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(57) M3zobperenne oTHOCHTCS K croco0y JicueHHs PAcCTPOMCTBA 3aHETO CETMEHTa Ila3a y YeJIOBeKa,
BKJTIOYAIONIEMY BBEICHHE Yepe3 MHUKPOUTTY 3(G(EKTHBHOTO KOJIMYECTBA JICKAPCTBEHHOTO COCTABa,
COZIEpIKaIIero AleTOHH] TPUAMIIMHOJIIOHA WM TPHAMIMHOIOH, B CYIPaXOpHOUIATBFHOE MPOCTPAHCTBO
(CXII) mmaza uyenmoBeKa, HYXIAIONICTOCA B JICUCHWH YKa3aHHOTO paccTpoiictBa. M300percHue
obecrieynBaeT yMEHBIIEHHE YacTOTHl BOSHUKHOBEHHS W/WIM THKECTH KIMHHYECKOTO MPOSBICHHUS
[IXB, ucneiteiBaeMoro marmeHToM ¢ [1XB, momydaBmmero JiedeHHe Mo CIoco0y, MO CPaBHEHHUIO C
BO3HHUKHOBCHHEM /WU TSXKECTHIO KIMHAYCCKOTO TPOSIBIICHUS 10 JICUCHHUS.
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IepexpecTHasi cCHLIIKA HA POJACTBEHHBIE 3asIBKH

B nHacrosimieit 3asBke ucnpaliBaeTcs IpUOPUTET NMpeaBapuTenbHoii 3asBku Ha nateHT CHIA peructpauu-
oHHBIN Ne 61/724144, moganno#t 8 HosOpst 2012 r.; mpeaBaputenbHOi 3asBku Ha mateHT CIIIA perucrparmon-
He1id Ne 61/734872, monanHoii 7 nekadps 2012 r.; npenBaputensHoit 3asBku Ha aTeHT CIIA peructpanioHHbBIH
Ne 61/745237, nonannoit 21 nexabpst 2012 r.; nmpeaBapurtenbHoi 3assBku Ha mateHT CIIIA peructparmoHHblii Ne
61/773124, nonmanuoit 5 mapra 2013 r.; mpeaBapurenpHol 3asBku Ha mateHT CHIA peructparmoHHblii Ne
61/785229, nmonannoit 14 mapta 2013 r.; npeaBapurtenpHol 3asBkyd Ha mateHT CIIA perucrpanvoHHbIH No
61/819388, momanHort 3 mast 2013 r.; mpeaBaputenbHON 3asBku Ha mateHT CIIIA peructpanuonHbIii Ne
61/873660, monannoii 4 centsopst 2013 r., u npenBapurensHOi 3asBku Ha nateHT CIIIA perucrparoHHbiii Ne
61/898926, monanuoii 1 Hos0pst 2013 T.; U BCce yka3aHHBIC 3asBKH BO BCCH CBOCH IMOJHOTE M BO BCEX IEINIAX BBO-
JIITCS B HACTOSIIEE OMMCAHUE TOCPEICTBOM CCBHUIKH.

IIpenmecTBYOMHIT YPOBEHb TEXHUKH

B 0o0mmx yepTax, HacTOsIIee N300PETEHNUE OTHOCUTCS K OOJIACTH TIIA3HOW Teparuu, a 60jee KOHKPETHO, K
TMPUMEHCHHIO MUKPOMWTIIBI JJIs1 BIMBAHUS JKUAKOTO JICKAPCTBCHHOTO COCTaBa B IJIa3HYIO TKAHB B IEIIAX JIOKANb-
HOM JIOCTaBKH JICKAPCTBECHHOTO CPEJICTBA.

JlocTaBka JeKapCTBEHHOTO CPEACTBA B IJ1a3a, a 0OCOOEHHO JOCTaBKAa MaKPOMOJIEKYJ M MX IOCTaBKa B 3a]-
HUH CEerMEHT rja3a, sSBISETCS KpaiiHe CIO0XHOW mporenypoi. MHOTHE BOCTIAIMTENbHBIE U MPOJuepaTHBHBIE
3a00eBaHms 3aIHEH 00JIACTH Ti1a3a TPEOYIOT MIUTEIHLHOTO (papMaKoJOrHIecKoro JiedeHus. [IpumepaMu Takux
3a00JIeBaHAH SBIISIOTCS IET€HEPALs KEITOTO MATHA, IHadeTHIeckas peTHHONATH U yBeuT. Kpome Toro, aim-
TENBHOTO (hapMaKOJIOTHIECKOTO JICUCHHS TaKKe TPeOyIOT MHOTHE XOPHOUAAIBHBIE PACCTPOMCTBA, KOTOPhIE ac-
COLIMUPYIOTCS C BOCHATHTEIBHBIME OTBeTaMU, mpoiudepanmeii u HeoBacKyspusanueit. JloctaBka 3¢ dekTus-
HBIX JI03 JICKAPCTBEHHOI'O CPEICTBA B 3aJHUN CETMEHT IJIa3a CTAHIAPTHBIMH METOJaMH, TAKHMHU KaK MECTHOE
BBEJICHUE, KOTOPOE SBIsIeTCS Malod()()EKTUBHBIM, a TAaKXKE CUCTEMHOE BBEIICHHE, KOTOPOE YaCTO BBI3HIBACT Ts-
JkKelbie Mo00YHBIC (D (EKTH U IIPU ITOM YaCTO HE JOCTHTacT y4acTKa WH(OUIMPOBAHUS, CBSI3aHBI C CEPhE3HBIMHU
npobiemamu (Geroski & Edeihauser, Invest. Ophthalmol. Vis. Sci. 41: 961-64 (2000)). Tak, Harmpumep, a1
JIeYEHHsI COCTOSIHUH, aCCOIMMPOBAHHBIX C TIOBPES)KACHNEM BHEIIHEH IMOBEPXHOCTH TJla3a WM TKaHH (TKaHEW) B
MepeaHed yacTu riaza, 0OBIYHO HCIIONB3YIOTCA TIa3HbIe KaIllUIH, OJHAKO TJIa3HBIE KaIlli HE MOTYT NMPOHUKATh B
IJIa3 Ha ypOBHE, HEOOXOMMMOM [UIS JICUCHHS Pa3IMYHBIX 3a00JIeBaHWH CETYATKH M XOPHUOWIATBHBIX pac-
CTpPOMCTB.

Coo0manocs, 4To mpsiMasi HHBEKIUS B IJIa3a C WCTIOIB30BAHUEM CTAaHIAPTHHIX UTJ W INIPHUIIOB SBISCTCS
3¢ dexTrBHON, HO ee mpoBeneHne TpeOdyeT MpodeccHOHANBHBIX HABBIKOB U MOXKET OBITh HebezomacHou (Mau-
rice, J. Ocul. Pharmacol. Ther., 17:393-401 (2001)). XKenaTenpHO Takke MUHAMU3APOBATh YUCIIO W/UIIK YaCTOTY
TJIA3HBIX WHBEKIUH, HEOOXOAUMBIX JJIS JTOCTABKH TEPANEBTHUCCKU I(PPEKTHBHBIX KOJUYCCTB JICKAPCTBEHHOTO
CPEICTBA B HYKHBIC YUACTKH IJIa3HBIX TKaHEH.

Bsuto mpoBeneHo ucciaenoBaHue cynpaxopuongansHoro npocrpanctsa (CXII) rmasa, u ero KaHIOJIMPOBa-
HHUE OBLIO OMMCAaHO, KaK BO3MOXKHBINA CITOCO0 TOCTaBKH JIGKAPCTBEHHOTO CPENCTBA; cM., Hampumep, Olsen, et al.,
American J. Ophthalmology 142(5): 777-87 (Nov. 2006) n nyOmukanuto nareHTHoH 3asBkn PCT Ne WO
2007/100745.

IToaToMy OBLTO OBI JkeNATENLHO Pa3paboTaTh YCOBEPIICHCTBOBAHHEIE, O0Jiee Oe30macHbie U 0osee dpdek-
THUBHBIE CIIOCOOBI MPSIMOH TOCTaBKH TEPANIEBTHYCCKIX CPEICTB B TKAHM 3aJHETO CETMEHTA TJ1a3a, HalpuMep, IS
JIeYSHHsI PAcCTPOMCTBA 3aJHETO CETMEHTA IJaza. TakKe KelaTelbHO pa3paboTaTh yCOBEPIICHCTBOBAHHEIE, 00-
nee Oe3omacHbie U 6osee d3PGEKTUBHBIE CITOCOOBI MPSMOI JOCTaBKHU TepaneBTudeckux cpencts B CXIT mst je-
YCHHSI XOPUOUIATBHBIX PACCTPOWCTB, HATIPUMEP XOPHOUAAIBHBIX PACCTPONCTB, aCCOIMUPOBAHHBIX C COCY.IU-
CTOH maToJioruel. PemieHne 3TuX U APYrux mpoOiieM sSBISIETCS 3a1a4ueii HaCTOSAIIer0 n300peTeHUsI.

Onucanne CyniHoCTH H300peTeHHA

B omgHOM M3 CBOMX acIeKTOB, HACTOsIEEe H300pETEHNE OTHOCHUTCS K CIIOCO0Y JIEUEHUs paccTpOMCTBa 3a1-
HET0 CerMEHTA IJ1a3a, BKIIIOYAIOIIEMY BBEJACHUC Yepe3 MUKPOUTTY 3(h(HEKTUBHOTO KOJIMYECTBA JICKAPCTBEHHOTO
cocTaBa, COJCPIKAIICTO AIllCTOHU] TPUAMIIMHOJIOHA WU TPUAMIIMHOJIOH, B CYNPaXOPHUOUAATBFHOE IPOCTPAHCTBO
(CXII) rna3a yenoBeka, HyKIafOIIEerocs B JICUSHUH YKa3aHHOTO PacCTPOMCTBA.

B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS M300PETEHHS PaCCTPOUCTBO 3aJHETO CETMEHTA Tia3a MpeAcTaB-
JsieT co0oi BOCHasICHHUE TJ1a3, YBEHT, OKKIIFO3UIO BEHBI CETYATKH, MOKPYIO BO3PACTHYIO JIETCHEPAIHIO JKEITOTO
MSTHA WM AHA0ETHYEeCKUN OTEK JKEITOro IATHA. B KOHKPEeTHOM BapHaHTE OCYIICCTBICHUS U300PETEHUS YBEHUT
MIPECTaBIsIET COOO0H OCTPHIN 3aJHUI YBEUT.

B HEexoTOpHIX BapHaHTaX OCYIIECTBICHUS N300pETCHHIS MUKPOUTIIA UMEET JUIMHY MpUOIM3uTensHo oT 500
J0 1500 mMxMm.

B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS N300pETCHUS JICKAPCTBEHHBIN COCTAB COACPIKUT TPUAMITHHOJIOH
B BHJIC CYCIICH3MH MHUKPOYACTHUI] WJIM HAHOYACTHUIl. B KOHKPETHOM BapHaHTE OCYIICCTBICHUS N300pETCHUS yKa-
3aHHBIC MUKPOYACTHIIEI UMEIOT Dsg=2 MKM WIH MEHEe.

B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHUS U300PETCHHS PACCTPOUCTBO 3aJHETO CETMEHTA Tia3a MpeCTaB-
nseT co0oi TUaOSTHYCCKII OTEK JKEJITOTO IATHA, U PU ATOM CIIOCO0 TOTIOJIHUTEIHHO BKIFOYACT BBEICHUC BTO-
POro JIEKapCTBEHHOTO CPEACTBA B IJIa3 YKa3aHHOTO CYOBEKTa, IPUYEM BTOPOE JIEKAPCTBEHHOE CPENICTBO COIEP-
*kut Monyssatop VEGF. B xoHkpeTHOM BapuaHTe ocymiecTBieHus n3ooperennus monaynstop VEGF npencrasis-
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et coboii anraronuct VEGF.

