LIl

COBPEMEHHbIE NOAXOAbl K OLLEHKE
PUCKA HANNYNA PAKA NMPEOCTATENBbHOU
XXENE3bl: HOBbIN MAPKEP -2nrolICA U
WHOEKC 300POBbA NPOCTATDI PHI

'BOo3auK E.1O.
00O «bekmeH Kynbtep»
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NAPAOUTMA 1P PAHHEM
BbIABJIEHUU PIX
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Hopma / AN

Pak npeacratesibHOM
xenesbl

MoTeHUMnasnbHO
netanbHbIn PMXK

L]

NaeanbHbIN
CKPUHMHIOBbIN TECT

AgantuposaHo 13 Mpod. Tombal ISOBM 2009 BECKMAN
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PAHHAA ONATHOCTUKA N NMPOIMHO3 PIXK

«Knaccunyeckasa» moaenb

CbIBOPOTOYHbIN Buoncua noa Knaccudoukaumsa no

[MCA KOHTposrem Y3U Wwkane [nMucoHa

MornekynsapHble knaccudukartopbl 2015

Mynbstunapametpudeckas MPT lMcTonatanorus, BkNovaroLas

PHI, nanenb 4K, PCA3 nnn obbeamHeHne n3obpaxxeHnmn
MPT n TPY3W 6buoncus

MPOrHOCTUYECKUIN MOJIEKYISPHbLIN
Knaccudukatop

ApantupoaHo 13 JP Michiel Sedelaar and Jack A Schalken BMC Med 2015

ST
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HEAIPECCUBHbIV NN KNMHWYECKWN HE3HAYMbIV

PAK

> OTCcyTCTBME CMMIMTOMOB
) Banotekywun, He nporpeccupyer

)
)
)

e BNUAET Ha NPOAOIMKNTENBHOCTb XU3HWU
e TpebyeTcs pagnkanbHOro nevyeHus
eobxoaMMO NPUMEHSATb aKTUBHOE HabntoaeHme

OnpenenstoT Ha OCHOBaHMM KOMBMHaUWUN:
) pacnpocTpaHEHHOCTU paka (KIMMHUYECKOW CTagnn)
) cymmbl bannos no I'mncony B buontare

° © 2015 Beckman Coulter. All rights reserved. Mowve healthcare forward. COULTER



KPUTEPUN KITMHWYECKA S3HAYNMOTIO N KITMHNYECKUW
HE3SHA4YMOI' O PIXK

Kputepuu PRIAS pna KamHunyecku HesHauumoro PIXK :
- Tlcnnan T2
- MeHee 2-X NoN0KUTENbHbIX TOYEK
- NCA < 8,0 (mnn 10 npu Knaccnyeckom Kannbposke)
- MnotHocTtb NCA < 0,2Hr/mn/mn
- Thncon <7/

[Ipomokosibl «akmueHo20 HabsirooeHuUsI»: OJisl
nayueHmos ¢ PI)K HU3k020 pucka



MOJEKYNAPHBIE ®OPMbI INCA

[1CA

N amuHokucnotr 237
Komnnekc [a
3aboneBaHune ¥

*akTuBHbI [1CA OTCYyTCTBYET B CbIBOPOTKE

Mikolajczyk et al, Urology, 59,797-802, 2002

° © 2015 Beckman Coulter. All rights reserved.
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MOJIEKYJ1bl nrPolMCA

hK2 (kannukpeunHnonobHas

nenTugasa 4yernioBeka)

APLILSR -PSA —— PpsA
g ~ /\
7o ILSR-PSA——  PSA
Y \ hK2

[-4]Pro

\S R- P S }A (mpoueccupoBanHas hopma)
\

['2] P rO (CepuH-aprHuH nenTua-

npeaLwecTBEHHNK — CTabunbHbIN,
PE3NCTEHTHbIN K akTnBaumm hK2 , cnocobeH
ofele) HakannMBaTbCs)

Pro

ST
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[-2]nPOlMCA - BONEE CNELN®UYHBLIN MAPKEP PAKA
[MPOCTATHI

