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YTO HY?KHO KJIMHULIHUCTY

=BepHbIM MOpPOSIOrMYeCKUM JUATCHO3

=XapaKTepUCTUKH OIMYXOJIH KOTOPbI€e MO3BOJISIOT
BbIOpaTh HanboJsiee 3PPEKTUBHBIN METO/,
JIeYeHU S UJIM UX COYETaHUE

=XapaKTepHUCTUKU ONYXOJIU NIpeJCKa3bIBaKOIe
IPOTrHO3 TeYyeHHUs 3a60J1eBaHUSA

OBIIAA BBIZDKUBAEMOCTD ITALIMEHTOB C OITYXOJIAMHK HHC B
3ABUCHUMOCTHU OT MOP®CGJIOI'MYECKOI'O BAPUAHTA
Survival curves for various types of CNS tumors
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KPUBbBIE BbIZKUBAEMOCTH MALMEHTOB C AHAIVIACTUHECKUMH
OJIMTOAEHAPOIZIMOMAMMU U AHAITJIACTUYECKHUMU OJIMTOACTPOLUUTOMAMMU
C Y BE3 HEKPO30B U C [VTIMOBJIACTOMAMHU

* T T T T T T T ) (ears)
o 1 2 3 4 s & 7 8

° n Number of patients at risk Trial

1 27 26 9 [ 7 Z T 26951 AOD no necrosis
8 57 e :: 28 7 12 7 26951 ACD with necrosis

9 12 10 7 2 1 o ° - 26951 ADA no necrosis
28 30 19 6 3 1 1 0 - 26951 AOA with necrosis
273 288 148 2 10 s 1 o 26981 GBM

€

Jlannsle u3 ucciaenopanuiit EORTC 26951 u 26981

OCHOBHBIE UBMEHEHWA B KJTACCHOUKALIUN
ONMYXOJIEU LIHC

Diffuse astrocytic and oligodendroglioma tumors
Diffuse astrocytoma, /DH mutant
Gemistocytic astrocytoma, /D mutant
Fibriltary 3

T astrocytonmr
Diffuse astroeytoma, IDH wild-type
Diffuse astrocytoma, NOS

Anaplastic astrocytoma, /D// mutant
Anaplastic astrocytoma, IDH wild-type

Anaplastic astrocytoma, NOS

Glioblastoma, /D wild-type
Giant cell glioblastoma
Gliosarcoma

_pithelioid glioblastoma

Glioblastoma, I/DH mutant

Glioblastoma, NOS

Diffuse midline glioma, H3-K27M mutant

Oligodendroglioma /D4 mutant and 1p/19q codeleted
Oligodendrog NOS

Anaplastic oligodendroglioma, /DI mutant and 1p/19q
codeleted

Anaplastic oligodendroglioma, NOS

Oligoastrocytoma, NOS
Anaplastic oligoastrocytoma, NOS

Other astrocytic tumors d

Pilocytic astrocytoma

Pilomyxoid astrocytoma
Subependymal giant cell astrocytoma
Pleomorphic xanthoastrocytoma

Anaplastic pleomorphic xanthoastrocytoma

Ependymal tumors

Subependymoma
Myxopapillary ependymoma
Ependymoma

ethriarependyrrome

Papillary ependymoma

Clear cell ependymoma

Tanycytic ependymoma
Ependymoma, RELA fusion positive
Anaplastic ependymoma

Other gliomas

Chordoid glioma of the third ventricle
Angiocentric glioma
Astroblastoma

Mixed neuronal-glial tumors

Ganglioglioma

A ic liogli

Desmoplastic infantile astrocytoma and ganglioglioma
Papillary glioneuronal tumor

Rosette-forming glioneuronal tumor

Diffuse leptomeningeal glioneuronal tumor
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[JIMAJIbHBIE OITYXO0JIN

BJIMSTHUE MY TALW Y TERT, IDH, 1P/190 HA OBLIYIO
BbXKUBAEMOCTb MALIMEHTOB CO 3/IOKAYECTBEHHbBIMH

[JIMOMAMMU

A Grades Il and 1l
100+

Survival (%)

TERT and IDH
mutations (N=31)

B Grade IV
100-5
90
30
ple-negati
(N=80)
£
£ 1DH mutation
2 only (N=32)
]
TERT anv d 1D
mutations
(N=11)
{i]
o TERT mutation
anly (N=347)
2 4 6 8 10
Year.
Eckel-Passow et al. (2015), DOI: 10.1056/NE]JMoal407279 @
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MY TAIIUS IDHI /2

