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AKTUBHOCTU UNDPETPUITMHA HA 3KCNEPUMEHTAJIbHbIX
onyxonax XnBOTHbIX

3. C. Wnpax' 2", 1. M. Bopucosa', M. IN. Kucenesa',
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[pencrasneHs! pe3ynbraTel H3y4eHHs IPOTHBOOITYXO0JIEBON aKTHBHOCTH OTEYECTBEHHOTO aHa-
JI0Ta COMATOCTaTHHA IM(ETPUINHA HAa SKCIICPHMEHTAIBHBIX OIyXOJSIX >KUBOTHBIX. BBIABICH
MAaKCHMaJIbHBIN MPOTHBOOITYXONEBHIH 3¢ ekt muderpuanHa B qo3e 10 MI/KT Ha repeBHBaeMOit
Mojenu paka weiku Matku PIIIMS HenocpeacTBeHHO Nociie OKOHYaHUs IPUMEHEHUS Npenapara
(Topmoxxenue pocra omyxoiu, TPO = 86 %). [Tokazano, uro muderpunna B go3e 120 Mr/kr cro-
COOCTBOBaN YBEIMUYCHUIO MPOAODKUTENBHOCTD ku3HK (YIIXK) )KMBOTHBIX C aJeHOKapLITHOMOI
Ca755 na 59 % (TPO =86 %). Ilpemapar momaBiIsil pOCT aACHOKAPIUHOMBI TOJICTOH KHIIKH
AKATOJI B teuenne 9 pueii: TPO =79 % u 62 % B 1-ii u 9-ii 1eHb HAOIIOAEHNS, COOTBETCTBEH-
HO, a MenaHoMbl B16 — B Teuenue 17 aueit, TPO = 77 — 62 %. YcTaHOBIIEHO, YTO PEKUM €Ke-
JTHEBHOTO IIepOpaIbHOTO BBEJICHUS ITpEIapaTa B TeUCHUE 5 THel sBisieTcs Hanbouee 3(heKTHB-
HeIM: Ha PIIIMS sddexr underpunnna ocrasancs craructuuecku gocrosepHsiM (TPO = 54 %)
1o 22-ro nus HabmoneHus, a Ha Ca755, AKATOJIe u menanome B16 — Ha npotsokennu 14 nHei
(TPO 82, 58 u 59 %, cootrBeTcTBeHHO). [T0Ka3aHBI BEICOKASI IPOTHBOOIYX0JIeBast 3P HEKTHBHOCTh
mudeTpuInHa B OTHOLIEHHH pa3BuBLIeiics omyxomu PIIIMS (TPO =79 — 76 %), a Taxxke aHTH-
Meracrarimdeckas apdexruBHOCTS npenapara (61 % TOpMOXKEHHS pocTa METacTa30B) B KOMOMHA-
IIUY C XUPYPTUUECKUM yHaTIeHUEM OITyXOIH.
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AKTHBHOCTb, MBIIIH.

BBEOEHUE

Heiiposunokpunnsie omyxoiu (H20) — HoBoOOpaszo-
BaHUs, BO3HHKAIOUIME M3 KIETOK IU(p(Yy3HOH HEHpodIH-
JIOKPHHHON CHCTEMBI, PACIIONIOKCHHBIX B PA3INYHBIX Op-
raHax M TKaHSAX YeIOBEeKa (JKEeTyJOUHO-KHIICYHBIA TPAKT,
nerkue, runodus u T.4.) [10]. JanHslii Tin onmyxomnei xa-
paxTepusyeTcs HAIWYMEM BTOPHYHBIX MPOSIBICHUH, 00y-
CJIOBJICHHBIX THIIEPIIPONYKIIMEH U ceKperpeld MeTaboIu-
YEeCKH aKTHBHBIX BEIIECTB — OMOTCHHBIX AMUHOB H PETY-
JSITOPHBIX MENTHIHBIX TOpMOHOB [ 1, 8].

JlokazaHHOW S(GEKTHBHOCTHIO B JICYCHUH HEHWPOIH-
TOKPHHHBIX OIMyXoJel oO0namaloT aHaJOTH COMAaTOCTaTH-
Ha. [Ipenaparsl 3ToM rpymnibl (HAaHOOIEe MIHUPOKO UCTIONb-
3yIOTCS 3 aHaJIo0ra COMaToCTaTHHA — OKTPEOTHN, IAaHPEO-
THJ U TTAaCHPEOTHJI) HE TOJBKO IOJABIIIIOT KIMHUYECKUE
CHUMITTOMBI M CHIDKAIOT YPOBEHb OHOXUMHYECKHX MapKe-
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POB OITyXO0JIH, HO U 00JIAZAr0T aHTHIIPOIU()EPATHBHOMN aK-
TUBHOCTHIO [1].

