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Cancers with inherited mutations
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Cancer Geng Markers

1. H dudyvoon yio £vo DTOKEIPEVO YEVETIKO GVVOPONO
umopel va givon eEopetikd em@@erg Yo Toug a.cHeVEic
KOl TIG OIKOYEVELES TOVG.

2. H o\ avénon g mbavotntag evog vwoKeievoL
oLVOPOLOL popet va unv etvar amd povn g amdAvTa
OL0YVOGTIKY.

3. Mmopel va, amoTeAEGEL oL EVKALPIN Y10l YEVETLKY]
a&loAoynon Kot evogyopEvmg £yKopn topéuPoaon M
TPOTOPYIKT) TPOANYI) TNS VOGOV GTOVS GUYYEVEIC.

Hereditary Cancer: The Importance of Family
5-10% of cancer cases are caused by genetic mutations
inherited from a parent and run in families.
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Parents, siblings and children have a 50% risk
to carry the same mutation.



¢ Later ages of onset (60-70s) ¢ Early ages of onset (under 50s)

e Little or no family history of cancer ¢ Multiple generations with cancer

* Single of unilateral cancers *  Multiple or bilateral cancers

*  (Clustering of certain cancers (e.g. breast and ovarian)

Figure 2 Red-Flags for Heraditary Cancers

H mlkio tov 000evolc, TO OLKOYEVELWOKO 1OTOPIKO KOU OPKETEG OAAEC KMVIKEG — TTOPAUETPOL
YPNOUYLOTOIOVVTOL GUGTNUATIKA MG OEIKTEG Yo TOV KANPOvoukd Kapkivo / chvdpopa veomhaciog oTny
OTPIKT TPAKTIKN.

To yopaxmpotikd avtd £yovv amodeybel mepropiopuévng gvaenocioc oty avoyvopion 1ng
KANPOVOUIKTNC TPOO1AOEoN S TOV KOPKIVOL 1010{TEPO GTOVG EVIIAIKES KOl PMKI®MUEVOVS TANOLGLOVG.

To yeyovdg 011 01 maBoroyoavaTopor gival Guyvl Ol TPMOTOL Ol OMOI0l OTOKOADTTOLV  KANPOVOUIKA
veomhdouoto dev €lvol aKOUO YVOGT 1) OTol0, EKTIUATOL YEVIKA OO TOVS KAVIKOUG 10TPOVS, YEYOVOS TO
0moi0 aVTAVOKAQ TOVAGYIOTOV €V UEPEL TNV TMEPLOTOCLOKY (YVOl TOV TPOTACE®V KOl CYOAM®V TOV
TaOOAOYOUVATOUMV CYETIKA UE Uiol TOVY] KANPOVOLIKY| BACT EVOC VEOTAAGUATOG,



Clinical geneticist:

* Bethesda guidelines
* Other clinical suspicion LS

Pathologist:
* CRC or endometrium carcinoma < 50 yrs
*2CRC<T0yrs

* CRC + other LS - related tumour < 70 yrs
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MSl-analysis & IHC

/\

Tumour MS! + andlor [HC - Tumour MSI - & IHC +=—> | Sporadic

Tumour Tumour  Tumour  Tumour
MLH1 - PMS2-  MSH2-  MSHG -
/ PMS2 - MLH1+  MSH6-  MSH2+
MLH1 promoter | | MLH1 promoter
Methylated Unmethylated
(and/or BRAF +) | | (andlor BRAF -)
Sporadic MLHI | [PMS2-| |MSH2-| | MSHs-

Suspect for Lynch syndrome

Germline mutation analysis

|

1.Tnv televtaio dekaeTia, M
OVOGOTGTOYNUELN ELPOVIOTNKE OC EVa
YPNOUO EPYOAELD Y1l TOV KANPOVOUIKO
ELEYYO TOVL KOPKivOv.

2. Avt6 emelnyeiton KaAlvtepa pe v
YPNO1 GVOGOTGTOYNUELNS TTPOC eEETOION
TOV OVOVTIOTOL 1MV ETO10pOmONG
[germline mutation in one of the
mismatch repair (MMR) genes /
mismatch repair immunohistochemistry]
®G EPYOAEIOV d1OAOYNC GE KaPKIvOuo
TOV TTOYE0S EVTEPOV KOL TOV
gvoountpiov.

3.0 avadpopkog £AeYY0S OA®V TV
OYK®V Y10, OVETAPKELEC OVTOV TOV
TPOTEIVOV EYEL OC ATOTELEC A TNV
emnpdodetn avayvaopion Kot Oepaneio
TOV KOPKIVOUATOV TOL oyeTilovTon Le
ocvvopopo Lynch kot tov otkoyeveimv
oL PILOEEVOHV L TA TOL GHVOPOLLAL.
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Tl T L ' : MLH1, PMS2, MSH2 and
Tl MSH6
immunohistochemistry

(IHC)
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1: normal IHC in the
tumour cells.

2: absence of MLH1 and
PMS?2 in the tumour cells.
3: absence of PMS2 in the
tumour cells.

4: absence of MSH?2 and
MSHS6 in the tumour
cells.

N, 5: absence of MSH6 in the
| o p¥ied® tumour cells.
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|dentifiable Familial Syndromes Confer
High Cancer Risk

Familial Adenomatous Polyposis
(FAP)

Attenuated FAP
MYH Polyposis

Peutz Jegher’s Syndrome

Juvenile Polyposis

Lynch Syndrome
(Hereditary Nonpolyposis CRC)

Lifetime Cancer Risk

100% for CRC
Up to 12% for Duodenal Cancer

70% for CRC

40-60% for CRC

39% for CRC
54% for Breast

40-70% for CRC
>20% for
Stomach/Pancreas/Small Bowel

50-80% for CRC
50% for Uterine Gancer

Adenomatous Polyposis Coli [APC)
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2€ OPKETEC TEPIMTOCELS, OTIMC
GTNV OIKOYEVN] TOALTOOI0O)
[familial adenomatous
polyposis coli (FAP)]
umopovv va, viobetnHovv
TPOPUVAUKTIKES KOAQ
E0PULOUEVES YELPOVPYIKES
emepuPacerg yio v TpoAnym
TOV EKONADCEDV TNE VOGOV,
LE ELPOOT] GTNV GNUOGTO THG
EYKOLPNG AVOLYVOPIGTC AVTOV
TOV dLVNTIKA Kokon0wv
VEOTTAOGLULATOV TTOL
neplopilovv ) Lon.
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