= T'en IDH 6511 oTKpBIT Bert Vogelstein c kossieramu B 2007 ¢ ucnoJib30BaHUEM
TOXHOJIOTMM MOJTHO3K30MHOI'0 CUKBEHUPOBAHUS

= l'ennl IDH1 (komoH 132) u IDH2 (kopoH 172) (myTauus rena IDH2 BcTpevyaeTtcst
npuMepHo B 10 pa3s pexxe, ueM MyTalus reHa IDH1, oJHOBpeMEHHO 3TU MyTal[UH He
BCTPEYAIOTCs1) — 3TO TeHbl, KOAUpPYoIHe GepMeHT H30LUTPATAErH/JPOreHasy, KOTOpbIi

ydacTByeT B LiukJe Kpe6ca

= IDH MyTHUpOBaHHbIE ONYyX0JM OTJINYAIOTCS 60Jiee BBICOKOW YYBCTBUTENbHOCTDIO K
AJIKUJIMPYIOIIUM XMMHUOTIpenapaTaM 1 JIydllliM IPOrHO30M M0 CpaBHeHHIo ¢ wild-type

KOJIEJIELIUS 1P/19(

= BnepBnble 6bl1a onKMcaHa
B HavaJsie 1990 rozoB
Bob Jenkins c
KoJlJIeraMy U
onpejesieHa, Kak
IPOTHOCTUYECKU
6/1aronpusTHbIN GaKTOp
IporHosa

= fBsgeTca
IOJIOXKUTEbHBIM
npeJUKTOPOM
3pdeKTUBHOCTH
XUMHUOTEpaANuu

Percent survival

Overall survival grade Il and lll gliomas

0 ' 1(')0 ) 200
OS (month)

Codel Il n=89
—— Codel lll n=86 IP=0. 13

IDHmMuUt non-codel Il n=208 T s« 9<0.001
—— |IDHmut non-codel Il n=166

IDHwWt Il n=81

= |DHwt Ill n=168 I p<0.001
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MPEABIAYLIVE UCCAELOBAHUA
AJIBIOBAHTHON XMMUOTEPAIIMH ITPH
[JIMOMAX BC3

EORTC 26981 u EORTC 26951: Ba paH/0MU3UpOBaHHbIE Overall Survival 26981
KOHTPOJIMPyeMbIX UCCIef0BaHUs N0 U3YYEeHUIO aJbloBaHTHOM
XMMHOTepanuu. B 0601X ~ KOHTpPOJIbHas IpyIna JyyeBas
Tepanus.

EORTC 26951:
= [1mo61acToMa: Maji0 YyBCTBUTEIbHAA K XUMUOTEPANHNU
= XuMHOJ/Iy4eBas Tepanus U aJ/bIOBaHTHAsA XUMHUOTepanus

= TEMO30JIOMU/J] yiiydiin pe3yabTaThl JIEYEHUS

EORTC 26951:

= AHanJiacTu4deckast OJIUTOAEHAPOIJIMOMA: HYBCTBUTEJ/IbHAA K
XHUMHOTEpPAINnun

= AnbroBanTHasa XT o cxeme PCV

= HeT cTraTucTryecku 3Hauumoro yBesndyeHuss OB

AJJBIOBAHTHAA XUMUOTEPAIIUA 110 CXEME PCV 3
YBEJIMYMUBAET OB I1PY IJIMOMAX 6R III C KOJIEJIELIMEX
1P/190, HO HE B CMEIIAHHOMU MTONYJIAL WK

JIT-PCV>JIT
ol ” Overall survival 26951
\\‘t RY
- T—y : et
L\ — : :;ltu ﬁ?uinn

Overall Survival (%

— ATl -

T T T T
( 1 4 - ¢

0OS: 13.3 vs. 7.8 years, p=0.03; HR=0.59)
PFS (10.4 vs. 4.0 years, p=0.002; HR=0.50)
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:’ E O RTC The /M%z’ o/‘/ concer /64///;3;://

Phase lll trial on Concurrent and Adjuvant Temozolomide
chemotherapy in NON-1p/19q deleted anaplastic glioma.
The CATNON intergroup trial (EORTC 26053-22054)

M J van den Bent, S Erridge, M A Vogelbaum, A Nowak, M Sanson, A Brandes,
W Wick, P Clement, J F Baurain, W Mason, H Wheeler, O Chinot, M Weller,
B.G. Baumert, K Aldape, WNM Dinjens, P Wesseling, V Golfinopoulos, Th
Gorlia, J.M. Kros, B Baumert