B HacTtosiiee BpeMs CUHTAIOT, UTO IMPOSIBJICHUE aHTH-
nponudepaTuBHOT0 3¢ (deKTa aHaIOroB COMATOCTaTHHA
MPOUCXOMUT 2 MyTSIMH — IPSIMBIM U OIIOCPEIOBAHHEIM.
[psimoit adekT peamusyeTcst 3a cUET CBA3BIBAHHA C pe-
[ENTOPaMH COMAaTOCTATHHA HA MOBEPXHOCTHU OITYXOJEBBIX
KJIETOK M KJIETKaX MHUKPOOKPYKCHHS OIMyXOJIH C IOCTe-
JYIOLIEH peryssiuueil BHyTPUKJIETOUHBIX CUTHAJIBHBIX I1Y-
TEH, YTO MPUBOIUT K WHTUOMPOBAHHUIO (PaKTOPOB POCTa,
MO/IABJICHUI0 KJICTOYHOTO IHUKIA W CTHMYJIMPOBAHUIO
amnorro3a [11].

OmnocpenoBaHHBI  aHTHIIpOIH(EpaTHBHBINA  3ddexT
AHAJIOTOB COMAaTOCTaTUHa OOYCIIOBIEH HMHTHOMpPOBAaHHEM
CEKPELNH OITyXOJIEBBIMU KJIETKaMH TOPMOHOB, (hakTopoB
pPOCTa U QHTHOTCHHBIX (PAKTOPOB M MOAY/SILUECH HUMMYyH-
HOIl CHCTEMBI WJIH 3a cYeT OJOKambl PEleNTOPOB COMATo-
CTaTHHA, SKCIIPECCUPYCMBIX Ha YHOTECIHATIBHBIX KIETKAX
1 MoHoIuTax [12].

B ®I'bY “HMMUI] onkomorun umenu H. H. broxuna”
Munsapasa Poccun cuHTE3UpOBaH PsJl aHAJIOTOB COMATO-
CTaTMHa, B TOM YMCJIE LUTOTOKCUYECKUX, M H3yUeHa UX
MIPOTHBOOITYX0JIeBasi aKTUBHOCTb. [10 pesynbraram mpea-
BapUTEJIbHBIX UCCIIEN0BAHUM I JOKIMHUYECKOTO U3yde-
HUS 0TOOpaH aHAJIOT COMATOCTaTHUHA, COACPIKAIMNA B CBO-
em cocraBe 5 amuHokuciotr (Boc-Cys(Thp)-Phe-D-Trp-
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Lys(Z)-Thr-OMe) u uMeromuii HeUUKIMYECKOe CTPOSHHE,
— uderpunud [6, 7].

B uccnenoBanusix in vitro y underpuinHa oOHapyxeHa
BBICOKAsI IIUTOTOKCHYECKAasi aKTHBHOCTBH 3a CUET yCKOpe-
HUS amornTo3a, KOTOPBIA pa3BUBAETCS MO pS3-He3aBUCH-
MOMY MEXaHH3MY U COIIPOBOXKAACTCS PAHHUM MOIaBICHH-
em akTuBHOCTH NF-KB [3].

Pe3ynbrarel, IONy4YEHHBIE i1 VIVO, CBUAETEILCTBYIOT O
TOM, YTO, IOOOHO cOMaToCTaTHHY, HU(ETPUINH 00Iana-
€T TOPMOHAJIBHBIMU CBOHCTBAMH U MHTHOHPYET BBIPadOT-
Ky COMAarOTpPOITHOTO TOPMOHA, IPOJNAKTHHA W HHCYIIHHA.
LnderpunmH TOPMO3UT POCT SKCIEPUMEHTANBHBIX OITy-
XOJel JKMBOTHBIX (aICHOKAPIUHOMEI IIPEICTATEIbHON
skene3sl Dunning (R 3327-H) u AMBA-uHIynupoBaHHBIX
OITyXOJICH MOJIOYHBIX JKeJe3) ¢ MAKCHMAIIBHBIM (P (eKToM
46 -65% u 79—-90 %, coorBercTBeHHO. Llnderpunux
YTHETAaeT pOCT KCeHorpaTa paka MOJOUHOH >Kese3bl
PMK-1, nepeBUTOr0 MMMYHOAC(HUIIUTHEIM MBIIIaM, 3Ha-
quTeIbHO 3P (HEKTUBHEE, YeM CaHJIOCTATHH: TOPMOKCHHE
pocra omyxonu — 74 u 40 %, coorBeTcTBEHHO [4].

W3ydyeno mHrHOHpyromee NeWCTBHE NU(PETPHINHA HA
POCT KCIEPUMEHTAIBHBIX OITyXOJICH KHBOTHBIX U OMpe-
JIENICH ONTUMAIIBHBIN PEXKUM MTpUMEHEHHs npemnapara. Vc-
CIIefOBaHO JeiicTBHE IM(eTpuInHa HAa Pa3BUBIIYIOCS
OIyXOJIb ¥ aHTUMETACTaTHYECKUi A PeKT mpemapara.

