JlekapcTBeHHOe ne4vyeHue
paKa Terla MaTKMu:
cTapad npobriema, HoBble
BO3MOXXHOCTU?

[lpod. ApTamoHoBa E.B.



3a00JfIEBAEMOCTb PAKOM TEfla MaTKW

(cTaHgapTN30BaHHbIN MMPOBOM MOKAa3aTESb,
Bce Bo3pacTbl, Ha 100 000 >xeHLnH)

Incidence ASR

Femsle

m 12s-
Bl =4129
I 4584
[] 2049
[] <30

No Dsta

Source: GLOBOCAN 2012 (IARC)



CMEPTHOCTb OT paKa Tesfla MaTKn

(cTaHgapTN30BaHHbIN MMPOBOW MOKa3aTESb,
Bce Bo3pactbl , Ha 100 000 »xeHLunH)

Mortality ASR

Female

e 2s+
Bl 2028
B 1420
[] 1014
[ =10

No Dsta

Source: GLOBCOCAN 2012 (IARC)




ANaemMnosiornd

e Camag yacrad OMNyXOJib )XEHCKUX INMOJIOBbIX
OpPIraHOB B PA3BUTbBIX CTPpaHAaX

® 2-5 MO YacTOTE OMyXxoJib
B Pa3BMBAKOLLNXCH CTpaHax
(nocre paka LWenkn Matkmn)

e 3a001EBAEMOCTb B Pa3BUTbIX CTPaHaxX
noytn B 10 pas BhIlLE, YEM B
Pa3BYBaAIOLLINXCS]



Pak Tena maTtku: ctaTucTuka

MegnaHa Bo3pacTta 61
*25% AmnarHocTupyetcs 40 HacTynneHna MmeHonay3sbl
*5% ownarHoctupyetca o 40 ner

/\ O Post Menopausal

0 40-50 jget
B <40 jget




AJEeHOKapLUMUHOMbI 3HOOMETPUSA

Tun | Tun I
[nctonorus QHOOMEeTpMonaHas Cepo3Has,
CBETII0KNETOYHad
MexaHunam OCTPOreH-3aBUCUMbIN | DCTPOreH-He3aBNCUMbI
MeHonay3sa [To3gHsAa PaHHssa (40-50)
CteneHb Hunskagq Bbicokas
3110Ka4eCTBEHHOCTU
[lpenwecTtByowme | 'Mnepnnasug ATpodug
N3MEHEHUS
[eHeTun4eckue NuakruBanus PTEN Myranuu p53
HapyLweHus MSI NuaktuBanus pl6
Mytamuu K-RAS I'unepakcnpeccuss HER-2/neu
Anwreparuu [3-xaTeHnHA




[laTomop@onorng

e AQeHOoKapuunHoma
(80% 6OSILHBIX)

® a/leHOKapLMHOMa C
[MJTOCKOKIETOYHOW
METamn1a3neun
(25% crniy4yaeB)

e MyunHO3HbLIN pakK
(5% 60mnbHbIX)

(F. Tavassoli, P. Devilee. Pathology & Genetics. Tumors of the Breast and
Female Genital Organs. Lyon: IARCPress, 2003.)



F e s S S SRS

. B SN ,%‘~‘ it A

Ty A PN iy AQeHoKapLMHOMbI
&.&N; . -"(:.'S.s "y. - ;"Q;"‘

P, TUGUTEE S o .
$8 i, DA I aHOoomeTpua | Tnna:
B R R N

S Rt N L

i e s Avem TeHeTUYecKue HapyLleHud
ol D _;‘f‘:“;‘;_— R

o SCEEC S - g

UHaktnBauus PTEN > 60%
MyTtauuu PIK3CA > 30%

MSI 20-45%
MyTtaumn K-RAS 10-30%

Anbrepauuu R-kKaTeHuHa
(apepHasa akkymynsauma) 18-47%

Hecht JL, Mutter GL. Molecular and pathologic aspects of endometrial carcinogenesis. J Clin Oncol. 2006; 24: 4783-4791.



