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®APMAKOJIOTHUA PENIPOJAYKTUBHON CUCTEMEI

WCCNEOQOBAHUE MTECTAFTEHHOMN U KOHTPALEENTUBHON
AKTUBHOCTU CUHTETUYECKUX AHANOIOB NPOrECTEPOHA

B 3KCMNEPUMEHTE

B. B. Kopxos, E. A. lNlecuk, M. A. MNetpocsn!

[pencraBiieHbl pe3yabTaThl SKCIIEPUMEHTAIBHOTO HCCIEIOBAHNS FeCTareHHOH aKTHBHO-
CTH MPOM3BO/IHBIX IPOTECTEPOHA B ONBITAX HA MH(PAHTHUIBHBIX caMKax KposukoB (tect Cla-
uberg-McPhail) u oBapuskTOMHpOBaHHBIX Kpoipunxax (Tect Corner-Allen). MakcumanbHas
reCTarcHHasi akTHBHOCTh OOHApyKeHa y OyTarecra, MUHUMAlIbHas — Yy JUIPOreCTepOHa
(mrodacrona). Y Oyrarecra, Merectpolia KarpoHara, u3onpornumioBoro sgupa AMOJIa orme-
YeHa CIIOCOOHOCTh COXPAHATh OEPEMEHHOCTh. M3yueHHBIE ICTPOTeH-TeCTareHHbIE KOMITO3H-
MK 00JTaIaI0T BHICOKOH KOHTPAIIENTUBHON aKTUBHOCTBIO.

KiaroueBble cjioBa: recraretbl, 3CTPOreH-IreCTarcHHbIC IpPeTaparhl, recTareHHbIN 3(1)(1)6KT,
COXpaHCHHUEC 6epeMeHHOCTI/I, KOHTpalCITHUBHAA aKTUBHOCTb, KPBICHI, KPOJIUKU

BBEOEHUE

DCTPOTeHBI U TPOTECTEPOH HAPSy C APYTUMHU TOPMO-
HAMH M HEHpOMeInaTopaMd HIPAIOT BaKHYIO POJb MPH
OepeMeHHOCTH, 00ecIieunBasi MOCTOSTHHOE B3aUMOJICHCT-
BHE TIT0/Ia, TUTAIICHTHI K opranu3ma Marep. [Iporectepon
U ero Mpou3BoAHbIe POPMUPYIOT (PHU3HOTOTHYECKUE YCIIO-
BUS JUTS UMIUTAHTAIIMY U PA3BUTHUS TUIOJHOTO sHIA B paH-
HUE CpoKu OepeMeHHOCTH. [IporecTepoH BBI3BIBAET CEK-
PETOpHYIO TpaHC(HOPMALIUMIO SHIOMETPHS, CHIDKEHHE CO-
KpaTUTEIbHOW ~ aKTUBHOCTH  MHOMETPHS,  3aKPBITHE
LIEPBUKAJIBLHOTO KaHajla, OKa3blBAET MMMYHOCYIPECCHB-
Hoe jeiicTBue [4]. B ¢BsI3u C 3TUM CHHTETUYECKHUE TIPOU3-
BOJIHBIE MPOTECTEPOHA MPUMEHSIOTCS B aKyIIEPCTBE IS
JIeUeHHs HEBBIHAIIMBAHUS OepeMeHHOCTH. HoOBBIe mpen-
CTaBJICHUSI 00 STHOJIOTUH U MATOreHEe3¢ HEBBIHAIIMBAHHMS
O0epeMEeHHOCTH, BHEIPEHHE B MPAKTHKY BCIIOMOTATEIbHBIX
PENPOTYKTUBHBIX TEXHOJIOTHUH 00YCIIOBIMBAIOT 1IEIECO00-
Pa3HOCTh MOMCKA HOBBIX T€CTAreHHBIX COCMHEHUH, 001a-
JTAOIUX BBICOKOH 3(D(PEKTHBHOCTHIO U OE30MACHOCTHIO B
MIPUMEHEHUH BO BpeMsi OEpeMeHHOCTH |3, 4].