METOAbl UCCIIEOOBAHUA

OKcriepuMeHThl TpoBenieHbl Ha 940 wmbimax 000ero
niona sinauii C57B1/6, Balb/c u CBA (1oHOpPHI 0m1yX0J1eBO-
ro marepuana) u rudpugax nepsoro mokoneHuss BDEF,
(Cs;Bl/g; x DBA/2) maccoii 20 — 22 1, ToIy4eHHBIX U3 (pU-
nuana “CronboBas” ®I'BYH “Hayunoro mentpa 6uome-
nuuuHCKuX TexHonoruit’” ®MBA. )KuBoTHBIX copepxanu
B ycnousix BuBapus OI'bBY “HMUL] onkonorum umeHn
H. H. brioxuna” Ha cTaHIapTHOM TPOMBIIIUIEHHOM CEpPTH-
(GUIIPOBaHHOM OPHUKETHPOBAHHOM KOPME IUIS TPHI3YHOB
C YCTaHOBJIEHHBIM CPOKOM T'OJIHOCTH CO CBOOOJIHBIM JI0C-
TYIIOM K IIOCIIETHEMY U BOJIE.

JI1s SKCTIEpUMEHTOB JKUBOTHBIX JICTIMIIN HA TPYIIIbI 110
10 oco0eii B KOHTPOJIBHOH rpymiie U 7 0cobeil B OIBITHON
rpynne. B ombiTax mcnonp3oBany 2 — 7 maccaxu mTam-
MOB IEePEBUBAEMBIX OIMyxoJiel Mblireid. OOpasibl Omyxo-
JIEBOW TKaHWU TOTOBWJIM IO CTaHJIAPTHONH METOIUKE W Iie-
peBHBANU J1a0OPATOPHBIM JKUBOTHBIM ITOJKOXKHO B 00-
JIACTh MPABOH MOJAMBIIICYHON BIAAWHBI [5].

Tabnuua 1. IIpoTuBoomyxosieBass aKTHBHOCTb UM(ETPUIMHA TNPU
eXeJHEeBHOM MepopajbHOM BBEJIEHMH B TeuyeHHe S5 1Heill Mblmam
¢ PIIIMS

Exe- Kypco- TPO, % (guu mocie OKOHYaHUS BBEACHUS)

JHEeBHas  Bas VITK,
Aosa,  A0%a, g9 js5_16 22 30 7
MI/KT  MI/KT

120 600 65%* 70%* 62%* 60* 68%* 21
50 250 83* 80* 70%* 53%* - 49*
10 50 86%* 81* 76* 68%* 74%* 48*
1 5 72% 71%* 62%* 54%* 61%* 28

* p <0,05 10 CpaBHEHHUIO C KOHTPOJIEM.

3. C. lInpax u ap.

HccnenoBanust MpoBOJUIN B COOTBETCTBHU C POCCHIA-
CKUMH U MEXIYHAPOIHBIMH TPEOOBAHHUSIMHU M JTOKATbHBI-
mu HopMartuBHbiMU akTamu PI'BY “HMMUIL] onkonoruu
nmvenu H. H. bnoxuna” Munzapasa P®, pernamentupyro-
LIMMU [paBUiIa MPOBEIEHHUsS] SKCIEPUMEHTOB Ha KMBOT-
HBIX [9].

Mopnesau omyxoJieBoro pocra. lcronp3oBany mram-
MBI [1IEPEBUBAEMBIX OIlyXosel Mblieil u3 banka omyxose-
BeIx mTamMMmoB @OI'BY “HMMUI] oHKOIOTHH WMEHHU
H. H. brioxuna” Mun3zapaBa PD, pekoMeHI0BaHHbIE IS
W3yYEHHs MPOTHBOOIYXOJIEBBIX JIEKAPCTBEHHBIX CPE/ICTB:
aZicHOKapIiMHOMa MOJIOYHOHU xerne3bl Ca755, snuaepmo-
uaHas kapurHoma serkoro Lewis (LLC), pak meiiku mMat-
ku PIIIMS, apenokapuunoma toncroi kumkun AKATOJI,
Menanoma B16 [5].

HuderpmwinH BBOAWIN MBIIIAM IIEPOPATBHO C ITOMO-
b0 MeTaJuIn4eckoro 3oHaa. Jlo3pl muderpuinHa pac-
CUHTBHIBATM MO (hopmysae: mo3a (MI/KT) x Macca MBIIIN
(xr). ITockoabKy IU(ETPUINH HEPACTBOPUM B BOAE, TOTO-
BWJIN ex tempore B3BECh TabIETOUHOMN Macchl B 1 % Kkpax-
MaJIbHOM KJIEHCTepe M BBOAMJIM MBbIIIaM IIE€pPOpajIbHO B
oobemax 0,2 —0,4 M B 3aBUCHMOCTH OT Pa30BOM JI03BI
(ot 1 1o 120 MI/KT) C TOMOIIBIO 30H]1A.

Kputepusimu oLieHKH IPOTUBOOILYX0JI1€BOM aKTUBHOCTU
CITy’>XuiH TopMoxkeHue pocrta omyxonu (TPO, %) u yBemnu-
yenue npomomkurensHoctn xku3Hu (YIDK, %) xuBot-
HBIX, MOTYYaBIINX JICKAPCTBEHHBIN Tpemnapar [5].