SR Sy
Sge. ﬁﬂopmanbl-laﬂ

[-2]npollCA 6onee cneundcdunyHbin mapkep PITXK

[-2]npol1CA KoHUEHTpUpYETCA B
nepuepunHon 3oHe, mecrtax
nokanmnasauum paka v NpakTU4ecKn He
oOHapyXMBaeTcs B NEepPexXoqHON 30HE C
AarrmK

Mikolajczyk et al Cancer Research 2000; 60: 756—759

Mikolajczyk et al Cancer Research 2001; 61: 6958-6963
~

BECKMAN
° © 2015 Beckman Coulter. All rights reserved. Move healthcare forward. COULTER



KITMHUNYECKAA SHAHYNMOCTb U3O0POPM TMCA.
WHOEKC 300POBbA NPOCTATDI

[TaumeHTbl C pakom

HTaKTHbIil  NpolCA npocrarbl.
Komnnekc €aKTUBHbIN 50%
NCA 3C PSA
29°% ¥ %calNCA

85%
T %npollCA




CNedmMoN4HHOCTDb PHI BbIWWE, HEM OPYTUX MAPKEPOB

EBponenckoe MynesTULEHTPOBOE

—
]

nccnegoBaHme
0,9
bepnuH, 'epmanusa — [p. Stephan i __08
MioHxeH, lepmatms — Mpodb. Semjonow 2 & 5
Mapwx, ®paHums — Mpod. Houlgatte £ 2
PeHH, ®paH - Vi d x £ 06
, PpaHumsa — p. Vincendeau S8
NMauuneHTbIl (n) 1362 = 0.5 No discrimination
© 504 -
§ 3>_.. —t{PSA
C PIMXK 694 5 =03 %PSA
S —/0
0,2
Bes PIK 668 0,1 i
0 1 1 1 1 1
Tect Obnacte 459, ¢ D 0 0,2 0,4 0,6 0,8 1
ROC
JNloxxHononoxutenbHble (1 - CneundpU4HOCTDb)
ol1CA Stephan et al. ClinChem 59:1 306-314 (2013)
(mKr/n) 0,56 0,53 - 0,59 -
%cBlCA 0,61 0,58 - 0,65 <0.0001*
phi 0,74 0,71 -0,77 <0.0001*

0 © 2015 Beckman Coulter. All rights reserved.

*.
: 3HayeHwme p vs ol1CA
P @BECKMAN
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A Multicenter Study of [-2]Pro-Prostate Specific Antigen
Combined With Prostate Specific Antigen and Free Prostate
Specific Antigen for Prostate Cancer Detection in the

2.0 to 10.0 ng/ml Prostate Specific Antigen Range

ff/ - 4 e l I{\ \ I‘ William J. Catalona,*,t Alan W. Partin, ¥ Martin G. Sanda,¥ John T. Wei,8
George G. Klee, ¥ Chris H. Bangma, Kevin M. Slawin || Leonard S. Marks, Stacy Loeb,
Dennis L. Broyles,# Sanghyuk S. Shin,# Amabelle B. Cruz,* Daniel W. Chan,

RO] OCY
- (J )
Lori J. Sokoll, William L. Roberts §] Ron H. N. van Schaik and Isaac A. Mizrahi#+

PCa probability risk assessment using PHI and PHI relationship with biopsy Gleason score

PHI Range
0-249 25.0-34.9 35.0-54.9 55.0+
Risk:
% PCa probability (35% CI) 11.0 (6.5-15.8) 18.1 (13.7-22.6) 32.7 (27.3-38.0) 52.1 (42.0-62.1)
RR (35% Cl) 1.0 1.6 (1.0-3.1) 30 (1953 47  (3.0-8.3)
% Pts 249 32.8 295 295
Biopsy Gleason score:®
No. less than 7 (%) 34 (73.9) 74 (71.8) 116 (69.9) 66 (57.9)
No. 7 or greater (%) 12 (26.1) 29 (28.2) 50 (30.1) 48 (42.1)
RR (95% CI) 1.0 1.08 (0.61, 1.92) 1.15(0.67, 1.98) 1.61(0.95, 2.75)

* One participant excluded with missing Gleason score (Cochran-Armitage test for trend p = 0.01).

