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>AUEPT AOYW TNE MoplaKNg MevVeTIKAC YVwWPI(OLUE OTI Ol TIEPICCOTEPEC KOIVEC
vOO Ol aTTOTEAOLVTAL OTTO TTEPITIOL 7.000 XIAIAOEC OTIAVIEC YEVETIKEC VOO OUC

H cuxvotnta tng KABE piag gival XapnAr aAAd oTo cOVOAO O@OPOLV TIEPITIOU
T0 10% TOUL TTANBLCHOV

Aduvapia AEITOLPYIOC O HIKPEC XWPEC OTIWC N EAAGDA CUANOYWV aoBeviv
yIa OAEC TIC ZTTAVIEC Mabnoelg

>NuUEPa otnv EAANGdO (LTTO-)A1ToLpYOLV TiEPITIOL 30 CUAANOYOI OOBEVWV YIO
OUYKEKPIPEVEC YEVETIKEC OOBEVEIEC I OPADEC ALTWV

AVAYKN LTTOOTNPIENG ALTWY TWV AoBeVWY OCOV A@POPA TNV ApPXIKN dldyvwaon,
TIC OIOYVWOTIKEG EEETATEIC OPYOTEPQ, TN PAPUOKEVTIKN aywyr KAl TIOAAG
AAAO Bepata TTov oxetidovtal Pe TNV TIo10TNTa (W g

1d101TEPOTNTEC KABE aoBEVEINg, avAYKN €EEIDIKEVPEVNC UTTOCTHPIENC



> & ELpwTIAIKO €TTITIEDO £XOULV apXioel va dnuiovpyoLVTal

Kévipa EpyTeipoyvwpooivng

Kévtpa Ava@opdac

MeydAn votépnon tn¢ EAANVIKAC NopoBeaiag



Epyaoctripto Moplakrc AlayvVwoTIKIG
EKEDE «ANUoKpITOC>

20 Xpovia Nevetikr¢ tov Kapkivou

BRCAL, BRCAZ2, other genes after genetic counseling (TP53, STK11, MLH1, MSH2 etc) — Sanger
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Syndrome

breast/
ovarian

HBOC
CHEK?2

FAP
HNPCC

Peutz Jeghers

Multiple Endocrine

Neoplasia

eLi-Fraumeni

*Von-Hippel-Lindau

Cowden

*HDGC

Gene
BRCA1

BRCA2
CHEK2

APC
MLH1 , MSH?2
PMS2, MSH6

STK11/LKB1

MEN1
RET

pS3,
VHL
PTEN
CDH1

Hereditary Cancer Predisposition Syndromes

Organs affected

breast, ovaries

breast, ovaries, prostate, pancreas
breast, thyroid, colon, kidney, osteo-, chrondo-sarcomas ??

colon, polyps
colon, endometrium, ovaries, brain,
urinary tract, biliary, other types of cancer

M elanin pigmentation lips, hamartomatousintestinal polyps
small bowel, colon, pancreatic, breast

parathyroid, pituitary gland, pancreas, many others
adrenals, thyroid, parathyroid

breast, sarcomas, leukemia, brain
retina, kidney, cerebellum, spinal cord, adrenals
breast, thyroid, ovaries, skin

lobular breast ca, diffusegastric ca

Fostiraet al, J BUON, Sep 2007 S13-22.



Aiktuo dAANAEMLOPACEWV MIPWTEIVWV IOV
EMMAEKOVTOL OTOV KANPOVOULKO KOLPKLVO
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Cancer Susceptibility Loci and Genes

High-penetrance, rare
cancer predisposition genes
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MaveAAVIOC ZUAAOYOC Muvalkwv e Kapkivo MaoTol «AAUO ZwHC»
OIKOYEVEIOKN Zuppoxia EAANGdOC Katd tTng Nooouv VHL EANGDOC

MaveAANVIOC ZUANOYOC AcBevwv Kal PiAwv MaoxOvVIwy atto
NELPOIVWHATWON

EAANVIKN Etaipeia Olwdoug ZKANPUVOEWC

MaveAAnvia 'Evwaon Zaviwv MNabroswv

MANEAAHNIOL IYAAOTOE
T'YRAIKIN ME KAPKIND MALTDY




Epyaotripio MoplaKng AlayvwoTIKAG

> UVEPYOOIO PE TNV TIAEIOVOTNTA TV OYKOAOYIKWVY KAIVIKWVY TNV
EAANVIKN ETUKPATELID

EAANVIKR cuvepyalopevn OyKoAoyikry Opdda

Movdada AlpatoAoyiag OykoAoyiag tng A’ MaudiatpikNg KAIVIKAC
Touv EKIMA, Noookopeio MNMaidwv «Ayia Zopio»



Epyaotripio Moplaknig AloyVwOTIKNG

EpyaotnploKr LTTIOOTHPIEN TWV OYKOAOYIKWY KAIVIKWV

YOTEPNON OKOPA KOl CHUEPO OTOV TOMEN TNC MEVETIKACG TOU
AvBpwTToL / latpIkNg Mevetikng / KAIVIKNC MEVETIKNG O€
oX€on ME AANEC ELPWTTATKEC XWPEC
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BRCA1 5586G>A exon 23 skipping