B HekoTopbIX BapuaHTax ocyniecTBieHHs n300peteHus antaronuctT VEGF BbiOpaH u3 aHTaroHucra KMHa-
361 VEGF-penenropa, antu-VEGF anturena wnm ero ¢parmMenra, anturena npotus pernentopa VEGF, antn-
VEGF anramepa, auzkomonekyisipHoro antaronucta VEGF, tnazonuanHInona, XWHOJIMHA WA CKOHCTPYHPO-
BaHHOTO Oejka ¢ aHKUpUHOBBIMU 1ToBTOpamMu (DARPin). B koHKpeTHOM BapuaHTe OCYIIECTBICHHS N300peTEHUS
antaronuct VEGF npencrasnser apaubeprient.

B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS H300pETEHHUS BTOPOE JICKAPCTBEHHOE CPEICTBO JOMOIHUTEIHHO
conepxxut antaronuct PDGF.

B oHOM 13 BapHaHTOB OCYIIECTBICHUSI H300pETeHNS YKa3aHHOE BTOPOE JIEKAPCTBEHHOE CPEACTBO BBOJST
B cynpaxopuounaansHoe npoctpanctBo (CXII) rnmasa maauBuayyma. B onHOM M3 BapHaHTOB OCYIECTBICHHS
M300peTeHNs yKa3aHHOe BTOPOE JICKAPCTBEHHOE CPEACTBO BBOJST B CTEKJIIOBHIHOE TeJIO. B oHOM U3 BapHaHTOB
OCYIIECTBIICHHS] H300PETEHHUS IIEPBOE U BTOPOE JICKAPCTBEHHOE CPEACTBO BBOASAT HHANBUIYYMY 3a OJIMH IPHEM.

Kpartkoe onucanne rpadpuieckoro marepuaja

Ha ¢ur. 1A-1D npexacTaBieHbl MonepeyHble CEYEHUSI TKAHEBBIX CTPYKTYp deloBedeckoro rmasa. (1A) -
TJ1a3 TIOKa3aH MEeJTMKOM U KPYITHBIM TUIaHOM Toka3aHsl poroBunia (1B); ckiepa (1C); rma3Has TkaHb 0€3 KHUIKO-
CTH B CYIIPaxOPHOUIATHHOM IIPOCTPAHCTBE MM C KHUIKOCTHIO B CYNIPaxOPHONAATBHOM mpocTpaHcTse (1D).

Ha ¢ur. 2 npencraBieHo mornepevyHoe CeUeHNne YCTPONCTBA "MHUKPOUTIIA", COAEPKAIIETO MOJIYI0 MUKPOWT-
Iy, HaXOSIIYIOCS B IPOIOJITOBATOM KOPITYCE COTIACHO OJHOMY M3 BAPHAHTOB OCYIIECTBICHUS H300pETCHUSI.

Ha ¢ur. 3 npencraBneHo monepeyHoe ceueHue MpoI0JIroBaTOro Kopmyca yecTpoicTBa "Mukpouria", mpem-
CTaBJICHHOTO Ha Qur. 2.

Ha ¢wur. 4 nponntrocTpupoBaHo yCTpOHCTBO "MHUKpOUTia" COTIACHO OJJHOMY M3 BAPHAHTOB OCYIIECTBIIC-
HUS U300pETEHMUS.

Ha ¢wur. 5 npommntroctpupoBaHo yCTpoHcTBO "MHUKpOUTIa" COTIACHO OJJHOMY M3 BAPHAHTOB OCYIIECTBIIC-
HUSL U300pETEHMS.

Ha ¢ur. 6A 1 6B nponuttocTpUpoBaH BapHaHT CII0co0a JOCTaBKU JICKAPCTBEHHOTO CPEJCTBA B CYNpPaxo-
pHOMAaIbHOE TIPOCTPAHCTBO TJIa3a C TOMOIIBIO TIOJI0H MUKPOHIIIEI, TA€ YKa3aHHBIH CIIOCO0 BKIIIOYAECT BBEICHHE
TIOJIOH MUKPOUTJIBI B CKIIEPY M BIMBaHHE KUAKOTO JIEKAPCTBEHHOTO COCTAaBa B CYNPaxOpHONUAAIHHOE MPOCTPaH-
CTBO.

Ha ¢wur. 7A s cpaBHEHHS IOKa3aHBI [0J1asi MEKPOWTIJIA COTJIACHO OJJTHOMY M3 BapHaHTOB OCYIIECTBICHHS
M300peTeHUS ¥ KOHIIEBAs YacTh CTAHAAPTHOM WIJIBI IS TTOJKOXHBIX MHBbEKIHH kamuopa 30. Ha ¢ur. 7B cxema-
TUYECKH TOKa3aHa aKkpuioBas (opMma, CIEIHaIbHO M3TOTOBIEHHAS TaK, YTOOBI OHA ONTHMAIBHO COOTBETCTBO-
BaJIa BCEMY TJIazy.

Ha ¢ur. 8A n 8B npencrasiieHbl oTydeHHbIE HA MUKPOCKOIIE OCBEICHHBIE H300payKeHHs CaruTTaIbLHOTO
MIOTNIEpEeYHOT0 pa3pesa Ilasa CBUHBY JI0 M MOCIIE BIUBAaHUS CyJIb(opasaMiHa COOTBETCTBEHHO.

Ha ¢wur. 9A-9D npencraBieHsl peHTTEHOCKOIIMYECKUE M300paskeHNsT KpHOCPE30B CBUHOTO T1aza Oe3 BIiHU-
BaHMS B CYNPaxOpHUOUAAILHOE MPOCTPaHCTBO (9A); KpPHOCPE30B KPOJIMYBETo TIiasa mnocie BiuBaHus 500-HM
(ITyOpeceHTHBIX YacTUI] B aKCHAJILHOM MJIOCKOCTH, KOTOPBIE OBUTH COCTABJIEHBI BMECTE UIS MTOJTYYEHHS ITaHO-
pamuoro Buma (B); u xprocpe3oB cBUHOTO ria3a mociie BauBaHusA 500-HM (IyOpeCleHTHBIX YacTHI[ B CaruT-
TaJIbHOM HANpPaBJICHWH, KOTOpPHIE OBUTH COCTABIICHBI BMECTE JJIS NPEACTABIICHHUS IMEPEeIHETr0 W 3aJHEro Ipo-
CTPaHCTBa y4acTKa JI0 BBEJCHUS U TIOCTIe BBEJACHHS B HETO MUKPOHTIHI (9C); M KPHOCPE30B YEIOBEUYESCKOTO IJIa-
3a mociie BiuBaHusA S00-HM (DIIyopeceHTHBIX YaCTHIl B CArUTTAILHOM HalpaBlIeHUH, KOTOPhIe OBUIN COCTaBIIC-
HBI BMECTE IS MIPEJICTaBIICHISI TIEPEIHETO U 3aJHETO TPOCTPAHCTBA yYacTKa J0 BBEJCHHA W TIOCJIC BBEICHHS B
Hero Mukpowurisl (9D). Ha BcraBkax ¢ur. 9B-9D naHbl yBenM4yeHHbIE H300paKeHUS ydacTKa BBEACHHUS MUKPO-
UTJIBL.

Ha ¢ur. 10A u 10B npencraieHs! MUKpOH300pakeHHsI, MOTYYEHHBIE C TOMOILIBI0 KOMITBIOTEPHOIT TOMO-
rpadun ¥ WUTIOCTPHUPYIOIIUE PaclpeesieHne M0 OKPY)KHOCTH 1-MKM KOHTPAaCTHBIX YacTHII, BBEACHHBIX ITyTEM
BJIMBaHMS B CYNPaxOpHOUAAIBHOE TPOCTPAHCTBO IJ1a3a CBUHBH, Tae Ha 10A maHo n300pa)keHHe MONEepeyHOro
ceuenns, a Ha 10B nana TpexMepHast peKOHCTPYKLMS H300pakeHHsI OIEPEYHOTO CCUCHHSI.

Ha ¢wur. 11A-11D npencrasieHsl rpaguKy, HIUTFOCTPUPYIONIUE BIMSHUE NABICHUS MPU BIWBAHUU W JJTH-
HBbI MHKPOUTJIBI Ha TOKa3aTelb d¢dekTuBHOCTH aoctaBku 20-HM gactui (1A), 100-am gactur (11B), 500-am
gacturl (11C) u 1000-am gactur (11D) B cynpaxopronaaasHOE MPOCTPAHCTBO CBUHOTO TJa3a.

Ha ¢wur. 12A u 12B npencrasiens! (ayopOoCKOTHUECKHE H300paKeHUST KpUOCpe3a CBUHOTO Tiia3a IMocie
ruBaHus 20-aM gactun (12A) n 1000-aMm gactur (12B) B caruTranbHOM HampaBiICHWH, W 3TH H300paKEHUS
OBUTH COCTaBIICHBI BMECTE IS MIPEACTABICHHUS NEPEAHET0 M 3aJHETO MPOCTPAHCTBA Y4acTKa BBEIECHUS MHUKPO-
uribl. Ha BcraBkax ¢ur. 12A n 12B nansl yBenmueHHbIE H300payKeHUs y4acTKa BBEICHUSI MUKPOUTIJIBL.

Ha ¢ur. 13A u 13B npencrasiens! rpaduky, WILTFOCTPUPYIONINE BIMSHIE BHYTPUIIA3HOTO IABJICHUS H
JUIMHBI MHUKPOUTJIBI Ha nokasatedb 3¢dexruBHocTi noctaBku 1000-HM YacTHIl B CyHpaxopHOHIaIbHOE IPO-
CTPaHCTBO JUIsl IMUTALUK BHYTPUIIIa3HOTO faBieHus 18 mm pt. ct. (13A) u 36 mm pr. cT. (13B).

Ha ¢wr. 14 npencrasiena oqHOMepHasi KpUBasi BU3yalbHOTO CKaHHMPOBAHMS KPOJIMYBHX TJ1a3, B3SATHIX IO-
CJle MHBEKINH HaTpui-(hIyopeciernHa B CyIpaxopHOHJajbHOE IPOCTPAHCTBO, I7Ie Ha OCH X YKa3aHO I0JI0Xe-
HUE B ria3y ot 3aaaei yactu (0) mo nmepeaneit gactu (160), a Ha ocu Y mMoka3aHa UHTEHCHBHOCTH (DITyopecIieH-
ITUH B ATOM TIOJIOKCHHH.
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Ha ¢ur. 15 npencrasien rpaduk, WUTIOCTPUPYIOMINI CKOPOCTh BBIBEACHHS HAaTPHH-(IIyopecerHa u3 cy-
MPaxopHONIATLHOTO NPOCTPAHCTBA B 3aBUCUMOCTH OT BPEMEHH.

Ha ¢wur. 16 npencrasien rpaduk, WITIOCTPUPYIOMNANA CKOPOCTh BhIBeACHUs 20-HM YaCcTHIl U3 CYIpaxo-
PHOMAAIBHOTO MIPOCTPAHCTBA B 3aBUCUMOCTH OT BPEMEHH.

Ha ¢wur. 17 npexncraBneH rpaduk, WLTIOCTPUPYIOMIHA CKOPOCTh BhiBeAcHHsI S00-HM dacTHIl U3 Cympaxo-
PHOMAATIBHOTO MIPOCTPAHCTBA B 3aBUCUMOCTH OT BPEMEHH.

Ha ¢wur. 18 nmpencraBnena 0JIOK-cXxeMa OCYIIECTBICHHS CITOCO0a BBENCHHUS JICKAPCTBEHHOTO CPENICTBA B
TJ1a3a COTJIaCHO OJJHOMY M3 BApMAHTOB OCYIIECTBICHUS H300PETCHHUS.