I'ecrareHHbIe MpenapaThl U KX KOMOHMHAIIMHU C 3CTPOre-
HaMH TPUMEHSIOT B THHEKOJOTHUECKON MPAKTUKE JIJIs Jie-
YEHUS aJIbTOJIUCMEHOPEH, TPEIMEHCTPYaTLHOTO CHHJIPO-
Ma, SHIOKPUHHBIX (opM Oecrionus, AUCHYHKIIMOHAb-
HBIX MATOYHBIX KPOBOTEUCHHUH, MPH KIMMAKTECPUIESCKOM
CHUHJIPOME, JUIsl 3aMECTUTEIILHON Tepanmuu IOCTOBAPUIK-
TOMHYECKOTO CHHJIPOMA, MPHU KEJIEC3UCTOKUCTO3HOU TH-
MEPIIa3HK SHIOMETPHUS, MUOME MaTKH U JIPyrux 3adoie-
BaHusX [1, 2]. KoMOMHUpOBaHHbIE SCTPOreH-recTareHHbIe
MpenapaThl HAXO/SAT MPUMEHEHHE B KA94eCTBE TOPMOHAIb-
HBIX KOHTPAICNITUBHBIX CPEJICTB [S].

! JlaGoparopus (apmakomorun (3aB. — mpod. B. B. Kopxos) T'Y
HNU axymepctBa u runekomorun um. [I. O.Otra PAMH,
Canxkr-IletepOypr, 199034, MenneneeBckas JUHUS, 3.
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Llenbto HACTOSILETO UCCIIEAOBAHUS SBUIOCH U3YUCHUE
B CPaBHHTEIHHOM aCIIEKTE¢ B OIBITaX Ha JIA0OPATOPHBIX
JKUBOTHBIX T€CTArCHHOW W KOHTPAIENITUBHOW aKTUBHOCTH
(B coyeTraHMM C OCTPOI€HAMHU) HOBBIX MPOU3BOIHBIX
1 70-ruipoKcUIporecTepoHa, CHUHTE3UPOBAaHHBIX B
HXJIC-HUXDU (Mocksa).

METOAbl NCCNEOOBAHUA

OKCIIEPUMEHTHI  BBINOJHSUIA Ha KPOJIMKAX TOPOJIBI
MIMHIIWILIA U KpbIcaxX JIMHUK BucTtap, MOTy9IeHHbBIX U3 TH-
tomHuka “‘PanmonoBo” PAMH. Vccnenosanu B cpaBHUTE-
JBHOM acCIIeKTe CTEPOUIHBIE COSMHEHUS — TUIporecre-
POH, TporecTepoH, Merectpona KampoHnar (17o-karmpo-
Har-6-MeTuinperna-4,6-nuen-33,17o-mmon-20-on), Men-
POKCHUIIPOTeCTepOHa  aleTar, MeIMpereHojia auainerar
(3,17-nnanerar-6-metun-nperna-4,6-auen-33,17o-auon-
20-oH), wmzonpomwioBsiii 3pup AMOJIa (170-ameTok -
cH-33-u30nponuiIoKcH-6-MeTun-npersa-4,6-aueH-20-ox),
Oyrarect (170-anieTokcu-3 3-0y TaHOMIIOKCH-6-METHII-
nperaa-4,6-nueH-20-oH).

[ecrareHHyr0 aKTUBHOCTH COCOMHEHHU ONPEICILUTH B
OTIBITAaX HA ACTPOTCHU3NPOBAHHBIX MH(AHTHIEHBIX CaM-
kax kpoiukoB B Tecte Clauberg-McPhail (onenka cexpe-
TOPHOH TpaHC(hOpPMALIUU IHIOMETpUS Mo 4-X OaJuIbHOM
mikane) u Tecre Corner-Allen Ha OBapHUIKTOMHUPOBAHHBIX
MIOJIOBO3PEJIBIX KPOJIHMKAX (COXpaHeHHE OEpEeMEHHOCTH).