MIHakTnBaLmMa KOMMOHEHTOB CUCTEMBI
penapauunn OHK npuBognt Kk MSI

e OpHo 13 Hambonee 4YacTbIX rEHETUYECKNX HAPYLLUEHUN —
NHaKTUBALMA KOMMNOHEHTOB cnuctemMbl penapaunm OHK —

NPUBOANT K MUKpOCaTENNUTHON HecTabunsHocTn (MSI)

e MSI BbissBnseTca B 20% cny4daeB cnopagnyeckon
9HOOMETPMOUOHOW afeHOKapLUMHOMbI QHOOMETPUS.

e CyuwectByeT npsimasi B3anmocsasb mexagy PTEN n MSI

MyTtauum PTEN % 60-80% 25-35%

e Mytauum PTEN, K-ras n MSI yacTto coyeTtaroTcs apyr ¢ gpyrom

Basil JB, Goodfellow RJ, Rader JS, et al. Clinical significance of microsatellite instability in endometrial carcinoma. Cancer. 2000; 89: 1758-1764.
Bilbao C. The relationship between microsatellite instability and PTEN gene mutations in endometrial cancer. Int J Cancer. 2006; 119: 563-570.



[Mpegnonaraemas Moaernb KaHueporeHesa:

onyxonu | Tnna (NoTeHumanbHbie MULLIEHN)

-

[Mnepnnasugd
9HOOMETPUA

ATunnmnyeckas
rmnepnnasus
9HOOMETPUS

HopmanbHbIN
aHOOMeTpPUn

ApantupoBaHo Lax SF Virchows Archiv. 2004, 444: 213-23.

QHOOMETpMonagHas
ApeHokapumHoma
Gr 2

QHOOMETpMonagHas QHOOMETpMonagHas
ApeHokapumHoma ApeHokapumHoma
Gr 1 Gr 3

CHwmxeHune akcrnipeccun PO n P




W MY e AJEeHOoKapLVHOMBbI
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*;3 e s S gy Y reHeTn4eCkmne HapyLueHnA —
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T A e MULLEHMW TapreTHOW Tepanuu

UHaktnBauus PTEN > 60%

MyTtaunn K-RAS 10-30%

Anbrepauunu B-KaTeHUHa
(spaepHaa akkymynauusa) 18-47%

Hecht JL, Mutter GL. Molecular and pathologic aspects of endometrial carcinogenesis. J Clin Oncol. 2006; 24: 4783-4791.



AQeHoKapLHOMbI
aHoomeTpua |l Tuna:
reHeTn4YecKne HapyLleHud

MyTauun p53 >90%
NHakTuBauuna p16

[Mnepakcnpeccunsa HER-2/neu

CHmxeHune akcnpeccumn E-kagepuHa — 87%
(TpaHCMEeMOpPaHHLIN MPOTEUH)
- HapyLLEeHMEe MEeXKIEeTOYHbIX B3auMO4EUCTBUN
- yTpaTa aare3anoHHbIX CBOUCTB

Mutter GL, Lin MC, Fitzgerald JT et al. Altered PTEN expression as a diagnostic marker for the earliest endometrial precancers.
J Natl Cancer Inst. 2000; 92: 924-930.



[lpeononaraemas Mogernb KaHueporeHeaa:
onyxonu |l Tuna (noteHumnanbHbIE MULLIEHN)

.
_ Cepo3sHasi
KapuuHoma

NHTpasanuTenunansHas

KapLuuHoMma
9HOOMETPUS

ATpodoms
QHOOMETPUA

[MoTeps
akcnpeccun P3 n Prl

ApantupoBaHo Lax SF Virchows Archiv. 2004, 444: 213-23.



MyTauun p53 >90%
NHakTuBauuna p16

CHmxeHune akcnpeccumn E-kagepuHa — 87%
(TpaHCMEeMOpPaHHLIN MPOTEUH)
- HapyLLEeHMEe MEeXKIEeTOYHbIX B3auMO4EUCTBUN
- yTpaTa aare3anoHHbIX CBOUCTB

Mutter GL, Lin MC, Fitzgerald JT et al. Altered PTEN expression as a diagnostic marker for the earliest endometrial precancers.
J Natl Cancer Inst. 2000; 92: 924-930.