Ha ¢wur. 19A npencrasien rpaduk, rae mokasaHa 3aBUCUMOCTh KoiudyecTBa Tpuamimaosiona (TA), ynep-
JKMBAaEMOTO B 33JJHEM CETMEHTE IJ1a3a, OT BPEMEHH I10CiIe BBEJACHUS (KpYXKH - nHbeknus B CXII, poMObI - nH-
TpaBUTpeabHasi HHBEKIHSA).

Ha ¢ur. 19B npencrasieHsl rpaduky, WILTIOCTPUPYIONIUE NOBBIIIEHHE YPOBHS YAECPKUBAHUS TPHAMIIMHO-
noHa (TA) B xopuonaansHOH 00010YKe U B ceTuaTke, BBeqeHHOT0 B CXII (BHU3Y), IO CPAaBHEHHIO C YPOBHEM
yaepkuBaHust TA, BBEJIEHHOTO HHTPAaBUTPEAIBLHO (BBEPXY).

Ha ¢ur. 19C, BBepxy, npeacrasiieH rpaduk, WILTIOCTPUPYIONIHA OTHOIIEHHE KOJTMUSCTBA TPHAMIIMHOJIOHA
(TA) B xpycTasinke T71a3a K Koqu4ecTBy TA B 3aJlHEM cerMeHTe TJiaza (B XOPHOUJAIBHON 000JI0YKe) B 3aBUCH-
MOCTH OT BpeMeHH Tociie BBeneHus. Ha ¢ur. 19C, BHU3Y, npeacTasiieH rpadyk, HIUTIOCTPUPYIONTHH OTHOIIIEHUE
komaecTBa TA B XpycTasimke Ti1a3a K KoaudecTBy TA B 3aJHEM cerMeHTe IJiasa (B ceT4aTke) B 3aBHCHMOCTH OT
BpEMEHM ITOCJIC BBEIEHNS (IIHNU).

Ha ¢wur. 20A npencrasneH rpaduk, WLTIOCTPUPYIONIHN 3aBUCUMOCTh BHYTpHTiIazHoro namienus (BI'JI,
MM PT. CT.) B IJIa3ax KPOJMKOB OT BpeMeHH mnocie BBeaeHus: TA. Kponukam nenany nHbEKINIO HOCHTEs, 3,2
umu 5,2 mr TA Ha nenp uccienoBanus 0.

Ha ¢wur. 20B npezacraBineHo n300paskeHHE MONEPEYHOTO CEUCHUS! KPOJINYBETo TiIa3a Iocie UHBEKIHHU 3,2
MT TPHAaMIIMHOJIOHA (CJIeBa) WM HOCUTENSI (CIIpaBa) B CYNpaxopHOUIaIbHOE IPOCTPAHCTBO.

Ha ¢ur. 20C npencraBnensl rpaduky, WUTIOCTPUPYIOIIUE 3aBHCUMOCTh KOHLEHTparuu TA B Iuazme
(ar/mn) mociie BBenenust TA B CXII kpoaudbero riiaza oT BpeMeHH Tocie BBeaeHus TA.

Ha ¢ur. 20D npencrasien rpaduk, WLTIOCTpUpYIOMUN yaepxxuBanue Tpuamimaonona (TA) (mxr TA/r
TKaHH) B Pa3NMYHBIX TKaHAX mocie ero BBexeHus B CXII. Hanbonpmiee KOTHIECTBO JIEKAPCTBEHHOTO CPENICTBA
YAEPKUBAJIOCHh B TKaHAX 3aHETO CErMEHTa I1a3a (B XOPHOMAAIBHOM 000JI0YKe, ceTyaTKe); MPUYEM MEHBIIee
KOJIMYECTBO YIEPKUBAJIOCH B IEPEAHNUX CETMEHTAX IJ1a3a (B XPYCTalIMKe, B CTEKJIOBUIHOM JKUAKOCTH).

Ha ¢ur. 20E npencraBneH rpaduk, WLTIOCTPUPYIOMNUNA 3aBUCUMOCTh KOJWYecTBa TpruaMimHosona (TA)
(MKT) B CKJIEpe U B XOPHOUAAIBHON 000JI0UKE OT BpeMEHH rocie BeeneHns TA.

Ha ¢ur. 20F npexacraBneH rpaduk, WIHIFOCTPUPYIOMMHA 3aBUCHMOCTh KOJHYecTBa TpuamimHoioHa (TA)
(MKT) B ceTdaTKe OT BpEMEHH Iociie BBeaeHusT TA.

Ha ¢ur. 21A npencrasieH rpaduk, WUTIOCTPUPYIOMNI KyMYJISSTUBHBIE OLIEHKH N0 mkajite Max/{onanbaa-
Hlennexa st rina3, oOpaboTaHHBIX HOcHTeseM (cieBa), 4 mr TpuamunHoiona (TA), BBenennoro B CXII (B ce-
penuHe), WK 4 MI' TPHaMIMHOJIOHA, BBEICHHOTO HHTPABUTPEALHO (CIpaBa) B 3aBUCHMOCTH OT BPEMEHH IOCIIE
ero BBeACHHS, U OT BpeMeHH nociie BBeaeHus JITIC-Tokcnnaa. Onenku mo mkaine MakJloHambaa-pencTaBisioT
MOJIEINTb 33HETO YBEUTA.

Ha ¢wur. 21B npencraBiieHsl penpe3eHTaTuBHBIE GoTorpadvi TIA3HOTO JHA, HAa KOTOPHIX MPOMILTIOCTPH-
poBas 3¢ dext TpuammuaoioHa (TA), BBogumoro B CXII wim B cTekoBUIHOE Tesio kpoiukam NZW (HoBoO3e-
JIAHJCKUAM OEJIBIM KPOJIMKAaM) C MOAETBIO 3aTHETO YBEHTA.

Ha ¢wur. 21C npencrasien rpaduk, WIDTIOCTPUPYIONIHNA OOLIYIO TSXKECTh BOCHAICHHS Y KPOJIUKOB NZW,
OLICHEHHYIO C TTOMOIIBIO THCTOJIOTHYECKOTO aHaJIN3a B KOHEYHOH BPEMEHHON ToYKe. BbUTH npoaHaI3upoBaHbl
CJIC/TyIOLINE TKAHN: PECHUYHBIX OTPOCTKOB, CKJIEPBI-XOPHOMJAIBLHON 000JI0UKH, CTEKIOBUIHOTO TeNa, CETYATKH
U 3pUTENIbHOTO HepBa (1o mkane 0-4, MakcuManbHas oneHka=20).

Ha ¢wur. 21D npexcrasien rpaduk, WITIOCTPUPYIOIIUI BHYTPUTIIa3HOE AaBJICHUE (MM PT. CT.) Y KPOJIMKOB
NZW B oTBeT Ha HHTpaBUTpeanbHoe BBeneHne TA nnu BBegenue TA B CXII.

Ha ¢ur. 22 A npencrasien rpaduk, WLTIOCTPUPYIONINKA cpeaHue olleHkn XokeTrrta/Mak/loHampaa s CBU-
HBIX TJIa3, B KOTOpble ObuH BBeneHb! (1) aumononucaxapuanbiii (JIIIC) TokcuH, a 3aTeM Hocutenb (cneBa); (ii)
JITIC-TokcuH, a 3aTteM 2 Mmr TpuamimHoioHa B CXII (B cepenune); wim (iii) cOamaHCHpOBaHHBINA COJIEBOM pac-
TBOp, a 3aTeM HocuTenb. O0paboTka CXII TpuamuuuomonoM (TA) B mo3e 2 MT MpUBOAMIA K 3HAYUTEILHOMY
CHIDKEHHIO BOCTIAJINTEIHHOTO OTBETA B IIa3aX CBHHEH C MOJIEIBIO CBUHOTO YBEUTA.

Ha ¢ur. 22B mnpencraBmeH rpaduk, WITIOCTPUPYIOMIMA CpEAHHE KyMYJITHBHBIE OICHKH XOKET-
ta/Maxk/loHanpaa Ui CBHHBIX TJ1a3, B KOTOpbIe ObUIH BBeneHHI (1) nunononucaxapuansiid (JIIIC) Tokcun, a 3a-
TeM Hocutenb; (i) JIIIC-Tokcun, a 3ateM 2 mr TpuamimHoioHa (TA) B CXITI; (iii) JITIC-TokcuH, a 3aTeM 2 MT
TpUaMIMHOJIOHA MHTpaBuTpeanbHo; win (iv) JIIIC-tokenn, a 3atem 0,2 mr tpuamunHonona B CXII. CHmwxkenue
BOCTAJICHUS HaOMrOAn0Ch yepes 3 aus mocie BBeaeHus n03bl TA B CXII, xotopas coctasmsuia 10% ot tpebye-
Moii 10361 TA, BBOAUMOW HHTPaBUTPEATBHO.

Ha ¢wur. 23 npencraieH rpaduk, WINTIOCTPUPYIOUIHNA CPEHIO (£ CTaHAApPTHOE OTKIOHEHHUE) KyMYyJisi-
THUBHYIO OIICHKY BOCIIAJICHHUS TJ1a3 )KMBOTHBIX, KOTOPHIM BBOJFIIN TOKCHH T HE BBOJIIUIN TOKCHH, a 3aT€M BBO-
I Huskue win Beicokue 10361 TA B CXII mnm mHTpaBuTpeansHo. CpenHsas OIeHKa BOCTIAICHUS TJIa3 TOCie
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BBegieHuss TA B CXII Oblia HiDKe, YeM OIICHKA BOCHANICHHS TJ1a3, B KOTOPBIC MHTPABHTPEadbHO BBOAWIH TA
Yyepe3 O/IWH, /1Ba M TPH JTHS HOCie 00paboTKH.

IIpencraBnena cpenHss (+ Cp. KB. OTKI.) KyMYIATHBHAs OIEHKA BOCTAJCHHS IJIa3 NMPH UHIYIHPOBAHHH
yBeuTa (TO €CTh IyTeM BBEJCHUS TOKCHHA) (I€Hb -1) U BO BpeMs BBEIEHUs JIEKapCTBEHHOTO cpeAcTBa (neHb 0).
B cynpaxopuonnansaoe npoctpanctBo (CXI) wim B creknmoBuanoe teno (IVT) rmaza BBogwnu 0,2 Mr (HU3Kas
nmo3a) win 2,0 Mr (BeICOKas 103a) ameroHuna TpuamimHosona (TA) u mpoBommi 0QTaaIbMHUYECKYIO OICHKY
gepe3 1, 2 u 3 gas nocne 06paboTku. CpenHss KyMyJIsSTHBHAS OIeHKa BOCIAJICHHS JJIs TPYIIel | Oblia 3Ha4YH-
TeJIbHO HIDKE, YeM s rpymm 2-6 Ha aenb 0 (kputepuit YuimkokcoHa, P<0,028). b. CpenHss KyMyJIsaTHBHAS
OLICHKA BOCIIAJICHHUS /TSI TPYINBI 2 Oblila 3HAYNTEIIBHO BhIIIE, 4eM Juist rpynt 1, 3,4, 5 u 6 Ha neHsb 1 (kpurepuid
Yunkokcona; P<0,028). c. CpeaHsisi KyMyJIsITHBHAsI OLIEHKa BOCHAJICHUS ISl TPYINBI 5 ObUIAa 3HAYNTEIHHO BBI-
mre, yem Juist rpyn 1, 3, 4 n 6 Ha nens 1 (kpurepuit Yunkokcona; P<0,029). d. Cpeansist KyMy/IITUBHas OLICHKA
BOCIAJICHUS JJIs TPYNIBL 6 ObLIa 3HAYUTEIHHO BHIIIC, YeM JUIs rpynnbl 1 Ha aeHb | (kputepuil YIIKOKCOHA,
P=0,02). e. Cpexnsisi KyMyJISITHBHAsI OIIEHKa BOCHAJICHMS JUIA TPYHIBI 2 Oblla 3HAYNUTENBHO BHIIIE, YeM IS
rpymn 1, 3, 4 u 6 Ha neHp 2 (kputepuil Yunkokcona; P<0,028). f. Cpennsist KyMyJIsITUBHAs OIIEHKa BOCIHAJICHUS
JUTSI TPYTIIBL 5 OblIa 3HAYUTENLHO BhIIIE, YeM i rpymm 1 u 3 Ha neHs 2 (kputepuit Yunkokcona; P<0,042). g.
CpenHss KyMyIATHBHAS OLEHKA BOCIIAICHUS JJIS TPYNIBl 6 Oblla 3HAYUTEIHHO BBINIE, YeM s rpynmsl | Ha
neHb 2 (kputepuit Yunkokcona; P=0,028). h. Cpensss kyMyasTUBHAs OlleHKA BOCMAJICHUS JJIs TPYIITHI 2 ObLTa
3HAYMTENBHO BhIIIE, 4eM It Tpymi 1, 3, 4, 5 u 6 Ha nens 3 (kputepuii Yunkokcona; P<0,02). i. CpenHss kymy-
JISITUBHAS OTICHKA BOCTIAJICHUS IS TPYIITBI 5 ObliIa 3HAYUTENILHO BBIIIE, YeM Ul Tpynm 1 1 6 Ha aeHb 3 (kpuTe-
puit Yunkokcona; P<0,047). j. CpenHsis KyMyJsSTHBHAs OIICHKA BOCTIAJICHUS JUIS TPYNIBI 6 Oblla 3HAYUTEITHHO
BhIIIE, ueM Ans rpynmel 1 Ha geHp 3 (xputepuil YunkokcoHa; P=0,018). Gl=rpynma 1; G2=rpynma 2;
G3=rpynna 3; G4=rpynna 4; G5=rpynna 5; G6=rpymnna 6.

