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OIIMCAHME WM3OBPETEHNA
2420-548597EA/018

COIEPXAIIAS LIMHEOJI KOMIIOBULIMA OJIsI JIEUEHUSA 3ABOJIEBAHMM HOCA

HacTosamee wm300peTeHMe OTHOCUTCA K IOIpakKTHUecKoM obJjJacTu
JleueHus W Tepanuu [IOJIMIIOB HOCa (corJylacHO MeOUIVHCKOM
TEPMUHOJIOTHM UM CHHOHMMMYHO o0OO3HavaeMBX TakKxe Kak Polyposis nasi
et sinuum WM YKOPOUEHHO TOJIbKO Kak Polyposis nasi).

HacTodmee nz3obpeTeHne IPennouyTUTEIbHO OTHOCUTCH K
KOMIIOBULIMM, IPeOlNOoUTUTEJIbHO K (apMalleBTUUECKOM KOMIIO3UIIMMK, WM K
JIEKapCTBEHHOMY CPEeICTBY IOJIS TMIPOQUIIaKTUKU WU/UIM JIEUEeHMS IIOJIUMIIOB
Hoca (Polyposis nasi et sinuum) ¥ COOTBETCTByKIEMYy IIPUMEeHEHMIO
STOM KOMIIOBUINMM WJIM STOTO JIEKAPCTBEHHOTO CpPenNcTBa MOJI4 YKa3aHHOM
TepalleBTUUECKON LeJu.

I[lpy TOM HacTodmee M300peTeHre OTHOCUTCS K I[IPUMEHEHU
IMHeoJla, B YacTHoCTM 1,8-LMHeOJla, WM JIEKAPCTBEHHOTO CpPencTBa,
comepXamero UMHEOJ, B dYacTHOCTM 1, 8-LUMHeOJ, IOJa OpOodMJIaKTUKU
U/UIM JIeUueHUsd IOJIMIIOB Hoca (Polyposis nasi et sinuum) .

HacTodmee wu300peTeHMEe OTHOCUTCH TakXe K KOMOMHALMM aKTUBHEIX
BemecTB, IPedlouTUTEJIbHO B BUIe KOMILJIeKTa (no-—aHrJmycku "Kit-of-
parts"), g ODpodMiaKTHUKM M/UIM JIeYeHMd IIOJIMIIOB Hoca (Polyposis
nasi et sinuum) M K COOTBETCTBYKOIEMYy IPUMEHEHUI 3STOM KOMOMHALMU
AKTMBHEIX BeleCcTB OJISI YKa3aHHOM TepalleBTUUECKOM LeJiM.

Haxownel, HacTosmee mM300peTeHMe  OTHOCUTCS K  IIPUMMEHEHMUIO
LIMHeoJIla, B YacTHOCTM 1,8-LMHeoJa, IJS pPeryjldaluuy CUTHaJbLHOTO IIYyTHU
Wnt, B YacTHOCTM NOYTM CUTHAJLHOM TpaHCOyKUMM "Wnt/OerTa-xaTeHMH",
OJI9 NOPOOMIaKTUKM UM/MIM JIeUeHMS IIOJIMIIOB Hoca (Polyposis nasi et
Sinuum), WIXM K IIPUMEHEeHMH LMHeoJla, B YaCTHOCTM 1,8-LMHeoJa, IJA
OpodMIIAKTHUKY W/WUIIM JIeUeHMS CBS3aHHEX C CUTHAJBHEM IyTeM Wnt, B

YacTHOCTM C IOyTeM CHUTHaJBLHOM TpaHCcOyKuuy "Wnt/OeTa-xaTeHMH",

W/ N TaKMUM obpaszoM VHIOYIUPY EMBIX W/ U CTUMYJIUPY €MBIX
sabdoJjieBaHmi, B UYaCTHOCTM IIOJIMIIOB HOCa (Polyposis nasi et
sinuum) .

IMoaunel HOCa MNPencTaBJsanT cobo¥, B UYaCTHOCTH, MATKME, B
obmeM cJydae nobpokadecTBeHHHe (benigna) paspacTaHuUa CIU3UCTON
0BDOJIOUKM HOCa, KOTOPHeEe, Kak I[IpaBWUJIO, BIAKTCHA B NOJOCTM Hoca. OHHU

BEHpacTawnT, TakK CKaz3aTb, U3 CIIUBUCTOM OBOOJIOUKHU HOCa, C KOTOpOﬁ



OHM CBS3aHH CBOeT'0 pola HOXKOM. MHOTMe IMOJMIE HOCa MMEnT pa3Mep
TOJIEKO HECKOJBKO MWJIMMETPOB M He MemalnT WM I[IOUTHM He MellaoT,
TOI'oa Kak opyrue [IOJIUIIEL  ~ MOTYT BEHPACTAaTh pife) paclrpeHHBIX
obpasoBaHUM, KOTOPHE 3aTeM MOTYT 3aHMMAaTh omaxe HOCOBEIE
OpocTpaHcTea. TakK KakK DBDTO OoTlpaHuuMBaeT [OHIXaHMe uYepes HOC, TOo
3abojyieBaHMe MOXeT OHTbL OUeHb OOpeMeHUTEJIbHEM ¥  Upe3BBUYalHO
YXYOmaThk KaueCTBO XM3HM. KpoMe TOT'O, IMIOJIMIE HOCa MOTYT BeCTU -—
INOMMMO IIOMeXM OHXaHMUI UYepe3s HOC - TakXe K [oTepe OOOHAHUA U
OpyTuM 3a00JIeBaHMAM OKOJIOHOCOBEIX I1a3yxX, KakK yKas3aHO »ajiee.

ClemoBaTeJIbHO, IallMeHTH C [oJMIaMM Hoca OOJIbIIer YacThio
XapaKTepusylonTCa OT'PaHMUEeHHEM OHXAaHMEM uUepes HOC: STU IHallMeHTH He
noJjiyyamnT uUepes HOC OOCTaTOUYHO BO3OyXa M BCJIEeOCTBUMEe 5STOTO 0oJee
yacToO OHIIAT dYepes poT. IllosToMy 5STHM HalMeHTH dalle XpaldT M YacTo
cTpamawnT paccTpocTBaMU CHa, Tak UTo B LIeJIOM X
paboToCnocoBHOCTE ABJISETCS OTl'paHMueHHOM. Kpome TOTO, BO3IOYX,
BIOHXAEMHY  uepes poT, He bueTpyeTCH, UyTO  I[IOBHIIAET feleliin:e
OIlaCHOCTEL MHOUMUMPOBaHMA. IlallMeHTH YacTO MCIBETHBAKT UYYBCTBO Tak
HasBEBaeMOI'0 I[IOCTOAHHO 3aJIOXKeHHOT'O HOCa, UYUTO MOXeT BeCTUM TakKXe K
THYCaBOMY TOJIOCY. Kpome TOTO, STY T[alMeHTH 4YacTo CcTpanarnT
BO3BPATHHEMM BOCIHAJIEHUAMM OKOJIOHOCOBHX Iasyx (Sinusitis) M TyIIHEMU
TOJIOBHEIMM OoJiasMM. K ToMy Xe, MOXEeT OI'PaHMUMBATBLCA UMX OOOHAHME U
BCJIEOCTBME DBTOTO TaKXe BKYCOBOE OlylleHMe, UTO B CBOK OUepelb
IPUBOIOUT K IIOTepe KauvecTBa XWU3HM. I[IOJUIEL HoOca Yy »OeTel MoTyT,
KpoMe TOro, BEI3EIBATEL TaKXe BOCIaJlIeHMe CcpeldHeI'o yXa (Otitis
media) .

TakuM o00OpasoM, IIOJUIIE HOocCa C HaTOOU3UOJIOTUUECKOM TOUKU
3peHMsa B of0meM cJydae OpedcTaBJL0T cobol ©OJiedfHO-CepoTro IliBeTa
BHIIIAUMBAHUSA Ha HOXKEe XPOHMUECKM BOCIAJIeHHOM UM OTEeUHOM CJIM3UCTOM
OBOJIOUKU B IIOJIOCTH HOCa, KOTOPHE npeobjafaniium obpasoM
IPOUCXOOAT U3 0BJIacTH pemeTuaToV KOCTHM, CcpedHerl'0 HOCOBOTO XOoOa U
cCpeIHel HOCOBOM pPaKOBMHH, T.e. »DoOpokaueCTBeHHBEE paspacTaHudg,
KOTOpPHE IIPOUCXOIOAT M3 YCTOMUMBO BOCIAJIEHHOM CJAMU3UCTOM OOO0JIOUKU
Hoca. OTM BHISUMBAHMSA COCTOAT B ofmeM cjlydae M3 CJIM3UCTOM
000JIOUKM, KOTOpas IMIPOUCXOIMUT, B UYACTHOCTHM, M3 KJETOK peleTuaTon
KOCTM MJIM M3 TalMMOPOBHX IIa3yxXx. B MMKPOCKOIMUYECKOM OTHOIEHUU

MOXHO Hab®JoIaTh BKJIIOUEHMSI XUIKOCTEeM U Ay TOJIOTMMUHEIE BOCIIaJIeHHEIe



KJIEeTKU . B KauecTBe IepPBUYHOM JIoKaJn3aluum yIaJioCh
MOEHTUQUUIMPORATE CJIM3UCTYI O0OO0OJIOUKY CpelHel HOCOBOWM pPaKOBMHH, a
TaKXe CpPelIHeT'0 HOCOBOTO XOHa, I[IpMUeM ele He SCHO, II0UeMy HMXHAA
HOCOBasd pakoBMHa B of0meM cCJydae He IMpPOABJIAET CKJIOHHOCTU K
0o0pas30BaHu IIOJIUIIOB.

[IoJUIE HOCa THUCTOJIOTUUECKM BCJENCTBME OTeKa u/uiau o¢udpos3a
OTINYAITCSA yYMEHBIIEHHOM BacKyJidgpusaluei, a TakKXe yMeHbIIeHHBM
UM CJIOM xejes u HepBHEIX OKOHUAaHUN opu JacToM HaJIMUUM
IIOBPEXOEHHOTO BOUTeIUA. lIpyM TUCTOJOTMUeCKOM oB0paboTKe IIOJIUIIOB
HOCa MOXeT OCYWLEeCTBJATLCA I'pyBoe paslesieHrMe Ha 5SO3UHOOUIILHEE
[IOJIMIIEL, KOTOPBE NPUOIM3UTEJIBHO COOTBETCTBYRT oT 65 1nmo 90%
clydaesn KJIIMHUYECKOTO MaTepuala, u HeVTpOodWUJIL HEle [IOJIUIIHL .
[loprIIeHHass TKaHeBasg D03MHOGMIMSA JIEXMT B  OCHOBEe  IIOBHIIEHHOM
TPAHCBHIOOTENMAJbHOY MUIpalUuM ¥ MHIUOMPOBAHUSA 3alpolpaMMMPOBAaHHOM
CMEpPTM KJIETOK B 5O3MHOOMIIAX.

Kimmuanuecku BOCIIaJIeHNE c OOMMHMPOBaHMEM 503UHOOMIIOB,
obos3HauaeMoe Polyposis nasi et sinuum, B UMCJIe CJydYaeB no 25%
COIPOBOXIOAETCSA HEIepeHOCHMOCTL  aleTUJICAJIMUMIIOBOM  KUCJIOTH. B
uncJe cjyuaer mo 40% Polyposis nasi et sinuum acCOUUMUPYETCS C
BpOoHXMAJILHOM acTMOM. Ecaum 5T GaKTOpH BHCTYIAKT COBMECTHO, TO
TOBOPAT O CHHAOpPOMe 3aMTepa uIM Bumanga. TakXe OINMCAHH YBepeHHHE
CBAZKM MeXIy DO3MHOOMIBHOM dopmMoM Polyposis nasi et sinuum u
CUHIPOMOM Yepra-liTpayc, TO eCcThb 303VHOOUIIEHOM bopmon
VMMYHOBACKYJIUTA .

TOUHHY MeXaHM3M BO3HMKHOBEHUSA IIOJIMIIOB HOCa elle He M3BeCTeH:
IIOJIMII HOCa pacTeT IMNIPeMMYyMeCTBEeHHO B OKOJIOHOCOBHX I[al3yxaxX, BHEXONA
B IJVIaBHYK IIOJIOCTB HOCa. B OCHOBHOM IIOJIMIIEL HOCa 00pas3yonTcsa B
TalMOpPOBOM mnasyxe (Sinus maxillaris) wWIM B KJIeTKax peleTuaTon
xkocTu (Cellulae ethmoidales). OHM BHEHXOOAT M3 BHBOJIHHX IIPOTOK U B
BOJILIMMHCTBE CJIydaeB HaxXOOATCHA B CpeldHeM HOCOBOM XOIe IIOI CpenHeHn
HOCOBOW PaKOBMHOM.

IIoMOEL HOCa MMPOKO PpaclpoCTpaHeHH. OOHaAKO TOUHHE IPUUMHE MX
BO3HMKHOBEHMUSA €lle He HACHH. B HacTodmee BpeMsa M3BEeCTHO, UTO
CYMeCcTBYeT HeCKOJbKO ©0as0BHX 3abojieBaHMM, B Cliydae KOTOPHX VY
IalMEeHTOR dYalle pPa3BMBATCA I[IOJMIEL HOCa (HamopuMep, Yy HOalMeHTOB C

BpoHXMaJIbHOM acTMOM, v KOTOPHX B yucge cJyuyaesn oo 40%



HabmomanTCca TakXe I[IOJMIIEL HOCa, WIM Yy I[allMeHTOBR C aJlJIepTIMuecKon
peaxklyey K aleTUJICaJIUIMIIOBOM KMUCJIOTEe, Y KOTOPHX B UUCIEe CJIydaeB
OKOJIO 25% pa3BUBAKTCHA IIOJIMIIE HOCAa) .

IpyTmUM baxTOpPOM pUcCKa obpasoBaHudg IIOJIUIIOB Hoca
npelCcTaBJIAeTCH TaxKxe obmas CKJIOHHOCTE (IpelpaclojIoXeHHUE )
CIM3UCTOM O0O00JIOUKM K BOCHaJleHMn. Kpome ToOTro, kK OpyIMM QaKTopaM
PUCKa BOB3HMKHOBEHMSA IIOJIMIIOB HOCa OTHOCATCHA yKaszaHHHEHeEe paHee
ajylepI'msad Ha aHaJlleTukM, OpoHXMaJlbHas acTMa, OPOHXUT, CUHIPOM
KaprareHepa ¥ MyKOBMCUMIO3 (KMCTO3HEM OubPO3) .

KacaTesnrHO IaJibHeNMmx IIOOPOOHOCTEN  KapTUHE 3aboJieBaHmnAd
noJmunamy Hoca  (Polyposis nasi et sinuum) MOXHO, HalpUMep,
cocJyiaTeCcAa Takxe Ha n3naHue "Pschyrembel, Medizinisches
Worterbuch, 257. Auflage, 1993, Verlag Walter de Gruyter”,
KJIoueBoe cJioBO "Nasenpolypen" (moJsmnel Hoca) M "Polyposis nasi',
a TakXxe Ha wu3naHme "Roche Lexikon Medizin, 3. Auflage, 1993,
Urban & Schwarzenberg Verlag", «kJiwoueroe cijoBo "Nasenpolyp"
(moymun Hoca) u "Polyposis" (mosammos) .

JleueHre  TIOJIMIIOB  HOcCa (Polyposis nasi et sinuum), B
YAaCTHOCTM IJUTEeJIbHOe JleueHMe, Ha OCHOBEe TPaIMIMOHHEX CIIOCOOOB
JIedeHMsa  4YacTO  OKas3HBaeTCAa TPpyIOHBEM M Majio 50QeKTUBHEM, B
YaCTHOCTHM, BCJEIOCTBME BHCOKOM UYaCTOTH PEeLUMIMBOB, M OJIS [IalMEeHTOB
CBA3aHO OoJblleV dYacThl C HexeJlaTeJbHEMM [HOOOUHBMM IOeMCTBUAMU U
npofiieMaMu .

B 3aBMCHMMOCTM OT CWMJH XaJlo® Ha I[OJMIE HOCa OCYMeCTRJIST
KOHCepBaTHBHOE, OpedlOoUTHUTENIEHO  MeOMKaMeHTO3HOoe  JIeUueHre  UIU
OIlepaTUBHOE JleUueHMe IIOJIMIIOB HOocCa.

Tak KakK [OJUIE HOCa pacTyT MeoJIeHHO, TO I[IalMeHTH YacTo
IPUBHKAKLT K CHMITOMaM ¥ ofpamalTcsa 3a BpauebOHOM I[IOMOIBL, Kak
OpaBUJIO, TOJBKO B OTHOCUTENBLHO IMNO3OHUM MOMEHT. IIpM 3TOM OCTPHE
XKaJIOBE MOTYT CMATYATHLCHS TPAIUIIMOHHHMY JIEKAapPCTBEHHEMM GOpMaMu .

Tax, HalIpyMep, OIepaTMBHOe YyIajleHMe TIOJIMIIOB HOCa YacTo
MOXeT BEICTPO oBIeryaThb OCTpHE KaJIOOH; TeM He MeHee
OpUBIM3UTENIBHO Yy /5% mNalMeHTOB, W3JIeUEHHHX TakuM ofpasoM, B
IIepBHEe TOIH IIOCJEe YyHOaJIeHMs CHOBa 00pa3ylTCsa NOJMIE Hoca. [losToMy
Ha [pedmecTBYKIEeM YPOBHE TexXHUKM II0CJe olepaluM I[I0 YIOaJIEHUD

TIOJIMIIOB HOCa IIpeoyCMOTPEHO IIPOOOJIXMUTEJIEHOE IIPVMMEeHEHNIe
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KOPTUKOCTEPOUOOB TOINIMUECKM (HallpUMep, B BUIe KOPTU3OHCOIEPXAIMX
Ha3aJIbHEIX CIPEeeB) WJIM CHUCTEMHO (UTO CONPOBOXIAEeTCHS MHOXECTBOM
HexeJlaTeJIbHEX  [TODOUHHX  OeMCTBUM) IJIS TIPelOoTBpPAalleHMa  HOBOTO
[IOABJIEHMSA IIOJIMIIOB B HOCY (UTO 4YacTo, OINHAKO, He IOCTUI'aeTCHd) .

B cayuasx cjgad®o BHPaXeHHHEX 3aboJleBaHUM MOXHO, HaIpOTUB,
CHauajla JIeUMTL KOHCEPBATMBHO TOINMUECKM M/UJIM CUCTEeMHO BBeIeHUeM
KOPTUKOCTEPOULORB VI TJIOKOKOPTUKOUIOB . KopTHuroCTepOUIE u
TJIDKOKOPTUKOMUIE IPEeNaTCTBYT BOCIAJIEHMIO M CMAIYaKT TakKuM ofpasoM
BOCIIaJIMTeJIbHEIE PpeakKlUuM, K KOTOPHEM OTHOCUTCS TaKxe HabyxaHue
CIM3UCTOM OBOJIOUKM HOCa. IlpM TakKoM KOPTUKOCTEPOMIOHOM Tepallu
KOPTUKOCTEPOULE I[IPMMEHSAT, Kak I[IpaBWUJIO, B TeuUueHMe HeCKOJBbKO
Mecduek. YacToO CHUMIITOMEL YJydllaloTCHd yXe IIOCJie I[IPpMMeHeHUSd B
TeueHMe HeCKOJIBKMX Henelb.

B uyacTHOCTH, IIOJIUIIEL  HOCa, CONPOBOXIAaEMEe DO3UHOOUIMEN,
OTJIMYUAITCSA TAKEJOV BOCHaJIMTEJIbHOM peakluer, KoTopas OoTJIuUYaeTCsd
UUTOKMHaMM (TakuMmu kak I1L-5) M xXeMOKMHaMM (TakuMM KaK D0TakKCUH U
RANTES) . KopTukocrepounsl, KakKk I[IpaBWUJIO, 0COBOEHHO 20PEeKTUBHO
OeViCTBYIT B CJiydae BOCHalleHMsa, acCCOLUMMPOBAHHOTO C DO3MHOOMIAMM,
nmoueMy IHapamMeTp "so3mMHOOMIMA" UYacTO BOCIPMHMMAeTCSa B KadecTBe
VHOMKaTOopa OJA I[IpMMEeHeHMS 5STOoI'o JIeKapCTBeHHOT'O CcpencTBa. Tak,
yIaJioCk TIOOTBEPIUTEH, UTO CTepOoMOE MHIOYLMPYIT  alollTo3  3TUX
BOCIIaJIEHHHX KJIETOK, opuyeM cuJjla CyOpyuMMUpymero IeicTBUS Ha
npooyumpoBaHme IL-5 m3 T-KJeTOk MOXeT OBTbH pellalllM IIapaMeTpOoM.
CuMIITOMaTHUUYEeCKOe JIeueHMe IIOJIMIIOB HOoCa YyIOaJlIoCk OCYHMECTBUTE YXe
Biaronaps VCCIIedOBaHUAM c [IEPBHEMA TONMNYECKU [IPVMeH S EMEIMU
KOPTUKOCTepOUOaMM. B TMoclelHMe T'OIOH KJIMHMUEeCKMe HalOJIoIeHMsS BCe B
BoJsbmen CTEIeHU IONOEePXNBAaTCA 0BBEKTUMBHEMA rnapamMeTpaMm
(pMHOMaHOMETPMA, PUHOMETPMHA, I[IMKOBas CKOPOCTHL BIOXa UYepes HOoC
PNIF, MarHMTHO-PE30OHAaHCHasd ToMorI'paduda). YacToTy pPeUuuIVMBOB WK
BpeMsa [IOABJIEHUS PELUONBOB rmocJie oriepaluun B HEKOTOPHIX
MCCIIeIOBaHMAX YIOaJIOCk TaKXe VYJIYUNUThE WIM WM3MEHMTH B HaIJIEXallyklo
CTOPOHY, IIPUYEM MCCJeIOBaHMA II0 OJIUTEJIBHOCTM He MIPeBOCXOIWIIN
roma. IlIpMHATOE B MCCIENOBaAHMM HOO3UPOBaAHUE TOINMUECKU [IPUMEHSIEMEBIX
CTEPOUIOER YacCTO IIPEBHIMAET NO3MPOBaHME, PEeKOMeHIOBaHHOE B cClydae

aJlJIepI'M4YyeCKOI'o pPHMHNMTAa.



OOHaAKO XMPYyPIMUeCcKoe JieueHMe (HamopuMmep, UHOYHIMOYJIOTOMMS)
IpeyMylIle CTBEeHHO HeoBxX0ooMMO oI TOTO, UTOOH aKTUBHO
BO3OEMCTBORBATE Ha 3aTpyIHeHMe  OEXaHMsa dYepe3 HOC U IIOTep
000OHsAHMUA. OoepaluM TakKOoTO pola OCYmeCTBISKRTCA, B UYaCTHOCTH,
SHOOHA3AaJIJbHO U IMIPEeOIOUTUTEJIEHO C MMHUMMAJIBHEIM BMemaTeJIbCTEBOM U
MOTYT OOecleuMBaThL CTelNeHb MU3JIeUeHUd NOpUbIUM3UTeBEHO »Ho 50% u
CHMXeHMe XaJio® OpubiamsuTenbHO no 90% ciydaeB. Hapsany C yHOaJleHUMEM
IIOJIMIIOB HOCa OOBYHO IHOOIOJIHUTEJILHO PaclMpSalTCcsa TakXe BHBOJIHHE
IIPOTOKM OKOJIOHOCOBHIX IIa3yX, TaK UYTO OHM JIydlle BeHTUJIIUPYKRTCS U
OOJDKHBEL BOCHIAJIATHLCSA C MEHBIEM JIeTKOCTh. Tak KakK I[IOJIMIEL HoCa u
XPOHUYECKHUE [IOJIUIIO3HEE 3aboJjieBaHmUsa OpUIaTOUHBIX [I0JIOCTeN
IIPOABJIAKRT CKJOHHOCTBb K  peluIuBaM, JacTo IO xXony  DoJle3HHu
TpebyeTcd OCylleCTBJIEHME HeCKOJIbKUX onepalui. Takoro pozna
olepaluy C MMHMMAJIBHBEM BMellaTeJJbCTBOM B I[IPUOATOUHHE II0OJIOCTU
OTHOCATCHA K BMellaTeJIbCTBaM B JIOP-oBJyacTs, npenbaBJlA0IlMM
[IOBEIIEHHEE TpeO®OoBaHUA, U IJA IHalMeHTOB CBA3aHE C MHOTOKPATHOCTBIO
MHOT'OIOHEBHEIX IpeOLBaHUN B BoJIbHULLE " c VMHTEHCHBHBEIM
OOTOJIHUTEJILHEM  JIeUueHUeM, B KOTOpPOE, B YaCTHOCTH, BXOOUT
HasHaueHMe TONMUECKM IIPUMEeHSEeMHX KOPTUKOCTEPOMIOB B TeueHUe
HeCKOJIbKHUX MecHdlleB B nopAanke OCyleCTBJIEHU S IpodUIIakK TUKN
PEeLUIVBOR. Ipu MHOTOMECAUYHOM mocJieonepaloHHON CTepouIHOM
TepalyM MOXeT IMPOABJIATLCA TakKXe YJyUlleHHOe 3aXuBJIeHUe paH IIocie
XUPYPTUUECKOTO JIeUeHUA; IIpYM DSTOM KOHTPOJMPYEMHE MCCIeOOoBaHUA
3aXMBJIEHMSA PaH TIOCJe ollepallMi Ha CHMHYyCe He OCYMeCTBJISITCSA.

KacaTelbHO HajlbHeMIMX TOOPOOHOCTEM JieueHMsS I[IOJIMIIOB HOCa
(Polyposis nasi et sinuum) MOXHO, HalpuMep, COCJaThbCsa TakXxe Ha
COOTBETCTBYyKIME INPeKTUBH "PuHocuHycuT" wu "JMarHo3 © JIeUEHUe
CUHYCUTa n Polyposis nasi” obmecTBa "HeMellkoe ofmecTBO
OTOPMHOJIAPUHTOJIOTUN U XUPYPTUM TOJIOBH M meu".

KoHuenimm JleueHUsa IpedmeCcTBYIeTO YPOBHSA TEeXHUKU
OCHOBHIBAIOTCS Ha OIEpPaTMBHHX CIocofax yIaJjleHMS IIOJIMIIOB Hoca W/Wian
Ha KOHLeNUIMAX KOHCEPBAaTHUBHOTO JIledeHNs, OCHOBAHHHX Ha
KOPTHUKOCTEepoOUOax, IHIpMUeM DSTU CIHOCOOH [IpellleCTBYKIETO YPOBHS
TEeXHUKU CBA3aHH co 3HAUUTEJILHEMM  OpobJjieMaMu U IOBOUHBMY
OeViCTBUAMHA, KacanmMMMCsa  [HallMeHTOB. B  uyacTHOCTH, B CJydae

KOHLEeNUMM JIeueHus IIpeqmeCTByKRmeIro YPOBHA TeXHUMKM UYaCTO He MOXeT



20PeKTUBHEM 00pasoM OpedoTBpallaThbCad PeLUMIMBUPOBAHUE  IIOJIUIIOB
HOCa, B YaCTHOCTM Takxe IIOCJEe I[I0CJIeOlNepalMOHHOTO COCTOAHUSA, Tak
YTO IalMeHTH HOOJDKHE I[IOOBepTraThbCS HEeCKOJIBKO pa3 oOlepaTHBHEM
BMellaTeJIbCTBaM I[IO IIOBOIY PeLUMIMBUPYIMUX IIOJMIOB Hoca. KpowMme
TOTO, KOHIIEIIUNA KOHCEePBaTUBHOTO JIeUeHNn S Ha OCHOBE
KOPTUKOCTEPOUOOB HBJIAOTCS HeXeJlaTeJIbHEMM, B UYaCTHOCTM, B CcJydae
IIOCJIEOIIEPALMOHHEX COCTOAHMUM, OCOOEHHO IMNIpM JIeUeHUM OeTel, B
YacTHOCTM IeTel pPaHHeT'O BO3pacTa, BCJIEICTBME B3HAUMMOTO MIPOOUIIA
MOOOUHHX OEMCTBUM 2TUX AKTHMBHEX BelleCTB.

[losToMy TIpobJiieMa, Jiexamas B OCHOBE HaCTOAmero mu300peTeHusd,
cocToMT B paspaboTke  KOHUENUMM JeueHMS  HOBOTO  THIla  IOJd
OpOodMIAKTUKY WM/UJIM JIeUeHMsS I[IOJMIIOB Hoca (Polyposis nasi et
sinuum), TIpYYeM ONMCAaHHEHE paHee HeOOoCTaTKM [IpelleCTBYIIeTo
VPOBHS TEexXHMKM [OJDKHHE OBTH II0 MEHBIIe Mepe B 3SHAUMTEJLHOM
CTelneHM YCTPAHEeHH WJIM II0 MEeHbIlel Mepe ocJjabJIeHH.

B uYacTHOCTM, TakKad KOHIENUXS JeueHusd I[I0 CpPaBHEHUI C
TPAIMIMOHHEIMKY CIIoCcOoBaMM JieueHMd [OJDKHA OBTL CBS3aHa C MEeHLIMM
YMCJIOM TOOOUHEIX HNeMCTBUNM u/WUIM OpobJjeM, KacalomuxXcsg IIallMeHTOB,
n/nar ofecleuMBaThL I[I0 MeHBIeM Mepe CPaBHUMYKD ¥ OPelloUdTUTeJIbHO

ODaxe YyJIyulleHHVID 500eKTUBHOCTD .

Oosa pemeHns paHee yKa3aHHOM’ PO BJIEME B HacTodgmeM
nzobpeTeHU - COIJIACHO €T0 HOEepBOMY  AacIekTy -  I[IpemjoXxeHa

comepxamas LMHEOJ KOMIO3MUMSA, OIPeOlOoUTUTEeJIbHO CcomOepXamas IMHeOJI
bapMalleBTMUECKasa KOMIIO3MUMA IO II. 1 QOPMyJIH M300peTeHUsa; IOpyTue
IpenlouTUTeJIbHEHE BapMAaHTHE OCYMECTRBJIEHMS KOMIIO3MIMM I[10 HaCTOAIMeEMY
n300peTeHUn ABJIAKTCS O0O0BEeKTaMM COOTBETCTBYKIMMX 3aBUCUMBIX IIYHKTOB
bopPMYyJIEl U300peTeHnd .

HacTosamee wm300peTeHMe - COIJIACHO €eI'0 BTOPOMY acClIeKTy -
OTHOCMUTCSH TakXe K LIMHEOJY, [NIPellouTUTeJIbHO K 1,8-IIMHeOoJy, IJA
IpuMeHeHU S npu npodmniIaKTUKE n/Um JIeUeHUN MTOJIUIIOB HoCa
(Polyposis nasi et sinuum) COIJIACHO COOTBETCTBYKIEMY IIYHKTY
bopMyJiEl M300peTeHMa (. 32); OpyI'Me OCOOEHHO IIPenlloUTUTeJIbHEE
BapMaHTH OCYMEeCTBJIEHMSA 5STOT'O acCllekKTa HaCTOAmMEeTo M300peTeHUsd
ABJIARTCA O00BeKTaMM COOTBETCTBYIIEI'O 3aBMCHMMOIO IIyHKTa (m. 39).

Kpome ToOTO, HacTodmee M300peTeHMe - COIJIACHO €TI0 TREeThbEMY

acllekKTy — OTHOCHUTCA K IIpMMeHeHNVe LIVMHeOJla, IIPpeldIIOUYTUTEJIEHO 1, 8-



LIMHeoJIla, B KauecTBe coIepxamel ¢apMalleBTHUeCKM aKTMBHOE BelleCTBO
KOMIIOBUILIMM, B UYaCTHOCTM OdapMalleBTHMUeCKOM KOMIIO3MLUM, COTJIACHO
COOTBETCTRyKIEMY I[IYHKTY (QOPMYJIEL M300peTeHusd (1. 33); nmpyrwue
O0COBeHHO IMpPenlouTUTEJIbHEE BapMaHTH OCYIMEeCTBJIEHMS D3TOTO aclleKTa
HacTOAmMETO nz3obpeTeHms ABJIAOTCSH obBEKTaAMA COOTBETCTBYKIIETO
23aBUCMMOTO IIYHKTa (. 39).

[lp »TOM HacToOdllee M300pPeTeHMe — COIJIaCHO eI'0 YeTBepToMY

acllekTy — OTHOCHUTCA K ITIIPMMEHEHNVI LIVMHeOJIa, IIPpeldIlIOUYTUTEJIBEHO 1,8—

nMmHeOoJIa, B KauecTBe @apMaHeBTquCKM AKTVBHOTI'O BellleCTBa IJIA

OpodMIAKTHKY WM/UJIM JIeUeHMS TI[IOJIMIIOB Hoca (Polyposis nasi et
sinuum) W/ My OJg  TOJIydeHMs — JIeKapCTBEHHOTO  CpencTBa  IJIid
OpOodMIAKTUKY WM/UJIM JIeUeHMsS I[IOJMIIOB Hoca (Polyposis nasi et

sinuum) COTJIACHO COOTBETCTBYKIEMY IIYHKTY OGOPMyJIH M300peTeHMd (II.
34); mpyrue o0COOEHHO TIIPenlouTUTEJIbHEE BapMaHTH OCYHMeCTBJIEHUSI
TOTO acriexkTa HacToAWero n3obpeTeHmUA ABJIATCA oBBeKTaMM
COOTBETCTBYKIEIO 3aBUCKUMOI'O IIYHKTa (. 39).

Hacrosmee wm300peTeHMe - COIUIACHO €ero HO4ATOMYy acIlekTy -
OTHOCUTCS TakXe K JIEKapCTBEHHOMY CPeICTBY IS NPOOUIAKTUKU WU/UIN
JledueHusa IIOJIMIIOB HOcCa (Polyposis nasi et sinuum) IV  OJA
IpUMeHeHU S npu IpodUIaKTUKE "/ nm JIeueHUn IOJIMIIOB HoOcCa
(Polyposis nasi et sinuum) COIJIACHO COOTBETCTBYIEMY IIYHKTY
bopMyJiEl M300peTeHMa (. 35); OpyrrMe OCOOEHHO IIPenlIoUTUTEeJIbHEE
BapMaHTH OCYMeCTBJIEHMSA 5STOTI'O aclekTa HaCToAmeIro u300peTeHus
ABJIAITCHS 00BeKTaMM COOTBETCTRYIIEIO 3aBUCHMMOIO IIyHKTa (. 39).

Hacrosamee wm300peTeHMe - COIJIACHO €TI0 [MecToMy acleKTy -
OTHOCHMTCH TaKXe K KOMOMHALMM aKTMBHEIX BEMECTB, IIPEeNlNOUTHUTEJIBHO B
BUIOe KOMIJIekTa (no-—aHryauiicku "Kit-of-parts"), s nDpoduiIakTUKU
U/ WUaM JledeHuUd IIOJIMIIOB Hoca (Polyposis nasi et sinuum) WX OJS
IpuMeHeHU S opu npodniIaKTUKE n/Uim JIeUeHUN MIOJIUIIOB HocCa
(Polyposis nasi et sinuum) COIJIACHO COOTBETCTBYKIEMY IIYHKTY
bopMyJiEl M300peTeHMA (. 36); IOpyI'Me OCOOEeHHO IIPenlloUuTUTeJIbHEE
BapMaHTH OCYMEeCTBJIEHMSA 5STOTO acCllekKTa HaCTOAmMETo M300peTeHud
ABJIARTCA O00BeKTaMM COOTBETCTBYIIEI'O 3aBMCHMMOI'O IIyHKTa (m. 39).

HacTosamee wm300peTeHMe — COIJIACHO €TI0 CeInbMOMY acleKTy -
OTHOCMUTCH TakXe K LIMHEOJY, I[IPeldlouTUTeJIbHO K 1, 8-IIMHeOoJy, IJA

peryidunm, IIpeliouyTrTEeJIEHO  IJIA MHPM@MPOBaHMH M/MHM Ccylipeccun,



CUTHAJIBLHOTO HOyTHM Wnt, B UYacCTHOCTM NOIYTM CUTHAJBLHOM TpaHCOYKUUU
"Wnt/Oera-xkaTeHuu", COTJIaCHO COOTBETCTBYKIEMY IIYHKTY  GOPMYJIH
nsobpeTeHusa (1. 37); OpyI'Me OCOOEHHO IMpPelNllouTUTeJIbHEEe BapMaHTEH
OCYWeCTBJIEHMA HBTOT'O acCleKTa HacTodllel'0 U300peTeHuA  ABJIARTCH

oBBbeKTaMM COOTBEeTCTBYIIEIO 3aBMCHMMOIO IyHKTa (m. 39).

HaxkoHelr, HacTodmee MBO@peTeHMe - COIJIaCHO eTro BOCEMOMY
acllekTy - OTHOCUMTCA K LIMHeOJly, IIpeldllIOCUTUTEJIEHO K 1, 8—umHeoy,

OJI9 T[OPpUMMeHeHMS NOpU OpoduilakTuUKe U/UIM  JIeUeHMM CBS3aHHBX C
CUTHaJBHHEM IIyTeM Wnt, B YacTHOCTM C IIYyTEM CHUTIHAJBHOM TPaHCIOYKLUU
"Wnt/fbera-xaredmuu", n/Unmn TakKMM o0pa30oM MHIOYLIUPYEMEBIX "/ mim
CTUMYJIMPYEMEIX 3aboJieBaHMM, B YaCTHOCTM IIOJUIIOB Hoca (Polyposis
nasi et sinuum), OPEeONOUTHUTENIBHO PEeUUIUBUPYIMX GOPM IIOJIMIIOB
HOCa (Polyposis nasi et sinuum), COTJIaCHO COOTBEeTCTBYIIEMY
IYHKTY bopMy JIEL n306peTeHUs (1. 38); opyrue oCcoBeHHO
OPEenrnouTUTEJIbLHEE BapMaHTH OCYMEeCTBJIEHUS 2TOTO acClleKTa HaCTOAMeIo
n3o0bpeTeHns ABJIAITCH oOBeKTaMmn COOTBETCTBYKIETO 3aBUCHUMOTO
nyHkTa (m. 39).

[Ipy »TOM B cCJiydyae IOCJenOyllMX BapMaHTOB OCYIECTBJIEHUS CaMo
cobom nompasyMeBaeTcHd, uTo BapMaHTH MCIIOJIHEHU I, BapUaHThH
OCYMeCTRBJIEHNI, IIPerMyllecTBa M IIpouMe OCOOeHHOCTHM, KOTOPHEe [majee
C UeJblo u3beXaHMS IIOBTOPOB M3JIOKEHH TOJIBKO B OTHOMEHUM OIHOTO
acleKTa HacCTOoAmeI'0 M300peTeHMs, COOTBETCTBEHHO MMET CUJIY TakKxe
B OTHOMEHMUM OCTAaJIbHEIX AacCIeKTOoB u3o0dpeTeHuda 06e3 HeoOXOOUMMOCTU
YIIOMMHATE OO 3TOM 0cofo.

B cayuae JiOOBX YKas3aHHBEIX HaJiee HaHHEX B OTHOCUTEJILHEBIX
OpolleHTax WM B IOIpOolleHTax II0 Macce, B YacCTHOCTM B cJyuyae
KOJIMUECTBEHHEX IaHHHX, cJedyeT ofOpallaTb BHMMaHMe Ha TO, UTO OHWU
10 HacToAmeMy M300peTeHMID CclelrajJucTaMy B IaHHOW o00JacTU TexXHUKU
BHOUpATCA TaK, UYTO MX CyMMa C YUYeTOM BCexX KOMIIOHEHTOB WM
MHITpeOVMeHTOB, B UYacCTHOCTM, YKas3aHHEX »Oajlee, BceT'Ia COCTaBJIAET
VI paBHa 100% VI 100% Macc. ; 2TO OBCTOATEJNIECTBO
moIpas3yMeBaeTCAa clelMalMcTaMM caMo coboi.

B ocTaJbHOM IeMCcTBYeT I0JIOXeHMe, UTO ClHelMaJMCTH B OaHHOM
o6JlacTM TexXHUMKM - B SBaBUCUMMOCTM OT IIPMMEHEeHMS WJIM KOHKPEeTHOTO

cJlydyada - MOTWYT OTKJIOHATBECHA oT IIPMBEIOEHHEX najiee B KadueCTBe
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IIPVMMEPOR HOaHHHX I1I0 Macce, KOJMUEeCTBY WM MHTEepBaJlaM, He BEXONOA 3a
npenejit NaTeHTHOM oxXpaHH HacToAmeIo M300peTeHud.

KpomMe ToOTO, HOeMCTBYyeT IOJIOXeHMe, UTO BCe YyKa3aHHHe ngajee
3HAUYEHUS VI napaMeTpUdecKue IOaHHHE VIV TOMY onoOHHE
XapaKTepUCTUKY OIPUHLUMUIVAJIBHO MOTYT OHBTb HaMOeHH WM OolIpenelieHE
HOPMAaJIM30BaHHEIMM WMJIM CTaHOAPTU30BaAHHBEIMM WM KOHKPETHO YyKa3aHHEMU
crmocofbamMmu OIpelelJleHVMa WJIM B MHOM CJiydae crocofamMmM OolIpenelieHus
WM U3MepeHud, TPpalIuMLIMOHHO I[IPMMEeHSEeMBIMM CclelMaJMcTaMy B OaHHOU
o0JIaCcTU TEeXHUKMU.

Hacrosmee wm300peTeHMe najiee IMIONPOOHO IIOSACHAeTCHd C YUeToM
[IPMBEIEHHEX IIPEenOlOoOCHIIOK.

TakuMm o6pas3oM, OOBEKT HACTOAWleI'O0 M300peTeHusa — COIJIaCHO €TI0
OepBOMy AacIlleKTy - IpelcTaBJisgeT CcOOOM KOMIO3MUMID, IPeINOUTUTEJIEHO
bapMalleBTUUECKYID KOMIIO3ULUID, OJA IIPUMEHEeHUS I[IpU IpOodUIIaKTUKeE
U/ UM JIedeHUM IOJIMIIOB Hoca (Polyposis nasi et sinuum), OpUUYeM
KOMIIOBULMA B KadeCcTBe AaKTUBHOT'O BelleCTBa, [IPEenOIouTUTEeJIbHO B
KauecTee OQapMalleBTUUECKM aKTUMBHOTO BelleCcTBa, COOEPXUT LMHEO,
IPedlIoOUTUTeJIbHO 1, 8—LMHeOoII.

Hacrosamee wm300peTeHMe M KOHLENUMSA JiedeHMS I[I0 HaCTOdleMy
nz3obpeTeHUD OJIA JIeUeHMS IIOJIMIIOB HOocCa CBA3aHe CO MHOXEeCTBOM
IperMylIecTB M OCOOeHHOCTelM, KOTOPHE - HeOoI'PaHMUMTeJILHEM o0pas3oM,
He MPpeTeHIyKIMM Ha IIOJIHOTY - YyKa3aHH naJiee.

B paMKax HacTo4mero n300peTeHnd MOXeT OBITE BIIEPBHE
paspaboTaHa KOHIENNUMA JeUeHMS HOBOTO THIIa OJIS OPOOMIaKTUKNA 1/UIINU
JIeueHMsa IOoJMIIOB Hoca (Polyposis nasi et sinuum), B Cciydae
KOTOpOM OTIMCaHHHE paHee HeOoCTaTKU npelmecTBYRIET O YPOBHSA
TexXHUKM MOTYT OHBTb II0 MeHbIlel Mepe B SHAUUTEJLHOW CTelleHU
YyCTpaHeHH WM II0 MeHblleM Mepe ocJjabdjieHH. B UYaCcTHOCTM, KOHLENILUMSI
JIeUeHUSa TII0 HaCTOoAmeMy WM300peTeHMK I[10 CpPpaBHEHMK C TpaIMvlMOHHBEMM
criocobaMmy JieueHMS CBA3aHa C MEeHbBIMM UYMKCJIOM IMHOOOUHHX OeMCTBUM
u/ i npodieM, KacaomMxcsd IIalMeHTOB, IIpMUeM B paMKax HacTodmeIo
n3obpeTeHmA oBecrieueHa 1o MeHbIIen Mepe CpaBHMMAaA u
NIPedlIouTUTEeJIbHO HOaxe YyJydlleHHas 5»0PeKTMBHOCTE II0 CpPaBHEHUK C
KOHIeNIMeN JIeUeHUS MNPedlecTBYIEero YPOBHS TeXHUKMU.