KnnHnyeckaa ponb MOMEKYyNapHOU
XapaKTEPUCTUKN paKka aHOOMETPUS

e CerogHs:

- onpepenexnne akcnpeccumn PO n Pl
(ropMoOHOTEpPanus)

- onpegeneHne MuMkpocaTennmMTHON HeCcTabunbHOCTU
(cnHgpom JlnH4a), M MMyHOoTepanus

- Onpepenenune runepakcnpeccun HER2 (aHTuK-
HERZ2 Ttepanus)

e 3aBTpa:
- tHOMBUOYyanu3auns nporHo3a (puck peunanea)
- MapKepbI-NPeanKTopbl A8 TapreTHOW Tepanmm



Pak aHOoomMmeTpus

e 15% - IV cTagus

e 30% OOrbHbIX C JTOKO-PErMOHAPHbIM
pacrnpocTpaHeHMEM — NporpeccupoBaHne



S-j1eTHAA BBIX)KMBAaeMOCTD

@ Stage I

B Stage 11
B Stage III
B Stage IV




[lokadaHnga K agbLoBaHTHOW Tepanun

npu PTNM paHHUX ctagnm

_ Puck | Mompynne | _NA_| N0 NX___

Hu3kuin

[Mpomexy-
TOYHbIN

[Mpomexy-
TOYHbIN—
BbICOKUM

Bbicokui

QHaomeTpuongHein PTM, IA cT,,

G1-2, HeT ambonoB nED nET

QHaomeTpuongHein PTM, IB cT., n BINT / Habniogexwne,
G1-2, HeT ambonoB — ocobeHHo <60 net

QHagomeTpuongHein PTM BNT / OOMT npwu
Cragus IA, G3 Habntoge ambonax,
Ctagusa IA n IB, G1-2, smbonbl Hue BT npn G3

QHagomeTpuongHein PTM, IB cT., OOMT / OOMT [/ XT/
G3 BNT OOMT +XT

QHaomeTpuongHein PTM, II cT. NOMT

G1-2, HeT ambonos. = (+BJ1T?)

QHgomeTpuongHein PTM, II cT. JOMT

G3 nnu ambéon.l (+BNT?) OOMT +XT

Endometrial Cancer Consensus Conference Guidelines, 2016



TepaneBTn4yeckme onuum ans 60nbHbIX C
NMPOrpeccrupoBaHNEM Mocrie NepPBUYHOro NevyeHns
OCTalTCs OrPaHNYEHHbIMU, OCOOEHHO C y4ETOM
YBENMYMBAIOLLLErOCH UCMOMb30BaHNA aKTUBHbIX
XMMMonpenapaToB B aAblOBaHTHbIX pPeXMMaXx.

e [lepBas NnUHUA, aKTUBHbIE NpenapaThl:
- OokcopybunumH

- UuncnnatuH (kapbonnatuH)

- [laknuntakcen



Dxr 60 mr/m2 + uncnnatmi 50 mr/im2 q 3 w. vs
Dxr 50 mr/m2+ naknutakcen 150 mr/m2 (+ dounrpactum) q 3 w.

DXR+uuncnnatunH | DXR+naknurtakcen
n=157 n=160

[femaTon. 54% 50% >0.05
TOKCUYHOCTb 3-4 CT.

KnuHu4yeckme ncxodbl Obiiv 0AMHAKOBbIMU




PaHgoommnanpoBaHHbie uccrnegosaHna GOG:
Il dpasa, 1-9 nuHna x/t

AP: Dxr 50 mr/m2 + uncnnatuH 50 mr/m2 q 3 w. vs

TAP: Dxr 45 mr/m2 + ymcnnatuH 50 mr/m2 d1 + naknutakcen 160 mr/m2 d2
(+ domnrpactum) q 3 w.

N=263 AP TAP p
n=129 n=134
03 34% 57% <0.01
mBBI1, mec. 5,3 mec. 8,3 mec. <0.01
MOB, mec. 12,3 mec. 15,3 mec. 0.037
debpunbHas HeUTpPONeHns 2% 3% >0.05
[MonuHenponaTus 3 CT. 1% 12%

Fleming GF, Brunetto VL, Cella D, et al. Phase Il trial of doxorubicin plus cisplatin with or without paclitaxel plus filgrastim in advanced
endometrial carcinoma: A Gynecologic Oncology Group study. J Clin Oncol. 2004; 22 (11): 2159-2166..