Ha ¢wur. 24 npencrapneH rpaduk, HUTFOCTPUPYIOIIMN CpeJHEEe BHYTPUTIA3HOE JaBIICHHUE B Tla3aX KUBOT-
HBIX, KOTOPBIM BBOJIWIIM WJIM HE BBOJIIN TOKCUH Ha JICHB -1, a 3aTeM BBOJIWIN HU3KHE WM BEICOKHE T03bI TA B
CXII nnu B crekioBUIHOE Teno Ha aeHb 0. Ha aToM wepTexe mokazaHo cpenHee (+ cp. KB. OTKII.) BHYTPHIJIA3-
Hoe nasienue (BI'/l) B rma3ax cBuHEW mepes MHAYIUPOBAHHEM yBeHUTa (IEHb -1) U BO BpeMs BBEACHHS JICKap-
cTBeHHOTO cpezacTBa (neHsb 0) B cynmpaxopuonnainbHoe mpoctpancTBo (CXIT) wmm B crexnoBuaHoe Teno (IVT)
myTeM uHbekui 0,2 Mr (Hu3Kas mo3a) uiam 2,0 Mr (BeICOKas mo3a) aneTonuaa tpuamimaonona (TA). B u3-
Mepsu depes 1, 3, 6 4, 1, 2 u 3 qas nocie o6padotrku. BI'J] y rpymnmsl 1 ObII0 3HAYUTENBEHO BBIIIE, YEM Y TPYII-
el 2 gepe3 | u 3 4 mocne nawekiuit (P=0,01; 0,04).

Ha ¢wur. 25A, B npeacraBieHbl IMPOKOTIOIbHBIE N300paXKeHHsI TIIA3HOTO THA Y )KUBOTHBIX, KOTOPBIM BBO-
JUAIT WIIA HE BBOJMJIA TOKCHH, a 3aTE€M BBOJWIN HU3KKE WK Bbicokue 1036l TA B CXII win HHTpaBUTPEATBHO.
[IupokomnonbHble N300pakeHHs TJIA3HOTO JTHA OBUIM TIOJIyYEHBI HETIOCPEICTBEHHO IIepe]] HHBbEKLIUEH JINIono-
macaxapuaa (JITIC) Ha nensb -1, HEMocpenCTBEHHO Nepex MHbeKImeit Hocutens, 0,2 Mr (Hu3Kast 103a) wim 2,0 Mr
(BBICOKasI 103a) alleTOHUAA TPUAMIIMHOJIOHA Ha JieHb 0 1 yepe3 3 qHs nocie o0paboTku. [n1a3a »KMBOTHBIX IpyII-
nbl 1, B KOTOpBIE OBUTM BBEIECHBI MHBEKIMH COAJTAaHCHPOBAHHOTO COJICBOTO PACTBOPA M HOCUTEINS, OBUIN 310pO-
BBIMHU Ha BUJI. 3HAUNTEJIHHOE TIOMYTHEHHE 33JJHET0 CETMEHTa IJla3a HaOJoanock yepe3 24 4 1ocie HHbEKIUH
JITIC B rma3ax BcexX KUBOTHBIX, 32 UCKITIOYEHHEM XKHBOTHBIX Tpymbl 1. ['maza, 06paboTaHHbIe HU3KUMH U BbI-
coxumu jo3amu (mMr) TA, BBoaumbiMu B CXI1, u BeicokuMU f03amMu TA, BBOIUMBIMH B CTEKIIOBUAHOE TEJO, Ha
M300paXEHMSIX TJIA3HOTO JHA MMEJH TIOYTH TaKOH ke BHJI, KaK U 10 00paObO0TKH, a MHTpaBUTpeallbHass 00paboTka
HU3KAMU 1o3amMu TA nmaBana n300paKeHHs JHUIIb ¢ HEOOMBIIMMH yIYUIICHISIMHA [0 CPAaBHEHUIO ¢ N300paskeHH-
€M IJ1a3, 00pabOTaHHBIX TOJIBKO HOCUTENEeM. B Tiazax, B KOTOpbIe HHTPABUTPEATLHO BBOIMIIM HHBEKIUHU 2,0 MT
TA, HaOIrOAATIOCH CILIONTIHOE KPYIHOE Nenio TA (I0Ka3aHo CTPENKOii), BUIUMOE B IICHTPAIFHOM CTEKIIOBHIHOM
Tene.

Ha ¢ur. 26 npezncraBneHs! JaHHBIE THCTONATOIOTMYECKOTO aHAIM3a TJIa3 Yepe3 TPH JHs 110Ciie HHTPaBHT-
peanbHOW MHBEKIMHU cOaaHCUPOBAaHHOTO cosieBoro pactopa (BSS) mimm 100 wr smmunononucaxapuna (JIIC) n
yepe3 72 u nocne BBeaenus: nocurens, 0,2 mr TA wim 2,0 mr TA B CXII unu untpaButpeansHo. Hu B ogHOM U3
OIICHUBACMBIX IJIa3 TUCTOTIATOJIOTUICCKUN aHAN3 HE BBISIBIUI KAaKUX-THOO 3HAYUTEIBHBIX TKAHEBBIX, CTPYKTYP-
HBIX WJIA TOKCHUKOJIOTHYECKUX M3MEHEHHUH. ['HcTonmaromorndyeckuii aHanmu3 ria3 ObUT IpoBeneH depe3 3 THS Mo-
cie uaTpaBuTpeansHol (IVT) nabeknu cOamaHCUpOBaHHOTO coJieBoro pactBopa (BSS) wmu 100 Hr mumnomonm-
caxapuma (JI[IC) u gepe3 72 4 mocne BBeAeHUsT HocuTens, 0,2 M aleTOHUAA TPUAMIIMHOJIOHA (HM3KOHM J03BI
TA) wmu 2,0 MT arieToHUIa TPUAMIIMHOJIOHA (BRICOKOH 10361 TA) B cympaxopuounnaibHoe mpoctpanctBo (CXII)
nnu B creknoBuaaoe teno (IVT). [TokazaHo Takke OKpaluBaHuEe TeMAaTOKCUIIMHOM M 03WHOM.

A. Tlepenumii cerMeHT TJ1a3a, B KOTophlid BBoAwin IVT-unbekimu BSS u wabekumm Hocutens B CXIIT
(rpymma 1). Macnrrabnas mkana: 1 Mm.

B. 3agnuii cerment riasa, B kotopsiit BBonunu [VT-unseximun BSS u nabexunu vHocurens B CXII (rpyn-
na 1). Macmrabnas mkana: 200 MKM.

C. Ilepenuuit cerment rnasa, B kotopbiil BBogwM [VT-unbekuuu JIIIC u unbexkuun nHocutens B CXII
(rpymma 2). Macnrrabnas mkana: 1 Mm.

D. 3agumii cermenT rnasa, B kotopsiit BBoawin [VT-uabexunu JIIIC n nabexunu vHocutens B CXII (rpyn-
na 2). Macmrabnas mxkana: 200 MKM.

E. Ilepennuii cermenT 1nasza, B kotopbiit BBommM [VT-unbeknun JIIIC n nabekmu HU3KHX 103 TA B
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CXII (rpynma 3). Macmrabnas mkana: 1 Mm.

F. 3aguuii cerment rnasza, B kotopslit BBoauau [VT-unbekuu JIIIC u uabeknun Hu3kux 103 TA B CXII
(rpymma 3). Macmtabuas nikana: 200 MKM.

G. Ilepemuuit cermeHT rias3a, B KoTopslii BBoauiau [VT-unbekun JIIIC n nHBEKIIMN BBICOKHX 103 TA B
CXTI (rpynma 4). MacmrabHas mkana: 1 M.

H. IMepenuuit cermeHT rias3a, B KoTopblii BBoawiau [VT-unbekuun JIIIC 1 WHBEKIIUN BBICOKHX 103 TA B
CXTI (rpynma 4). Ctpenkamu nmokazano npucyrcteue TA B CXII. MacmtabHas mkana: 200 M.

I. Tlepenuuii cermenT rnasa, B Kotopbii BBoAWIN IVT-uabekumu JIIIC n wHBEKIMH HU3KHX 103 TA
(rpymma 5). Macnrrabnas mkana: 1 Mm.

J. 3apnuit cerment rnasza, B kotopslii BBogwiu IVT-unbexknun JIIIC u IVT-uabekuun Huszkux 03 TA
(rpymma 5). Macorrabnas mkana: 200 MKM.

K. Ilepenuuii cermeHT riasza, B koropbiit BBoAuIU [V T-unbexiun JIIIC u I[IVT-unbexunn Beicokux 103 TA
(rpymma 6). MacnrrabHas mkana: 1 Mm.

L. 3agumii cermeHT riasa, B kKotopsiid BBogwaH [VT-unbexunu JITIIC u nabekn Beicokux 103 TA (rpyn-
na 6). Macmrabnas mxkana: 200 MKM.

Ha ¢ur. 27 yka3zaHbl cpeHHE THCTONATONIOTHIECKHE OIICHKH BOCHAJICHHS IJ1a3 B MIEPEIHEM M 3aHEM CerT-
MeHTax 4depe3 4 aus nocne uHTpaBuTpeansHoit (IVT) nHBbEKIIMU cOalaHCUPOBAHHOTO COJIeBOTO pacTtBopa (BSS)
mm 100 ur munononucaxapuna (JITIC) u gepes 3 g mocne BBeAeHMs HocuTens - 0,2 MT alieTOHUIa TPUaMIIH-
HoOJIOHA (HU3KOU 036! TA) mimn 2,0 MT alleTOHHJa TPHaMITMHOJIOHA (BBICOKOH 10361 TA) B cynmpaxopuonaibHOe
npoctparcTtBo (CXII) wmm B creknoBuanoe teno (IVT). a. CpemHsisi THCTOIOTHYECKAsT OIEHKA BOCIIAJICHUS Y
rpynnsl 1 ObUTa 3HAUUTENBHO HUKE, 4eM y rpymnn 2-6 (P<0,04). b. CpenHsist TucToNIOrMYecKas OLEHKa BOCIIaje-
HUS y TpymIsl 5 OblIa 3HAUNTENBHO BbIIeE, YyeM y rpymm 4-6 (P<0,04). c. Cpenssisi TMCTOJIOTHYECKas OLCHKA
BOCHAJICHUS Y TPYIITEI 4 OblTa 3HAYUTENHHO HWDKE, yeM y rpynn 2, 5 u 6 (P<0,04). d. Cpennsist rucTonornueckas
OLICHKA BOCHAJICHUS Y TPYMIBI 6 OblIa 3HAYMTENHLHO HIXKE, yeM y rpynmsl 2 (P=0,018).