B3agaBUTeJIeM HeOXMIaHHO OBJIO HaMOeHO, UYTO B CJiydae aKTUMBHOTO

BemeCTea B BHMIe LMHeOJIa, B UYaCTHOCTU 1, 8—LI,I/IHeOJ'Ia, IIpm JIeUeHNNU
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[IOJIMIIOB HOCA& MOXHO IOCTUI'aTh IIOUTM CPaBHUMMHX pPes3yJIbTaTOB, KaK U
IpM [OPpUMMeHeHUM - TUIDKOKOPTUMKOMUIOB, IprMYeM IIMHEOJI B  KaudecTBe
IIPUMPOIHOTO aKTMBHOT'O BEIMECTBa He BHB3HBAET CEPbE3HEE [TO0O0OUHHE
OeiCTBUSA, CBA3aHHHE C KOPTUKOCTepoMIOaMM. IIpM STOM IMHEOJ MOXET
OHTH MCIIOJIE30BaAH B KaueCTBEe EeOMHCTBEHHOTO JIeue®HOT'O CpencTBa WM
Ke  IIpM  JIedeHUMM = Cepbe3HHBX CllyJyaesn TaKxe B KOMOMHaLUUM  C
KOPTUKOCTEpOUIaMU, [IpUYeM Biaromap4a COBMECTHOMY VI
KOMOUMHUPOBaHHOMY [IPpVMMeHEeHU C LMHEOJIOM  UX oerncTBue oaxe
YCUIIMBaAETCAa M MX HOO3a MOXeT OHTH 3HAaUMTEJIbHO YyMEeHbIleHa (IIpU STOM
Opu TOM Xe caMoy 20OeKTMBHOCTHU) .

Kak npepmcTaBJIeHO Hajiee, B YaCTHOCTHM, MOXeT OBTbH 3HAUUTEJIBHO
YMeHbBIIeHa JyacToTa pPeuuomuBOB nopy  JIeYeHUM  IIOCJIeOollepallMOHHEIX
COCTOSHUM .

[lp »TOM TakXe cCJjegyeT IIPUHATE BO BHMMaHME, UTO aKTUBHOe
BelleCTBO B BMIOe LMHeOJa B paMKaxXx HaCTodlel'o M300peTeHMd MOXHO
BBOIOUTH TONIMYECKU (HanpuMmep, VHTpaHa3aJIbHO n/Uim CUCTEMHO
(HanpuMep, IIepopalibHO)). Kak Opu TOOMUYECKOM, IIPpM KOTOPOM LMHEOJI
B of0meM cCJiydae HaHOCAT HEINOCPeOCTBeHHO Ha CJIM3UCTHE OO0O0JIOUKU
HOcCa, Tak M TIIPpM CUCTEeMHOM I[IpMMeHeHUM (HaldpuMep, IIepopalibHO)
IpMMeHeHM e npuodbpeTaeT IIPOTUBOBOCIIAJIUTEJILHEIM,
KOPTUKOCTEPOUIOONONOOHHY IpodnIib OeCcTBUS LMHeoJa.

BasBUTeJIeM TakXke HeOXMIaHHO ObJIO HaMOeHO, UYTO COIJIaCHO
KOHLENIMM II0 HacCToAmeMy M300peTeHMI MOXHO 5»0PeKTHMBHEM OOpaz30oM
JIeUUThL, B UYaAaCTHOCTM, PeUMIMBHpPYyHIMe OQGOPMEl IIOJMIIOB HOCa, KOTOPHE
B CJydae TPpaIMUMOHHOM KOHIENUMM JeUeHMS OO HaCTOAmeTo BpeMeHM He
MOTUIM OHTBH WMJIM HEe BCeTlJa YIOBJIETBOPUTEJIBHO MOTJIM OBTEH WM3JIEUEeHH.

B mocienymomeM TakxXe yKa3aHO, 4YTO COIJIaCHO KOHIENUUM JI€UeHUS
10 HaACTOANeMy M300peTeHMI MOXHO IIPAMO JIeUMTH TakXke (QOPMBl IIOJIMIIOB
HOCa, CBfA3aHHHBHE C CUTHaJoM Wnt, B YacTHOCTM C IIyTeM CUTHaJILHOMU
TpaHCOY KUK "Wnt/6era-xkaTeHuu", B YJaCcTHOCTHA PelrOIuBUPYIIME
bopMEI, KOTOPHE COTJIacHO TPaIULVOHHOM KOHILLEIIINN JIeueHM s
NIpeIlleCTBYKIETO YPOBHHA TEeXHUMKM IO HACTOAMETO BPEeMEHM He MOIUIM
OHITE 20OEeKTUMBHEIM 00pasoM YIOBJIETBOPUTEJIEHO M3JIEUEHH.

[loeToMy B 1LI€JIOM B HacCToAmeM MU300peTeHUMM IpeacTaBJieHa
>0beKTMBHaAA W IOpuUeMJIeMas »OJda TI'MOKOT'O I[IPMMEeHeHMSa - KOHIENIUA

JIeUeHWA, KOoTOopad OCHOBaHa Ha TIIPMPpOIOHOM AaKTMBHOM BelleCTBe (a
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VMEHHO, Ha LIMHEeOJIEe UM IPelllouTUTEeJIbHO Ha 1,8-1LMHeoJe), C KOTOPHEM
He CBA3aHH CylNeCcTBeHHHEe HexeJlaTeJlbHbEle TI[IoOoUHHe IelcTBUIg. B
YaCTHOCTM, KOHIENUMS JI€UeHUS II0 HaCTOoAMeMy MW300peTeHMK MOXET
TaKkxe 50be K TUBHEIM u TUOKUM obpasoM KOMOMHUPOBATLCA C
TPaIMLUMOHHEMM  KOHLENUMAMM JiedeHMsd; Tak, HalpuMmep, KOHIIETIIN A
JIeUeHUSa II0 HacCTOoAMEMY MW300peTeHMI MOXeT OHTHb MCIIOJIB30BaHa II0CJIe
XUPYPIUUIECKOTO yIOaJIeHUd [IOJIUIIOB HOCa IoJIs npenoTBpalleHn s
[IOABJIEHMS PEeUUMIMBOB WMJIM Xe KOHIENUMSA JiedeHMd I[I0 HacToAlleMy
U300peTeHNI0 MOXEeT KOMOMHMPOBATBLCS C TPAIOMUIMOHHEMY CUCTEMHO W/MUJINU
TONMUECKM  I[IPMMEeHSIEeMEIMM  KOPTMKOCTEepOMIaMuM, B  UYacCTHOCTH, npu
YCJIOBUM, UYTO MX IOEMCTBME YCUIMBaAeTCd UM MX IJo3a yMeHbmaeTrcsa (u,
CJIemoBaTeJIbHO, YMEHbIlaeTCsa TakKke Opodmibk MHNOOOUHOTO OeMCTBUA BDTUX
KOPTUKOCTEPOUIOR) .

UTO KacaeTcsd I[IPMMEeHSAeMOT'0 B paMKax HacCTo[AleI'd0 U300peTeHMsd
IPUPOIOHOTO aKTMBHOI'O BeMecTBa B BMIe LIMHeOJa, B dYacTHoCTM 1,8-
UMHeoJa, TO B CBA3M C 5BTUM HeOOXOOMMO NIPUBECTHU CJeylyue
CBeIOeHUd.

1, 8-1IMHeOoJI NPpMHAOJIEXUT K OUIMKIMUECKUM SIIOKCUMOHOTEpPIIeHAaM,
foJjlee TOUHO HAaBHBAaEeMBIM JIMMOHEHOKCHIaMM. 1, 8-1MHeOoJI C XMMMUeCKOM
BpyTTo-dpopMmyJion CigH130 CUHOHMMMUHO oBO03HAUalT KaK SBKaJMITOJI,
JIMMOHeH-1, 8—okcum, 1, 8-»HnokCcHU-II-MeHTaH I 1,3, 3-TpuMeTHII-2~
OKCabMIMKJIIO[2.2.2]OKTaH. OH npelcTaBJIgeT cobom fecClBeTHY
XMOIKOCTE C  IIPSAHBEIM, KaM@OPOIIOOOOHEM 3allaxoM, C TeMIepaTypomn
lasJjeHus +1, 5°C, C TeMIepaTypol KuleHusg oT 176 mo 177°C,
HepacTBOPUMYIO B BOIE, HO CMENM B aKMYC I C OOJIBIIMHCTBOM
OpraHMUYeCKMX pacTBopuTesel. EcTecTBeHHO, 1,8-1LMHeOJI BHCTYIaeT B
KauecTBe TJIaBHOM cocTaBJgnmen JacTu SBKAJIUIITOBOTO MacJja
(PBKAJUIITOBOE MACJIO COIepXuT 1o 85 macc.% 1,8-1mHeoJa), a TakKxke
B CcJydyae IpYyI'MX PpacTeHMM, TakKMx Kak, HalpuMmep, MaTa, manden,
TUMb SH, fasmnIInK u YaMHBI KyCT. Kpowme TOTO, 1, 8-umHeon
COOEepXuTCcH, HalpuMep, B MacJe BilenHoIpeBeCHOM MeJlaJleyKH,
MOXOKEBEJIOBOM, [IEPEYHOM, KOHOILJISHOM MacJie, MacJle KaellyTOBOTO
oepeBa, maladpeMHoOM Macje, MMPTOBOM MacJje M B IPYIMX 5S0OMPHHX
MacJsax. TexHuuyeckum 1,8-1IMHeEOJ, UMCTOTa KOTOpPOTO B ofmeM ciydae

cocrTamrjadgeTr 99,6-99,8%, B ofmeM cJydae IIOJy4dannT (pakKLUMOHHOM
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[IepeT'OHKOM SBKAJUITOBOTO Macja. 1,8-1IMHeoJI Ha IIpedmecTBYIeM
YPOBHE TexXHMKM IIPMMEHSIT, B UYaCTHOCTHM, B KaueCcTBe OTXapKMBaKMeTo
CpeIcTBa pu BOCIIAJIEHUAX BpPOHXOB u OPYyTUX 3aboJIeBaHMAX
OHXAaTeJIbHHX I[IyTel IpeMMylleCTBeHHO B BeTepMHapuM, HO, KpoMe TOoTo,
Takxe B KauecTBe apoMaTuUszaTopa B HDapdioMepHOM IPOMBIIJIEHHOCTHM.
Kpome TorTO, 1,8-LIMHEOJ MCIOJbL3YIT B CTOMATOJOTHUM IIPU PEBU3UU
njaoM6 KOPHEeBOTO KaHala.

B dapMakoJIOTMUeCKOM OTHOWEeHMM 1, 8-1IMHEeOJI B BEepPXHUX M HWKHUX
OEIXAaTEeJIbHEIX IIYTSAX, B UYACTHOCTM B JIeTKMX UM OKOJIOHOCOBHX Ilasyxax,
OKa3HBaeT MyKOJUTHUUEeCKoe U 0OaKTepuMUMOHOe mercTBue. Kpome TOTO,
OH  MHIUOUPYET HeKOTOpPHE HeVpoMeOnaTOPH, KOTOpPEHIE ABJIATCSA,
HalpyMep, OTBETCTBEHHHMM 3a CyXeHue OpOHXOB (OIpM XPOHUUYECKUX
OBCTPYKTUBHEX 3aboJieBaHMAX JIeTKUMX U OPOHXMAJILHOM acTMe BBelIeHUEM
YMCTOTO 1, 8-1MHeoJa  MOXeT OHITL  yJydlleHa  QYyHKUMS  JIeTKUX) .
BcJiencTBME CBOETO KOPTUKOCTEPOUIONONOOHOTO IeMCTBUSA LMHEOJ MOXeT

IIPMMEHATECA B KadeCTBe 3aMelarmero CcpelCTkBa B OOIIOJIHEHME WIIM B

nopsamnke OOIIOJIHUTEeJILHOM JleKapCTBEeHHOM Tepaluu C
KOPTUKOCTEepOUITaMA . 1, 8—-1MHeOoJI - Kak yKa3aHo majiee -
IIPUHUMIINAJIBLHO MOXeT IPUMEHSATLCS KakK TONMUYECKU, HalpuMep

(MHTpa) HasaJjbHO U/MiIM OyTeM MHTaJIgSLUuu, Tak ¥ CUCTEMHO, B
YaCTHOCTU IepopalJibHO (HalpuMmMep, B BUIe KallcyJ) .

B kauecTBe akKTMBHOI'O BellecTBa 1,8-1LMHeoJ ofJjlagjaeT Kak
MYKOJIUTUUECKUM, Tak U I[IPOTUBOBOCIAJIUTEJILHEIM  IOeliCTBUEM. IIpu
CUCTEMHOM IIPMMeHeHMM 1, 8-LMHeOJI JIeTKO pe3opbupyeTcsda M TIolalaeT
yepe3 KPOBSHOEe PYCJO B OpraHb »OBXaHMSa, I'IOe OoKal3HBaeT OelCTBUE.
TaxmuM obpaszoM, 1, 8-umHeoJ MOXeT, HaIopuMep, Pa3XMKaATh B
OHXAaTeJIbHHX IIYTAX CeKpPeTH, BHIOeJISeMble IIpM BOCIaJleHMM, a Takxe
BASKYID CJIM3L U IIPOTUBOIEMCTBOBATL BOCHAJUTEJILHEIM I[IpolleccaM B
OEIXaTeJIbHEX IyTax. B obJjlacTu BEePXHUX OEIXaTeJIbHEX oyTen
YMeHBIIaeTCsa IoMexa MOHXaHMIO uYepes HOC IIPpUM HacMopke U ODHYOMIALUMSI
Co3HaHMuAg.

KacaTeslbHo JDajbHeMmux nompobHocTe o 1,8-1nHeoJe Kak of
AKTMBHOM BelleCcTBe MOXHO, HalpuMep, COCJaTbCHa Ha Hu3maHue "Rompp
Chemielexikon, Georg Thieme Verlag, Stuttgart/New York, 10.
Auflage, Band 1, 1996", cTp. 752, «rioueBoe cJoBO: "Cineol"

(LMHeo ) ; ad TaKXe Ha YKa3aHHEe TaM JIMTepPaTypPHEIe MCTOUHMKUM.
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3agBUTeIeM B pPaMKax ero MHOTOJIETHMX HayUHHX MCCIeIoBaHUM
HeOXMIaHHO OHJIO HalIeHo »Opyroe 3abojieBaHMe, KOTOpOoe AaKTHBHEM
BemecTBOM Ha IIPUPOIOHOM OCHOBEe B BMIe IIMHeoJa, B dYacTHocTu 1,8-
LIMHeoJa, 520dekTuBHO UM 0es MNOOOUHEIX OEVMCTBMM MOXeT HK3JIeueHO, a
VMIMEHHO TIIoJMIH Hoca (Polyposis nasi et sinuum), B YAaCTHOCTM TakKXxe
GOpPMEI IIOJIMIIOB HOCAa, CKJIOHHEE K IIOSBJIEHUI PELUUIMUBOB.

B uwacTHOCTM, B paMkKax HaCTOAleI'o M300peTeHMS KOMIIO3ULUMA II0
HacTodAmeMy M300peTeHMbD UW/WIM LMHEeOJI MOTYT OHTbL MCIOJbL30BaHH MJII
OpOOMIAKTHKY WU/UJIM JIEUeHMS PeUMIMBUPYIMX (QOPM IIOJIMIIOB HOCa
(Polyposis nasi et sinuum). ©opMH 3aboJieBaHUM TakKoT'o pPoma He
nonmarnTcs JIeUEeHUI TPaluLOHHEMA criocobamm JleueHM B
YIOBJIETBOPUTEJILHOM CTEIeHN’.

CorJjiacHO [IpenrnouyTUTeJIb HOMY BapMaHTy OCYIeCTBJIEHU A
HacToAmWEero M300peTeHMsa KOMIO3MIMIO I[I0 HacTodlleMy M300peTeHU
U/UIY LUMHEOJI MNPUMEHST IJIS OPpOQMIaKTUKU U/WUIM JIeUeHUS CBI3aHHBX
C CHUI'HaJIbHEIM IIyTeM Wnt, B YacCTHOCTM C IyTeM CUTHaJLHOMU
TpaHcOoykumm "Wnt/GerTa-kaTeHuH", dopM moymnoB Hoca (Polyposis
nasi et sinuum), NOPEONOUTUTEJILHO OJIS OPOOMUIIaKTUKM U/UJIU JIeUeHUd
VMHOYLMPYEMEIX /UK CTUMYJINPY EMBIX CUTHaJILHEIM IOyTeM Wnt, B
YacTHOCTM IIYyTeM CUTHaJLHOM TpaHCOyKUMM "Wnt/OeTa-xaTeHuH", dopMm
IOJIMIIOB Hoca (Polyposis nasi et sinuum) .

Takoro poma QOPME MJIM COCTOSHMSA IIOJIMIIOB HOCa OO HaCTOAmMEeTIO
BpeMeHM B CcJiyuae TPaIMLUMOHHEX KOHIENUUWM JeueHMS He MOIJIM OHTh
WM He BceT'Ia MOIJIM OHTb YIOBJETBOPUTEJIBHO 00pa®oTaHE WM
M3JIeUEeHH .

Tak Ha3WBaeMbl CUTHaJbHHM OyTh Wnt, B UYaCTHOCTM IyThb
CHUTHAJILHOM TpaHcOykumm "Wnt/Oera-xaTeHuu", ABJIAeTCSI OOHMM U3
MHOTUX IIyTeM CUTHaJbHOM TPaHCOYKLUMM, IIOCPeICTBOM KOTOPOIO KJIETKU
MOTYT pPearVMpoBaTh Ha BHEMHMEe CUTHAaJHE. OTOT CUTHAJbHEM OYThH
Ha3RaH II0 CcBoeMy JuIaHny "Wnt", To ecTb IO CUIHaJbLHOMYy OeJIKy,
KOTOPHEM B KauecTBe JOKAJILHOTO MedMaTopa MCIOJHAET BaXHY QYVHKIIMIO
IpM Pa3BUTUM Pa3JIMUHHX XWMBOTHEX KJIETOK.

CoBCcTBEHHO abbpeBHaTypa "Wnt" VCTOPUUECKHU OCHOBaHa u
COCTOMT mU3 KOMIIOHeHT "Wg", Cc omHOM CTOpPOHH, M "Int-1", c »Opyrom
CTOPOHEL. 3JleMeHT abbpeBuaTyph "W" OpoMCcXoOMT OT CcoOKpamleHusa "Wg'",

KOTOPHIM B  CBOK oOuepelb I[IPOMCXOAMT OT  AaHTJIMMCKOTO  CJIOBa
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"wingless" (OeckprJlafg), M O3HauaeT 0(QakKTOp pocCTa ceMeMcTBa Wnt,
KOTOPEM OBJI OTKPHT I[IepBHM (KoTma T'eH Wg MyTHUPYeT, TO BO3HMKAET
BeCKPEJIEI BapMaHT »Opo30duiel Drosophila melanogaster). DSJIeMeHT
abbpeBuaType "nt" OpoMCXOOMT OT Ha3BaHMA T'eHa "reH Int", KOTOpPHM
IpM ero aKTUBalLUMM B CJlydae MHIIM CTUMYJIMPYET UM 3alyCKaeT pasBUTUE
paka MOJIOUHOM XeJie3H. B 1LeJIoM UIeHTUOUMUMPOBAHE 19 pasjMUHHX
TeHOB Wnt.

K cuTHanpHOM TpPaHCOYKUMM CUTHAJIBHOTO OyTHM Wnt OIpuMyacTHO
MHOXeCTBO OeJyikoB. OH ABJIAeTCA CYIMeCTBEeHHEM IOJIS HOPMaJIbLHOTO
pazBuUTHA 5SMOpPMOHa (sMOpMOTeHeszsa) U OOHapyXMBaeTCsa Takxe I[Ipu

HEeKOTOPHEX ¢popMax paka. CoTJlIaCHO COBPEeMeHHOMYy COCTOAHMUIO 3HaHUM

CUTHAaJIbHEM Oejiok  Wnt CBA3HBaeTCH C  PpPelLenTopoM "Frizzled"
(coBMeCTHO c KOPEeLelToOpOM "LRP" [low-density  lipoprotein
receptor-related protein (6eJiok, POICTBEHHLN pelLenTopy
JIUIIONPOTEMHa  HU3KOM  ILJIOTHOCTM) ]), KOTOPHEI aKTUBUpPpyeT  OeJIoK

"Dishevelled" (DVL), KOTOPHIM B CBOK oOuUepelb MHIMOMPYOIMM o00pa3oM
OelcTByeT Ha BEeJIKOBEM KOMILJIEKC (B KOTOPHI BXOOUT GSK-3
[MpoTerHKMHaza], ©OeJlok-cynpeccop onyxoqu APC um 06ejlok akcuH-1),
KOTOPEHI, Kak IpaBuUiio, paclernjggeT OeTa-KaTEeHUH. Tak Kak
oerpanmaumga OeTa-KaTeHMHa  MHIUOUMpYyeTCcd, TO OH cofBupaeTcd B
UMTOILJIa3Me M B KJI€TOUHOM Anpe. B KJIeTOUHOM 4Anpe OeTa-KaTeHUH C
TCEF/LEF oOpasyeT OeJIKOBHM KOMIUIEKC ¥ aKTHUBUPYET TakKuM oOpas3oM
crieuudpmMUuecKre leJieBule TeHbel. I'en APC 1pencraBjgeT coboyt TeH-
CYIIpeccop ONyXOoJM, KOTOPHM CHaualla OBJI HalIeH MyTHUPOBAHHEM IIPU
HEKOTOPEX BUIOaAX PpakKa KUIKM, OTHaAKO HSTOT T'eH MOXeT MyTHMPpOBAaThb
Takxe TpU IPpyTUX BMUIOaxX paka; TeH APC komupyeT 06ejiok APC, KOTOPHMU
B CHMITHaJIbHOM IIyTM Wnt HABJISeTCd IIPpUUYACTHHEIM K »Oelpamauum 6OeTa-
KaTeHVHa .

CUTHaJILHEM IIyTh Wnt wMMeeT B3HaueHMe BO MHOTUMX IIpolleccax B
paMkax pas3BuTHA 5SMOpMOHa (5MOpHOTeHesa), TaKMX Kak, HalpuMmep,
oBpasoBaHMe OCH TeJla M 3akjalka Opr'aHOB. BO B3pPOCJBEX KJIEeTKax B
IIPOTUBOIIOJIOXKHOCTE B3TOMY OH IIPEMMYINECTBEHHO ABJIAETCH HEaKTUBHEM,
a B OIIYXOJIEBEIX KJIeTKax OH MOXeT CHOBAa HaxXOIOUTLCH B
AKTUBUMPOBAHHOM COCTOSAHUM.

B kJeTKax, B KOTOPHX CUTHAJLHHM IIyTb Wnt He akTuBeH, OeTa-

KaTeHVMH HaXoIMTCA CBA3aHHEIM B KOMIIJIEKC, KOTOpBIIZ BeoeT K TOMYy,
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uro ©OeTa-KaTeHMH IIOCTOSHHO pasJjlaraeTcsa; TakmMm obpasomMm, OeTa-
KaTeHWH OT'paHn4YeH B BO3MOXHOCTH aKTUBUPOBATH TPaHCKPUIILAIO
HEeKOTOPHX TeHOB. OTOT KOMILJIEKC, KOTOPHEM o0003HavalT TakxXe Kak
OEeCTPYKUMOHHHM KOMILJIEKC, COCTOUT M3 Pa3JIMUHHX OeJIKOB, IIpUUYeM K
BaxHeVmyM ©OeJIkaM OTHOCATCHA akcuH, GSK-3-NpoTeMHKMHa3a U OeJIOK-—
cyllpeccop onyxogu APC. Korma ©OeTa-KaTeHMH HaxXOOUTCH B 5STOM
KOMILJIEKCE, TO OH MOXeT cBSg3aH c HeJIKOM HeTa-TrCP "
YOUKBUTUHUPOBaH,; YOUKBUTMHMPOBaAHME BeIOeT K TOMy, dYTo OeTa-
KaTeHMH pas3jlaraeTcd B IIpoTeacoMe. OmHako KkKorma "Wnt" cedzaH co
CBOMM pPeLenTopoM "Frizzled" nu KOpeLenToOpOM "LRP", TO
akTupupyerca Oejox "DVL", KOTOPEM MHIUOMPYeT HOeCTPYyKUMOHHEIM
KOMILJIEKC,; OeTa—-KaTeHMH BECBOOOXIOaeTCAa ¥ OOJiblle He MOXeT OHTH
pasJioXeH, a aKKyMyJMpyeTCcsa M IollajaeT TakKXe B KJIeTOUHOe 4IOpo,
roe OH COBMECTHO C »OpyI'mMM OeJiIKkaMM CBA3HEHBaeTCcd C (GaKToOpoM
TPAHCKPUIILYM, KOTOPHM TakuM ofBpas3oM aKTUBUPYETCS, UYUTO B CBOL
ouepelb TIIPOABJNAETCHS B TPaAHCKPUIILMM Pa3JIMUHEIX I'€HOB (HaIpuUMep,
uukgauHa D1 m MYC) .

B »TOoM CBA3M 3asgBUTEJIEM COBEPIEHHO HEeOXMIAHHEM o0pas3oM OBLJIO
HalgeHo, UTO COOTBeTCTByomMe GOPME MJIM BaPUMAHTH IIPOSBJIEHUS
paccMaTpMBaeMoI'o B HacToAmeM u300peTeHUM  3aboJIeBaHUA (T.e.
IOJIMIIOB Hoca [Polyposis nasi et sinuum]) CBSA3aHH C 0OOCYXIaeMbM
CUTHaJLHEM IIyTeM Wnt, B UYacTHOCTM C IIYTEeM CHUIHAJILHOW TpaHCOYyKLUMU
"Wnt/Bera-xareHmH", a MMeHHO, B UYaCTHOCTM, B TOW CTeIleHM, UYTO
COOTRBeTCTByKIME GQOpME 3abdojileBaHMA (T.e. IIOJMUIE HOCa) CBA3aHH C
akTHMBalMelM paccMaTpuMBaeMoTO CUTHaJbLHOTO OYyTM M TakuM obpa3oMm
MHOYLUUPYIOTCS, ¥, B YacTHOCTM, B TOM cCTelleHM, uUTOo 3abdojieBaHMue B
ero TeueHMM YCKOpPHAeTCHS W CTUMYJIMPYEeTCS BpPeIOHHM IJIS [IalMeHTOB
criocodbom.

[lpy BTOM, B UYaCTHOCTHM, 3aSBUTEJIEM COBEPIMEHHO HeOXMIAaHHO
OBUIO HaMOeHO, UTO IIPpUMMeHSeMHM B paMKax HacTOoAmeI'o M300peTeHua B
KauecTBe aKTMBHOTI'O BeMecTBa LMHEOJ, B 4YacCTHOCTM 1,8-LMHEeOJ, B
COCTOAHUM BJMATL Ha CUTHAJLHEM IOYThL Wnt, B UYacTHOCTM Ha IIYTh
CHUTHAaJILHOM TpaHcOykKuuM "Wnt/BeTa-xaTeHuu", u, B UYaCTHOCTM, Ha
MHTUMOMPOBaHME, uTo IIPOUCXOOUT C  yMeHbIIeHHOM npoJinbepaliuen
KJIETOK, CBSA3aHHEIX C pPacCCMaTpPMBAaeMBIMM B HaCTOAMEM M300peTeHUN

bopMmaMu 3adojieBaHMd (T.e. C IoOJMIIaMM Hoca), M, TakuM ofpas3oM,
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oBecrnieunBaeT BJIaToNPU A THRM [IPOT'HO3 TeUueHUA 3aboJIeBaHNA N4
nanumMeHToB. JpyI'MMM CJIOBaMM, B paMkKax HaCToAdmero u300peTeHusd
BIIEPBEE WM COBEpPIEeHHO HeOXMIAaHHHM ofOpa3oM OBJIO HaWOeHO, UYTo
LIMHeOoJI, B UYacTHOCTM 1, 8-1LUMHeOJI, OeMCTBYyeT B KauecTBe MHIHUOMTOpAa
U Ccyopeccopa CHUTHaJIbHOTO nOyTu Wnt, B UYacTHOCTM NOYTM CUTHAJLHOM
TpaHcOyKUuy "Wnt/OGera-xaTeHuu", UyTO BeImeT K COOTBEeTCTRYyNIEeN
bapMakoJioTHMUeCcKOM 20PeKTMBHOCTM B OTHOIEHUM paccCMaTpMBaeMoI'o B
HacTodAmeM M300peTeHUM 3abojieBaHUag (T.e. IIOJIMIIOB HOCA) .

B STOM CBA3U nCcJenoBaHnsd, IpOBeIeHHEEe 3adBUTEJIEM,
riokaszaJjiu, gTo LIVHeOJI, B YJaCTHOCTH 1, 8-1mMHeOJI, BemeT K
VMHITUOMPOBAHUID CUTHAJBHOTO nOyTM "Wnt/OeTa-kxaTeHmu", mOpuueMm, B
YaCTHOCTH, - 06e3 HaMepeHMUs OTpaHMUEHMS BTOM Teopuem - B
OIPUCYTCTBUM LMHeOJIa [IPOUCXOIOUT YMeHBIeHMe COoepXaHUsa aKTUBHOI'O
BeTa-KaTeHMHA, KOTOPEIM IpencTaBJIgeT cobon LeHTPaJIbHEM
TPAHCKPUIILMOHHHY  BeJIOK-aKTMBATOP pPacCMaTpMBaeMoT'o  CUTHAaJBHOTO
oyTv. B sTOoM CBA3M - Takxe 0e3 HaMepeHUd OTpaHUUeHUs BTOou
TeopueM - UMHeoJd wuiIM 1,8-LIMHeOJ BeleT K HU3KOMY YPOBHI WU
comepxaHuio QochopuIMpoBaHHOM GSK-3-NpOoTeMHKMHAaR3H, UYTO BegeT K
YCUJIEHHOM AKTUMBHOCTHU GSK-3 u TakuM oBpal3oM K YCUIIeHHOM
oerpalalliu feTa-KaTeHMHa, COMNPOBOXIAKIMENCS  UMHTUOMPOBAHUEM U
VMHaKTUBaluen paccMaTpruBaeMoro CUTHAJILHOTO oyTu "Wnt/bera-
KaTeHMH" .

B ciaydae GSK-3 peub numeT o) KOHCTUTYTMBHO aKTUBHOM
IpOTeMHKMHAa3e, KoTopasd, B UYaCTHOCTM, MHIUOUPYeTCHaS BCJIEOCTBUE
bochopusMpoBaHMUa IO cepuHy-9 (GSK-3-anbpda) wmIM 10 CcepuHy-—-21
(GSK-3-6era) . YMeHbIIeHNE bochopuimmpoBaHm g GSK-3 B paMrax
CUTHAJILHOTO Kackama, ABJIAKMETOCSH OCHOBOIIOJIa T allMM oJs
CHUTHaJIbHOTO nOyTu "Wnt/BeTa-kxaTeHuH", BemeT, TakuM o6pasoM, K
akTupauuyu GSK-3 B KauecTBe KOHCTUTYTMBHO AKTMBHOM MIPOTEMHKMHASIH,
UTO B CBOK OUepelb BeleT K YCUIEHHOMY OGOCOOPUMIIMPOBAHUID MU,
CJIeNOBAaTEJBHO, K VHaKTUBAaLUN " nerpalally BeTa-KaTeHMHA.
BriociiencTBMM WMHIOYUMPOBAaHHAS WJIM BH3BaHHaAS LMHEOJIOM MHaKTUMBALMA
CUTHAaJILHOTO oy TU "Wnt/bera-xaTeHmH" KacaTeJIbHO rnomoJjiexamero
JeueHMio 3abojieBaHMA (T.e. IIOJMUIIOB HOCAa) IOIPMBOOMUT K YMEeHLIIeHHOM
npoqiMpepallu KJIETOK ¥, TakKuM o00pasoM, K CYIPeCCUrM U U3JICUeHU

12Nz OCIIabIIeHN paccMaTpMBaeMoIro B HacTodleM MSO@peTeHMM
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3aboJIeraHmAa (T.e. IOJIUIIOB HoCca) . B STOM  OTHOIEHUM  MOXHO
cocJlaThbCca TakXke Ha [IpuBeleHHHEe Oajiee IOACHEeHUd.

KpoMe Toro, IOpuMeHeHMe IIMHeoJa II0 HacToAmeMy W300peTeHUID B
clydae paccMaTpMBaeMoT'o B HacTodAmeM u300peTeHUr  3abojieBaHUA
(T.e. IHOJMUIIOB HOCa) BeIeT — Takke 0e3 HaMepeHMs OTpPaHMUEeHUS STOU
TeopMeM — K YMEHBIIeHHOM DSHIOJM30COMAaJIbHOM JioKaJm3aluuu GSK-3, uTo
IoOnepXrBaeT ee IIOHMXeHHOe MHIUOMpOBaHMe BCJIeICTBMe 00paboTku

IMHeOJIOM M B CBOK oOoudepelb BeleT K OajIbHeMmeM MHaKTuBalLuuu ©OeTa-

KaTeHMHa .

Taxkum oBpasz3oM, LMHEeOJI, [IPMMEH S MBI 1o HaCTOAIEeMY
n3o0bpeTeHn, BeleT [IPMMEHUTEJIbHO K paccMaTpUBaeMOMy oy Tu
"Wnt/bera-xaTredmuu", Tak cKazaThb, K IOIBOVIHOMY CIIOCODY

MHITUOUPOBaAHUA paccMaTpuBaeMOTI'O Kackala, COIIpOBOXIaeMOI'O paHee
yKasaHHOM 50beKTUBHOCTLIO KacaTeJIbHO nonJjiexalmero JIeUeHUIO
3abosieRaHMAa (IIOJIMIIOB HocCa) .

BagBUTeJIeM COBEPNeHHO HeOXMIaHHO Takxe OBJIO HaMOeHO, UYTO B
cilydyae paccMaTpMBaeMor'o B HacCTodlleM U300peTeHUM 3abojieBaHUA
(T.e. TIIOJMIIOB Hoca) - Takxe 0e3 HaMepeHMsa OoTpaHUUeHUd BTOU
Teopuer - I[IpUMeHeHMe LMHeoJla BeIeT K YMEeHbBIIeHMIO AaKTUBHOCTU U
YMEHBIIEHNIO DKCIPeCCUM II0 MeHbllel Mepe OIHOT'O T'eHa, B YacCTHOCTH,
CBSA3aHHOTO o} CUT'HAaJIbLHEM noyTeM "Wnt/fBera-xkaTeHuu",
NpenlouTUTeJIbHO TeHa Wnt (CHMHOHMMMUYHO 0003HauaeMoI'o TakKXe Kak
Ted WNT). B »TOoM CBA3M LMHEOJI IOEeMCTBYEeT, B YaCTHOCTM, B KauecTBe
peryJjdaTopa, IpenrIouTUTeJIbHO MHTUOMTOpPAa n/ cymnpeccopa,
paccMaTpMBaeMBEIX TI'€HOB MM T'e€HEeTUUECKMX IMIPONyKTOB, B UYaCTHOCTHU
0eJIKOB, B UYaCTHOCTM, IIO MeHLIIell Mepe OIHOTO TeHa Wnt u/uim Oejka
Wnt (cHMHOHMMMUYHO o0O003HauvaeMoI'o Takxe kak WNT-6eJiok). B ofbmem
ciydae, peryiadumMd, B UYaCTHOCTM MHIUOMpOBaHMEe U/MIM Cylnpeccusd,
MOXeT OCYMeCTBJIATECA Ha YPOBHE T'eHOB, TPaAHCKPUIILWK, TPaHCJIALUNA
u/nan Gejika. B STOM CBA3M 3agBUTeJIEM COBEPIEeHHO HEeOXUOAaHHO OBLJIO
HalOeHO, UYTO IIOHMXEHHAasd aKTUMBHOCTL CUTHaJLHOTO OyTu "Wnt/Bera-
KaTeHVMH" BezmeT, B UYaCTHOCTHM, K YMEHBIIEHHOMY [IPOTPEeCCUPOBaHUIO
KJIETOK B ciayudae paccMaTprMBaeMoTo B HacTOoAmeM M300peTeHUN
3aboJjieBaHMAa (T.e. IIOJUIIOB HOCA) .

TakuMm oO6pa3oM, B Hopalke o0000meHMHa, COIJIACHO HaCTOAMEMY

n300peTeHn0 BIIEepPBHEe OBJIO HaMOeHO, UYTO ILIKMHeOoJ, B dYacTHocTu 1,8-
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LIMHEOJI, MOXeT MHIMOUPOBATL aKTMBHOCTL OyTH "Wnt/GeTa-xaTeHuH" C
bapMakKoJOTUUEeCKOV AaKTHMBHOCTBLIO B OTHOIEHMM paccMaTpMBaeMoI'o B
HacTodAmeM M3o00peTeHUM 3abojieBaHMA (IIOJMUIIOB Hoca) . TakuM ofpasom,
CoTJlaCcHO HacTodmeMy M300peTeHMIO BIEepBHEHEe OBJI IIOKa3aH  HOBHM
bapMakKoJOTHMUECKMY  MexXaHM3M IeVCcTBUA LKHeoJa Kak I[IPpUMPOOHOTO
AKTMBHOT'O BeMecTBa. HalioeHHBEI MeXaHM3M OeMcTBMSA LMHeoJla C

HabJonaeMon 350PeKTUBHOCTLIO B OTHOIEHVM  pacCMaTpUBaeMOT'O B

HacToAmeM MBO@peTeHMM 3aboJIeraHuAa (T.e. ITIOJIMIIOB Hoca)
yOenouTeJIb HEM O@paBOM InooTrBepXoaeTCA mccijleioOBaHMAMUA u
MSECKaHMAMN, OoCymeCTBIJIEHHEIMN 3aABUTEIIEN, dTO B oaJibHeWmeM

NOOPOBOHO IIOKAa3aHO B paMKaxX IIPMMEPOBR OCYIIECTBJIEHUA.
CorJlaCHO IOpyT'OMy IIPeOIIOUTUTEJIEHOMY BapMaHTyY OCYIIeCTBJIIEHUA
HacToAmeIro MBO@peTeHMH KOMIIO 3MLIMIO I10 HacCToAdlmeMy MBO@peTeHMD

U/ Uim IMHeOJI IIPVMMEeHAKRT OJIA HpO@MHaKTMKM U/UIMU JIeUeHUS CBS3aHHHX

C CHMTHaJIbHEIM IOyTeM Wnt, B  UYaCTHOCTM C IIyTeM CUITHaJILHOM
TpaHCOyKUMKM "Wnt/GeTa-raTeHuH", peUMAMBUPYLIMX (GOPM IIOJMUIIOB HOCA
(Polyposis nasi et sinuum), NPEeOIOUTUTEJIBEHO IOJIS OIPOOMIAKTUKNA

U/ UM JIeUeHVS WHOYLUUPYEMBEX U/UIV CTUMYJIMPYEMEX CHUITHAJbLHEM I[IYyTeM
Wnt, B YaCTHOCTM IIyTeM CUTHaJbLHOM’ TpaHCOYKLUN "Wnt/6Gera-
KaTeHMH", peuraIVBUPYNMUX GOopM IIOJUIIOB Hoca (Polyposis nasi et
sinuum), .

I[lpy  >TOM, Kak yKa3aHo »ajee, NIpMMeHeHVe  LMHeoJa, B
YaCTHOCTM 1, 8—-LIMHeoOJla, B paMKax KOHLENIMM JiedeHMS I[10 HaCTOAleMy
n300peTeHr  SOPEeKTMBHEIM 00pasoM yMeHbIaeT WM  MUHUMUBUPYET
BO3HMKHOBEHME PEelUUIVBOB.

CorJiacHO eme  OIOHOMY OCOOEeHHOMY BapMaHTy  OCYIEeCTBJIeHUA
HaCTOAmMETO M300peTeHMsa KOMIIO3MIMSA I[IO0 HacCTodmeMy M300peTeHUD
u/nnm LMHEOJ [IPVMEeH ST nJis nIpodMIIaK TUKNA n/nnm JIeueHM s
IocJieonepalMOHHEX COCTOSHUM.

B uacTHOCTH, B STOM CBSA3M KOMIIO3MIMA IO  HACTOAIEMY
M300peTeHnn WM LUMHEOJ MOTYT OBTB MCIOJB30BAaHH B KaudecTBe
3aMelanmero CpeIncTBa VI nJisg OOIIOJIHUTEJILHOM JIeKapCTBeHHOM
TepallMM C KOPTUMKOCTEepoOMIaMM, IIpuueM OJarolapsa IPMMEHEeHMI LMHeoJIa
[IOABJIEHME PEeUUMAMBOB MOXeT OHTb 50QPEeKTMBHO I[IPelOoTBpaleHO WM II0

MeHbIlIel Mepe MVMHIVMVSUMPOBaHO.
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B WYaCTHOCTM, KOMIIO3UUIMS II0 HaACTOAmeMy W300peTeHuio W/Winu
IMHEOJI MOTYT OBTH MCIOJL30BAHH MJIS OPOOWMIAKTUKU W/WMIM  JIeUeHUS
IOJIMIIOB Hoca (Polyposis nasi et sinuum), NOPeIIOUYTHUTEJIEHO B
ciy4dae PeUUIVBUPYOIMX bopmMm, mocJe OpelmeCTBOBARIIETO
XUPYPTUUECKOTO yHOaJIeHMs IIOJIMIIOB HOCa.

CoTJylacHO eme OIHOMy OCOOEeHHOMYy BapMaHTy  OCyMeCTBJIEHUS
HacToAWeTro WU300peTeHMA KOMIIO3UUMSA IO HACTOSANEMy UM300peTeHUD
U/ MUY UMHEeOJI MOTYT OBTHL MCIOJIL30BAHE OJIA YMEHLIIEeHMS pPUCKa WU
BEPOSATHOCTHU IIOARJIEHUSA PeuunIuBOE, B YaCcTHOCTH, B ciy4dae
IIOCJIEOIEePallMOHHEIX COCTOSHUN n/uiam COCTOSIHUN nocJe
IpeIeCTROBABIETO XUPYPIUUECKOTO yIajleHUusd IIOJIMIIOB HOoca.

B 4YaCTHOCTM, KOMIIO3MULUMSA II0 HaCTOAmeMy Mu300peTeHUio W/Wiu
LUMHEOJI MOTYT OBTH MCIOJBE30BaHE OJIA [OIPOOMIIaKTUKM pPeluuIVBOB, B
YaCTHOCTM, B CJydyae IIOCJIeOlepPalMOHHEX COCTOSHUM U/UJINM COCTOSIHUNA
IocJie NpellleCTBOBABIIETO XUPYPIMUECKOTO yIajleHUd IIOJIMIIOB HOoca.

ITo HacTodleMy n300peTEeHNIO NpennodTUTeJIb HbIM ABJIAETCH
BapMaHT, KoI'DIa KOMIIO3ULMA IIO0 HaCTOoAlleMy M300peTeHUI COLEPXUT
LUMHEOJI B BMIe UMCTOI'O BelleCTBa, KOTOpOoe IIPedlOoUYTUTEJIbHO He
COOEPXUT OPYIMX TEepleHOB, IIPeMMyMeCTBEHHO C UYMCTOTOM II0 MeHblen
Mepe 95 wMacc.$, B YacCTHOCTM TIIO MeHbmen Mepe 96 wMacc.$%,
NPpenlNouTUTEeNIbHO 10 MeHbleM Mepe 97 Macc.$, 0oJee MNPennouTUTEJILHO
10 MeHbIleM Mepe 98 Macc.$%, B3HauUMTeJILHO O0oJiee TMPellouTUTEJIBHO 10
MeHbIIe Mepe 99 mMacc.% u eme 0o0Jiee MOPEONOUTUTEJILHO II10 MeHbIen
Mepe 99,5% B pacueTe Ha LIMHeoJI. Takum oOpa30oM, MOXHO 3OOeKTHUBHO
IpeloTBpamaTh M  UCKJIKOYATh HexeJlaTeJlbHEe  [NOOOUHHEE  NeliCTBUA
BCJIEACTBME BO3MOXHOTO HaJlMUMsa OPYIUX MWHTPEeOMEeHTOB, B UYaCTHOCTHU
npuMecei.

IpyTMMM CJIOBaMM, IIO HaCTOAMEeMYy W300peTeHMI NPeNloUTUTeJILHBEM
ABJISeTCHA BapMaHT, KorJga B COCTaBe KOMIO3MUMM IO HacCTOAMeMYy
N300pPEeTEeHNI0 IIMHEeOJI HAaXOOUTCHS W/WIM [OPpUMeHSeTCd B BUIEe UMCTOTO
BelMecTBa MJIM KOTIa LIMHeOJI CBOOOIOEH OT OPpYTMX TepIleHOB W/WMIM He
CONEepXUT OPYTUX TepleHOB.

