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Onyxonn LUHC y geten 3aHnmalotT 2-0e MecTo Mo
4aCToTe BCTPeYaeMoCTu rnocrie remobnacros3os

3aboneBaeMocCTb Yy AEeTEN cocTaBnsieT
4 na 100 000 geTckoro HaceneHus B roa

ExxerogHo B Poccumn pernctpupyetcs

OKOJ10 1200 HOBLIX cny4aeB
onyxoneu LHC

OHKU OO vm. 1. PoraueBa
855 6onbHbLIX ¢ onyxonsmu LLHC 3a 2014 roa



[1lpoTokonbl ona nedeHuda onyxonen LUHC y geten,

ncrnonb3yemblie Ha Tepputopun Poccum

HIT-MED guidance for patients with Medulloblastoma, MepBuyHble MB, 3n, MH3O0, MBJ1
Ependymoma,CNS-PNET and Pineoblastoma (2014)

HIT-2000/2008
HIT-REZ-2005

CLDE225C2301 (coHnaerunb)

ATPO-2006/EU-RHAB-2010

HIT-HGG-2007

SIOP-LGG-2004

SIOP-GCT-2010

[MpoTuBOpEUNANBHBIN NPOTOKON MK fleYeHuUs
3riokayecTtBeHHbIX rmnom (PHKLL ron)

M-2000 (HUW Ar)

MpoTokonbl St.Jude/POG/CCG

MepBuyHble MB, 3n, LUHC-MH3O, MBI
Peungmebl MB, On, LUHC-MH3O, MBI

Peungmebl Mb SHH rpynnbl

ATunnyHas TepaTOI/I}J,-pa@J,OI/I,D,HaFI onyxorsib

[MepBuYHbIE 3nokavyecTBeHHbIE Muombl: AA, I'b, rmnomel
cTBona

MepBUYHbIE 4OBPOKAYECTBEHHbIE [MTMOMBI

[MepBUYHbIE rEPMUHOrEHHO-KNETOUHbIE onyxonu LIHC

PeungnBbl 3noka4yeCTBEHHbLIX MMTIMOM

MepBuyHble MB y aeten ctaplie 3-x net

Pas3nuyHbie
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O0S 0,75
PFS 0,78
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Molecular Subgroups of Medulloblastoma

CONSENSUS WNT SHH Group 4
Cho (2010) Cé6 c3 C1/GC5 C2/C4
Northcott (2010) WNT SHH Group C Group D
Kool (2008) A B E /D
Thompson (2006) B C!D E, A A, C
DEMOGRAPHICS < L ' ' i

necoe B | Go ceifh i 6 SR |

& &
Gender: @ C' dgd:00 Jgd:Q0Q ogd:Q gd:Q
CLINICAL FEATURES i ' -
- classic, rarely LCA esmoplastic/nodular, classic, LCA classic, LCA
Histology classic, LCA
Metastasis rarely M+ uncommonly M+ very frequently M+ frequently M+
Prognosis very good infants good, others poor intermediate

intermediate

GENETICS 11p- 1p-
r(- 6- Bk 7+ - 5q_8- 7+ X- &
9q- 17q+ 10g- 17q+
10q- 18q+ 16q- 18q+

CTNNBIT mutation PTCH1/SMO/SUFU mutation il7q il7q
GLI2 amplification MYC amplification CDK6 amplification
GENE EXPRESSION MYCN amplification MYCN amplification
" &

- r

%;M WNT signaling SHH signaling Photoreceptor/GABAergic || Neuronal/Glutamatergic
' MYC + MYCN + MYC +++ minimal MYC/MYCN

Taylor, Korshunov et al, Acta Neuropathol. 2012 April: 123(4): 465-472.