HeOonbluaa onyxonb (1-2mm) Onyxonb OonbLIOro pasmepa
e ABacKynsipHa e Backynapu3unpoBaHa

e HeakTuBHa | MeeT MeTacTaTuvyeckun
ol y -
’ — = Al a.n

| N 7 Nt

Adapted from Bergers, et al. Nature 2002



CTtpaTtermm aHTMaHIIMOreHHoOW
Tepanmu

Soluble receptors
(VEGF Trap,
Aflibercept)

T Anti-VEGF MAbs
(Bevacizumab)
AL o—

Anti-VEGFR Mabs (IMC-1C11) (S} Anti-PIGF MAbs (TB-403)

Tyrosine kinase inhibitors (TKIs)
(SUS416, SU6668, Sunitinib,

Vatalanib, Axitinib, Sorafenib, ® ‘! _
Cediranib, Regorafenib, AMG-706, * Ribozymes
KRN-951) \}
!
@ VEGF ‘

O PIGF Signal Transduction



beBaunsymab Bo 2-3 NUHUK Tepanun
paka aHgometpusa (Il dpasza)

[locre 1 nuHun — 63,5%, nocne 2-x nnHum — 36,5%
Hdonyckanack pagnorepanus (55,8%)

N=52 BeBaunsymab
15 Mr/Kkr kaxkable 3 Heq.
O3 13,5%
[P 1/52 | Megnana
Yyp 6/52 6 mec.
Mepgnana BbI'1, mec. 4.2
Megnana OB, mec 10,5

Aghajanian et al. J C O 2011; 29: 2259-65.
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SYSTEMIC THERAPY FOR RECURRENT, METASTATIC, OR HIGH-RISK DISEASE
(Strongly encourage participation in clinical trials)

- )
Chemotherapy Regimens® Adjuvant Treatment When Used for Uterine-Confined Disease

Preferred Regimens 1 Preferred Regimens
* Carboplatin/paclitaxel » Carboplatin/paclitaxel
* Carboplatin/paclitaxel/trastuzumab

(for HER2-positive uterine serous carcinoma)z’f

Other Recommended Regimens
* Carboplatin/docetaxel * Cisplatin Hormone Theram(j
. Cisplatinldoxorubicin3 * Carboplatin Preferred Regimens

* Cisplatin/doxorubicin/ * Doxorubicin o » Medroxyprogesterone acetate/tamoxifen (alternating)
paclitaxel>¢ . Llposomaé doxorubicin » Megestrol acetate/tamoxifen (alternating)
» Carboplatin/paclitaxel/ * Paclitaxel * Progestational agents

bevacizumab®€ * Albumin-bound paclitaxel9 » Medroxyprogesterone acetate
* Ifosfamide/paclitaxel » Topotecan . » Megestrol acetate

(category 1 for » Bevacizumab ! » Levonorgestrel intrauterine device (IUD)

carcinosarcoma)® « Temsirolimus® (for select fertility-sparing cases)
* Cisplatin/ifosfamide * Docetaxel” (category 2B) « Aromatase inhibitors

(for carcinosarcoma) * fosfamide » Tamoxifen
» Everolimus/letrozole (for carcinosarcoma) « Fulvestrant
(for endometrioid histology)

Useful In Certain Circumstances
ST TN (7 T TT T VT
* Pembrolizumab” (for MSI-H/dMMR tumors)

aCisplatin, carboplatin, liposomal doxorubicin, paclitaxel, and docetaxel may cause drug reactions. (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-C])

bChemotherapy regimens can be used for all carcinoma histologies. Carcinosarcomas are now considered and treated as high-grade carcinomas. However, ifosfamide-based regimens
were previously used for carcinosarcomas.

€The cisplatin/doxorubicin/paclitaxel regimen is not widely used because of concerns about toxicity.

dDocetaxel may be considered for patients in whom paclitaxel is contraindicated.

€For advanced and recurrent disease only.

fOnly for advanced (stage I1I/IV) and recurrent uterine serous carcinomas that are HER2-positive.

9AIbumin-bound paclitaxel is a reasonable substitute for patients with a hypersensitivity to paclitaxel if the skin testing to paclitaxel is negative. If the patient has a positive skin test to
paclitaxel then the patient requires desensitization to paclitaxel. Albumin-bound paclitaxel is not a reasonable substitute for paclitaxel if the patient’s skin test is positive.

NFor recurrent endometrial cancer, NCCN recommends MSI-H or dMMR testing if not previously done. Pembrolizumab is indicated for patients with MSI-H or dMMR tumors that have

~ progressed following prior cytotoxic chemotherapy.

Bevacizumab may be considered for use in patients who have progressed on prior cytotoxic chemotherapy.

IHormonal therapy is typically used for lower-grade endometrioid histologies, preferably in patients with small tumor volume or an indolent growth pace.

References

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

ENDO-D
10F2

Version 3.2019, 02/11/19 © 2019 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.




