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NMaTomopc 03 — n3ameHeHne KIMHUKO-Mopdorornyeckux CBOMCTB
6one3Hu nop BO3AeNCTBUEM pPa3NUYHbIX (hakTOpPOB:

A. UIcTuHHOE n3meHeHue KapTuHbI (hopMbl) GonesHu,
|. CnoHTaHHOE U3MeHEeHWe KapTUHbI 6GonesHu,

l) BcneactBue nameHeHUs1 BHELUHUX NPUYUH 6onesHu,
U3MEeHeHUs BHELLHEW cpeabl YenoBeKa, ero aKomnoruu,

2) BcneanctBue nsmeHeHus BHYTPEHHUX NPUYNH 6onesHu,
U3MeHeHNsA KOHCTUTYUUN YerioBeKa,

Il. TepaneBTUYECKM OBYCIOBIEHHOE U3MEeHeHNe KapTUHbI
6onesHu,

B. JloxxHOe nameHeHue KapTUHbI 6one3Hu. Ata hopma siBNAETCA
BblpaKeHMeM HOBOM ANarHOCTMYECKOW TPAaKTOBKU paHee U3BEeCTHbIX
6onesHen, AeMacKUpPOBaHUA HaCNIOUBLUMXCS APYr Ha Apyra KapTuH.

W Doeer, uut. no E.®. llywHukos, A.l0. A6pocumoB Apx. [Tamon. 2013

O6wume nonoxeHus

JlywHukoB E.®. (1976)

| OuncTtpoduryeckne n3aMeHeHUs YacTy OnMyXoneBbIX
(cnabas) KIETOK

Il Menkue ovaru Hekposa 1 gucTpoduyeckue
(yMepeHHasl)  M3MeHEeHUs! OMNyXoreBbIX KIeToK

Il OB6LWMpHbIE NOMSA HEKPO3a, Pe3KO BblpaXXeHHbIE
(BblpaXeHHas) AUCTPOPUYECKNE U3MEHEHUS ONYXONEBbIX KNETOK

v OTcyTCTBME OMYXONEBLIX KIIETOK B 30HE
(nonHbIN nokanusauum NnepBUYHOM OMyxonu
naTtomopdco3)

» Cxema pa3paboTtaHa ons ny4yeBomn Tepanuu
* CxeMa HOCUT YMCTO onucaTenbHbIA XapakTep

g BOCI‘IpOVI3BO,C|,VIMOCTb CXeMbl OLeHKN He uccriegoBaHa

JleuebHbIV NnaToMop¢o3
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JleyebHbIM naTomopho3 — NObIe U3MEHEHUs1 B ONyXONnu Ha
c¢hoHe no6oro BuAa nevyeHus. Hacto oueHuBaetcs 6e3
MCMNONb30BaHUs NOPOroBbIX 3HAYEHUN NPU onpeaeneHnu
cTeneHun natomopdo3a.

Perpecc onyxonu Ha hoHe ne4yeHUsi — UI3SMEHEeHUs1 B ONyXONnu Ha
c¢hoHe cneuuncunyeckoro NPoTMBOOMNYXOSIEBOro JieYeHUA.
BonbLWKWHCTBO cUcTeM OLleHKM COA4EepPXUT noporoBbie 3Ha4YeHUsA
ans cteneHu perpecca. Perpecc onyxonu Ha ¢poHe neyeHums
NO3BOJIAET:

* ObIicTpee oueHUTb 3pheKT Tepanum,
* paHblue NpeKpaTuTb HeatheKTMBHOE nevyeHue,
° WHAUBUAYANU3NPOBaTb JIEYEOHYIO TaKTUKY,

nony4yaTtb OGPaSLI.bI TKaHu A0, B npouecce u nocne,
JieYeHus Ana uccriegoBaHUM.

OnpegeneHnsa NOHATUN

Mopdonormyeckun perpecc anutenuanbHbIX ONyxornen B
OTBET Ha fleyeHne N3y4yeH XOPOoLIO U HEMOJIHO ANS:

Pak npsimon KuwiKM n nuiieBoAa (ageHoKapuMHoma 1
NIIOCKOKIIETOYHbIN paK)

Pak MornoyHoM xenesbl

ApeHoKapLMHOMa TOJNICTON KMULLKMK

Pak xenyaka (<10% wnnu >10% KneTok)
HemenkokneTo4Hbin pak nérkoro (<10% unn >10% KneTok)
Cepo3HbIN pak ANYHMKOB/MaTO4YHbIX TPYO/OpIOLWNHbI
BbICOKOW CTE€MNeHN 3110Ka4eCTBEHHOCTH

CucTeMbl OLIEHKM OTBeTa Ha NeyeHue Ans 6onblIMHCTBa
onyxornen BanMau3upoBaHbl TONLKO AN YHU(OKaNbHbIX
onyxoneu!

