HHN YPOHE®POAOI'MIM
u
PEITPOAYKTHBHOI'O 3AOPOBbA
YEAOBEKA




Pe3yAbTaThI
KAMHUYECKOI'O IIPUMEHEHUA
NMuAaurasa
IIPU AACHOME IIPOCTATHI (TTDK, AI'TIK)
u
IIPOCTATUYECKOU

I/IHTpa:aHI/ITeAI/IaALHOf/'I HEOIIAA3UHN
(TIH)

[Tpodeccop A.3. Burapos
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H. T. Le, Ch. M. Schaldach, G. L. Firestone and L. F. Bjeldanes »Plant-derived
3,3'-Diindolylmethane Is a Strong Androgen Antagonist in Human Prostate Cancer

Cells».
J. Biol. Chem., Vol. 278, Issue 23, 21136-21145, June 6, 2003
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H. T. Le, Ch. M. Schaldach, G. L. Firestone and L. F. Bjeldanes »Plant-derived 3,3'-Diindolylmethane Is a
Strong Androgen Antagonist in Human Prostate Cancer Cellsy.

J. Biol. Chem., Vol. 278, Issue 23, 21136-21145, June 6, 2003



Nuauranlinioc nogaBngeT BocnaneHue
B TKaHsX npocTaTthl

AHTI/IOKCI/II[aHTHaH AKTUBHOCTbH

(mornoiaeT CBOOOIHBIC PAIUKAIIBI)

SR COX-2 \, MPOCTAarIaHIuHbI l
IIPOBOCIAIUTEBHBIE ITUTOKUHBI l

CamocTosTenbHas aHTHOaKTepUaIbHasI
AKTUBHOCTb, [IOBBILLIEHUE YYBCTBUTEIBHOCTHU
PE3UCTEHTHBIX MUKPOOPTaHU3MOB

EGC
G

K aHTI/I6aKTepI/IaJ'IBHBIM arcHTram



[lepexon XpoHU4YeCKoro BocnaneHusa
B KaHLeporeHes

*Cy1ecTByeT CBA3h XPOHHUYIECKOTO BOCITAACHUA (IIPU IPOCTATUTE) U IIOBBIIIIEHHOTO PUCKA
Pa3BUTHA 3A0OKAYECTBEHHBIX OITYXOAEH
* AAnTEABHOE BOCITAACHUE = OOAEE BBICOKHI PHUCK Pa3BUTHA PaKa

1 NF

»

»




AHTUMOKCMOAHTHAA aKTUBHOCTb EGCG

*s 100 pas3 BoImre, uem y Buramuna C,
*8 25 BrIIIE, YeM y BuTamuHa E (a-Tokodepoaa)

*IIOTAOIIIAET CBOOOAHBIE PAAUKAABI (CYIIEPOKCHA-AaHUOHHBIE U
THAPOKCHABHBIE PAAUKAABI)

*CBA3BIBACT THAKEABIE METAAABL, B YACTHOCTH, ABYX- U
TPEXBAACHTHBIEC KATHOHBI KEAE32




«HOBBIE BO3MOXHOCTU
KOHCEPBATHBHOI TEPAIINU
BOABHBIX AOBPOKAUECTBEHHOU
T'NIIEPITIAABMEUN TIPOCTATBHI»

= E.B. KYADUABEHJ/I
= E.B. bPMKATIOK
= A.A. BPEVCOB

«OOPEKTHMBHAA PAPMAKOTEPAIINA B
YPOAOITIM» Ne 1 AIIPEADB 2009 I'OA.



* B nccaepoBanme ObIA BKATOUeH 31 mmamueHT ¢ AOOPOKAYECTBEHHON
TUIIEPITAASUEN IIPEACTATEABHOM KEAE3H B BOo3pacte oT 51 Ao 75 aer, B
cpearem — 60,9  6,1.

* Bce marmenTH B TeueHUE 4 MECALIEB IOAYIAAU MOHOTEPAITHEO
Muaurarom 400 MI. e3KEAHEBHO PEr OS O 2 KAIICYABl HAa IIPUEM
ABaKABI B A€HB (Bcero 1600 mr), 3ammBas CTaKaHOM BOABHI.

* Vposeus [ICA koaebaacs ot 0,3 Ao 3,6 HI/MA, B CPEAHEM COCTABASIS
2,11 0,9 ur/mA.

* [IpeacTaTeApHas xeaesa, 1o AaaHbIM [PV 3V, ObiAa yBeAdeHa
YMEPEHHO, MAKCUMAABHO — 50,2 cM3, B cpeareM — 42,6 * 6,3 cM3.