D¢ heKTUBHBIMY CUNTATN 03B IU(ETPUINHA, B KOTO-
pbix npenapar Bbi3biBaeT TPO =70 % c coxpaHeHuem
3Ha4IMOTrO0 3¢ dexra He MeHee 7 cyT mwiu YIDK > 75 %.

ITepenocumocTb M(ETPUINHA OLIEHUBAJIH, KOHTPOJIHU-
PYSl COCTOSTHHE W MOBEACHUE KUBOTHBIX. [loruOmmx umm
YMEPILUBJICHHBIX MBIIICH BCKPHIBAIM M BH3YAJIBHO Xapak-
TEPU30BAIM NATOJIOTHYECKUE H3MEHEHUS BHYTPEHHHUX Op-
TaHOB.

ITocne okoHuaHUs HAaOMIOAEHHS >KUBOTHBIX BBIBOJMIN
U3 DKCTIepUMEHTa d(UPOM IJIsl HApKO3a.

CTaTHCTHUECKYI0 00pabOTKy IIOMYYEeHHBIX TaHHBIX
IIPOBOAMIIM C UCIOJIb30BAaHUEM JOBEPUTENIbHBIX HUHTEPBA-
JIOB CPeJHUX CPAaBHUBAEMbIX BEJIMYUH MO CTaHIAPTHOMY
metony Creionenta B monudukammu P. b. Crpenkosa. s
OLIGHKU JIOCTOBEPHOCTH PAa3IMYMi ONpEAeIsud {-KpuTe-
puil  (f~TecT), 3HAYUMBIMHM CUHUTAIM Pa3IM4MUi  IpU
p <0,05.

Tab6auia 2. IlpoTrHBoomyxoJieBass AKTUBHOCTh HU(ETPHIMHA NPH
€XeJHEBHOM NepopajbHOM BBEJAEHHH B TeYeHHWEe S5 aHeil Mplmam
¢ Ca755

TPO, % (auu mocie

]E[Z(ﬂei};‘;z- Kﬂ%‘;‘?” OKOHYAHHs BBEICHMUS) VIIK,
MI/KT ' MI“/K’F 1 8-90 15-16 ’
120 600 86+ 76* 58* 53*
100 500 78%* 67* 38 14
50 250 85+ 54% 28 14

10 50 69* 82* 78* 59%
1 5 85 76* 57* 8

* p <0,05 10 CpPaBHEHUIO C KOHTPOJIEM.
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Craructrdecky 3Ha4uMbIM cuutand TPO > 50 %.

PE3YJIbTATblI U X OBCYXOEHUE

B omiMuMe OT aHANOroB COMAaroCTaTHHA, NMPUMEHse-
MBIX B KIMHWYECKOH MpPAaKTHKE, MU(PETPEINH UMEET JH-
HEWHOE CTPOEHHE ¢ 3alUIICHHBIMU PEaKIIHOHHO-CII0C00-
HBIMU OOKOBBIMH TPYIIIaMU B MOJIEKYJIe, OJaroaaps 4uemy
mpernapar cTabuiieH B KUCIION cpefie skemyaka [4]. Crienu-
aJbHO MPOBEICHHBIMU HCCIEIOBAHUSAMHU IOKa3aHO, YTO
JJIs HI/I(l)eTpI/IJ'H/IHa OIITUMAJIBHBIM SBJISACTCS HepOpaHI:HI:Iﬁ
IyTh BBEIACHUS.

W3yuenue 3aBUCUMOCTU IPOTHUBOOILYXOJIEBOW aKTUB-
HOCTHU OT J03bl NPOBOIWIIM, IPUMEHSS Ipernapar exe-
JIHEBHO II€pOpaIbHO B Te€4eHHe 5 nHel. B mmupokoM nua-
nma3oHe Jio3 ot 1 mo 120 MI/Kr mpemapar TecCTUpOBad Ha
Mozesx paka meiikn matku PIIIMS u aneHokapIuHOMBI
MOJIOYHOM kene3bl Ca755, B Hu3kuX mozax (1 Mr/kr u
10 Mr/kr) — Ha ajicHOKapIUHOME TOJCTOW Kuiku AKA-
TOJI u menanome B16.