TaxkuMm obpasomM, B pamMrKax HacCToAmeTo n300peTeHUsd
NPpeIlNOUTHUTENEHEIM ABJISETCS BapMaHT, KoThda I[IPMMEeHSIeMBM 1LIMHEeOJI
MMeeT UYMCTOTY IIO MeHbmel Mepe 95 Macc.%, B YaCTHOCTM IIO MeHLbIIeM

Mepe 96 mMacc.$%, OPpeIlOoUTHUTENIBHO IO MeHbIeM Mepe 97 macc.$, 0OoJee
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NIpennouTUTEJIBEHO 1o MeHLIIen Mepe 98 Macc. %, ele BoJiee
IPEenrIoYTUTEJILHO 1o MeHbIIen Mepe 99 Macc.% u HauboJee

ONpeIlNOoUTHUTENIEHO IO MeHbleM Mepe 99,5% B pacueTe Ha ILMHEO.

CorJjlacHO OCOODEeHHO MNPelloUuTUTEeJIbHOMY BapMaHTy OCYIECTBJIEHUI
KOMIIOBULMA I[I0 HaCTOAlleMy M300pPeTeHMI COONepPXUT LMHEeOJ B BuIe 1,8-
LUMHeOoJla WM LUMHeOJI HaxXOoOMUTCda B BuIOe 1,8-LMHeoJa.

CorJlacHO IIPEenIouTUTEJIEHOMY BapMaHTy OCYUIEeCTRBJIEHMA LIMHEOJI
MOXEeT HaxXOOMThbCAd B dGopMe C JIMIIOCOMAaJILHOM  OOOJIOUKOW  ¥/WMiu
JUIIOCOMAJIbLHOM  yHNakKoBKOM. Bjaromapsd 5SToMy HOOoCTUTaeTcsa ocobasda
50PeKTUBHOCTE M OCOOBM CIIOCODOOM 3allMilaeTCda LUHEOJ.

[lpennouTmTeJIbHEIM  ABJIAETCA  BapMaHT, Korma KOMIIO3MLUMA 110
HacToAmeMy M300pPeTEeHMIO COOEPXMT LMHEeOJI B KaueCTBe eOUMHCTBEHHOI'O
AKTUBHOTO BelleCTBa, B JaCcTHOCTM B KauecTBe €OMHCTBEHHOT'O
bapMalleBTHMUECKM aKTMBHOTO BemecTBa, W/UIM KOoTOa LUMHEOJ IPUMEHSIT
B KauvecTBe eIMHCTBEHHOI'O akKTMBHOI'O BellecTBa, B YaCTHOCTM B
KadecTBe eIMHCTBEHHOTO (QapMalleBTUUECKM aKTMBHOTO BelleCTBa. TaKMM
obpasomM, MOXHO u30eraThb HexXejlaTeJIbHEEe [OOOUHHEe IeMCTBUS U
B3aMOIENCTBUA.

CorJjlacHO eme  OOHOMY OCOBOEHHOMY  BapMaHTy  OCYlleCTBJIEeHUA
HacToAWeTro M300peTeHud MOXeT OHTh IIPEeOyCMOTPEHO, UYTO KOMIIO3ULMA
[I0 HaCTodlleMy M300peTeHMI He COLEPXUT HEeCTEPOUIHEX UHIMOUTOPOB
Bocmajienus (NSAID) wu/miamu cBoOOOHA OT HECTEPOUIHHEX MHIUOUTOPOB
BOCIIaJIeHU A (NSAID) wu/uiIM UMHEOJ MNPUMEHSnT W/WUIVM BBOOAT 0e3
HeCTepOUIHEIX VHIUOBUTOPOB BOCIIaJIeHU A (NSAID) n/Uim B X
oTcyrcrBMe. TakuMm o00pa3oM MOXHO HM30eraThb HeXeJlaTeJIbHBE II0O0UHEE
nevicTeua NSAID M HelOpeAcKas3yeMee B3aMMOIEMCTBUSA C LMHEOJIOM.

B paMkax HacCcTodmeI'o M300peTeHMd KOMIO3MUMA I[I0 HAaCTOoAlleMy
M300pPEeTEeHU COOEPXUT LUUHEOJ B 5SOOEeKTUMBHEX, IIPEOIOUTUTEJIEHO B
bapMalleBTUUeCKM 5OOeKTUBHEIX KOJINUECTBaX.

KommuecTpOo LMHeOJIa B KOMIO3MLUUM I[I0O HACTOLAlleMy M300peTeHMD,
B YaCTHOCTHM, B 3BaBUCHMMOCTM OT JIeKapCTBEeHHOV GOpPMH (HamopuMmep, IJg
[IpUMeHeHUsa TOIUYeCKM WJIM CUCTEMHO) UM TAXeCTM U CcBoeoOpas3mud
nonjexamero JieueHMno 3aboJieBaHMA MOXET M3MeHATHCAI B MIUMPOKUX
npenejyax. Ilo HacToAmeMy M300PETEeHUID IIPENIOUTUTEJIEHO MOXeT OBTh
IpeIyCMOTPEHO, UYWTO KOMIIO3MLMA II0 HAaCTOAlleMy M300PETEHMIO CONEPXUT

IMHeOJI B pacdeTe Ha KOMIIOSMINVMIK B OTHOCHMTEJIBHOM ROJIMYeCTBE B
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mHTeppaye oT 0,0001 mo 80 wmacc.%, B uyacTtHOCcTM oT 0,001 nmo 75
Macc.%, npemMmymecTeeHHo oT 0,005 pmo 70 Macc.%, OPeOIouTUTEJIBHO
or 0,01 mo 60 macc.%, OoJjiee npempnoururessHo oT 0,05 mo 55 mMacc.3
n ocoBeHHO npepnouTurTesbHO oT 0,1 mo 50 macc.%. TakuMm oOpasoM,
obecrneunBaeTca xopomasd 20PeKTUMBHOCTL, C OIOHOM CTOPOHHE, M XOpolasd
IepeHOCMOCTL, C IOpPpyTOoM CTOpPOHH. TeM He MeHee, MOXeT OHTb
IpedyCMOTPEeHO OTKJIOHeHMe OT YyKas3aHHBEX 3HaueHuyr 0e3 BHXOOa 3a
npeneJjs IaTeHTHOM OXpPaHH HacToAmero n3obpeTeHud; Takoe
OTKJIOHEeHUEe B KaxmooM KOHKPETHOM caydae OCYIECTBJIAETCHA 1o
YCMOTPEHMIO CIEelMalMCTOR B HOaHHOM OOJIaCTU TEeXHUKU.

IIo HacToAaleMy N300peTeHND IPenIlIoUuTUTEJIbHO MOXeT OBITH
IpedyCMOTPEHO, UTO KOMIIO3MLIMSA I[I0 HACTOAmEeMYy M300pPEeTEeHMI COOEPXUT
LIMHEeOJI B pacueTe Ha KOMIIO3MIMIO B OTHOCUTEJIBHOM KOJMUEeCTBe IIO

MeHbme Mepe 0,0001 Macc.%, B YaCTHOCTM IO MeHbmen Mepe 0,001

Macc.%, IpEeMyIe CTBEHHO 1o MeHbIIemn Mepe 0,005 Macc.%,
OpPenrnoYTUTEJILHO 110 MeHbIIeMn Mepe 0,01 Macc.%, BoJiee

IpPenrnoYyTUTEJILHO 110 MeHbIIeV  Mepe 0,05 Macc.% u 0CcoBeHHO
NpenlouTUTEeSIbHO 10 MeHbmer Mmepe 0,1 Macc.$.

KpoMe TOTO, IO HaACTOANEMY M300pPeTeHM I NPelloUTHUTEJILHO MOXET
BHITEL TMNPEeOYyCMOTPEHO, UYTO KOMIO3MUMSA II0 HacTofmeMy M300peTeHU’o
COOEepXMT LMHEeOJI B pacueTe Ha  KOMIO3BULUMI B  OTHOCUTEJILHOM
KoJIMuecTBe He 0Oojee 80 wMacc.$%, IOpeuMymecTBeHHO He 0oJjee 75
Macc. %, NpPenrnoYTUTEJIEHO He BoJiee 70 Macc. %3, BoJiee
OpennouTuTeJIbHO He ©OoJjiee 60 Macc.$, 0coOeHHO MIPedlouTUTEeJILHO He
BoJyiee b5 mMacc.? m HamboJiee MNPenIouTUMTeJIbHO He 0OoJjiee 50 Macc. 3.

OBLIUHO IpenycMaTpuBaioT, uTo KOMIIO3ULMSA  IIO HaCcToAleMy
N300peTeHnI0 COIEePXUT ILMHEeOJI COBMECTHO II0 MeHbIleM Mepe ¢ OIOHUM
OUBUOJIOTUUECKM MIpHeMJIEMEIM HOCHUTeJIeM (DKCUMIMEeHTOM) WIM LMHeOJI
IPUMEHSIT COBMECTHO IIO MeHbIeM Mepe ¢  OOHUMM (OU3MOJIOTUUEeCKU
OpueMJIeMBEIM HOCUTEJeM  (SKCUMIOMEHTOM) . I[IpM STOM OIPMHIMIMAJILHO
MOXHO IpUMEeHATE JIoOHE bMBMOJIOTHUUECKHU IpueMIIeMble HOCUTEJIN
(SKCLUMIIMEHTH) . B dYacTHOCTM, MOPeIIoUTUTeJILHHM SABJISeTCSd BapMaHT,
KoT'Da MIpMMeHSAeMBM HOCUTEeNb (SKCUMUIMEeHT) MOXeT cMemMBaThbcad ¢ 1, 8-

IIMHeOJIOM I/I/I/IJ'H/I PacTBOPATECA B HeM M/MJ'H/I HOCUTeEJIb (PKCUUIIMEHT)

I1pm 20°C u aTMOC(]_)epHOM OTaBJIEHUMM HaXOIMTCA B XMIKOM WMJIM TBEepIOM
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arperaTHoM COCTOAHMIM. HpMMepr HOCHTeJIel (PKCLUIUIIMEHTOBRB) ; KOTOPEHE

MOT'WYWT CMeIllMBaTbCAd C 1, 8-LMHeOoJIOM I/I/I/L]'H/I pacTBOpPATECA B HeM UM, B

yacTHOCTM, Tnpu 20°C m aTMochepHOM MHaBJIEHUM SABJAOTCS XKUIKUMHA,
opencTaBJglT coOoM, HalpuMep, COeIMHEeHUS U3 TPYIIHE XUPHHEX Macell,
OpellouTUTEesIbHO TPUTJIMIepUuns, O0oJjiee MOPeAlNouTUTEJIEHO TPUTIIUIIEPUIH
C uenaMmM cpemnHe¥ nmaubHe @ (Medium Chain Triglycerides, MCT) wu
OCOBOEeHHO MPelNoUTUTEJSIbHO TPUIUIMLEPUOE C OCTaTKaMM XUPHHX KUCJOT
C6—C12 .

B pamMkax HacCToOAMero u300peTeHMd MOXeT OHThL [IpedyCMOTPeHO,
YTO KOMIIO3ZULIMIO II0 HACTOAMEeMY M300peTeHMI0 NIPUMEHSIT TONWMUYeCKU WJIU
CMCTEeMHO ¥ KOMIO3MUMIO II0 HaCTOoAmeMy M300peTeHMIO alalTUPYyT OJId
TONMYUECKOTO MJIM CUCTEMHOTO IIpMMeHeHMS.

IpyTuMy CJioBaMM 9SDTO O3HauaeT, UYTO B paMKax HaCTOAMeIo
n306peTeHUsa LMHEOJ I[IPYMMEHSAT TONMUYEeCKM WMJIM CUCTEMHO UM LIMHEOJ
ajalTUPYT OJS TONMUECKOTO MM CHUCTEMHOT'O IIPMMEeHeHMS.

Kax vyxe OBJIO yKa3aHO paHblle, KOMIO3MUIMA IO HaCTOAIEMY
U300PEeTEeHNID M LMHEeOJI B paMKax JiedeHMA II0 HacTodAlleMy M300peTeHU0
IPUHIWIINAJIELHO MOXeT [IPUMEHATHC S TONMYECKU (HampumMmep,
MHTpaHa3aJbHO U/MWIM [OyTeM MHTAaJALUuM) U/UIM TONMUYeCKM (HalIpuMmep,
CHUCTEMHO) ¥ IIPM 2TOM B BaBUCUMOCTM OT WHAOVMBUIYAJLHOTO JIeUEHUS U
IpUMMEeHAEeMEX IJId JeueHusa GopM, TaxKecTr 3aboJjieBaHMsa, OCOOEeHHOCTeN
MalMeHTOB ¥ T.II.

TakuM o00pas30M, IO HaCTOAmeMy M300peTeHMI0 IPedyCMOTPEeHO, UYTO
KOMIIOBUIIMIO I[I0 HACTOAMeMy W300peTeHMid U/UIM LMHEOJ [IPUMEHST
TONIMYECKM, MNPedlouTUTeJSIbHO WHTpaHa3aJIbHO WM IIyTeM WHTAaJIgsuuu,
U/UIV  KOMIIOSMILMIO IIO0  HACTOAmeMy  M300peTeHuio  U/UIM  IUHEOJ
amanTUupyoT IJS TOIUMUYECKOTO, IIPEelloUTUTeJIbHO WMHTPpaHas3aJbHOTO WU
VHTAJIAUMOHHOTO MPVMeHEeHWS .

B ciyyae TONMUECKOTO IIPMMEeHEeHMS KOMIIO3UIMSA II0 HaCTOAMeMY
n300peTeHrD UM/WIM LMHEOJ MOTYT IPVMMEHSATLCS B BUIE MHTPAaHAa3aJIbHO
BBOIMMOM JIeKApPCTBEHHOM GOpPME. O5TO O3HavaeT, UYTO KOMIIO3UIMA IO
HaCTOAMEMY M300peTeHun W/WIM LMHEOJ MOTYT OBTL I[IPUTOTOBJIEHH B
VMHTpaHas3aJIbHO BBOIMMOMW JieKapCTBeHHOM (opMme. Hampumep, KOMIIO3UIIVA
10 HacToAmeMy W300peTeHMI0 MOXeT IMPUMEeHATHLCS B BUIe Ha3aJlbHHX

CIipeeB, Ha3aJIBEHEIX Karieljib, Ha3aJIBHEIX I‘e.]'lef]l, Ha3saJIBEHEIX MaBeﬁ,
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Ha3aJIbHEIX IIPOMEIBOK, Has3aJIbHEIX KpeMoOB, MHTAJIATOR ZNIZN TOMY
NOODOOHOTO WM IIPenlIodTUTEJSIEHO B BUIOEe  Ha3aJIbHEIX  CIpPeeB. 2TO
o3HavaeT, UTO KOMIO3UIMSA II0 HACTOAMEeMY M300peTeHMIO U/UIM LUMHeOJI
MOTYT OBTH NPUITOTOBJIEHEL B BUIEe Ha3aJIbHEIX CIpeeB, Has3aJIbHEX
Karejb, Ha3aJIbHEX TeJiel, Ha3aJIbHEX Ma3el, Ha3aJIbHEX I[IPOMHBOK,
Has3aJIbHEIX KPeMOB, WMHITAJATOB WM TOMY IOHDOOHOTO M OPelloUuTUTeJILHO
B BUIOEe Ha3aJIbHHEIX CIpPeeB.

ComlacHO OpyTroMy BapMaHTy HaACTOAWETO M300peTeHMsa — KakK OBUJIO
YyKasaHO paHee - KOMIO3SMUMS U/UJIM LMHEOJI MOTYT TakKXe MIPUMMEeHSITLCS
CUCTEMHO, B UYaCTHOCTM IIepopaJibHO WM IlapeHTepallbHO (HallpuMep,
BHYTPUMBEHHO, BHYTPUAPTEPUAJILHO, BHYTPMMBIIEUHO, I[IOOKOXHO M T.II.,
HalpyMep, B BUIEe IIapeHTepaJlbHOM JeKapCTBeHHOM QOPME, TaKOoM Kak
bopMEL oJis VHBEKLINU, MHOQY3UU u T.II.) u NPEenrIouTUTeJIbHO
nepopalitHO. TakuMmM o0paszoM, KOMIIO3MUMA II0 HaCTOodAlleMy M300peTeHUD
U/UIM  1UUMHEeOJI MOTYT OBITE B 5STOM CJiydae analTUpOBAaHBL OJ4
CHUCTEeMHOTO, B UYaCTHOCTM IJA I[IepOopaljibHOTO WM IIapeHTepaJIbHOT'O U
NPEenIouTUTEeJIbHO IJIA [IepopallbHOT'O IIPMMeHeHMd.

[Ipy STOM KOMIIO3ZMUMSA II0 HACTOANEMY M300peTeHMoD U/MUIIM LUMHeOJI
OPenrnouTuTeJIbHO MOTYT IIPMMEHATLCS B BUIe IIepopalJibHO BBOOMUMOM
JeKapCTBeHHOY GOPME, T.e. KOMIIO3MUMSA II0O HACTOAmeMy MW300peTeHU0
/MM UMHEeOoJI MOTYT OHTL B 5STOM CJydae [IPUIOTOBJIEHE B BUIE
nepopaljlbHO BBOIMMOM JIeKapCTBEHHOM (GOPMEH.

B »TOM BapMaHTe OCYIIECTBJIEHUA KOMIOBUIMSA I[IO HaCTOAeMY
U300peTeHMo U/UJIM LUMHEeOJI MOXeT IPUMMEeHATLCS OPellIoUdTUTEeJIBHO B
BUIE XeJIYOOUHO-PEe3UCTEeHTHOV, HO PacTBOPMMOM B TOHKOM KUIIEeUHUKE
CUCTEeMHO IIpUMeHSeMOV JIeKapCTBEeHHOV (QOPMEI, OPenlouTUTeJIEHO B BUIE
KaricyJi, opaxe, IUJIIOJE , TabJIeTOK WM TOMY [OOOOHOTO, T.e.
KOMIIOZUIMA II0 HaCTOdIeMy MW300peTeHMIo W/MIM LMHeOoJI MOTYyT OHThL B
STOM BapMaHTe OCYIIEeCTRBRJIEHUA NIPUTOTORJIEHHT B BUIEe XKeJIYOOUHO-—
Pe3UCTEeHTHOM, HO pPacTBOPUMOMN B TOHKOM  KHUIIEUHUKE CUCTEMHO
IpuMeHSIeMOoM JiekKapCTBeHHOM OGOpMH, OPellouTHUTeJILHO B BUIEe KalcyJ,
Opaxe, OUIJE, TadlleTOK WIM ToMy HOmoOHoTo. IlpyM 3TOM B STOM
BapMaHTe OCYIEeCTRJIEHVI KOMIO3SUIMA I[I0 HacCTodAlleMy M300peTeHMD
U/WIM LUMHEeOJI MOTYT OBTHL NIPUTOTOBJIEHH, B YaCTHOCTM, Takke B dopme

0JIS MHBEeKIMM, MHOPY3IUM MM TOMYy IIOOOOHOTO.
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B uwacTHOCTH, B 3aBUCKMMOCTM OT THIla [IpUMeHEeHUID (T.e.
CUCTEMHO W/WMJIV TONUUYECKM) U TIKEeCTV ¥ OCOOEHHOCTEN MNOIJIeXaleTo
JleueHMD 3aboJieBaHMda, a TakKXe OT OpyI'MX TepalleBTUUeCKUX (QaKTOpOB
M yYCIOBMM CyYTOUHas HOo3a IIPMMEHSIeMOT'O LMHeoJla MOXeT WU3MeHATHLCS B
LIMPOKKUX IIpelejlaX. B YaCcTHOCTM, LMHEOJ MOXeT IIPUMeHATLCA C
CYTOUHOM IO30M B MHTepBaje oT 0,1 mo 5000 Mr/meHb, B YaCTHOCTU B
uHTepBajie oT 1 mo 3000 Mr/meHb, NpeVMymeCTBEHHO B MHTepBajie OT 5
no 2500 wMr/meHb, MOPEONOUTUTEJILHO B MHTepBaje oT 10 mo 2000
MI'/OeHb ¥ O0COOeHHO IPeNloudTUTEeJIbHO B MHTepBajle oT 50 nmo 1500
MI'/OeHb. O9TO O3HavaeT, UYTO KOMIOZMUMA II0 HaCTOoAmleMy W300peTeHUo
U/UIY 1UMHEeOJI MOTYT OHTbH amalTUPOBaHHE IJIS I[IPUMMEHEeHMS C CYTOUYHOM
moso B wumHTepBaje or 0,1 mo 5000 wMr/medHb, B UYaCTHOCTU B
uHTepBajie or 1 mo 3000 MI'/meHb, [pPeMMymeCTBEeHHO B MHTepBaje OT 5
no 2500 wMr/meHb, OPEeONOUTUTEJILHO B MHTepBaje oT 10 mo 2000
MI'/IeHb ¥ OCOOEeHHO IMPenlouTHUTEeJJbHO B wMHTepBaje oT 50 mo 1500
MI'/OeHb. TeM He MeHee, MNIPUMHUUIIMAJILHO MOXET OBTHL IPedyCMOTPEHO
OTKJIOHEeHMe OT yKasaHHHEX 3HaueHUM 0Oe3 BHXOIa 3a IpeneJiH [1aTeHTHOMU
OXPaHEl HacTodllero M300peTeHUA. Takoe  OTKJIOHEHME B  KaXIOM
KOHKPETHOM CJlydae OCYHMeCTBJISeTCSa I[I0 YCMOTPEHMI CIelUuajlMCTOB B
DaHHOM oBJacTy TexXHUKMU.

[Ipy CHUCTeMHOM IIPMMEHEHUM IIPMMEHSeMOe KOJIMUECTRBO LMHEeOJa
MOXET TakXe M3MEHATHCH B MMPOKMX IIpenejax. I[IpeOlouTUTeJIbHO MOXeT
OHITE TMPedyCMOTPEeHO, UYTO LIMHEeOJ I[IPMMEHSIT CHUCTEMHO C CYTOUHOMU
no30” B MHTeppase oT 10 mo 5000 MI'/meHb, B UYaAaCTHOCTM B MHTepBalJie
or 50 pmo 3000 wMr/meHbL, IOIpeUMMymEeCTBEHHO B MHTepBajle oT 100 mo
2500 MI'/meHb, NOPENNOUTUTENILHO B MHTepBajie oT 150 mo 2000 mr/meHb
UM OCOBEHHO IPeNlouTUTeJIbHO B HMHTepBajie oT 200 nmo 1500 Mr/meHb
U/UIYM  KOMIIO3UIIMSA I[I0 HACTOAMEeMYy W300peTeHMi W/MIM LIMHEOJ MOTYT
OHITL amalTHMPOBAHH IJIA IIPUMMEeHeHMS C CYTOUYHOM IO30M B MHTEepBaJie OT
10 mo 5000 wMr/meHbL, B UYaCTHOCTM B WMHTepBayle oT 50 pmo 3000
MI'/DeHb, MPeuMylmeCTBEeHHO B MUHTepBajie oT 100 mo 2500 wmr/mensn,
NpenrnouTUTeNIbHO B MHTepBajle oT 150 mo 2000 mMr/meHbr M OCOOEHHO
NpenrnouTuTeNIbHO B MHTepBajle oT 200 mo 1500 wmr/menn. OnHakKo
IPUHLUIINAJIBEHO MOXeT OHTE I[IPelyCMOTPEHO OTKJIOHEeHMe OT YKa3aHHHX

3HaUeHUM Des BEIXOIOa 3a IIpeneJiel IIaTeHTHOM OXPaHH HacTOoAmeIro
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n300peTeHNa (UTO OCYWMEeCTBJAETCH I[I0 YCMOTPEHMK CIelUuaJlMCTOB B
DaHHOM OBJIaCcTM TexXHMKM B KaXIOM KOHKpPeTHOM cCJiydae) .

[Ipy TONMUECKOM IIpPUMeHEeHUM IIpMMeHdAeMele OO3HE LMHeoJla TakxXe
MOTYT M3MEHATHCHA B WMUPOKMX IIpelejlaXx. B 4WacTHOCTM, [IPU TOINYECKOM
IPUMEeHeHUM MOXeT  OBTh [IpelyCMOTPEeHO, UTO  UMHEOJI IIPMMEHST
TONMUECKM C CYTOUHOM OO30M B MHTepmBaje oT 0,1 mo 2000 Mr/meHn, B
YacTHOCTM B MHTepBajie oT 0,5 mo 1500 MIr/meHb, OpeMMymeCTBEHHO B
uHTepBajie oT 1 mo 1000 MI'/meHb, MNPEONOUTHUTEJIBHO B MHTepBaJie OT 2
no 1500 Mmr/meHr M OCOBEHHO MPEenNouTUTEeJSIbHO B MHTepBajle OoT 5 1o
1000 Mr/pmeHb M KOMIIO3UUMA W/WJIM LIMHEOJ MOTYT OHTH amalTUPOBaHH
I0JI9 TIPMMEHEeHMS C CYTOUHOM mHOo30M B wMHTepBajle oT 0,1 zmo 2000
MT'/IOeHb, B YacTHOCTM B uHTepBajie oT 0,5 mo 1500 wmr/medsn,
IpeuMylIeCTBEHHO B MHTepBale oT 1 oo 1000 MT'/OeHb,
NpennouTuTeJJbHO B MHTepBajle oT 2 mo 1500 wmMr/meHs ¥ 0COOEHHO
NpennouTuTeJJbHO B MHTepBaje oT 5 mnmo 1000 wmr/meHb. OOHAKO
IPUHLUNNAJIBEHO MOXeT OBTh I[IPeIyCMOTPEeHO OTKJIOHEHMEe OT YKa3aHHHX
3HaueHuM ©0e3 BHXOXa 3a IpeleJll [IaTeHTHOM OXpaHH HacCTOoAmMeTIo
n3obpeTeHra (UTO OCYmMECTBJAETCHS IO YCMOTPEHMI CIeUuaJlMCTOB B
DaHHOM OBJlacTM TexXHUKM B KaXIOM KOHKpPeTHOM Cclyudae.

OOBUHO KOMIIO3MUMA 10 HaCTOANleMYy M300peTeHMId MOXET COIepXaTb
Takxe IO MeHbIelM Mepe OOVH IPYyToM MHIPEeIMeHT, B YaCTHOCTU IpyToHn
VMHTPEeOreHT, B UYaCTHOCTM IIO MeHbIleM Mepe OINHO BCIOMOTAaTeJIbHOE
BemecTBO M/uiIu  no0aBKY. 3To  0O3Hauaer, UTO IO HaCTOAlleMy
n300peTeHUD IIMHEOJI MNPMMEeHSIT I[I0 MeHbIeM Mepe C OOHMM OPYIUM
VMHIPEOVEHTOM, B YaCTHOCTHU 1o MeHbIIen Mepe C OOHMM
BCIIOMOTATeJIbHEIM BemeCcTBOM ¥/miau nobaBKOM. B 2TOM CBS3M 110
MeHbBIIEM Mepe OIOMH IOPpyTOoM MHIPEeOMeHT, B UYaCTHOCTM BCIIOMOTAaTeJIbHOE
BemecTBO Mu/MIM podaBka, MOTYT OBTL I[IPENNOUTUTEJIBHO BHOPAHH U3
TPYIIH, KOTOPYK COCTAaBJAKRT BCIOMOI'aTeJIbHEE BelleCTBa, YyJydllaomue
nepepaboTKy, CTadbuUIn3aTOPH, BMYJIET'aTOPH, AHTUOKCUIOAHTEHL,
BJIaTOyLepX/BaKIMe cpencTrBa, 3aTyCTUTEINN, Oes3VHOMUIMpyome
cpelcTBa, perynaaropn pH, BemecTra, Oybepupyrolnre 3HadeHue pH,
KOHCEePBaHTH, aHTUCENTUUYeCKNEe CPpelOCcTBa, KpaCUTelM, apoMaTM3aTOpH,
[IPUPOLHEE  OYyNUCTHE  BelleCTBa, OTHOYWKH, pazbaBuTesu, BAXyLIME

BellleCTBa, CcCMadmBaTeJIn, BMTaMNVHEL, OJIMT'O3JIEMEHTEI, MIVHePpaJIEHEIE
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BeElleCTBa, MMKPO3JIEMEeHTH U/Wiar  S0MpHEE  MacJja, a Takxe X
KOMOMHALIUN .

CormjlacHO NpenrnouTUTeIbLHOMY BapMaHTy OCYIIECTBJIEHU S
HacToAmeIro M300peTeHrsa KOMIO3MUMA I[IO0 HacTodAlleMy M300peTeHUo

M/MHM IMHeOJI MOIT'YyT OBITH VMCIIOJIBE3OBAHEL B KadueCcTBe JOIIOJIHEHW A,

IIpenliouyTrTeJIEHO B KOMOMHALIUN, C KOPTHUROCTEepOMoaMl1,
INpenlriouyTrnTeJIEHO C CHYICTEMHO nJin TOIIMYEeCKIM IIPVIMEeH A €MEIMI
KOPTHUMKROCTEpOMoaMI . 3TO O3HadaeT, B cllydae OTUX BapMaHTOB

OCYMEeCTBJIEHMS KOMIIOBMIMA II0 HACTOAMeMy W300peTeHuio U/UIM LUMHEeOJ
MOTYT IMIPUMEHATHLCA B KadeCTbBe [IOIIOJHUTEJBHOTO JIeueBHOT'O CpencTsa
(BCIIOMOT'@TeJIbHOTO JleueBHOTO cpencTea), NpennouTUTeJIbHO B
KadecTee KOMOMHUPOBAHHOTO JIeueOHOT O cpencTea, C
KOPTUKOCTEepOMUIaM, B YaCTHOCTHU C CUCTEMHO NI TONINUYECKHU
[IPUMEHAEMEMY KOPTUKOCTEPOULaMA.

TakuMm o06pa30M, B paMKax HacCToAmeI'o M300peTeHMSI MOXeT OHThb
NpegyCcMOTPEeHO, UYTO KOMIO3MIMSA I[I0 HACTOAmeMYy M300peTeHuin u/WiIu
LIMHeOJI, B UYaCTHOCTM, B IIOpPALKe HOONOJIHUTEJIBHOTO JeUeHUd WU B
KOMOMHALMM C KOPTUKOCTEpOMIAMM MOTYT I[IPUMEHSATHLCSA IJIS YMEeHBIIEHUSA
INOTPeBHOCTM B KOPTUKOCTEpOMIAX MWMJIM WUX 3BaMeHH I[IpK OpoduIIaKTHUKE
U/WUIM JIeUueHUM IIOJIMIIOB Hoca (Polyposis nasi et sinuum).

B uyacTHOCTHM, B paMKax HacCToOAlleI'o u300peTeHusa MOXeT OHTH
NpelyCMOTPEHO, UTO KOMIIO3UIMSA II0 HACTOAMeMy U300peTeHrn W/UiIn
LIMHeOJI, B UYaCTHOCTM, B IIOpsALKe HOOIOJIHUTEJIBHOI'O JeUeHUd WU B
KOMOMHaALUMM C KOPTHUKOCTepOoMIaMM MOTYT IIPUMEeHATHLCSA IJIS YCUJIEHUA
NeViCTBUA W/WIM CHMXEHUS [HOO3EH KOPTUKOCTEPOMIOB IIpU IIpOodMIIaKTUKe
U/WUIM JIeUueHUM IIOJIMIIOB Hoca (Polyposis nasi et sinuum).

Kaxk OrUIO IIOKa3aHO paHee, B paMKaxX OOIIOJHUTEJIBEHOTO JIeUeHUs C
KOPTHUKOCTEpOUOaMM MX  IOeWCTBUEe MOXET  IIOBHIIEHO, a mMx @»osa
yMeHblleHa. CliemoBaTeJIbHO, B CcJiydae OOIOJIHUTEJIBHOTO JiIeueHUus C
KOPTUKOCTepOMIaMy MOXeT OBTh [IPpeOyCMOTPEHO, B YaCTHOCTHU, UTO
KOMIIOBUIIMI0 II0 HACTOAmeMy W300peTeHMio /WM LIMHEeOJ, B YaCTHOCTH,
B opsganke OOIIOJIHUTEJIEHOT'O JleueHusa W B KOMOMHAaLUN C
KOPTUKOCTEepOMIaMM IIPUMEeHSIIT OJiS YyMeHBUIEHWSa WM [IPpeOoTBpalleHNd
IIODOUHHX OeViCTBUM KOPTUKOCTEPOULOB opu  OpoduilaKTHUKE n/Uim

JIeUeHUM IIOJIMIIOB Hoca (Polyposis nasi et sinuum) .
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ComylacHO OpyIT'OMy IIPEeOlIOUTUTEJIEHOMY BapMaHTy OCYIeCTBIJIEeHUA
HaCcTOAmMETrO M300peTeHMA MOXeT OHTh IIPeOyCMOTPEeHO TakKXe, UTo
KOMIIOBUIIMIO [10 HACTOAMEeMYy M300peTeHMI U/UIM LIMHEOJ He IIPUMEHSIT B
KauecTpe IOOIOJIHEHMA, B UYaCTHOCTM B KOMOMHALVMM, C HEeCTEPOUIHEMM
MHTUOUTOPpaMM BocnajieHra (NSAID) /Wiy KOMIOSZUUMI U/UIM LVHEOJ He
[IPUMEH AT B KauecTBe OOIIOJIHUTEJIEHOT'O JileueBHOTO CcpeIncTBa
(BCIIOMOTATeJILHOT'O JIeueBOHOT'O CpencTBa), B UYaCTHOCTM B KauecTBe
KOMOUMHUPOBAHHOTO JleueBHOTO CpeIlcCTBa, C HeCTepOUIHEIMHA
MHTUOUTOpaMM BOCHIaJIeHUd (NSAID). Taxkum oOpa3oM, HexeJaTeJlbHEE
no6ouHtle nencTBUsa NSAID »dbekTHMBHEM O0O0pasoM IIpeloTBpallalTcsa (TeM
OoJjlee UTO MX IIPMMEHEHMEe B paMKax KOHLEeNUMM JIeUeHMA I[I0 HaCTodlleMy

N300peTeHUIn He ABJISeTCS HeOOXOOMMEBIM) .

Ipyro oOBEeKT HacCToAmeIo M300peTeHMA — COIJIaCHO eI'0 BTOpOMYy
aclrexkTy - IpelcTaBJgeT cofo¥ LMHEeOJ, B YaCTHOCTM 1, 8-LMHEeOJI, MOJIsd

pYIMEeHEeHU npy  OpodmiakTrke  U/MUIM  JIEUEHUM  IIOJIMIIOB HOCa
(Polyposis nasi et sinuum).

IpyTuMu cJjioBaMy, OOBEKTOM HACTOAMEIro U300peTeHMS COIJIaCHO
STOMY €T0 acCIleKTy SABJSeTCsd IIpMMeHeHMe LMHeoJla, B YacTHOCTM 1, 8-
UMHeoJa, OJS OpodMIIaKTUKM U/UIU JIeUeHUS IIOJIMIIOB Hoca (Polyposis
nasi et sinuum).

KacaTeJIbHO IaJbHeMmMx NOOPOOHOCTEN STOTO acleKTa HaCTOoSmero
n300peTeHnsd ¥ IIPMMEHeHUSd II10 HacTogmeMy M300peTeHuio luUHeoJa, B
YyacTHOCTM 1, 8-LMHeoJla, MOXHO COCJAaTLCS Ha OpenuOylyre [IOSCHEeHMS
KacaTeJIbHO KOMIIOSULMM [I0 HacTodlleMy M300peTeHUid M ee IPMMeHeHUD,
KOTOPHE COOTBETCTBEHHO WMET CWUJIy B OTHOmEHMM STOTO acleKTa
HACTOAmMEeIro U300peTeHrda ¥ B OTHONEHUM [IPYMMEeHeHMd LMHeoJa IIo
HacToAmeMy M300peTeHMio, B YaCTHOCTM 1, 8-LuHeoJsa.

B cBoOO ouepelb, IPYyTIoM O0OBEeKT HaCTOodmero Hu300peTeHUud -

COIJIaCHO eI'O TpeTeeMy acCIlleKTy - IIpelcTaBiideT cobomn IIPMMEeHEHVIe
InMmHeOoJIa, IIpedIiouTrUTEeJIEHO 1, 8-umHeona, B B IOE KOMIIO 31N,
Conepmameﬁ @apMaHeBTquCKT/I aKTVMBHOE BeleCTRBO, B YaCTHOCTU

bapMalleBTUUECKOM KOMIIOSMLMM, OINMCAHHOM M OIpeneslIeHHOM paHee, B
YacTHOCTHM, B paMKax IIepBOTO acleKTa HacToAmeTro M300peTeHusd, MOJg
OpodMIAKTHUKM WM/UJIM JIeUeHMS TI[IOJIMIIOB Hoca (Polyposis nasi et

sinuum) u/Mav OJIa [OJyYeHus  JIeKapCTBEHHOT'O  CpencTBa  IJId
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OpodMIAKTHKM U/UJIM JIeUeHMS TI[IOJIMIIOB Hoca (Polyposis nasi et
sinuum) .

KacaTeJbHO JajlbHEMIMX IIOOPOOHOCTENM STOTO aclekKTa HaCTOoAmeTo
Us300peTeHrs M NPUMEHEHMS I[I0 HacTOodleMy M300peTeHMI0 KOMIIO3MLUKM IIO
HacTodmeMy M300peTeHMI MOXHO COCJIaThbCa Ha OPpemuHOylire IIOSCHEeHUS B
ciyJdae OPYTUX acCIieKTOB HacTOAMeTo nsobpeTeHUd, KOTOPEIE
COOTBETCTBEHHO MMEIT CUJIY B OTHOIEHMM STOTO acleKTa HacCTOoAmeTo
ns300peTeHMsS M B OTHOWEHWM I[IPMUMEHEeHUS II0 HaCTOoAmeMY M300peTeHMo
KOMIIO3UILIMM IO HACTOdMeMy M300peTeHMo.

KpomMe TOTO, B CBOK Ouepenb, OPYTOoM OOBEKT HaCTOAMEeTO

MBO@peTeHMH - COIUIaCHO €eI'0 4YeTBepTOMy acCIleKTy — IIpelCTaBJideT

cobom IpuMeHeHue LIMHeOoJa, IPenrnouYTUTEIILHO 1, 8-umHeoJa, B
KadecTBe OdapMalleBTUUECKM aKTMBHOTO BelecTBa IJIA OPOOdMJIaKTUKU
U/UIM JIedeHUSs IOJIMIIOB Hoca (Polyposis nasi et sinuum) W/WUIY IOJIS
[IOJIYUEeHNS JIEKapCTBEHHOTO CpelCcTBa IOJIS NPOOMIIaKTUKMY /WM JIeUeHUS
IOJIMIIOB Hoca (Polyposis nasi et sinuum) .

KacaTeJlbHO HaJlbHeMmMX IIOOPOOHOCTEM STOTO acleKTa HaCTOAMEeTO
n300peTeHMda U OPMMEeHeHud I[I0 HacTodlleMy M300peTeHMI LMHeoJla, B
YyacTHOCTM 1, 8-liMHeoJla, MOXHO COCJIATLCS Ha OpelnHoyire IIOSCHEeHUS B
cay4dae OPYTUX ACIIEKTOB HaCTOAMeIo n3obpeTeHns, KOTOpPHIE
COOTBETCTBEHHO UMET CHMJIY B OTHONEHUM DSDTOTO acleKTa HaCTOoAmeIo
n3006peTeHrss M B OTHOWEHUM IMIPYMMEeHeHMsS LMHeoJla I[IO0 HacToAleMy
n300peTeHnn, B YacTHOCTM 1, 8—-LMHeoJIa.

B cBoOoO ouepelb, OPYyToM OOBLEKT HaCTOAMeI'0 U300peTeHUsa -
COIJIaCHO €TI0 HOaTOMY AacIleKTy -— I[IpeICTaBJIsgeT CcoOOM JieKapCTBEHHOE
CPpeICTBO IJIAd OPOOMIIaKTUKM U/UIIMU JIeUeHMS IIOJIMIIOB Hoca (Polyposis
nasi et sinuum) WM »0J9 OPUMEHEeHMd IIpM OPOOMIIakKTUKe W/UJINU
JleueHMM  IIOJIMIIOB  HOCa (Polyposis nasi et sinuum), opuueM
JleKapCTBeHHOE CpeIcTBO B KauecTBe AKTUBHOTO BemecTBa,
OpenrnouTUTeJIbHO B KauecTBe (papMalleBTMUeCKM aKTUMBHOTO BeMeCcTBa,
COOEepPXMUT LMHeOJI, NPenlouTUTeJIbHO 1, 8—-LUMHeOoJI.

TepMmmH "JlekapCTBeHHOe cCpelcTBO" (CHMHOHMMH "dapMalleBTUUECKOE
cpencteo", '"JjekxkapcTBo", "JjeuebHoe cpencrteo" m TOMy THonobHoe),
ynoTpebidgeMell B paMKax HacTogmeIro u3obpeTeHud, cCjlenyeT IIOHMMATDH
OUeHb MUPOKO, IIPM STOM OH OXBATHBaeT He TOJLKO JIeKapCTBEeHHHE WK

@apMaueBqueCKme CcpelCTBa KaK TaKOBEIE (T.e. B CMEICJIE CpeldCTB
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JIeKapCTBEHHOT'O Ha3HaueHUA), a I[IpexXlde BCeT0 TakXe TakK Has3HBaeMue
npenapaTH MeIULVHCKOTO HasHaUYeHUd u, KpoMe TOTO, TaKkxe
TOMeollaTUUeCKMe CpeOCTBa U OUlleBRHe nobaBku. JpyT'MMM CJIOBaMM,
comepXamas LUMHeOJ KOMIIO3UIMA IO HacToAmeMy M300peTeHMK MOXeT,
TakuM 00pasoM, COIJIaCHO HaCTOAMEeMYy H300peTeHMK HaxXOIMUTBHCH B BUIE
JIEKapCTRBEHHOTO CpeAcTBa (dapMalleBTUMUECKOT'O CpelcTBa), IIpelapaTa
MeIVLUMVHCKOTO  Has3HadeHUs, TOMEeONIaTUUeCKOT'O  CpPencTBa, IUIMEBON
OODaABKM WMJIM TOMY I[HOIOOOHOTO.

KacaTellbHO HaJIbHeVMMMX IIOOPOOHOCTEM STOTO acleKTa HaCTOAMETIO
n300peTeHMsa MOXHO COCJIaThbCHa Ha OpelHdyllre I[IOSCHeHMSA B Clydae
IPYyTUX aCIeKTOB HacToAmeIo M300peTeHusd, KOTOPHE COOTBETCTBEHHO
MMET CUJIY B OTHOIWEHUM STOTO aclleKTa HaCTOoAMeIo M300peTeHU.

IIp  »TOM, B CBOK OuUepenb, opyroy oBBeKT HacToAmeIo
n300peTeHna - COIJIaCHO ero WecToMy acIleKTy - IpelncTaBblifgeT cofon
KOMOMHAUMI aKTUMBHEX BeEIeCTB, IIPeAOlOUYTUTEeJIbHO B BUIe KOMILJIEKTa
(no—aurswmiicku "Kit-of-parts"), mjas OpodMIIAKTUKM U/UIM JIeUeHUS
[IOJIUIIOB Hoca (Polyposis nasi et sinuum) WiIM »OJS IPUMEHEeHUS I[IpU

npodmilakTrKe U/UJIM JIeYeHMM IIOJIMIIOB Hoca (Polyposis hnasi et

sinuum) 1 IIprnueM KOMOMHAaLM A AKTMBHEBIX BellleCTB COIOEePXnT, B
JaCTHOCTIH, B BUOoe KOMIIOHEHTOB, OTIOneJILHO PasMelleHHEIX , HO
(l)yHKLU/IOHaJ'H:HO B3aVMMOCBA3aHHEIX I/I/MJ'H/I IIpelHa3HaYeHHEX OJIA
HOOIIOJIHUTeJIbLHOM .J'IeKapCTBeHHOIZ Tepallm nJin KOMGMHMpOBaHHOIZ
Tepalrirm:

(a) UMHEOJ, MNPedlouTHuTeJILHO 1,8-1MHeOoJI, OPedlouTUTEJIBHO B
BUIIEe cCcoIepXallel IIMHeoJ (apMalleBTUUYEeCKOM KOMIIO3UINY, IIPpVMeHSIeMOM
TONIMYECKU MM CUCTEMHO, C OINHOWM CTOPOHE, U

(b) 1o MeHBmMEV Mepe OIMH KOPTUKOCTEPOWUI, MIPeAlouTHTeJILHO B
BUIEe  CcolepXxamelr KOPTUKOCTepOoua  bapMalleBTUUeCKOW  KOMIIO3UIIUMA,
IpUMEeHSIeMOY TONUUYECKU WMJIM CHUCTEMHO .