» OOBEM OCTATOYHON MOYH COCTABAAA B cpeaHeM 182 T 131 ma.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



* CpeAHUIT THAEKC OAAAOB IO ITKAAE CHUMIITOMOB
I-PSS pasusaca 18,7 = 2.9

* [IokasaTeAb Ka4eCTBA JKU3HU HAIIICHTOB OBIA
carmker Ao 4,8 £ 0,7 6aAAOB.

* CpeAHAA CKOPOCTD HOTOKA Mouu () ave
cocraBAsiaa B cpeaem 0,4 * 0,7 ma/cexk.,

e MakcumaAbHAA CKOpOCTb IIOTOKa MOYHA

Q max — 10,3 £ 1,9 ma/cek.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



» Uepes 2 mec. KOAT9IECTBO OaAAOB 11O 1IkaAe I-PSS
B CPEAHEM YMEHBITHAOCH Ha 21,2%,

* Yepes 4 mec. —ua 33,7% ;
» KagecTBO KU3HU YAYUIITHAOCH COOTBETCTBEHHO

Ha 25,4%0 gepes 2 mec.

g u Ha 42,8% uepes 4 mec.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



= UcxoaHo
l Yepes 2 Mecqaua
H Yepes 4 mecqaua
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OuHamuka I-PSS

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



ANANANA VA VA VA VA NN

= UcxoaHo
l Yepes 2 Mecqaua
H Yepes 4 mecqaua

KauecTBO XU3HK, 6ann

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



* Yr0 Kacaercs OObEKTUBHBIX ITOKA3ATEACH, TAKUX, KAK
CKOPOCTB IIOTOKA MOYH U OOBEM ITPEACTATEABHON
KEAE3BL, TO OHU OTPEATUPOBAAU HE CTOAD
AEMOHCTPATUBHO.

* CpeAHASA CKOPOCTDh IIOTOKA MOYHN Yepe3 2 MECAIA B
cpeareM Bo3pocaa Ha 11,2%, aepes 4 mecamra — ma 20,8%.

* MakcuMaAbHAA CKOPOCTDb IIOTOKA MOYH YBEATYHUAACD
coorBercrBeHHo Ha 12.4% 1 21,3%.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



12,5
121
11,51
111
10,5
101
9,51

12,3

+ 21,3%

11,4

+12,4%

Q max.mn/cek

B UcxogHo
@ Yepes 2 mecqaua
B Yepes 4 mecqaua

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009




* OOBEM IIPEACTATEABHOM KEAE3BI U3MEHHUACA C 42,6 T
6,3 cm> a0 41,51 6,0 em® yepes 2 MecAra IIpruema
Muanraaa;

e 11 A0 39,5 + 5.9 cM’ K OKOHYAHHIO YETBIPEXMECATHOTO
Kypca Aedenus, To ectb Ha 7,0%b.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



= UcxoaHo
B Yepes 2 mecqaua
B Yepes 4 Mmecqaua

NN NN NN N NN N

O61beM npocTtarbl B CM3

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



- Takm 0Opa3oM, IETBIPEXMECAIHEBIN KyPC TEPAITuN
MBAUraAOM IIPOAEMOHCTPUPOBAA OTIYETAUBYIO
IHHOAOKUTEABHYIO TEHAECHIIUIO II0 BCEM M3y9IA€EMBIM
ImapamMeTpam, XOTad AOCTOBEPHO 3HAYMMBIE NU3MEHEHUA
OTMEUYEHBI TOABKO IO KaYECTBY KU3HU.

* Beposrao, OOAEE AAUTEABHBI KyPC ACUECHUS, 2 TAKIKE
COYETAHHE C aAb(A - aAp6H06AOKaTOpaMI/I ITO3BOAST
AOCTHYb OOAEE CYILIECTBEHHBIX PE3YABTATOB.

E.B. Kyavuasens, E.B. bpmxkarrox u A.A. bpeycos, 2009



OTKpBITOE MHOTOIIEHTPOBOE MCCAEAOBAHUE
Oe3omacHoCTH Tepanuu AOKCAa303MHOM B KOMOMHAITNU C
HNBHAUTAAOM Yy MY>XYUH C AOOpOKa4YeCTBEHHOM
rureprisasmeii mpeacraresbHoii sxeaessl (OAVICCEN).

* Cusros A. B. (PI'Y HIMM ypoaornm PocmearexHOAOTHI);

* I'puropses M. O. (I'OY BIIO PI'MYV Pocsapasa);

* Kpymua B. H. (I'OV BI1O Hmxeropoackas I'MA Pocsapasa):

* [TaBros B. H. 1'OV BIIO bamkupckuir I'MY Pocsapasa);

* baxxenos . B. (I'OV BIIO Vpaabckas I MA Poc3apasa);

* barom6epr b. 1. (I'OV BI1O Capatosckuit 'MVY Pocsapasa);

* Kyapuasens E. B. (PI'Y HULM ty0epryaesa);

* Komsakos b. K. (I'OV BITO Canxkr-Iletepoyprckas I'MA Pocsapasa)



B Busurl

® Busutr3

Busur4

liinini.