OueHKa cTeneHM Mopdonornyeckoro perpecca
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Pak npssmMon K1LUKK

A pCR (in resected patients)

PCR Trialdevel association

R*=0.11 (95%Cl : 0.0 to 0.44)

SO uH o

T
-1.0 05

Log OR pCR
Fit_[1 95% Confidence Limits | 95% Prediction Limits (Weighted) |

F Bonnetain et al. Eur J Cancer 2012

EORTC 22921 & FFCD 9203
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DFS After Necadjuvant By

mulstive Incidence of Distant Matastests, and
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ncidence of

Local Recurrence Distant Metastasis

Cumulative Incidence of

10-Year DFS

Variable Sgnificant n
Univarisble Analysis HR

o5% Cl 25% Cl

P

o5% Cl

oM category 2.07
Precgerative T category 213
yuT categary 078
TRG —
Distance from aral verge 050
Lymghatic invasion 4.00
Venous imasion =
Local resection 0.00

1.04104.1
0.61 10 7.41
04810 1.27

19210310

0.79101.08
052101.08
02310 1.10

1610 13.82 026

0.00 to infinity B48 05710275

1.95t03.22

0.81t01.08
0.52t01.11

0.81t02.05
0.53t0 3.62

MOTE. Bold font indics ignificance.
Abbreviati DFS, disease-iree sunvval;
*Analysis of varisnce,

HR, hazard ratio; TAG, tumor regression grade.

CrteneHb perpecca onyxonb Ha ¢hoHe nevyeHUss MOXKHO
ncnosnib3oBaTtb NpU NOCTPOEHUU nporHocmqecxoﬁ mMogoenuy
MaLMEHTOB CO CXOXEW CXeMOW Tepanuu.

CTeneHb perpecca onyxonu npeackasbiBaeT PUCK OTAaNEHHbIX
MeTacTa3oB U 6e3peuManBHYIO BbIKMBAaEMOCTb NpU
MHOrochakTopHOM aHanuse.

CAO/ARO/AIO-94

E Fokas et al. JCO 2014
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MonHbIN
oTBeT

Het
oTBeTa

ange al. Am J Clin Pathol 2008

OueHka oTBeTa Ha ne4yeHue onyxonen XKT

' CteneHb | Mopdonornyeckue npusHaKm '
oTBeTa

MonHbIN oTBET XXusHecnocobOHble onyxoneBbie
KINeTKN OTCYTCTBYIOT

YMepeHHbI oTBeT OcTanucb egUHUYHBbIE OonyXxorieBble
KNeTKN Un Merikue rpynnbl KneTok

Cnabbin oTBeT ®Pubpo3 npeobnapaer Haa
onyxoneBbIMU CTPYKTypamMu

OTBeT AOCTOBEPHO OnyxoneBble CTPYKTYpbl
He onpegensieTcA npeo6GnaparT Hag hubpo3om

Mpumep cbopmynmpoBKM AnarHosa:
ApeHoKapuMHOMa NPSIMOW KULLKU CO CrlabbiM perpeccom onyxosu Ha
c¢hoHe neyeHus (2 creneHb no CAP’13).

Pekomenpgauumu CAP’13/AJCC/ERCCC
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Pak snyHukoB

Pak sM4HMKOB — He eaMHas HO3o0Morus, a rpynna
3aboneBaHUM. PGSyHbTaTbI Nie4eHUA crieayeTt udyvyatb Ha
OCHOBaHMU Tepanuun roMoreHHowm rpynnbi onyxoneﬁ, a He

Ha CMeCU rmcTonorn4yeckm u 6Monornyecku Pa3HbIX

HOBOOOpPa3oBaHUM.

Lars Santesson & Hans Ludwig Kottmeier, 1968
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Evolution of ovarian carcinoma diagnosis
Table 1

Pathologist A Pathologist A Pathologist B

2002 /WH0 1999 2014 / WHO 2014 2014 /WHO0 2014
Serous: n=131 | 46% |{ HGSC: n=229 | 80% | HGSC: n=233
Endometrioid n=52 | 18% || LGSC: n=21 7% | LGSC: n=21
Clear Cell: n=35 | 12% || Endometrioid: | n=14 5% | Endometrioid: | n=10
Undifferentiated: | n=31 | 11% || Clear Cell: n=13 5% | Clear Cell: n=13
Mucinous: n=23 | 8% || Mucinous: n=9 3% | Mucinous: n=9
Transitional: n=14 | 5%

L

52% 98%

no Blake Gilks 2016 ¢ uam.

