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Mpobnembl nabopaTtopHoM AnarHoctnku PMIN

1. Uutonornyecknii aHanua mMouuM — YyBCTBUTENbHOCTb nagaeTr Ao 25-50% npwu
AnarHoctuke HebomnbLUMX BbICOKOANMMEPEHUMPOBAHHBIX OMyXornew

2. UBC-aHTureH (kombuHauust umtokepatnuHoB 8 u 18), onpegeneHne NMP22, BTA-
TECT — NoKa He MMEHT LLUMPOKOro pacnpoCTpPaHEHUs! B MPaKTUKE MO psgy NpuYnH

4. UroVysion — FISH-aHanu3 knetok B oOcagke MOYM Ansi BbISABNEHUs
aHeynnouaum xpomocom 3, 7, 17 n notepu 9p21.

5. CxBladder — cuctembl akcnpeccuoHHbix PHK-mapkepoB

CxBladder Detect — ana HemHBa3MBHOW nabopaTtopHon auarHoctuku PMI y
naumMeHToB C remaTtypuen

CxBladder Triagle — ana HeunHBa3MBHOM nabopaTtopHon aunarHoctukum PMI y
nauneHTOB HU3KOFO pUCKa C MUKporemaTypuen

CxBladder Monitor — ansa MOHUTOpUHIra peuuansa nosepxHoctHoro PMI
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UroVysion — FISH ocagka mouu B gnarHoctmke PMI
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OepaHuyeHus memoda:

- Heob6xoaMMOCTb BanuaauuM pesynsTaToB TecTa BTOPbIM CMeuuanucToM Mpu NorpaHU4YHOM YpPOBHE
XPOMOCOMHbIX abeppauui

- HEKOPPEKTHOCTb €ro pe3ynsTaToB nNpu Gaktepnypum

- HeAOCTaTOYHOE ANA aHanu3a KONMYECTBO aTUMUYHbIX KMETOK B OCake MOYM MpU OMyXosv pa3mepom
MeHee 5 MM

- BO3MOXHOCTb NTOXHOMOMOXMUTENbHOTO pe3ynsrata y NauueHToB G OMyXOorisiMM MOYernosioBOi CUCTEMBI
ApYryx nokanusauui, Takke HeCyLIMMU MHOXECTBEHHbIE XPOMOCOMHble abeppaLmm

KnuHuyeckas u4yBcTBMTenbHOCTb M cneuudpmyHocTb UroVysion coctaBnfer 71 u 66%,
COOTBETCTBEHHO (cyMmapHo pns Bcex nogrpynn PMIM). UroVysion opo6peH FDA kak
ANarHoCcTMYeCKU TeCcT y NauMeHTOB € rematypuein npu nopgospeHun Ha PMI.
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Y10 nccneayroT B KaUecTBe MONEKYNAPHO-
reHeTM4yecKnx mapkepos PMI?

1. PHK — unamepeHue akcnpeccum reHoB Ha ypoBHe MPHK.
M3meHeHne naTTepHa 3KCOpeccun MaHenn  reHoB.-
KaHOuaaToB accouunpoBaHo c MPOrHo3om,;
rmnepakcnpeccusi onpegeneHHbix reHoB accounmnpoBaHa ¢
PMI

2. 0HK — panuyHble naTtTepHbl MyTaumm un CNV
accouumpoBaHbl C MNPOrHO30M; TOYKOBble MyTauun B
ornpegereHHbIX Nnokycax xapakrepHol ans PMI
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CxBladder Triage — Ha ocHoBe naHenn PHK-mapkepos
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MNaHenn NPOrHOCTUYECKUX IKCNPECCUOHHbIX MapKepos npu PMI
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MyTaumm-apaiBepbl B KaHLeporeHese paka Mo4eBOoro nysbips

Muxaiinetko [1.C., Hemuosa M.B.
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YacTble TOYKOBble MyTauMm B OHKOreHax npm PMI
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Kompier L.C. et al. FGFR3, HRAS, KRAS,
NRAS and PIK3CA mutations in bladder cancer
and their potential as biomarkers for
surveillance and therapy. PLoS One. 2010;
5(11): €13821.
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KombuHauua aHanmnsa mytauuii FGFR3 ¢
METUANPOBAHNEM [PYTNX FTEHOB

Table 4 Comparison of sensitivities of FGFR3 mutations, methylation, and combined markers according to stage and grade
A Diagnosis study

Primary tumor (n=167)

Markers Tumor stage, % (no) Tumor grade, % (no)
pTa (n=126) pT1 (n=125) s in=:6) Other (n=10) Low (n =100} High in=67)
FGFR3
All mutations 460 (58) 2B0(7) 16.7(1) 300 (3) 530 (53) 239 (16)
5249C 690 (40) 42.8(3) 622 (33) 525 (10)
Y375C 138 (8) 2861(2) 333 (1) 17.0(9) 125 (2)
R248C 103 (5) 286 (2) 100 (1) 333 (1) 113 (6) 250 (4)
G372C 52 (3) 57 3)
52490/R248C 1.7 ()
52490/¥375C
Methylation 905 (114) 100 (25) 100 (8) 100 (67)
Combined markers 944 (119) 100 (25) 100 (8) 100 (67)
E. Follow-up study Recurrence (n=72)
Markers pla (n=55) pT1 (n=11) ClS in=2) Other (n=4) Low (n=47) High (n=25)
FGFRZ
All mutations 436 (29) 36.4 (4) 500 (2) 468 (22) 8)
5249C 583 (14) 100 (4) 546(12) 0 (6)
Y375C 208 (5) 13.7 (3) 250 (2)
R248C 167 (4) 500 (1) 227 (5)
G372C 42 45 (1)
S249C/R248C 500 (1) 45 (1)
Methylation 891 (49) 90.9 (10) 100 (2) : 85.1 (40)
Combined markers 964 (53) 100 (11) 100 (2) 936 (44)

Roperch J.P. et al. Promoter hypermethylation of HS3ST2, SEPTIN9 and SLIT2 combined with FGFR3 mutations as a sensitive/specific
urinary assay for diagnosis and surveillance in patients with low or high-risk non-muscle-invasive bladder cancer. BMC Cancer. 2016; 16:
704.
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Jlokanusayma n aHHOTaLMA MyTaumMii B ocagke mo4um npu PMI

Axtusupyrowme mytauum B FGFR3 MyTaumm reva FGFR3 B

nccrnepoBaHHOM BbIGopke

AoMEN I

Koaupytouwias | Peuentop

Aomenig il

wson?