IPSS1 IPSS2 IPSS3 IPSS4 IPSS5 IPSS6 IPSS7

Nuaexce! IPSS n1 QoL ma Busurax 1, 3 u 4

(A0 AeueHUs, yepes 6 u 12 mecsAeB COOTBETCTBEHHO).
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MCA o neyeHus MCAV2 (uepes 3 mecaua) MCAV3 (uepe3s b MCAV4 (uepes 12
MecALEeB) MecsiLieB)

3aauenusa IICA na ckpununre u Busurax 2-4

(mammuenTHI, 3aBepiiuBIIne Busur 4, n=10; noxasan
95% AoBepuTEABHBIN HHTEPBAA I AMHUA TPEHAQ).



06beM/[io NleYeHnss  obbemMV2 (Yepes3 06bemV3 (yepesb  obbemV4(uepes1?2
MecaLa) MecsiLieB) MecsiLieB)

O0Bem npocrarsl (MA) Ha ckpuHUHTE U1 Busurax 2-4
(mammueHTHI, 3aBepiuBIINe Busur 4, n=9; nokasan
95% AoBepuUTEABHBIN UHTEPBAA I AMHUA TPEHAAQ).




O CKPUHKUHI

@ Buaut 2
@ Busut 3
W Busut 4

3uaueHus ypoAMHAMAYECKHUX MMoKa3areAeii Q max u Q ave (ma/c)
Ha CKpuHUHTe 1 Busnrax 2-4

(manmeHTHI, 3aBepruusinue Busur 4, n=6).



O CKPUHUHM

B Buaut 2
@ Busut 3
W Busut 4

3HadyeHNA 00 beMOB Mouenciyckanusa (Vcom) U OCTATOUHOU
moun (Vres) Ha ckpuHuHTe 1 Busurax 2-4 (manmeHTHI,
3aBepruusmnme Busnr 4, n=6).



* Taknm 0Opa3oM, AAHHBIE HACTOAIIETO HCCACAOBAHUSA YKA3BIBAIOT HA
OTCYTCTBHE 3HAYNMOTO IIPUPOCTA OOBbema IIpocTatel u yposHA [ICA B
CpOKH AO 6-12 mecAIIeB y HaIlMEHTOB, IIOAYIAIOIIIX KOMOMHAITHIIO
AOKcaszo3uHa 1 VIuAuraaa.

* B cBA3HM ¢ 3TUM MOKHO CAEAATB BBEIBOA O TOM, 4TO VmAuTan
npensaTcTsyeT nporpeccuposannto AI'TIVK, crabmansupys oobem
IIPEACTATEABHOM 7KEAE3BI, HO HE BEAET K YMEHBIIIEHUIO OOBEMA
IIPOCTATHl y HAITMEHTOB, a Takke IperAaTcTsyeT pocty [ICA y
marmenTos ¢ AL'TIK.

* Kpowme Toro, komOmHIpOBaHHOE ITpuMeHeHne Vmanrasa c
AOKCA303MHOM IIO3BOAAET COXPAHHUTD IIOAYIEHHOE VAYUIIICHIE
CUMIITOMATUKA U KAY€CTBA KU3HU HAa CPOK AO O MECALIEB IIOCAE

OTMCHBI Tep al1u.

A.B. Cuskos u coasropsr, 2011



CDaKTopr KaHueporeHesa

Growth factor
. 1. BosaciictBue (pakTopoB

OKPY2KAFOIIIEU CPEABI;
2. OKCHAQTUBHBIM CTPECC;

mTORC2

3. Bupycusle nopaxenus

(yrosl?e/etal

Reorganization @ . ’ HPOCTaTbI (B:[{\], HPV );

| ionth , 4. MukomnaazmeHHas HHAEKINA ;

ofids e

g 5. XPpOHHYIECKOE BOCIIAACHUE
o - ripoctater (PIA);

Gl Gowth : o 0. Myramum aHAPOTEHOBBIX
_ PEIIECIITOPOB U TEHOB;

Glycigen m ] 7.  MyTanum scTpOr€HOBBIX

Synthesis

Translation 2 ety [ IRTRIE peHeHTOpOB-
Crotrlans bAIARS i | 22 b

Initiation

~ Gl Prolifertion 8. U mmorume Apyrue.......