Ha ¢ur. 28 yka3zaHo cpeqHee 4nciio KIETOK BO BHYTpHIJIa3HOH xuakocTH (AH) 1 B KHAKOCTH CTEKIOBHUI-
Horo Tena (VH) gepes 3 must mocie uatpaButpeanbHoi (IVT) uabeknnn cOaTaHCHPOBAHHOTO COJIEBOTO PACTBO-
pa (BSS) wiu 100 wvr nunomommcaxapuna (JITIC) u gepe3 72 1 mocne BBeAcHUsI HOCUTENS - 0,2 MI' alleTOHHIa
TpuaMIHoNIoOHa (HU3KoH 1036l TA) mimu 2,0 MT ameToHuaa TpUaMITMHOJIOHA (BhICOKOW o3kl TA) B cympaxo-
puonnanpaoe mpoctpancTBo (CXIT) unmm B creknmoBuanoe Teno (IVT). a. CpenHee 4nciao KIETOK Y TPYIIBI 2
OBIJIO 3HAYUTENLHO BbIME, 9YeM y rpymi 1, 3, 4, 5 u 6 (P<0,002). b. CpenHee 4ncio KIETOK y TPYIMIBI 5 OBLIO
3HAYMTENBHO BbITIe, 9eM y rpynmsl 1 (P<0,002). c. CpenHee 9UCIIO KIETOK y TPYMIBI 6 OBIJIO 3HAYUTEIHHO BBI-
e, yeM y rpynmsl 1 (P<0,002). d. Cpeanee 4nciio KJIETOK y Tpymbl 3 ObIJIO 3HAYUTENBHO BBIIIE, YeM y Tpymir |
u 4 (P<0,048). e. Cpeanee 4nCIIO KIETOK y TPYIIIBI 5 OBUIO 3HAUMTENIBHO BhINIE, yeM y rpynm 1 u 4 (P<0,034).

Ha ¢ur. 29 npencrasieH rpaduk, HILUTIOCTPUPYIOIINHA KOHIEHTpanuio TpuamiHoiona (TA) B mia3me no-
cie ero BBeneHust B CXII unu B creknouanoe teno (IVT).

Ha ¢wur. 30 mpeacraBneHsl n300pakeHHs], MOJyYSHHBIE ¢ IOMOIIBIO ONTHYECKOW KOTEpEHTHOH ToMorpa-
¢un (OKT), koTopyto MpOBOIAMIM MAIlEHTY HOMep 3 mepel MHBEKIHH (JIeBoe n3o0paxkeHune) u yepes 56 aHe
rocJie MHbEKIMH (TIpaBoe m3o00pakeHne) OeBannzymada B CynpaxopHOUJaIbHOE MMPOCTPAHCTBO. [Ipu 3TOM MO-
JKeT HaOJI0IaThCs CHIDKEHUE ITOTOKA HHTPAPETHHAIBHON )KUIKOCTH.

Ha ¢wur. 31 npeacrasien rpaduk, Ha KOTOPOM TOKa3aHO BHyTpHriazHoe nasienue (BI'/l) mocne BBemeHus
4 mr (40 mr/mi) TA wim Hocutens B CXI1.

Ha ¢wur. 32 npencrasien rpaduk, Ha KOTOPOM TIOKa3aHa TOJIIMHA IEHTPaIbHOW POTOBWIIBI Ha JE€Hb | U
nenb 90 nocne BBeaenust 4 mr (40 mr/mi) TA wnun nocurens B CXII.

Ha ¢ur. 33 npencrasien rpaduk, Ha KOTOPOM yKazaHa KOHUEHTpauus TA B Iiia3Me B 3aBUCHMOCTH OT
BpeMeHH mociie BeeaeHus 4 mr (40 mr/mi) TA B CXII.

IHonpoOHoe onncanne u3o0peTeHUs

Hacrosimee n3o0perenne oTHOCHTCS K crioco0aM, yCTPOWCTBaM M JIEKAPCTBEHHBIM COCTaBaM, IPUMEHsIE-
MBIM JUIS JICYSHHUS] PACCTPOMCTB 3a/THETO CETMEHTa TJ1a3a U XOPHOUIAIBHBIX PAcCTPOICTB y YeloBeKa, HyKAalo-
Ierocs B TAKOM JICUeHNH. PaccMaTpuBaeMble 3/1eCh CITOCOOBI, YCTPOHCTBA W COCTABBI O3BOJISIOT OCYIIECTBIISATh
3¢ (eKTUBHYIO TOCTAaBKY JIEKAPCTBEHHOTO CPE/ICTBA B 3aJHUN CETMEHT IS JICUCHHS PACCTPOMCTB 3aJHETO Cer-
MEHTa TJ1a3a ¥ XOPHOUAATIBHBIX PAcCTPOICTB, M TaKHe CIOCOOBI YCTPOHCTBA M COCTABBI HMEIOT B OCHOBHOM CJIe-
IyIOTIHE XapakTeprucTUk: (1) ykazaHHBIE CITOCOOBI MPEACTABIISIOT COOOH HEXUPYPTUIECKUE CIIOCOOBI, a TT03TO-
My OHH MMEIOT MUHUMAJIbHYIO HHBa3UBHOCTH M SBIISIOTCS TOYTH Oe30MacHBIMIE; (2) yKa3aHHBIC JIEKapCTBEHHBIE
COCTaBBI 00ecTieunBaOT d3(H(HEKTUBHYIO TOCTABKY B 3aJIHUH CETMEHT Tila3a W/WIN B CYNPaxOpHOUAAILHOE MPO-
crpanctBo (CXII) riasa, HO MPH ITOM HMX JOCTaBKa B NMEPEIHUN CETMEHT MJIM B Jpyrue o0NacTy Iiasa sBiseTcs
OrpaHH4eHHOIt; (3) yKa3aHHbBIE CIIOCOOBI M COCTaBbl 00ECIICUNBAIOT NPOJIOHTUPOBAHHYIO H/UIIN PETYIHNPYEMYIO
JIOCTaBKY JIEKapCTBEHHOTO CPEACTBA; (4) yKa3zaHHBIE CHOCOOBI M yCTPOWCTBA OJDKHBI OBITH YAOOHBIMH JUIS T1a-
muenTa. Hexupypruueckue cnoco6sr nocrasku B CXII, ycrpoiicTBa, HCronb3yeMble 111 OCYIIECTBICHHS 3THX
CI0CcO00B, M JIEKAPCTBEHHBIE cocTaBbl It foctaBku B CXII, onmcanHble B HACTOSIIEH 3asBKE, YAOBICTBOPSIOT
BBIIICONMCAHHBIM TPEOOBAHUSM.

Hcmonb3yeMelii 31ech TepMUH "HEXUpYprudeckue" CIoco0bl JOCTAaBKH JICKAPCTBEHHOTO CPEJICTBA B Iila3a
O3Ha4daeT crnocoOBl TOCTaBKHU JIGKAPCTBEHHOTO CPENCTBA, KOTOPhIE HE TpeOYIOT MpoBeaeHHs OOIIel aHecTe3nn
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WU peTpoOynb0apHOi aHecTe3nu (Takke Ha3bIBaeMOW peTpoOynsOapHOW Oiokanoil). ANBTEpPHATHBHO HIIH
JIOTIOJTHUTENBHO, "HEXUPYPTHYECKUi" CII0co0 JOCTaBKH JEKapCTBEHHOTO CPEJCTBA B IJa3a OCYIIECTBISIIOT C
UCIIONIb30BaHUEM HMHCTPYMEHTA, MMEIOIIEro AuaMeTp 28 KanmuOpa uian MeHee. AIbTEPHATHBHO WJIM JOTMOJHU-
TEJhHO, YKa3aHHBIC "HEXUPYpruvecKkue" crocoObl JOCTABKHU JIKAPCTBEHHOTO CPEACTBA B TIla3a He TpeOyeT Wc-
MOJTb30BAHUS HANPABJIIOIIETO MEXaHMYECKOTO YCTPOMCTBA, KOTOPOE OOBIYHO MPUMEHSIETCS I JOCTABKHU Jie-
KapCTBEHHOT'O CPEJICTBA B IJIa3a MOCPEACTBOM LIYHTa WM KaHIOJIH.

OnucaHHBIE 37I6Ch HEXHPYPTHUECKUE CIIOCOOBI JIEUEHUS pacCTPONCTBA 33JHETO CErMEHTa IJ1a3a U XOpUOU-
JATbHOTO PAcCTPONCTBA SBIISIOTCA OCOOCHHO MOIXOIAIIUMH IS JIOKAJIbHON JOCTABKH JIEKAPCTBEHHBIX CPE/ICTB
B 3aJIHIOI0 00JIacTh IJla3a, HapUMEP B PETHHOXOPHOMIAIBHYIO TKaHb, B JKEJITOE MSTHO, B MUTMEHTHBIH JIHUTE-
it cetuaTku (II9C) u 3puTenbHBINA HEPB 3aHETO CErMEHTa Iia3a. B 1pyrom BapuaHTe OCYLIECTBIEHUS U30-
OpeTeHHs1 paccMaTpHUBaeMbIe 3/1eCh HEXUPYPTUUECKHE CIIOCOOBI 1 MUKPOUTIIBI MOTYT OBITh IPUMEHEHSBI JUIs Ha-
LEJICHHON JTOCTaBKH JIEKaPCTBEHHOTO CPEJCTBA B KOHKPETHBIC TKAaHU 3aJJHEr0 CErMeHTa IJia3a WM 3aaHeil 00-
JACTH TJ1a3a WM B OKPYXXAIOUIYIO UX TKaHb. B OIHOM W3 BapHaHTOB OCYLIECTBIICHHSI N300pETEHUS ONUCAHHBIE
3/1ech crocoObl 00ECTIeYNBAIOT HALICJICHHYIO JOCTaBKY JIEKAPCTBEHHOTO CPEACTBA B CKIIEPY, B XOPHOHIAIBHYIO
000110uKy, B MeMOpaHy bpaxa, B MUTMEHTHBIH SMUTENHNH CETYaTKU, B CyOpEeTHHAIBHOE IPOCTPAHCTBO, B CETYAT-
Ky, B )KEJITOE IIATHO, B UCK 3PUTEIBHOTO HEPBA, B 3pUTEIIBHBIA HEPB, B PECHUYHOE TEJI0, B TPAOEKYIISPHYIO CET-
YaTylo CTPYKTYpPY, BO BHYTPHIVIA3HYIO KUAKOCTb, B CTEKIOBHIHYIO )KUAKOCTh M/WIH B APYTYIO TKaHb IJ1a3a WU
B OKPY’XAIOILIyI0 TKaHb IJla3a 4elIOBEKa, HY)KAAIOIIErocs B JICUCHUH. B OZHOM M3 BapHaHTOB OCYIIECTBICHUS
M300pETEeHNs OMHCAaHHBIE 3/1€Ch CIIOCOOBI M MHUKPOUIJIBI MOTYT OBITh IIPUMEHEHBI JJISI HALCIEHHOW IOCTaBKH
JIEKapCTBEHHOTO CPEJCTBA B KOHKPETHBIC TKAHM 3aJHEr0 CETMEHTA IJ1a3a WJIM 00JIaCTH 3aIHETO0 CEIMEHTa IJia3a
WY B OKPYKAIOIIYIO TKaHb.