HOBbIE HAIPABJIEHWA



brnokana peuentopoB cemenctea EGFR
(HER)

Tpactysymab | ‘
| e
] » »
l l
ula A
- " | Npecca,
Nanatuhu6 || TaPcesa

-

[Mnepakcnpeccus nnn amnnugukauma HER-2/neu xapaktepHa ans onyxonen Il Tuna
YactoTta amnnudpukaunsa HER-2/neu npn pake sHOoomeTpus:

- CeeTnokneto4dHom — 38%

- Cepo3HomMm — 28%

- HgomeTpmongHom — 7% j

\_

Fleming GF, Sill MW, Darcy KM, et al. Phase Il trial of trastuzumab in women with advanced or recurrent, HER2-positive endometrial carcinoma: a
Gynecologic Oncology Group study. Gynecol Oncol. 2010 Jan;116(1):15-20.




Pexnmbl XT paka aHAOMETpUS

1. pokcopybuumH 50—60 mr/m2 B 1-11 aeHb n uncnnatuH 50-75 mr/m2 B 1-1n
ONeHb Kaxable 3 HeA,.;

2. naknutakcen 175 mr/m2 B 1-1n geHb 1 kapdonnatuH AUC 5-6 B 1-11 gaeHb
Kaxkable 3 Hen.;

3. naknutakcen 175 mr/m2 B 1-1 geHb n unucnnatnH 60—-75mr/m2 B 1-11 aeHb

Kaxkable 3 Hen.;
4. naknutakcen 175 mr/m2 B/B B 1-11 aeHb, kapbonnatuH AUC 5-6 B/B B 1-11

OeHb Kaxable 3 Hed. n TpacTty3ymab 8 mr/kr 1-e BBeaeHne, ganee 6 Mr/kr
Kaxkable 3 Hegenu (anst 6ornbHbIX ¢ HER2-no3uTUBHBLIM CEPO3HBIM pakoMm
9HOOMETPMA);



[[OpMOHOTEpPaNNA

e Kelley R.M., Baker W.H. (1961)

® FlepBbI|7| onbIT NMPUMEHEHUA MNMPpOorecrareHoB rMnpu
ANCCEMUHNPOBAHHOM pPake Teljla MaTKNn

e [opMoOHOTEpanns MOXeT NPUMEHSATLCSA NpU
MeTacTaTU4YeCKOM paKe 3HOOMeTpUS

e AAbIOBaHTHaA ropmoHoTepanusa HeadpdeKTUBHa
(Lewis G.C. et al, 1974; Kauppila A., 1984; DePalo G. et al,
1985; MacDonald R.R. et al, 1988; Vergote I. et al, 1989)



[[opmoHoTepanusa (I'T)
MeTacTaTUYEeCKOro paka aHAOMETPUS

[1pn nporpeccunpoBaHnmn BblcokognddrepeHUNPOBaAHHOM
9HOOMETPUONOHON afeHOKapPLUHOMbI NMPpU MarnbiXx obbemax
OnyXomnu n NHOONEHTHOM Te4YeHUn Bo3MoXxHa [ T.

NMpuUMeHsAoT:

1. megpokcunporectepoHa auetat 200—500 mr/cyT. BHYTPb
exegHeBHO;

. MerecTpona auetart 160 Mmr/cyT. BHYTpb eXedHEBHO;

. TamoKkendeH 20 mr BHYTpb 2 pasa B CYTKU eXeaQHEBHO;

. JIETPO30/51 2,5 Mr/cyT. BHYTPb €XXEOHEBHO;

. @aHacTpo3o:n 1 Mr/cyT. BHYTPb eXeaQHEBHO;

. 9KCeMeCTaH 25 Mr/cyT. BHYTPb eXeaHeBHO.

o 01 WN



BO3MOXHbIA aNroputm neveHus
PacnpPoCTPaHEHHOro paKa aHAOMEeTpuUs

QHOOMETpMonagHas
ageHokapuuHoma Gr2-3 nnm
Onyxonu |l TNa

)

[okcopybunumH + [Nakn

LincnnatuH KapbonnatuH

nTakcen +

[

N

MNaknuTtak- MSI-H
cen MMMYHOTE
panus

[okcopybu-
LiH

.

l

\

Tpunnet gns
OTOBpPaHHbIX
OOsbHbIX

QHOOMETpHonagHas
ageHokapuuHoma Gr1

[opMOHOTEpPanu4d
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XT pyoner
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