Myrarns ['mmeprinasusa AHOMaABHBIH Kaprmaoma rBasuBHBINT

KAECTOYHBIX KAETOK pocr in situ
TeHOB

oy,

J
2 L5 -

<0 \

; 1

!

iy

- Craanm KaHIIEpOTeHe3a

HpOH@CC OITYXOACBOTI'O HGPGPOH{AGHI/I}I - 9TO ,A,AI/ITCAI)HBIfI HpO]'_ICCC HAaKOITACHIA

reHeTHaecKux AedpexTos. Ha srame manmmanmm u npomornny, mospexacans AHK
HE AOCTHTAIOT KPHUTHYECKOIO VpOBHA. BO3HHKAIOT IpeApaKkoBBIE HM3MEHEHUS
snuteans ([IMH BC). Aaapmeiimme mnospexaenms AHK — aocturaror
HEOOPATHIMOTO KPHUTHYECKOIO YpOBHA M pasBuBactca Pak mpocrarsl in situ. B
IIOCAGAVIOIIIEM, OH  IIPHOOPETAET  CIIOCOOHOCTh K  HHBA3UBHOMY U

METACTATUYECKOMY POCTY.



CXEMA KAHIIEPOI'EHE3A 8 IIPOCTATE

BHEIITHUNU ITOBPEXAAROIIINU ®AKTOP

l

NMOBPEXXOEHUA OHK
ITOBPEXXAEHUA HE PENAPUPYIOTCA.
AHK HO,
PEITAPUPYIOTCH HE OOCTUTAIOT
«KPUTUYHECKOI'O»
YPOBHHA

O* Aet 30 Aer 50 aer

A.B. byrnapy, E.A. bespyxos 2009.




PIN - AoKa3aHHbIM rMCTOAOrMUECKUHU NpeplecTBeHHUK PIXK;

HPIN - carcinoma in situ;

AKX c npucyrcreuem PIN - 43%;

HPIN o6Hapy>kuBaeTcsa npu 6moncumn B 9 % (4-16%);

HPIN - 30-50% puck o6Hapy>keHus paka B TeueHue 3-5 aerT;

HPIN - 80% puck BbisBAeHuAa nHBasusHoro PINXK B Teuenune 10 aerT;

Y 60AbHbIX ¢ PIN npu noBTopHOM 6Moncuu yepes 6 mec. uHBasuBHbiM PIMK

BbiABASieTCcA B 35%.



RANBNYECKAS 30

fpumenenue ungoa-3-KapGunona
Il 3nU2anAOKamexuH-3-2anaama

HETANIATA |
MHTPAINNTENNANbHOI

WHAAKTHKN
hblllllﬂl(ElIBbl

Npu NPOCMAMUECKDH UHMpA3NUMEAUaALHO(
HEONAG3UN AR NPOIpUAGKMUKY paKa
npegemameAbHoil Kenesbl

aSonsassmocts PIUK cTa-
Gwmbro pacret M 6 CLWIA
fv o Espona. PIOK cran
BTOPOA OCHOGHOR NPNUNHOR BCax
COAZINHLIX C PIKOM CTYNDSE CMapT
HOCTH MYMNVH © 33TAQHBX CTPa-
HIX, 4TO NpeRCTIRMAET Sorswyo W
FPOTPaCCMpIND MAANIMICRYE
W coupmaneye npofinesy Hefnaro-
MPHATHEA NPOFHOS PAIEMTMA NOKD-
AVEOBIHHNX N POCNPOCTRAHGHHEN
CryXONGR NOGKILIIGAT NHTIPSC K MPO-
FPIMMIM PIHHAR  MOSHTWIVKIYNN
MOTGHUMANEHO MANSUNMEE  CTAgMR
ANDKBUSCTRSHHOND MPOLYSCa. Crpw-
KT PITK OCTOOTCR NPSRMATOM BAC
Kyccwa Mpw aToM & GonewwkcTes
WCCAGROGIHIAA HG YINOCH NOKIAATY,
YTO OXPVI-MKHT I o0kt ovepT
HOCTL MKUNH OT 31000 3aboneea-
AR JINUE B NOCNGEHNG rOgH CTanK
NCABNATECA PAfoThl YKIINBNOLMS
HI DOAMIKHOCTE CMONGHMA CMOPT
HOCTH OT PTIK o 20% B peayntTate
CHPNHNNTS (29).