B o1HOM U3 BapHaHTOB OIMMCAHHBIX 3/IECh CIIOCOOOB HEXUPYPrHYecKasl J0CTaBKa JIEKapCTBEHHOTO CPEICT-
Ba, HAIIpUMEp MPOTHBOBOCIAIMTEIILHOTO JIEKAPCTBEHHOTO CPEJICTBA (HapUMep, TPUAMIMHOJIOHA), MOYJIATOpa
BaCKYJISIPHOTO SH/IOTEMAIBLHOTO (hakTopa pocra (Hanpumep, antaronncta VEGF), anraronucra tpomGormrap-
Horo (akropa pocra (PDGF), B cynpaxopronnaisHoe MpOCTPAHCTBO JUIS JICYEHHs PaccTpoiicTBa 3aJHETO cer-
MEHTA IJIa3a WM XOPHOUJAIBHOTO PacCTPONCTBA JOCTUTACTCS IyTEM BBEACHUSI MUKPOHIJIBI B IJ1a3 MAIMEHTa,
HalpuMep B CKIEPY, U MHBEKIUH W BIMBAHH JIEKAPCTBEHHOT'O COCTaBa C MMOMOIIBIO MUKPOHIJIBI, BBEACHHOH
B CyNpPaxOpHOUJAILHOE IPOCTPAHCTBO Ia3a. B 0HOM M3 BapHaHTOB OCYIIECTBICHUS M300peTeHns 3G deKTuB-
HOE KOJHMYECTBO JICKAPCTBEHHOT'O cpencTBa, BBoguMoro B CXII, maer mydmmii TepaneBTHIecKuil ddexT mo
CPaBHEHHIO C TEPANEBTUYECKUM 3((HEKTOM JIEKapCTBEHHOTO CPEJICTBA, BBOAUMOTO MHTPABUTPEATbHO, MECTHO,
BOBHYTpPb KaMephl, MapEeHTEPAIbHO WM NEPOPATbHO B WACHTUIHON J103€. B 0MHOM M3 BapHaHTOB OCyIIECTBIIE-
HUS W300pETEHHs ONHCAHHBIC 3/1€Ch CIOCOOBI JOCTAaBKU JIEKAPCTBEHHOTO CPEICTBA C MOMOIIBI0 MHKPOMIIIBI
MO3BOJISIFOT BBOJUTH JIEKapCTBEHHOE cpeacTBO ToUHO B CXII 1 mocneayromelt 10kaabHOM AOCTaBKH B Pacmo-
JIO)KEHHBIE TTOOJIM30CTH TKaHM 3aJHETO CErMEHTa IJla3a MalleHTa, Hy KJalolerocs B ieueHnu. JlekapcTBeHHOE
CPE/CTBO MOXET BHICBOOOXKIATHCS B IVIa3HBIE TKaHHU M3 BIMBAaEMOro oobeMa (MM, HalpuMep, U3 MUKPOYaCTHIL
WM HAHOYACTHII, IPUCYTCTBYIOIIMX B JIEKAPCTBEHHOM COCTaBE) B TEUEHHE UIMTEIBHOrO IEPHOJAa BPEMEHHU,
HalpuMep B TeUEHHE HECKOJBbKUX 4YacoB, AHEH, HEJeNb WIN MECSLEB MOCIe HEXUPYPrUUECKOro BBEICHUS Je-
KapCTBEHHOTO CpeICcTBa. Takoe BBEIACHHE MOXET NMPEUMYIIECTBEHHO 00eCIeYnBaTh OOJee BBHICOKYIO OHMOJIOTH-
YECKYI0 JOCTYIHOCTH JIEKaPCTBEHHOTO CPEJCTBA, HAIPUMED, 110 CPABHEHUIO C MECTHBIM HAaHECEHHEM JIEKapCT-
BEHHOTO COCTaBa Ha MOBEPXHOCTh ITA3HBIX TKAHEH, WM Ooliee BBICOKYIO OMOJIOTHYECKYIO INOCTYITHOCTH IIO
CPaBHEHHIO C MIEPOPAILHBIM, TTAPEHTEPAIBHBIM HIIH HHTPABUTPEATIBHBIM BBEICHUEM JIEKaPCTBEHHOTO CPEJICTBA B
TOM Ke JT03€.

Uro kacaeTcsi ONMCAHHBIX 37IECh CIIOCOO0B M YCTPOMCTB "MUKpoHTIIa", TO CIIOCOOB! JOCTABKHU JIEKapPCTBEH-
Horo cpenctea B CXII npenMyniecTBEHHO 00eCIeUunBalOT TOYHYIO PErYJISIHIO INTyOHHBI BBEICHHS B TJIa3HYIO
TKaHb, TO €CTh ITyTEM BBEJCHUS KOHYMKAa MHKPOWIJIBI B TJla3 TAKUM 00pa3oM, 4TOOBI JIEKApCTBEHHBIH COCTaB
BBICBOOOXKAJICS B CYNPaxOpHOUAAIBEHOE MPOCTPAHCTBO, @ B HEKOTOPBIX BapHaHTaX OCYILIECTBICHHS M300peTe-
HUS - B TKaHU 3a/{HETO CerMEHTa ria3a, okpyxarounre CXI1. B ogHOM U3 BapHaHTOB OCYIIECTBICHUS H300peTe-
HHSI MHKPOUTJIY BBOJST B CKJIEpY TJa3a. B 0HOM W3 BapHaHTOB OCYIIECTBICHHS U300pETEHHS JICKapCTBEHHOE
cpeactso noctynaet B CXII, HO mpu 3TOM MHKPOUIIa HE KOHTAKTHPYET C MOAJICKAIIMMHU TKAHIMH, TAKUMH KaK
XOPUOUAATBHBIC TKAHHU U TKAHHU CETYATKH.

B oxHOM 13 BapuaHTOB OCYILECTBICHUS H300pETEHHS paccMaTpHUBaeMBbIe 3/IECh CIIOCOOBI MO3BOIISIOT J10C-
TaBIIATH JIEKAPCTBEHHOE CPEJICTBO B CYNPAXOPHUOUAANBHOE IPOCTPAHCTBO M 00ECIICUNBAIOT JOCTYII 3TOTO JIEKap-
CTBEHHOTO CPEJCTBA B TKAHH 3aJHEr0 CETMEHTA IJ1a3a, YTO HE MOXET OBbITh JTOCTUTHYTO ITyT€M MECTHOH JOCTaB-
KU, TAPEHTEPATbHOTO BBEICHNS, BBEACHHS BOBHYTPh KaMephbl MM B CTEKJIOBHAHOE Teo. Ilockonbky paccmar-
pHUBaeMble 371e€Ch CIIOcO0Bl 00ECIICUNBAIOT JOCTABKY JICKAPCTBEHHOTO CPEJICTBA B TKAHB 33JHETO CErMEHTA Tia3a
JUIS JIEYEHUS! pacCTpOICTBA 3alHET0 CETMEHTa Ia3a UM XOPUOUIAIBHOTO PacCcTpOICTBa, TO 103a JIEKapCTBEH-
HOTO CPEJCTBa, BBOAUMOIO B CYIpaxOpUOHUIAILHOE IPOCTPAHCTBO, KOTOpAs ABISAETCA JOCTATOYHOM A JOCTH-
JKCHUSI TEPANIeBTUYECKOTO OTBETA y YEJIOBEKa, ITOJIBEPraeMoro JICUCHHIO PaCCMaTPUBAaEMBbIMH 3/1€Ch crioco0amuy,
JIOJDKHA OBITh MEHBILIE, YEeM J103a JIEKapCTBEHHOTO CPENICTBA, BBOJAMMOIO MHTPABHTpPEATbHO, MECTHO, MapeHTe-
PaJIbHO WIIM IEPOPAITBEHO, KOTOPAs SBIISIETCS TOCTATOYHOM JUIsl BBIpAOaTHIBAaHUS TAKOTO YK€ MIIM MTOYTH TAKOTO e
TEpaeBTHYECKOTO0 OTBETa. B 0JHOM W3 BapHaHTOB OCYIIECTBICHUS M300PETEHUs OMHCAHHBIE 3[ECH CIOCOOBI
noctaBkd B CXII MO3BOIAIOT CHU3UTH 103y JIEKAPCTBEHHOTO CPENICTBA AJISI JICUCHHSI PAcCTpOiicTBa 3alHETO Cer-
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MEHTa IJ1a3a UM JIEKAPCTBEHHOTIO CPEICTBA AJI JIEUEHHS XOPHUOUAAIBHOTO PACCTPOMCTBA, IO CPABHEHUIO C J0-
3011 JIEKapCTBEHHOTO CPEACTBA, BBOAUMOIO MHTPABUTPEAIHHO, MECTHO, BOBHYTPh KaMephl, HapeHTEPaIbHO W
HEepOpaIbHO, KOTOPast ABJIAETCS JOCTATOYHON ISl BBIpaOAThIBAHMUS TAKOTO K€ MIIM ITIOYTH TAaKOTO )K€ TepaIeBTU-
YEeCKOro OTBETa. B Apyrom BapuaHTe OCYIIECTBICHUS H300pETEHNS 1032 JIEKAPCTBEHHOTO CPEACTBA, BBOAUMOTO
B CYNPaxOpHOUIAIBHOE MPOCTPAHCTBO, KOTOPAs SIBISECTCS JOCTATOYHOM ISl BBIpaOaThIBAHUS TEPATIEBTHUECKOTO
oTBeTa, Ha 75% wim Menee, wiu Ha 50% wiu MeHee, WU Ha 25% WM MeHee HIDKE, 9eM 71032 JIEKapCTBEHHOTO
CpPEeACTBA, BBOJUMOIO MHTPABUTPEAIbHO, MECTHO, ITAPEHTEPAIILHO HIIM NEPOPAbHO, KOTOpask ABJISETCS JAOCTa-
TOYHOH 7SI BEIpaOaThIBaHMS TEPANCBTUYECKOrO OTBETA. B OHOM M3 BapHaHTOB OCYIIECTBICHUS M300pETCHUS
TepareBTHYECKUH OTBET O3HAYAeT CHIDKCHHE TSDKECTH CHMITOMATHYECKHX/KIMHUYECKUX MaHH(ecTarui pac-
CTpOICTBA 3aJHETO CETMEHTA IJ1a3a UM XOPUOUJAIBHOTO PAacCCTPOMCTBA Y MAIMEHTa, IPOXOIAIIEro Kypc Jede-
HUS, WIM CHIDKEHHE YHCIlla CHMIITOMOB/KJIMHUYECKUX MaHH(EecTaluid paccTpOWCTBAa 3aJHET0 CerMeHTa TIiasa
WJIM XOPUOHUAAIBHOTO PACCTPOMCTBA y TAMEHTA, IPOXOSIIEro Kype JICUCHHUSI.