BocnpounsBoaMmMocTb Mopconornyeckoro gmarHo3a

Alternate precursor

OR

STIC overgrown by rapidly

“SET" predominant HGSC

©=-~* Younger, STIC-, more responsive to

chemotherapy and PARP inhibitors

growing tumor

Genotoxic
injury P Classic HGSC
' * Older, STIC+, less responsive to
chemotherapy

Time
No disease Early disease Advanced disease

“Knaccuyeckun” cepo3Hbiv pak high grade. Habnropgaetca mepneHHas
aBonouma U3 paka in situ (STIC). Moxunbie 6onbHbIe. YacTo BRCA-.

“SET”* BapuaHT cepo3Horo paka high grade. BicTpoe pa3BuTtue 6e3
M3BEeCTHOro npeplecTBeHHUKa. Bonee monopou Bo3pact. Yacto
BRCA+. l'eHeTn4eckoe cxopctBo ¢ TNBC.

*SET —solid, endometrioid, transitional. Brooke Howitt et al. Am J Surg Pathol 2015

Cepo3Hbin pak high grade — 2 Tuna
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r Cepo3HbIN pak AMYHMKOB/MaTOUYHbIX TPY6/GPHOLNHBI ‘
BbICOKOW CTENEHU 3N10Ka4eCTBEHHOCTU

CteneHb | Mopdonornyeckme npusHaku
oTBeTa

OTBeT 1 BocnanutenbHble 1 gecmonnactuyeckne
[OOCTOBEpPHO He N3MEHEHUs1 HEBO3MOXXHO OTMUYUTbL OT
onpeaensieTcs CTPOMbI onyxonu 6e3 Tepanun

YMepeHHbIN ApxuTekTypa onyxornu CcyLieCTBEHHO

oTBeT HapyLleHa 3a CHET hmbpPOo3HON peakumn ¢
BOCNanuTenbHOW MHUNLTpaumen.
MHoXecTBEHHbIe o4arm XunsHecnocobHon
ONyXOneBoW TKaHN

MonHbIn unu OnyxoneBble KNETKN OTCYTCTBYIOT Uin

NOYTU NONHbIN 0BHapy>Kv1BarTCs Mernkune oKychbl

oTBeT OMyXONeBbIX KIETOK UM y3enkvi <2 v B
anametpe

S Bohm et al. JCO 2015; 33: 2457-63

International Collaboration on Cancer Reporting

l r Table 1. Baseline Characteristics of the Test and Validation Cohorts

Validation

Test Cohort Cohort

In=62) n=71)

Characteristic No. (%) No. (%)

o
!

o
®
L

14
@
L

Median age, years (rangs) 63(3482)  60(25-77)
Origin of cancer
Fallopian tube/ovary 45 (73) 54.(76)
Primary peritoneal 1727 1724
High-grade serous histology 62 (100 710100}
FIGO stage
nc 43 (69} 57 (80)
Y 19431) 120200
Qutcome of debulking surgery
Residual disease
Nene 45 (73} 34 (48)
>0but=1cm 80131 29(41)
=1cm 9014 6(8)
Not known 0 23
Cycles of necadjuvant chemotherapy
Three or four 59 (95) 66 (93)
> Four 31(5) 507
Regimen of neoadjuvant chemotherapy
Carboplatin + paclitaxel 56 (89) 71(100)
Carboplatin 701 010
Total of six or more cycles of chemotherapy
(neoadjuvant + adjuvant) 59 (95) 68 (96)
Intraperitoneal chemotherapy 416) 6(8)

(probability)

Progression-Free Survival >
o
i
h

Time (years)

=}
S
»

0
a
6

Progression-Free Survival LTS
(probability)

Abbreviation: FIGO, International Federation of Gynecology and Obstetrics
“In eight patients, bevacizumab was part of the chemotherapeutic regimen

Time (years)
S Bohm et al. JCO 2015; 33: 2457-63

OueHka oTBeTa Cepo3HOoro paka FIVI‘-IHVIKOB/GpPOLIJVIHbI
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HOME - TRAINING SET - SHOW IMAGE

case 2 show chemotherapy response score (CRS) |

navigation: 12 3456789 10... TEST SET

Ao
previous case | next case

Adobe Flash Player is requied to viewimages. Nttp://www.gpecimage.ubc.ca/aperio/images/crs/index.html

