WJIM IIOBEYE POJACTBEHHUIIN OT
II'bPBa/BTOPA CTEIEH C MEJIAHOM WJIN paK
Ha MaHKpeaca;

v 31paB HHAUBK OT (DaMUJIHS C M3BECTHA
[aTOJIOTUYHA MyTaIus B p16.
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HacueacrBeHnu CHHIPOMH, NPeapa3noJaramm
KbM MEJAHOM
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CoMaTM4YHM MYTAIlUU IPU CHIOPATAUIHH
MeJIAHOMH
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GENETICALLY INFORMED CANCER MEDICINE

Learn About Cancer Mutations Search Clinical Trials

Find a Cancer Mutation
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BRAF
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v Select Variant
BRAF ¢.1789_1790CT>TC (L597S)
BRAF c.1790T>A (L597Q)
BRAF ¢.1790T>G (L597R)
BRAF c.1798G>A (V6OOM)
BRAF ¢.1798_1799CT>AA (V600K)
. BRAF ¢.1798_1799CT>AG (V600R) ,
- BRAF ¢.1799T>G (V600CQ) ‘
BRAF ¢.1799_1800TGC>AT (V600D)
BRAF ¢.1799_1800TG>AA (V600E)
BRAF c.1801A>G (K601E)
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Select disease to view information about
that disease and trials for that disease

Select gene to view its significance within
that disease and related clinical trials

Select gene variant to see its significance
within that disease and related clinical trials
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" ‘ Increased C-MYC copy numbers on the background ‘\‘ 4
" of CDKN2A loss is associated with improved survival 3
in nodular melanoma

Denitsa Koynova - Ekaterina Jordanova -
Nicole Kukutsch - Pieter van der Velden -
Draga Toncheva - Nelleke Gruis
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& Gene-specific fluorescence in-situ hybridization analysis
¢ | on tissue microarray to refine the region of chromosome
N 20q amplification in melanoma
Denitsa K. Koynova®, Ekaterina S. Jordanova®, Angel D. Milev®,
Remco Dijkman®, Krassimir S. Kirov®, Draga |. Toncheva® and Nelleke A. Gruis®
Melanoma Research 2007 Vol 17 No 1
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IIpOrHOCTHYHM MapKepH NMPHU MeJTAHOMHU
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Puck 3a mporpecusi Ha MeJIaHOMA /10 S I.
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IIpeAMKTUBHU MapKepH NPHU MeJTAHOMHA




43 cOMATUYHM TOYKOBU MYyTallMU B 6 reHa,

'NRAS

Position AA mutant

GNAQ

CBbP3aHM C TAPIcTHA TCPpalnusl HA MCJIAHOMMH

p.G12C
p.G12S
p.G12R
p.G12V
p.G12A
p.G12D
p.G13A
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p.G13R
p.G13D
p.Q61E
p.Q61H
p.Q61H
p.Q61L
Q61 p.Q61L

p.Q61K

p.Q61P

p.Q61R

p.Q61R

G12

G13

p.Q209P
Q209 p.Q209L
p.Q209R

Nucleotide mutant
c.34G>T

c.34G>A
c.34G>C
c.35G>T
c.35G>C
c.35G>A
c.38G>C
c.38G>T

c.37G>T

c.38G>A
c.181C>G

c. 183A>T
c.183A>C
c.182A>T
c.182_183AA>TG
c.181C>A
c.182A>C
c.182A>G
c.182_183AA>GG

C.626A>C
C.626A>T
C.626A>G

IBRAF Position AA mutant
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KIT
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V600

S37
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V559
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D816
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p.V60OR
p.V600K
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p.V60OE
p.V60OM
p.V600G
p.V600D

p.S37F
p.S37Y
p.S45P
p.S45F
p.S45Y

p.W557R
p.W557R
p.V559A
p.V559D
p.L576P
p.K642E
p.D816H

p.Q209P
p.Q209L

Nucleotide mutant
c.1798 _1799GT>AG
c.1798 1799GT>AA
c.1799T>A

c.1799 1800TG>AA
c.1798G>A
c.1799T>G

c.1799 1800TG>AT

c.110C>T
c.110C>A
c.133T>C
c.134C>T
c.134C>A

c.1669T>C
c.1669T>A
c.1676T>C
c.1676T>A
c.17277>C
c.1924A>G
€.2446G>C

c.626A>C
C.626A>T
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I'eHeH maHeJ

Design: lllumina Design Studio
Targets: All exons of 66 genes

Panel 1 = 34 genes
Targets = 594 (exons)

Target bp = 195838 bp

# Amplicons = 1494 (max 1536)
Coverage = 95%

Low-Scoring Targets = 13

AKT1
ALK
BRAF
CDK4
DDR2
EGFR
ERBB2
FGFR1
FGFR2
FGFR3
GNA11
GNAQ

IDH1
IDH2
KIT
KRAS
MAP2K1
MAP2K2
MET
MLH1
MLH3
MSH2
MTOR

NF1

NF2
NRAS
PDGFRA
PIK3CA
PTEN
RICTOR
RPTOR
SMO
TSC1
TSC2

Panel 2 = 32 genes

Targets = 457 (exons)
Target bp = 210570 bp
# Amplicons = 1448 (max 1536)
Coverage = 93%

Low-Scoring Targets = 13

AKT2
AKT3
ARAF
BCL2
BCL2L1
ERBB3
ERBB4
FGFR4
HRAS

JAK1
JAK2

JAK3
KDR
MCLA1
MYC
MYCLA1
MYCN
NOTCH1
NOTCH2
NOTCH3

NTRK1
NTRK2

NTRK3
PTCH1
PTCH2
RAF1
RB1
RET
SMAD4
STK11
TP53

IGF1R
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MoJiekyJieH npogu Ha 0a3aJIHO-
KJeTb4eH KapuunoMm (BCC)

SMO ¢.203_204delCCinsTT (AB8V)
SMO ¢.595C=>T (R199W)
SMO ¢.1046_1047delCCinsTT

(T3491)

PTCH1n A1 1§ SMO SMO ¢.1417G>C (D473H)
...... ..’;”.’;’.... .......'....
A s, i SMO ¢.1452_1453delCCinsTT

/ ' Primary, L
. SMO c.1542_1543delCCinsTT

(L515F)

SMO ¢.1604G>T (W535L)
SMO ¢.1685G>A (R562Q)
SMO ¢.1955C>T (AB52V)

SMO ¢.2263_2264delCCinsTT
(P755F)

Nature Reviews | Cancer



MoJiexkyseH npoduia Ha 361 manueHTH CbC

CKBaMO3HO-KJIeThb4eH kapuunoMm (SCC)
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® SCC cases (N=361) = non-SCC cases (N=277)
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* PyTMHHO mynTureHHo npodununpaHe Ha
MenaHOMHU U He-MeNnaHOMHU TYMOpU

— Onpepgens nauneHTn ¢ KIMHUYHO 3HAa4YMMKM BOOELLM
MyTauunu

— BbBexga reHeTu4YHaTa MHOpPMaUNSA B KIMHMYHATA
NpakTuUKa Ha OHKONo3uTe

— BaxeH pakTop B KIMMHUYHUTE NPOYyYBaAHUS

— [lo3BonsiBa ObP30 paskpuBaHe Ha HOBU, NOTEHLNASTHA
reHHU MULLEHNA Npu ‘pan-negative’ crny4vau
 BRAF L597 mutations and MEK inhibitors
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