Kak BUIHO W3 JaHHBIX, TPEACTABJICHHBIX B Tabm. 1,
MPSIMOI1 3aBUCUMOCTH MIPOTHBOOITYX0J1€BOT0 3 hexra 1u-
¢erpunmHa ot 10361 Ha PIIIMS He cymectsyert. [1pu yse-
JMIYCHUU O3Bl Tipernapata ¢ 1 10 10 MI/Kr mpoTHBOOITYXO0-
neBbiit 3 ekt yeunusaics kak no TPO, tak u mo YIDK
OIBITHBIX HUBOTHBIX, II0 CPAaBHEHUIO C KOHTPOJIBbHBIMH.
HenocpencTBeHHO mociie OKOHYaHUS BBEACHUS Ipernapa-
Ta OTMEYAIH MaKCHMAJBHBIH MPOTHBOOITYXOJEBEIH -
(bexT nudeTpuMHa, KOTOPbIH cocTaBisi B go3e 10 Mr/kr
— 86 % TPO, a B no3e 1 mr/kr — 72 % TPO. Ha 30 genn
rociie okoHYaHus BBeaeHus 3uauenns TPO cocrasmim 74
u 61 %, coorBerctBeHHO. L{uderpunun Bo3piBan YIDK
meieii ¢ PIIIMS B mose 10 mr/kr — Ha 48 %, a B 103¢
1 mr/kr — Ha 28 %. [IpoTuBoomyxonesas 3(h(HheKTUBHOCTh
npenapara B 1o3ax 50 u 10 MI/kr okaszamach CXOTHOM.
C yBenmuueHueM J103bl IuderpriinHa 10 120 MIr/Kr npoTH-
BoomyxonieBasi 3(pdexkruBHOCT, Tpenapara Ha PHIMS
cHIKajtack. HemocpencTBeHHO MOcCie OKOHYaHUS IpUMe-
HeHus uuderpuinHa B 1o3e 50 mr/kr 3Hauenue TPO co-
craBmiio 83 %, a B go3e 120 mr/kr — 65 %, na 15 nenn
TPO — 70 u 62 %, cooTBeTCTBEHHO. TaKXe ¢ yBeJInueHH-
eM J103b! IMdeTpunHa yMeHbmanack YIDK Memeit ¢ 49
10 21 %.

Ha anenokaprinoMe Ca755 Takke He HaOMIOqaIH Ips-
MOM 3aBUCHMOCTH TPOTHBOOIYXO0JIeBOro 3¢ ¢dekra ot
no3bl (tabn. 2). Ilpumenenue uuderpunnHa B J103€
10 mr/kr BeI3BIBAIO Oonee 3HauMMoe YK OmBITHBIX KH-

Ta6nuua 3. IIpoTuBoomyxojieBass AKTHBHOCTb HU(ETPUIMHA TPH
e)Ke/IHEBHOM MepopajibHOM BBEJE€HUHU B TeYeHHe 5 qHeil Mplmam
¢ AKATOJIom

BOTHBIX, YeM B f03¢ 1 Mr/kr, u coctassuio 59 u 8 %, co-
OTBETCTBEHHO. D(h(HeKTUBHOCTH HUDETPUINHA B 103ax 50
u 100 mr/kr okasanack cxomHoi. B no3e 120 mr/kr npena-
par oxa3biBaj 3HAYUTEIBHBIA YPPEKT HEMOCPEICTBEHHO
nociue okoHuyanus npuMmenenus — TPO cocrasuiio 86 %,
Ha 15 genp TPO — 58 %, a YIIK — 53 %.

[Tpu nM3ydeHHH MPOTHBOOITYXOJIEBOM aKTUBHOCTH TIpe-
napara Ha ajaeHokapuuHome ToicTod Kumku AKATOJI
YCTaHOBIIEHO, 4TO B J03¢ 10 Mr/Kr mudeTpuiauH mno cro-
cobHOCTH BhI3BIBaTE TPO B TeueHHe 9 gHEH HECKOJIBKO
MPEBOCXOAUT JICHCTBHE Tmpemapara B 03¢ 1 MI/KT:
TPO =79 u 63; 62 u 58 %, coorBeTcTBeHHO. B TO %€ Bpe-
M ruderpunuH B 1o3e 1 mr/kr BeibBan YIDK Ha 43 %,
torma kak B jo3e 10 mr/kr YIIXK cocrasnsimo Bcero 13 %
(tabmn. 3).

Uccnenosanne npenapara Ha menaHome B16 nokazaino,
qTo feiicTBHe npenapaTa B 7o3ax 10 u 1 Mr/kr omnuaercs
HE3HAYUTEJIbHO B TEUEHHE BCEro Cpoka HaOIIOACHUS:
TPO=77-63-62% u 63 —-59—-56 %, cCOOTBETCTBCH-
HO. YITXK B mo3ax 1 u 10 MI/KT IPakTHYECKH HE OTIINYA-
ek — 18 n 19 %, coorBeTcTBeHHO (TA0M. 4).

IIpu BeIOOpE ONTUMANILHOTO PEXUMa MPUMEHEHHUS LIU-
(eTpHITHHA H3yYCHO HECKOJIBKO PEKUMOB BBEICHUS B BBI-
Opannbix g03ax 1 u 10 mMr/kr. JlaHHBIE, IpeCTaBICHHBIC B
TalbI. 5, IEMOHCTPUPYIOT, YTO PEKHUM €KEITHEBHOTO I1EPO-
panbHOTO BBEJCHUS Ipenapara B TEUEHUE 5 THEN SBIseT-
cs HanOonee 3¢dextuBHbIM. lpu TakoM pexuMe BBele-
HUSl POTUBOOIIYXOJIeBas aKTUBHOCThH Ipernapara B 103€
10 MI/Kr Ha TOPMOHOYYBCTBUTEIBHBIX Omyxoiisix PIIIMS
n Ca755 nposiBisinace u kak Beicokoe TPO, u kak 3Ha4Ym-
TenbHOe YIDK ONBITHBIX MBILIEH, IO CPABHEHUIO C KOH-
TPOJIbHBIMHU YKMBOTHBIMHU.