KacaTelbHO IallbHEeMIMX MTOOPOOHOCTEN STOTO aclliekTa HaCTOAmMeTO
nz3obpeTeHrss MOXHO COCJAaThLCHA Ha Opelunymye IIOSCHeHMd B Cclydae
IPYTUX acCleKTOB HAaCTOAMeTo U300peTeHrsa, KOTOphHe COOTBETCTBEHHO
VMEnT CWJIY B OTHOWEHMM BTOTO acleKTa HacCTOoAmeTo M300peTeHUd.

KpomMe TOTO, B CBOK Ouepenb, MOpPyToM OOBEKT HaCTOAMETO
1300peTeHrsa — COIJIACHO eT0 ceIbMOMY AacCIleKTy - IIpelCTaBJisgeT cofOoM

IIMHeOJI, B YaCTHOCTUM 1, 8—LU/IHeOJ'I, IJI4 peryJjidluunr, IIpeldllIOUTUMTEeJIEHO
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OJI9S MHIMOMPOBaAHUA U/UIM CYNpecCuM, CUTHaJLHOTO NOyTM Wnt, B
YJaCTHOCTHU oyTu CUTHAJILHOM TPAaHCOYKLUN "Wnt/Oera-rkaTeHuu",
OPenIouTHUTeJIEHO IOJIS Peryaduuy U/MIXM YMEeHbIIeHMS (QOoChopUIMPOBaHUS
GSK-3-IpOoTeMHKMHAa3E, B UYaCTHOCTM IO CcepuHy-9 (GSK-3-ajbda) u/uUiIu
no cepuny-21 (GSK-3-0eTa), B paMkKax CHUI'HaAJIbHOTO NyTu Wnt wmiam s
akTuBaluuM  GSK-3-IpoTerHKMHA3ZH U/MIM OJ9 Oe3aKTUuBaLUuM  1/UIINU
pochopuMpoBaHMA OeTa-KaTeHMHa B paMKax CHUTHaJIbLHOTO IOyTu Wnt, B
YAaCTHOCTHM HOJIS IIPUMEHEHMS IIPpY OPpOoOMIaKTUKe W/MIIM JIeUeHUM [IOJIUIIOB
Hoca (Polyposis nasi et sinuum), TNPeOlOUTUTEJILHO PeUUIUBUPYIINX
bopm nosmnior Hoca (Polyposis nasi et sinuum) .

TakuM o0O6pas30M, COIJIaCHO KOHUENUUM JIeUeHUsSa IIO0 HacTodAlleMy
MN300pEeTeHUId MOXHO OCYIEeCTBJIATE TepalMi OUeHb ClIHeUuMdUuUuecKux U
OCOOEIX OOJIe3HEHHHX COCTOSHMM, KOTOpPHEe B CJydyae TPpaIMIIMOHHBIX
JleKapCTBEeHHHX (GOpM He IOoOJalnTCa IIPOCTOMY JIEUEeHMI0 M II0 MeHbleM
Mepe He TakuM chIeludruuecKVM UM CeJIEKTHMBHBM CIIOCOOOM OeMCTBMUSA.

KacaTeJlbHO »aJlbHeMmMMX IIOOPOOHOCTEM STOTO acleKTa HaCTOAMEeTo
n300peTeHUsa MOXHO COCJIaTbCHd Ha IIpempOyliMe IIOACHEHMA B CJydae
OPYTMX AacCIeKTOB HacCToAmel'o M300peTeHMd, KOTOPHE COOTBETCTBEHHO
VMeT CWJIY B OTHONEeHMM STOT0 acleKTa HacTodmero M3o00peTeHud.

HaxkoHel, B CBO oduepens, oOpyromn ODBEKT HacToAmeIro
n306peTeHrss - COIJIACHO eT'0 BOCBMOMY AacIleKTy - IIpeOcTaBjigeT cobol
LIMHEOJ, B YaCTHOCTM 1, 8-LMHEOJ, IOJA IIPMMEHEeHMS IIPpM OIPpOodMIIaKTUKE
U/WUIM JIeUeHUM CBASAaHHEIX C CUTHAJBHEM OyTeM Wnt, B UYacTHOCTH C
OyTeM CHTHaJBHOM TpaHcOykumm "Wnt/OerTa-xaTeHMH", U/UIM TaKuUM
oBpazoM VHOYLUUPYEeMBIX n/ CTUMYJINPY €MBIX 3aboJieBaHUM, B
YaCcTHOCTH TTOJIUTIOB HOCa (Polyposis nasi et sinuum),
NPenIoOUTHUTEJIBHO PelUUMIMBUPRYIMX (QOPM IIOJMUIIOB Hoca (Polyposis nasi
et sinuum).

CorJjiacHO DTOMY acriekTy  HaCToAmeIro n3o00peTeHnsd LIMHEOJ
IPMMEeHSKT, B YaCTHOCTM, B KaudueCTBe PeInyJATopa, OIPeldlodTUTeJIBHO
UHTUOKTOpa W/UIM CyIOpeccopa, CUTHaJLHOTO NyTM Wnt, B YacTHOCTH
IyTM CUTHaJLHOM TpaHcOyKuuy "Wnt/OeTa-kKaTeHMH", IpPedloUTUTEJILHO
B KauecTBe areHTa nJisg pPeryIALnn n/ YMeHbIIeH A
bochopusmpoBaHusa GSK-3-NIpOTEeMHKMHAS3E B pPaMKaxX CUTHAJIBHOTO IIYyTU
Wnt w® miua  axkTuBauuy  GSK-3-NIPOTEMHKMHA3H UM/MJIM B  KauyecTBe

Te3akKTMBaTOopa OeTa-KaTeHVHa B PaMKaX CHI'HaJIEHOIT'O IIyTU Wnt.
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B uyacTHOCTHM, COIJIaCHO BTOMY acCIleKTy HacCTo4dmero u3o00peTeHusd
LIMHEOJ MOXeT IPMMEeHSAThCSH TaKxXe B KauecTBe peryJjdaTopa,
NpenIouTruTesIbHO MHTUOMTOpa M/WIKM Ccyldpeccopa, IO MeHbIeld Mepe
OOHOTO TeHa Wnt m/mim Oejka Wnt.

Takxe COIJIaCHO BTOMY AacCIlleKTy HaCTOAMero M300peTeHrdI MOXHO
OCVYIIECTRBJIATE Tepaluil OUeHb CHelMPUUEeCKUX U OCODHX OOJI€e3HEHHHX
COCTOAHUM, KOTOPHE B CJydae TPaIMLUMOHHHX JEeKAapCTBEeHHHX QOpM He
IomgmanTcsa IIPOCTOMY  JIeUeHMI0 UM I[I0 MeHbIeM  Mepe He TaKMM
crieuM@UUEeCcCKM ¥ CeJIEKTMBHHM CIOCOOOM OEeMCTBUA.

KacaTelbHO »HaJIbHEMIMX IIOOPOOHOCTEM 2TOTO aclleKTa HaCTOAMeTo
n300peTeHUa MOXHO COCJIaTbCd Ha IIpempOylMe IIOACHEHMS B CJydae
OIPYTMX AacCIeKTOB HacCTOoAlle'o M300peTeHMd, KOTOPHE COOTBETCTBEHHO
VMEeT CUJIY B OTHOIIEHMM STOI'O aclleKTa HacCTOodllel'o M300peTeHud.

IpyTrMue MOpenlouTHUTeJIbHEIE CBOMCTBAa, acCIeKTH ¥ OTJIUUMTEJIbHHE
IIPM3HaKM HaACTOLAlleT'o M300peTeHud CJeOynT W3 IIPpUBEIeHHOT'O Jajiee
OnMcCaHUa M  IIOKa3aHHEX Ha  (urypax  [IPUMMEeEPOB OCYIeCTBJIEHU,
IIOOPOOHO ONMCAaHHHX najiee. [loKaszaHO:

Ha omur. 1: TeMaTOKCUIMH-203MHOBOe (HE) oOkpamrBaHuUe IIOJIUIIOB
HOCa ¥ B3I0POBOM CJAMB3UCTOM O0O0OJIOUKM HOCAa (B
cllyyae BToro crnocoba okKpamMBaHMA  0a30(MIIbHHE
CTPYKTYPH OKpallMBAalTCs B CUHE-JIMJIOBHIM ILIBeT, a
D03MHOQMIIBHEE CTPYKTYPH OKpallMBalTCS B CBeTJIO—
PO3OBHM 1IBeT, ToI'la Kak TITuUIpod®oBHEEe CTPYKTYPH,
TakMe kak MeMOpaHBE alnapaTa ['OJbIXM, OCTalTCHd
HEeOKpalleHHEMM M CBETJIEIMU) ;

Ha our. 2: 0O0303aBMUCHUMOEe YMeHBbIIeHME IIPOTPEeCCUPOBaHMA KJIETOK
Biaronaps 1, 8—uMHeoOJYy (mis TOTO YyTOOH
onpelelIMThb, BemeT Ju obpaboTka 1,8-LIMHeOJIOM K
MHITUOMPOBAHUIO KJIETOUHOM XM3HECIIOCODHOCTM IIOJIUIIOB
HOCa, OBIM [NPOBEeOeHH UCHHTaHusa ¢ MTT; CUMJIBHO
YMEHBIIEHHYID MpoJinpepalmnio KJIeTOK IIOJIMIIOB  HOCa
MOXHO OBJIO HalOjomaTb B 2 KauecCcTBe peakuuM Ha
MHkyDaumio ¢ 100 MxM 1, 8-1MHeoJla B TedeHue 144
yacoB (¢our. 2A, B cCiydYae IOBYX Pa3HHEX YUYaCTHHKOB

ucnuTauum I u  II); HeOXMIOaHHEM o0Opa3oM Ha
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KyJIb TUBUPOBAaHHEE KJIETKU DIUTEJINA CIIM3UCTON
OBOJIOUKHU HOCa He [OBJIMAJIA obpaboTka 1,8-
LUMHEOJIOM, U4TO CcJjlelyeT M3 KOHTEKCTHO-3aBUCKMOI'O
CrelndmUUIeCcKOoTo MexXaHu3Ma OeUcTBUA 1, 8—-LUMHeoJa
(dpur. 2B));

BKCIpecCcua aKTMBHOT'O OeTa-KaTeHMHa B OTBeT Ha
LVHEeOJ (mjs  mMccJemoBaHMA OercTBUsa 24-4acoBoOM
obpaborku ¢ 100 MM 1,8-uMHeoJla Ha YPOBEHb
BKCIpeccun OeJjika aKTMBHOTO OeTa-kKaTeHMHa B TpexX
pa3HEX npobax TKaHey NOJMIIOB Hoca (A, B, C) Owiu
OCVYIeCTBJIEHE aHaJIM 3L o0mmx OeJIKOB CIIOCOOOM
BeCTepH-OJIOTTHHI'a; GAPDH [OpMMeHAJM B KadecTBe
KOHTPOJILHOM HaTPY3KM) ;

SKCIpeccusa aKTMBHOTO OeTa-KaTeHMHa W P-GSK-3
(cepuu-9/-21) B KauecTBe peaklLuM Ha LUMHEOJ (IJig
uccJledoBaHUA nelcTBUa 24-yacoBoy obpaborkm ¢ 100
MKM 1,8-1MHeoJla Ha YPOBEHb BKCcIpeccum 0OeJika
aKTUBHOTO OeTa-kaTeHuHa, Gocho-GSK-3 (cepmH-9/-
21) u obocho-GSK-3 (Tupo3mH-279/-216) B UeTHpeX
pasHux TInpobax nojgunoB Hoca (D, E, F, G) Obvbuln
OCYIIEeCTBJIEHE aHaJIU3EL oBmmx OeJIKOB criocotom
BeCTepH-OJIOTTHHT'a; GAPDH mOpuMeHAIM B KaudecCTBe
KOHTPOJILHOM HaTPy3KM) ;

cyOrJIeTOUHAas Jiokalmsaluua P-GSK-3 (cepmH-9/-21) B
KadeCcTBe peaKUMM Ha LUMHeOJI (OJd MUCCIeIOBaHUMA
TIIOHMKEHHOM BSHIOOJM30COMaJIbHOM JIoKaJlIM3auum ooocdho-
GSK-3 (cepmu-9/-21) B kauecTBe peakuumu Ha 100
MKM 1, 8-1MHeoJla IIPM CpPaBHEHUM C KOHTPOJILHOM
cpenowu OCylle CTBJIAJIN VMMYHOTMCTOXVMUYECKME
MCCJIeNOBaHMA; KJIETOUHEE sAlpa OKpamuBain C DAPI) ;
sKCIIpeccus ©OejakoB Akt wm P-Akt (cepmnu-473) B
KadecTBe peakKuuy Ha 1, 8-LUMHeOJI (OJI4 IOeMOHCTpaluu
OeMCTBUS 100 MKM 1, 8—umMHeoOJIa Ha YPOBEHBL
srcrpeccun OGenxkoB Akt m P-Akt (TpeoHmH-308) B

YeTHpex PasHHxX Opofax TKaHel IHOoJIMIIOB Hoca (H, I,
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J, K) ©ObmM ocCylmecTBJIEHH aHaJM3H ofmmx O0eJIKOB
CIIOCOOOM BeCTepH-OJIOoTTHUHTa; GAPDH [OpUMEeHATM B
KauecTBe KOHTPOJILHOW HATPY3KU) ;

Ha ur. 6: MOOeJIb MHITUOMpOBaHMSA OyTu "Wnt/OeTa-xaTeHMH" B
KauecTBe peakluuMu Ha 1,8-uMHeoJsI (B paMKax 5STOoMu
paboTE 3agBUTEJIEM BIIEpPBEE OBJIO IIOKa3aHO, 4YTo
1, 8—uMHeOoJI OelCTBYeT B KadecTBe MHTMOMUTOPAa
AKTUMBHOCTHA IyTu "Wnt/6erTa-xaTeHMH" u
CIIOCOOCTBYET CUJILHOMY I[IOHMXEHUIO IIPOTIPEeCCUPOBaHUA
KJIETOK [IOJIUIIOB HOoCa; HOaHHHE, [IOJIyUYEeHHEe

3adBMTEeJieM, IIOKa3EBawT, WTO 1,8‘HMH€OH BIJIMMAE€T Ha

MHIMOUpYyIIee dochopmuiMpoBaHME u
SHIOOJIM30COMAJIbHYIO JIOKaJIM3alo GSK3-6erTa, B
ciydae KOTOPOM peub umeT o LEeHTpaJIb HOM

peryiaTope akKTMBHOCTU OeTa-KaTeHMHA) .

KacaTeJbHO @maJlbHeMmMMX I[HOOPOOHOCTEeM O TIMoKaszaHHHX Ha (urypax
BapmMaHTax M  IIpuMepax OCYIWeCTBJIEHMA BO M30eXaHMe  MBJIMIHUX
[IOBTOPOB MOXHO COCJIATbECA Ha IIPpUBEIOeHHEEe paHee IIOACHEeHMA, a Takxe
Ha [IpMBeIeHHEEe najee OOIIOJIHEHHEE [IOACHEHU4A IpUMEpPOB
OCYIIECTBJIEHN A, KOTOPHE COOTBETCTBEHHO MMET CUJIIYy B OTHOIWEHUU
IpenCcTaBJIEHHHX QUTYD.

TakuMm of0paszoM, B IHOopdAOKe o0000meHMA B paMKax HacToAmeI'o
U300peTeHua BIEpBHEe MOXeT OHTHL BepaboTaHa KOHLENUMA JIeUeHUd
HOBOTO TUIIa OJIS  OpOOMIaKTUKMY  U/UIM  JiedeHusd  IIOJIMIIOB  HOoca
(Polyposis nasi et sinuum), B UYaCTHOCTM TakKXe PeUUIUBUPYIINX
bopMm, B ciaydae KOTOPOM HeIOCTATKM MPeNmeCTBYKRIEero YPOBHS TexXHUKU
MOTYT OBITHL IIO MeHBIIeM Mepe B 3HAUMTEJLHOM CTelleHM YCTpaHeHB WU
1o MeHBIIEM  Mepe ocJiafJIeHs, nopryeM  KOHLENUMA JIeueHM A 1o
HacToAmeMy M300peTeHMID I[I0 CPaBHEHMIO C TPAaOULUMOHHEIMM CIOCOOAMMU
JledeHMs, B YaCTHOCTHM, CBf3aHa C MEeHBIMUM UMKCJIOM MOOOUHEIX NelCTBUM
u/munu npobJjieM, KacaomyMxcsd [MalVeHTOB, I[IpMUYeM B paMKax HaCTOAmeTo
n3obpeTeHmA OOCTUTaeTCd 10 MeHbIIen Mepe CpaBHMMAaA,
OPEenIoUuTUTEJIbHO HOaxe VYJydlleHHasa 5300eKTUMBHOCTL I[IO0 CpPaBHEHUD C
KOHUEeNUMey JieUeHUs IIPpellleCTBYKRIETO YPOBHSA TeXHUMKM. B UYaCTHOCTH,
LEeJIbI0 KOHLEIUMM JIEUEeHMA I[I0 HaCTOAlleMy M300PEeTEeHUID ABJIAeTCHd TaKXe

yCTOﬁqMBaH GGSPGHMHMBHOCTB 1 IO MeHbel Mepe YIJIMHEeHNVEe MHTepBajla
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o [IOABJICHUSA PEeLUrOnBOB, B YaCTHOCTH, BCJIeICTBUE
IPOTUBOBOCIIAJIMTEJIEHOTO u KOPTUKOCTEPOUTOIOOOOHOTO oemncTeus
UMHeoJa, B YaCcTHOCTH 1, 8-1uHeoJIa. Takxe obecHneumBaeTCs

npeIoTBpalleHMe WM II0 MeHBbIIer Mepe CcoKpalleHrMe W3BeCTHOTO B
HacToAmee  BpeMs  OPOIOOJKUTEJILHOTO  JIeUeHUS  KOPTUKOCTEepOUIaMM
(IJIIOKOKOPTUKOUIAMM) , B UYaACTHOCTM TakKXe B CJydae OIHOBPEMEeHHO
npoTekawmey OPOHXMAJILHOM aCTMH .

IpyTre BapMaHTH OCYmMECTBJIEHNVS, WCIOJHEHUS U MOIudMKaluumii, a
TaKxXe npeyMymecTBa HaCTOAMETO n3008peTeHnd HEeIIOCPEenCTBEHHO
INOCTYIIHH  CIelyaJiMcTaM B IaHHOM 00JIaCTM TexXHUKM I[Ipu YUTeHUN
OnMcaHusa ¥ MOTYT OBTbL peajJu30BaHE 0e3 BHXONa 3a [IpeneJiH
NaTeHTHOM OXpaHB HaCTOAMeIro M300peTeHMUs.

[IpMBeOeHHLEe najee [IPYIMEPH OCymeCTBJIEHUS CJTyXaT
VCKJIIIOUMTEJILHO TIJ1A [IOSICHEeHUS HaCcTOAmeTo nzo0bpeTeHNns, He
oTpaHMUYMUBAasg €To.

[IPMMEPEl OCYIIECTBIEHUA

1. 1,8-lluHeon peryaupyeT nOpodmunb PochoxkMHABH B KISTKAX

SIOUTENNS , NPOUCXOISIMX M3 IIOJIMIIOB HOCA M HMXHEM HOCOBOM PaKOBMHE

OT ITAlLIMEHTOR , OoJielolMX XPOHMUSCKUM PUHOCUHYCUTOM

KioueBEle cCJoBa: 1, 8-LIMHeOJI, LIMHeOoJI, Opoduiik GoCcPOKMHASEH],
TIOJIUIIEL HOCa, XPOHWUECKUM PUHOCUHYCUT, CRSwNP, XPOHUYUECKUM
PUMHOCUHYCUT C TIOJIMIIaMM HocCa

PesyJibTaTH HOBeMMmMx nccJiedoBaHuUM MMOKa3EBaKnT yyacTue
pochokmMHA3 B IIaTOTeHe3e XPOHUUECKOTO PUMHOCHMHYCHTAa C IIoJMUIIaMu
HOCa (CRSWNP) . Taxkum obpasomM, COCTOSHUE dbochopmIIMpoBaHU A
CriellMaJIbHEX OeJIKOB MOXeT CIHOCOOCTBYeT 00pasOoBaHMI IIOJIMIIOB HOCA.
Ha OCHOBe 5BTHMX pPes3yJbTaTOBR Telepb IIOJIYUEHHE HOBEE 3HaHUAg IO
NOTeHIVAaJIEHOMY PeTyIUPOBRaHUI Ha pacTuTeJILHOM OCHOBEe
bochopuampoBaHMa B IIOJMIIAX HOCAa. B HacTodlee BpeMsi XPOHMUECKUM
PUMHOCUHYCHUT IIOIPAa3OeJIglT Ha XPOHWUECKUM PUHOCUHYCUT C IOJMIIaMA
HOCa (CRSwWNP) M XPOHMUECKMM PMHOCHMHYCUT ©0es3 IIOJMIOB HOCa
(CRSsNP), mnpuuem CRSwWNP HabOomaeTcd Yy of0Omero HacCeJIeHMS B IOJIe
OpubIM3nuTeIsEHO OoT 1 mo 4%. IlpeobilamaeT ofmee coTJlalleHMe, YTO BCe
craydau XPOHUUECKOTO PUHOCUHYCUTA (CRS) NIPOUCXOOAT C
CUMHYCOHAa3aJIbHEMM BoOCHajlIeHusaMr, InpudeM CRSwWNP noHmMaoT Kak Th2-

YOpPaBJIsgeMEl OpollecC M B OTJMUMe OT 5Toro CRSsNP noHMMawnT Kak
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Thl-ynpaBJiseMelr npolecc. JleueHue CRSwNP BrJUaeT KOMOMHALUIO
MeIVMKAMEHTO3HOTO JIeUeHUS U XUPYPIUUeCKux Mep. OOBUHO [IPVMEHSKT
KOPTUKOCTEPOUNE  (IUVIOKOKOPTUKOWIE) KaKk B KaueCTBe I[I€PBUYHOI'O
JIedeHMs, TakK M B KaudeCTBe IIOCJeOlNepPalMOHHOM NpOOMIaKTUKM [IPOTHUB
PEeLUINBOR. KopTHrocTepoune (TJIIOKOKOPTUKOMIH ) obJjlamamnT
IIPOTUEBOBOCIIAJNUTEJIL HEIMI CBOMICTBaMM Ha OCHOBE B3aVMONeVCTBUSA
"Besok-Besiok", [IpUYEeM, OIOHAaKoO, NIPOOOJIKUTEJIEHOE [IpMMEeHEHNE
YCUIIMBAET NIOOOUHHE NeVCTBUA.

BapraHTH pacTUTEJILHOM  Tepaluy MOIJIM OB  YMEHBIIMTE  3TU
IOBOUHEHE »OelMcTBMA. B HaTyponaTum 50MpPHEE Macja BCJEeICTBME UX
CEKPEeTOJIMTHUUECKMX CBOMCTB I[IPUMMEHSAIT IJId JedeHMsa UJeJIoOBeKa, HO
KJIIMHMUECKOEe I[IPMMEeHeHMe BCJIEOCTBME pas3lpaXeHUsd IOHxXaTeJIbHBX IIyTen
Iocjie MHTAaJAUMM WIKM [OpueMa ABJISeTCsS oTlpaHMueHHEM. OCHOBHOM
KOMIIOHEHT DBKaJIMITOBOTO Macjla, a MMeHHO 1,8-LUMHeOJI, [IPpUMEHSeTCHd
O0JIA  JIedeHMA OCTPpOro M  XPOHUUECKOTO  OpOoHXUTA, CUHYyCHUTa U
PEeCIMPAaTOPHHX MHOekUMM M B o0meM CcJydae XOpPOollo IIepeHOCHUTCS. B
cJlyyae  MOHOTepIlleHa 1,8-UMHeoJla pedb MIeT O M30IpeHoUIe C
IPOTUBOBOCIIAJIMTEJILHEMY CBOMCTBaMM, KOTOPEM ABJISeTCS I[IOXOXMM Ha
M30IIPEeHOUIE UeJIOBeKa, Takue Kak TJIOKOKOPTUKOM]] . HenmarHO
3agaBUTeJIeM OBUIM OTKPHTH HOBHE CBOMCTBa MexXaHM3Ma mOeucTBusa 1, 8-
IIMHeOJIa B KJIeTKax BOUTeJMa TKaHeM I[IOJMIIOB Hoca Yy I[allMeHTOB C
XPOHUUECKUM PUHOCHMHYCHMTOM. B paMKax BSTUX MCCJIeNOBaHUM 3adBUTeJIeM
OBUIM  BHIOEJIEHH KJIETKM BHOUTEeJIMS UW3 IIOJMIIOB HOCa ¥ TKaHM HWKHEN
HOCOBOW pPaKOBMHHE Yy MHOXECTBa M[allMEeHTOB ¥ MHKYOMPOBAHHEH B TeueHUe
24 yvacor c¢ 100 MxM 1, 8-umHeoJsia. Ilpu >ToM OBJIM BHIOEJIEHH OeJIKM, a
bochokmMHa3zH OBJIM OIpelelIeHEl C IIpMMeHeHMeM Habopa "Human Phospho-
Kinase Antibody Array" (MaTpulla aHTUTeJl GoCOOKMHABH UeJIOBeKa) OT
rkoMmraHuy "R&D". B KauecTBe MHTEpPeCHOT'O OGakTa 3afdBUTeJIeM IO
CpaBHEHUI C KJIeTKaMM DSIOUTEJIMS M3 HOCOBOM pPaKOBMHH ObJla BHABJIEHA
M3MeHeHHasa »BKcIpeccua (ochokmMHaz B KIeTKax Has3aJIbHOI'O BIUTeJIUI
M3 TKaHM IIOJIMIIOB Hoca. CoOOCTBEHHO KOI'Ia KJIETKM Hasz3aJlbHOTO
SOUTENIUMA M3 TIOJIMIIOB HOCa, C OOHOM CTOPOHE, ¥ M3 HWKHeM HOCOBOMU
PaKOBMHE, C JOPYTOM CTOPOHH, TOOBepTralTCsa OeVMCTBUIL OIOMHAKOBHX
YCJIOBUM XPOHMUECKOTO BOCHaJIeHMsa, OHM IIO-pPas3HOMYy OT3HBATCH Ha
1, 8-1mHeoT. SnuTeaIun CIIUBUCTON ODOJIOUKHU HOCa nomBepraeTcsd

IIOCTOAHHOMY OelCTBUIO (]_)aKTOpOB Opr>KaIOH.[eI\/JI CpellH, TaKMX Kakr
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aJjlJlepTeHH, OakKTepuuM WM BUPYCH, U CIYXUT B KauecTBe IIepBOM
3allTHL, rnpuuemM, OIIHAaKO, pes3yJbLTaTH, TIOJIYUYEeHHEIE 3adBUTEJIEM,
[IOOTBepXIanT OCHOBHOE pasziuure Mexny KJIeTKaMu Ha3aJIbHOTO
SOUTEeJMS M3 IIOJUIIOB HOCAa, C OIHOM CTOPOHE, M M3 HWKHEeM HOCOBOM
PaAaKOBMHE, C OPYTOM CTOPOHH, OTHOCUTEJBLHO (QOCOOPMIMPOBAHMUA KUHAS
B OTBeT Ha 1,8-uMHeoJ. Ha D2ToM OCHOBe OBUIM TIIOKal3aHH HOBHE
[IEPCIEKTURE LMHeOoJIa OJIA TepaleBTUUeCKOIT'O IIPMMeHeHUd IIPU JIeUeHUU
3abojieBaHMM OHIXATEJILHEX IIYyTeMn, B uyacTHOCTM CRSwWNP, Tak Kak
UMHEeOJI ooKasyeMo npencraBidgeT coboun dUTOTEepaAlleBTUUECKYIO
aJIbTEPHATUBY IJIIOKOKOPTUKOMIAM.

2. 1,8-lluHeosl MHIUBMPYET CHUTHAJLHM OVTL "Wnt/Bera-xarTeHMH"

N KIJIIeTOUYHYVIO nponm@e’paumo B TIOJIMUIIAX HOCa

KimoueBble CJIOBa: IIOJIMIIEL HOCA, XPOHUUECKUM PUHOCHUHYCHUT, GSK-
3, BeTa-kKaTeHMH, 1, 8-LMHeOJ

OBobweHne

Otumme TIOJIOXEHUS . [TosmIie HOCa npencTapjgnT cobon
noBpoKauveCTBEHHYID HeOoIlJla3Mi CJAMBUCTOM 000JIOUKM HOCa, KoTopas
BegeT K VYMEHBLIIEHHOM  JHXAaTeJIbHOM  CIHOCOOHOCTM M  IIOHMXEHHOMY
ODOHATEJIEHOMY BOCIIPUATHIO. MOJIEKYJIAPHEE MeXaHM3MEL, KOTOPHE
YIOPaBJIAgKT [IaTOTeHe30M U oO0pas30BaHMEM IIOJIMIIOB HOCa, OO HaCTOAmeI'o
BpeMeHM He IIOHATH B OOCTATOUHOM CTelleHM. 3agBUTeJIeM K HaCTOgmeMy

BpeMeHNM OBJIO MCCJIEOOBAHO BJIMAHMUE 1, 8-umHeoJa, InpencTaBJIidmeIro

CoBOM MOHOTEPIeHOKCUI, Ha peTyJdalurin CUTHAJbHOTO noyTu "Wnt/p-
KaTeHVH" M KJeTOUHOe pas3BUTME IIOJIMIIOB HOCa.

MaTepmantl ® cCHocoBr. 3adgBUTeJIeM OBJIM MCCJEeIOBAaHHE IIPOOH
TKaHey M3 IIOJIMIIOB HOCAa M HWXHeM HOCOBOM PaKOBMHH I[IAallMEeHTOB C
CRSWNP (C XpPOHMUYECKMM PUHOCUHYCUTOM C IIOJIMIIaMM HOCa) UM M3 HWKHUX
HOCOBEIX PaKOBMH VYUYACTHMKOB MCHOHTaHUM 0e3 XPOHMUEeCKOT'O CHHYyCUTa
(co 300POBEIMU CIIU3UC TEMA 0B0JIOUKaMM ) Ha OCHOBE
VMMYHOTHUCTOXVMUY e CKUX criocofos u CIIocoBoB VMMYHOOJIOTTUHTA .
Mpomupepallma M MUTPpalMad KJIEeTOK OBUIM MCCJeIOBaHE C IpUMeHeHUeM
aHalmzaTopa "xXCELLigence Real Time Cell™.

PesynsTaTH. B paMkKax 53ToM paboTH 3afgBUTEJI0 BIEPBHE YOaJIOCh
nokasaTh, uTo 1, 8-umHeoJ IeiCcTByeT B KauecTBe CUJILHOTO

UMHTUOKTOPa aKTUBHOCTM IOyTH "Wnt/OeTa-kaTeHMH" U BeleT K CUJILHOMY
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YMEHBIIeHMI0 KJIeETOUHOTO PasBUTUA IIOJMIIOB Hoca. [HDaHHHeEe, II0JIYUeHHEEe
3aaBUTEeJIeM, IIOKa3HBaklnT, UYTo 1,8-1LUMHeOJI BJIMAET Ha MHIHOMpYIIee
dpochopuIMpoBaHUE GSK-3-berTa, KoTOpada ABJIAETCHA KJIIUEBEIM
pPeryJaTopoM aKTHMBHOCTHM OeTa-KaTeHMHA.

BeBOn. Pes3syJsbTaTh, I[IOJyUeHHHE 3adBUTeJIeM, IaloT HOBHE 3HaHUA
O PeryJATOPHOM cCceTM, OTBeTCTBEeHHOM 3a of0pasoBaHMe IIOJIMIIOB HOCAa,
M IIOKasHBaklT, KpOMe TOTI'O, HOBHM MeXaHM3M aKTMBHOCTHM 1, 8-LUMHeoJIa,
KOTOPHEM TIPOABJSAETCAS B HOBOM JIeue®HOM KOMIIOBUIMM STOTO IPUPOOHOTO
aKTMBHOTO BEMeCTBa.

BeBegneHnue

[TOJINIIEL HOCa OpenCcTaBJIST coboun BoJIe3HEHHEE, HO
nofpokKaueCcTBeHHHE OTEeUHHE CTEeKJIOBUOHEE IIOBPEeXIeHud, KOTOpPEHIE
IPOUCXOOAT U3 CJAMBUCTOM 0O00JIOUKM HOCa OKOJIOHOCOBOM Iasyxu U
TJIaBHOM [IOJIOCTHU HocCa. [TOJIUIIEL HoCca IpenCTaRJIAT cobon
pacrnpocTpaHeHHylD ©OoJle3Hb C ofmer uyacToTor 3abojeBaHMsa B EBpole
or 1 mo 4%, mnOpuueM MeXOy XPOHUUYECKUM pPHHOCHHYycUuToM (CRS) cC
nogunaMm Hoca (CRSwNP) wm 06e3 mnojgunoB Hoca (CRSsNP) wumMewnTCHd
paszsauuua. BO MHOI'MX MCCJIeOOBaHMAX MCXOOAT M3 CBA3U Mexny CRS u
pasz3HeMM QaKTopaMM, TaKMMM Kak 3arps3HeHre BO3IOyxXa, TabaKoKypeHue
WM KPYIJIOTOIOUUHHEY aJulepTMueckuy puHUT. Takxe MHOT'O TOBOPST O
ceasu CRS ¢ OpOHXMAJLHOM acTMOM He3aBUCUMO OT MHIMBUIOYAJILHOTO
OTHOIWEHUS K KYPEeHMO.

1, 8-IIMHeOJI Kak MOHOTEPIIEHOKCHUI, B cJIyyae KOTOPOI'O peub UuIeT

O 06 AaKTMBHOM BEIEeCTBE KIMHUUECKHU paspelleHHOT'O JIeKapCTBEeHHOTI'O

cpencrBa (Soledum®), OOLUHO MNPUMMEHAT IJIS JIeUeHMS pPa3JIMYHEX
XPOHUUECKUX M OCTPHX 3abojJieBaHUM IOHXATEJNBbHEIX IIyTelM, a TaKxe B
Cllydae INallMEHTOB C XPOHUUYECKMM PUMHOCHMHYCUTOM ©Oe3 IIOJIMIIOB HOCa.
Xorsa [IOJIOXUTEJIEHA S OTBEeTHasd peakUus 3a00KyMeHTHpPOBaHa, HO
MOJIEKYJIAPHEM MexXaHM3M BJMAHMSA Ha pPa3BUTHME U PEUUAMBH IIOJIUIIOB
HOCa BCe elle He IIOHAT.

B paMrax HacToAmeIro VCCJIeNOBaHU A 3aaBUTEJIEM OBLIO
MCCJIENOBAaHO BJMAHMe 1, 8-LUMHeoJla Ha peIlyJisaUMi CUITHAJBHOI'O IIyTH
"Wnt/GeTra-raTeHVH" C LEHTPAJbLHEMU PEeTYJISTOPHEMM OeJIKaMM KMHAa3H-3
TJIMKOTE€HCHUHTA 3H (GSK-3) n DeTa-KaTEeHMHOM. CUTHaJIbLHN IyTh

"Wnt/GeTra-rKaTeHVH" OpUUACTeH K PeryJIalUMM Pa3JIMUHHX KJIETOUHHX



39

dyHKUIMM, TakKux Kak gubdbepeHUMpPOBKa, OpoJmndepalusd, MUTpalud U
anresmusa KJIETOK.

Bo MHOTHMX MCCJIeOOBaHUAX MCXOOAT M3 aKTUBHOM POJM KMHA3ZH-3
TJIMKOTeHCHHTa3H (GSK-3) B ciaydae pas3JIMUHEIX OOJIe3HeM, TaKux Kak
BOJIe3HB AJbLTEeVMepa, paxk, BOCIIaJIeHu4d, CepLedHO—COCYOUCTEE
BoJie3HM WM OuabeT. B HacTodllee BpeMsa M3BECTHH IOBe pasHbe
nz3odpopmel GSK-3, a wumeHHO GSK-3-anvdpa m GSK-3-06eTa, KOTOPHE
KOOUPYITCA IOBYyMA Pas3HBEMU I'€eHaMiA.

B oTsmuuMe oOT »OpyI'MX KKMHa3 OQEepPMeHTH ABJISKRTCHS KOHCTUTYTUBHO
AKTUMBHEIMM ¥ UHaKTUBUMPYTCS B OTBET Ha KJEeTOUHHEe CUITHAaJH.
Kowmrmiekc "APC/akcuH/GSK-3" BEI3EIBAET KOOPIOMHALIMOHHOE
bochopusMpoBaHME OeTa-KaTeHVHE, uTo BeImeT K ero
YOUKBUTHMHUPOBAHUIO ¥ IIPOTeOCOMaJIbHOM IerpalallMM IIOCPeICTBOM IIYyTH
"GeTa-TrCP/SKP".

BaspuTesieM B HacTodllee BpeMda OBJIO IIOKas3aHO, UYTO COOCTBEHHO
aKTMBHOCTD GSK-3 YyIIpaBRJigeTCsa pasJIMUYHEIMA bopmamm
bochopunmporaHua. B TO BpeMa Kak QOoCQOpMUIMpPOBaHME CepuHaA-9 B
GSK-3-anpda wmam cepuHa-21 B GSK-3-0BeTa BeIeT K IIOHMXEHHOM
bepMeHTaTUBHOM aKTUBHOCTH, TO B KauecTEBe oTEEeTa Ha
pochopusIMpoBaHmE 1o ocTaTkaM  TUPO3UH—-279 B GSK-3-aJjbda u
TUPO3UH-216 B GSK-3-bBerTa OEeTEeKTUPYIOT CUJILHO BO3pacTanilyn
bepMeHTaTUBHYK aKTMBHOCTE.

B pamkax CBOMX MCCJeOOBaHMM 3BagBUTEJIO BIEPBHE YyIOaJIOCh
IPOIEeMOHCTPUPORBATE, UYTO 1, 8-1IMHEeOJI HOeMCTBYeT B KaueCTBe CUJILHOTO
MHTUOUTOPAa AaKTUBHOCTM IIyTu "Wnt/OerTa-raTeHrH" ¥ BeleT K CUJIBLHO

YMEHEBIIEHHOMY IIPOTPEeCCHMPOBaHMIO KJIETOK.

TaxkmMm O@paBOM, pe3syJIETaTH, IIOJIy4YEeHHEe 3a4ABUTEJIEeM,
IIOKa3BBaKnT HOBEIM MeXaHNM3M AKTMBHOCTU 1 7 8-LMHeoJIa m,
CJIeoOoBaTeJIEHO, BeoyT K HOBEIM JieueOHBEIM KOMIIO 3L AM STOTIO

IPUMPOIHOTO aKTMBHOT'O BEIleCTBA.

MaTepuant M cCrnocofH

[IpoBr TraHEN UYeJIOBEeKa

BagaBuTeseM OBUIM MCCJIeOOBaHH MNPOOH TKaHeM U3 [IOJMUIIOB HOCa U
HIDKHEM HOCOBOM pPakKOBMHEL B KaudeCTBe BHYTPEHHEeTO KOHTPOJA C
CRSwWNP, KOTOpPHE OB OTOBPaHH B paMkax XUPYPINUECKUX

BMellaTeJIECTE B OKOJIOHOCORBEIE TIIa3yXWM.
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Y BCex TalMeHTOB B TIPOIJIOM B TeueHMe I[IO MeHbIeM Mepe 3
MecHdleB CO CpemHel OpoIoJIKMTeJIbHOCThI 1,5 rToma (+/-0,6 Tozma)
OruIM XKaJIOBEl Ha [IpUOATOUHHE IIOJIOCTM, I[IpUUeM KypPCH KOHCEepPBATUBHOMU
Tepaluy OBUIM HeyIauHeMM . llepel XUPYPIMUECKMM BMellaTeJlbCTBOM
IallMeHTH B paMKaxX TecCcTa Ha KOXe Ha HellepeHOCUMOCTHL C I[IPMMEHeHMeM
CTaHOapTM3OBAHHEX »KCTpakToB (Allergopharma Joachim Ganzer KG,
Reinbek, Deutschland) ©OpUIM HOPOBEpPeHH Ha peakUMo Ha OBEJIBIY,
KJIleley HOOMallHeEM IIBEUIM, JOMAallHMX XUBOTHEIX U IIJIeCHEBHEe TI'PUOH.
T'mcronarTosiornuyue CcKUM MCCJleOBaHMEeEM OBLIIN onpeneJieHsl crydan
203MHOOUIIEHOTO CRSWNP; B MccJeOOBaHMe He OBUIM BKJIOUEHH IIalMeHTH
C HelUTpOOWMJIBHEIMM I[IOJIMIIaMM WMJIM, B YaCTHOCTHM, C MYyKOBMCLUMIO30M. Hu
OOVMH M3 IalMeHTOB B TedueHMe 4 Hemejb IIepel XUPYPIUUYECKUM
BMeNaTeJbCTBOM He IIPOXOOWJI JIeUeHMe CUCTEMHO WM  TOIUYECKU
IpMMeHsIeMEMY KOPTUKOCTepouZamMu. KpoMe ToTo, MOIpoOH U3 HUWKHEM
HOCOBOM pPaKOBMHEl IalMeHTOBR ©0e3 CUHYCUTa WM aJIJIepTMy B IIPOULJIOM,
KOTOPHE [OABEepPTaliMCh XUPYPIMUeCKMM BMellaTeJIbCTBaM Ha HOCOBOU
eperoponke W CEeNTOPMHOIIIIaCTHUKE, oTOMpPaIIN B KauecTee
BHYTPEHHeI'O KOHTpoJig. MccjiemoBaHMe OBJIO paspelleHOo MeIUIMHCKOMN
KOMMCCHUEN IO BTUKe YyHUBepcuTeTa JlobBeka UM OCYMeCTBJIEHO COIJIACHO
YKa3aHMAM DSTUUECKUX MOpeAlMCaHu¥ IO MeOMUIMHCKOMY MCCJIeOoBaHUIo,
COOpPMyJIMPOBAHHEX B HOekJjapaluuu WMA B XeJbCHMHKM, a BCe IalMeHTH

OaJi TIOONMCaHHOe 3adaBJIeHMe 00 MHOOPMUPOBAHHOM COTJIaCUM.

1, 8-lluHeon

NpumeHaau 1,8-uMHeos B Kalcyljax "Soledum®" (Klosterfrau
Healthcare Group, Cassella-med GmbH & Co. KG, Koln,
Deutschland) .

UycToe BeWEeCTBO, BHIOEJEHHOE M3 DSBKAJUITOBOIO Macja, T.e.
uycTeEll 1, 8—-1IMHeoJI ¢ umMcToTOM > 99% (0,6 wMr/mria wim 600 Mrp/mi
1, 8-umHeosa) xpauunu npu 4°C, ToTrma KakK OCHOBHOM PAaCTBOP IIOJIyYalu
PacTBOPEHUEM UuCcTOTO BelleCcTBa B TaHoJIe (100 MT/MJIT) C
IocJjleIyiomyMM KOHeUHBEIM pa30aBjleHrMeM pacTBopoM "DMEM High Glucose”
(Biochrom, Berlin, Deutschland; 1 mr/mi).