Research
ONCOLOGY COOPFRAYIV TRI A
: MRC Council FOR NEURO[ ON(,OLOGY

MNnoa NRG nden ‘ Canadian Cancer
' ¢ ['.‘.:"

IS Group

Intergroup phase lll trial on concurrent and adjuvant
temozolomide in non-1p/19q deleted anaplastic glioma W

* Centrally confirmed grade III glioma
* No 1p/19q co-deletion
* Stratification: MGMT promatar ctatue

4 RANDOMIZATION

RT 59.4 Gy +

RT 594 (;y concurreqt
temozolomide

2 x 2 design

Adjuvant TMZ

No adjuvant
treat"ment day 112 i y/ %?cd“)“

n o ; Y
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CATNON: BbIZKUBAEMOCTbD BE3
I[IPOTPECCHPOBAHUA

Median %at2years % alive ats
(95% CI) (95% CI) years
Adjuvant  Patients Observed (Months) (95% C1)
™ (N) events (O}
19.0 450 24.3
No 312 200 (144,246) 391,507) (177,31 6)
428 59.2 431
Yeos an3 144 (266, 60.6) (53.264.7) (35.0,50.9)

(years)
0 1 2 3 ] 5 6 4 ]

o N Numer of patients a1 risk Adjuvant TMG

wo 372 154 % 56 # (0 8 1 No

s 2 208 1 % B 2 12 1 —Yes

| Nonparametic| GoxModel

P-Value
(Score
Test)

< 00001

CATNON: OBIIIAA BBIZKMBAEMOCTD

Overall Survival

00 - 1
_ Cox Model
« P=0,003 Wedian %alveatz alvests  Harard
(85% €I} years years. P-valus
Adjuvant Patients Observed {Menths) 95% CI) (95% {Score
& ™ (N} events (O] Test)
70 | 41 441
No s12 128 (365, 607) 57) (363,516 0003
e | _
756 559
Yos 73 92 NotReached  (69.8.004)  (47.2,63.0)
® |
|
[
@
%
x|
10 4
[} : | Iywars
0 1 2 3 ‘ H € T L]
o N Number of patierts 3t risk ) Adjuvare TMZ
129 2 240 160 £ a 0 3 1 No
7 n 8 182 " © u 1" | — Yo




27.10.2018

NoAXO0AbI K TEPAIIUU IVTIMOM GR III B BABUCUMOCTH OT

HAJINYUA KOAEJIELIUU 1P/190

National

NCCN Guidelines Version 1.2018
Anaplastic Gliomas®/Glioblastoma

N Comprehensive
NSO Cancer
Nerwork®

NCCN Guidelines Index
Table of Contents
Discussion

ANAPLASTIC GLIOMAS (SEE GLIO-3/GLIO-4 FOR GBM)

PATHOLOGYY ADJUVANT TREATMENT
Consider clinical trial (preferred for eligible patients)
L
" Fractionated external beam RT and necadjuvant or
?I?gg:‘laesr:acrogli oma — ladjuvant™ PCV (category 1)" I
(1p19q codeleted) or

Fractionated external beam RT! with concurrent and
adjuvant temozolomide”

| Consider clinical trial (preferred for eligible patients)

Fractionated external beam RT followed by adjuvant
temozolomide”

or

Fractionated external beam RT! with concurrent and
adjuvant temozolomide"

Anaplastic astrocytoma,
Anaplastic
oligoastrocytoma, NOS

or
Fractionated external beam RT + neoadjuvant or
adjuvant™ PCV

Fractionated external beam RT!
(hypofractionated [preferred] or standard)
or

Temozolomide (category 2B)"-°

Anaplastic gliomas?
Poor performance
status (KPS <60)

or
Palliative/Best supportive care

FOLLOW-UPP

CTOMMOCTb aAbIOBAHTHOU TEepanuu
12 000 py6

Brain MRI 2-6 wks

after RTP then every See
—|2-4d mo for 3y, then |— |Recurrence
every 6 months (GLIO-5)

indefinitely

CTOMMOCTb aA'blOBaHTHOﬁ Tepanuu
300-400 000 py6

®

[JIMOBJIACTOMA
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CXEMA JIEMEHNA IO NMPOTOKOITY
EORTC 26981-22981 AND NCIC CE.3