W3m0ecTHO, uTo 8 BonbuvmicTes anw-
TENNAMSHEIX TKEHGA, EKNICY2A Npag-
CTATANEHYO WANSF, CO GPAMGHIN
HabAKgaeTes  PRY  rEHATHYECHEX
HIPYUGHNRA, NPVBORALNE K NOTSpS

MONTPONA 22 GAHILIHMM KNGTIN, VG-
MOHSHMD KNSTONHOTD W TKMHEE0MO
GaHOTHNA OT HOPMATEHOA TRIHAEOR
CTPYKTYPH 29 HAUINEHOR QACNNAMN
(LPIN), 33%m oce Bonoe yoyrySanacs
RO TRENOR gucnnaaum (HPIN), no-
GOEXHOCTHOMD W, HINOHGY, NHGXINE-
HOrD paKa. MPOCTATHUSCKIA MKTPa-
INNTSAVENLHIA  HGOANAINR,  NAM
FIN, - QOK333HHEA THCTOACENYRCIR
NpSWSCTESHUMK I FIN conyT-
creyeT AITIK 843% cryuasa. ¥ Gone-
Wex € FIN npw nogropuod Guonoan
4epaa & MACALRE MHEIWEHNR PIUK
SHABNASTCA @ 35%. Mpw Hannwan
ANCIIAM BHCOKDA CTSNGHM PHOX
cuapywenma FIUK 0 Tauskme Gaw-
#aRus 3-5 20T gocTWraeT 30-50%, a
PVCK OHABIGHNA NHBXGMEHOMD PIUK
0 TeuaHMS 10 nar - 8056,

ONNCIHHEATIAHAEL R TRAHCPOpMa-
UM B NPQCTATEALHOA XeNEIa Npo-
TAKINOT § TAUSHAS TMTENBHOTD BPe-
MaHN: g paasvmaa PN TpeSyatcR
HQ MOHOS 20 neT. HoofixopumeiR cpok
OT GOGHMINCEAHNA LAN go HPN
PIHHEIO NATAHTHOID PaKa COCTaANA-
QT 10 ¥ 60NGQ AQT, 3 KAVHMNAOKN JHE-
YNM2R KBPYNHOMA NOCNG 3TOFD WMo~
G2 MONET Ha ONPARSAATYCR ALY OT
3 30 15 20T YKaas4 0 co6aHHOCTH
TAUSHWA NITONOMNYSCKOND MPOYSCca
0 MPSGCTATANLHOA ¥ANSIS NPARCTaE-
NANT XOPOULYD BOAMIKHOCTS ANR
NOABITCK KOPPANLNN NPSAPIKOELE
COCTORWNA.

XNMNONPOFMIAKTMIG - STOMCNONL-
2003HNG  CPOQCTE,  3AMQONTOLYK
NPOrPSCCHPOOANNG,  BHINGHOLYN

VIO MM MHMESMLND NpoUsC-
€O KIHUGPOTSHEZS € LUENbID CHIOKS-
WM PHOXA PIIBNTHR M-GIINBHOMD
WIN KTMHNYSCIA JHIUNMOMO PaKa
ANA 3TCA YAk B KINSCTES NEpCnaK-

THEHLI PICMITPHONOTCR DRLLOCTER
NPHPOGHINO N POV ONGAHNA: CORAP-
MAUNACA § COOW X CoMARCTEY Kpe-
cTougaTHY W4goR-3-Kapbuncn (30
N HINBANGS AXTMEHLIA K3 KATEXAHOE
ANGHOMD U3 — CMMANNOKITXNH-
3-rannat (EGCG), MOTOPHS REMITCA
APyWA QARCTEHIOLVMM KOMNOHSHTI-
w1 npenapata Mugwran.

K HICTCALSMY DPaMsHn B MMPS
HIKONNAH NHTAPSCHHA 2NNSEVIMAH-
TAABHER M NPAKTMNACKNR MaTepesan,
CONGETSNLCTEWUYAA © NOTAHYNAM"
HOR JHIMVMOCTH MPOTHBOOMMONS-
©OR 3xTvEaHOCTN 13C W EGCG 8 omio-
LOHNM OMYXONGA  INNTSAMINEHOMD
NPOMCXIKAGHNA (2, 4, 6, 10, 16, 27).
IXCNOPHMSHTANEHD M KNHHNUSCIA
obooicaawa wx cecobuoce ooy
LGCTONATE MHIMSCTRSHHOS GaokN-
PORM-MG MONGKYARPHEIX MEXIHNA-
MOB, CTVMYAMYOWNX NATONONMG-
CKYO KNSTONHYD NPONNPSpALs0 W
NOCAGQYMOLMIA KMHUQPOraHal.

MM KOMSMHNPODAOM NCNOM-
03w 13C » EGCG adaxnmuc
EnoRpyoT CO0EER (0 TOM YKKNe
FOPMOK-HAIEMCHMES) CAMNHANbHERS
ny™, NPMECZAWNG K NATONONME-
cHOR  KAGTOUROR  NpONMGapaLINN,
CTVMAMPYIOT ANCATO3 TRIHCHOPMN-
PORMABI KAGTOK, NOGAANAOT MATO-
NOVHGOMNA HINOreHea. K HacTea-
LGMY MOMAHTY MOSHTWLMP OGO
GONbWOG YAINO MONSKYNAPHEX MN-
UGHER, CACCPATYCWNX HAONNACTH-
YSCIAS NPCUGCEEI B SNMTANNATBHEX
TEIHRK W MHSMpyambe BC MEGCG .