Hcnonp3yemslil 31eCh TEPMHUH ''CyNpaxOopHOUAAIbHOE MPOCTPAHCTBO" SBISETCS CHUHOHUMOM TEPMUHOB
"cynpaxopuonnansheii”, CXII, "cynpaxopuounn" u "cynpaxopHOUIUT" U OTHOCUTCS K CBOOOJHOMY MPOCTpPaH-
CTBY B 00JIACTH TJIa3a, HAXOAIIEMYCSI MEXKIY CKIEPON M XOPHOHWIATHHONW 000JI0UKOH. DTa 00JIaCcTh, TITABHBIM
00pa3oM, COCTOUT M3 IUIOTHO YIAKOBAHHBIX CIIOEB [UIMHHBIX MUTMEHTHPOBAHHBIX OTPOCTKOB, OTXOISIIUX OT
Ka)XIO0H U3 ABYX HMPHICKAIIUX TKaHEH, OAHAKO 3TO MPOCTPAHCTBO MOXKET 00pa30BHIBATHCS B JAHHOHW 00IacTH B
pe3ynbpTate (POPMHUPOBAHUS KUAKOCTU WM JPYTOTO BEIECTBA B CYNPAXOPHUOUAAIBHOM IIPOCTPAHCTBE U B IIPH-
JeXamuX TKaHAX. Ui crenuanucra B JaHHOW OOJACTH OYEBHIHO, YTO CYNPAXOPHUOUAANBHOE NMPOCTPAHCTBO
YacTO yBEIMIHMBACTCS 33 CUET 00pa30BaHMA KHUIKOCTH IIPHU HEKOTOPHIX MATOJOTMYECKUX COCTOSHMAX I1a3a WU
B pe3yJbTaTe TPaBM MM XHPYPrUUECKOTO BMemaTeabcTBa. OHAKO B ONMCAHUH HACTOSIIETO M300peTeHHs TIpe-
JyCMaTpUBAETCs, YTO yKa3aHHasl )HUIKOCTh 00pa3yeTcs B pe3yJbTaTe BIMBaHHS JIEKapCTBEHHOTO COCTaBa B CYII-
paxopHoHIaIbHYI0 000JI0UKY, YTO IPUBOAUT K (POPMHUPOBAHUIO CYIPaXOPHOUIAIBLHOTO MIPOCTPAHCTBA (KOTOpOE
3aIl0JHEHO JIEKAPCTBEHHBIM COCTaBOM). He orpaHuMumBasch Kakoil-mnO0 KOHKPETHOW TeOpHeH, aBTOPHI JIMIIbL
otMmeyaroT, yTo 06macth CXII cayXuT B KauecTBe MyTH JJISI YBEOCKJICPAILHOTO BBIXOJa (TO €CTh MPUPOTHOTO
mporecca, 00ecIeYrBaIONIeT0 BEIXO TIIA3HOHM JKUJKOCTH U3 OJAHOW 00JIacTH Tilaza B APYTyio o0JacTh Iiiaza) u
o0pa3zyeT peasbHOE IMPOCTPAHCTBO B CIIyYae OTCIOCHH XOPHOUIAIBHOI 000JI0UKH OT CKIIEPHI.

Hcmone3yeMble 31ech TepMUHBI "Tha3Has TkaHp" U "rmaz" 10 BrimodaroT nmepeaHuii cerment 12 rmasa (To
€CTh 4acTh TJIa3a Mepe]l XPYCTATHKOM) B 3aJHUI cerMeHT 14 ria3a (To eCTh 4acTh TJla3a 3a XPYCTAJIHKOM), KaK
nokasaHo Ha ¢wur. 1A. [lepeaumii cermeHT 12 cBsizaH ¢ poroBulieit 16 u xpycranukom 18, a 3aaauii cermenT 14
cBs3aH co ckiepoit 20 u xpycranukom 18. Tlepeaanii cermeHT 12 Takke Mompa3AeseTcsl Ha IEPEIHIO KaMepy
22, pacloyIOKEHHYI0 MeXIy paxyxKkoi 24 u poroBunei 16, u 3agHION0 Kamepy 26, pacloJOXKEHHYI0 MEXIY
xpycranukoM 18 u pagyxxoit 24. OTkpeiTas 4acTh ckaepsl 20 Ha mepenHeM cerMeHTe 12 riasa 3aIluineHa mpo-
3pavHOil 000JI0UKOM, Ha3bIBAEMOM KOHBIOHKTHBOH (He mokasaHa). [Tox cxirepoii 20 HaxomUTCsl XOpHOUAAIbHASL
oborouka 28 n ceryarka 27, KOTOpbIE UMEIOT OOIIYI0 PETHHOXOPHOUAAIBHYIO TKaHb. PhIXnas coeanHuTeNbHAs
TKaHb WM CBOOOAHOE MPOCTPAHCTBO MEXKAY XOPHOUAAIBbHON 000y04Koi 28 1 ckiepoii 20 Ha3pIBaeTcs cympa-
xopuonaanbHeM mpoctpancTBoM (CXII) (He mokazano). Ha ¢ur. 1B mokaszana porosuna 16, koTopast COCTOUT
n3 srmrenust 30, cnost boymena 32, ctpomsl 34, necriemeToBoit o6oouku 36 u sHpotenus 38. Ha ¢ur. 1C u 1D
ToKa3aHel ckiepa 20 ¢ OKpyKaroliel ee TCHOHOBOU Karcyioi 40 Wi KOHBIOHKTHBOM 4 1, cympaxopruongaibHOe
MIPOCTPAHCTBO 42, XopHouaalbHas 00oaouka 28 u ceTyaTka 27, KaK ¢ )KUIKOCTBIO, TaK U 0€3 JKUJIKOCTH B CYII-
paxopHoNAaIbHOM IIPOCTPAHCTBE COOTBETCTBEHHO.

B oxHOM M3 BapHaHTOB OCYIIECTBIICHUS M300pPETEHHs ONMCAHHBIC 3[€Ch CIOCOOBI, pacCMaTpUBacMbIC B
HacTOsIIIEeH 3asBKe, OCYIIECTBISIIOT C HCTIOJIb30BAHUEM TOJIOH WIIM CIUTOIIHOM MHUKPOMTJIBI, HAIPUMEpP PUTHIHOM
MHUKpouribsl. HMcrnonb3yemblit 37eck TepMUH "MUKpouTia" o3HayaeT TpyO4aThlii KOpIycC, UMEIOIINIT OCHOBaHME,
CTEpKEHb M KOHIIEBYIO YacTb, IIOAXOASIINHI I BBEJCHUS B CKIICpY M JpYyTHe TJIa3Hble TKaHW, U pa3Mephl, 01~
XOSIINE JJIsI MUHUMAJIbHO MHBAa3WBHOTO BBEJICHMS W JUIS BIMBAaHUS JICKAPCTBEHHOT'O COCTaBa, OIMCAHHOTO B
HacTosiiei 3asBke. To ecTh Takas MHKpPOWTITA UMEET MIMHY WM 3(GQEKTUBHYIO JUIMHY, HE IMPEBBIIIAIOIIYIO
npubmnznTenso 2000 MM, ¥ quamerp, He mpeBblmaronuid npudnusurensHo 600 MxM. Tepmun "anuHa" H
"3 dexTuBHAS ATUHA" MUKPOWTIIBI BKIIOYAET JITMHY CTEPXHSI MUKPOUTIIBI M BEICOTY CKOCA.

Hcrmonb3yeMelii 371ech TepMUH "TIOBINA" O3HAYAST OJIMH MPSIMON KaHaJ, MPOXOASIINN 10 TICHTPY MHKPOUT-
JIBI, @ TAKXKE MHOXECTBO KaHAJIOB, TO €CTh KAHAJIOB, KOTOPBIE ONPEIEISIOT KaK COBOKYITHOCTh ITyTeH, IPOXOAs-
MUX Yepe3 MUKPOUIJIBI, UMEIOIINE MHOXKECTBO BXOIHBIX M BBIIYCKHBIX OTBEPCTHH, a TaKKE NMEPECEKAIOIINECS
KaHaJbl WM ceTh. TO €CTh Mojiasi MUKPOWITIA UMEET CTPYKTYpPY, KOTOpasi BKIIOYAET OJHY MM HECKOIBKO He-
HPEPBIBHBIX JOPOKEK, HUIYHMIMX OT OCHOBAHUS KOPITyca MHUKPOHWIIIBI O BBIXOJA (BBIMTYCKHOTO OTBEPCTHSA) M3
9TOTO KOpIyca W/WiIH A0 KOHYMKA MUKPOMTJIBI, HAXOSIIET0Cs HA OIPEICIICHHOM PACCTOSIHUHM OT OCHOBAHUSL.

Ha ¢ur. 2-5 npowntrocTpupoBaHsl perpe3eHTaTHBHBIC BapUAHTHl YCTPOWCTB MUKPOUIIIEL. B ogHOM n3 Ba-
PHAHTOB OCYIIECTBIICHUS M300pETeHUsS] MPOMIUIIOCTPUPOBAHHOM Ha ¢wur. 2-3, ycTpoiicTBO MHKpourisl 110
BKJIIOYAEeT MOJIyr0 Mukpouray 114, uMerontyro nonsiif kanan 140, uepe3 KOTOPBIN XKUIKUIN JIEKapCTBEHHBIH cO-
cTaB (He MOKa3aH) MOKET IMPOXOMUTH B TJIa3, MM Yepe3 KOTOPBIH OMoornieckas XUAKOCTh MOXKET YAAISATHCS
U3 rinasza. MuUKpouria BKIIOYaeT NPOKCUMANbHYIO 4acTh 116 u xoHueByro uyacts 118. Mukpourna 114 moxer
MPOCTHPATHLCSI OT OCHOBAHMS, BKIIIOYAs!, HAIPUMED, IPOAOITOBaThIi Kopiyc 112, nmeromuii TucTalbHBIH KOHEI],
OT KOTOPOTO OTXOJHT MpOKCHMallbHas 9acTh 116 u koHIeBas yacth 118 mukpourmsl. [IpogonroBaTeiii Kopiryc
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MOJKET TaK)Ke BKJIFOYATh CPEACTBO IS 3aIUTHI 0a30BOil YacTh 111 MUKPOUTIIBI, HAXOMAMICHCS 33 AUCTAILHBIM
KOHIIOM OCHOBaHHUsA 112, Takoe kak BHHT WK MITAQT. Penpe3eHTaTUBHBIN BapHaHT MPOJOJITOBATOTO KOpITyca
112 nuist 3aIATBEl MUKPOUTIIBI IPOMJUTIOCTPUPOBAH Ha (UT. 3, M BKIIOYAET YacTh TUNA Koimadka 113 u 6a30Byro
gacTh 115, nMerornyro mpoxoasmui yepe3 Hee noiblid kanan 117. Tlpu aToMm, xKemaTeabHO, 9TOOBI 3Ta KOJad-
KoBas JacTh 113 u 6a3oBas yacth 115 mpomonroBaroro kopmyca 112 comepskaiay yCTPOWCTBO ISl PyYHOH KOP-
PEKTHPOBKH JUTHHBI UTJIBI (TO €CTh MPOKCHUMAIBHOM YaCTH W KOHIICBOM YaCTH MHUKPOWTIIBI, TPOCTHPAIOIINXCS OT
ocHoBaHus 112), BRICTyMAloMEe OT KOIMAYKOBOM YacTH MPOJ0ITr0BaTOr0 Kopiryca. Takoe ycTpoWCTBO BKIIIOUa-
€T, Harpumep, pe3pdy 119, mocpencTBOM KOTOpOH KOMmaykoBast 9acTh 113 MokeT BBHHUYMBATHCSI B OCHOBAHUE U
OTBHHYHBATKLCS OT OCHOBaHUs 115 mpomonrosaroro kopmyca. B pernpe3eHTaTHBHOM BapHaHTE OCYIICCTBICHUS
n300peTeHMs, TIPEICTaBICHHOM Ha ¢ur. 4, ocHOBaHMe 115 MpoOmOITOBATOrO KOPITyca MOXET OBITh (PYHKIIHO-
HAIILHO MPHUCOCAUHEHO K TpuBOaYy 120 I peryIupyeMoro BIMBaHUS KHKOTO JICKAPCTBEHHOTO COCTaBa 4epe3
MHUKPOUTITY B CYIPaXOpUOHIATEHOE TPOCTPAHCTRO.

YCTpoicTBO "MHUKpOUTIIA" MOXKET TAKXKE COACPIKATH Pe3CPBYap IS 3aMOTHCHUS KUIKUM JICKAPCTBCHHBIM
COCTaBOM, HAIPUMEP PACTBOPOM WIIH CYCIICH3UCH, U pe3epByap s JICKapCTBEHHOTO CPEICTBA, (hYHKIIMOHAIBHO
TIOJICOANHEHHBIN K KaHATy MHUKDPOWIJIBI B MECTE, HaXOASIIEMCS Ha PACCTOSTHUN OT KOHIIEBOW YaCTH MUKPOUT-
JBI. DTOT pe3epByap I KUAKOCTH MOXET COCTABIATH €INHOE LIEJI0e C MUKPOUTIION WM €IUHOE IEeJI0e C IPo-
JIOIITOBATHI KOPITYCOM JINOO OH MOXKET OBITH OTAENICH OT MUKPOUTJIBI M IIPOJAOITOBATOTO KOPITyCa.