KOMOMHMPOBAHHAS! ey Temopan 75 Mr/M2 ileHb X 6 Heq,
Tepanua TMA/NT

NN

e U 0 0 0 0 [
———

0 6 10 14 18 22 26 30 Heaean
T e

AT

D Temopan 200 mMr/M2 x 5 gHel,

Kaxkable 28 gHen X 6 LMKIoB

m JlokanbHas paguorepanus (30 x 2 I'p, 60 I'p)

06beM 0myxoJid + 2—3 cm BOKpYT

R Stupp, et al. N.Engl.J. Med. 2005; 352:987-996. @

1001 nT T™MI/NT
907 MepguaHa OB, mec: 12.1 14.6
801 2-neTHasN: 0% 26%
70 p <0.0001
% 007
507
407
7 TMIUNT
207
107
0 T T T T T T 1 (months)
6 12 18 24 30 36
261 _25(: zfﬂmmm o '{L&' R 59 23 2 qQ —™ nT
219 287 246 174 109 57 27 4 — TM,D,/HT @
R Stupp, et al. N.Engl.]. Med. 2005; 352:987-996.
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TEMOAAN U METUNTYAHUH
METUNTPAHCOEPA3A (MIMT)

TEMOAAN

= ANKUNNPYIOLLNIA
(meTnnnpytowmin)
LMTOTOKCUYECKUI
XMMMOTEPANEBTUYECKUN
npenapat

" NPUCOeANHAET MeTU/IbHbIEe
rpynnel K AHK

= [lpucoegmHeHmne
MeTUNbHbIX rpynn K AHK
NPUBOAMT K HapyLUEHULO
CcTpyKTypbl AHK v npnsoaut
K rmbenm KneTku

MIMT

+ [IHK BoccTanaenueawoLwmin
depmeHT

+ YoansaeT MeTunbHbIe rpynmbl
npucoeguHeHHble K AHK

+ MoxeT yoanuTb TONbKO OOHY
METUMbHYIO TPynny nocre 4yero
WHaKTUBUpyeTCH

+ Ycunenue aktnsHoctn MICMT B
KMneTKkax o3Ha4yaeT CHUXeHne
oTBeTa Ha Temoaan

MGMT - SBAK/TIOMEHUE

IR Vetvnuposanve MIMT OTBeT Ha
neyeHue
+ MetunupoBanme l MIMT I OtBeT Ha
neuyexve

11
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MeTunmpoBaHue NPOMOTOPHON 30HbI reHa MIMT  aBnseTca hakTopom NpPorHosa
He 3aBMCMMO OT MCMOMb30BaHUs Temogana

HemeTtunuposaHHbin MIMT Merunuposanubiit MIMT

Panpomusanus: JIT TM//NT

Pangomusaums: nT T™OMT

pomnsau A MenvaHa OB, mec:15.3 21.7
MenuaHa OB, wmec.: 11.8 12.7 2-rogal: 22.7% 46.0%
2-ropa: 1.9% 13.8%

1007

90
80

70

601 Logrank : p =0.062

061asi BBDKHBAaEMOCTb

501

40| T™// JIT

30|

201 JT

101 10] |
0 o'

0 4 8 12 16 20 24 28 32 3 4 O 5 10 18 2 28 30 3B 40

MecALbl MecALbI

B nccnepgoBaHum RTOG 0525 BbinonHeH aHann3 obpasuos onyxonun ot 904
BonbHbIX, MeTUAnpoBaHne MGMT obHapykeHo B 33,4%.

PEKOMEH/IAIIMH NCCN 10 JIEYEHHWIO 'BM

National

Comprehensive  NCCN Guidelines Version 1.2018 NCCN Guidelines Index
CC Sanc f f Qpmpe
NCCN gets: Anaplastic Gliomas“/Glioblastoma Discussion
Network® LASCUSSIoN
GLIOBLASTOMA MGMTY PROMOTER ADJUVANT TREATMENT FOLLOW-UPP
PATHOLOGYY STATUS

Consider clinical trial (preferred for eligible patients)

or
Standard brain RT' + concurrent temozolomide and
adjuvant temozolomide + alternating electric field therapy