KonTpanenTnBHyio akTHBHOCTH ONPEACISUIN Ha IOJI0-
BO3pEJbIX CaMKax KpbIC, KOTOPBIM B TeueHHe 14 nueit
(2,5 —3 scTpanbHbIX LUKIA) BBOAWIM BHYTPb HCIBITYE-
MBI coequuenus B 103e 0,8 Mr/Kr B KOMOMHALIUM C 3TH-
HuIdCTpaauoioM B 1ose 0,04 mr/xr. Ha Tperuii neHnb BBe-
JICHUS TIPEapaToB K CaMKaM MOACAKUBAIIM caMIIoB. JleHb
OoOHapy)KeHHs CIIEPMAaTO30MI0B BO BIIAraJUIIHOM MasKe
CUMTaNu TepBBIM JHeM OepemeHHocTH. Uepes 20 mHeit
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Tabnuua 1. CpaBHHUTe/bHOE H3yYeHHE IeCTAreHHOW AKTHMBHOCTH cTepouaHbix coeauHenuii B Tecte Clauberg-McPhail na mHpaHTHIBHBIX

CaMKaXx KpOJIMKOB

Coenunenue, crnocod BBeJACHUS Jluanaszou 103, MI/Kr Es0, Mr/kr OTHOCHUTEIIbHASE AKTHBHOCTH **
[Iporecrepon, moakoxHO (53) 0,0125-0,4 0,27 £ 0,0052 1
JunporecrepoH, BHyTpb (20) 0,004 - 0,5 1,96 + 0,0363* 0,14
MerecTpoia KarnpoHat, moaKokHo (21) 0,004 — 0,25 0,0266 + 0,004* 10,2
MenpokcunporecTepoHa amerar, BHyTpb (25) 0,0016 - 0,4 0,026 + 0,00519* 10,39
MermpereHosna quaneTar, BHyTpb (25) 0,008 - 0,4 0,011 +0,00077%* 24.6
W3onponmossiii a¢pup AMOJIa, BuyTps (25) 0,004 - 0,5 0,0058 + 0,00013* 46,6
Byrarect, BHyTpSb (25) 0,004 - 0,5 0,0021 + 0,00004* 128,6

l'lpuMellalme. * — CTATHCTUYECKH 3HAYNMBIE pasyinyus 10 OTHOLICHHUIO K IIPOr€CTECPOHY (p < 0,00]), *% — OTHOCHTEJIbHASI FeCTareHHasi aKTHBHOCTD UCIIbI-
TYEMBIX COC[[I/IHeHI/Iﬁ TI0 OTHOIIEHUIO K IIPOTr€CTEPOHY, aKTUBHOCTL KOTOPOTO MPUHATA 3a €AUHHULLY . B ckoOkax — KOJIMYECTBO )KUBOTHBIX.

[10CJI€ OKPBITHS YKUBOTHBIX BCKPBIBAJIM, PETUCTPUPOBAIIN
HaJIMYue UJIN OTCYTCTBUEC 6epeMeHHOCTI/I, pacCUnThIBAIN
KOHTpanenTHBHBIN 3(dekT. JKUBOTHBIX 3a0MBaK B yCIIo0-
BHUSIX JIETKOTO 3(DMPHOTO HAPKO3a.

JlanHbBIE 00pabaThIBaIl METOIOM PErPECCHOHHOTO aHa-
JIM3a, a TaK)Ke UCIOIB30BaNH {-KpuTepnuid CThIOICHTA.

PE3YJIbTATblI U X OBCYXOEHUE

Pe3ynmpraThl HCCIICOBAaHHS TECTATCHHOW aKTHBHOCTHU
meronom Clauberg-Mc Phail npencrasiens: B Tadu. 1.