NonmydyeHMe CYCIEHSBMUM OIOMHOUHHX KJIETOK

[MIpoBel [OJUIIOB HOCa IIPOMEBaJIM B 0OybdepHOM pacTBope PBS m B

CTepUJILHOM BeCCHBOPOTOUHOM cpene "High  Glucose Dulbecco's



41

Modified Eagle Medium" (PAA, Pasching, Osterreich) JIe3BUEM
CKaJbIIesId OCTOPOXHO M3MeJibuajlM Ha MeJIKMe KyCOUKM, IIpUUueM cpela
comepxajla 1% L-njayTaMmMHa, 1% nmpyBaTa HaTpu§d, 1% 3aMeHMMOM
AMUHOKMCJIIOTHL, 2% aMboTepHrLIMHA B, 2% CTPEITOMULIMHA u 2%
IEHMUWJIJIMHA C JonoJiHeHueM 10% FCS, m 25 MM OybepHOT'O pacTBoOpa
HEPES (Bce ©peaTleHTH OT KkowmIaHuu PAA, Pasching, Osterreich).
BaTeM HOpoOH  TKaHeM  GepMeHTaTHMBHOM  00paboTKOM U I[IPOMEEBKOMN
KoJIJlareHason TUIIa IT (31,5 MI'/MJI, GIBCO, Eggenstein,
Deutschland) ¥ THMaJypOHMIas30M (3,99 w™Mr/MI, Sigma, Minchen,

Deutschland) Ha mnepBoM cTamguu u gucnasou (33,4 wMr/mia, Sigma,

Miunchen, Deutschland) Ha BTOPOM CTaIuM COOTBETCTBEHHO IIpU
BCTPAXUBAHUU npu 37°C B TeueHue 120 MUHYT [NeNTU3yKnT
bepMeHTaTHMBHO. Mexny OGepMeHTaTUBHEMKM oOpaboTKaMM U CTaOuAaMU

IIPOMEBKM KJIETKM LIeHTpUudyIrmupoBaiin. IlOJIyUdeHHEE KJIETOUHEE CYCIEeH3UU
npoMelBaju B PBS (PAA, Pasching, Osterreich), comepxamem 2% BSA,
U OUILTPOBAIM Uepe3 HEeWJIOHOBHEe OUILTPH IJIS KJIEeTOK C guedrkamu 70
u 60  MKM (Falcon, Becton Dickinson Labware, Heidelberg,
Deutschland) .

Ucnrmranne ¢ MTT

[Mponmndepalno KJIETOK onpenesann KOJIMUECTBEHHEM
KOJIOPUMETPUUECKUM  MCIETaHMEM  KJIETOK, OCHOBAHHEIM Ha 3-(4,5-
OVMEe TUJITUAaB0JI-2-UJI) -2, b—aupeHmusnTerpasoauibpommae (MTT). B 5»ToM
VCIIEITaHUM  OINPpeNesIaiM UMCJIO KM3HECIOCOOHHEX KJEeTOK Ha OCHOBE
MUTOXOHIOPMAJIEHOTO IIpeBpameHna MTT.

B xkaxnoyio JYHKY 90-JIYHOUHOTO ILJlaHmeTa IoMemaagu 1o 5000
KJeTok. Ilocyie KYJBTUBMPOBaAHMA B TedeHMe 24 YacoB K KyJbTypaM
nprbaBJIAIN 5-¢TopypallMyl MM  LUMUCILJIATHUH C  UeTHPbMS  pPas3HHEMU
KOHIEeHTpaluAMM MJIM KJIeTKM oOJIyuaJiM TPOMHOM mo3ok. Uepe3 48 uyacoB
B KaxIOyi JYyHKY OpubaBjaaamM 1o 10 Mk kKpacuTeyns MTT (5 Mr/Mi) .
[locye wuHKyDaMM B TeueHMe OBYX uYacobk ¢ MTT KpuCTaJJIEL pacTBOPAIU
M OCTOPOXHO BCTPAXMBAJIM B TeueHMe 24 dYacoB IIpM KOMHATHOM
TeMIIepaTrype. C [IpMMeHeHVEM MHOTOJIYHOUHOT'O doToMeTpa ELISA
onpenenanu abcopbliMio BOCCTAHOBJIEHHEX IPOOYKTOB (QopMazsaHa B
KOHTPOJIBHHEX M BKCIEPMMEHTAJIBHEX JIYHKAaxX IIPpM OJrMHax BoJH 570 m 690

oM. Kaxnoe wmcrnelTaHme ¢ MTT oCymecCcTBIIAIM TPeXKpaTHO.
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Axanmn’s MMMYyHHEM OKpAallMBAaHMEM

CBexye 3aMOPOXeHHHE Cpe3H TKaHel OQUKCHUpOoOBaJM B TedeHue 10
MHYT B 100%-M MeTaHoJie. Ilocjie cymkM B TedeHre 10 MMHYT CpPe3H
IPpOMEBAJIM IIPpM KOMHATHOM TeMmnepaType B TBS (RT-TBS). 3aTeM NOpoOH
TKaHey OJig MHIMOMPOBAHMSA DSHIOOTEHHOM [IepOKCHIa3k B TedeHMe 15
MUHYT MHKyOuporasn B RT-TBS c 3% H;0,.

[locye npomMelBKM B RT-TBS mnpobw B TBS yeiaaxHsaiau 0,3%-M
TPUTOHOM X B TeueHre 15 MuMHyT. Cpesel C aHTUTeJoM "aHTu-dpocho-
GSK-3-anbvda/BeTa” C pa3baBiieHNEM 1:100 (Cell Signaling
Technology 1Inc., Massachusetts, USA, kaTaJlIOXHEHE HOMepa bL676 mu
9331) MHKYOMPOBAJIM B TeueHMre CyTOK mnpu 4°C.

Ha cJaenyiomuy »OeHb IOIpeIMeTHHEe CTeKJjla OPpOoMHBaiu B RT-TBS u
3aTeM MHKYOUpOBaJM B TeueHre 20 MMHYT IOpM KOMHATHOM TeMIepaType
CO BTOPMUHHM I[IOJIMJIIMHK—-aHTHUTeJIOM. [locjie npoMelBKM B RT-TBS [OpoOH
MHKyOMpOBaJIM C MapKepoM Iepokcumasze (HRP) (oba peaTr'eHTa cepun
"DCS Detection line" oT kowMmmaHuM  "Innovative Diagnostik-
Systeme", Hamburg, Deutschland).

[locne npoMeHBKM B RT-PBS cpe3n uHKYOMpoBain B AEC (npmubop
"DCS Chromoline" oT xommnaHuM "Innovative Diagnostik-Systeme",
Hamburg, Deutschland). Peakuuwo ocCTaHaBJIMBaJIu nOpubaBjieHueM RT-
TBS. SaTeMm OCYIeCTRJIAJIN OKpallMBaHMUeE KJIETOUHOTO anpa
TeMaTOKCUIJIMHOM Malepa. Cpe3El BHOCMJIM B BOOHyK cpeny '"Dako
Faramount Medium" (Dako North America 1Inc., Carpinteria, CA,
USA) . MMMy HOOKpalle HHEE CpesH n3yyaim ron KOHOOKAJIbHEIM
MUKpOCKooM (Axiovert 200, Carl Zeiss, Oberkochen, Deutschland)
M MHUKpoOOOTOTPpadrpoBaJIn.

[IonnyuyeHMe KJIETOUYHHX JIMBATOB

[MTpoBu I[IOJINIIOB HOCa TP OMEIB aJIn B PBS i OCTOPOXHO
TOMOT'€HU3UPOBaJiA. [Tosly4yeHHEE KJIETOUHHE BSKCTPaKTE
CONIROMIIMBUPOBAJIM  JIM3UPpYyRIMM  OydepHEIM pacTBOpoMa 16 ("Human
pluripotent stem cell array" (MaTpulla ILJIOPUIOTEHTHEX CTBOJIOBEX
KJIETOK yeJIOBEKa) (R&D Systems) ) . ITpm 2TOM OTIpen eI AN

KOHLEeHTpaumun OeJIKOB.

McnrTaHMe Ha KJISTOUYHYIO IpoiMbepalno
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[Mponupepallvio ONpeneydair B UCHHTaHuu ¢ MTT oOT KOMIaHUU

"Sigma-Aldrich" ("In Vitro Toxicology Assay Kit" (mabop nja4
omnpeneJyIeHMsS TOKCHMYHOCTM In Vitro)) COOTBETCTBEHHO YKas3aHUAIM
M3TOTOBUTEIA.

BecTepH-BJI0TTHUHT

JIM3aTH TKaHEMW OeHaTypUpOoBaJlM HaTpeBaHMEM B TeueHMe 5 MUHYT
B OIMHapHOM IpoBHOM OydepHOM pacTBOope SDS (Carl Roth GmbH,
Karlsruhe, Deutschland) . Konuenrpaumm DeJIKOB onpenesanm B
MCHOHTaHuM Bpsndopnma, OIpM STOM IOpMMeHANIM IO 30 MKD ofmero ©OeJika
mia SDS-siekTpodopesa B HNoJMakpuiaMuOHOM Tejie (Mini-Protean TGX®,
Any kD, BioRad, Hercules, CA, USA) u 3aTeM I[IepeHOCHUJIM Ha
HUTPOLEJUJIJIO 3HEIE MeMOpPaHEH. [TepeHOC BeJIKOB KOHTPOJIMPOBAJIN
OKpallMBaHMEM IIyHIIOBEM KpacCUTeJIEM.

CHauaJia MeMOpaHbH OJokMpoBaJiMn B TBS, comepxarmeM 0,05% TWEEN
20 (TBS-T) m 5% BSA (BioRad, Hercules, CA, USA), B TeueHHue 1

Yaca IIprn KOMHAaTHOM TeMIlepatType "M 3aTeM MHKy@MpOBaHM B TeuUeHle

CYTOK npu 4°C c COOTBETCTBYKIMM  [I€PBUUHEIM AHTUTEJIOM c
pasbaBjeHmeM 1:1000 B PBS-T ¢ 5% BSA (aHTu-GSK-3-anbda/BeTa
(Abcam plc., Cambridge, United Kingdom, KaTaJIOXHEI HOMEP
ab62368) m aHTU-bDoCcho-GSK-3-anbda/beTa (cepuH-9/cepuu-21), (Cell
Signaling Technology Inc., Massachusetts, KaTaJIOXKHEM  HOMEDP
9331)) . [Tocae IIPOMEIBKM B PBS-T wMeMOpaHH  MHKYOUPOBAJIU co
crneluduUeckuM BTOPMUHBIM KO3BUMM aHTHM-KPOJMUYLUMM aHTHUTeJoM (BioRad,
Hercules, CA, USA) c pazbaBjgeHumem 1:3333 B TBS-T c 5% BSA B
TeueHMre yaca npu KOMHATHOM  TeMIepaType. EeJIKOBHE IIOJIOCH
BU3YaJIM3UPOBAJM I[NOCPeICTBOM KOMIUJIEKTA KOHBIOTATa U IIOIJIOXKM Ha
OCHOBe ImeJiouHoM ¢dpochaTass (BioRad, Hercules, CA, USA).

Ons onpeneJleHN s MaCCH HaTpy3KU Ha KaX OB cien
HUTPOLEJUIJIO3HEE MeMOPAaHH MHKYOUPOBAJM B TeueHMe CyTok mpu 4°C c
MNEPBUYUHEIM aHTuUuTeJioM GAPDH (Cell Signaling Technology 1Inc.,
Massachusetts, xaTajgoxHelr HoMmep 14C10) ¢ pa3barjgenumeM 1:1000.
3aTeM MeMOpPaHH OPOMEIBRAJIM M MHKYOMPOBAJM CO BTOPUUHEIM aHTUTEJIOM,
CBA3aHHEIM C BMIOOCHeUMOMUECKOM IIepOoKCHUIa30M XpPeHa (HRP) , c
pazbasjeHrueM 1:1000 B PBS-T ¢ 5% BSA B TeueHHUe TpexX UYacoB IIpU

KOMHaTHOM TeMIlIepaType. Hajiee MeMGpaHH ITPOMEIB aJIr u OeJIKOBEE
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TIOJIOCH, KakK OBLIIO OIIMCaHO PaHee, BU3yaJIM3pOoBaJIi. IIJIOTHOCTE

NUKCeJIeV ONpemelidaiM KOJMUECTBEHHO ¥ HOOKYMeHTUMPORAIM IIOCPeICTBOM
cucteMme "Fusion FX7®" ¢ npuMeHeHMEM KOMIBLIOTEPHOM mIporpaMMe "Bio-

1D Software®".

HcnrTaHMe Ha KJIETOUHYI MuIpalmio ¢ cucrtemoym "xCELLigence"

IO1sa wmMcclemoBaHMA BIUMAHUSA OeVMCTBUA LMHEeOJa Ha MUTPALUMOHHYK
AKTMBHOCTEL KJIETOK I[IPMMEHSANIM IIJIaHUWEeTH IJIS OIpelesieHUMs MUIpaluu
CIM-16 (Roche, Mannheim, Deutschland), B cJjydyae KOTOPHX peub
MOoeT O 2-KaMepHOM CUCTeMe, pPas3OeJIeHHOM IIOpUCTOM MeMOpaHOM,
COOTBETCTBEHHO MHCTPpykKUMM u3ToTOBUTesIZI (Roche Diagnostics). Ilpu
5TOM KJIETKM IIepeMellalnTCsad U3 BepxHeM KaMepe uUepes3s MeMOpaHy U
CLEeIIAITCS C HBJEKTPOHHHM UYYyBCTBUTEJIBHEM SJIEMEHTOM Ha  HWKHEN
CTOpPOHE MeMOpaHEH, cJIlenCcTBUEM gero ABJIAETCH yBeJIMUeHHUe
COIPOTUBJIeHUA. V3MeHeHUSA aBTOMATHMUECKM U B HEIPEPHBHOM peXxyuMe
sanmcHepanTca cuctemor "RTCA-DP-Instrument", nOpu »TOM aKTHUBHOCTL
KJIETOUHOM MUIpalMM MOXeT KOHTPOJMPOBATHLCSA IO MHIOEKCY MNpoduid
KJIeTkM. Ilepen 3aloJIHEHMEM JIyHOK KkijeTkaMm (60 000 xJjgeTok Ha
JYHKY) HMXHIOK CTOPOHY JIYHOK BepxHeM KaMeph ILJaHmeTa CIM-16
HokpeBaju 30 MkJI KoJulareHa I (400 wmr/mii, Sigma, Deisenhofen,
Deutschland) . B JodoM BapuaHTe 06paboTruU onpeneyieHmnsa
OCYMEeCTBJIAIM TPEeXKpPaTHO.

PesynsTaTH

InHeOJI BeIeT K CUJILHO YMEHBIIEHHOMY PaBSBUTMIO IIOJIMIIOB HOCA.

I[Io cpaBHEHUI CO 3IO0POBOM CJAM3UCTOM OBOOJIOUKOM HOCa IIOJIMUIIH
Hoca o6JjajalnT »OpyroW MopdoJioTMeM, UTO yIajloCk IIoKas3aThk Ha
OCHOBAHUM UMMYHOTUCTOXMMUUECKOTO OKpallMBaHMA TeMaTOKCUJIMHOM MU
s03uMHOM (HE) 3aMOPOXeHHEX Cpes30B TkaHeM (cMm. our. 1). S1tum
crnocoBoM OKpammMBaHMA 0a30dUIIbHHE CTPYKTYPH OKpallMBAKTCS B CHHEe-
JWJIOBHI 1IBET, DO3MHOOUIILHEHE CTPYKTYPH OKpallMBalTCsa B CRBETJIO—
PO30OBHI 1IBET, TOTHa Kak TIUApodOoBHEE CTPYKTYPH, Takve Kak
MeMOpaHH alnapaTa I['OJbIXM, OCTalTCsa HEOKpPAMeHHEMUM W CBETJIEMU.
SaaBpuTejseM OBJIO MCCcJemoBaHO BJmMaHme 100 ~MxM 1, 8-LmMHeoJla Ha
KJIETOUHYK aKTMBHOCTE IHIpoJubepallMy I[IOJUIIOB HOCa, IpM 5STOM OBUI
MCIOJb30BaH aHalMuzaTop "xCELLigence Real Time Cell". B kKauecTBe

peakuMy Ha MHKyOaumo B 100 wMxM 1, 8-umHeoJia depe3 144 wyaca
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yIaJloChk OOHAPYXUTH CUJILHO IIOHMWXEHHYK IMpoJMbpepallMio KJIEeTOK IIOJIMIIOB
Hoca (cMm. omur. 2A, cJaydyal C IOBYMS PAa3HHEMMY YUYAaCTHMKAMU MCIHTaHUMN
I m II). HeoxmpmaHHEM 00pasoM Ha KYJbTUBMPOBAHHEE KIIETKM U3
CIM3UCTOM 0BOJIOUKM HOCa He IOoBJMAJIa obpaborTka 1, 8-LUMHeOJIOM, UTO
cJenyer nus KOHTEKCTHO-CIIeIUPUUECKOTO crnocoba OeMCTBUA 1,8-
umHeoJia (cMm. ¢mr. 2B).

[louMxeHHAasT AaKTMBHOCTE OeTa-KaTeHMHa B KaueCTBe OTBeTa Ha
obpaborky 1,8-1MHeOJIOM

Iia wuccienoBaHMAa  BJAMAHMA 1, 8—UMHeoJla Ha  aKTUBHOCTL MU
PeTyJIAUMI CUTHAJLHOTO IyTr "Wnt/OeTa-kaTeHMH" 3agBUTeJIeM CcHauaja
OBl IIPpOaHaJIM3MPOBAH YPOBEHB DBKCIPEeCCUM aKTMBHOTO OeTa—-KaTeHMHa,
B Cllydyae KOTOpPOI'O peub MuIeT O LEeHTPaJIbHOM TPaHCKPUIILMOHHOM
feJjiIke—-aKTMBaATOpPe DBTOT'O CHUIHAJBHOTO IIyTH. HaHHHEe, [IOJIYUEHHHEE
3a4BUTEJIEM, I[IOKa3HBAKT CUJIBHOE IIOHMXEHMe COoIepXaHusa aKTUBHOTO
BeTa-kKaTeHMHa B KaudeCTBe peaKUumu Ha o0O0paboTky 1,8-LMHEOJIOM B
IoJMIIax Hoca II0 CpPpaBHEeHMI0O C KOHTPOJIBHOM cCcpeno¥. B KauecTBe
peakuuy  Ha 24 yaca MHKYyOauum C 100 MM 1, 8-umHeoJa B
aHaJIMBUPYEeMExX IIpofaxX TKaHeM IIOJIMIIOB HOCa IIOUTK IIOJIHOCTBLI MCUe3JIMU
feJIkM aKTMBHOTO OeTa-KaTeHMHa. OTM JaHHBE IIOKaslHBaklT CUJIBHOE
MHIMOMPOBaHMe CUTHaJILHOTO IOyTH "Wnt/OeTa-kaTeHMH" HOpu oOpaboTke
1, 8-umHeoJsioM (cM. ¢ur. 3).

AxTMBHOCTE GSK-3 B KaueCcTBe OTBeTa Ha ofbpaborky 1,8-
LIMHEOJIOM

Ha crenyomen cTanum OBLIIO OCYIEeCTRBJIEHO OOIOJIHUTEJIbHOE
VCccJeloBaHKue oJjis aHaJn3a COOTBETCTBYKIETO YPOBHSA
bochopusmpoBaHua OeTa-KaTeHMHa KkKak peryJjagaropa GSK-3. B ciaydae
GSK-3 peub ugeT o KOHCTUTYTHUBHO akKTMBHOM  OeJike, KOTOPHM
MHTUOUpPYeTCHa BCJIeNCTBUe ooochopuimmpoBaHmusa GSK-3 mno cepuHy-9 (GSK-
3-ajapda) W 1o cepuHy-21 (GSK-3-06eTa) . s MccJIedoBaHMSa
DKCIPpeCcCUun n YPOBHSHA bochopuIMpPOBaHUSA GSK-3-anbda/Bera B
NIpUCYyTCTBMM ¥ B oTcyTcTBMu 100 MM 1, 8-1MHeoJla OCYMEeCTRBJIIAIN
aHaJIM3HE CIOCOBOM BeCTepH-OJIOTTHHTA.

IaHHBEE, TIOJIYUEHHHE 3agdBUTEJIEM, OTUEeTJIMBO IIOKA3HBAKT, UYTO
LIMHEeOoJI BeIeT K yMeHbIIeHHOMY oGochopuirpoBaHmio GSK-3-ajbda/OeTa IO
cepuHy-9/-21, UTO B CBOKL OuUepenb BeleT K YCUJIEHHOM aKTUBHOCTH

GSK-3 wu, TakumMm o00pa3o0oM, K YCUJIEHHOM merpajauuy OeTa-KaTeHMHAa
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(cM. o¢mur. 4A). Hapgany ¢ odochopuImMpoBaHMeM IO cepuHy 9/-21
AKTUBHOCTE GSK-3 peryJupymoT TakKxXe Ha YPOBHe ee CyOKJIeTOUHOM
Jokasmzauun. GSK-3 wMoxeT OHTBH I[IepeMelleHa IJIS OTIOeJIEHMSA OT ee
cybcrpaTa B SHIOOJIM30COMAaJIbHOM BE3UKYIJIE, YTOOH YMEHBIIUTH
aKTUMBHOCTB KVHAa3H . VIMMYHOTUCTOXMMUUECKHUE MCCIJIeNOBaHUA,
[IPOBEIEeHHEEe 3adBUTEJIEM, IIOKA3HBAKRT IIOHMXEHHYK SHIOJM30COMAaJIbHY
Jokamzauuw GSK-3 B kKauecTeBe peakuum Ha 100 MxM 1, 8-umMHeoJla, 4YTO
OTMeUaeTCsa II0 €& IIOHMKEHHOMY MWHIMOMpOBaHMK IIocjie obpaborTkm 1, 8-
UMHeoJIOM (cM. o¢ur. 4B). GSK-3 BOBRJIeUEHa B pPeryadalMO MHOIMX
BMOCUMHTETHUUECKMX CUTHAJIBHHEX IIYyTEeM, a MHOTOUMCJIEHHBE KMHAa3E MOTYT
pPeryJupoBaThk akKTUBHOCTE GSK-3 QochopMiIMpOBaHMEM €& aKTUBUPYIOIUX
Wi  uHTUMOupylmux — bocbopusmpoBaHue canToB. Akt-kuHaza (Takxe
u3BeCcTHasd kKak PKB) OrJla MIOeHTUOMUMPOBaHa B KadeCTBe OHKOT'eHa C
AKTUBHOCTBLIO CEPMH/TPEeOHMH-KMHASZE, IPM STOM OBJIO IIOKaszaHOo, UYTO 1in
Vivo OHa T[pencTarjgeT coBoM HEeTAaTUBHHIN pPeTryJIaTop aKTUBHOCTU
GSK3-bera. Akt-xuHasza BCJeICTBME OGOCOOPMIMPOBAHUA I[10 CepuHy-473
MOXET aKTUBMpPOBaATBCA OJjgaromaps PDK1l, npuyeM MCXOOAT M3 TOI'O, UYTO
PHLPP geMcTBYeT B KauecTBe MuHITUOMTOpa ee odpochopuamuporanmusa. B
IopAOKe TIIepBOTO mara 3adBUTeJieM OBJI [OIPpOoaHaJM3UPOBaAH YPOBEHb
DKCIIPEeCCUM UM YPOBeHb (oCchopMIMPOBaHMA IO cepuHy-473 kmHaszsel AKL B
KauecTBe peaxkuum Ha 100 MKM 1, 8-umHeoJa. YPOBEHBL
pochopuIMpoBaHUA KMHAa 3H Akt 1o cepuHy-473 BO BCex
IpOaHaAIM3UPOBAHHEX B»KCTpaKTax ©OeJIKOB Ha OCHOBe IIOJIMIIOB HOCa He
OHJI TOIOBEPXEeH CYIEeCTBEHHOMY BJIMSAHMUI, KOI'Ja ONpenesyiaJM TakKxe U
VHIVBUOYAJLHEM YPOBEHbL DSKcIpeccum (cMm. our. 5).

ObcyxIeHMe

B ciaydYae IIOJMIIOB HOCa peub uIeT O »nobpokaueCTBEHHOM
opoJinbepaTUBHOM  OOJIE3HM  CJAM3UCTOM  0O0O0JIOUKM HOCa U CcpelHeln
HOCOBOWM  PaKOBMHH. B HacTodmee  BpeMd CTaHIapTHAaA Tepalnsd,
pPeKoMeHIOBaHHaA COIJIaCHO MeXIYHapOIHOW UM eBPOINEeMCKOM IUpeKTUBAaM,
OCHOBaHa Ha TOIIMUYECKM IIPUMEHSEMHX KOPTHKOCTepouOax. OOHaAKO YacTo
OTBETHAaSA peakums IOJINIIOB HOCa Ha CTEPOUIH ABJIAETCSH
HeyIOBJIETBOPUTEJILHOM: COOCTBEHHO KOTIa OHM IIPMMEHSITCSd B IIopAOKe
OJIMTEeJIBHOT O JIeUeHn C [IPOMEXY TOUHEIMA LMKJIaM C CUCTEMHO
[IPVMeH 9 €MEIMU TJIDKOKOPTUKOMIaMA, TO, TeM  He MeHeeg, JacTo

TpebyeTcsa oCyIleCTBJIeHUE XUPYPTUUECKUX IeVCTBUMN.
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HopeWmure QDaHHHE, IIOJIYUeHHHEE 3agBUTeJIeM, II0Ka3HBalT, UYTO B
IoJIMIax Hoca II0 CpPpaBHEHMI0 C HMXHEeM HOCOBOM PaKOBMHOM MallMeHTOB C
CRSwWNP HabJmonaeTcd SHaAUMTEeJIbHO foJiee BEICOKAHA CKOPOCTE
bocoopunupoBaHrsa GSK-3-anbda/OeTa. SBagBuTesieM Obla oOOHapyXeHa
TakXe paBHOMepHas 5skchnpeccusa pGSK-3-anbda/beTa BO BCexX KIETKax
CJIOA DIUTENMA B NOJUIIax C YIIJIOTHEHMEM SIUTEeJIUA.

B ciayuae GSK-3 peubr wuOeT O (QepMeHTe MHOTOCTOPOHHETO
OeliCTBUMA, KOTOPHM BOBJIeUeH BO MHOXECTBO KJIETOUHHX CUIHAaJIbHHX
KackamoeB. GSK-3 mnocjgemoBaTeJIbHO IIOOKJIOUAeT MHOTOUMCJIEHHHE IIYyTHU
TJIABHOTO curHalyia, B TOM yuce CUTHAJIbLHEM OyTh
dochaTUINIIMHOBUTOJ -3 ' —KMHAa 3k, CUTHAJILHEIM IIyTb Wnt, hedgehog-
CUTHaJIMHT ¥ notch-curHamuT.

MHOTHMEe pas3IpaXuTelXM BeIyT K MHakKTuBauuu GSK-3, B TOM UMKCIe

baxkTopEl  poOCTa, Takue xkak EGF (Epidermal Growth Factor
(pOomMOoepMaJibHEL  dakTop pocTa)), PDGEF (Platelet-Derived Growth
Factor (TpoMOoOUMTAPHEM  dakTop pocTa)), BDNF (Brain-derived

neurotrophic factor (HeMpoTpodHEl dakTop MoO3Ta)), IGEF (Insulin-
like growth factor (MHCYJIMHONOIOOHEI (aKTOP poOCTa) UM MHCYJIMH.
V3BecTHH B3aumMomeMcTBMSA GSK-3 ¢ NF-kB, mTOR, TGF-Bera m p38.

GSK-3 dpochopumMpyeT MHOXeCTBO cybcTpaTos, HallpuMep

TJIMKOTEeHCHHTAa3y U Opyrre MeTadboJuueckue GepMeHTH, [-KaTeHuH,
baxTopr TpaHckpunuumu CBP (CREB Binding Protein (CREB-CBsA3LBaMUN
BeJiok) ), c-Myc m c-Jun ¥ QaKTOpPH MHULIMMPOBAHUA TpaHCHauuu elF2 wu
elF2B.

B OpeleOymMx  MCCIeOOBaHMAX  3agdBuUTeJieM Ovla OOHapyXeHa
akTuBauma GSK-3 B BocCHaJIeHHOM CJIM3UCTOM 000JIouKe HoOca B ofmeM
cJlydae, a Takxe aKTuBalumsa GSK-3 B moJjmIax HoOcCa.

B pamkax 5»ToM pad®oTH 3agBUTeJIeM BIIepPBHEe OBJIO IIOKal3aHO, UYTo
1, 8-1UMHeOJI OeMCTBYeT B KaueCcTBe CWJILHOTO MHIUOUTOpa aKTUBHOCTU
oyt "Wnt/SerTa-xaTeHMH" ¥ IOIPM STOM BeOeT K CUJIILHOMY YMEHLIIEHMIO
NpOTpPeCcCHUPOBaHUS KIIETOK.

[ToHMXeHHA A nerpamaumusa DeTa-KaTeHMHAa KOoppeJimpyeT C
YMEHBIIEHHEIM MHIMOMpoBaHMeM GSK3-0Oera, IpruuyeM COOTBETCTBYKIME
BeJIkM, OTBETCTBEHHEE 3a 2TOT MexXaHM3M, B »OajlbHeWmeM BHSACHEHH He

ORI (CM. OUI'. 6 B KayecTBE MOIEJIN) .
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B nopsanke o0oO0WeHUs, MOXHO KOHCTATHUPOBATE, UTO pPe3yJbTaTH,
[IOJIy4YEeHHEIe 3aaBUTEJIEM, YKa3EBanT Ha HOBYK JIEKAPCTEBEHHY
KOMIIOBULMID W 20bexT 1,8-UMHeoJla ¥ BeOyT K HOBEM BapMaHTaM
[IPUMEeHeHUS IIpU JIeYeHUM STHUM I[IPUMPONOHEIM aKTHMBHEM BelleCTBOM WJIU
AKTMBHEIM BeMeCTBOM Ha NIPUPOIHOM OCHOBE.

Ommcanne ¢uryp

dur. 1

T'emaTokCcUIMH-2083MHOBOe (HE) okxpammBaHMe TIIOJIUIIOB HOCa M

BIOPOBOM CIMBUCTOM OOOJIOUKM HOCA

STUM CIIoCcoboM OKpallMBaHUA 0a30dnIIbHEE CTPYKTYPH
OKpallMBalnTCA B CHMHE-JIMJIOBHIL LBeT, a DSO3UHOOUIIBHEE CTPYKTYPE
OKpallMBalnTCA B CBEeTJIO-PO30BHM LBET, TOorODa Kak @ I'MOPpOQOOHEHE
CTPYKTYPEHL, Takue Kak MeMOpaHH alnapaTa ['oabmoxuy, ocTanTCcHa

HeOKpalleHHEIMI ¥ CBEeTJIBIMA .

dur. 2

JoB0B3aBUCHUMOE YMEeHBLIIeHMEe IIPOTI'PEeCCUPOBAHMSI KIIETOK OJjaromaps
1, 8-umHeONy

IOia Toro uToOH ONpeleiMTh, BemeT JmM obpabdoTka 1, 8-LUMHEOJIOM
K MHI'MOMPOBAHUIO KJIETOUHOM XUIHECIIOCOOHOCTM IIOJIMIIOB HOCa, ObBUIM
[poBeneHs HuchoeHTaHua ¢ MTT. CUJIBHO  yYMEHBIIEHHY IpoJiMdepalino
KJIETOK IIOJIMIIOB HOCa MOXHO OBJIO HabJoIaTk B KaueCTBe peakKUMM Ha
MHKyOaumio ¢ 100 MxM 1, 8-umMHeoJa B TeueHMe 144 yacoB (our. 24,
ciydanm C OIBYMS PasHEIMHA yyuaCTHMKaMMU MCIBTaHUM I " II).
HeoxmmaHHBEM obpasoM Ha KYJIb TUBUPOBAHHEE KJIETKU DIUTEJIUA
CIM3UCTOM OOOJIOUKM HOCa He IMOoBJMAJa obpaborTka 1, 8-LIMHEOJOM, UTO
cJlenyerT n3 KOHTEKCTHO—-3aBUCHUMOTI'O CrlelnudmUUIeCcKrOoTO MeXaHM3Ma
nevcreusa 1, 8—umHeoJsia (dur. 2B).

dur. 3

SKCIpeccusi akKTUMBHOT'O fOeTa-KaTeHMHa B OTBET Ha LIMHEOI

IOisa wuccilenoBaHusa JIOelcTBUA 24-yacoBom ob6paboTrxkm ¢ 100 wMxM
1, 8-1uMHeOoJla Ha YPOBEHB D3KCIpeccumr ©OeJika aKTMBHOTO OeTa-KaTeHMHa
B Tpex pa3HHxX »OpoBax TKaHeM IIOJMIIOB HOCa (A, B, C) OBLIIN
OCYIIECTBJIEHE aHaJIM3H Oo0mMx OeJIKOB CIOCOOOM BEeCTepH-OJIOTTHUHTA.
GAPDH HOpMMEeHAJM B KadeCTBE KOHTPOJILHOM HAaTpPy3KHU.

dur. 4
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(A) DSkcropeccusi aKTUMBHOT'O OeTa-xaTeHumHa U P-GSK-3 (cepmu-9/-
21) B KadeCcTBe pPeakKLuM Ha LIMHEOJ

IOnga wucciaemoBaHMa »OelcTBuA 24-yacoBod obpadoTkm ¢ 100 MKM
1, 8-1MHeOJl Ha YPOBeHb BKcIOpeccum O0eJIka aKTMBHOTO OeTa-KaTeHMHa,
docpo-GSK-3 (cepuu-9/-21) u ©docdpo-GSK-3 (TuposuH-279/-216) B
JeTHpex PasHEX npobax I[IOJIUIIOB HOCa (D, E, F, G) OBLIIN
OCYIIECTRBJIEHH aHaJIM3H of0mux OeJIKOB CIOoCOOOM BeCTepH-OJIOTTHHTA.
GAPDH nNpuMeHSJM B KaueCTBe KOHTPOJILHOM HaTpPy3KHU.

(B) /(C) CybBrknerouHass JokammuBaimsa P-GSK-3 (cepun-9/-21) B
KadyeCcTBe peaKLMM Ha LIMHeOJ

IOnga wmcciaeloBaHMA IIOHMXEHHOVM SHIOOJM30COMAJIbLHOM JIOoKaJM3aluu
bocdo-GSK-3 (cepmu-9/-21) B KauecTBe peakumm Ha 100 wMmxM 1, 8-
LUMHeoJa CpaBHUBAJU C KOHTPOJILHOM cpemnon u OCYIEeCTBJIIAIN
VMMYHOTUCTOXMMUUECKUE MCCJeloBaHMA. KIIeTOUHBEEe gOpa oKpallMBaJd C
DAPI.

éur. 5

Sxcnpeccuss Akt m P-Akt (cepun-473) B KxadecTBe peakLuM Ha
1, 8-umHeoNn

Ons pemoHcTpauuu pevcTBua 100 MM 1, 8-1ilMHeoJla Ha YPOBEHD
skcHnpeccum 6Genxkos Akt m P-Akt (rpeoHmMH-308) B UeTHpexX pPa3HHX
npodax TKaHeM IIOJMIIOB HOCca (H, I, J, K) OBUIM  OCYIEeCTBJIEHE
aHaJIM3EL O0WMX OEJIKOB CIOCOOOM BeCTepH-OJIOTTHMHIa. GAPDH nOpuMeHANN
B KauecTBe KOHTPOJILHOM HaTPy3KMU.

dur. 6

Momener wuHrMOMpoBaHua ImnyTu "Wnt/BeTa-kaTeHMH" B KauyecTBe
peakiumm Ha 1, 8-1MHeoOX

B pamkax 5»ToM pad®oTH 3agBUTeJIeM BIIepPBHEe OBJIO IIOKal3aHO, UYTo
1, 8-uMHeOJI @OeMcTByeT B KaudecTBe MHIUOUTOPa AaKTHMBHOCTM IIYyTHU
"Wnt/bera-xaTeHMH" n BeOeT K CUJIBHOMY YMEHBIIE HU
IpOTPEeECCUPOBAHMSA KJIETOK [IOJINIIOB HOCa. IlaHHEIE, [IOJIYUYEHHHE
3agBUTEJIEM, IIOKa3HBAKLT, UYTO 1,8-LUMHEOJ BJMSAET Ha MWHIUOMpYKIEe
bochopuIMpoOBaHME ¥ BHIOOJM30COMAJIEHYI Jiokam3auuin GSK3-0eTa, B
ciydae KOTOpOM peub UIeT O ILeHTpaJlbHOM peryJaTope AaKTHMBHOCTU
OeTa-KaTeHVHA.

3. KMHMUYeCKMe NOPpakKTUUSCKME MCHOHTaHMSI OO NOpMMeHeHmio 1,8-

IIMHeOJIa YV HalmMeHTOB ¢ Polyposis nasi et sinuum
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B paMKax KJIMHMUECKOTO IPUMeHeHMA 22 OallMeHTa [I0ocCJe olepaluu
Ha OKOJIOHOCOBEHX nasyxax IOTIOJIHUTEJILHO K CTaHOapTHOM
JIeKapCTBEHHOM Tepaluyu Iojydain 1, 8-umHeos (Soledum forte®) 3 pasa

mo 1 RallcyJle B TeUeHle 3 MecsdleB. Hpe,]:[OHean,MOHHBIe MSO@pa)KeHMF[,

IIOJIydeHHEE TIPM KOMIBITEPHOM ToMoTpaduyu, OlLeHMBaJIM IO MKaje
JJanna-Makkega. IllaumMeHTaM OBJIO [IPENJIOXKEHO OLEHUTHL CBOM  XaJIOOH
ocpelCcTBOM aHkKeTH (SNOT20 - HeMellkad aZalTHUpOBaHHaASA Bepcusda) . 21

M3 22 IalMeHTOB 3aBeplinuJl JiedeHMe TakK, Kak OBJIO IIPpeldyCMOTPEHO.
OOVH IMaluMeHT CoobmMII O XeJIYOOUHO-KUIEUHEX I[IOO0OUHHX IeVCTBUAX U
opepBaJl JedeHue 1,8-1IMHeoJOM. J[[ONOJIHUTEJIbHOE MCCJIeIOBaHue uepes
6 MeCHLeB IokKa3aJjio TOJILKO Y OIOHOTO rnaureHTa HayaJlb HEM
He3HAUMTEJIbHHY PelUMIMBHEM IIOJMIIO3. B Cilydae [OepBOM OPMEHTHUPYKIEMN
OLleHKM OBJIO OTMeUeHO 3aMeTHoe VyJyulleHMe olleHkr SNOT-20 110
CPaBHeHMIO C TIpelollepalMOHHEIMM pe3yJbTaTaMr. TakuM o6pas3oM, Obvlla
OTMeuUeHa xXopolia g OTBEeTHasa peakuus Ha OOIIOJIHUTEeJIbHOE
MeIVKaMeHTO3HOe JeueHue 1,8-LUMHEOJIOM IIPU TOJIEPAHTHOM [Ipodnie
IOBOUHOTO NEeVCTBUA.

TaKkMuM obpaz3oMm, 1, 8-1IMHeOJI npelcTaBJIgeT cobon
BHICOKOKAUECTBEeHHOEe IOIIOJIHEHMe K IocJenyimeMy MeOVMKaMeHTO3HOMY
JIeUeHMIO II0CJIe XMPYPIMUeCcKOM ollepallMM Ha OKOJIOHOCOBEIX Ia’syXaxX.

OcymecCTBJICHHEE K HacTogmeMy BpeMeHU MHOT oOBemamume
KJIMH/UEeCKMe IIpakKTUUeCcKMe MCHOHTaHug OyIyT OPOIOJIKEHH B OTHOIEHUM
HaMIeHHHX 3asBUTeJIeM HOBHX 520DeKTOBR UM BO3MOXHOCTeM JieueHus 1, 8-
LIMHEeOJIOM, a BCe IHalMeHTH, M3JIeueHHHe IO HacToAmeIro BpeMeHu 1, 8-
LIVHEeOJIOM, OyIoyT PEeTYJIIAPHO oBcyiegoBaThLCHA B OTHOUWEeHUN
BOSHUKHOBEHMSA BOBMOXHHX PelUIMBOB.

KpoMe ToTo, Telepb HAIJEeXUT MCCIeloBaTh 5dbdexTn 1, 8—LMHeoJIa
Takxe IIPM AadeHOMIHOM KOHCTUTYLMM M B STOM CBA3U IIpPeOCcTaBJsgeT
MHTepec olleHKa BOBMOXHOCTM  IIPpUMeHeHUS 1, 8-umHeoJa B BUIE
Ha3aJIbHOTO CcIpesd.

4, JansHeMlme VNCCIJISIOBAHMSA ¢ KIIMHNYEeCKME %1 MOJIEKVJIIAPHO —

OMOJIOIMUECKNME OCHOBAaHMSI IJISI TePpaleBTUUSCKOI'O IIPMMEHEHMSI LIMHEeOJIA,

B yYacTHoCcTM 1,8-11MHeoOJla, HOpuM OoJaunax Hoca (Polyposis nasi et

sinuum)

1. OBume nDoIoXeHUSA
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Polyposis nasi et sSinuum OPeICTaBJISOT CO0OV BHIISUMBAHUSA
XPOHMYECKM BOCIAJIEHHOM ¥ OTEeUHOM CJM3MCTOM OOOJIOUKM M3 KJIETOK
pemeTyaToy¥ KOCTHM, KJIMHOBMIHOM TMal’syxXy ¥ TalMMOPOBOM IIa3yxU B
IIOJIOCTE Hoca. OHM MOTYT BEeCTM K IIoMexaM IOHXaHMSa uYepe3 HOC, K
norepe OOOHAHMA ¥ K OPpYIMM 3a00JIeBaHMAM OKOJIOHOCOBEIX IIa3YX.
Cnato BHpaxeHHHe Q(OpME 3aboJieBaHMM MOXHO JIeUuMTh 3a CcueT IIpueMa
TUIOKOKOPTUKOUIOB (KOPTMI0HCOIEPXAMMX HAaBaJIbHHX CIpeeB, TabJIeToOK
KOPTM30Ha U T.I.). OODHAKO XUPYPIMUECKOoe JieUeHMe IIPpeUMyleCTBeHHO
HeoBxoOMMO IJIST TOT'O, UYTOOH AaKTMBHO BO3IEMCTBOBATEL Ha BaTpyIdHeHMe
OHXAaHMSA uYepes3 HOC U IoTepi o000OHAHMA. OlepaluM OCYMeCTBJIST
SHIOOHAa3aJIbHO  (Uuepes IIOJIOCTM HOoca) M I[on ofmMM HapKO30M C
MMHMMAJILHEM —~ BMEmMAaTeJLCTBOM M IIPM  STOM  JTOCTUT AT CTereHu
uzJeueHmus okoJio 50% u cHuxeHus xajo® B 90% ciayuaeB. Polyposis
nasi et sinuum M XPOHWUECKME IIOJIMIIO3HHE 3afoJIeBaHMA IIPWIOATOUHBIX
IIOJIOCTEN MNPOABJAIT CKJIOHHOCTL K peluuIMBamM. YacTo IO xony OOJIe3HU
TpebyeTcsa OCymeCTBJIEHN/E HeCKOJIbKUX omnepauun. Onepauuu c

MMHVMAaJIEHEIM BMEMaTEeJIECTBOM B IIPMIATOYHEHE IIOJIOCTM OTHOCATCA K

BMellaTeJIbCTBaM B JIOP-o06JyacThb, IpenbsaBJIA0IUM [IOBLIIEHHEE
TpeboBaHud, u 0J1d aleHToB CBS3aHH c MHOTOKPATHOCTLIO
MHOTOIHEBHEX [IpeOLBaHUM B BOJILHULLE u c MHTEeHCHUBHEM

IOOIIOJIHUTEJILHEM JIeUeHMEM.

B cTporoM CMBICJIe IO PMHMTOM IIOHMMAKT  BOCIaJMUTeJIbLHOEe
M3MeHeHMe CJAU3UCTOM OO00JIOUKM HOoca, a II0O0 CHUHYCUTOM IIOHMMAIT
AHaJIOTHMUHEIE M3MEeHEeHMS CJHAM3UCTOM OODO0JIOUKM OKOJIOHOCOBHX IIal’3yX.
lleHTpajlbHOE MECTO CcpeIM XxaJio® 3BaHuMalnT ©O0oJM, pHHOpesa U IIoMexa
OHXaHU  Uepe3  HOoC. SNIMOeMMOJIOTHS, Kay3aJIbHEM ¥ (opMaJibHBIM
IaToreHe3 PUHOCUHYCHTA VIOBJIETBOPUTEJILHO IMIPOACHAITCS TOJBKO B
HeMHOTMX cJydagx. KilaccupmkalLmrsa PUHUTa U/WIM CHUHYCUTa MOXEeT OHTL
ocymecTRBJIeHa II0 aHaMHes’y (10 YacToTe M MIPOOOJIXMTEJILHOCTHU Xajiod),
10 UMMYHOTUMCTOXVMMUUECKMM ¥  MOPOOJIOTMUECKMM  OlleHKaM  WMJIU, B
IopgamKe OIBTa, IO MX S2THUOJOTUM WM accolMaluM C CUCTEMHBEMU
3ab0JIeBaHMAMA .