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3306779/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3306779/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3306779/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3306779/

PNETS5 Risk group

* Hnskuu puck: MO ctaguq,
Kraccmnyeckmm BapuaHTt, 6e3 MYC
amplification, b-catenin
NONOXUTENbHAs,;

* BbICOKUM PUCK:
KpyMnHOKNeTo4YHas/aHannactnyeckas
nnn M+ nnn MY C amplification;

 CTaHOapPTHbLIN PUCK — OCTaBLUMECH

B6onbHbIE.
Ellison et al. J Clin Oncol 28. © 2010 by American Society of Clinical Oncology




BbI>KMBAEeMOCTb (HIT2000/2008 Pietsch T. et al, 2014)

Cyorpynnbl Mb PNETS5 rpynnbl pyucka

b Subgroup stratification c PNETS stratification
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Mumbers at risk
Mumbers at risk



[1IporHocTuyeckme gpaktopsbl npu Mb (2015 )
HU3KUU PUCK >90% PFS BbICOKWU PUCK 50-75% PFS

CTAHOAPTHbIUA PUCK 75-90% PFS OYEHb BbICOKUU PUCK <50% PFS
* MO SHH He TP53, HeT  [pynna 3 M+
amnnundoukaumm MYC N, HeT LCA e SHH/TP53
« [pynna 3 MO, HeT amnnudukauum
MYC N
« [pynna 4 MO, HeT ch 11 loss?

TPEBYETCA YTOUHEHUE:

WNT M+

[pynna 3, MO MYCA

17q B I'pynne 3

MenaHouuTtapHaa megynnobnacroma
Megynnommnobnactoma

AHannasua B rpynne 3 unu 4



MHI0

* “It is time to say good by to CNS-PNET.
Most of the CNS PNET (20%) are not
PNETSs (but at least they are still in the
CNS) b. sturm, M. Kool, 2015

« Kak MmuHnumym 4 rpynnel [MTHO0 (PNETL1.1,
PNET1.2, PNET1.3, PNET1.4, PNETL1.5)

 [1nannpyetca peknaccundpukauyms LIHC
'THOO B COOTBETCTBUU C MOJIEKYNIAPHbBIM
npodounem




aneHgmmoma (9 rpynn)

A i . .
natomic SPINE (SP-) Posterior Fossa (PF-) | Supratentorial (ST-)
Compartment
Molecular
EPN SE EPN-A EPN-YAP1
Subgroup
1 1 [ ! 1
i sub- myxopapnlaryl (anaplastic) sub- (anaplastic) | (anaplastic) sub- (anaplastic) ; (anaplastic)
Histopathology |ependymoma ependymoma ependymoma Ependyrﬂﬂma | Ependymoma ependymortia ependymoma jependymona, ependymona
(WHO 1) : (WHOT) 1 {WHO ) |~ (WHOT) 1 (WHO Il ' (WHO Iy | (WHO Iy (WHOIIIIIIJ (WHO 1111y
| 1
1 I 1 I I 1
I I I I | ]
6gdel. | CIN 1 CIN balanced | balanced | CIN balanced | aberr. 11q | aber. 11q
i 1 1 1 |
Genetics [>T LT I DL DD D S
o ) I I I | | I g:lfggﬁ
ncogenic
Dri?rer ? : ? : NF2 ? : ? : ? ? :YAPT fusu:un: RELA-fusion
T T T T T T
1 | , 1 [ | [
1 | 1 [ | I
Tum.or 1 | I | | I
Location : : /) | | !
I 1 1 I I 1
1 1 ] ! ! 1
I | I | | I
Age 1 1 1 [ | I
Distribution ! : | | /\ | i
(years) | : : " | i
418 60 |418 60 |413 60 | 418 601418 60 1418 60 |418 60 1418 60 1418 60
I I | T
Gender 1 I (e [
Distribution |9, F i O’1 9.#,..% ;o_’,,.%uo" 9@1& gﬁlz,g.d- 2
Patient I I ! : SR !
Survival : : ‘ : ‘ : | | : L\\ .
(OS; months) I [ I | | — - —
120 ' 120 120 120 120 ! 120 120 ! e 120

Pajtler, Witt, Sill et al., Cancer Cell 2015



3rokayecTBeHHble rnnombl (HGG)

« Cpean rmnobnacTtom Tak e BbisiIBIIEHbl MOJEKYNSAPHbIE
pas3nnyns, BANSAIOLLIME Ha NPOrHo3
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Korshunov et al., Acta Neuropathol 2015