INTREMMGHTUEHEMN  NCCNeR0-
SIHMRMN NOKAIHO, Yo BC W ero
OCICAHCE MITAS/MNGOXDR MPONA-
BOgH0e ~ 33'PNMIGOAMNMATIH —
NPORBMAIOT BHCOKYID NPOTVMEDCAYKD-
NRay0 HpPSKTHEHOCTE B OTHOLISHIM




IleApr 1 AM3ATH UCCAEAOBAHUA

ITpoBeaeHIE CPAaBHUTEABPHOM OLEHKHU XapaKTepa MOP(OAOTIIECKIX
N3MEHEHUM B TKAHU HPEACTATEABHOM KeAe3bI HA (pOHE IIPUMEHEHUA

HNuanrasa u nmaane6o y NalieHTOB IPYyHIbI PUCKA B OTHOILNEHUN

PIT/K.

34 my>xumnb! crapiae 50 aeT ¢ MOPOAOTHIECKH ITIOATBEPIKAECHHBIMU

AI'TIZK u ITNMH

I'pyrmma I (18 marmmenToB) - IHAMTaA 110 2 KanICyABI 2 pa3a B A€Hb

I'pyrma 11 (16 manmenTOB) - 11Aane60 1o 2 KancyAb! 2 pa3a B AGHBb Ha

IIPOTs>KEHUH 6O MECAIIEB.
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NuaAuraa vs maareoo (1)

14

11

nocne

Nuaauraa

12 44 SLPIN EHPIN
EArnK O PRX

A0 nocne

VS ITaame0o0

HHWM ypoaoruu 2009
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Nuauraa vs maareoo (2)

nocne

Nuaauraa

©Q = N O b O O

VS

ELPIN HEHPIN

E ArMK O PMK

| .

nocne

ITaame0o0

HHWM ypoaoruu 2009
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Nuaanuraa vs maame6o (3)
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nocne
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ELPIN EHPIN
HArnX 0 PAX

1

11
Ao

nocne

ITaame0o0

HHWM ypoaoruu 2009



BapuanTsl

KAMHNYCCKOI'O OTBCTA

HPIN — AI'TDK
LPIN — AITDK
HPIN — LPIN

HPIN —HPIN
LPIN — LPIN

LPIN — HPIN
HPIN — PITK
LPIN — PITK

CyI1ecTBEHHOE YAYUIIICHIE
Y AyuaieHue
Y AydrreHue

CraOuAbHOE TeueHue

Vxyarenue
Vxyarenue

CyIrecTBEHHOE YXYAIIICHHTE




KAnHU4YecKuil OTBET B rpyIimnax
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IGF

CHwuxeHune ypoBHs IGF

B rpynne NHgurana coctasuno 19%,

B rpynne Nnaue6o 15%.



Vo Vx

CHwuxeHne ypoBHa EGF
B rpynne NHgurana coctaBsuno 32%,

B rpynne Nnaue6o 20%.



TGF-b

== AHauran
NMnaue6o

[MoBbiweHne ypoBHA TGF-b
B rpynne VIngurana coctasuno 22%,

B rpynne Nnaue6o 13%.
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M MMyHOTICTOXUMHUYECKUE
IIOKA3aTEAU

Y manmeHTOB, nmoAydyaBinx MHAMraa, CHU>KeHue
ypoBHA (PakropoB pocra IGF u EGFEF, u nosbinienue
ypoBHA mpoamnontorudeckoro gpakropa TGF-b
BBIPa>KE€HO B OOABIIIEU CTEIIEHU , II0 CPABHEHUIO C
I1AAII€00, UYTO CBUAETEABCTBYET 00

AHTUNIPOAN(EPATUBHOM AECHCTBHM IIperapara.



BeIBOABLI:

Takum oOpasom, B rpymIre maane6o gactora BerBaeHns PITK cocrasmaa 25%,
npotus 0% y marueHTOB IpUHUMABINNX FIHAUTAA.

YacroTa IIOBTOPHOI'O BHIABACHUA HPIN ma Cl)OHC Aevenuqa VMlHAUTAAOM B rpyIime
I cocraBuaa 17% mporus mcxoassx 61%, TorAa Kax B rpymme maamnedo — 56%
IIPOTUB UCXOAHBIX 69%0 COOTBETCTBEHHO.

[ToaygeHHBIE AAHHBIE CBUACTEABCTBYFOT O AOCTOBEPHOCTH PA3AHYIUU IIO
gactoTe BerABAcHUA PIIVK 1 moBropHOTO 00HapYy)KeHms HPIN y manmenTos
npuHuMaBIux VEAUTaA IO cpaBHEeHHIO € mMAanebo (p<0,05).