© 2015 Genetic Pathology Evaluation Centre

Genetic Pathology Evaluation Centre

Pak mono4yHou xene3bl

10
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MODERN PATHOLOGY (2015), 1-17
© 2015 USCAP, Inc All rights reserved 08933952 /15, $32.00

Standardization of pathologic evaluation

and reporting of postnheoadjuvant specimens
in clinical trials of breast cancer:
recommendations from an international
working group

Elena Provenzano!, Veerle Bossuyt?, Giuseppe Viale?, David Cameron?, Sunil Badve?,
Carsten Denkert®, Gastan MacGrogan’, Frédérique Penault-Llorca®, Judy Boughey?,
Giusep1pe Curigliano'?, ] Michael Dixon!!, Laura Esserman'?, Gerd Fasiner!®, Thorsten
Kuehn™, Florentia Peintinger'®'6, Gunter von Minckwitz!?, Julia White'®, Wei Yang'? and
W Fraser Symmans? on behalf of the Residual Disease Characterization Working Group
of the Breast International Group-North American Breast Cancer Group (BIG-NABCG)
collaboration

BIG-NABCG 2015

* WHpekc RCB saBnsieTcs Hanbornee npeanovTuTesibHbIM
MEeToAOM AJifl AeTaNlbHOM KONMMYeCTBEHHOW OLeHKU
pe3uayanbHon 6one3Hu. B onucaHum cnepgyeTt oTpaxartb
pa3Mep 1 KNeToYHOCTb OMyXONnu, AONI0 paka Situ B onyxonu, a
TaK XK€ KONIM4YeCcTBO NOopaXEHHbIX NTMMcpaTUYECKUX y3roB U
pa3mep Hanbonblero Metactasa. B saknrouyeHun cnegyet
yKasaTb 3Ha1yeHue nHpekca RCB.

ypTN. B 3akntouyeHun cnepyet ykasbiBatb ypT u ypN.
lMaTtonoroaHatomMy cnegyeT UCNONb30BaTh TEKYLUYH peAakuuio
pekomeHpauun AJCC ansa onpeaeneHusi CTagupoBaHUs Npu
YCTaHOBIIEHMM pa3Mepa Onyxonu nocrie HeoagbBAHTHON
XUMmMoTepanum.

BIG-NABCG 2015

11
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Distant disease —free survival (%)

Overall Survival (%)

Time in Years

* Cuctema ypTNM yunthbiBaeT
Mopdonorn4ecknin perpecc Kak
nepBUYHON ONYyXONW, TaK 1
MeTacTa3oB B nly.

* OHa XOpoLWO AUCKPUMUHUPYET
oTaenbHble CTaAUU KaK B OTHOLUEHUU
obLen, Tak U B OTHOLLUEHUU
6e3peunanBHON BbKUBAEMOCTHU.

» [Ina onpegeneHusa ctagum
AO0CTAaTOYHO AaHHbIX, OTPaXaeMbiX B
PYTUHHOM NaToyioroaHaTOMU4YeCKOM
onucaHuu.

» OgHako, cuctema ypTNM nnoxo
npeAckasbiBaeT NPOrHo3 npu crnabom
neye6HoOMm oTBeTe Ha Tepanuio.

Carey L et al. J Natl Cancer Inst 2005

YPTNM

Number at risk

Event-free survival

Event-free survival (%)

HR 048 (95% C10-43-0.54)

— Pathological complete response
—— No pathological complete response

Overall survival

100

80

g

Overall survival (%)

HR 036 (95% C1031-0-42)

o 3 6 5 1
Time since randomisation (years)

Pathological 2131 1513 583 37 124

complete

response

Nopathological 9824 6169 2674 1533 525

complete

response

3 6 9 12 15
Time since randomisation (years)
2131 1618 640 383 145 43

9824 g 173 1859 659 209

100+

80

60

Event-free survival (%)

Event-free survival

— YPTOYpNO (n=1554); HR 0-44 (95% C1 0-39-0-51)
—— ypTO/is ypNO (n=2131); HR 0-48 (95% C1 0-43-0-54)
— ypTO/is (n=2598); HR 0.60 (95% CI 0.55-0-66)

Overall survival

Overall survival (%)

— ypTOYPNO (n=1554); HR 0-36 (95% C10-30-0-44)
—— ypT0/is ypNO (n=2131); HR 0-36 (95% (1 0-31-0-42)
— ypT0/is (n=2598); HR 0-51 (95% (1 0-45-0-58)