Kak crnenyer u3z Tabn. 1, auaporectepon (arodactoH)
3HAYHUTENIFHO YCTYIACT MO TeCTareHHOW aKTUBHOCTHU IIPO-
rectepoHy. B ombITax Ha HEMOIOBO3PEIBIX KPOIUKAX Me-
recTpoiia KarpoHaT P MOAKOKHOM BBEICHUH BBHI3bIBACT
JI0303aBHCUMEIC TPETPaBUIHBIC M3MCHEHUS B DHIOMET-
pun. l'ecTareHHas aKTHBHOCTH METeCTpONia KarpoHaTa
MIPEBBIILIAET aKTUBHOCTH NporectepoHa B 10,2 pasa.

[penapar mposiBIsSIET MPOJOHTUPOBAHHOE TECTArCHHOE
NCMCTBHE: TMPH OJHOKPATHOM IIOIKOKHOM BBE/ICHHU B
nose 0,25 mr/kr: depe3 1 W 2 Hem recrarcHHas aKTHB-
HOCTB cocraBuia 2,6 u 1,1 6amios no mkane McPhail co-
OTBETCTBEHHO. MeIPOKCUTIPOrecTepOHa areTar Npu BBe-
JICHUU BHYTPH TPOSIBIISCT BHIPA’KCHHBIN T€CTareHHBIH 3(-
(heKT, KOTOPBII MPEBBIIACT AKTUBHOCTh MPOTECTEPOHA B
10,39 paza. bojee BBICOKYIO T€CTareHHYIO aKTHBHOCTh
IIpY BBEJIEHUHU BHYTPB IIPOSIBIIIET MENPET€HOA AUALIETAT,
IIPEBOCXO/sl AKTUBHOCTH IIporecrepona B 24,6 pasza. I'ec-
TareHHas aKTUBHOCTh H3omponuioBoro spupa AMOJIa
IIpyu DSBHTEPAJILHOM BBEIACHHUU IIPCBbIIIAIa AKTUBHOCTDH
nporectepoHa B 46,6 paza. byrarect yxe B 103e

0,004 Mr/KXr BHYTpb BBI3BIBAJI TPAHC(OPMALIMIO SHIOMET-
pHsi, KOTopas cOOTBeTcTBOBasa 1,8 Oamma 1o Imkase
McPhail. YBenuuenue 103561 BEIECTBA PUBOIIIO K AKTH-
BaIlMM CEKPETOPHBIX MPOIIECCOB B SHAOMETPHUH, a B J03€
0,5 mMr/kr 3G dexT JocTUran MaKCUMAIbLHOTO 3HAYCHUS —
3,7 6anna no 4-6amneHoW mikane McPhail (cm. Tadm. 1).
CpaBHUTENbHAS OIIEHKA T€CTareHHOW aKTHBHOCTH COEIH-
HEHUsl ToKa3ana, yto Oyrarect B 128,6 paza akTuBHEe
nporectepona. Ilpenapar o0magaer MpPOIOHTMPOBAHHBIM
recTareHHbIM 3G GEKTOM MPH MapeHTEPATHbHOM BBEICHHU.
Tak, cImycTs HEAETIO TOCIE OTHOKPAaTHOTO BBEACHHS B
no3e 0,016 mr/kr Gyrarect MpoOsIBISET T€CTATCHHYIO aK-
THUBHOCTD, paBHyI0 2 6ammam no mkaixe McPhail, a B mo3e
0,25 Mr/kr — 3 Gamtam. Uepes 2 HeJl MOCIE OHOKPATHOM
WHBEKIIMU Tpernapara OTMEYEHO CHUKEHUE IeCTareHHOTO
addexra o 1 6aina mo mkane McPhail.

HccnenoBanust Ha MOJCTH COXPaHCHUSI OEPEMEHHOCTH
MOKA3aJId, YTO UCIIBITYeMbIC FeCTareHbl (MErecTpoia Kar-
poHar, m3onpornuioBslil agup AMOJIa u Gyrarect) npu
BHYTPHMBIIIEYHOM BBEICHUHU B 03¢ 0,25 MIr/KI TIpOsiBIIs-
0T IIPOTreCTEPOHONOO0HYIO CIIOCOOHOCTD NOIACPKUBATH
HpoIecC pa3BUTHs OEPEMEHHOCTH y OBapUIKTOMUPOBAH-
HBIX KponnkoB B Tecte Corner—Allen (ta6m. 2). [Iporecte-
poH oOmamaer cnadbiM dddekrom. B oTHOmIEHNN Menpe-
reHona juanerara (ameToMenpereHoja) 3TO CBOMCTBO
ObLTO HalzeHo panee [1].