Pe3yApTaTBl HCCAGAOBAHUSA IIO3BOASIOT HAM C OOABIIION YBEPEHHOCTBIO
IIPEAIIOAOKHUTD CYIIIECTBOBAHIE BBIPAKEHHON aHTUIIPOAU(EPATUBHON
AKTUBHOCTHA Ipenapara Mluanraa.
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INTRODUCTION AND OBJECTIVES

Prostate cancer (PCa) is the second cause of cancer-related death

among men in almost all Western Countries, representing a major |
health and social problem. Fortunalely CaP is a slow progression |
disease, often diagnosed in elderly men, therefore it is an ideal target |

for chemoprevention strategies. We and others previously showed
that a Green Tea Catechins (GTCs) extract was effective at inhibiting
| cancer growth in vitro and in animal model (1,2). These pre-clinical

| results prompted us to perform the first proof-of-principle clinical trial |

proving the efficacy of GTCs for chemoprevention of human PCa in
volunteers bearing HGPIN. We found that administration of GTCs for

1 year resulted in 90% chemoprevention of PCa progression, with no |

significant side or adverse effects (3). But another important issue is
still open: is PCa progression definitively prevented or simply delayed
by the treatment?. The aim of the follow-up study here presented
was to check for possible differences in cancer prevalence among the
patients previously treated with GTCs vs those previously treated
with placebo.

~ STUDY DESIGN

In the first chemoprevention study (3), a cohort of 60 human
volunteers bearing HG-PIN, the main pre-malignant lesion of PCa,
were given 600 mg/die of GTCs (n = 30) or placebo (n = 30) for 1y.
Patients underwent prostate mapping biopsy at 6 months and at the
end of the study. Only 1 tumour was diagnosed among the GTCs-
treated men, while S cancers were found among the placebo-treated
men. We then managed to convince about 50% of patients, belonging
to the original cohorts to undergo ancther round of prostate mapping
by needle biopsy. Study was done about 2ys after suspension of GTCs
or placebo. Nine patients used to belong to the placebo-arm, while 13
used to belong to the GTCs-arm. The total number of patients
participating in the follow-up study was 22. For assessing the
statisticel significance in the difference of PCa prevalence in the 2
arms of the study, data were analyzed by means of the y2 test in the
form of a simplified 2 x 2 contingency table with correction of Yates.

P values are indicated with 95% confidence.

'RESULTS AND CONCLUSIONS
Prevalence of prostate cancer.

We detected 1 more cancer in the cohart previously belonging to
the GTCs-arm, and 2 more in the previous the placebo-arm. (Fig.
1). Thus, about 2 ys after suspension of GTCs administration, final
results were: 11 cancer in placebo volunteers versus 2 in those
given GTCs for 1y. (Tab. 1). The Kaplan-Meyer curve shows that
already 6 months after the beginning of GTCs administration the
difference between GTCs and placebo groups was significant in
terms of number of PCa diagnosed (Fig, 2).

These novel data strongly suggest that CaP progression could be
definitively inhibited in men bearing HG-PIN by administration of
600mag/die of GTCs for 1y or less. Therefore, we believe that GTCs
should be considered as a short-time therapeutic oplicn in the
clinical 'management of HGPIN patients, rather than a
chemopreventive agent for long-time administration.
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Table 2: PCa prevalence in placebo and GTCs arm at the 6/12 months biopsy check-point and in

the follow-up study. Statistical significance is also provided (32 test, 95% confidence interval).

§ 9 patients, diagnosed with prostate cancer during the chemoprevention left the study to undergc therapy and were not subjected
to the follow-up biopsy check, In addition, 12 patients where lost on follow-up due to drap cut or because they refused o und
prostate mapping.

Figure 1: Total PCa diagnosed in placebo and GTCs
arm at 6 and 12 months of chemoprevention and 2
vears after the end of the chemoprevention study (24
months follow-up).

Kaplan-Meier curve showing the relative
proportion of disease-free patients during the 1y
clinical trial and 2ys after suspension of GTCs
administration (follow-up study). Blue: GTCs arm, red:
placebo arm,

Figure2

§§ 1 patient, diagnosed with prostate cancer at 12 months bio ck, left the study to undergo therapy and was not subje
to the follow up biopsy check. In addition, 16 patients where lost on follow-up due to drop cut or secause they refused to und
prostate mapping
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Figure 1: Total PCa diagnosed in placebo and GTCs
arm at 6 and 12 months of chemoprevention and 2
years after the end of the chemoprevention study (24
months follow-up).

o
-}

&
)
o

Proportion free of PCa diagnosis

Figure2: Kaplan-Meier curve showing the relative
proportion of disease-free patients during the 1y
clinical trial and 2ys after suspension of GTCs
administration (follow-up study). Blue: GTCs arm, red:
placebo arm.