Tak, na PILIMS nuderpunua B 103e 10 MI/KT nipu exe-
JIHEBHOM BBEJICHUU B T€UEHHE S5 THEH HEMOCpPEeCTBEHHO
Mociie OKOHYaHUs IPUMEHEHHs Ipernapata Bbi3siBai TPO,
paBroe 90 %, 3aTeM MPOTUBOOITYXOJICBEIH dPPEKT mocTe-
IIEHHO CHIDKAJICA, HO IO 22 JHS MOCJe OKOHYaHHS BBEJE-
HUS TIperiapaTa OCTaBajCs CTaTHCTUYECKH JIOCTOBEPHBIM
(TPO =54 %). Ha Ca755 mpotuBoomyxoneBbiid 3¢dexrt
nuderpwivHa HaOMIOaI Ha NPOTSHKeHUH 14 nHed —
TPO cocraBuino 78 — 82 %, a YIDK — 55 u 59 %, coort-
BercTBeHHO. Ha mepeBuBaembix omyxoisix AKATOJI u
Menanoma B16 HemocpencTBEHHO mocie OKOHYAaHHS S
nHei BeeneHus nuderpuinnHa B 1o3e 10 mr/kr TPO 6bu10
HECKOJIbKO ci1abee v cocTaBuiio 68 u 76 %, COOTBETCTBEH-
Ho. Jlanee 3¢peKTUBHOCTD CHMXKAJach, M K 14 qHIO moce

Ta6nuua 4. IIporuBoomyxojieBass AKTHMBHOCTb UM(ETPUIHHA TNPH
eXXKe/IHEBHOM NMepopajbHOM BBEJeHUHU B TeYeHHe 5 AHell MpIlam
¢ meaanomoii B16

Exe- Kypco- TPO, % (1Hu nociie OKOHYaHHs BBEICHHUS)

Exe- Kypco- TPO, % (guu mocie OKOHYaHUS BBEACHU)

JHEBHAs  Bas VIIK, JHEBHas  Bas VIIXK,
nosa,  A0sad, g 9 ys_16 22 30 rosa,  x03a, g g 17 2 %
MI/KT  MI/KT MI/KT  MI/KT

10 50 79%* 63* 58%* 52% 51% 13 10 50 77* 63* 62* 62* 19

1 5 62%* 58% 61%* 58% 57* 43* 56* - 18

* p < 0,05 M0 cpaBHEHHUIO C KOHTPOJIEM.

1 5 63%* 59%

* p <0,05 Mo cpaBHEHHUIO C KOHTPOJIEM.
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OKOHYAHHMS BBeAeHUs cocTaBisuia 58 u 59 %, cooTBeTcT-
BEHHO.

Jpyrue pexuMbl BBEICHHS LU(ETpWiIMHA: 2 Kypca
€KEJIHEBHOIO IIEPOPAJIILHOTO IIPUMEHEHUSl B TEYEHUE 5
JIHEH ¢ WHTEepBaJioM 7 JHEH u 3 Kypca OJHOKPATHOTO BBE-
JICHUsI ¢ MHTEpBaJoM 7 JIHEH, Obutn MeHee d((EKTHBHBI-
Mu kak no kpureputo TPO, Tak no kputeputo YIDK
OTBITHBIX MBIIIEH, M0 CPAaBHEHUIO C KOHTPOJIBbHBIMU HKH-
BOTHBIMU.

BonpmmacTBo HOO  auarHocTHpyroTCs JA0CTATOYHO
nmo3mHo — Oosee yeM y 50 % MmanueHToB Ha MOMEHT T10-
CTaHOBKM JAWarHo3a OOHApyXHWBAeTCs YK€ pacrpocTpa-
HEHHBIN MPOLIECC, XapaKTEePU3YIOIIUICA HATNYUEM METa-
cta3oB [1]. B cBsi3u ¢ 3TUM upe3BBIYAHO BaXKHBIM SIBJIS-
€TCs U3y4YeHUe ACUCTBUS LU(PEeTPUIINHA Ha Pa3BUBLIYIOCS
OIyXOJb M BBIABJICHHE AaHTHMMETACTaTHUeCKOro 3ddexra
mpemnapara.