B cayuasx HaumboJiee UYaCTHX BapMaHTOB pPUHUTAa 3aduMKCHUpPOBaH
[IJIaBHBEI IIepexol OT PUHMTAa K CUHYCUTY. CIM3UCTHE OOOJIOUKM HOCa U
OKOJIOHOCOBHX IIa3yx OTJMUYATCHA CTPYKTYPOM ¥ OOYHKLMEeM B MeHblen

CTeIleHM KadUeCTBE€HHO " IIpeMMymeCTBEHHO KOJIMYECTBEHHO, OHM HMIOYT B
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0oBJlacTb YCTBEBR TIPUOATOUHHX IIOJIOCTEM HeNOCPeICTBEeHHO IpyTl K
IpyTy. B corjacoBaHMe C 3TOV KapTHMHOM OOHUHHIM BUPYCHHEHM HaCMOPK B
npeobiajanmeM 4YMCIIe CJydaeB (o 87%) Ha KOMIBLITEPHOM TOMOIpaMMe
naeT IIOOTBepXIaeMOoe CcoydacTHe OKOJIOHOCOBHX Ila3yx. Ha OCHOBaHUU
aHaMHe3a M MHBIX [IOaHHEX pas3jiMyuainT OT 3 IO 5 TUIIOB PUHOCHUHYCUTA.

B ciydae  XPOHMUECKOTO PUHOCHMHYCHUTa HabyxXaHue CJIM3UCTOMN
OOOJIOUKM C IIepeMelleHMeM OPEeHaXHHX I[IyTel IPUIOATOUHHX IIOJIOCTeN
npeIcTaBJIgeT COOO¥ TOJBKO OOMH M3 IDaTOTeHeTUUdeCKux G(GaKTOpPORBR, B
IPpyTOM dYacTU CJydaeB BXOOAT BO B3aMMOINEMCTBMe HOpPyIMe, UYacTo B
eme OOJIbIIEM CTeIeHM HeM3BeCTHHe O(aKTOpPH, TakMe KakK, HallpuMep,
obpasopaHMe IIOJIMIIOB HOCa B BuUIe OOOPOKAUEeCTBEHHHX BOIAHUCTEHX,
YacTO CTeKJIOBMIOHEIX CepoTo LBeTa IUIEPIIasul CIU3UCTHX O0O00JIOUeK.
[Io »TOM HOpMUMHe B JMTepaType IIPUHATO pPa3IneliaTh I[IOJIMIIO3HHE U
HEIIOJIMIIO3HEE PHMHOCHMHYCUTE. HacTodmee wm300peTeHre COOKYCUPOBAHO
Ha XPOHNUECKOM [IOJIMIIO 3HOM CUHYCUTE C BO3MOXHO BoJibmen
BHPAXeHHOCThI0 Polyposis nasi et sinuum.

KoHcepBaTHMBHOE JIeUEHUE

TonmmMuyecKM IOIPMMEHSIEMEIE IUVIOKOKOPTUMKOMIE B clydae Polyposis
nasi et sinuum

BocnanureslbHas peakKuusda B IIOJMIIax HOCa, acCouuMMpoBaHHasa C
203MHOOMIIaAMH, B yacTHOCTH, 50beKTUBHO MHTUOUPYyeTCHd
TJIOKOKOPTHUKOMOaAMM. Ilpy 2TOM B KJIMHMUYECKOM OTHOIEHMM HacTyllaeT
3aMeTHOe YJIydlleHMe CHUMITOMaTUKM. B IIOCJeIHVe TOIOH KJIMHUUEeCKUE
HabJmomeHMs BCce B OoJblleld CTeleHM [IOOIepXMBalnTCa O0O0BeKTUBHEMU
napaMeTpaMy (PUMHOMaAHOMETPUA, PUHOMETPHUSA, IIMKOBasA CKOPOCTL BIOXa
yepes HOC PNIF, MaTHUTHO-PE30OHaHCHAad TOoMOTPadus) . YJacToTy
PELVIVBOB M BpeMs I[IOABJIEHMSA PeUMOVBOB IIOCJIe Oollepall B HEKOTOPHIX
MCCJIeNOBaHUAX  YHOAJIOCh  SHAUUTEJIBHO  YJIYUYNUTHL WU  M3MEeHUTH B
CTOPOHY  YJIYUIIeHUSd, oIpuyeM MCCJeOOBaHMA I[I0 IJUTEJIBHOCTU  He
IpeBOCXOOUJIM Tola. TakuM o0pasoM, CJelyeT PeKOMeHINOBaTh JedeHMe
TONMUYECKN IIpMMeHSIeMbEIMM KOPTUKOCTepOMIaMu B TeUeHMEe HeCKOJBbKUX
MecsaleB B Cllydae He I[IOOBepl'aBUUXCH JIEUEeHMK IIOJIMIIOB HOCa WK B
KaueCcTBe Hauajla CXeMH JieUeHUs Iepell XUPYPIMUeCKOoM caHaluel, a
Takke OIS OpodMIIaKTUKM pPelUuIMBOB IIOCJEe XUPYPIMUECKOIT'O JieueHMsd
(oT 6 Mecdller mo 1 Toma) .

Xupypruueckoe JieueHUe
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[lokaBaHMsl K BMEUATEJILECTBY B OKOJIOHOCOBHE IIal3yXn

OnepaTMBHOE  BMeMaTeJLCTBO B Clydae  PeUUIUBUPYRIETO U
XPOHUUYECKOTO PUHOCHMHYCHUTa C Polyposis nasi et sinuum wuiu 06es
HeTo HaszHavalnT ToTla, KoI'la KOHCepBaTHMBHOEe JieUueHMe He IIPUMBOIUT K
YCTpaHeH o XaJio® MJIM K HOOJITOBPEeMEeHHOMY YJIYyUlleHU’IO.

O6oBbweHne

B IuTepaType o HacTOAMEeT O BpeMeHU OTCYTCTBYIOT
uccJedoBaHUA, B KOTOPHX OBJIO MCCJEeOOBAaHO BJIMAHME  OeMCTBUSA
UMHeoJa NI IO OOHHX BEMEeCTB npu JleueHUn XPOHUUECKOTO
IIOJIMIIOBHOTO CMHYyCHUTa (¢ Polyposis nasi et sinuum wuiu ©6e3 HeTo).
K HacTosmeMy BpeMeHM MCCJeOOBAaHO M  CTAaHIapTU30BAaHO  TOJILKO
IpyYMeHeHre  IUIOKOKOPTUMKOMIOB IJIS OpalIbHOTO W/WMIM  TOIOUYEeCKOTO
npuMeHeHusa. Takum obpasoM, Lejlb COCTOUT B MCCIeHOBaHUM TOTO, B
KaKomn Mepe IIOXOXMe pesyJibTaTH  IIpU JIeUeHUN XPOHUUECKOTO
IIOJIUIIOBHOTO CUHYCUTa (c Polyposis nasi et sinuum uiau ©06e3 HeTo)
MOXHO IOOTBepIUTEL. Kak yxe OBJIO paHee IIpPeACTAaBRJIEHO, 3asaBUTeJIEM
OBJI OCYWEeCTRBRJIEH IIOOXOHN C IBYX CTOPOH, a MMeHHO, C OIHOM CTOPOHH,
B KJMHMUYECKOM AacleKTe, a C OpyToM CTOPOHE, B MOJIEKYJISPHO-
BMOJIOTUUECKOM acIleKTe.

2. [oOroToOBUTEJNBLHEE PaboOTH IO IPOEKTY MCCIeIOBAaHUMN

XapaKTeprMCTMKAa CTBOJIOBHX KJIETOK B cinydae Polyposis nasi et
sinuum

[Tosmmumel HOCa IO CpaBHEHMI CO SHOpOBOﬁ CIIN3BUCTOV 0BOJIOUKOM

HOCa [IOKa3HBAaKnT CUJIBHO OTKJIOH SIIYIOC S Mopdosgoruo, KoTopas
IosACcHeHa Ha Oour. 1 TI'eMaTOKCUMIMH-303MHOBHM (HE) okpamuMBaHMeM
3aMOPOXEHHEX Cpes30oB o0eux TkaHel (cMm. our. 1). DSTuM crnocoboMm

OKpamMpaHMsa 0as30(uIIbHEE CTPYKTYPH OKpPalMBATCHA B CUHE—-JIMJIOBHM
IIBET, a DO3MHOQUJILHEHE CTPYKTYPH OKpallMBalTCSa B PO3OBHM LBeT,
TOoToa KakK TIuAOpodobHEIE CTPYKTYPH, TakuMe KaK MeMOpaHB alnapaTa
Tonmpmxm, ocCTamwTCA CBeTJIEIMM. TakmMm oO6pa3oM, Ha o¢(ur. 1 I[okas3aHa
pazanuHasg MOpdOJIOTHA 3IOOPOBOM CHAMBUCTOM ODOJOUKM HOCAa UM B cJydae
Polyposis nasi et sinuum.

s VCCJIeIOBaHNA npodmig BDKCIIPECCUN PasHBIX MapKepoB
CTBOJIOBHIX KJIETOK IPpU Polyposis nasi et sinuum OPYMEHAJIM MaTPHUITY
BeJIKOB, KOoTopas IOejiaeT BO3MOXHEIM IIapaJlJIeJIbHEM aHaJlu3 MUPOKOTO

CIIEeKTpPa PasHEX OeJIKOB CTBOJIOBEIX KJIETOK. Bru OlLleHEeH YPOBEHBE
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skcnpeccur 10 pasHEIX MapKepOoB CTBOJIOBHX KJIETOK, KOTOPHE, TaKuUM
oBpas3oM, MOTJIM OBTH MIEHTUOULMPOBAHE Hpu Polyposis nasi et
sinuum. K o»sTtmM ©OeJkaM OTHOCHATCSH, B YacCTHOCTH, aKTHUBAaTOPH
TpaHckpunumu S0X2, Nanog, SO0X17, Pdxl m O0Otx2, KOTOpHE UIpanT
BaXHYK POJIE IIPU PeryJfaluM KJIeTOUHHX I[IPOLeCCOB IUOGOepeHUIUPOBKHU.
IIpy 5TOM YyIaJOCh UISHTUQUIMPOBATE OINYyXOJIeBHM Oejiok 63 (TP63),
aycba-deTonpoTENH (AFP), XOPUOHUYECKUN BeTa-TOHAOOTPOIIMH
yejioBeka (HCG) m E-KaIepuH, KOTOpPHEe MNPpedcTaBJIART CoO0O0M KIUeBHE
BeJIKM PpPas3HHEX KJETOUHHX I[IPOLIECCORB, TakMx Kak IuddepeHUMPOBKAE,
npojmbepaumsa UM aOre3Msa B IUJIOPUIIOTEHTHHX  CTBOJIOBHIX  KJIETKax
yeJioBeKa .

CTBOJIOBHE KJIETKM, BSKcIpeccupywoumue Oct-4 A npm Polyposis
nasi et sinuum

B umMciI0O MIOeHTUOUUIMPOBAHHEX MapKepOB CTBOJIOBHX KJIETOK BXOOUT
TakXe aKTMBaTOp TpaHckpunuum Oct-4 npu Polyposis nasi et sinuum.
[IpennoJsiarailnT, 4YTo Oct-4 mnpencramisgeT CcoBOM LeHTPaJIbHEM PerysiaTop
SMOPUMOHAJILHON IIJIOPUIIOTEHLIUY M CIOCOBHOCTM CaMOOOHOBJIEHUSA.

BrUlO MokaszsaHO, UYTO CyMecTBYT 2 pa3Hee uz3odopMel Oct-4, a
mMeHHo Oct-4 A um Oct-4 B, KOTOpHE pasjJnuyalTcsa KaK I[I0 pa3Mepy
OeJIKkOB, TaK M 10 (OYHKLUMUHA.

[MpennojiarawnT, 4TO TOJIbKO HauboJibmlas m30dpopma Oct-4 A
peryaupyeT CBOMCTBa CTBOJIOBHX KJIETOK, B TO BpeMa Kak OGyHKIUA
Oct-4 B B 3HaAUMTEJNLHOM CTEeleHM He BHSCHeHa.

[losTOMy 3agBuUTeJIeM OBJIO NPMMEHEeHO CclIeludpruuecKoe aHTUTEJO K
Oct-4 A 104 MMMyHOTUMCTOXMMMUECKOTO aHallM3a CyMeCTBOBaHUA KJETOK,
sKCOpeccupyommx Oct-4 A npu Polyposis nasi et sinuum.

IDaHHBIE UYeTKO IIOKa3HBalT HaJlMuKe KJeTOK, BKCIPeCCUPYINX
Oct-4 A npm Polyposis nasi et sinuum, a HOCJelyllMe MCCIJIeOOBAHUSI
crnocoBoM  OPOTOUYHOM  LUUMTOMETPMM  oKas3alM  HaJludue B cpenHeM
OIPUOIIUBUTEIILHO 1,7% KJIETOK, BKCIPECCUPYIIOMNX Oct-4 A npu
Polyposis nasi et sinuum ¥ ABJIAOMUXCI HETATUBHHEMMY I10 OTHOMEHUD K
aHaJIM3MPYEeMHM MapKepaM JMHUM ouddepeHumporkm CD3, CD16, CD19,
CD20 u CDb56.

HccienoBaHmsda criocobamm VMMYHOTMCTOXVMUN u IPOTOUYHOM
UMTOMETPMM MOoKas3ajliM HajJluuve B CpeIHeM [OpubiausuTedbHO 1,7%

KJIeTOK, BsBkchopeccupybomux Oct-4 A npu Polyposis nasi et sinuum,
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KOTOPHE  ABJAKTCA HeTaTUMBHEMM II0 OTHOINEHMK K  aHaJlu3UpPyeEMBM
MapkepamMm JMHMM oudpdepeHumpoBkm CD3, CD16, CD19, CD20 m CDb6.

Murnbupynliee BIMSIHME LIMHEOJIa HAa IIPOT'PeCCUPOBaHMEe B cCiIydae
Polyposis nasi et sinuum

BrulM OCymEeCTBJIEHH I[IEPBHE IIPeldBapUTEJIEHEE MCCJeIOBaHUA II0
UBYUEHMIO BJMSHMSA LMHEOJa Ha IIPpoTPecCHpoBaHMe B cJydYae Polyposis
nasi et sinuum. [Js ©STOTr0 CHauvajla ObJIM IIOJIYUYEHHE CYCIEeH3UU
OOVMHOUHHX KJIETOK, KOTOPHE MHKYyOMpPOBAaJIM B KJETOUHOM KYJILTYype B
TedeHre 288 dYacoB B CTaHOapTHOM Ccpeme ¥ ¢ 1 MM LOMHeoJa.
PesyJbTaTH I[IOKAa3HBAKT MaCCOBOEe CHMXEHME XUSHECIIOCOOHOCTU KJIETOK
B UHTepBaJje oT 96 1pno 144 wyacoB, OOYCJIOBJIEHHOE LMHEOJIOM. JTO
nonrBepXoaeT VHITUOUpYyIIee BJIMSAHUE 1 MM LUMHeOoJIa Ha
IporpeccupoBaHme B ciydyae Polyposis nasi et sinuum

ST MCCJeIOBaHMA K HacCTodlleMy BpeMeHM OBUIM OCYIEeCTBJIEHE C
nojmrnaMy 5  pa3HHX I[alMeHTOB M B KaxXIoM CJiydae IIoKa3aJu
YVOMBUTEJILHO COIJIaCOBAaHHLBE pPe3yJIbTaTH, TaK UYTOo IIOCJenylmui aHaJn3
MOJIEKYJIAPHEX MexXaHM3MOB, JeXalyx B OCHOBe NeVCTBMA LMHeoJa, B
YaCTHOCTM, Ha XapaKTepMUCTUKY CTBOJIOBEIX KJIETOK M, TakKuMM oO0pasoM,
Ha YacToTy PeUMIMBOB B ciyuae Polyposis nasi et sinuum CcUuMTaeTCs
3agBUTEJIeM KpalHe MHOToOOOemamlMM M CBSI3aHHBM C JIeUeHUEM.

3. MocTaHOBKA LeIn

TpebyeTcs MMPOKO oxapakKTepr30BaTh BJIMSHYE LMHeOoJa Ha
MOJIEKYJIAPHEE MeXaHM3MH UM KackKaObhl CHUTHAJIbHOM TPaHCOYKUUM IIPpU
NPOTPEeCCHUPOBaHUM B cJlydyae Polyposis nasi et sinuum, B YacCTHOCTMH,
TakKXe Ha  XapaKTepUCTUMKY CTBOJIOBHX  KJETOK B ciayuyae 2TOTO
3aboJieBaHnAg.

(I) SkcnepMMeHTAJIbLHASI YacThb

BinusHMe ILIMHeOJIa Ha XMBHECIIOCOOHOCTE KIIETOK U IIpoJMdepalio

Bui  oCymecTBJIeHH  JaJlbHeMmre  MCCJIeOoBaHMAa OJ4  aHaJlu3a
BJIMAHMA ILIMHeOJla Ha XWMB3HEeCIOCOOHOCTE WM [OpoJiMdpepalmrio  pPas3HHEX
IIOCTOSAHHBEX KJIETOUHHX JMHUM. [IJIg STOT0 OPUMEeHIJIM IBe KJIeTOUHELHE
JuHMM HNSCC, a mTakxe OIHY KIETOUHYID JIMHUD O(ubpodilacToB. 3TU
KJIEeTKU KyJIb TUBUPOBAJN B TeueHNe 250 JacoB C Pas3HEMM
KOHUEeHTpalUaM1 LMHeOoJa (oT 1 oo 10 MM) U  UCCJIemoBaJu
KMBHECIIOCOOHOCTE KJIETOK B MCHHTaHMM ¢ MTT. BrUIO BHSABJIEHO Kak

I/IHI‘I/I@I/IpyIOH_[ee BIJIMAHVE IMHeOJIa Ha IIpoIrpeCcCrMpoOBaHIME u
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KMBHECIIOCODOHOCTE KJIETOK HNSCC, TakKk ¥ MHTUOMpYyKIlee BIIMAHUE
LIMHeOJIa Ha MpOoTpecCHUpOBaHMe M XKU3BHECIOCOOHOCTEL (pubpoBilacToB.

IIpy 2TOM KapTMHa oKasajlaCcb TaKoM Xe, KaK M B IIpelleCTBYIMMUX
VCCJIeIOBaHUAX II0 W3YUEHUK BJIMAHUSA LMHEOJa Ha XM3HECIIOCOOHOCTH
OOVMHOUHEX KJIETOK B CYCIIeH3MAX B cJiydyae Polyposis nasi et sinuum,
nIpMyeM, OIOHAKO, Ha IIOCTOSHHHE KJIETOUHBEE JIMHUM MOXHO OBJIO B
3HAUUTEJNbLHOM CTeleHM BJMATL B OTHOINEHUM MX OpoJudepally JIMIL B
He3HaAUMTeJIbHO O00Jiee TIIO3IOHME MOMEHTH M IIPM HE3HaAUUTEJILHO ©OoJee
BEICOKMX KOHILIEHTPaLUUax LIMHeOJIa . B OCHOBEe 2TOTO pasiInumnsg
OOIIOJIHUTEJIBHO K CIHelIUMdUUeCKMM XapaKTepUCTHUKaM KJIETOK, BepOodTHee
BCeTro, JEeXMT TaKxe TOT oakT, UTO B cJjyuae npod® Polyposis nasi et
sinuum peub mJia o) [IEPBUUHOM MaTepuale, a KJIETKU Ha

COOTBeTCTBYyIIMX CTalIMAX VCIIEIT aHUM IooBpepIralJincCe foJjiee CUJIIBHOMY

CTpecCccCy.
OnmHako B STUX MCCJIeODOBaHMAX IIOOUEepKNMBaeTCA JeTKO
HabJomaeMoe oencTBUe IoMHeOoJIa, VHIMOUpPYIIee MacCCOBYIO

npojmbpepaumo, B KOHUeHTpauumu oT 1 MM mo 2 MM ¥ 3aMeTHOe
IMTOTOKCHUEeCckoe IeMcTBMue Inpu 10 MM B cCilyyae BCexX MCCJIeOOBaHHHX
BUIOOB KJIETOK.

Ons Toro UYToOH HabJjoOaeMele OeVCTBMA 1LIMHeOJla OINHO3HAUHO
CBA3aThk C BO3MOXHOM MHIOYKLMEM alollTo3a, HEKPO30M WMJIM OCTaHOBKOM
KJIETOUHOTO NZ N pPas3HEe KJIETKU VCccJenoeaju [IOCPENCTBOM
IIPOTOYHOTO LUUTOMETPA B IPUCYTCTBUN LUMHeOoJIa C pPa3HEMA
KOHUEeHTpalusM1 M B eIl'0 OTCYTCTBUE.

IlocpencTBOM aHHeKCHHa-V ¥ Oponuiuimnommna (PI) oCymecTRBRIAT
OKpallMBaHMe, a 3aTeM I[ocpencrsoM FACS (IIpOTOYHOT'O LUTOMeTpPa)
MOXeT OHTbH I[IOJIydeHa KOJIMUeCTBEHHad OLEeHKa, KakK MOXHO UeTKO
BUIOETEL B I[IePBHX [IPeOBapUTeJIbHEX MCCIJIeOOBaHMAX.

Axanms 1o cxeMme "aHHeKCUH-V-GFP/PI-FACS" [IO3BOJIAET
KOJIMUECTBEHHO HOETeKTHUPOBaTh OTHeJIbHEHE IIONYyJauun. XM3HeCIOCOOHHE
KJIETKU ABJIATCSH "aHHeKCUH-V-GFP/PI"-oTpuUllaTebHEMHI, a
aliCITOTHUUECKHME KJIETKM OKpallMBaKnTCHA aHHekCHMHOM-V. KileTkM, KOTOPEEe
yKe TIepemIy BO BTOPUUHBEM HEKpPO3, ABJALTCA "aHHeKCUH-V-GFP/PI"-
TIOJIOXUT EJIEHEIMU .

Bo BpeMs amonTo3a BO BHemMHelM MeMOpaHe KJIEeTKM HaKallllMBaeTCs

bochaTunuiaceprs (PS), KOTOPHM B HOPME HaxXOOUTCSA TOJBKO BO
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BHYTPEHHEM CJIoe IlJla3MaTHuUecKkoM MeMOpaHel. PS mpelncTarBjdgeT cobon
baroumMTapHEIM CHTHaJl OIO3HaBaHMSA, KOTOPEM O(GarouMTapHEE KJIETKH,
TakMe KakK Makpodary, PpeKpyTUPpYTCHd IJA YyIOalleHMsa allolTOTUYeCKMX
KJJeTok. TakK Has3HBaeMEM TOTAaJIBHEM KpacuTeJlb oOponuouvmonun (PI) He
obJjlamaeT CIIOCOBHOCTBI [IPOHVKATH uepes MeMOpaHy u MOXET
OKpamreaThk JHK TOJBKO B KJIeTKax C IOBpexIeHHOV MeMOpaHOM.
[lonToMy PI HNpMMeHAIT OJIA Pa3JIMUEeHUA XUBEX M MEPTBHX KJIETOK.

BnusHMe LIMHeOJIa Ha MUI'PALIMOHHYIO aKTMBHOCTE KIIETOK

Hapamy <C XM3HEeCIOCOOHOCTBI M [IPOI'PeCcCCHMPOBaHMEM KJIIETOK, a
TakXe BJMSAHMEeM Ha allolTo3 M KJIEeTOUHHM LIMKJI 3asgBUTeJIeM OBJIO
MCCJIeDOBaHO TakXe BJMSAHMe LMHeoJla Ha CBOMCTBa MUIpalUM KJIETOK.
BciencTBue UYYyBCTBUTEJLHOCTM IIepPBMUHHX Opo® B ciydae Polyposis
nasi et sinuum M HeOOXOOMMOM BOCIPOM3BOIOMMOCTH OIILITOB 3asiBUTEJIEM
B ero aHaJnszax 1o MUTpalum OCYIEeCTBJIEHO KYyJIb TUBMPOBaHNME
IIOCTOSAHHHX KJIETOUHHX JIMHUM 3JIOKAUECTBEHHHX OIIyxXOJIeM T'OJIOBH U IIeu
C pasHBMM KOHLEHTpalMAMM LMHeOJIa UM MCCJeloBaHa MX MUI'palMOHHAasA
AKTHUBHOCTE .

VcnelTanmusa OBUIM OCYMEeCTBJIEHEL C IIpMMeHeHMeM CHUCTeMB "X-
Celligence" wu 1okKaz3aJM TOJBKO Jerkoe  BJIMAHME I1MHeOJla Ha

MUTPAOVMOHHYK aAaKTUMBHOCTE KJIIETOK IIPM KOHIeHTpaluM 2 MM.

BamaHume umMHeoJla Ha OQakTop TpaHckpunumy NF-KB moxkasajio, UYTO
MHITaJAUMA LUMHeOoJla B MOIOEJIM C MOPCKMMM CBMHKaMM BeIeT K 3aMeTHOMY
YMEHBIIEHWIO comepXxaHuda IIPOBOCHIAJIUTEJIbL HEIX LUUTOKUHOB, opuueM,
OOHAKO, MOJIEKYJIAPHEE MEXaHM3MBl, JieXallMe B OCHOBe, KaK U paHble,
OCTAalTCA HEBHACHEHHEMHN .

Tak Kak ¥ B cJaydyae Polyposis nasi et sinuum OBJO Takxe
[IOCTYJIMPOBAHO, UTO IIapaMeTphl  BOCIAaJIEHMA  OKAa3HEBaKnT  pelawniee
BJIMAHME Ha IIpOTpecCcUpoBaHMe 5STOro 3abojieBaHMAa, TO 3adBUTEJIEM
OBLIIO MCCJIegoBaHoO BJIMAHVE LMHeOoJIa Ha AKTUBHOCTE dpaxTOpPa
TPaHCKPUIILMK B BMIe sAOepHOI'o o¢akTopa kanmna B (NF-xB) u  Ha
AKTUBHOCTE MUPOKOTO CIIeKTpa PasHEX dochoxkmHazs, UTOOH
MOEHTUOULUPOBATE MOJIEKYJIAPHEE TOUKM IIPUJIOXEHMA LMHEOJIa B PasHEX
nyTax OMOCHMHTe3a KJIeTKM B OTHOmeHMM "Mmmkpocpenwe" Polyposis nasi

et sinuum.
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OakTop TpaHckpunuuyu NEF-xB  ©Owvgl OoTKpHIT B 1986 romy B
JadopaTopmun [IsBUOa DBajlTuMopa B KaudecCTBe pPeryJaTopa  SKCIPEeCCUU
TeHa XIJ4 Jerkoy kamnna-uenu (kL) wMMyHTUIOOYJIMHa B B-JauMmbpolmTax
MBI . Mexny  TeM  M3BeCTHO, uTOo  BTOT  dakTop TPaHCKPUIILNNU
BCTpeUaeTcsa IIOBCEMECTHO M paboTaeT B KaudueCTBe LEHTPaJIbHOTO
KOOpAMHaATOpa MMPOKOTO CIHeKTpa pPas3JMUHeVMIMxX KJIETOUYHHX OQYHKUUMI.
MHOTMe o0OCTOATeNIbCTBa YyKa3eBalT Ha TO, UYTO OQaKTOp TPpaHCKPUIILWMNU

NF-kB Takxe MCHOOJIHAET KJIKOUEeBYKD QYHKIMID B Clydae oO0pasoBaHUA

ONIyXOJIM BCJIENCTBME XPOHMUECKOTO BocHajleHMA. OmHako OyHKIMM NE-kB

ABJIAKRTCA OUEeHb paBHooépaBanvﬂ/i 12 Takrxe CH@LU/I@I/IT{eCKMl\/H/I

OTHOCMUTEJIEHO KJleTOK. TakmMm oOpasoM, MHIMOMpoBaHMe NE-kB wMoxerT
BHISHIBATE Kak alolTo3, TakK M BeCTM K CIOHTAHHOMY BO3HMKHOBEHUI
onyxoJiM. Bce »TK KOMILJIEKCHHE IIyTM CUTHAaJILHOM TPaHCAOYKLUUM TpedyloT
XOpOWIO COTJIAaCOBAHHOM peTryJisauuu, TakK YTOo HapylleHUsa pPeryiauun
bakTOPOB TpPaHCKpUILUM, Takux Kak NF-kB, B pas3HEX KJIE€TOUHHX

aclIeKkTax B SHAUUTEJILHOM CTelleHM COHNEeMCTBYIT OHKOTeHes3y. Bo

MHOTMX KJIeTKax NF-xB aKTUBUPYEeT SKCIIPEeCCH0 MHOXeCTRBa
BOCHIAJIMTEJIbHEIX LUTOKMHOB, TakKMX Kak, HallpuMep, IL-1 u 1IL-6,
XEeMOKMHOB, Takux kKak I1L-8, UMMYyHOPETIYJIATOPHHEX IIOBEPXHOCTHHX
MOJIEKYJI MJIM MOJIEKYJI KJIETOUHOM anle3uM.

VccienoBaHMsa IO M3YUYEeHMIO BJIMAHMSA LMHEOJla Ha aKTHMBHOCTH
bakTopa TpaHcKkpunuuy NF-kB B ciydae Polyposis nasi et sinuum
YeTKO IIOKal3HEBaklT, UYTO ILMHEOJI He OKa3HBaeT Ha Hero MHIMOMPYKIeIo
BIMAHMA, a B OOJblIel CTelleHM oKalbBaeT JIeTKoe aKTUBHpPpYyIee
nericTeMve. Ilpu IIOJYUEHMM pe3yJbTaToB usaMepeHuit TNF-ajlbdpa (tumor
necrosis factor-alpha (anbda-dpakTop HeKpO3a ONYyXOJM) IIPUMEHSIM B
KauecTBe IIPMHATOTO CTMMyJla akKTuBHoCTM NF-kB mu, Takum oOpa3oM, B
KaueCcTBe BHYTPEHHETO IIOJIOXUTEJEHOTO KOHTPOJIS.

[Ipodmnm docooxmuasm npm Polyposis nasi et sinuum

YPpOBEHB bochopmUIMpPOBaHUSA u, TakMM  oOpaszsoM, aKTUMBaLMA
MMPOKOT O CIIeKTpa pas3HHX (QOChPOKMHA3 B  CaMBEX PAa3HEX [IYTAX
BMOCHUHTEeRa OCYMEeCTBJAIM C IOpuMMeHeHueM Habopa "Phosphokinase-
Protein-Arrays" (MaTpuLLa BeJIKkOB dbocoormHaz) . Sra MaTpuia

omnpeneysaeT NpoduJib »rchOpeccuu 44 (GoCcOopMIMPOBaAHHEX QOCOOKMHA3 U
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I103BOJIAET, TaKVIM O@paSOM, oejiaTb BEIBOIIEL O peryiidunm PAasHEIX
KacKaIoB CUTHaJILHOM TPaHCOYRIMN .

[IPUHIIUIT 2TO¥ MaTpUIE OeJIKOB COCTOUT B OINHOBPEMeHHOM aHaJliu3e

PasHBEX BeJIKOR Ha HUTPOLEJJIJIO3HOM MeMOpaHe. Ha 2TU
HUTPOLEJJIIJIO3HEe MeMOpaHH HaHeCeHH IIepPBUUHEHEe aHTUTesila ("Capture
Antibodies™ (JIOBYWKM IOJIS aHTUTeJ) ) K uccJenyeMeM ©OeJjikaM @ U

KOHTPOJIbHEIE AaHTUTeJla COOTBETCTBEHHO MOJIA IOBOMHEX OlIpenejleHun.
[locJie MHKYOALUMM IIOJIYUEHHEX KJIETOUHEIX JIM3aTOB M3 TKaHeW Polyposis
nasi et sinuum HecBsS3aHHHe QOeJIKM YIaJSJIM COOTBETCTBYOIMMA
IIPOMEIBKAaMHA . 3aTeM  OCVYIEeCTBJAIM  MHKYOaLMi  CO crneumupmuuecKMM
B0 TUHUIIMP OB aHHEIM BTOPUYUHEM AHTUTEeJIOM c 3aKJIOUMUTEJILHOM
MHKyOaumey C aHTU-0MoTMHOM AP (meJlouHoM o¢QocdaTasoit), BCJIEOCTBHUE
yero OeJku, crielndmUUeckr CBs3aHHEE C MeMOpaHOW, MOTJIM OHTb
BM3YaJM30BaHE M, TakuM oOpas3oM, OIpeleJieHH KOJMUUYEeCTBEHHO.

STM MCCJIeOOBaHMSA OCYMEeCTRBJISAJM COOTBEeTCTBEHHO C TKaHAMU C
Polyposis nasi et sinuum B HOpIMOM CpaBHeHMM co "spmopoBon"
CIINBUCTOM 0BO0JIOUKOM Tex xe CaMBIX IaleHTOB . [ToJIyueHHEIe
COOTHOIMEHWS, TO eCTh pasjMuMa Mexnay 3I0PpOoBOM U OOJILHOW TKaHAMM,
1o pe3yJbTaTaM  KOJIMUEeCTBEHHOTO onpemnejyieHUsT  IpeIcTaBJIEHH B
Tabauie 1.

Tabmmiia 1. IpodmiiM akTUBHOCTM QoCchPoKMHAS

MW MW Stabw Stabw OTHOmeHMe

[lojun PakoBuHa Ilojmun PakoBuHa "IIOJMII/PakKo

BuHa"
Fyn;Y420 3,73 2,42 0,86 0,71 1,54
Lyn;Y397 3,53 2,10 0,77 0,83 1,68
c-jun; S63 6,61 4,51 1,38 0,40 1,47
Pyk2;Y402 4,43 2,82 1,33 0,28 1,57
STAT1;Y701 5,17 6,62 1,39 3,70 0,78
STAT2;Y689 10,50 7,66 1,67 1,43 1,37
STAT3;Y705 3,73 1,80 1,00 0,85 2,08
STAT4;Y693 5,23 6,46 1,01 2,76 0,81
STAT5a/b; Y699 5,59 5,50 1,44 2,29 1,02
STAT5a;Y699 3,43 2,90 0,80 0,60 1,18

STAT5b; Y699 14,61 7,60 7,19 4,42 1,92
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STAT6;Y641 7,76 6,09 2,30 2,21 1,28
TOR;S2448 4,38 3,14 1,44 1,87 1,40
CREB;S133 2,88 1,29 3,55 0,91 2,24
GSK-3a/B;S21/59 11,19 3,01 5,85 1,46 3,72
B-KaTeHMH; - 2,88 2,24 1,32 0,95 1,29
MEK1/2; 5,01 2,80 1,29 1,04 1,79
MSK1/2;5376/S360 4,75 3,61 0,88 1,11 1,31
ERK1/2;T202/Y204,

T185/Y187 38,59 16,50 46,47 23,69 2,34
p27;T198 1,29 3,25 1,35 4,51 0,40
p27;T157 1,63 2,15 1,06 0,77 0,76
p38a 2,38 1,93 1,58 1,17 1,23
©53;3846 5,71 5,51 0,91 1,32 1,04
©53;8392 1,44 2,00 1,14 0,98 0,72
©53;815 9,28 6,97 1,80 2,49 1,33
MaxkcuJmH; Y118 4,47 2,99 1,15 0,63 1,50
eNOS;S1177 6,59 3,00 4,50 2,75 2,20

Y 5  HaumMeHTOB C XPOHMUECKMM IIOJIMIIO3HBEM CHMHYCHUTOM C
IpUMeHeHMEeM MAaTPHULLE OeJIKOB ObUIM MCCJIeIOBaHB IPOOH TKaHeM II0JIUIIOB
u HVXHEeN HOCOBOM PaKOBUWHEL, KOTOPHE CIIYXUJIN B KauecTBe
BHYTPEHHET'O KOHTPOJA.

B umccemoBaHHEIX MOpodax TKaHeM I[IOJIMIIOB Hoca OBJIM 3aMeTHO
BUIOHEL CMeNeHMs I[I0 CpPaBHEHUI CO 3I0POBOM CJAMU3UCTOM OOOJIOUKOM.
Tak, Hanopumep, BO Bcex Inpobax OBUI 3HAUMUTEJILHO IIOBHIIEH YPOBEHDb
bpochopUIMpoBaHUA DeJika STAT3;Y705. Takoe xe MIOJIOXKEHHUE
HabjmomaeTcsa B ciiydae STATLb;Y699 m GSK-3-anwpda (cMmM. Tadbmmuay 1) .

UccrnenopaHusa o00pa3yoT OCHOBY IJIS TIIOCIHEeNyKIMX aHaJlMu30B II0
UISHTUOUKALUK IyTel OMOCHMHTe3a, OTBETCTBEHHHX 3a IpoJubdepallio B
cinyyae Polyposis nasi et sinuum.

Tax, STAT3, BO3MOXHO, WIPaeT ILeHTPaJIbHYK pPOJIb B IIPOBOIANEM
nytu JAK-STAT. AKTMBALMA I[IPOMCXOIOUT, HaAIIPMMep, UYepes CBA3HBaHUE
I1L-6 c peunenropom JAK, wu3 uyero cjenyeT o¢ochopunmpopanue STAT.
OHM IOUMEPUBYITCH U IepeMemanTcd B KJIeTOUHOe AIpOo, TI'IOe OHMU
AKTUBUPYKT TPaAHCKPUIILMID CaMBIX Pa3HBEX IIeJIEBHX T'€HOB B paMkKax

nposmbepaumy KJIETOK.
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HNccrenoBsaHmsd, OPOBOOMMEE 3adBUTeEJIeM, OYyOyT COOKYCHUPOBAHH Ha
onpenelleHMM OQYHKIMOHAJIBHEIX XapaKTEPUCTUK BTUX OeJIKOB B OTHOIEHUU
IpoTpeccUupoBaHmsa B cliydyae Polyposis nasi et sinuum M Ha OPUHIUIE
OeVICTBMA LMHeOoJa.

Npobdunm skcrnpeccun mMPHK 1mmMpokKoro cCcHexTpa I[IOTEHLIMAJIBHEX
MapKepOBR CTBOJIOBHX KJIeTOK Ipu Polyposis nasi et sinuum

XpoHuueckasa nOpoJmbepaTHUBHas HOpupoma Polyposis nasi et
sinuum ¥ BHCOKafd YacToTa peuuIMBOB, TakXe IIOCJe OllepaTUBHOM
cCaHal¥M  OKOJIOHOCOBEIX  Iasyx, IIO3BOJIART OOHAPYXUTH 3aMeTHEHE
napajijiesiM KacaTeJIbHO POCTa ONIyxXOJIeBHX 3abojieBaHuUM. O HaCTOAMEeIo
BpeMeHM He BHSACHEHO, M3 KaKoTo IIyJla KJIEeTOK PeKpYyTUPYKRTCH KJIEeTKU
TKaHey Ha3aJIbHEIX IIOJIMIIOB, KakKMKe IIPOLEeCCH CUIHAJBHOM TPpaHCOYyKLUUU
UTpalT pPOJIb B OTHONEHMM POoCcTa IIOJMIOB M IO KaKoM [IpMUMHe
HaszaJIbHEE I[IOJIUIIEL HEe BHPOXOAKTCH.

BosMOXHO, CTBOJIOBEIE KJIeTKU obpasynT yJI KJIETOK,
CIIOCOOCTRYIIUY XPOHUUECKOM IIpoJinbepaluM HasaJIbHEIX IIOJIMIIOB, Tak
Kak B 0oJlee HOBHX MCCJIeODOBaHMAX YIOAJIOCh IIoKa3aThb, YTO CTBOJIOBHE
KJIETKM MUIPalnT CyINEeCTBEHHYK POJIb HEe TOJBKO IIPYM BO3HMKHOBEHUM U
oddbepeHIUPOBKM  CJIOXHHEX OPTaHM3MOB M B IIpolleccax OOHOBJIEHUSA
KJIEeTOK, a TakXe IIpUYacTHE K BOBHMKHOBEHUI M IPOTPECCHUPOBAHUI
npojimbepaTUBHEIX 3abojeBaHUM. BO3MOXHO, CTBOJIOBHE KJIETKM MOTYT
UTPaTh POJIbB Takxe B rnaTodmsmosorum Polyposis nasi et sinuum.

s najJbHeumen u TeHOMHO-PAaCIMPEeHHOW  MIOEHTHUOMUKALUU U
onpenelleHMsa  XapaKTepuCTUK  TOTEeHUMAaJBbHEIX  IONYJIALUWM  CTBOJIOBHX
KJIeTOK B CJydae Polyposis nasi et sinuum ObJla WMCCJeIoBaHa
SKCIIPECCUS MapKepoB CTBOJIOBHX KJIETOK M3 CYCIeH3UM OIMHOUHBX
KJIETOK IIOCPeICTBOM aHaJM30B I[P B pexrMe peaJIbHOT'O BPEeMeHM.

KpoMe TOTO, B IPYIMX MCCIENOBAHMAX TKaHbL Polyposis nasi et
sinuum, a TakKXe TKaHb HWXHEVM HOCOBOM pPAaKOBUHE C I[IPUMEHEeHVEM
MMUKPOMa TPUIL (mMPOKOTO 17 CrelajibHOTO T€HOMHOTO Habopa)
aHalIM3UpOBaJM B IIOpPAOKe CpaBHEHMS U MCCIeOOBaM pasJiMuusa B
SKCIPECCUPOBaHHEX ofpaslax.

Bruin T[IOJIYyYeHEl npodmim SKCIpecCcumn nPHK IIOTEeHLMAaJIbHEIX
MApKEepPOB CTBOJIOBHX KJIETOK HIpu Polyposis nasi et sinuum. OleHKa
STUX MCCIeOOBaHMM ele He 3aBeplieHa, TakK Kak OvUIM CcoOpaHH »OpyTHue

ODAaHHEE II0 IOONOJHUTEJBLHEM IpofaM TkaHeM Polyposis nasi et sinuum
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M B HacTodmee BpeMsa obOpabaTHBalTCAd C OIpMMeHeHMeM MMKpoMaTpuii. B
HacToAlEee BpeMsd, OIOHAKO, OOHaApPYyXWMJIOCH, UTO MNPOQOMIM 3KCIPECCUU
PasHBX IalMeHTOB obJsamamnT OUeHb VHIOVBUOY aJlb HEIMIM
XapaKTepucTUKaMM, HO, HecMoTpSA Ha 2THU VHOVBUOYaJlbHEE
PacxXOXIOEeHNV, BHIOEJATCAI HEeKOTOpHe B3HauuTeJIbHBEE CMelleHMS Opodumiien
Polyposis nasi et sinuum ¥ 3OOPOBOM CJIM3UCTOM O0OOJIOUKM, TakKue
Kak, HaopuMep, ©OGakTope TpaHckpunuuyu Nanog m FOXC2 wmiamM MapKep
vurpauum CXCR4.

[Tocuie 3aKJIUUTEeJIEHOM OlLIeHKMU OIOHOMOMEHTHEIX MMUKPOMA TPMIL
pe3yJbTaTH, I[OJIYUYeHHEEe C WUX I[IpMMeHeHMreM, OBJIM IIPOBEepPeHH Ha
YPOBEeHEL 0OeJiIka UM 3aTeM MCCJEeIOBaHE B OTHOMEHUM BJIMSAHMA pPa3JIMIHBEIX
KOHLIEHTpaluuM LMKHeoJIa.

MccenoBaHMUs CUTHAJBHOT'O IyTHM "Wnt/FZD"

CUTrHaJbHEM  IIYThb "Wnt-Frizzled" wuI'paeT BaxXHyl POJIb B
PETYJIATUBHEX IIpolleccax pa3BUTMA 5MOPMOHa, I[IOJYUEeHMSa pe3epByapa
CTBOJIOBHIX KJIETOK CaMopeTreHEPUPYIMNXC S OpT'aHOB u aKTUBaLUU
npoJinpepalr CTBOJIOBHIX KJIETOK.

OCHOBH CHMI'HAJIbLHOTO IIyTM Wnt OBUIM MCCJIeODOBAHH B IIO3OHMUE
1980-e m B paHHMe 1990-e rTOmH, IOPM 5STOM YIOaJIOCh IIOKa3aThb, UYTO
TeHeTHUeCKre MNPOOYKTH OeCKPRJION »Opo300miel Drosophila wingless
(wg) m wMemu Intl (Io3Xe I[IepeMMeHOBaHHEM B Wntl) oTHoOCATCAS K
BOJIBIIOMY , BBOJIOLMOHHO [IOJIyYeHHOMY CeMeMCTBY BHEKJIE TOUHRX
CUTHAaJIbLHEX MOJIEKYJI.