5
Time since ion (years)

T T T 1
10 15 20

Time since

Helena Earl et al. BMC Medicine 2015

Bbi6op kputepueB pCR

24.05.2016
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WHpekc o6 bEMa ocTaTouHOMU

onyxonu (RCB): (A) HanbonbLumi pasmep
noxa onyxonu (AJCC 2002)

* pa3mep HanbonbLuero B — — — —
OMnyxorieBoro ysna B ABYX
U3MepeHUsx (Mm);

* KNETOYHOCTb OCTaTOYHOM ® (B) Pasmep OCTAaTO4HOI

onyxonu (%); onyxonv B AByX
] j n3mepeHusx (RCB)
* gons paka in situ B

ocTaTto4How onyxonu (%);

* Konn4yecTtBoO nMMCbaTM"lecKMX
Y30B C MeTacTasamu (wT); (C) Han6onbwmm pasmep

HenpepbIiBHOro ¢okyca
* AnameTp HaubonbLero (AJCC 2009)

MeTacTasa (Mm).

OHnanH-KanbKynaTop:
http://mwww3.mdanderson.org/app/medcalc/index.cfm?pagename=jsconvert3

UHpekc RCB

" Noxe onyxonu: 22x17 MM =

' . OcTtaTouHas onyxonb: 3x1 Mm

Jloxe onyxosrin vs. octato4yHasa onyxorsieBasA TKaHb

13
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Proportion Free of Distant Relapse
Proportion Free of Distant Rela pse
Proportion Free of Distant Relapse

ACE-
ACEH|
F=378 — RCaI

B @ e & o 4o 160 o 4

Time {months) Time {(months) Time (months)
No. at risk No. at risk
M i) il RCE- 8 RCEHI b 2 12 18
36 36 34 n RCE-I 55 RCB-I 15 12 9 7
RCE-II 15

Symmans F et al. J Clin Oncol 2007

Mupekc RCB vs. ypTNM

Observer A Observer B Observer C

Proportion Survival
Proportion Survival
Proportion Suwvival

p<0.001

T —— — T
8 10 12 14 10 12 14 0o 2 4 & 8 12 14
Distant recurrence—free Survival [years] Distant recurrence—-free Survival [years] Distant recurrence—free Survival [years]
—— Numberat Risk ——— ——— Number atRisk ——— ———— Number at Risk

4 4 4 4 4 4 pCA 3 3 3 3 3 pcA 101 11 11 1 pcA
18 18 16 16 16 14 RCB 15 15 RCa-| 24 21 21 21 20 RCB-
55 50 44 41 38 C 47 36 31 ACE- 43 40 37 34 30 RACE-
8 5 4 3 2 1 RCE 1 8 7 6 4 RCBEI

Observer D

---- RCB-I
—— RCB-I
---- RCB-IIl

Proportion Survival
Proportion Survival

— T T T T 1 T T
0 2 4 & B8 10 12 14 0 6 & 10 14

Distant recurrence—free Survival [years] Distant recurrence—free Survival [years]

Number at Risk ——— ——————— Number at Risk
5§ 5 5 pCR 4 4 4 4 4 4 pcR
9 8 8 & & RCE 11 11 11 10 10 10 9 RCB
47 42 39 36 31 HC 46 41 39 36 33 ACB-
15 13 12 11 9 RCE- 25 2 18 13 1 10 7 RCEl

F Peintinger et al. Mod Pathol 2015

Bocnpounssogumoctb RCB

14
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3aknroveHue:

PacnpocTtpaHéHHOCTb 60ne3Hu (T.e. BeCb 06HLEM
OCTaTOYHOW OMyXOrieBon TKaHW) nocne
HeoaAbLIOBaHTHOM CUCTEMHOW Tepanuu onpepensier
nocneaytouiee Te4eHne 60nesHu.

MonHbIn Mmopcdonoruyeckun perpecc (PCR) aBnsieTcsa
TeM BapMaHTOM OTBeTa ONMyXoJin Ha Tepanuio, KOTOPbIN
accouumMpoBaH ¢ Hambonblen ooLen n
6e3peunaMBHON BbDKMBAEMOCTbIO.

Mpwu oueHke pCR AOMXHbI yYUTLIBAaTLCA U3MEHEHUSA He
TONbKO NepPBUYHOW OMyXONKn, HO U MeTacTa3oB.

CNACUBO 3A BHUMAHUE!
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