Methylated — (category 1)™%
or

Good Standard brain RT' + concurrent temozolomide and
p:r?ormance adjuvant temozolomide (category 1)™"®
status " s . - . .
(KPS 260) Consider clinical trial (preferred for eligible patients) Brain MRI
- or 2-6 wk after
Sti_:ndard brain RT! +_coﬂ1current te_rnozolom_ideu and RT,P then See
Unmethylated :lr?é;l:ant‘::mo:olo:;ﬂ!e”f alternating electric field —|every 2-4 mo Recurrence
or o py gory for 3y, then GLIO-5)
Age <70 indeterminate Standard brain RT' + concurrent temozolomide" and Fv;?. 6_‘mo
ge =0y adjuvant temozolomide (category 1)™hs:4 indefinitely
|Standard brain RT alone l
Glioblastomal Hypofractionated brain RT! (preferred) + concurrent or
Poor adjuvant TMZ

or

_—— .
performance Temozolomide®

status (KPS <60)

or
Age>Ty See GLIOA Palliative/Best supportive care

12
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BBM NO OLIEHKE NCCNEOOBATESEN

ONT/TMZ/Mnaue6o (N=463)

O NT/TMZ/BEV (n=458)

1.0+
0.9
0.8 e
2 o Stratified HR: 0.64 (95% CI: 0.55-0.74)
o - p<0.0001 (log-rank test)
5 0.6
2 05
E 0.4 -
° 0.3 -
& 024
0.1
0.0 4 6.2 mec 10.6 mec
1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Mecsiubl
N at risk
RT/TMZ/Mnaue6o 463 349 247 170 110 77 47 23 8 4 0 0 0
RT/TMZ/BEV 458 424 366 278 189 104 71 25 13 2 1 0 0

BEV = bevacizumab; CI = confidence interval; HR = hazard ratio; mo = months; PFS BbikuBaemocTb 6e3

NporpeccmpoBaHus;

NT =ny

T™MZ =

Oo6wasa BbknBaemocTtb AvaGlio

NTMTMa\nnse NT\TMA\BEB

(n=463) (n=458)
BonbHble c onpea. UCXxo4oMm, n 346 O 333 °
HR (95% QW) 0.88(0.76-1.02)
p-value (log-rank test) 0.0987
1.0 1-roa BbDKMBaeMocCTb, % (95%
0.9- ) 66 (62-71) 72 (68-77)
0.8 p-value 0.049
ﬁ 0.7 2-ropa BbhkMBaeMocTb, % (95%
S ) an) 30 (26-34) 34 (29-38)
5 0.6 p-value 0.235
E 0.5
% 0.4+
A 0.3+
0.2+
0.1
0.0- 16.7 meci 16.8 mec
T T T T T T T T T T T T T
0 3 6 12 15 18 21 24 27 30 33 36 39 42 45
Mecsanbl
N at risk
nmMTMA\Nne 463 444 405 293 245 201 163 118 84 53 28 15 6 0 0
NMTMO\BEB 458 440 421 322 253 203 176 139 91 61 21 1 4 1 0

Designed to achieve a HR of 0.80 (20% reduction in the risk of death) with 80% power (log-rank test, 2-sided 4% o level
adjusted using O’Brien and Fleming): 683 events were required for analysis

13
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UMEET JIM 3BHAYEHHUE BPEMA 10
[TPOI'PECCHPOBAHUA?

SN-DOVEOZANEG .~ — WG SN-OVEQZANEG

3193

BEBALIM3YMAD I[IPU I'bM
OIIBIT I'BKI" UM. H.H. BYPAEHKO

BoxueaemocTe SoneHsx © W G232 MocnonezoeaH MA SesayuszymaSa (Maplan-Meier)
o 2EKDHUEH HEIA 1 UeHsy pHpoEsHH IR

—— bBes Gesaumnsymaba
- — - C GesayusymaSom
p=0.012

BuxneasmocTs

a 5 10 15 20 25 30 35 40 45 50 55 a0 7o

Bpewna (mec) @

(=]
[&)]

14
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[MNAIUMEHTKAT. 1956 I'P.
4,5 'O/IA TEPAIIMN BEBALIU3YMABOM

21.02.2014 18.03.2018
JAarta guarsocruku 'BM 13.12.2012. Ha 25.10.2018 r nanMeHTKa »K1Ba. @

MOJIEKYJIAPHO - TEHETUYECKASA KJIACCUOUKALIUA
[JIMOBJIACTOM

Phillips et al, 20061 Verhaak et al (TCGA), 20102

Proneural, Mesenchymal, Proneural, Mesenchymal,
Proliferative Classical, Neural

Proneural | Mesenchymal Proliferative .
Proneural Neural Classical Mesenchymal
n Ml A I :

il 1N f
WOE L}

UL : "
1 anen AN 11
[T ] (T
LA : N ]

|
L

niyn
i B |
Wi Ll i

b B
M- e

\ll!ulll;»lll‘

[ I
HIRLE i 1]

i1 i wag

RS BT e

Phillips et al, Cancer Cell 2006 @
2Verhaak et al, Cancer Cell 2010
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BBPKMBAEMOCTbL BEOJIbHbIX B SABUCUMOCTN OT
MEHETUYECKOIO NOATUMNA

AVAglio RT/TMZ + PLB TCGA!?