Benxu Wnt mOpencraBiagioT coBoM  IUIMKOINPOTEMHOBEE  JIMTaHIH
ceMeMCcTBa TpaHcMeMOpaHHOTO pelenTopa Frizzled (FZD), M3 KOTOPHX
Yy udeJlIoOBeKa B HacTofmee BpeMsa Mu3BecTHO 19. B 3aBUCHMMOCTM OT
pelelToOpPHOTO KOHTeKCcTa, TUlla KIeTKM U CcTaiuu IuddepeHLVPOBKU
KJIEeTKM JUTaHIH Wnt MOTYT MHMUIMMPOBATL II0 MEeHbIIeM Mepe TPM Pa3HHX
BHY TPUKJIE TOUHHX CUTHAaJIbLHHX Kackama, KOTOpPEHIE opu  peryadauun
TPAaHCKPUIILIMKY BHEHXOOAT Ha pPa3JIMUHEE TeHH. PasauyainT CUIHAJIbHBEE
oyt "xaHOHMUeCKHui", "Wnt/myjaHapHas — KJAeTOYHAas IIOJSPHOCTE" U
"Wnt-Ca®'™". B ciydae "KaHOHMUeCcKoro" CUTHAJILHOTO Kackama
B3auMoIelcTBMe JMIaHmoB Wnt (kak nOpaBujo, Wnt3a) ¢ peluentopaMm
FZD 1npu comercrBuM Oejka "low density lipoprotein receptor-
related protein" (LRP, 0eJIOK, POINCTBEHHHM pPeLelNTOopy JMIOIPOTEeVHA

HUBKOM IIJIOTHOCTM) BeOoeT K I/IHI‘I/IGI/IpOBaHMIO KMHa3H-3-0eTa
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TJIMKOT'€HCUHTa 3 (GSK-3-6eTa), BCJIEOCTBUE gero IIPOUCXOOUT
crafuiam3alMsa UM HaKoIlJleHMe  OeTa-KaTeHMHa B LUTOILJIa3Me, ero
TPAHCJIOKAUYA B KJETOUHOe AOpo U TpaHckpunimna TCF4/LEF-3aBUCUMBIX
reHoB. Ecim BzaumMomencrsue "Wnt3a/FZD" oTcyTcTBYeT, TO 0OeTa-
KaTeHVH dpochopunmpyeTCcd KOMILJIEKCOM "akcuH/GSK3-6eTa/APC" n
BCJIEOCTBME HBTOT'0 I[IOoCJe YOUKBUTHMHUIMPOBAHUA Uepe3 IIOCPenNCTBO
IpOTeaCOME paszJjlaraeTc4d. B ciydae DeTa-KaTeHVMH-He3aBUCKUMOTO
"HexaHOHMUYecKoTO" CHUTHAJLHOTO Iy TH "Wnt/Ca?t" rocJe
B3auMMOIEeNCTBMUA JMIaHOoB Wnt (xkak nOpaBuio, Wntba) ¢ peuentopamm
FzD (xakx npaBwjio, FZD2/FzD5) oOjsaromapsa dochosmnaszse C OPOUCKXOOUT
NpoHMKHOBeHMe Ca?' m axkTuBauMd Ca’’-3aBUCUMEIX (aKTOPOB, TaKMX Kak
porTeMHKMuHaza C (PKC) n Ca%/KaHMOHyHMH—BaBMCMMaH KrHasa 1T
(CaMKII). M3 »TOrO0 MOXeT CJIeIOBaTh TPaHCKPUILMOHHASA aKTUBHOCTEL,
oBycJioBJieHHas dakTopaMu TpaHckpunuum NF-kappaB, NFAT u ceMelcCTBa
AP1.

CUTHAJIbL HEI Iy Th "Wnt/FZD" MOXEeT VHIMOUPOBATHCH OBYMS
KJjlaccaMy BHEKJIETOUHEIX aHTarOHMCTOB, ofa M3 KOTOPHX OJOKUPYIOT
B3aMMOIOENCTBMEe  MeXOy JIMIaHOIOM ¥  PelLelTOpPOM. [lepBEIM  KJIACC
obpaszynT BeJikM "secreted Frizzled-related protein" (sFRP,
CeKpeTHupyeMull  POIOCTBeHHEM Frizzled  BeJiok), "Wnt-inhibitory-
factor-1" (dpakxkTop-1 wuHIHMOMpPoOBaHMA Wnt) wm "Cerberus", KOTOpPHEe
cBA3HBaKRT OeJIkM Wnt m, TakuM obpa3oM, OJOKUPYIRT MX CBA3HBaHMUE C
peuentopaMr Wnt. BTOpoM KJIacC aHTaAr'OHUCTOB Wnt ob6pasyoT ©Oellku
"Dickkopf" (DKK) , KOTOPHE MOTYT BEI3BHBATEH OJIOKUPOBaAHKE
KopelenTopa LRP5/LRP6.

CJIOXHOCTL IIyTelM CUMTHaJbHOM TpaHcoykiuu "Wnt/FZD" TpebyerT
XOPOoLWO COTJIaCOBaHHOMU peryJaunmn. HapymeHue peryjaaumun u
CBEPXBKCIIPECCUN Wnt-cmurHaguHITa MOXeT criocoB6CcTBOBATE
HeHalpaBJIEHHOMY POCTY PasHHEX KJETOK. B cCcllydae paka TOJICTOM KUIIKU
UMelnTCca MyTaluu ©O0eslkoB APC ¥ akKcuHa, BOBJEUEeHHHX B CUITHAJLHBM
oyTe Wnt. Kpome ToOTro, IJIS MHOTMX BMIOB OINYXOJel D2IUTeHeTUUeCKUN
"camjgeHcuHT" (ycTpaHeHMre myMma) dbakTopa-1 MHTMOMpOoBaHMa  Wnt
noxasajl, KaKoe HapylleHHre peTryJSuMM CHUTHaJLHOTO OyTu "Wnt/FZD"
MOTJIO OBl OBITE OJIaTONPUATHEM.

Co BpeMeHu [IePBHX coofmeHum o} WntbSa-onocpenoBaHHOM

CBEPXBKCIIpeCCHUM IMTOKIVMHOB n ITPOBOCIIAJIMTEJIBE HEIX IMTOKMHOB B
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PnbpobiacTax B CJydae PpPEeBMaAaTOMIHOTO apTpMTa YyIaJlIoCk IIOKa3aTh
POJIE  CHTHAJBHOTO HOyTM "Wnt/FZD" mjag peryJSuMM BOCHaJIUTEJIbHEX
[IpOLIeCCOB IIpM TIIcopuase, Celcuce, acTmMe u TyOepkyJe3e. B ciydae
DHIOOTEJMAJIEHEIX KJIETOK OBJIO OINMCaHO, UYTO uYepe3 OeTa-KaTeHMH-—
HE3aBUCHUMEI CUTHAJLHENM OYyThL "Wnt/Ca?'™ uHOyLUMPYeTCS 5BKCIPpeCcCuUsd
COX-2 m MOXeT YCHMJIMBATBLCHA BHIOEJEeHMe LIUMTOKMHOB. B oTJMuMe OT
CUTHaJILHOTO IIyTu "Wnt/Ca?'" BeTa-KaTeHMH-3aBMCHUMEI "KaHOHMYeCKUN"
Wnt-curHaIuHT, KaxeTcHd, UrpaeT VIMMY HOMO IYJIMP YIOILY IO u
[IPOTUEBOBOCHANIMTEJIEHYI® POJIb. Ha 3TO yKa3HBalT HeIaBHO II0OJIYUEHHHE
pesyJIbLTaTH, KOTOPHMM B CJlydae Makpodaros VyIOaJjloOCb IIOKa3aTh
YMeHBIIeHHYyIo »skchopeccui TNF-anbdpa [ocie axkTuBalUMU "Wnt/Sera-
KaTeHMH" -CHUTHaJMHTa [IoCpeICcTBOM Wnt3a m mHruomrTopa GSK-3-0eTa. B
OPYT'OM MCCJeIOBaHUM MHIUOMPOBaHME BKCIpeccum OeTa-KaTeHMHa B
OEHIPUTHHX KJIeTKax BeJIO K YCUJIEHMIO BOCIaJIMTEJIBHOTO OTBeTa, UYeM
yOaJioCk yOeIMTeJIbHO I[IPOOeMOHCTPUPOBaATEL POJIb OeTa-KaTeHMHa OJI9
rameHMsa MMMYHHOTO OTBeTa. KpoMe TOI'O, DKCIpeccusa OeTa-KaTeHMHa
KUIMEeUHEMM  OeHOPUTHHMM  KJIeTKaMM  [OpelcTaBJISeTCs  3HauuMMoOM  IJid
fajlaHCa CcTaTyca aKTUMBRBalUUM PeTYJIATOPHEX UM 20OeKTOPHEX T-KJIETOK.

Ha »xcopeccuro Wnt okaszHBanT BJAMSAHME MHOTHMEe JiIeKapCTBeHHEBe
cpencTrBa. VHTepecHO, uTo TJIIOKOKOPTUKOCTEPOUIH YCUIIMBAKT
DKCIIPEeCcCCUid aHTaroHMcToB Wnt m, Takum oOpasoM, MOT'YT IIOOaBJIATH
Wnt-curHaamHT. Taxkum obpa3oM, CymecTByeT HernocpelCTBEHHOE
B3auUMOIeMCTBMEe MeXIy BaXHeMIMMM B HacTosdllee BpeMsd JieKapCTBEeHHBMM
cpencreaMm B cJydae CRSwP, TO eCcTh TIUIDKOKOPTUKOCTepOouIamMm, U
CUTHaJIbLHEIM IIyTeM Wnt.

B cJydae alle TUJICAIULIUIIOBOY  KUCJIOTH (ACK), kKoTOopasa  IIo
HEM3BECTHOMY IO HaACTOAMEIO BPEMEHM MEeXaHM3My MIpaeT BaXHYK pPOJIb
B paszButum CRSWP Yy HauMeHTOB C HelepeHoCcHMMOoCThri ACK, aHalmM3oM
SKCHpeccur TeHOB  Ca-KJEeTOUHEX JIMHMM  TOJICTOM  KUIKM  yIaJloCh
[IoKaszaThk I[OBHIMAKIYK peryldaumo ¢akTopoM WIF-1 m, TakuM obpasoM,
cynpeccun Wnt.

[MpoTUBO- u IPOBOCHAJIMTEJILHEE CBOMCTRA "KaHOHMUEeCKUx"
("Wnt/6era-xaTeHMH" —-CUTHAJIMHT) u "HekKaHOHMUYECKHUX" CUIT'HAaJIbHEIX
oyTerr Wnt B clydae XPOHMUECKOTO PMHOCHMHYCUTA C  IIOJMUIIO3BO0OM
(CRSwWP), xkaxeTcd, WI'palT BaXHYKL pPOJIb IJS MOIOYJSLMM OCTPHX WU

XPOHNMUECKHUX BOCIIaJIMTEeJIbHBIX IIpoLeCCOoB. Jlyuinee IIOHVIMaHN1e
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CUTHaJILHOTO IoOyTu "Wnt/FZD" B ciayuae CRSwWP MOxeT CIOCODCTBOBATE
pazpaboTKe  JIeKapCTBEHHHX  KOMIIO3ULMM  HOBOTO TuIa @ u, TaKUM
ofbpasomM, YMEHLIIeHUID YaCTOTH PeunInuBOB u HeOoOXOOUMOCTH
OIlepaTUMBHEIX BMeWlATeJIECTB B ciiydae CRSwP.

B nocrsenymmeM ONMCAHWM [IPeOCTaBJIEHH M IIOSACHEHH CyleCTBYOIME
B HacTodlmee BpeMd  IIepPCIeKTMBHEE  pPEe3yJIbTAaTH IO "Wnt/FzZD"-
CUTHAJIMHIY B cJiydae CRSwP.

Bilaromaps MHMKPOMaTpPMUHBEIM aHaJM3aM (Agilent Whole Human
Genome 0Oligo) 3a4BUTeJIeM OBUIM IIOJIyUeHH OOWMMPHEIE  IOaHHEE II0
SKCIIPeCCUM TeHOB nJsa 5 mnap "HoJum/HWXHSS HOCOBas pakoBuHa" y 5
naureHToB C CRSwP.

dakTOop-1 MHTMOMPOBaHMsT Wnt (WIF-1)

[Ipy aHadM3e HOaHHBX MUKPOMAaTPMUHEIX aHaJM30B B Cjydae BCeX
npenapaToB Orl1a OTMeueHa IIOHVXanla 1 perynaumndg baxkTopoM-1
MHTUOUPOBRaHusA Wnt (WIF-1) B oueHb 3HAUMTEJILHOM Mepe, B OTHEJIbHHX
caydasax B 100 pas, UYTO yImajloChk IMNOATBEPOUTH IIOJIydeHMeM CIIOCOoOOM
RT-PCR (Habop "TagMan Assay") 3HaueHUM [IOHWXKaKLIMEM peryadaumumu oT 4
no 230 pas.

B ciayuae »npyrux uHTUOMUTOPOB Wnt, Takumx kak DKK (Dickkopf) u

SFRP (Secreted Frizzled Related Protein (cekpeTUpyeMH
poICcTBeHHHM Frizzled ©eJiOK)) 3HauMTeJlbHas IOHMXaKMasa pelylIaluus
OBLIIa OBHapyXeHa TOJIBKO B cyyuae SFRP 5 (p < 0,01).

VIMMYyHOTMCTOXVMUUECKUM aHaJu3oM WIF-1 B TKaHM HOCOBOM pPaKOBMHE
OBLIa roxkasaHa VMMYHOIIOJIOXUTeJIbHAa 4 pearkumuAa B obJlacTuM
IOOSNINUTEJIMAJILHOM  CTPOME, B TO BpeMsa Kak BIUTeJMM IIoKasall
VMMYHOIIOJIOXUTEJILHYID Peakliuio Ha WIF-1 B cTemneHuM oT cjadod 1o
OTpHUllaATeJILHOM. B cilydyae IIOJIMIIO3HOM TKaHM Obla ofHapyXeHa TOJIbLKO
ciafad VMMMYyHOIIOJIOKMTEJIEHAaS peaklus.

[ToHMXawma 4 peryndaumsa VHTUOUTOpaMn Wnt MOXeT MMETb
CJIeICTBUEeM HapylleHre peTryJSuMM CUTHaJbHOTO OyTu "Wnt/FzZD" u,
TaKUM obpasoM, MOXeT Criocof®CcTBROBATH BOCIIaJIEHUID u
nporpeccupoBaHuin CRSwWP.

OJIyOpeClleHTHEM MMMYyHOTUCTOXVMUUECKMM aHaJIM30M B OTHOIIEHUU
WIF-1 B TKaHM HOCOBOWM PaKOBMHH ObJIa IIoKas3aHa MMMYHOIIOJOXUTeJIbHAad
peakumusa B 00JlacTM T[OOSRIUTEJMaJIbHOM CTPOME, B TO BpeMsa Kak

SOUTEJ UM IIoKaszall VIMMYHOIIOJIOXMTEJIEHYI PeaKIMIO Ha WIF-1 B cCTeleHHU



66

oT cJjabom @mo oTpullaTeNlbHOM. B ciydyae IIOJMIIO3HOM TKaHM OBUIM
OOHapyXeHE! TOJIEKO OOVHOUHELE IIOOBIIUTEJIVAJIbHEIE obJjiacTu C
He3HAaUMTEJILHOY MMMYyHOIIOJIOXUTEJILHOY peakKluen.

Brula cocTaBjieHa ouarpamMvma KEGG curHanbHOTO nyTu "Wnt/FZD" B
ciiydyae  CRSwP. IHaHHEle MUKPOMATPUUHEIX  aHaJIM30B C IIpUMeHeHVeM
KOMIIBITEpHOM HOpoTpaMMH "Onto-Tools" OBUIM IepeHeCeH Ha OuarpaMMy
KEGG M OLleHeHEH.

Benxku Wnt

CpaBHeHMe IIOJIMIIOB ¥ HWXHEeM HOCOBOM pPaKOBMHEL Ha OCHOBE
MUKPOMATPUUHOTO  aHaJiM3a  BEABUIIO (mocysie "oOBemuMHeHMA B IIyJa"
pPe3yJbTaTOE UM KOPPEeKUMM OWMOOK C I[IpUMMeHeHMeM MONeJiM OWMOOK
"Rosetta" KoOMILITEPHOM IpoTrpaMMbl OT KoMnaHuM "Rosetta Resolver")
SHAUUTEJIEHY [NOBHIIAKIYID PeTlYJIALMI B CJiydae MHOIUMX OeJIKOB Wnt.

OaHHBle MMKPOMATPMUHEIX aHaJM30B 5 TITIOJMIOB ¥ 5 HOCOBHX
PaxKoBMH OvBUIM OOBEeOMHEHH B IIYyJl M IIOCJle Koppekuumu ommbokr (cC
IIpMMeHeHVEeM KOMIIBLIOTEPHOM IporpaMMu "Rosetta') OBJIO OCYMECTBJIEHO
X CpaBHeHMe IOpyTr C IOPYTOM. BBUIM OLIEHEHH pas3jiMuMAa B SKCIPEeCCUM B
oJiMriax IO CPAaBHEHMIO C HOCOBBMM pPaKOBMHaMM. [lOOTBepXIOeHMe TaHHEX
MUKPOMa TPUUHEIX aHaJIM30B OBLIO  OCylWlecTBJIeHO  crocodoMm RT-gPCR
(Hatop "TagMan Assay"). Bmore nmo Wnt7a Ovrula oOHapyXeHa xXopollasd
Koppesldumrid OaHHBX MUKPOMaTPUUHEIX aHaJiM30B C OTaHHeEMMKM RT-gPCR

Hapamy co 3HaAUUTEJILHOM TIOBHIIAKMEN peryiasauuen Wnt3a,
OTBETCTBEHHOTIO 3a aKTHMRaLUupn OyTM "Wnt/Bera-xaTeHuMH", OBUI [IOKas3aH
YeTKO IIOBHIMEHHBM YypoBeHb MPHK B ciydyae Wnt4d wum Wnt7a, poJwu
KOTOPHX B "Wnt/FZD"-CcUTHaJIMHTE 1O HACTOAmMEIo BpeMeHM  MaJlo
oxXapaKTepu30BaHE:.

YPOBEHbL sKcHopeccur mPHK  Bemnkos  Wnt, OCYIECTBJIANIMX B
3HauumMmoM cTemnenn (p < 0,05) nDoBomeHMe WM I[IOHMXeHMe B IIOJIMIIax u
HVWXHMX  HOCOBHX  pPaKOBMHAX, YIaJloCh B 3HAUUTEJBbHOW  CTeleHU
IIOOTBEPOUTE CriocoboM RT-gPCR (Habop "TagMan Assay") . K
HaCcTOoAlleMy BpeMeHU 3aABUTEIIO yIoaJoch VMMYyHOTUCTOXVMUYE CKU
oBHapyXxuTk Wnt3a m Wnt4.

VMMYHOTUCTOXMMMUECKUY aHain3 LSAB B oTHomeHMM Wnt3A m Wntd
Iokasaljl B CJydae I[OJMIIO3HOW TKaHM MMMYyHOTIIOJIOXUTENBHYD peaKIUo

Kak sBOuTeNrs, Tak UM (ubpobllacToOB M BOCIAJIEHHOTO MHOUIILTpAaTa.
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OBHapyXeHNe DeJika Wntba 3a4BUTEJIO eme He YIaJIoCh
OCYIIECTBUTEL IIPMMEHSAEMHMM B HaCToOdlee BpeMsa crnocobamu (BeCcTepH-—
OJIOTTUMHIA U WMMYHOTMCTOXMMMUECKOT'O aHajM3a) U II0O3TOMYy B CKOPOM
BpeMeHM UM OyIoeT OCYIIeCTBJIEH aHaJiMu3 CIOCOOOM MMMYHOIPEeUUIUTAalIUNA.
OmHakKO He3aBUCHMMO OT IIpernapaTa OOHapyXuMBaeMOoCThb Wntba Ha yYpPoOBHe
OeJyika B oO0meM cCJjiydyae CUMTaeTCHd TEeXHUUEeCKM CJIOXHEM.

Peuentopu Frizzled (FZD)

MuKpoOMa TPUYHEIM aHaJIn30M BEIBJIEHA HEOIHOPOOHAaA KapTHUHa
penenTtopoB Frizzled (FZD), peryJdupyllMx B CTOPOHY IIOBHIEHUS U
COOTBETCTBEHHO B CTOPOHY TIOHWXEHU A, T.E. pPesyJIbTaT Tk
MUKPOMaATPUUHOT'O aHajiM3a I[IoKaszajlM HEeOOHOPOINHYI KapTHHY PeLEelTOpOB
FZD, perylupyolMx B CTOPOHY IIOBHIIEHUS UM COOTBETCTBEHHO B CTOPOHY
IIOHMXEeHNVA. BrOensgeTcsa 0oJiee UyeM B 3 pa3a IIOBHIMEeHHas PeryJfalusd B
ciyuyae FZD2, IpenCcTaBJILKMIeTO cobom AKTUBATOP "Wnt/Ca?t"-
CUTHaJIMHTa.

YpoBeHb »kclpeccum MPHK peuentopa FZD2 OvJI OTperysiMpOBaH B
CTOPOHY IOBHIIeHMA B 3,53 pas3a (COIJIaCHO MUKPOMaTPMUHOI'O aHajin3a)
u B 2,21 pasa (corjacHo RT-gPCR) cooTBeTCTBeHHO. 3a cueT FzZD2,
kak u F7ZD5, MOXeT aKTUBMPOBATLCH CUTHaJBbHEI OYThL "Wnt/Ca’+",
yepe3 KOTOPHM, B YaCTHOCTHM, BCJIEOCTBMEe aKTUBalMM MakpodaroB
MOTYT AaKTUMBUPOBATHLCSH MIPOBOCIIAJMUTEJIL HEIE POLIeCCHI.
MMMy HOTMCTOXVMUUYE CKIUM aHaJinus3 FzD2 IIokKasall BHIpaXeHHYIO
VHTEHCHBHOCTE QJIYOPEeCUeHUUN 3SIOUTeJIMS [IOJUIoB. Crnoco®oM BeCTepH-—
BJIOTTMHT A YIOaJIOCh IMNOOTBEPIMTL HaWIeHHYID MUKPOMATPUUHLIM aHaJIM30M
u crnocobom RT-PCR ycuIeHHYID B»KCcIOpeccuin FZD2 B IIOJIMIIe IIO
CPpaBHEHMIO C HMXHEV HOCOBOWM PaKOBMHOM.

CpaBHeHMe ypoBHA wuMPHK peunentopa FZD2 B ciydae TIoJuIa IIO
CPaBHEHUD c HOCOBOM PaKOBUHOM OCYIEeCTRBIIAIN MUKPOMAa TPUUHEM
a”HammzoM (MA) m cnocotbom RT-gPCR (IIIP) .

MMMy HOTMCTOXVMAUE CKIUM aHaJinus3 FzD2 IIokKasall BHIpaXeHHYIO
VHTEHCHBHOCTE QIYOPECUEeHUUN 3BIUTEeIVS IIOoJUIIoB. CrnocoB®oM BeCTepH-—
BJIOTTHMHTAa YIOaJIOCh IMNOATBEPIMTL HaWIeHHYID MUKPOMAaTPUUHLIM aHaJM30M
u crnocobom RT-PCR ycCcuIeHHYK B»KCIOpeccurn FZD2 B  IIOJIMIIE IIO
CpaBHEeHMIO C HMXHEM HOCOBOW PaKOBMHOM.

"Wnt/BeTa-KaTeHUH" —-CUTHAJIMHT
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B BOCIIaJIEHHOM VHQWUJIL TpaTe TIOJIMIIO 3HOM TKAHU
VMMYyHOTUCTOXVMUUECKM YIaJloOCh OOHaApYXMTL HYKJIeapHHM OeTa-KaTeHUH.
Ilocyie MHKyOalUUM CYCIeH3UM OIMHOUHEIX IIOJIMIIO3HEIX KJIETOK B CJaumg-
KaMepax C SB216763, mnpencrarasomuM cobo¥ mHIHbOuTOp GSK-3-OetTa,
VIMMYHOTMCTOXVMUY E CKMM aHaJIn30M aHTU-0eTa-KaTeHVHa OBlIIa
oBHapyXeHa aKKyMyJdaluuMsa OeTa-KaTeHMHa B LMTOILJIa3Me U TpPaHCJOKalLWA
feTa-KaTeHMHa B KJIETOUYHOE AIpPO.

Bl OCyMecTBJIEH UMMMYyHOTMCTOXVMUUECKUNM aHaJln3 aHTU—-aKTUB-—
BeTa-kKaTeHMHa B MHKyOUpoBaHHOM Cc SB216763, OpencTaBJIsmMM cobon
uHIMbuTop GSK-3, B TeueHue 24 U CYCIEH3UM OIOMHOUHHBIX I[IOJIMIIOS3HEIX
KJIeTokKk (B cJarag-xKaMepe). BcielcTBMe MHIMOMPOBAHUSA pPasJIOXEeHUSA
OeTa-KaTeHVHa OvUIM OOHAapPYyXeHH 3aMeTHOe oborameHre ©OeTa-KaTeHMHOM
M TakXe TpaHcJoKaluuia OeTa-KaTeHMHa B KJIETOUHOEe ANpOo.

IJ1sg OYHKLUMOHAJLHOTO MCCJemoBaHusa poJu "Wnt/Gera-xaTeHUH"-
CUTHaJIMHTa B DHBKCIPEeCCUM LUTOKMHOB I[IE€PBUUHYID I[IOJIMIIOBHYID TKAaHb
VHKYOUPOBaJIA c Wnt3a u SB216763, npelcTaBJIAIMA cobom
aKTUBATOPH "Wnt/GeTa-raTeHMH"-CUTHAJIMHTA. B corjlacuM C OPYITUMU
pesyJjbTaTaM B OTHOIEHWM IIOHMXEHHOT'O BOCIAaJIMTEJIBHOTO OTBeTa B
ciydae MaKpodaror riocJie MHKYODaluum c Wnt3a u SB216763,
npelcTaBJARIMMY COO0V MHTUOUTOPH GSK3-0eTa, B IMIOJUIIO3HOM TKaHU
OrJla oBOHapyXeHa yMeHbIleHHasa skchopeccusa I1L-6 m IL-8.

OfobmeHne mMccIeldOBaHMUMA

MoOXHO KPaTKO IMIPeOCTaBUTL CJedyilMe pPe3yJbTaTH MCCJIeOOoBaHUM :

- BJMAHME LMHeOJIa Ha BBEKMBaAeMOCTb KJIETOK UM IIPOTpecCHupOBaHME
nDoOpoKadueCTBEeHHEX u 3JIOKAaUeCTBEHHBIX BMIOB KJIETOK : aHaJImM3
XapaKTepUCTUKM KIJIeTOUHOTO LMKJIa M MeXaHM3MOB BO3MOXHOM peTryJIsalumn
aronToza;

- BJIMAHME 1LIMHeOJla Ha MUI'PalUMOHHYK aKTUMBHOCTE  KJIETOK:
TeHOMHO—paClMP eHHEM MUKPOMA TPUYHEI aHaJIu3 DKCIIPECCUPYEMBIX
obpasnoe MPHK mnpm Polyposis nasi et sinuum HOO BIMAHMEM LIMHeOJIa
M TIOCJIelyKlas OlleHKa II0 COOTBETCTBYKIEMY IIapaMeTpy MUTPalnM;

- BJMAHME LMHeOoJla Ha Opodmin akTuBHOCTM NF-kB u dpochokMHAaS:
BepUOUKALIUMA UOSHTUOUIMPOBAHHEX (QOCOPOKMHAS Ha YPOBHe ©Oellka U

Inocjienyrinee OllpeleJIeHVe OYHKUMOHAJIBHEIX XapaKTeprMCTHUK ,;
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- BJIMAHME I1LMHeoJla Ha OpodMIM DSKCIPEeCCUM IIOTeHLMAaJIbHHX
MapKepoB CTBOJIOBEIX KJIETOK : BepudUKALIUA UIeHTUPULINPOBaHHBIX
MapKepoB CTBOJIOBHX KJIETOK Ha YpPOBHe Oejlka M [ocJelyolee
omnpenejieHMe OQYHKUMOHAJNBHEX XapaKTepUCTUK.

IpyrMe BapMAHTH KIMHNYECKOI'O IIPMMEHEHMS

TakuMm oOpas3oM, B HopAnokKe o000O0OmMeHMA, B paMKax HacCTodAmeI'o
nz3obpeTeHUsa BIEpPBHe paspaboTaHa KOHUENUMS JeueHMsa HOBOTO TUIIA,
10 MeHbIleM Mepe II0 CYIeCcTBY He MMeomero HNOOOUHEIX NOeWCTBUM, OJIA
OpOodMIAKTHKY WM/UJIM JIeUeHMS TI[IOJMIIOB Hoca (Polyposis nasi et
Sinuum), B UYACTHOCTM TakXe peuMIMBMPYIOMMX GOpM, Ha OCHOBe
aKTMBHOTO BeMecTBa Ha IPUPOIHOM OCHOBe (LMHeoJla, B UYaCTHOCTHU
1, 8-umHeoJyla), B CJydYae KOTOPOM HEeINOCTATKM IIPedlecCTBYKIero YPOBHHA
TeXHUKM MOTYT OBTbL IO MeHblleM Mepe B 3HAUUTEJLHOM CTelleHU
YyCTpaHeHs WM [0 MeHbIlel Mepe ocJyabJjieHb ¥ OOCTUTaeTCsa CcpaBHUMAaS,
OPEenrnouTUTEJIbHO Jaxe yJydleHHas 500eKTMBHOCTE IIO0 CpPaBHEHMI C
KOHLEeNUMe JieueHUd MNpedumecTBYRIEero YPOBHS TexXHUKU.

Onsa naJjibHeNmen KJIIMHUYECKOM BepUbOUKaALUN KOHILENUUN 1o
HacToAlleMy M300peTeHMIO TpeOylTCad HOBHE KIMHMUECKME TaHHHEe. B
YacTHOCTHM, JeuebHOe IeMCTBMEe LMHeOJla, B YacTHoCcTM 1,8-LMHeoJa,
MOXeT OHTL IIPOBEPEeHO TaKXxe B pPaMKax XPOHMUYECKOTO IIOJIMIIO3HOTO
cuHycuTa ¢ Polyposis nasi et sinuum (PaHIOMM3UPOBAHHOE IBOMHOE
ciernce ¥ IaleBo-KOHTPOJMPYEeMoe MCccJeloBaHMe). B uyacTHOCTH,
LeJIbI0 KOHIUENUMM JIeUeHMS IO HacTodgleMy M300peTeHMI0 SABJISeTCHS TakKxe

yCTOﬁT{MBaH GGSPGHMHMBHOCTB ¥ II0 MeHbIeln Mepe YIJIMHeHNVe MHTepBalla

oo [IOABJICHUSA PeLuOnBOB, B YaCTHOCTH, BCJIeICTBUE
IPOTUBOBOCIIAJIMTEJILHOTO u KOPTUKOCTEPOUTOIOOODHOTO OenCcTBuA
MHeoJIa, B YacTHOCTH 1, 8-1uHeoJIa. Takxe obecHneumBaeTCs

IpeloTBpameHye WM [0 MeHbIeW Mepe COKpalleHVMe WM3BeCTHOTO B
HacTodmee BpeM4d TPONOJIXUTEJIEHOTO JleueHmn s KOPTUKOCTEPOVIAMA
(TJIOKOKOPTUKOUIAMM) , B YaCTHOCTM Takxe B CJiydae OIHOBPEMEHHO
npoTekawmey BpPOoHXMaILHOM aCTMH.

Kpurepunr BKIIOUEHU S

KiIMHMYeCcKM (pHOOCKOIMUEeCKMEe/panmo JoTUUecky/crocodom
KOMIILIOTEPHOM ToMOTpadmu) TMOATBEPXIEHHHY XPOHUUECKUM TIOJIMIIO3HEIM

IAaHCUHYCUT C Polyposis nasi mimum 0e3 Hero, B clydae HeOOXOOMMOCTU
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Takxe peumuauB 3abojieBaHMA, B 2 CclIydae HeoOXOOMMOCTM Ha OCHOBe
BpOoHXMAJILHOM aCTME

[IpoBeIeHMe IIOCJedHEeN CHUCTEeMHOM KOPTUMKOCTEPOMIOHOM TepaluM He
Io3xe ueM 3a 6 HendeJlb

OTCyTCTBME JIeUeHMS LMHEeOJIOM B TeueHMe IIOCJIeIHUX 6 HeIeJlb

HeusMeHHOCTL Tepaluu B TeueHMe TIocJenHux 4 HejeJb IIepen
HayvaJIoOM MCCIIeIOoBaHUM

OTCYTCTBME HEIIepPeHOCUMOCTM 2QUPHHEX MaceJl

OTCcyTCTBUE BakTeprabHHX BOCHAJIMTEJbHBIX 3aboJIeBaHUM
OHIXAaTEeJIbHHX I[IyTeM B TeueHHue MHocJemHMx 4 HeIellb

BO3MOXHOCTE PETYJIAPHOTO IIOCJelylmero HabJoOeHU

OTcyTcTBMEe OepeMeHHOCTM WMJIM TPYIOHOT'O BCKapMIMBAHUA

OTCYyTCTBME  TSXEJEX JIETOUHHX U  CepleudHHX  COIIYyTCTBYIINX
3aboJsieBaHuM

OTCYyTCTBME OHKOJOTMUECKUX 3aboJieBaHUM

OTCcyTCTBME OIpYyTUX XPOHNYECKUX OJINTEJIbHBIX 3aboJieBaHuM
(HEKOHTpOJIMPYEMOTO muabeTa, PeBMaTOMOHOI'O apTpuUTa)

PazmesleHME TAUMEHTOB Ha 3 TPYIIIE

1. KOHTpOﬂbHaH I'pyIllila C TpaIMIVMOHHEIM Ha3aJIbHEIM BBeIceHMeM
MOMeTa30Ha

2. HaszajlpHOe BBeIeHMEe MOMEeTa30Ha+CHMCTEMHOe BRBeIeHMe LMHeoJa

3. HazaJjpHOEe BBeIleHME MOMEeTa30Ha+ToIMnuecKkoe BBeIeHNe
LMHeoJIa
VlccrmenoBaHMA

1. IpenrepaleBTUUECKOe

2. IIpenonepallMOHHOE (MHTpaonepalMOHHOE busuueckoe
obcJenoraHMe)

3. IlocJieonepallMOHHOE Uepe3 3 HeleJu

4., TlocJieollepallMOHHOE Uepe3 6 HelelJlb

5. IlocJieonepallMOHHOEe uUepe3 12 Henelb

Knuuuueckoe ppaueBHoe JIOP-uccienoBaHue

JOHOOCKOIMA (ONTHMUecKasd cUcTeMa ¢ yIJloM 3penusa 0°, 30°, 70°)

TecT Ha ajlJlepI'uo

PrHOMaHOME TPU I

OJsibdarTOMETPUA
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KoMmnemoTepHas ToMOoI'paMMa OKOJIOHOCOBEHIX I1a3yX

B ciydae HeoBXOIOMMOCTU nccJjlegoBaHmue OYHKLIUM
JIeTKUX/ToTaJlbHasa IJIeTHU3MOoTpadmus

dusuyeckoe obcJienoBaHMe [IOJINIIO3&, a Takxe B ciydae
HeOoBXOOMMOCTM OOCJIeNOBaHME CpelHer /WM HWKHeV HOCOBOW pPaKOBWHEH
[I0 BO3MOXHOCTM [IPM JIOOEIX KOHTPOJIBHEX OOCIIeIOBaHUAX

BzdaTre npod KpOBU

AHKeTHpPOBaHMEe IJIA OLEeHKM KadecTBa XWU3HM B COOTBETCTBUU C
IpadmUKoOM KOHTPOJIA

llocaenyomee HabJoOoeHMe C BegeHMeM "IHeBHMKA" HalMeHTa

MccriemoBaHMe LIMHEOJIa MUKPOMATPUYHEIM aHAJIMBOM

VlccoenoBaHMe BSKCIPECCUM I'€HOB IIPM XPOHUUECKOM PUHOCHUHYCHUTE
c noJsmnosoM (CRSwP) mnpu JiedeHMM 1, 8—LMHeOJIOM

Kourepun BRIKOUEHUI

XPOHNUECKUM PUHOCUHYCUT C Polyposis nasi et sinuum (CRSwP)

Kourepun UCKIIOUEHUI

CucreMHad WM TOIMYecKad IJIOKOKOPTHUKOMIOHAA Tepalua IIO3Xe
UyeM 3a 6 HeIeJb

HermepeHOCHMMOCTE 5QUMPHEIX MaceJl WM copbuTa

BakTepHraJibHEEe MHOEKLUUM BEPXHUX IHXATEJILHHEX IIyTel

JleueHmre aHTUOMOTUKAMU

OHKOJIOTHUUEeCKOe 3aboJieBaHue

BpoHxmnaJsibHasa acTMa

SI3Ba OBeHAOUATUIIEPCTHOM KUK

BepeMeHHOCTE WMJIM TPYIOHOEe BCKapMIIMBaHUE

Argieprusa

OKCIOEPUMEHTEL

B3gaTue TkKaHM C Polyposis nasi Opubiam3nTesbHO vy 10 malMeHTOB
Iepell BBeIeHMeM LIMHeoJa U I[IocJe OpUBIM3UTENIbHO ONHOHEeOeJILHOTO
JIeUeHUSa LMHEOJIOM (MHTPAaoIllepalMOHHO) .

BzaTue TKaHU HOCOBOM PaKOBUHE IpUBIU3UTEIILHO Yy 10
"300pOoBHX" HaluMeHTORBR (6e3 CRS, B OTCYTCTBMe OPYTOM JIeKapCTBEHHOU
Tepanuu, ©0es3 aJjlJIepTMM) B XOoIe CelNTOILJIaCTUKM C KOHXOTOMMEeMN

CpaBHeHMe BKCIPeCCUM TeHOB IMOJIMIIO3HOM TKaHM, OTOOpaHHOM B

Hpe,HOHepaLU/IOHHBIﬁ n MHTpaOHepaLU/IOHHBIﬁ IIeproOOEl MHTPaMHIOVMBMIOYAaJIbEHO,
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a TaKxe MHTEPUHIOIMBUOYAJILHO, ole} "snopoBon" TKAHBI HOCOBOM
PAKOBUHE CIOCOOOM MUKPOMATPUUHOTO aHaJin3a

[looTBepXOeHVEe pPe3yJbETaTOB MUKPOMATPUUHOTO aHajllM3a CIoCoOOM
RT-gPCR, MMMYyHOTUCTOXVMMWUECKMM aHaJIM30M M BeCTepH-OJIOTTUHIOM

TpeOyeMule CBeleHMI O HNallMeHTax

BpeMsa MIpoBeleHMS IOocJedHel TJINKOKOPTUKOUIHON Tepanlmu
BospacT

[loa

Anjleprun/HelepeHOCUMOCTEs ACK

JlekapCTBeHHLHE CpelCcTBa

IIoHouHEle 3aboJiIeBaHUS
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$OPMYJIA MBOEPETEHNA

1. Kommozuumsa, MOPeONOoUYTUTEJILHO (apMalleBTHMUecKas KOMIIO3UIIUSA,
IJIS TIPVMMEHEeHUS I[PV [OPpoOMIIakTHKe U/UIM JIeYeHUM IIOJIMIIOB HOoca
(Polyposis nasi et sinuum), TpUYeM KOMIIO3MIMA B KaudecTBe
AKTMBHOTO BelleCTBa, NPeldloUuTUTEeJJbHO B KadecTBe GOQapMalleBTUUYeCKHU
AKTMBHOT'O BEMEeCTBa, COONEPXMUT LMHEOJ, NPeOlOoUYTHUTeNbHO 1, 8—LIMHeOJ.

2. Kowmmoszuuusa nOJjs TI[OIpMMeHeHMs [0 . 1, I[OpuYyeM KOMIIO3ULIUID
u/Uim LIMHEOJ IIPUMEHSIT nJis OpOodMIIaKTUKN n/Uim JledeHus
PeLUAOVBUPYOMUX GOpM IOJUIIOB Hoca (Polyposis nasi et sinuum).

3. Kommnosuuma Oojgga OpuMeHeHud o o. 1 wim 2, I[IpUYeM
KOMIIOBULUMID /WM LMHEOJI MIPYMEHIT IJIS NPOOMIaKTUKM W/WIM JIeUeHUS
CBABAaHHEX C CUTHAJIBHEM IIyTeM Wnt, B YaCTHOCTM C IIyTeM CUITHaJILHOMU
TpaHcOykumum "Wnt/OGerTa-kaTeHuH", dopMm moymnoB Hoca (Polyposis
nasi et sinuum), TPenNOUTUTENLHO IJIS OPOOMIAKTUKM W/UIIM JIeUeHUS
UHOYUUPYEMHX  V/WIXM  CTUMYJIMPYEMEX  CUTHAJbHEIM OyTeM Wnt, B
YaCTHOCTM IMyTeM CUTHAaJLHOM TpaHcOykuuu "Wnt/Gera-xaTeHMH", GopM
IoJIMIIOB Hoca (Polyposis nasi et sinuum).

4, Kommosmuusa mOJ8 IOpUMMeHeHMS 1[I0 JioboMy M3 IIYHKTOB, IIPUUEM
KOMIIOBULIUID M/WUJIY LUHEOJI MIPUMEHIT IJIS OPOOMIaKTUKM W/UWIU JIeUeHUS
CBABAHHEX C CUTHAJBHEM IIyTeM Wnt, B YaCTHOCTM C IIyTeM CUTHaJIbHOM
TpaHCOYKIUM "Wnt/OeTa-kKaTeHMH", PeLUOMBUPYIONUX GOPM IIOJIMIIOB HOCA
(Polyposis nasi et sinuum), OPeIIOUTUTEJIBEHO MOJIS OPOPUIIaKTUKN
U/ MUY JIeUeHV S WHOYLUUPYEMBEIX U/UIV CTUMYJIMPYEMEX CHUITHAJLHEM I[IYyTeM
Wnt, B UYacTHOCTM NyTeM CUTHAJLHOM TpaHCOyKIuM "Wnt/OerTa-xaTeHuH"
PeLMAVBUPYIOMMUX GOPM IOJUIIOB Hoca (Polyposis nasi et sinuum) .

5. Komnozuumsa OJg OpMMeHeHMsa 1o JiodoMy U3 OpeIHOyMUx
IIYHKTOB, opuueMm KOMIIO 3ULINIO n/niam LIMHEOJI IPYMEHST s

HpO@MHaKTMKM M/MHM JIeUeHIMA TIIOCJIeOIIePallMOHHEIX COCTOSHUIN .

6. KoMmosmuumsa OJS OpUMMEeHeHMS I[Io0 JiodoMy U3 IIPeIHIYIIUX
IIYHKTOB, npuyemM KOMIIO 3ULIMIO u/ LIMHEOJI IPUMEHSIT oJ1g
OpodMIAKTHUKM UM/UJIM JIeUeHMS TIIOJIMIOB Hoca (Polyposis nasi et
sinuum), TOPeIIOUTUTEJILHO B CJiydae pPeLUMIMBUPYIMUX G(OpM, IIOCJe

IIpemeCTBOBABIIET'O XMPYPIMUeCKOI'O YyIOaJIeHMA IIOJIMIIOB HOCa.
7. KomMriosumimsa IOJIA IIPMMEHEHN A I10 JInOoMy nus IMNpe e nynnx
IIYHKTOB, IIpMYeM KOMIIO3MIIVI M/MHM LIMHEeOJI TIPMMEeHAIT IIJIA YMEeHBIeHMA

PHCKa WJIM BEePOATHOCTHM IIOABJIEHMA pelVMIMBOB, B WaCTHOCTHM, B dCllydace
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IIOCJIEOIePallMOHHEX COCTOSHUMN n/niam COCTOSHUN nocJe
IpelMeCTROBABIIETO XUPYPTUUECKOTO yIajleHusd IIOJIMIIOB HOocCa.

8. Kommosuuusa [OJjsg OpUMeHeHUd [0 JOoMy M3 [OPeOHIYINX
IIyHKTOB, npruueM KOMIIO 3ULINI n/miam LIMHEeOJI IPYMEHST s
OpodUIIaKTUKM PeUMIMBOBR, B UYaCTHOCTHM, B CJydae IIOCJIeOlepPalOHHEX
COCTOSHUM U/UIM COCTOSHMM IIOCJIe MPeNleCTBOBABIETO XUPYPTUUECKOTO
yOaJIeHUs IIOJIMIIOB HOCcCa.