JlanHbIe, peicTaBlIeHHbBIE B TA0M. 6, CBUICTEIBCTBYIOT
0 ToM, uto nuderpuirH B 103¢ 10 MI/KT 00namaeT BeIpa-
KCHHOM TIPOTHBOOITYXOJIEBOH A(PPEKTHBHOCTHIO B OTHO-
IIeHUW pa3BuBIIeHcs omyxomu PIIIMS. O6bema, paBHOTO
npubmusurensHo 500 MM, omyxons gocTuraiga Ha 12

3. C. lInpax u ap.

JIEHb MTOCIIe IEPEBUBKH U C 3TOTO JTHs HAYUHAIIU BBEJICHHUE
npenapara. IIporuBoomyxomneBslii 3gdexT nudperpunHa
B 1o3e 10 Mr/kr ObLT JOCTATO4YHO BBICOKHM: TPO =79 —
76 % B Teuenue 20 nHel, a no kputeputo YIDK =20 %.

DKCIepUMEHTAbHOE U3YYeHHE aHTUMETAaCTaTHYeCKOM
AKTUBHOCTH TMperapara MPOBOIWIM Ha OOLIETIPHHATON
MOZIENTM CIIOHTAHHOTO METaCTa3HPOBAHUSI — BIUACPMO-
UIHOM KaprmHOMe Jierkoro Lewis, mpumeHsis muderpu-
JIMH CaMOCTOSITENEHO U B KOMOMHAIINN C XHPYPTHICCKIM
yaaJleHUEeM OITyXOnH [2].

Kputepuem oneHKM aHTUMETACTUYECKOW aKTUBHOCTHU
CIIY’)KWJIO TOpMOXeHue pocta MertactazoB (TPM, %) B
JIETKUX, KOTOPOE BEIYHCIIIH 1O (hOpMyIIe:

TPM (%) = (MJTx — MJIo)/MJIx - 100,

rae MJIk — cpenHsis Macca JIETKUX KUBOTHBIX B KOHTPOJIb-
HOM rpynne, Mr; MJIo — cpennsis Macca JErkux >KMBOT-
HBIX B ONBITHOH IpyIIie, ML,

Xupypruueckoe ynajaeHHe OITyXOJu MPOBOAWIHN Ha 9-1
JIeHb TOCJEe MEPEeBUBKU 3KCIEPUMEHTAIBLHON OIyXOJIH.
Bemenune nuderpminHa TakKe HAYMHAIH Ha 9-W NEHb

Tabsnuua 5. BpiOop onTUMAJILHOTO pe:KUMa BBeeHUs HMpeTPUINHA HA PA3IMYHBIX MOAEJISAX ONMyX0Jiei MbIlei

CymMmapHas 03a,

TPO, % (nHU nOClie OKOHYaHUS BBEACHHS)

Onyxoib Jlo3a, Mr/Kkr VIIXK, %
mr/kr 1 8 14 2

PILOMS 10 50 90* 76* 67* 54%* 55%

1 5 73%* 72% 56* 45 34%*
Ca755 10 50 79%* 82%* 78%* - 59%*

1 5 85%* 76* 57* - 8
AKATOJI 10 50 68%* 63%* 58%* 52% 13

1 5 72% 58%* 61%* 58%* 14
Menanoma B16 10 50 76* 63%* 59%* - 18

1 5 63* 59%* 59%* - 18
* p <0,05 00 cpaBHEHUIO C KOHTPOJIEM.
Ta6nuua 6. IIpoTuBoomyxoJeBoe aeicTBHe NH(ETPUINHA HA pa3BUBIIyIOCcs onyxoJb PIIIM5

O0beM OImyXoH, MM3, TPO, % (nHU MOCIIE MEPEBUBKH OITYXOJIH)
I'pynna Ho;;a,

Mr/KE 12 17 23 30 37
KonTpons - 543 £ 42 1618 + 56 3921 + 87 6803 £ 1001 9752 £ 2015
Muderpummn 10 489 + 24/- 343 £ 18/79* 953 £ 65/76* 2032 £ 179/70* 2375 £ 350/76*

1 478 £25/12 307 £22/81* 1304 £ 77/67* 2456 £ 256/64* 4331 +£903/56*

* p <0,05 10 CpaBHEHUIO C KOHTPOJIEM.

Tabnuua 7. Bausnue lll/l(l)eT])l/lJll/lHa Ha METACTa3UPOBAHUE B JIETKHE nepeBuBaeMOﬁ SHMIlepMOl/lIlHOﬁ KapUUHOMBI JIErKOro Lewis

Macca tena, v

Macca nerkux

TPM,
Ne ni/m I'pynma ¢ MeTacTazaMu, %
ucxoaHas II0CJIC 3BTaHA3HuMU Mr °
1 KonTpons 22,4+0,7 29,0 £ 2,7 592,0 £194,2 -

2 Ludperpunun 22,2+ 0,4 27,0+272 708,6 + 228,8 20

3 XHUpypruvyeckoe ynajieHue OnyXou 22,1+1,1 27,0 +2.7 277,2 +124,1 53%

4 KomMmOuHupoBaHHOE BO3eiCTBHE 22,1+1,2 254 +1,5 233,0 + 61,1 61%*

* p <0,05 0 CpaBHEHHIO C KOHTPOJIEM.
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SKCIIEPUMEHTa U Tpernapar BBOJWIN €KEIHEBHO BHYTPh B
teuerne 10 el B noze 10 Mr/kr. B rpymne KMBOTHBIX C
KOMOWHHMPOBaHHBIM BO3JICUCTBHEM HUGDETPIIIMH HAYHHAITA
BBOAUTH 3a | 4 IO XUPYpPruvecKoro yaaneHus OMyXOiu.

