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Lnpoknin Bo3pacTHOW MHTepBan
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Maccou Tena u 3cTporeHoB

MpenwecTBEHHUK:
3HAOMeTpuanbHas
MHTpa3nuTenuanbHasa Heonnasus

Bbicoknin ypoBeHb akcnpeccun ER
n PR

Bbicokas yacTtoTa MyTaumii reHa
PTEN

Pak angomeTpums Tun |

lMocTtmeHonaysa (>60 ner)
®oH: atpocdhus aHAomeTpuUs

npeAI.IJECTBeHHVIK: Ccepo3Han
UHTpPalanuTenunanbHaa KapunHomMa

MoTeps akcnpeccun ER u PR

MyTauumu reHa TP53 Ha paHHUX
aTanax KaHueporeHesa
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Pak anpomeTtpus high grade
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MonekynsipHaa knaccucgpukauma — TCGA
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MyTauumsa POLE (ynsTpamyTMpoBaHHbIE OMYXOnu)
MSI-H (runepmyTMpoBaHHble ONyXOsin)
HapylieHne KONMMHOCTU HU3KOW CTENEHU (3IHAOMETPUOUAH.)

HapylieHne KONMMAHOCTN BbICOKOW CTEeNeHMU (Cepo3H.)
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TCGA: 4 Tvna

* MyTaumsa reHa POLE
e WIX: MLH1, PMS2, MSH2, MSH6
* WUIrX: p53

Model: MMR IHC/POLE mut/p53 IHC
(n=143)
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A Talhouk et al. Br J Cancer 2015

Canada study: 4 Tuna




Pak aHgomeTpus MSI-H — 20%, n3s Hux:

» 3apoablweBble myTaumm (c-m JInH4a) — 5%

* PaHHum Bo3pacTt (<50 ner)

* OHOOMETPUOUAHLIN pakK
+ TIU's

* MeTtunupoBaHue npomotopa MLH1 — 15%

» bBonee no3gHMi Bo3pacT

* High grade onyxonb

Pak angomeTtpusa MSI-H

MyTauums reHa POLE:
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A Talhouk et al. Br J Cancer 2015
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Somatic POLE mutation

ultramutator phenotype
~50% . .y ~50%
Mutations in microsatellites, Mutation in MMR gene
normal MMR l

¢

MSI phenotype, no MLH1 methylation MSI phenotype, no MLH1 methylation
No MMR IHC abnormality MMR IHC defect
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Caroline Billingsley et al. Cancer 2015

Ponb mytauun POLE

3aknrouyeHue:

Cpeau paka aHAOMETpPUS YacTo BCTpeyaroTcA
ynsTpamyTupoBaHHblie (POLE mut) nnm
runepmyTtupoBaHHble (MSI-H) onyxonu (25-30%)

lMporHocTu4yeckoe U TepaneBTUYECKOE 3HaYeHUe
myTaumn POLE He ficHO

Y nauumeHToB ¢ MSI-H onyxonsmun Heo6xoaMmMo
TeCTUpoBaHue Ha 3apofbiweBblie MyTaLuun B reHax
penapaumu HecnapeHHbIX OCHOBaHWUM ANS BbIABNEHUA
cuHgpoma JInH4a

UmmyHoTepanusa kak onums ansa MSI-H/dMMR onyxonen

HoBble onuun ansa onyxonen ¢ mytaumamm reHa PTEN

CNACuMbO 3A BHUMAHMUE!