I:1 1:2 1:3 I:4
leukemia 73y died @83
died@83
I:1 11:2 1:3 1:4 I1:5 11:6 7 11:8
BrCa 43, 45, 51 born 1953 born 1955
WT/MT
born 1957
n:1 1n:2 n:3 n:4 1:5 11:6
BrCa 27
WT/MT

Molecular Diagnostics Lab, NCSR “Demokritos”, GREECE



BRCA1 exon 20 deletion
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BRCA1 exon 24 deletion
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Wi %; BRCA1 C61G
24"

FTERERE D 9 ¢

11:8 11:9 11:10 I:11 11:13 1:14 11:15 1:16 :17 1:18
A K R A G M E
died@80y d%zc@;g); died@80y ca @ ? Iagggézg;ly _Iung ca _Iung ca CRC 87y BrCa 44y died@78y died@40-50y BrCa 35y (r.) brain ca 50y
died@88y died@90y died @88y uterine ca UNKNOWN CaLSE BrCa 40y (1.) lung ca 50y
died@75y died@47y died@81ly died@50y
:1 :2 :3 :4 :5 1:6 n:7 11:8 1:9 l1:10 :11
G M K
- intestinal ca 35
died@5y prostate ca 70y BrCa 40y lupus born 1948 died@50y Y born 1943
polyps OvCa 47y born 1943
died@75y died@54y
+ — +
V2 IV:3 vV:4 IV:6 v:7 vV:8
BrCa 37y & 42y PCOs BrCa 40y born 1973 born 1974
C61G carrier born 1970 PCOs
born 1966 lenign Ov tumor 37y
C61G carrier
born 1967
Vil V:2 V:3 V4

born 2000 born 2006 born 2006

Molecular Diagnostics Lab, NCSR “Demokritos”, GREECE
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>uvepyoaoia Epyaotnpiov Moplakrnig AlayvwoTIKAG & .
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EAEXONKOV OTOXEVLHEVO 77 CLYYEVEIC OTIO 32 OIKOYEVEIEC TWV YUVOIKWV
TTOU €iXaV KANPOVOUIKOTNTA
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>€ oLVOAO 3.000 EAANVIKWV OIKOYEVEIWV HE IOTOPIKO KAPKIVOU
EXOULV XOPOKTINPIOTEI TtaBoyovol PeTaAAGEelg o€ 700

PALB2 20

| ATM 20 B BRCAI founders
® BRCAI
CHEK2 72 )

a

BRCAT1 founders

BRCA1 190 k. < mRAD51C
B FAMI175A



Number of families per founder mutation

BRCA1L Founder Mutation
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Poland approximately 400-500 years ago

Hamel et al, EJHG 2011




/ BRCA1, p.C61G

g BRCA1, p.P1125fsX6
- BRCA1, p.G1738R
& BRCA1, 5382insC

7 BRCA1, del exon20
B

RCA1, p.1803_1822del20
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KATOVOMI] TWV
EAANVIKWV
IOPUTIKWV
METOAANOEEWV

; BRCA1, del exon23-24
— BRCA1, del exon24
’ BRCA2, del exon12-13

: CHEK2, del exon6
RAD51C, c.706-2 A>G




Greek founder mutations are found in places where
Greeks have migrated the last two centuries
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[CEVETIKI] CLUMPBOULAEVLTIKN
‘EXxel KAnpovounOBei n petarAaén n €ivail de novo;
ATTO TTOIA TIAELPA TNC OIKOYEVELAC (VOOEL 0 YOovEQC;)
H @aIvOTUTIIKN EQ@AVION €ival N idla oTa TTaIdIA KAl OTO YOVEQ
AlOTPEXOLV KiVOLVO Ta AAAO PEAN TNCG OIKOYEVEINC;

[1POYEVVNTIKOC, TIPOEUPUTEVTIKOC EAEYXOC KOl ETTIAOYEC

POPUOKEVTIKN AVTIUETWTTIION — Op@ava @ApUOKA

XEIPOLPVYIKEC ETTEPRATEIC
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Participation in international consortia

Consortium of Investigators of Modifiers of BRCA1 and BRCA2 (CIMBA). Coordinated by Dr Georgia Chenevix-
Trench, Queensland Institute of Medical Research, Brisbane, Australia.

Breast Cancer Association Consortium. Coordinated by Prof. Doug Easton, Cambridge University, UK.
Evidence-based Network for the Interpretation of Germline Mutant Alleles — ENIGMA. Coordinated by Prof. A.
Monteiro, Univ. S. Florida, Tampa, USA. http://enigmaconsortium.org/

Ovarian Cancer Association Consortium — OCAC. Coordinated by Prof. Paul Pharoah, Cambridge University

Collaborative Oncological Gene-environment Study — COGS. Coordinated by Prof. Per Hall, Karolinska Institute, Sweden
http://cogseu.org

Collaborative genomics for human health and cooperation in the Mediterranean region. Coordinated by Prof. Mary-
Claire King, University of Washington, Seattle.
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