Aomenlg i

c.746C—G

p.S249C

CM950470
rs121913483

rs377554120

CM960657
wronAss rs121913485

EBHER/IETONHAR CPEA

""" €.753C—G

MAAMATHHECKAR
| MEMEPAHA

s S S c.1124A—-G

p.H251G
p.Y375C

c.1144G—-C p.G382R CM940785

rs28931614

HM040060
rs17881656

O6GHapyXeHHble O[HOHYKMNEeOTUAHbIE
3aMeHbl npeacTaenany cobor naTtoreHHble
mMucceHc-myTauumn FGFR3

THROIMHKAHBIHLIR ROMEH |
it

c.1156T—-C p.F386L

serasan KAS2E, M, Q/ T

Muxaiinexko [1.C., KywnuHckuii H.E.; 2016

Hay4yHo-npakTuyeckast koHdepeHuus « OHkoyponorusi»; Mockea, 29-30 ceHTsi6pst 2017 .

10.10.2017



OnpepgeneHune mytaumii B reHe FGFR3 B ocaakax moun (HUW yponorum)

A.C. Muxaiinenko, A1.B. Mepeneuu, . Echpemos, AB. Cuskos, O.W. Anonvxun. Onpeaenerive
MyTauwii & rerax FGFR3 u PIK3CA & [IHK 13 0caaka MOsM y BOMbHbIX Pakom MOHEBOro nyabips //

MyTaLl,Vlﬂ c.746C—G (p5249C) SKCTIEPUMEHTANbHAR W KIMHUeCkas yponorvisi. 2015; 4: 38-41.
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BbiaBneHne mytaumnii TERT B ocagke moum

MyTaumm B «ropsiumx Todkax» npomoTtopa TERT BbisBnstoT 60% crnyyaeB paka
MO4Y€BOro ny3blps. AT0 TpaHamumm C-T B nosmuusax -124 n -146, koTopble co3gatot
HOBbI€ CaliTbl CBS3bIBaHWNSI TPAHCKPUMNLMOHHBIX chakTopoB ETS/ELK.
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Hurst C.D., Platt F.M., Knowles M.A. Comprehensive mutation analysis of the TERT promoter in bladder cancer and
detection of mutations in voided urine // Eur Urol. — 2013, 5287.
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NccnepoBaHme mytauuii npm PMI B ocagke
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Fig 4. Occurrence of cosmic listed point mutations in urinary DNA from UBC patients. Each column represents an individual patient. Oncoprint
representation generated at http-//www.cbioportal.org/.
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MyTaummn ERBB2 v 4yBCTBUTENBHOCTb K 1anaTUHUOY

RESEARCH PAPER

liology & Therapy 15:9, 1239-1247; September 2014; © 2014 Landes Bioscien

Impact of ERBB2 mutations on in vitro sensitivity
of bladder cancer to lapatinib

Michela de Martino!, Dazhong Zhuang?, Tobias Klatte', Malte Rieken?, Morgan Rouprét®?, Evanguelos Xylinas?,
Thomas Clozel®, Martin Krzywinski®, Olivier Elemento’, and Shahrokh F Shariat'-28%
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Figure 5. Response to lapatinib by ERBB2 mutational status. (A) Cluster according to the sensitivity to lapatinib (upper panel) and IC_, for the cell lines as
well as the relative expression levels of EGFR and ErbB2 (lower panel). The gray IC_, bars refer to cell lines with FRBB2 mutation. DSH1 containing three
ERBB2 mutations was found to be the most sensitive cell line among all (group ll1B). (B and C) Correlation slope and contingency table of the numbers of
ERBB2 mutations and the sensitivity of cell lines to lapatinib, showing that the sensitivity was significantly increased in cell lines with ERBB2 mutations.
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MwucceHc-myTaummn ERBB2 v 4yyBCTBUTENBHOCTD K
npenapartam NJaTUHbI
ERBB2 Mutations Characterize a Subgroup of Muscle-invasive
Bladder Cancers with Excellent Response to Neoadjuvant
Chemotherapy

Floris H. Groenendijk °, Jeroen de Jong ", Elisabeth E. Fransen van de Putte ", Magali Michaut®,
Andreas Schlicker “, Dennis Peters %, Arno Velds ¢, Marja Nieuwland ¢, Michel M. van den Heuvel’,
Ron M. Kerkhoven ¢, Lodewijk F. Wessels “, Annegien Broeks ", Bas W.G. van Rhijn®,

René Bernards “, Michiel S. van der Heijden “**
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Fig. 2 - OncoPrint showing ERBB2 missense mutations, ERBB2 amplifications, and ERCC2 missense mutations in the 38 complete responders and
33 nonresponders to neoadjuvant chemotherapy in this study. Individual patients are represented as columns.
N/A=not available; pCR = pathologic complete response.

HayuHo-npakTuyeckas koHdepeHuus « OHkoyponorusi»; Mocksa, 29-30 ceHTsbps 2017 .

10.10.2017