HccnenoBanmsi, mpoBeACHHBIE Ha KpbICaX, MTOKa3alH,
410 14-7IHEBHOE YHTEPATHEHOE BBEACHHE KOMOMHAIIMN YTH-
amerpaauona (0,04 Mr/kr) M MerecTpona KampoHara

Tabnuua 2. Bansxue CTEPOUTHBIX coeJMHeHui Ha CoxpaHeHUue 6epeMeHHOCTM Y OBaAapU3KTOMHUPOBAHHBIX KPOJIHUKOB

Cpe}lHee KOJIMYCCTBO Cpez[Hee KOJIM4YCCTBO

I'pynna UBOTHBIX [Ipenapat, no3a MPOOBYIHPOBABIINX COXPaHEHHBIX
ﬂﬁHeKHeTOK 6J'IaCTOI_II/ICT
Konrpons I Pactutensnoe macio, 0,2 M 11,1+ 1,6 0
Konrposs I1 Iporectepon, 0,5 mr/kr 10,2+ 1,4 3,2+ 1,8%
[MoponbITHASE TpyTIa
1-s Merectposna kanponart, 0,25 Mr/kr 11,2 +£1,23 6,4 +£2,5%
2-51 Usonponunossiii 3¢bup AMOJIa, 0,25 mMr/kr 12,6 £1,9 6,0 + 1,6%
3-q Byrarecr, 0,25 mMr/kr 5,40 £ 1,3* 4,6 +2,3*%

IIpumeyanme. * — CTATUCTUUECKU 3HAYUMBIC PA3JIMYHS 110 OTHOIICHHUIO K KOHTpouIo I (p < 0,05).
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(0,8 Mr/Kr) OpUBOAMT K KOHTPALEHTHBHOMY 3(D(EKTy y
87 % xwuBoTHBIX (p <0,01). BBenenue B Tex ke 103ax
KoMOMHaIui n3onponuiaosoro a¢pupa AMOJIa u sctpore-
Ha, OyTarecra W 3CTPOreHa TAKXKE MPHUBOJUT K BHICOKOMY
KOHTpanenTuBHoMy 3¢dekty B oboux ciyuasx (80 %,
p <0,01).

[loyueHHble NaHHBIE CBUACTEIHCTBYIOT O HAJIHIHU
BBIpQKEHHOW TecTareHHoW akTuBHOCTH B Tecte Clau-
berg-McPhail y merectpona kanpoHara, MEJIpOKCHIIPOTe-
CTepOHa areTarTa, MENpercHoja nuanerara. MUHUMAIb-
Hasl TeCTarceHHasi aKTUBHOCTh OTMEUCHA Y TPEICTABUTEIIS
PETPOINPOreCTEPOHOB — JUAporecTepoHa (IrodacToHa),
YTO AUKTYCT HEOOXOIUMOCTD €TO IIPHIMEHCHUS B OOJBIINX
no3ax. MakcuMaibHasi akTHBHOCTh HalijieHa y OyTtarecra,
YTO TPOTHO3HMPYET €r0 MPUMCHCHHE B MUHUMAJIBHBIX JI0-
3ax. [lo-BHIMMOMY, 3TO CBSI3aHO C HAJMYHCM yTSDKEIICH-
Horo pagukaia B Cs-monoxeHHH. OCOOCHHOCTH XUMHYC-
CKOTO CTpOCHHS OyTarecra U MErecTpolia Kanponara o0y-
CIIOBIMBAIOT WX  IPOJIOHTHPOBAHHOE  TE€CTarcHHOE
neiictBue. OOHapyXeHHash y MerecTpojia KalpoHara,
nzonpornmioBoro dpupa AMOJIa u ocobeHHo Oyrarecta
CIOCOOHOCTh COXpaHSITh OCPEMEHHOCTh B IEPCIICKTHBE
MOXeT OBITh HCIIOJNB30BaHa B aKyIIEPCKOH TNpakTHKe. Y
KOMOWHAIINHA STHHUIACTPAINONIA U UCTIBITYEMBIX TecTare-
HOB OTMEUECHA BBICOKAs KOHTPAICTITHBHASI aKTHBHOCTH B
OTIPEIICTICHHBIX /103aX W COOTHOLICHUH, YTO TAKXKE MMECT
MPAaKTHYECCKOE 3HAYCHHE.