C yBenunyeHuem phi pactet puck Hann4dnsa PIK.
NamepeHne phi MOXET yMeHbLLATbL KONMYeCTBO
Heobs3aTenbHbIX OMONCUN 3a CHET NyyLlen
cneunuYHOCTM Npn pasnnyHom 4YyBCTBUTENBbHOCTM
y My>4mnH ctapwe 50 net ¢ NCA 2.0-10 Hr/mn m
oTpuuarensHbim [MPU



BO3MOXHOCTb NCTIOJIbSOBAHUNA PHI INMPU OTBEOPE
NAUMEHTOB OJ1A TAKTUK AKTUBHOIO HABJTKOOEHNA

Prostate Health Index (phi) as a novel biomarker in active surveillance of prostate
cancer (PCa)

Andrew Eichholz, Frank McCarthy, Nening Dennis, Karen Thomas, Tim Howlett, Jhangir Igbal, Jan //
Amin, Mildred Tan, Mausam Singhera, Elizabeth Selvadurai, Robert Anthony Huddart, David Paul //I
Dearnaley, Chris Parker; The Institue of Cancer Research, The Royal Marsden NHS Foundation Trust, -
Sutton, United Kingdom; The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom i n,-.,q“:‘i{‘- o
Ay E
: l‘f{.{\-“-‘:‘d!l?!-‘l S

: ,ﬁisci-‘ﬂ a2 158 _e% i-_‘!A-Q

J Clin Oncol 32, 2014 (suppl 4; abstr 81) §Caest T ppad2 . Avces OB
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POCCUMNCKOE
MPOCMNEKTMB

»

»

—+ POCCUNCKMIA OMbIT

4
S

Begyuwasa opraHusauus:

KnnHuka yponorun MIMCY,
KOHCYIbTaTUBHO-
auarHocTnyeckum ueHTp Kb Ne
50, yponormn4yeckue otaeneHus
['KB Ne 50 r. MockBbl

Llenb: oUeHNUTb KIMNMHUYECKYIO
3HauynmocTb —[2]npol1CA n PHI B
NoONyNsunMmM POCCUNCKNX MY>KUUH
c ypoBHeM obuero NCA 2-10
HI/MI B paMKax NpPOCMNeKTUBHOIO
nccreaoBaHus] S BECkMAN

ove healthcare forward. COULTER



MHOEKC 300POBbA NPOCTATbBI PHI:
PE3YIILTATbI POCCUMNCKOIO NCCNEQOBAHUA

[1n3anH nccnenoBaHus:

Bcero: 253 4enoBeka B Bo3pacTe = 45 neT, oTpuyaTternbHoe
[P, n3 H1ux no peaynesratam duoncun:

* bes PITDX: 151 myX4unHa
« C PIDK: 102 MyX4MHBI

KnuHundeckn sHadynmbin PITDX: 59 Myx4ynH
be3 PIXX_knuHun4yeckn HesHaudumbiv PIXK: 194 My>X4nHbI

Tnucow, cragua N F—

6 62 He3Haummoro PMXK:
- Inucon <7
I 34 - MeHee 30% NO3UTUBHbIX CTONOMKOB
8 4 - MeHee 50% onyxonu B 0AHOM CTONBMKeE

Ctagus He 1
yCTaHOBJIEHA



MHOEKC 300POBbA NPOCTATbBI PHI:
PE3YIILTATbI POCCUMNCKOIO NCCNEQOBAHUA

[locTtoBepHoe oTnnyne meamnaH naumneHToB ¢ PITK n 6e3 PIXK

.

)

.

.

