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Mopgenb «ecTecTBEHHOI UCTOPUM» POCTA PaKa MOJIOYHOM XKenesbl
npouecca (Schwartz M.,1961)
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Onyxonb

MuKpoOKpyXeHUe
onyxonu

PacwmupeHue rpanuy,
OnyXxoJieBoro nons

“HopmanbHas” TKaHb

“...4TO CIIOCOOHOCTE MTPEOAOAEBATH GOABIIIMHCTBO TAMOB KACKAAQ MHBA3HH-
METACTA3MPOBAHMA MOYKET 00PETATHCA HEKOTOPHIMU OITYXOAAMM AQ’KE B OTCYyTCTBHE

noTpeGHOCTH MyTanuii IEHOB IIPU IEPBUYHON OIIyXOAEBOM TpaHChopMamu. 1o

A€AAET MUKPOOKPY>KEHHUE (Qian and Pollard, 2010; Wyckoff et al., 2007).
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KOHTaKTb! ¢ YTpaTa KNeTouHOM NoNsApPHOCTU

* YTpaTa KNeTo4YHOM aaresuu,
NoABUMKHOCTE/MUrpaLLma

Kalluri R et al (2009) The basics of epithelial-mesenchymal transition. J Clin Invest.,119, 1420-28
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PasBurue MeTacTaTUUECKOM «00AE3HI»

MertacraTuueckue
oyarun

MepBryHas onyxonb

MwuKpomeTacTasbl
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fBes L

,D,opma HTHble meTacTasbl

BapuaHTbl pa3BUTMA MeTacTasos

PasBurne MeTacTaTUUECKOM «00AE€3HI»

Tumor cell arrival and arrest in secondary sites

Extravasation out of the vasculature
and into the secondary organ
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& Tumor cell intravasation into the
= vasculature and survival in the

bloodstream

[ Solitary single cells ] [ Micro metastasis ]

[ Macro metastasis ]

~80 % ~2%
of d|§sem|naFed gells f’f cells. initiate growth
survive to this point into micrometastases

~0,02 %
of cells persist to grow
into macrometastases

MeTactasupoBaHue — HeapdeKTUBHbIN NpoLuecc

(Allan A.L., Vantyghem S.A. et al. (2006) Tumor dormancy and cancer stem cells: implications for the biology

and treatment of breast cancer metastasis. Breast Disease 26(1), 87-98)

12.12.2017



OcHoBHas Tpuapaa, OTpaxatLLlas COBPEMEHHOE NOHUMaHKe
3M0oKa4eCTBEHHOro npouecca
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BeposiTHbIe Ko-hakTopbI, yCunmBarowme KaHueporeHHbIN adpdekT B
opraHax penpoayKTMBHOW CUCTEMbI
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2006-2014rr === The Cancer Genome Atlas (TCGA)

Ledford,H.(2015) End of cancer-genome project promts rethink, Nature,517, 128-149
——t 0
10 000 reHomoB onyxonu
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10 000 000 myTaumi, acCOUMMPOBAHHBIX C PAKOM

—a.—

140-200 - gpaBepHble MyTauuu Bce ocTanbHOE - cny4yaitHble
(«naccaxkmpckme») myTauum

OKpy:KatoLan cpesa (“3aBepboBaHHOE MUKPOOKpYKeHUe”)

Sverdlov, E.D. (2011) Genetic surgery — a right strategy to attack cancer.
Curr. Gene Ther.,11,501-531

~ 1068000

pa3sHOBUAHOCTE KNeToK
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®UNOMEHETUYECKOE AEPEBO 3JIOKAYECTBEHHOM OMYXOnu
MONOYHOM XENE3bl U EE METACTA30B
THE NEW ENGLAND JOURNAL OF MEDICINE. 2012. V. 366. P. 883-892.
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1.Tonbko 30-37% MyTaLui okasanuch
0bLLMMK NS BCEX CEKBEHUPOBAHHBIX NPOB
2. [eHeTuyeckas amBepreHums

3. deHoTUNNYECKAS KOHBEPrEHLMS

James Dewey Watson

...ANs TOro, YToBbI M3neuMTb 6ONBLHOMO OT paka, Hy)XHO Y6UTb BCE PaKOBbIE KIETKM 1
6I'IOKVIp0BaTb MHOXeCTBO CMrHanbHbIX CUCTEM, OonpeaendALnX nosegeHue onyxonu.
COBDeMeHHbIe npenapaTtbl He CMOCOBHbI 3T0 caenatb.

Mbl yBeannmuch, 4To HbIHELLHWIA NoAxod He paboTaeT. Mpuwno Bpems U3MeHUTb
cTpaTteruio.
W panee, ... obelyanne noHsTb pak 1 paspabotatb 3PPeKTUBHEIE METOABI NEYEHUS NyTeM
CEeKBEHMPOBaHUA TbiCAY TEHOMOB PaKOBbIX KNMETOK OCTanoCb HEOCYLLECTBNEHHbIM. MyTame
B CNeLMdMYECKUX PakoBbIX KNETKaX, OHKOreHax W reHax-Cynpeccopax Onyxonen okasanmch
KpailHe reTeporeHHbIMW Kak BHyTPY OAHOTO TUNa paka, Tak 1 Mexay Bugamu... He npuwmno
N BpeMA ANnga HOBOro noaxoAa K NOHUMaHU NPpUYnH, 4TOObI MOHATb, 4YeM MOXHO U3Ne4nTb
pak?
(Wagstaff,A. (2013) James Watson: DNA revealed the causes, it may never reveal a cure,
Cancer World, 56, 4-11)




XpoHUYecKkoe BocnaneHme, Kak ko-hakTop KaHLeporeHesa
(Inflammation and cancer: back to Vitchow? Fran Balkwill, Alberto Mantovani. REVIEW,
Lancet 2001; 357: 539-45
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OnyxoaeBan :

depmeHTbI

KaHIICPOICHE3a
(Alberto Mantovani, 2001)

LLMTOKMHBI

Huwa OCK — 310 npoBocnanutenbHas cpeaa!