BbIiBOAbI

1. Haubonee BbIpaKeHHOW TeCcTareHHOH aKTHBHOCTBIO
B Tecte Clauberg-McPhail Ha nHGaHTHIBHBIX KpONTHKax B
psily HM3YYCHHBIX CTEPOMIHBIX COCAMHEHHH 00JafaroT
nzonponwioBsiid 3¢pup AMOJIa u Gyrarect, HaUMEHbIIICH
— nauaporecTepoH (arodactoH). Merectposa KanpoHar
OyTareCcT OKa3bIBAIOT IIPOJIOHTHPOBAHHOE TECTareHHOE
JielficTBHE.

2. MerecTpona KampoHAaT, HW30MPONWIOBEIA 3(up
AMOJIa u 6yTrarect cnocoOHBI COXPaHSITh OEPEeMEHHOCTD
y OBapUIKTOMHPOBAHHBIX KPOJIHKOB.

3. KomOuHamu mMerectposa KalnpoHara, H30MpOIHIo-
Boro s¢upa AMOJIa u GyTtarecta ¢ STHHWIACTPATUOIOM
BBI3BIBAIOT B HKCIIEPHUMEHTE Ha KPbICAaX BBICOKHI KOHTpa-
HENTHUBHBIN 3(D(EKT.

JINTEPATYPA

1. B. B. KopxoB, Koumpayenmusnvie cpeocmesa: - Pyxkosoocmeo
ozs epauet, Crient. mut, Cankr-IlerepOypr (2000).

2. B. B. Kopxos, E. A.Jlecux., M. A. Ilerpocsin, [lcuxopapm. u
ouon. napkonoeus, Ne 3 —4, 407 — 408 (2002).

3. I. M. Cagenbesa, B. U. Kynakos, A. H. Crpuwxkakos u ap., Axky-
wepcmeo: yuebnux, Memunuaa, Mocksa (2000).

4. H. U. Tanunbckas, Hesvinawueanue Oepemennocmu: namoeze-
He3, KIUHUKA, @apmakonocuveckas Kkoppekyus, “TPOM”,
Camnkr-IlerepOypr (2002).

5. B.J. Affandi, Research Clin. Obstetr. a Gynecol., 16(21),
169 — 179 (2002).

Moctynuna 24.09.04

GESTAGENIC AND CONTRACEPTIVE ACTIVITY OF NEW SYNTHETIC
PROGESTERONE ANALOGS IN EXPERIMENTAL ANIMALS

V. V. Korkhoy, E. A. Lesik, and M. A. Petrosyan

Laboratory of Pharmacology, Ott Institute of Obstetrics and Gynecology, Russian Academy of Medical Sciences,

Mendeleevskaya Liniya 3, St. Petersburg, 199034 Russia

The gestagenic activity of new 17a-hydroxyprogesterone analogs was studied in experiments on infantile female rabbits (Clauberg — McPhail assay) and
ovariectomized animals (Corner — Allen assay). The new steroidal preparations produced significant secretory transformations in immature rabbit endometri-
um. The maximum gestagenic activity was observed for butagest, while the minimum effect was produced by duhydrogesterone (dufaston). Butagest, megest-
rol capronate, and AMOL isopropyl ester showed the ability to maintain pregnancy in ovariectomized female rabbits. The compositions of gestagens
(0.8 mg/kg) with ethinylestradiol (0.04 mg/kg) produced high contraceptive effect in rats.