CoBpeMEHHbIE MOSEKYIAPHbIE
nccrnegoBaHus

'eHHbIN cKaHep

IHlumina 450K Array [eHHbIX YMn




YyacTtume B MeEXOYHaPOAHbIX UCCITENO0OBaAHNAX

1 SIOP EPENDIMOMA I

2 CNS-PNET retrospective metaanalis
(BkMO4EHO 8 60SIbHbIX)

3 SIOP-YC MB: An international Prospective Randomised Study for Children
Younger than 3 to 5 Years with Metastatic and Non-metastatic
medulloblastoma

4  SIOP PNET 5 Medulloblastoma: An international prospective study on clinical
standard-risk medulloblastoma in children older than 3 to 5 years with low-
risk biological profile (PNET 5MB-LR) or average-risk biological profile (PNET
5 MB-SR)

5 I-HIT-MED: International HIT-MED-Registry (for children, adolescents, and
adults with medulloblastoma, ependymoma, pineoblastoma, CNS-primitive
neuroectodermal tumours)



PNETS — Kputepuu BknroveHus

mapTt 2015
'Mctonorus CMB > 3 net
DMB > 5 net
Bbuonorus Myc oTpuL

NpenoonepaunmoHHaa MPTIM+CM | MO

NMocTtonepaunoHHaa MPT RO unu
ocTatodHas onyxonb <1.5cm?
LuTonorus MO
WNT

F aa HeT ﬂ

LR-Arm SR-Arm




PNETS

| R-mauneHThI:
— Bospact He bonee 16 neT
— OnpepgeneHune rpynnbl WNT:

* 0bsA3aTenbHO NO pe3ynbTatam ABYX METOOOB:
* UMMYHOTNMCTOXNMUA
* MOJeKynsapHas reHeTuka (Mytauum),
* MO BO3MOXHOCTUN - MOHOCOMWA 6;
— CHWXEHUe 03bl KpaHUOCNUHAabHOro obnyyeHna go 18
['p;
— Obs3artenbHa oTnpaBKka KpoBU Ha germline aHanus

e SR-nauueHTbl: NPUMEHEHME KapbonnaTuHbI
oaHoBpeMeHHO c JIT;



SIOP-Ependymoma |l (2015-2020) 3 BeTBM

Heupoxupyprudyeckuu pedgeHc-ueHTp:
LleHTpann3soBaHHas oUeHKa CTEeNneHwu
yOaneHusa onyxosivu npyu nepBUYHOMU
onepauuu,

Bo3MOXHOCTbL NpoBeAeHUst NTOBTOPHOM
onepauuu



SIOP Europe

YC MB : European trial for children < 3-5 years
(all MB subtypes, all M-stages)
OcHoBHas Uelib. OUeHNTb KITIMHN4YeCKoOe
3Ha4eHune NPporHoCTn4eCKux CbaKTOpOB ans
cTpaTudumkaumm Ha rpynnbl puckKa

YC MB-HR
YC MB-LR
SHH (CMB, AMB,
(DMB, MBEN) LCMB_’
DMB with
myc +)

Common reference histology and diagnostics, neuropsychological
assessment and co-studies (incl. imaging and biology)



CxemMa B3anmMmoaencTBusa c
OPYrMMU KNUMHUKaMU

onpenaparbl
RT/KT
Lintonpenapatsl nuksopa

) basa ) PervoH, opyras

AaHHbIX KIMTMHUKa

Pesynbrathbl pvictonorum n X
Pesynbrathbl nepecmotpa MPT/KT

Pe3ynbTaTbl MONEKYNAPHO-FTEHETUYECKUX U
LINTOrEHETUYECKUX NCCNEeaoBaHUM
Pe3ynbTaThl NepecMoTpa LUUTONormm nukeopa

PedepeHc-
LEHTPbI
PedepeHc-
naboparopumu




bnarogapum Bcex 3a COTPYAHMYECTBO U NOOOEPXKKY!
+7-909-655-63-02
k ella2004@mail.ru
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