Bes |
PIK 2598 — 32,2 )
80 - +

[P 102 45,03 37 -49

60 4 $

PHI

S
40 H N

20 1 ‘

| W t;ECKMAN
@ © 2015 Beckman Coulter. . All rights reserved . Ee3\4=P ﬁa}l{are fo@rPn)I( COULTER



MHOEKC 300POBbBA NPOCTATbI PHI:
PE3YIILTATbI POCCUMNCKOIO NCCNEQOBAHUA

»  Koppenauua PHI co cteneHbto 3nokadyectBeHHocTu PIDK

[MncoH 6 39.48 29.06
[1INCOH 7 34 49.27 35.88
[MncoH 8 4 57.35

»  Koppenauua PHI ¢ knuHnyecku 3Hadmmbim PIK

Be3 PITXK + KnuHwnu.
He3Hauum. PIMTXK

KnunHuny. 3Hay. PIMK 59 50,6 45,1 — 58,1 @Bsamv
= COULTER

29,2 27,02 - 32,3



OTCYTCTBUE KOPPENTALUNW ol 1CA N %cel1CA C
KIMTMHNYECKWN SHAYNMbIM PT1XK

14 - 30 -
N |
I
12 [
| 25
N
10 - |
II |
| 20 -
g - | |
<< 4 V l|_|| O 5. |
g I| | E ;& lll”llu
S .. || || % \/ A
| | o~ 10 \% \ /
| ',II ,'I
2 - ||| I|”|I
| ¥
I|| 57
0~ |||
-2 . . | 0 . .
G56 GST G58 556 GST G558
Cymma 6annoB no MucoHy Cymma 6annoB no F&Acony

G © 2015 Beckman Coulter. All rights reserved. Move healthcare forward. COULTER



PHI — HAMBONEE TOYHbIN NPEOMKTOP KITMHNYECKW
SHAHNMOIO PIXK

NcTnHHONonoXntenbHble (MyBCTBUTENBHOCTD)

—h
i

0.9 1

0.8 1

0.7 1

0.6 1

[=]
M

HeT pasgeneHus
o Oo6wwun NCA

== %cBI1CA
—a- PHI
PHI %cBlMCA  ollCA
UTE DI.:i UTE UTB ‘|1 0 79 O 72 O 6

JNNoxxHononoxutenbHble (1-CneundunyHoCTb)

~

BECKMAN
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BO3MOXHOCTb NCTIOJIbSOBAHUNA PHI INMPU OTBEOPE
NAUMEHTOB OJ1A TAKTUK AKTUBHOIO HABJTKOOEHNA

Prostate Health Index (phi) as a novel biomarker in active surveillance of prostate
cancer (PCa)

Andrew Eichholz, Frank McCarthy, Nening Dennis, Karen Thomas, Tim Howlett, Jhangir Igbal, Jan //
Amin, Mildred Tan, Mausam Singhera, Elizabeth Selvadurai, Robert Anthony Huddart, David Paul //I
Dearnaley, Chris Parker; The Institue of Cancer Research, The Royal Marsden NHS Foundation Trust, -
Sutton, United Kingdom; The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom i n,-.,q“:‘i{‘- o
Ay E
: l‘f{.{\-“-‘:‘d!l?!-‘l S

: ,ﬁisci-‘ﬂ a2 158 _e% i-_‘!A-Q

J Clin Oncol 32, 2014 (suppl 4; abstr 81) §Caest T ppad2 . Avces OB
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KMMHNYECKUE CNYYAN: POCCUNCKUNE U

3APYBEXHbIE OAHHbLIE
4 W)
MauneHT Ne 1 (Poccun) (Mauyent Ne 1 (Benbrus) )
Bospact 62 roga Bospact 56 ner
NCA 1,21 MCA 2,2
%cBl1CA 14 %celICA 23
PHI 49 PHI 65
HeT npeaLecTsyioLNX HeT npeaLuecTByOLLMX
Grioncui D Buoncui )
PekomeHpaumum: PekomeHOooBaHa PekomeHpauuun: PekomeHpooBaHa
ounoncus ounoncus
[narHoas: PIMX: MuncoH 8 (4+4) OunarHos: PIMX: MnncoH 7 (4+3)
PHI™ B ATHOCTb 95%
(Kanubposka epc;aKaoc AoBepuUTeNbHbIN
Hybritech ) WHTepBan
0-21 8.4 % 1.9-16.1%
21 -40 21.0% 17.3 —24.6%
» 40+ 44.0 % 36.0 — 52.9 % & iccoun
@ © 2015 Beckman Coulter. All rightsffesebwes Mewe-Realthcare forward. COULTER