AocCToBepHOE YMEHBIIIEHHUE YHCAA HAIINEHTOB ¢ AmarHoctupoBaHHeM PITZK B

rpynmne IOAyYaBIIEN IKCTPAKT KATEXUHOB 3€AC€HOI0 Yas M0 CPAaBHEHUIO C

rmAareoo

Bettuzzi S. et al. 2008
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CoctaB WNHpguranlintoc

1. Maaoa-3-kapounoa (I3C), 2. DauraarokarexuH-3-raarat (EGCG), 70 mr
100 mr

Crs
N

H

3. DKCTPAKT U3 IAOAOB IIAABMBI IIOA3YIEH Serenoa repens
(200 Mr B OAHOII KaIICyAe€)




[NoBbILEHNE YYBCTBUTENTbHOCTH
MUKPOOPraHM3MOB K aHTMOMOTUKaM
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CobcTtBeHHas aHTubakTepuarnbHas
aKTUBHOCTb EGCG

1. EGCG BcTpamBaeTcsd B MEMOpaHy
bakTepuanbHON KIMETKN N CHXKAET Kak
BUPYNEHTHOCTb, TakK N PE3UCTEHTHOCTb K
aHTUMUKPOBHbLIM areHTam

2. EGCG cnocobCTBYET YTOMNLWEHUIO KITETOYHOM
CTEHKWN DaKTepui S. aureus, BKMNoYas

PE3NUCTEHTHYI0 dhopmy

3. EGCG uHrnoupyet AHK-rnpasy
(6enok, Heobxoanmbin Anga cuHtTesa AHK n
aeneHust baktepmanbHOW KNETKN)

1,2. Taylor PW, Hamilton-Miller JM, Stapleton PD.(2005) Antimicrobial properties of green tea
catechins. Food Sci Technol Bull.; 2:71-81.

3. Gradisar H, Pristovsek P, Plaper A, Jerala R.(2007) Green tea catechins inhibit bacterial DNA
gyrase by interaction with its ATP binding site. ] Med Chem.; 50(2):264-71.



Muguranlinioc ctumynupyeTt anonTos
NMHAOULMPOBAHHbIX KINETOK

Maxpodaru daroruTupyroT
AIIOIITHYIECKUE TEABIIA.
Mudexmnusa He pacapocTpaHaeTcs.

MemMOpaHa KACTKH Pa3pyIIaeTCs.
bakrepun nadumupyror
COCEAHHE KACTK.




Nuauranlinioc nogaBngeT BocnaneHue
B TKaHsX npocTaTthl

AHTI/IOKCI/II[aHTHaH AKTUBHOCTbH

(mornoiaeT CBOOOIHBIC PAIUKAIIBI)

SR COX-2 \, MPOCTAarIaHIuHbI l
IIPOBOCIAIUTEBHBIE ITUTOKUHBI l

CamocTosTenbHas aHTHOaKTepUaIbHasI
AKTUBHOCTb, [IOBBILLIEHUE YYBCTBUTEIBHOCTHU
PE3UCTEHTHBIX MUKPOOPTaHU3MOB

EGC
G

K aHTI/I6aKTepI/IaJ'IBHBIM arcHTram



JKCTPAKT U3 NoaoB nanbMbl
non3y4vyemn Serenoa repens

s OOAap2eT aHTHAHAPOTEHHBIM ACHCTBHEM
(IpUPOAHBIF MHTHOUTOP Sx-PEAYKTA3EL)

= [IpoTHBOBOCIIAAUTEABHBIN U TPOTUBOOTEIHBIN 3P EKTHI
(MHrIONpPOBaHHE CHHTE3A IIPOCTATAAHANHOB)

[ HO,A,Q,BA}ICT ACACHHC KACTOK HpOCTaTI/IquKOI‘ O 2ITUTCAMA




“PA3BUTUE COBPEMEHHOI VPOAOI'MU
HEBO3MOKHO BE3 M3VUEHMA 1 UHTETI'PALIMU
OVHAAMEHTAABHBIX NCCAEAOBAHINI.

POCCHNCKUE VUYEHBIE BHECAU U TTPOAOAKAIOT
BHOCUTDH OTPOMHBIN BKAAA B M3VUEHUE
OVHAAMEHTAABHBIX AUCITUTIAMH .

BHEAPEHUE DTUX AOCTUKEHNI B VPOAOT' MO
ABAAETCA OAHUM M3 BAJKHEUIIINX ®AKTOPOB,
KOTOPBIN TIPMBEAET K HOBOMY ITPOI'PECCY B
HAIIIEN AFOBUMOW AUCIIUTIAMHE.

Axapremuk H.A. Aomarkum

Caparos, 14 maa 2009 roaa.
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