—— Proliferative (n=25) —— Classical (n=144)

--== Proneural IDH1-mutant (n=5) --- Proneural G-CIMP (n=39)

—— Proneural IDH1 wild-type (n=56) —— Proneural non-G-CIMP (n=97)
Mesenchymal (n=69) Mesenchymal (n=155)

.
o
s}

Not shown: Unclassified samples (n=23) E Neural (n=83)
i

®
o

- = = —t—t— = = = 4

o
o

IS
o

Probability of OS (%)
Probability of OS (%)

N
(=]

10 15 20 25 30 35 40 15 20 25 30
Time (months) Time (months)

* bBonbHble ¢ myTauuen IDHI\CIMP npoHenpanbHbIX OnyXonemn Xunm
CYLLIECTBEHHO [0rblle OCTarnbHbIX NaLMeHTOB

* BonbHble ¢ npoHeripanebHbiMU onyxonsamu 6e3 mytauunlDHI\CIMP nvenu
HauxypLuve nokasaTtenu BbKMBaeMoCTu

* B noarpynnoBom aHanuse 6onbHble ¢ myTaumen IDH1 6b1nm ucknoyveHsi ( @
n=10 B Kaxxgon rpynne)

OBLWAA BEPKMBAEMOCTb BOJIbHbIX B BABUCUMOCTN OT
MEEHETUYECKOIO NMOATUIMA

A. Proneural (28.3%) B. Mesenchymal (40.4%) C. Proliferative (16.3%)

1.0 HR: 0.63 (95% CI: 0.4-0.99) 10 R: 0.99 (95% Cl: 0.68-1.44) 1. HR: 1.09 (95% CI: 0.6-1.98)
p=0.043
0.8 osg 08

0.6 =43 e

0.4 0.4

0.2 :H—l—o—o 0.2

0.0 0.0
(0] 10 20 30 40 10 20 30 40

OS (months) OS (months) OS (months)

Probability of OS

O RT/TMZ +PLB @ RT/TMZ + BEV

16
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OBLAA BEDKMBAEMOCTbD BOJIbHBIX B I'PYTITNE
NMPOHENPATBbHbBIX ONMYXOJIEU

Univariate analysis of
Proneural subtype

Multivariate* analysis of all
BM-evaluable cases

Non-Proneural [}

1.0 HR: 0.63 (95% CI: 0.4-0.99) (=29 ;

\ 08 p=0.043 o] ey
I_I_I_I_'_I_|
o 0.2 0.4 0.6 0.8 1.0 1.2 14
© HR (95% CI)
206 8
Tﬁs 0.4 O RT/TMZ + PLB MpoHenpanbHbIe onyxonu
2 » [JloctoBepHOE NPenMMyLLEeCTBO B
o
° RT/TMZ + BEV
a g2 o rpynne beBauusdymaba
Y N P + HR: 0,42 (95: AV: 0,24-0,72),
0.0 — p=0,002
& = He npoHempanbHbie onyxonu
O (i) S, + HeT nNpu3sHakoB akKTMBHOCTU
4 RT/TMZ + PLB 6eBaunsymaba B 1-1 NUHUK
RT/TMZ + BEV
+ HR: 1,03 (95: L 0,76-1,39), @
p=0,863