MHOEKC 300POBbA NPOCTATbI PHI: MOPOIOBOE
SHAYEHUWE

Ha ocHOBaHUM MHOIMOYUCIIEHHbLIX €BPONENCKUX U
aMepUKaHCKMX uccregosaHnm YyBCTBUTENBHOCTU U
cneundpunyHoOCTn MeToaa:

[ToporoBoe 3Ha4eHune PHI 25
(kanuobposBka Hybritech)

NMNoaTBepXXOaeHoO POCCMUCKUMM uccrneaoBaHuAMn®

*Mywkapb A.10., loBopoB A.B. n coaBt. MeTtognyeckue pekomeHgaumm « KnmHnyeckoe
ucnonb3oBaHune NHpekca 3aopoBba MNpocTtatel PHI B agnarHocTtuke paka npeacrateribHOMN

Xene3bl», 2015
@BECKMAN

e © 2015 Beckman Coulter. All rights reserved. Mowve healthcare forward. COULTER



Anroputm

Bo3pact = 45 nert

\

MCNOSib30BaHUA
PHI npwu
NOBTOPHOM

[MepBrnyHasa buoncus:
oTpuuaTenbHas

ounoncuun

Yepe3 6| mecaues

Oowwmn MNCA: 2-10 Hr/mn

PHI < 25

Yepe3 6|mecaues

O6wwum MNCA: 2-10 Hr/mn

\.

PHI

PHI
PHI = 25
[MoBTOpHasd
broncus
PHI = 25

Mywkapb O.10. n coaBT. MeToanyeckue pekomeHaaumm

/ \l PHI < 25

«KnnHnyeckoe ncnonb3oBaHne MHagekca 3goposba MNMpocTtaTsl PHI

B AMarHOCTUKe paka npeacratenbHon xenesbl», 2015

HOanee: olICA n PHI 1 pa3 B rog,



PEKOMEHOALIM NCCN

Mational
Comprehensive NCCN Guidelines Version 2.2015 NCCHN Guidelines Index
NCCHN B . Prostate Early Detection TOC
O Prostate Cancer Early Detection P
MNerwork'
INDICATIONS FOR BIOPSY TRUS-GUIDED BIOPSY
Initial and Repeat
Extended-pattern biopsy (12 cores)
= Number of cores:
» Sextant (6),
v Lateral peripheral zone (6), and
» Lesion-directed at palpable nodule or
: ; suspicious image
T_RUS‘Q'-“dEd - See Management of Biops: « Anteriorly directed biopsy is not supported in
biopsy Results (PROSD-4) routine biopsy. Howewer, the addition of a
transition zone biopsy to an extended biopsy
* Repeat PSA o protocol may be considered in a repeat biopsy
d « DRE it PSA is persistently elevated.
SRRt | up for Follow up in 6-12 mo with PSA/DRE® - Multiparametric MRI may help identify regions

of cancer missed on prior biopsies and should
be considered in selected cases after at least 1
negative biopsy.

= For high-risk men with negative biopsies,

Percent free PSA, 4Kscore, or phie consideration can be given to a saturation
biopsy strategy (including transperineal
technigques) and/or the use of multiparametric
MRI followed by an appropriate biopsy
technigque based on the results.

= Local anesthesia can decrease pain‘discomfort
associated with prostate biopsy and should be
offered to all patients.

benign disease
or

dThe level of PSA correlates with the risk of prostate cancer. The Prostate Cancer Prevention Trial (PCPT) demonstrated that 15% of men with a PSA level of =4 0 ng/mL
and a nomal DRE had prostate cancer diagnosed on end-of-study biopsies. Approximately 30% to 35% of men with serum PSA between 4 to 10 ng/mL will be found to
have cancer. Total PSA levels =10 ng/mL confer a greater than 67% likelinood of prostate cancer.