JlI OLIEHKH aHTHMMETACTaTUYECKOM AKTUBHOCTH MBI-
1€l BBIBOJUIIN U3 SKCIIEPUMEHTA Ha 37- 1eHb OIbITa MO-
cie rubenu 1 MBIIM B KOHTPOJIBHOM TpymIie.

JlaHHBIE, TPECTABIICHHBIC B Ta0J. 7, TOKA3bIBAIOT, YTO
IU(ETPWINH B MOHOTEpanuu 0e3 ymaJeHUs MMepBUYHOU
OITYXOJIM HC MPOABIACT aHTUMETACTATUICCKOT'O ﬂeﬁCTBHH.
Xupyprudeckoe yAajieHue IepBUYHON OITyXOJI TOPMO3HT
pa3BUTHE METacTa3oB B Jierkux Ha 53 % (p < 0,05).

[Ipu exeqHEBHOM MEpOpaIbHOM BBEICHHH LU(ETPH-
nuHa B Tedenue 10 quel B qo3e 10 MI/KT moce yaaneHus
nepBuyHoi omyxonu LLC BerBieno TPM B nerkux Ha
61 % (p <0,05).

3AKNIOYEHUE

Takum 00pa3zoM, pe3ynbTaThl JOKIMHHUECKUX UCCIEN0-
BaHMH NIU(ETPUINHA HA SKCIIEPUMEHTANBHBIX OITyXOJISX
KUBOTHBIX CBHJICTEJIBCTBYIOT O 3HAYUTEIFHOM IIPOTHBO-
OITyXOJIEBOM JECHCTBUU Ipenapara: MaKCUMAallbHbIM Mpo-
THUBOOITYXOJIEBBIH 3(dekT cocTanmseT okoio 90 % mocie
OKOHYaHWS MPUMEHEHHS TIperapara U COXpaHseTcs B Te-
gyeHne 3 Henenb. [lokazaHo, yro Hanbonee 3P HeKTHBHEIM
SIBISIETCSI PEKHUM CKCTHEBHOTO NEPOPAIBHOTO BBEACHHS
npenapara B go3e 10 Mr/kr B TeueHue 5 gHEH. YcTaHOBIe-
HO, 4TO IU(eTPHINH BBHICOKOI()(EKTUBEH TPH AEHCTBIN
Ha Pa3BUBLIYIOCS OIyXOJb, @ MPUMEHEHHE ITpenapara B
KOMOMHAIIMA C XUPYPTHYCCKUM YIAJICHHEM IEePBUYHON
OITyXOJIM 3HAYUTENFHO TOPMO3HT DPa3BUTHE METACTa30B.
INonyueHHble pe3ynbTaThl CBUACTENBCTBYIOT O MEPCIEK-

TUBHOCTU NMPUMEHEHHUS IU(eTpuInHa B Tepanuu HeHpo-
SHIOKPHUHHBIX OILyXOJIEH.

Pabora BrImonHeHa npu (GuHAHCOBOH mMoAAepx)Ke Mu-
HUCTEPCTBA MPOMBINIJICHHOCTH U TOProBiu Poccuiickoit
Denepany.
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PRECLINICAL STUDY OF CYPHETRYLIN ANTITUNOR EFFICIENCY

ON EXPERIMENTAL ANIMAL TUMORS
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Results of preclinical investigations of the domestic somatostatin analog cyphetrylin for its antitumor efficiency on experimental animal tumors are presented.
The maximum antitumor effect was observed on transplanted cervical cancer RShM5 immediately after cyphetrylin administration at a dose of 10 mg/kg, whe-
re the index of tumor growth inhibition (TGI) was 86%. Cyphetrylin at a dose of 120 mg/kg increased the life span of experimental mice with adenocarcinoma
Ca755 by 59%, and the TGI after drug administration was 86%. At a dose of 10 mg/kg, cyphetrylin inhibited the growth of colon adenocarcinoma AKATOL
within nine days (TGI = 79 and 62% on days one and nine, respectively) and stopped melanoma B16 growth during 17 days with TGI within 77 — 62%. It was
established that the most effective treatment corresponded to daily peroral drug administration at a therapeutic dose for five days. In this regimen, cyphetrylin
effect on RShMS at a dose of 10 mg/kg was statistically significant (TGI = 54%) until 22nd day of observation, and on Ca755, ACATOL, and melanoma B16
during 14 days (with TGI =82, 58, and 59%, respectively). The results also showed high antitumor effect of cyphetrylin on a developed RShM5 tumor
(TGIL =179 — 76%) and revealed antimetastatic effect of cyphetrylin (61% inhibition of metastasis growth) in combination with surgical removal of the tumor.

Keywords: neuroendocrine tumors; somatostatin analogs; preclinical studies; antitumor effect; mice.