MYTALIMA BRAF V600E

Growth Factor Normal RAS-RAF Oncogenic BRAF
pathway signaling signaling

= [lLieomopdHas
KCAaHTPOACTPOLUTOMA,

DO L P R R R 00000 OO0 T P stRnannnonn

Activated RAS

= ["aHrsMorsanomMa,

* JNUTEJUOUAHAS [JINOOJIACTOMA,  Smbie. = .
= [JIMOMBI AMAaTHOCTUPOBAHHbIE B | v
MO0JIOJIOM BO3pacTe - ] T
» [lanuigapHas iy o o
KpaHHOdapHUHTHOMaA -1 WE
Lot and plolm'ulmhnnﬂ
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Study Grade I ocation ‘ lm Stage of | Treatment ’Rdiﬁgmpﬁiclﬂm’:ﬂiunul Ganglioglioma
bease Response | Response
Pleomorphic Xanthoasirocytoma (PXA) studies Shiheral, 215 1 Lempors (21 M| Recuren: | Datefenib [ 3 mots
1l LTemporal [34 [F |Recurrent |Vemurafenib sD 4mo ] Fomal 26 |F|Recurrnt | Dabrafenib ) im
Chambertsin, 203 | RFosul 14 IM |Recurint |Vomionld L1 LS Chamberlain, 2016 |1 Fromal M |K [Recurrent |Dabrafenib ) Tm
1l LFronal 47 [F |Recurrent |Verumafenib D 6mo T Temponl |45 |L_|Recurnt | Dabrafenih " 0o
L Rsoigonl 153 || [Receneut | Verensonlh Lo 1080 Meletath ef al, 2016 |1 LPuictl 35 |M |Recurrent [Datrafenib ® >NMmo
Usiulew el of, 2015'| I8 it 3 || |Receat {Dabenfomd " 3% Belnderal, 2008 |1 RTempontl- 31 [F|Recurmnt | Datrafenib- Trametinib | CR >6mo
Hofer et al., 2016 m Ngnpmk 29 [F |Recurrent |Vemurafenib PR 12mo parical~LMD!|
Maksetal, 2018 |11 RTemporl |16 |F |Recurrcnt | Dabrafenibe Trametinib] CR 6 mo
Leaver, 2016 me LOccipital |39 |M_|Recurrent | Verumafenib R 2mo ey w—r———
Lee et al., 2016 m RFrontal- |41 |M |Recurrent |Verumafenib PR 12 wks
Parictal Ayiwinetal, 2016 |1 Sprasellsr 27 [F [Recurrent [Vemunafenib Nar(R  [Tmo
Amayis etal, 2017__|10 LPurictsl _[16_|F | Recurnat | Dabrafenib-Trametnib | PR 30mo Brasiamos & Sertagay || Suprascllar |39 |M | Recurat |Datrafnib- Trameinih| PR >Tme
i RTemponl |48 |F | Recurrent | Dabrafenib+ Trametinib | PR, CR “$mo i
Brownetal, 2017 |1 Rempord |21 |F | Rocurrent | Dabrafenib x* preees Rogue & 0da, 17_[1 Suprasellar  [47 [F | Recurrent | Dabrafenib Tramesnib | PR >Tmo
[ RTemponl |21 |F [Recurrent | Dabrafenib+ Trametinib | CR >4mo Himesefal, 2018 |1 Stprasellar |47 |M | Recurrent | Dabrafenib R »24mo
m RTemponi+ |24 [M | Recurat | Dabrfenib [ >27mo
Begtetsl 0 [y LTemporal= |50 |M |Recurrent | Dabrafenib 73 $mo
LMD
Migliorini eral,, 2017|111 RParictal 32 [F |Recurrent | Dabrafenib+ Trametinib | PR 12mo
Jobanms cral, 2018 |Highgmde  |LFronml |24 |M | Recurrent | Dabrafenibs Trametmib | PR >3 mo**
gliomaPXA
Schreck etal, 2018 |10 LTemporal 16 [M | Recurrent | Dabrafenib Trametinib | PR 16mo
Glioblastoma studies
Leaver, 2016 1V* (cpithelioid) | R Temporal 26 |M|Recurrent | Vemurafenib R 7 dys
Bugereral, 2017 | IV LTemporai+ [25 M |Recurat | Dabeafenib R >3mo
Johanns eral, 2018 | IV (cpithelioid) | L Temporal |28 |F | Recurrent | Dabrafenib* Trametinib | PR 11 mo ‘
Schreck etal, 2018 |1V (cpithelioid) |LFronml |23 |F |Recurrent | Dabrafenib+ Trametinib | SD -16mo
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EBT-414 Y TTALIMEHTOB C AMITJIM®UKAIIMEH EGER

ABT-414 Mode of Functioning

e ——— ]

ABT-414 @) Comparison of OS: TMZ+Depatux-M vs TMZ

in blood
(2) Y
ABT-414 /.,\ o e %
binds EGFR 'g/ 7

or Lomustine

100

selectively Toxin E 60 -
expressed kills cell F s omt
on tumor v, 5 a0
cell 4 o ‘
9 N\ Toxin releases
ABT-414 "7 from ABT-414
enters cell
e o o Observed  Median (95%Cl) % at 12 Months ‘ reo |
¥ Y e’ " e pena
IZ or Lom 9.5)
Everybody taking part is R i L )

putinto 1 of 3 groups at random

l ‘ ‘ SEORTC ocbbvie

Standard treatment
ABT-414 and
ABT-414 (lomustine or
temozolomide)