2Biomarkers that improve the specificity of detection are not recommendead as firstline screening tests. However, there may be some patients who meet either PSA or
DRE standards for consideration of biopsy, but for whom the patient andfor the physician wish to further define the probability of high-grade cancer. A percent free
PSA <=10%, phi =35 or 4Kscore (which provides an estimate of the probability of high-grade prostate cancer) are potentially informative in patients who have never

mmdarmnna hinmeu or affor o noosative hinmess 2 B A2 emsnra =20 i nodantialbs infamrmmative aftor 9 nooative haoeseo

NCCN Guidelines Version 2.2015 Prostate Cancer Early Detection Pane Members

ST

@ © 2015 Beckman Coulter. All rights reserved. Move healthcare forward. COULTER



A0, Myuscape, 4.B. Mosopos,

B8, Anewcess, O, 4, Ennum,

A.B, Pyiiran, Kb HanonTapss,
AR, Cnapperece, AB. Caguerso,

rpmmartme - KTO PEKOMEHLOYET PHI?

KnuHuyeckoe Wcnonb3oBaHue
Wupekca 3popoeea Mpocratel (PHI)
NPy AWarHocTUKe paka

o -
npeacraTensHol Xenessl ¢ M e.rl b6yp H CKM I/I

MeTonu4eCKHE peKOMEHDaLIN KO H Ce H CyC M I/I po B bIX

baganms BTGP0, BOROANEHNOD

9KCnepToB

KAHHHYECKHE peKoME = _ = i POCCMMCKMG
5 &%  KnMHMYeckKue
pekomeHgauuun, 2015

— e MeTtogunyeckue

0.l Annena,
N.B. MnssBowmd 1o wenoassopansme PHI oo

ot ”ﬂfm RITEABHbX GHOMCHH. IIn.‘ p e KO M e Hﬂa L'I M M I-I O.u|

Brmowenwe B qm;'lm ay Hrl.u:m:

AHEAET HEOGNOIHMOCTE TOTHOTO §

CROMD AN HCCACIOBAHFHA [UTH Ki py KO BOH CT BO M
BeDOXONITMO 1C HT['I'IH]H'I HPOHATH,

ACHATE WTH IRMOPOIMTE He MOTTHE

prenTa. B npoTHENOM cvase B Cl I_I yl I I Ka pﬂ D' I'O
KosuesTpaiEn -2npolTCA 1 mon " "
BERET K nmw EHHH THAHD SARBI

~
.} T L BEC'(MAN
SFROTAF - HWA ﬁulu nrlpc TEACHE KTHHIISE Move healthcare forward. COULTER

PHI ¢ pasHisy moporoasiMeg aHa



il Mpsmaee, AR Fowornoa

AE Crgormece L4 Npmeras PEKOMEHOALIUU O

OUATHOCTUKE PMX MUH3PABA
PAHHAA QMATHOCTURA P®, MOCKBA

FAKA NMPEACTATENBHOW
MENE3b]

B R Emetea




MHOEKC 300OPOBbBA NPOCTATBI PHI:

) 3Ha4uUTenbHO ynydJwaet BbigBnaemoctb PITXK ans
MY>X4MH ¢ ypoBHeM OlMCA ot 2 go 10 Hr/mn

) lpencraBngeT KNMUHUYECKYHO LLEeHHOCTb Npw
NnepBMYHON M MOBTOPHOW Broncun

> CHmKaeT KonnydecTtBo Heobsa3aTernbHbIX OMoncum
npegcraTtenbHOU XXenesbl

) loBblWaeT aPPEKTUBHOCTL BbiABNEHNS
KINMUHUYECKN 3HAaYMMOro paka npocraThbl

e © 2015 Beckman Coulter. All rights reserved. Mowve healthcare forward. COULTER
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