9. Kowmmosuumus 1OJsg OpUMeHeHud [0 JIboMy M3 [OPeOHIYINX
IIyHKTOB, I[IpPMYeM KOMIIO3MUIUMSA I[I0 HacCTodAlleMy W300peTeHM COOEPXUT
IMHEOJ B BMIEe UMCTOTO BellecCTBa, KOTOpOoe MNPedlOoUYTUTEJIbHO He
COOEpPXUT OPYIUX TEpIeHOB, IIPEeMMYyMeCTBEHHO C UYMCTOTOM II0 MEeHbIEN
Mepe 95 wMacc.%, B UYaCTHOCTM IO MeHbIleM Mepe 96 wMacc.$,
OIpellouTUTesJIbHO IO MeHblleld Mepe 97 Macc.$, ©0oJjlee IPeAlOoUTUTEJILHO
II0 MeHblleM Mepe 98 Macc.%, 3BHauuTeJIbHO OoJjiee MNPEeINOUYTUTEJIBHO II0
MeHbIIEM Mepe 99 Macc.$ U eme 0oJiee NPeOlNOUTUTEJIEHO II0 MeHbIeM
Mepe 99,5% B pacueTe Ha LUMHEOI.

10. Kowmmnozmuumsa OJjad IOIPpUMeHeHUd [0 JIIoOOMy U3 IIPeOHIYIINX
IIYyHKTOB, I[pMUYeM UMHEOJI HaxXOOUTCS U/WiIu IpUMEeHSeTCs B BUOE
YMCTOTO BemeCTBa M/UJIM LMHEOJI CBOOOIHEH OT IPYTWX TepleHOB U/UINu
He COIepXuT OPYTIUX TeplleHOB.

11. Komnozuumsa mOJg IIOpUMeHeHMS [0 JiodoMy U3 [OIPeOHIYyIMX
IIYHKTOB, IIpHUUYeM LMHeOJI MMeeT UMCTOTY II0 MeHblel Mepe 95 macc.?,
B  UYaCTHOCTM TIIO MeHbIle¥ Mepe 96 wMacc.$, TMOpPennouTUTEeJIEHO IO
MeHbIIeM Mepe 97 Macc.$%, 06oJee NPelloUuTUTEJIEHO IO MeHblleM Mepe 98
Macc.%, eme 0oJlee MNPEeOIOUTUTEJILHO II0 MeHbmel Mepe 99 Macc.$ u
HauBoJiee TIPEenIouUTUTEJIEHO IO MeHbmer Mepe 99,5% B pacueTe Ha
IMHEO.

12. Komnozuumsa OJA [OpUMeHeHUS [0 JOoMy U3 OPeOHIYyINX
OYHKTOB, IIpMUeM KOMIO3MIMSA COOEepXUT LUMHeOoJ B BuIe 1,8-1MHeoJa
M/WMIM LMHEeOJI HaxXOOMUTCS B BuIe 1, 8-LMHeoJIa.

13. Komnozuumsa OJA [OpUMeHeHUS Mo JboMy U3 OPeOHIYyINX
OYHKTOB, I[IpMYeM LMHeOJI HaxXxoIUTCsa B oopMe C  JIMIIOCOMAJILHOM
O0BOJIOUKOM M/WMIM JIMIIOCOMAJILHOM YIIAKOBKOM.

14. Komnozuumsa OJA [OpUMeHeHUd [IOo JOoMy U3 [OPeOHIYyINX
IYHKTOB, opruueM KOMITIO3ULIM A COIEPXUT LIMHEOJI B KauecTBe

SIOVMHCTBEHHOTI'O AKTVBHOTI'O BellleCTBa, IIpeOIiouyTrTEeJIEHO B KadueCTBe
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eIMHCTBEHHOTO OGapMalleBTHUUeCKM aKTMBHOTO BemMecCTBa W/MIM LMHEOJ
IPVMEeH ST B KauecTBe ENVHCTBEHHOTO aKTUBHOTO BEMECTBa,
NIPennouTUTEJIBEHO B KauecTBe EOMHCTBEHHOTO bapMalleBTUYECKHA
aKTMBHOT'O BelNeCTRa.

15. Kowmmosuumsga OJsA [OPpMMEeHeHMSa [0 JiOoMy U3 IIPeOBOyImX
[IYHKTOB, I[IPMYEM KOMIIO3ULMA HE COIEPXUT HECTEPOUIHHEX WHIMOUTOPOB
Bocnajeumsa (NSAID) wu/wir cBoOOOHA OT HECTEPOMIHEX MWHIUOUTOPOB
BOCIIaJIeHU A (NSAID) wu/uiM UMHEOJ MNPUMEHAT W/WIM BBOOAT 06e3
HeCTepOMIOHEX VHTUOUTOPOB BOCIIaJIeHU A (NSAID) "/ M B MX
OTCYTCTBUE.

16. Kowmmosuumsga 1o JoboMy M3 IIPembOylMxX I[IYHKTOB, IIpUUYeM
KOMIIOBULIUA COOEPXUT LMHeOJ B DSOOEeKTMBHEX, IIPEeOlIouTUTEeJIbHO B
bapMalleBTUUECKM 5QOEeKTUMBHEX KOJIMUeCTBaXx.

17. Komnosuumsa OJsS I[OIPMMEHEHMSa IO JOoMy U3 IPelbHIyIMX
I[IYHKTOB, IpryeM  KOMIIO3MUMA  COOEPXUT LMHEeOJI B pacueTe Ha
KOMIIOBULIMID B OTHOCUTEJIEHOM KOJIMUeCTBe B MHTepBaje oT 0,0001 mo
80 mMacc.%, B uacTHoCcTM oT 0,001 mo 75 mMacc.%, IOpPeMMymeCTBEeHHO OT
0,005 mo 70 macc.%, npennoururesbHO oT 0,01 mo 60 macc.$, OoJiee
nopennouruTesbHo oT 0,05 mo 55 mMacc.% M OCOOEHHO MNPEenloudTUTEJIBHO
or 0,1 mo 50 macc.$%.

18. Kommosuumsa OJS OPpMMeHeHMS [0 JiodoMy U3 OIPeOBOyImx
IIYHKTOB, IIpPUUeM KOMIIOBUIMA COOEPXUT LMHEeOJI COBMECTHO II0 MeHbIel
Mepe C OIHMM OM3UMOJIOTMUECKM IIPMEMIIEMBEIM HOCUTEJIEM (3KCUUIMEHTOM)
/WM LUMHeOJI IIPUMEHSIT COBMECTHO IO MeHbIleld Mepe ¢ OOHUM
OM3BMOJIOTUUECKM MIPUEMIIEMEIM HOCUTEJIEM (3KCLUUIIMEHTOM) ;

IpUYeM, B YaCTHOCTH, HOCUTEJIb (PKCUMIIMEHT) MOXET
cMemmMBaTLCcad ¢ 1, 8-lLMHeoJoM M/WIM pPacTBOPATECS B HeM M/WIKM, B
YaCTHOCTV, HOCUTEJNb (SKcumnveHT) npu 20°C m aTMochepHOM HaBJIEeHUU
HaxoOUTCHd B XMIKOM WMJIM TBEPIOM arperaTHOM COCTOSHUM.

19. Kowmmosuumsa OJA [OPpMMeHeHMsa [0 JiboMy W3 [IPeOBOyIMX
IYHKTOB, IIpPMYEeM KOMIIO3ULIVKD [IPMMEHSIKT TOIWYECKM WJIM CUCTEMHO
U/WIM  KOMIOSUIMD aJalTUPYIT OIS TOOMUYEeCKOTO MM CUCTEMHOTO

IIPVMMEHEHNM A .
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20. KowmmnosuumMsga mOJS OPUMEHeHMd IIo JIOOMYy M3 OPeOuOylmx
IYHKTOB, IIPpWUYeM IMHEOJI IIPMMEHSIT TOIMUYEeCKM WM CHUCTeMHO U/WiIn
LIMHEeOJI amalTHUPYIT IJIS TOIMUYEeCKOTO MJIM CUCTEMHOTO IIPUMEHEeHUd.

21. Kowmmosuumsga mOJS OPUMEHeHMd IIo JIoOOMY M3 OPeOuHOylmx
IYHKTOB, IIpPHUeM KOMIO3UIMIL U/MIXM LUHEOJ IIPMMEHSIT TOIUYEeCKHU,
IpennouTruTesILHO MHTpaHas3aJILHO Wi  IOyTeM  MHTaJgLUmuu, n/
KOMIIO 3ULINIO u/ IIMHEOJI amanTUPYOT o1 TONMUECKOTO,
OPennouTrUTeJIbHO MHTPpaHa3aJbHOTO MJIM MHTAJALMOHHOTO MNPUMEHEHUS;

opuyeM, B UYaCTHOCTM, KOMIIOSMLMIO U/UJIM ILMHEOJ IIPUMEHIIT B
BUIEe MHTpaHa3aJbHO BBOOMMOM JIEKAPCTBEHHOM  GOpMHE  u/UJH, B
YAaCTHOCTHM, KOMIO3MLMIO M/MJIM LMHEOJ TOTOBAT B MHTpaHasaJIbHO
BBOIMMOM JIEKAPCTBEHHOM GopMe; u/Win

npruyeM, B UYaCTHOCTM, KOMIOSULMID U/UJIM LUHEOJ IMIPUMEeHIOT B
BUIEe HaBaJIbHEIX CIpeeB, HaB3aJIbHEX Kalejb, Ha3aJIbHEX TeJel,
HaszaJIbHHX Mas3el, HaBaJIbHEX I[IPOMBIBOK, HABAJILHEIX KPEMOB, WHTAJIATOB
WIM TOMy IIOOOBHOTO ¥ MNPeNlouTHTEeJIbHO B BUIEe HaBaJIbHEX CIPeeB
u/Uianu, B UYACTHOCTM, KOMIOBMIML WU/WUIM LXHEOJ TOTOBAT B BUIeE
Ha3aJIbHHX CIpeeB, HaszaJlbHEX KalleJlb, HaBaJIbHHX Tejlell, Ha3aJIbHBX
Masel, HasaJIbHHX IIPOMEBOK, Ha3aJIbHHX KPEMOB, MHTAJIATOB WJIM TOMY
IONOBHOTO U MNPellOoUTUTEJSILHO B BUIEe Has3alIbHHX CIpPeeB.

22. KowmmnosmuumMga mOJS OPpUMEHeHMd IIo JIoOOMY M3 IpeOuoylmx
IYHKTOB, IIPMUYEeM KOMIOSUIMD W/MUIM LMHEOJI IPUMMEHSIT CUCTEeMHO, B
YacTHOCTU repopaljibHO W napeHTepajibHO U OpenlouTHuTeJILHO
IepopajibHO  UM/MIM  KOMIO3ULUMI  UM/MUJIM  LMHEOJ  aJalTUpyoT  IJd
CHUCTEeMHOTO, B UYaCTHOCTM MOJIS IIepopalibHOTO WIM IIapeHTepalbHOTO
IPpUMEeHEeHMS M NPellIoUuTUTEJIEHO OJIS HepopallIbHOTO IIPMMEeHEeHUd;

opuyeM, B UYaCTHOCTM, KOMIIOSMLMIO UW/UJIU ILIMHEOJ IIPUMEHIOT B
BUIe IIepopajlbHO BBOIMMOM JIeKAPCTBEHHOM OGOPME U/MJIM, B UYaCTHOCTH,
KOMIIO 3ULIMIO u/ LIMHEOJI TOTOBAT B nepopaJjibHO BBOIOUMOM
JIeKapCTBEHHOU dopMe; u/Uin

opuyeM, B UYaCTHOCTU, KOMIIOSMLMIO U/UJIM ILMHEOJ IIPUMEHIIT B
BUIEe XeJIYIOUHO-PEe3MCTEeHTHOM, HO PpacTBOPMMOM B TOHKOM KUIIEUHUKE
CHUCTEeMHO IIPpMMeHSeMOM JIeKapCTBEeHHOM OGOPME, MNIPeIlOoUTUTeJILHO B BUIES
KarncyJ, n»Opaxe, OIWIOJIL, TableToKk WM TOMYy I[IOHOOHOTO W/WiIN, B
YAaCTHOCTHM, KOMIOSUUMID W/MIM LMHEeOJ TOTOBAT B BUIEe XKeJIYIOUHO-

peBMCTeHTHOIZ, HO paCTBOpMMOIZ B TOHKOM KUIMIe4YHVKE CHMCTEMHO
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IPVMMEHSAEMOM JIeKapCTBEeHHOM OGOPME, MNPeANOoUYTUTEJIbHO B BUIe KalcCyJl,
opaxe, IWIIOIL, TabJleTOK MM TOMY IIOOODOHOTO.

23. Kowmmoszmumsa OJjg OpUMeHeHUsS [0 JIOOMy W3 I[IPpelbOyInX
IYHKTOB, IIpUYeM LMHeOJI IPMMEHSIT C CYTOUHOM HOO30M B MHTepBalle OT
0,1 mo 5000 wMr/meHn, B UYaCTHOCTM B MHTepBaje oT 1 mo 3000
MT/IOeHb, [peMMymecCTBeHHO B MHTepBaje oT 5 nmo 2500 wMr/medn,
NpennouTuTeNIbHO B MHTepBajie oT 10 mo 2000 Mr/meHs ¥ OCOOEHHO
NpennouTuTeNIbHO B MHTepBaje oT 50 mo 1500 wmr/meHs ¥/ Wim
KOMIIOBUUIMID MU/WMJIM  1LMHEOJ amalTUPYT OJid [IPpUMMEeHeHMsS C CYTOUHOM
mosol B uMHTepBaje or 0,1 mo 5000 wMr/medHb, B UYaCTHOCTU B
uHTepBajie oT 1 mo 3000 Mr/meHb, MNpeVMymeCTBEHHO B MHTepBajle OoT 5
no 2500 wMr/meHb, OPEONOUTUTEJILHO B MHTepBaje orT 10 mo 2000
MT'/IeHb ¥ OCOOEeHHO IMPenlouTHUTeJbHO B MHTepBaje oT 50 mo 1500
MT'/IEeHb .

24, KoMmmosuumsa OJi8 I[IpMMEHEeHMsa IO JioOoMy U3  [IPpeIBnylnx
IIYHKTOB, IIpMUYeM LUMHEeOJ IIPMMEHSIT CHUCTEMHO C CyYTOYHOM IO30M B
uHTepeajie or 10 mo 5000 Mr/meHb, B UYacCTHOCTM B MHTepBajie oT 50
no 3000 wMr/meHb, IIpeMMyNeCTBEHHO B MHTepBajie oT 100 mo 2500
MI'/IOeHb, MPEeOlouYTUTeJIbHO B MHTepBajle oT 150 mo 2000 Mr/meHb u
OCOBEHHO MPenlouTUTEeJJbHO B MHTepBajle oT 200 pmo 1500 wmMr/medHb
U/UIV  KOMIIO3ULIMIO W/MIM LIMHEOJ amalTUpYT IJIS [OIPYMMeHeHUusd C
CYTOUHOM HO30M B MHTepBaje oT 10 pmo 5000 Mr/meHb, B YacCTHOCTHM B
uHTepBajie orT 50 mo 3000 Mr/meHb, IPEeMMymeCTBEHHO B MHTepBajie OT
100 mo 2500 Mr/meHb, NPENNOUTUTENILHO B MHTepBaje oT 150 mo 2000
MI'/IeHb ¥ OCOOEHHO MPelnlouTHTEeJIbHO B MHTepBajle oT 200 mo 1500
MT'/IeHb .

25. Kowmmozmumsa OJjg [OpUMeHeHUs [0 JIOOMy W3 I[IPpelbOylnx
OYHKTOB, IIPWYEeM LMHEOJ IIPUMEHSIT TONMYeCKM C CYTOUYHOM IO30M B
uHTepBaje or 0,1 mo 2000 Mr/OeHb, B YaCTHOCTM B MHTepBaje oT 0,5
no 1500 wMr/pmeHb, MNOpeuMMymeCcTBEeHHO B MHTepBaje oT 1 no 1000
MI'/IeHb, TIPenlouTHUTEeJJbHO B MHTepBajle oT 2 no 1500 wMr/meHs u
OCOBEHHO MNPEenNouTUTENIbHO B MWHTepBajle oT 5 nmo 1000 Mr/meHbs WM
KOMIIOBUIIMI M/WMJIM  1LIUMHEOJ amOalTUPYT OJd [IpUMMEeHeHMsS C CYTOUHOM
moso B MHTepBaje or 0,1 @mo 2000 wMr/medHn, B UYaCTHOCTU B
uHTepBaje oT 0,5 mo 1500 MI'/OeHL, NPEeUMYIIECTBEHHO B MHTepBaJe OT

1 nmo 1000 w™Mr/meHb, M[OPennoUTHTEJLHO B MHTepBajle oT 2 po 1500
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MI'/IeHb ¥ OCOBEeHHO IMPeAlouTUTeJIbHO B WHTepBajlle oT 5 nmo 1000
MT'/IeHb .

26. Kowmmoszsmumsa OJjg OpUMeHeHUs [0 JIOOMy W3 I[IPpelbOyInX
IIYHKTOB, IIPUYEeM KOMIO3MUIMA COIOEPXUT TakXe IIO0 MeHBIeM Mepe OIMH
oIpyTon MHIPEOVEHT, B YaCcTHOCTHU 1o MEHBIIEN Mepe OIHO
BCIIOMOTaTeJIbHOEe BemecTBO u/miu no0aBKy, W/UIM LUMHEOJ [IPVMEHST
II0 MeHbBIIeY Mepe C OIHMM JIPpYyI'MM MHIPEeIMEeHTOM, B UYaCTHOCTHM IIO
MeHbIIeM Mepe C OINHMM BCIIOMOTaTeJIbHBEIM BEmeCTBOM M/MiIM HoOaBKOM;

IpuueM, B Y4acTHOCTH, 1o MeHbIIEN Mepe OoVH Ipyron
MHTPEeIVeHT, B UYaCTHOCTM BCIOMOTATEJIbHOEe BemecTBO u/umimM nodaBKy,
BHIOMPAT M3 IPYIIIE, KOTOPYK COCTABJIAKT BCIOMOTATeJILHEE BelleCTBa,
yiydlmapmme nepepaboTry, CTabMInU3aTOPEHL, BMYJIET'aTOPH,
AHTHMOKCUIOAHTEHL, BJIATOyIepXM/BaKlMe CcpeIlcCcTeBa, 3aTyCTUTENN,
Oes3sMHOMUMpYyIMe CpencTBa, pPeryJAaATopsl pH, BemecTea, Oybepupynmme
3HaueHMe pH, KOHCEepPBAHTH, aHTUCENTHUUECKMEe CpencTBa, KpacuTreswu,
apoMaTu3aTOPH, IPUPOLHEE OYMMCTEE BelecTBa, OTOYIIKY,
paszbaBuTesu, BAXYyLIIME BelleCTBa, cMaumMBaTeIN, BUTaMMVHEL,
OJIMTOBRJIEMEHTE, MMHEepaJibHEIE BemeCTBa, MUKPOS3JIEMEHTH U/UJIN DOoUpHLE
MacJla, a Takxe MX KoMOMHalMM.

27. Kowmmozmuumsa OJ4 [OpUMEHeHMSs I[I0 JoOoMy U3 I[IPpelIbOylnx
NYHKTOB, MpPUYEeM KOMIIO3ULMIO W/WMIM LIMHEOJ IIPMMEHSIT B KaueCTBe
OOIIOJIHEHU S, IIPEenIOUTUTEJIbHO B KOMOMHALUM, C KOPTHUKOCTEpOUIaMM, B
YaCcTHOCTHU c CUCTEMHO VI TOIIUYECKU [IPUMEH 1 eMBIMU
KOPTUKOCTepOouIaM, W/WUIY KOMIO3ULNVI U/UIM 1LMHEOJ [IPUMEHSIOT B
KadeCcTBe HOOIOJHUTEJIEHOTO JIeueBHOT'O CpelcCTkBa (BCIOMOT'aTeJIbHOTO
JIeueDHOT'O CpencTBa), IIPeOIOoUTUTEJIbHO B KadeCTBe KOMOMHUPOBAHHOTO
JIeueDHOT'O CpelcTBa, C KOPTUKOCTEepOMIaMy, B UYaCTHOCTM C CUCTEMHO
WM TOIUYECKU I[IPUMEHSIEMEMM KOPTUKOCTEPOUIAMMA.

28. Kowmmozmumsa OJjsg [OpUMeHeHUs I[I0 JIOOMy W3 I[IPpelbOylnx
IYHKTOB, I[IPYYEeM KOMIIO3UIML W/WMIM LVMHEOJ, B UYaCTHOCTM B IOPSIKe
OOIIOJIHUTEJIEHOT'O JIeUeHUs WM B KOMOMHaUMM C KOPTUKOCTEPOMIaMU,
IIPUMEHAKT IJIs yMEeHBIIeHMS IIOTPebHOCTM B KOPTUKOCTEpOMIaxX WM KX
3aMeHBl PV IpodMIakTUke W/WIM JIeUeHUM I[IOJIMIIOB Hoca (Polyposis
nasi et sinuum).

29, Kowmmoszmumsa OJg [OpUMeHeHUs I[I0 JIOOMy W3 I[IPpelbOylnX

IIYHKTOB, IIpMdeM KOMIIO3HWIIMIO I/I/I/IJ'H/[ IIMHeOJI, B YacCTHOCTM B IIOpAIOKe
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IOTMOJIHUTEJBHOTO JIEUeHUS WMJIM B KOMOMHALUM C KOPTUKOCTEpOUIaMM,
TPYIMEH 0T I YCUJIEeHW A IeiCTBUA n/ U CHVXEHU S IO 3HI
KOPTUKOCTEPOUIOB MpU NIPpOOMIaKTMKe W/UIM JIeYeHUM IIOJIMIIOB HOoCca
(Polyposis nasi et sinuum).

30. Kowmmosuiusa IOJsS IIPUMMEeHeHMsS TII0 JIHoOoMy U3  [OPeIBIYyImMX
IYHKTOB, I[IPYYEeM KOMIIO3UIMKD W/WMIM LMHEOJ, B UYaCTHOCTM B IOPAIKe
NOTMOJIHUTEJLHOTO JIEeUeHUS WMJIM B KOMOMHALUUM C KOPTUKOCTEpOUIaMM,
NPYMEHAT IJIA YMeHBIIeHUS WM [IPpedoTBpaleHVs [TO0OOUHEX IeMCTBUN
KOPTUKOCTEPOUIOB MpU NIpodMIakTMkKe W/UIM JeUeHUM IIOJIUMIIOB HOoca
(Polyposis nasi et sinuum).

31. Kowmmosuuusa IOJS [OPpMMEeHeHMs TIIo JioOoMy U3  [IPeIBIYyIMX
IYHKTOB, IpPUYEM KOMIO3MUMI W/MJIM ILMHEOJI He IPUMEHTIT B KadeCTBe
IOIOJIHEeHU S, B YaCcTHOCTU B KoMOMHALNHA, c HeCTepPOVIHLEMA

MHTMOUTOPpaMu BocnajeHrsa (NSAID) u/MiaIM KOMIOSUILML WM/UIIM LUMHEOJ He

[IPUMEHSIT B KauecTBe OOIIOJIHUTEJIEHOTO JIeueOHOTO cpencTea
(BCIIOMOTATEJILHOTO JIeueOHOT'O CpelcTBa), B UYaCTHOCTM B KadecTBe
KOMOUHUPOBAHHOTO JleueBHOT O CpencTea, c HEeCTepOUIHEMA

MHTUOUTOpaM1 BocHaJieHusa (NSAID).

32. IuHeoJI, NOPelIouTUTeJIbHO 1, 8-LMHeOJI, »OJS IIPVMMeHeHUS IIPU
OpoduilakTrKe U/UJIM JIeYeHMM IIOJIMIIOB Hoca (Polyposis nasi et
sinuum) .

33. IlpuMeHeHMe LMHeOoJa, OpenlIouTUTeJIbHO 1,8-1LMHeoJa, B BHUIe
comepxamemn bapMalleBTHUUECKHU AKTUBHOE BemeCcTBO KOMIIO 3ULINHA,
OpPedrnouTUuTeJIbHO B BuIe OdapMalleBTMUeCKOW KOMIIO3ULMM, II10 JIoOoMYy U3
ONpeduHOylMx IIYHKTOB IJAI OPOOMIIaKTMUKM U/UIM JIeUueHMS IIOJIMIIOB Hoca
(Polyposis nasi et sinuum) W/WUIM »OJS HDOJIYyYEeHMS JeKapCTBEHHOTO
cpeICTBa IJId OPOOMIIAKTUKM U/UIIU JIeUeHMS IIOJIMIIOB Hoca (Polyposis
nasi et sinuum) .

34. [lpuMeHeHVe  LIMHeOoJIa, OPenrnouTUTEJIEHO 1, 8-1MHeoOJ &, B
KauecTBe OdapMalleBTMUECKM aKTMBHOTO BellecTBa IJIS OPOOMIIaKTUKU
U/NIM JIeUeHMS IIOJIMIIOB Hoca (Polyposis nasi et sinuum) W/UIM OJIS
IOJIYYeHNS JIeKapCTBEHHOTO CpelCTBa OJS OPOOMIaKTUKU U/MUIIM JIeUeHUSd
IoJIMIIoB Hoca (Polyposis nasi et sinuum) .

35. JlekapcTBeHHOE CPEeIOCTBO OJd OPOOMIAKTUKM U/UIM JIeUeHUd
noJminoB Hoca (Polyposis nasi et sinuum) M 1IJIS IIPYMMEHEHMS IIPpU

OpoduiIakTrKe U/UJIM JIeUeHMM I[IOJIMIIOB Hoca (Polyposis nasi et
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Sinuum), OprYeM JIeKApPCTBEHHOE CPEeINCTBO B KauveCTBe AaKTMBHOIO
BeMeCcTBa, I[IPedNOUTUTEJIBHO B KadecTBe OQapMalleBTUUYECKM aKTMBHOTO
BeMeCTBa, COIEPXUT LMHEOJ, IMIPellOoUTUTeJIbHO 1, 8—LMHEOJ.

36. KoMOMHaluMsa aKTUBHHX BENECTB, I[PENNOUTUTEJIEHO B BUIE
KOMILJIEKTa (mo—aHTJamncku "Kit-of-parts"), moiag OpoduIakKTUKM U/ UIIU
JIeUeHMs TIOJIMIIOB Hoca (Polyposis nasi et sinuum) UM OJS [OPUMMEeHEHUS
OpY OPOOMIAKTUKE U/WMIM JIeUeHMM IIOJIMIIOB Hoca (Polyposis nasi et
sinuum) ;

IprdyeM KOMOMHAalMSg aKTUBHBIX BelleCTB COIEPXUT, B YaCTHOCTHU, B
BUIE KOMIIOHEHTOB, OTIOEeJIbHO pasMelleHHEX , HO OYHKUIMOHAJIEHO
B3aMMOCBA3aHHBX n/namn IpenHa3HadYeHHBIX OJIs OOIIOJIHUTEeJIE HOM
JIEKAPCTBEHHOV Tepaluy MM KOMOMHMPOBAHHOWM Tepaluu:

(a) UMHEeOJI, MNPellodYTUTEeJIbHO 1,8-LMHeOJ, NOPedlouTUTEJIbHO B
BUIe coIepxalel LIMHEeOJ oGapMalleBTHUUECKOM KOMIIO3ULMUM, IPUMEHIeMOoM
TONMUECKU MU CHUCTEMHO, C OIHOM CTOPOHH, U

(b) mno wMeHbmEV Mepe OIOVMH KOPTUKOCTEPOWI, IIPellouTUTeJIEHO B
BUIE comepxamey  KOPTUKOCTepoun  bapMalleBTUUeCKOM  KOMIIO3ULIUHA,
IPVMEeHSIeMOM TONMUEeCKM WMJIM CUCTEMHO.

37. LIrHeoJI, npennouTmuTeJibHO 1, 8—-LIMHEeOJI, OJId  peryiadauuu,
NPpenIouTruTesSIbHO JId MHIUOUPOBAHUA U/MUIM CYIPEeCCUM, CUTHAJILHOTO
oyt Wnt, B UYacTHOCTM IYyTH CUTHaJILHOM TpaHcOykKuuM "Wnt/Gera-
KaTeHuH", IpeuMyIeCcTBEHHO oJis peryadaumm n/nnm YMEeHbIIeHM S
bochopusmpoBaHmua GSK-3-NIpoTeMHKMHAa3H, B YaCTHOCTM IIO CepMHYy-9
(GSK-3-annda) n/mim 1o cepuHy-21 (GSK-3-6beTa), B paMKax
CUTHAJILHOTO OyTHM Wnt ¥ 10jad axkTuBauuy GSK-3-NPpOoTeMHKMHASH 1/UJINU

IJIAd »ODe3aKTUMBallliM I/I/I/IJ'H/I (]_)OC(]_)OpI/IJ’IMpOBaHMFI HeTa-KaTeHMHa B PaMKax

CUTHAJILHOTO Iy TH wnt, B YaCTHOCTH oJ1sg IpYMMeHeHN S opu
OpoduiIakTrKe U/UJIM JIeUeHMM I[IOJIMIIOB Hoca (Polyposis nasi et
sinuum), NPedlIouTHUTeJIbHO  PeLUuOVMBUPYINUX  GOpM  IIOJMIIOB  HOCca

(Polyposis nasi et sinuum).

38. IlmHeoJI, MNPeONoUYTUTEeJIbHO 1, 8—-LIMHEeOJI, NIJS IIPVMMEHEeHUSA IIPpU
OpoduilakTrKe U/WIM JIeUeHMM CBS3aHHHEX C CUTHAJBHEM IyTeM Wnt, B
YacTHOCTM C IyTeM CUTHaJBHOM TpaHCcOykKuuy "Wnt/OeTa-xaTeHMH",
n/miam TaKMUM oBpa3zoM VHOYLUPYEMBIX "/ CTUMYJINPY €MBIX

zaboJyieBaHUy, B UYACTHOCTM IOJMIIOB Hoca (Polyposis nasi et
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sinuum), OPpeIlOUTHUTENIEHO  PEeUUMAOMBUPYRIMUX  GOPM  IIOJIMIIOB HoCca
(Polyposis nasi et sinuum);

IpuueM, B YaCTHOCTH, LUMHEOJ IPYMEHSAT B KauecTBe
peryaaTopa, IpeOlOoUYTUTENBLHO MHTUOKTOPA n/Uim cynpeccopa,
CUTHAJIbLHOTO IHOyTu Wnt, B UYaCTHOCTM INIYyTM CUTHAJBHOM TpPpaHCOYKLUUU
"Wnt/Gera-raTeHnH", IPenrnouTUTEeJIbHO B KauecTBe areHTa o4
perynauny u/Mav  yMeHblleHuS oochopuimpoBanmus GSK-3-NIPOTEeMHKMHA 3H
B paMrKax CUTHAaJILHOT'O Iy TH Wnt n oJisa aKTUBaALIUU GSK-3-
NPOTEeVHKMHAa3E ¥/MIM B KadyeCTBe [e3aKTMBaTopa OeTa-KaTeHMHa B
paMKax CHUITHaJbHOTO NyTu Wnt; wu/muim

IpnUYeM, B YaCTHOCTH, LUMHEOJ IPYMEHST B KauecTBe
perynsTopa, MOPEeONouTUTEJIbHO MHIUOMTOpa M/MUIM Ccyldpeccopa, IO
MeHbIIel Mepe OOHOTO TeHa Wnt m/mim Oejyka Wnt.

39. IuHeoJs nJjd OpMMeHeHuA IO II. 32, IIpMMeHeHMe 10 II. 33 WK
no mn. 34, JeKapCTBEeHHOE CpPencTBO IO II. 35, koMOMHaUMs aKTUBHHX
BelleCTB IO II. 36 WM LUMHEeOJ OJA IIPpUMeHeHud IO II. 37 WiIM O II.
38, oTaMuUapmuecs ONHMM WM HEeCKOJIBKUMM OTJIMUUTEJIEHEIMM I[IpM3HaKaMy
no nm. 1-31.

[Io moOBepeHHOCTH



NSMEHEHHAS $OPMYJIA MBOBEPETEHUA (o cT. 34)

1. KoMmmoszuliysa, TIpeAlouTUTeNIbHO bapMalleBTHUdeckas KOMIIO3UIIMA,
IJIS TIPVIMEHEHWUS IIPY IPOOMIaKTUUECKOM U/WUJIM TepaleBTHUYeCKOM JIeUeHUN
noJmroB Hoca (Polyposis nasi et sinuum),

npuyeM KOMITO 3UILIU I B KauecTBe AKTUBHOTO BemecTBa,
OpellouTuTesJIbHO B KauecTBe oOGapMalleBTMUECKM aKTMBHOTO BelecTBa,
COIEPXUT LMHEOJ, NPellNouTUTeJIbHO 1, 8-1IMHeO.

2. Komnosuumsa OJjg IOpYMMeHeHUS 10 II. 1;

npyUyeM KOMIIO3ULIUD [IPUMEHSAT IJIS NIPOOMIaKTUKM /WM JIeUeHUSd
PeLUAOVBUPYIUX GOpM IOJUIIOB Hoca (Polyposis nasi et sinuum).

3. Kommosmumsa 0jd NpMMEeHEHMA [0 II. 1 uiam 2;

npyyeM KOMIIO3ULUMI [IPUMEHSIT IJIS NPOOMIaKTUKM U/WUIM JeUeHUS
CBS3aHHHEX C CUTHaAJbHHEM OyTeM Wnt, B YacCTHOCTM C IyTeM CUIHAJILHOM
TpaHCcOyKuyM "Wnt/OeTa-kaTeHMH", U [IPenNoOUYTUTEJIEHO TaKuM o00pasoM
VHIOYLUUPYEMBIXK 1/UIIY CTUMYJIUPYEMEX GOPM IOJMIIOB Hoca (Polyposis nasi
et sinuum) .

4, Kommosmuumsa OJisS NPUMEHeHUSd [0 JIoOOMy M3 IPeOHOyNUX IYHKTOB;

npryeM KOMIIOBMUIMIO I[IPUMEHIT IJI4 HPOOMIaKTUKY /UM JIeUeHUS
IIOCJIEOIIEPALMOHHEX COCTOSHUM.

5. KoMmmnosunumsa mJjis NPUMEHEeHMA 10 JIoOOoMYy U3 IPEeOHIYIUX TYHKTOB;

NprYyeM KOMIIO3UIUI [IPUMEHSIT IJIS OPOOMIAKTUKM U/WIM JIeUeHUSd
IOJIUIIOB Hoca (Polyposis nasi et sinuum), TOPeOlNOUTHUTEJILHO B Cllydae
peunavBUpyommMx  dopwm, rIocjie MNpelmecCTBOBABIIETO  XUPYPIMUUECKOTO
yaoaJjIeHVs IIOJIMIIOB HOoca.

6. KoMmosmuysa OJid ODpUMMeHEeHMS 10 JIoOOMYy M3 MNPelbOylMX ITyHKTOB;

IpuyeM  KOMIIO3UIMID [NIPUMEHIT IJIS yMeHbIIeHUS  prucka WIn
BEPOATHOCTHU IO ABJIEHU A PelunanBOB, B YacTHOCTH, B ciydae
IocJIeonepalOHHEIX COCTOSHUM n/nim COCTOAHUM nocje
IpenmecTBOBABIETO XUPYPTIUUECKOTO yIaJleHVA IIOJIMIIOB HOca.

7. KoMmrosuumda OJiA NIPpUMEeHeHMd 10 JIoOoMy U3 MPEelbBOyNUx IYyHKTOBR;

IpuyeM KOMIIO3UMIIMID [IPUMMEHST JId OpodMiIaKTHUKM pPeluIMBOB, B
YaCTHOCTM, B CJIydae IIOCJEONePalOHHEX COCTOSHUM W/WMIM COCTOSHUMN
IocJie TIPeameCcTBOBABIETO XMPYPTMUECKOTO yHOaJleHMsS IIOJIMIIOB HOocCa.

8. Kommozuumsa nJjg IIPMMEHEHNMA TIIO JdoMy U3 IMNpeenylrxX IITYHKTOB/,



IpMYeM KOMIIO3ULMS COOEPXUT ILMHEOJ B BUIE UMCTOT'O BEIMECTBA,
KOTOpOe He COIepXUT OPpYTMX TeplleHOB, C UMCTOTOM IO MeHbmel Mmepe 95
Macc.% B pacyeTe Ha LMHEOJ U

[IPpUMYEM KOMIIO3ULIMA COINEPXUT LMHEOJ B KadecTBE eIMHCTBEHHOTO
AKTMBHOTO BEIMECTBa, IPENNOUTUTENIEHO B KadecTBe (QapMalleBTUUeCKU
AKTMBHOT'O BelecTBa.

9. Kommosuumusga OJsda NPpMMeHeHMS 10 JIOOMY U3 MNPelbOylMX [IYyHKTOB;

IpMYeM KOMIIO3MUIMSA CONEPXUT LMHEOJ B pacueTe Ha KOMIIO3UILMK B
OTHOCUTEJIBHOM KOJIMUeCcTBe B UHTepBajie oT 00,0001 mo 80 mMacc.%, B

Q.

vacTtHocT oT 0,001 mo 75 macc.$%, npeummymecTeBeHHO oT 0,005 mo 70
Macc.$%, IpenrouTUTeJIbHO oT 0,01 oo 60 Macc.$%, BoJiee
npennouyTuresibHO oT 0,05 mo 55 Macc.$ M OCOBEHHO HNPelloUTHUTEeJIBHO OT
0,1 mo 50 macc.%.

10. Kowmnozsmuumda nOJjad IOIpUMeHeHUuda [0 JodoMy U3 I[IPeOHIYIINX
[IYyHKTOB;

OpuuyeM LMHEeOJ IIPMMEHSIT C CYyTOUHOM IOo30M B MHTepkaje oT 0,1
no 5000 Mr/meHb, B YaCTHOCTM B MHTepBajie oT 1 pmo 3000 Mr/meHb,
IperMylmeCTBeHHO B MHTepBajle oT 5 mo 2500 MI/meHb, NOPeOloUYTUTEJILHO
B MHTepBayle oT 10 mo 2000 Mr/meHb ¥ OCOOEHHO IIPEeNlIOUTUTEJIBHO B
uHTepBajie or 50 mo 1500 Mr/meHb.

11. Komnosuumsa mOJs I[IPMMEHEHMA IO JIoOOMYy M3 IIPEelBHIYIMX
IIyHKTOB;

npuyueM LMHEeOJI NPYMEHSIT CUCTEMHO C CYTOUHOM HO30M B MHTepBale
or 10 pmo 5000 Mr/meHbL, B UYaCTHOCTM B uHTepBajie oT 50 mo 3000
MT'/IOeHb, IIPpeMMyIeCTBEeHHO B MHTepBaje oT 100 mo 2500 wMr/meHn,
NpennouTUTeNIbHO B MHTepBajle oT 150 mo 2000 mMr/meHb M OCOOEHHO
NpenrnouTUTeNIbHO B MHTeprasie oT 200 mo 1500 mMT/meHb uim

OpruyeM UMHEeOJI [IPUMEeHSKT TONMUYeCKM C CYTOYHOM HO30M B
uHTepBaje oT 0,1 mo 2000 Mr/meHn, B YaCTHOCTM B MHTepBaje oT 0,5
mo 1500 MI/meHb, HOpeUMMymleCTBEHHO B MHTepBaje oT 1 mo 1000 Mr/meHn,
NpenrnouTUTeNIbHO B MHTepBajle oT 2 po 1500 wMr/meHb ¥ 0OCOOeHHO
NpPenrnouTuUTeNIbHO B MHTepBajie oT 5 mo 1000 mMr/meHb.

12. Kowmmnosuumda mJsa I[IPMMEHEeHMSa I[I0 JIIOOMYy M3 IIPelHIYINUX

IITYHKTOB;,



IpUuyeM KOMIIO3ZMIMI MIPMMEHSIT B BUIe Jieue®OHOTO CpPeICTBa,
KOMOMHUPOBAHHOTO C KOPTUKOCTEPOMIAMM, OIPENOINOUTHUTEJIEHO C CUCTEMHO
WIX TONMUECKU IPUMEHSIEMEMM KOPTUKOCTEPOMIAMM.

13. JlekapCTBEHHOE CPeICTBO IOJIS IPMMeHeHMS IIPpU OpodUIaKTUKeE
U/ NI JledeHUM IIOJIMIIOB Hoca (Polyposis nasi et sinuum);

IpuyeM JIeKapCTBEeHHOE CPeINCcTBO B KaueCTBe aKTUMBHOTO BemeCTRBa,
ONpenIouTruTeJIbHO B KaueCTBe OQapMalleBTMUECKM aKTMBHOTO BelleCcTBa,

COIOEepPXT LMHeOJI, IIPpeldIllIOUTUTEJIBEHO 1,8‘HMH€OH.

14, KoMmOuHaluMsa aKTHMBHEIX BelleCTB, I[IPEeNIOUTUTEJIEHO B BUIe
KOMILJIEKTA (mo-a"Hrmymyickn "Kit-of-parts"), oJjia [OpMMeHeHUA I[IPpU
OpodmiakTrkKe W/UJIM JIeUeHWM I[IOJMIIOB Hoca (Polyposis nasi et
sinuum) ;

IpmryueM KOMOMHaLMA aKTMBHEIX BelleCTB COOEepPXUT B BUIE
KOMIIOHEHTOB, OTIOeJIbHO pasMelleHHEX , HO GYHKUIMOHAJIEHO
B3aMMOCBA3aHHEX U/ U IpenHa3HaUYeHHEIX oJisa OOTIOJIHUTEJILHOM
JleKapCTBEHHOM Tepaluy MM KOMOMHMPOBAHHOM Tepaluu:

(a) ULMHEeOJI, MNPellodYTUTEeJIbHO 1,8-LUMHeOJI, [IPeOlouTUTEJIbHO B
BUIOe cCcoIepxalel LIMHeoJI dapMalleBTUUEeCKOM KOMIIO3ULMUM, IPpUMeHIeMOM
TONIUUYECKM MJIM CUCTEMHO, C OIOHOM CTOPOHH, U

(b) 1o MeHbmeM Mepe OOMH KOPTUKOCTEPOMUI, IMIPeIOlIoUTUTEJILHO B
BUIE comepxalmer  KOPTHUKOCTepouI  dapMalleBTUUeCKOV  KOMIIO3UMLMUM,
IpUMEeHSIeMOM TOIMUECKM MJIM CUCTEMHO .

15. 1InHeoOJI, NOPenIouTUTeJIbHO 1, 8-LMHeOJI, IOJ4 I[IPVMMEeHeHUSd IIPpU
OpodMIaKTHUECKOM U/UJIM TepaleBTHUUECKOM JeUeHUM  CBASaHHHX C
CUTHaJILHEM IIyTeM Wnt, B YacTHOCTM C IIYTeM CUTHaJLHOM TpaHCOYyKLUMU
"Wnt/Gera-xaTeHVH", U/ My TakuM ~o0pasoM = MHOYLUUPYEMEX  U/UINU
CTUMYJIUPY €MBIX [IOJIUIIOB HOCa (Polyposis nasi et sinuum),
NPeOIOUTHUTEJIBHO PelUuMIMBUPRYIMX (QOPM IIOJMIIOB Hoca (Polyposis nasi
et sinuum);

IpUYeM LMHEOJI IPVMEH ST B KauecTBe peryJjdaTopa,
ONpedlouTrUTesIbHO MHTUOUTOPpa U/WMIK CylIpeccopa, CUTHAJILHOTO IOyTH Wnt,
B  UYaCTHOCTM IIyTM CUTHaAJBLHOM TpaHCcOykKuuu "Wnt/Gera-xaTeHuu",
NpedlIouTHUTeJILHO B KauecTBe aTleHTa IJIS PeryidluuM U/MIM YMeHLIeHUS
bocoopusmmpoBaHmua GSK-3-NpOoTeMHKMHA3H B paMKaxX CUTHaJILHOTO IIyTM Wnt
VIV nJjis aKTUBaLU GSK-3-NIpOoTeMHKMHA 3 n/nnm B KadyecTBe

Te3akKTMBaTOopa OeTa-KaTeHMHa B PaMKaXxX CHI'HaAaJIEHOIT'O IIYyTU Wnt; M/MHM



[pruueM LUMHEOJ [IPVMEH 0T B KaduecTBe peryisaTopa,
NpeOlouTUTeJILHO MHIUMOUTOPa M/MiIM Ccyldpeccopa, II0 MeHbIel Mepe
OOHOTO T'eHa Wnt m/mam Besika Wnt.

I[Io DOBepeHHOCTH
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