temozolomide

Childhood/Adolescence

Early-Mid Adult

AHTH-IDH BAKLIMHBI

Quiescent Neural Progenitor  Neural Stem Cell or Heterogeneous A € \Jaccnatos d
in Frontal Lobe Cell Population - T
O 3
—(©@) © s x
[re— %
IDH1 mutation @ B =3
CIMI l |4 i = !'g
B : =
Committed Neural Progenitor & 5 58
with IDH1™" and CIMP R - £ Eg
. ) EGFR amp. (chr [ iy =

by fuy
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Grade /i 22n =
Grade 111l Sliscantrocytoma/ o~ P00 . :$
goastrocytoma/
Astroc y“""' Oligodendroglioma .E 1 E, a0
,A1 T 150 z x
‘L @O @) gt s
.p}“ ®® 5 o 5 @
; i P o
H E 0 = @
/or 1 » ]
Other alteration A 0123845678 97071112131418 P4 6 B I012 14961820 22 24 26 28
[ Time afler Inoculaion (days)
IDHIMUT GBM IDHIWT GBM ) M0H WT lumours f
i 225
~  am 200
/b4 ) | .E 250 P =05 E 175 P = 0038
a2 z E im0
] g E o1es
5 150 o 100
E 100 o
Incompletely-enhancing GBM in Contrast-enhancing GBM with 2 g = 3
frontal lobe of early adult prominent edema and necrosis; s0 b TS,
Better prognosis Poorer prognosis, P —_— p
Proneural signature predominates Mesenchymal signature predominates. 01234667 839101112 2 4 6 B 1012 14 16 18 20 22
Time aer Inoculation {days) Tiena aftor Inocutation (days)
Lai A, et al. ] Clin Oncol. 2011;29:142-148. Schumacher T, et al. Nature, 2014 u
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MOJIEKY/IAPHO-TEHETUYECKAA XAPAKTEPUCTUKA OIYXOJIEW K

[IEPCIIEKTHUBHDBIE HATIPABJIEHUA B JIEHEHWH

MoaTun Mapkep

Meauana B03MOXKHbI BApUAHT Tepanuu
BO3pacTa (roasl

Mesenchymal Glioblastoma NF1 deletion 58 Trametinib
NF-kappaB activation
Classical glioblastoma EGFR amplification 56 Erlotinib
EGFR vaccines
Anti-EGFR antibody-drug
conjugates
Proneural/IDH mutant Glioblastoma piN:gitcliag 52 IDH vaccine
G-CIMP phenotype IDH inhibitors
Glutaminase inhibitors
Checkpoint inhibitors
Midline gliomas H3F3A K27M mutation 5-11 H3F3A K27TM vaccine
Proneural/RTK glioblastomas PDGFRA amplification Sunitinib
'V600E .
Epithelioid glioblastoma Bl 8 Dabrafenib
ODZ3 deletion Vemurafenib
ocytic astrocytoma BRAF fusion 5-14 Sorafenib
Giant cell glioblastoma TP53 mutation 44 Immune checkpoint inhibitors
POLE mutation
Diffuse astrocytoma IDH mutation 36 IDH vaccine
ATRX mutation IDH inhibitors
TP53 mutation
Diffuse oligodendroglioma IDH mutation 35-44 IDH vaccine
1p19q deletion IDH inhibitors
CIC or FUBPI mutation
Preglioblastoma IDH wild type Imetelstat
TERT promoter mutation
- V600E . .
Pleomorphic xanthoastrocytoma mutation 22 Dabrafenib
Vemurafenib
Gangliogliomas BRAF "*°** mutation 9-25 Dabrafenib ‘
Vemurafenib
EGER = lial growth factorreceptor: IDH = | j dehydrogenase

YTO HYXKHO KJIMHULIUCTY A1 BbIBOPA TAKTUKH

JIEHEHUA Y B3POCJIbIX TALLMEHTOB

MuHuMaIbHbIE NOTPe6HOCTU B 2018 1

* AJleKBaTHas CBeTOBAasi MUKPOCKONHUA
= IDH-1/2

= Jlenenus 1p/19q

* MetunupoBanue MGMT

= Mytanua BRAF

B 2019 r no6aBUTCS HEO6XOAUMOCTb onpejiesieHus: aMiupukannu EGFR

KenatenbHo
* Mytauua TERT

= OnpenesneHue TeHETUYECKUX MTOATHUIIOB IJIM06J1aCcTOM
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