CTBOAOBAaA KACTKA
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MexaHusm popmMMPOBaHUA PELANBA B PE3y/ibTaTe NPOTUBOOMYXONEBOI Tepanuu

Retsky M., Demicheli R. et al. (2013) Reduction of breast cancer relapses with perioperative non-steroidal anti-
inflammatory drugs: new findings and a review. Curr Med Chemistry, 20, 4163-4176

deHoTunnyeckue npusHaky paka (hallmarks of cancer)
(Hanahan D., and Weinberg R.A. (2011) Hallmarks of cancer: the next generation, Cell, 144,646-674) ¢
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http://medach.pro/wp-content/uploads/2015/11/fig_1.png
http://medach.pro/wp-content/uploads/2015/11/fig_1.png
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Reduction of Breast Cancer Relapses with Perioperative Non-Steroidal Anti-
Inflammatory Drugs: New Findings and a Review

Michael Retsky1,2,*, Romano Demicheli3, William J.M. Hrushesky4, Patrice Forget5,
Marc De Kock5, Isaac Gukas6, Rick A Rogers1, Michael Baum7, Vikas Sukhatme8 and
Jayant S. Vaidya7

Current Medicinal Chemistry, 2013, 20, 4163-4176

PaK in situ MOXXHO HATU B MOJIOYHOM Kenese y 39%
}KeHLMH B Bo3pacTte 40-50 net (noctmopTasibHble
uccnepoBaHUA - NPUUYMHBI CMEPTU He CBA3aHbI C
PaAKOM) XOTA TONbKO Y 1% }KEHLMH PpaK MOJIOYHOIA
»Kenesbl AMArHOCTUPYETCA KIMHUYECKU B 3TOM
BO3pPacTHOM AuanasoHe

N s e B T g
Y 48% my»XuuH B Bo3pacrte 55-65 ner
(nocTmopTanbHble UccnesoBaHUA) O6HaPYKeH pak
npeacTaTeNnbHOM Kenesbl in situ

Black WC, Welch HG (1993) Advances in diagnostic imaging and overestimations of disease prevalence
and the benefits of therapy. N Engl ) Med, 328(17), 1237-1243
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Yuswam I'eapu Bparr
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Marcel Proust.
1871-1922

MeauuuHa 1o COOPHUK CreaytoLLmx Apyr 3a ApYrom
W NpOTMBOpEYallMX — Apyr  Apyry  owmbok
NPaKTUKyLWMX Bpayen. Korga Mbl npusbiBaeM Ha
MOMOLLb NYyYLUKMX U3 HUX, BENWUKA BEPOSTHOCTb TOrO,
4TO Mbl MOfiaraeMcs Ha HayyHyl  UCTUHY,
OWwuBOoYHOCTL KOTOpoM ByaeT npusHaHa Yepes
HECKOIIbKO NeT.
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Moaean pocra OIryxoAun

CKopocTb nponndepaummn
1013
10t
a Bpema
a — 3KCNOHEeHuManbHas, ,

BapnaHTbl yMeHbLEHNUS KNeTOYHOW MacChl NPU 3/10Ka4eCTBEHHOM
npouecce

anonTo3 ‘

HecMoTps Ha To, 4TO ycnoBus,
3anyckarouue B KneTke

Hekpo3 obnagaet
npoBocnanuTenbHbIM U ONYXonb-
CTUMYNUPYHOLWMM 3¢ cheKToM

. (Galluzzi and Kroemer, 2008; Zong and Thompson,
anonTos, ewé npeacTouT ayTod)arMﬂ 2006).
U3y4uTb NnosHee, yxe WOEHTU- KnetouHass rubenb nocpeacTtsoMm

AyTtodarus cnocobeTByeT
BbDKMBaHMIO ONyX0NK B
CTPECCOBbIX CUTYaLMAX

(hULMpPOBaHbI HeKoTopble
CeHCopbl, pearupyiowme Ha

HeKpo3a, B KOHe4YHOM uTore, MoXxeT
OKa3blBaTb Gonblue BpeAa, 4em

BHYTPUKNETOUHbIE HapyLIeHUA (Levine and Kroemer, 2008; Sinha and nonb3bl.
npu anonto3e W wurpakowume Levine, 2008; Mathew et al., 2007)

Knio4eByro ponb B

onyxoneBoﬁ nporpeccuun

(Adams and Cory, 2007; Lowe et al,

2004).
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OMHamnKa meTacTaTMyeckom 6os1e3HN NpU pake MOOYHOM
wenesbl |-l cragnin
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Michael R., Romano D., William J.M. //Reduction of Breast Cancer Relapses with Perioperative
Non-Steroidal Anti-Inflammatory Drugs: New Findings and a Review.
Current Medicinal Chemistry, 2013, 20, 4163-4176
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