Muxpowuria MOKeT ObITh H3TOTOBIICHA/CKOHCTPYHPOBaHA U3 PA3IMIHBIX OMOJIOTHIECKH COBMECTHMBIX Ma-
TEPHANOB, BKIIOYas METAJUIBI, CTEKJIO, ITOJYIPOBOAHUKH, KEPAMUKY HJIM MOJHMEpPHI. [IpruMepaMu moaxo smux
METaJUIOB SIBJIIOTCS HEpKaBeIOIasl CTallb, 30JI0TO, THTaH, HUKEJb, JKEJIe30, 0JIOBO, XPOM, MEIb U MX CIIJIaBHI
(hapmareBTHYECKOTO KadecTBa. [1oauMep MOXKET ObITh OMOJIOTUYECKH pa3iaraéMbIM WIIM OHOJOTHYCCKU HEepas-
naraembIM. [TpuMepaMu mOIXOSAINX OUOJOTHYSCKH COBMECTUMBIX U OHMOJIOTHYCCKH PA3JIaracMBbIX MOJUMEPOB
SIBIISTFOTCSI TIOJTMIIAKTHIBI, TTOJUTITHKOIMIBI, COMTOIUMEPHI MommtakTuaa u riavkoiuna (PLGA), monmmaHruapuisl,
MOJTHOPTOI(QUPEI, COMOIUMEPHI MIPOCTOTO U CIIOKHOTO (UPA, MOTUKAMPOIAKTOHBI, COMMOIUMEPBI aMUIOB CII0XK-
HOTO 3(hUpa, MOTUMEP MACISTHOU KHCIOTHI, MOJUMEP BAICPHAHOBON KHUCIOTHI, HOJHMYPETAHBI U UX COTOIHMEPHI
U cMecH. Penpe3eHTaTHBHBIME OMOJIOTHYECKH HEpas3jlaraéMbIMHU MOJTMMEPAMH SIBIIAIOTCS pa3IMIHbIC TEpPMOIDIa-
CTHKH WX JIPYTHE TIOJHMEPHBIE CTPYKTYpHUPOBAaHHBIC MOJMMEPHBIE MaTepHaIbl, H3BECTHBIC CIIELHAINCTaM B
001aCTH M3TOTOBJICHUS MEIUITMHCKHUX YCTPoiicTB. [IpumepaMu SBIIAIOTCS HEHITOHBI, MOMM(PUPHI, TTOIHKapOOHa-
TBI, TIOJMAKPWIIATHI, TIOJIMMEPHI THICH-BUHUIIAIIETATOB M APYTHE allMI3aMeIIeHHBIC alleTaThl [EeJIII0JIO3bI; He-
pasnaraeMble TOJIHYpPETaHbl, MOIUCTUPOIBI, TOTMBHHIIXIOPH, TOTMBHHWI(GTOPUA, TOTUBHIFIIUMHIIA30]I, I10-
nrone(UHBI Ha OCHOBE XJIOPCYIb(OHATA, MOTUITHICHOKCH i UX CMECH U COMOJIMMEPH. MUKPOUTIIBI U3 OHOIIO-
THYCCKHU Pa3llaracMbIX IMOJIMMEPOB OYAYT 0OecIeunBaTh 00JIee BEICOKUN YPOBEHb OC30MACHOCTH, YeM MHKPOMT -
JBI U3 OMOJIOTUYECKH HEPa3llaracMbIX MOJIMMEPOB, TO €CTh TAKUE MHUKPOWIIIBI M3 OMOJIOTHYSCKU pa3iiaracMbIX
MOJIMMEPOB SIBJISFOTCS, IO CYIIECTBY, O€30MaCHBIMH, TAXKE SCIH OTOPBABIIMECS OT HUX YACTHUIIBI CIYYaiHO MO-
MaayT B TJIA3HYIO TKAHb.

Mukpowuria MOXeT OBITh H3TOTOBIICHA PA3TUYHBIMUA METOJAMH, H3BECTHBIMU CIICIIHATMCTAM WA OMHCAaH-
HBIMH HUKE B TIpuMepax. B 0JTHOM M3 BapHAHTOB OCYILNECTBICHHUS U300PETCHHS TTOYI0 MUKPOUTIY M3TOTABIIH-
BAaIOT C WCIIOJI30BAaHHMEM JIa3epa WIH aHAJIOTHYHOT'O ONTHYECKOT0 MCTOYHMKA SHEPTHH. B ogHOM M3 mpuMepoB
MHUKPOKAHIONS MOKET OBITH pa3pe3aHa Jia3epoM IS TOJIYYEeHHS MHUKPOWIIIBI HY)KHOW ImuHBL Jlazep Moxer
OBITH Tark)Ke MCIOJB30BAH ISl CO3IAHMS OJHOTO WM MHOYKECTBA KOHIIEBBIX OTBEPCTHH OIpPENEICHHON (OPMBIL.
Ha omnoi#t MuKpoKkaHioIe MOTYT OBITH CICNaHBI OAWH MM HECKOJBKO Pa3pe3oB A (OPMHUPOBAHUS HYKHOU
CTPYKTYPbl MUKpPOHTJIEL. B OHOM W3 MPHMEpPOB MUKPOKAHIOIS MOXKET OBITH M3TOTOBJICHA M3 METaJUIa, TAKOTO
KaK HEpKaBeIOIlas CTallb, M pa3pe3aHa Jia3epoM, pabOTAaroIIUM Ha JUIMHE BOJHBI B MH(pPAKpacHOW 00JacTh
cnekTpa (Hanpumep, npudamsurenabHo ot 0,7 no 300 mxm). JomonHuTeNnbHAsS (UHUIIHAS 00pabdOTKa MOXKET
OBITh OCYIIIECTBJICHA C IPUMCHEHHUEM TEXHUKH METAJUTMICCKOHN 3JICKTPOIIOIMPOBKY, H3BECTHOH CIICIIUATUCTAM B
JaHHO¥ oOnactu. B nmpyrom BapuwaHTE OCYIIECTBICHUS H300pETCHUS HY)KHAs JTMHA MHUKPOWIJIBI U HEoOs3a-
TENBHBIA CKOC JOCTHTAIOTCS METOAOM (DPM3MYECKOHN MUTU(OBKH, KOTOPBIH, HAIIPUMEP, MOXKET BKIFOYATH IILITHU-
(hOBKY METaIITMYECKOW KAHIOMU MyTeM 00paOOTKM MOBEPXHOCTH KaHIONH abpasuBoM. [Iporecc M3roTOBICHUS
MOJKET TaKXe BKJIIOYATh TOHKYIO IIIU(POBKY, CTPYHHYIO 00pab0oTKy MUKpOC(hEpaMH 1 YIbTPa3BYKOBYIO OUHCTKY
JI0 TOCTIDKEHUS HYXKHOW U TOYHOU (hOPMBI KOHIIEBOW YaCTH MUKPOUTJIEI.

Bonee monpobHOE onmcanne BOZMOXKHBIX CIIOCOOOB M3TOTOBJICHUSI MUKPOUTIIB IPUBOAUTCS, HALIPUMED, B
myonmukanuu 3asBku Ha mateHT CIIA Ne 2006/0086689, B myOmmkamun 3asBku Ha marteHT CIIA Ne
2006/0084942, B myOmukaruu 3asBku Ha mateHt CIIIA Ne 2005/0209565, B myOnukaruu 3asBKA Ha TIATCHT
CIHIA Ne 2002/0082543, B matente CIHIA Ne 6334856, B matente CIIA Ne 6611707, B marente CIIIA Ne
6743211, koTopble BO BCel CBOEH MOJIHOTE M BO BCEX LIESX BBOJAATCS B HACTOSILIEE OMHCAHHME MOCPEICTBOM
CCBUIKH.

PaccmarpuBaeMbie 371eCh CIIOCOOBI M YCTPONCTBA IMO3BOJSIOT OCYHICCTBISITH JOCTABKY JICKAPCTBCHHOTO
CpEICTBa B CYNPaXOpPHOUAATBHOE MPOCTPAHCTBO MUHHMAIBHO HMHBAa3WBHBIM HEXHUPYPTUYECKHAM CIIOCOOOM, KO-
TOpBIA siBNsICTCS OoJee 3 (HEKTUBHBIM, YeM IPYTOi HEXUPYPTHUCCKHA CIIOCO0 (OCYIIECTBISIEMBIN, HAIPUMEDP, C
MOMOIIBI0 CTAHIAPTHON UTJIBI) U XUPYPrHUECKUil crmoco6. Tak, HampuMep, B OJJHOM U3 BapHAHTOB OCYIIIECTBIIC-
HUS M300pETeHUS pacCMaTPHUBaeMBbIe 37IECh CIIOCOOBI OCYIIECTBISIOT C HCIIOIB30BAHNEM OTHOHN MK 0ojee MUK-
pouri. B onHOM M3 BapHaHTOB OCYIIECTBICHHUS N300PETEHISI MUKPOUTJIBI BCTABILIOT B TJIa3, HAIIPUMEp B CKJIe-
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Py, IEPICHANKYIISAPHO WK IO yriioM npuoamsurenpHo 80-100°, B pe3ynbTate 4ero Jjisi HPOHUKHOBCHHUS B CY-
NpaxopHoNIaIbHOE MPOCTPAHCTBO MHUKPOUTIIE TpeOyeTcsl MPOUTH KOPOTKOE paccTosHue. B oTimmume ot sToro,
CTaHIApTHHIC JIMHHBIC Ul WIN KaHIONH, U TOCTI)KSHUS UMH CYIPaXxOpHOUIAIBHOTO MIPOCTPAHCTBA, JOIK-
HBI OBITH BBEICHBI IOl HAKIOHOM, a JUIL 3TOTO MM HOTpedyeTcs MpoifTu Ooiilee IMHHOE PACcCTOSHHE depe3
CKJIepy M IpyTue TJIa3HbIe TKaHM, YTO IOBBIIIAET HHBA3WBHOCTH JAHHOTO CIIOCO0a, YAIUHSET IyTh WUIJIBI H TO-
BBIIIIACT PUCK MH(DHUINPOBAHMS W/MIN pa3pbiBa coCyAoB. [Ipy MCIONB30BaHUM TAKUX JJIMHHBIX WIJI, B OTIHYHE
OT OTIMCAHHOM 3/1eCh MUKPOUTJIBI, YMEHBIIIAETCS BO3MOXXHOCTh TOYHO PETYIHPOBATh TIIyONHY BBEICHNS.

B oxgrOM M3 BapHaHTOB OCYIIECTBICHUS N300pETEHUSI MUKPOUTIIA TIPEICTABIACT COO0Il YacTh CHCTEMBI U3
JBYX HJIM 0OoJiee MUKPOUTJL, TO €CTh yKa3aHHbIH croco0 TakKe BKJIIOYACT BBEACHHE 110 MEHBIICH Mepe BTOPOH
MUKpPOUTTBI B CKIEpPYy, HE IOIMyCKas €e MPOXOXKACHUs depe3 CKiepy. B ogHOM U3 BapHaHTOB OCYIIECTBICHUS
M300peTeHNs IPU BBEJCHUH B TIa3HYIO TKaHb CHCTEMBI U3 IBYX MM 00Jiee MUKPOMTJI, JIEKaPCTBEHHBIC COCTABBI,
HaxOSIIMECs B KAKIOW U3 IBYX WM 00OJiee MUKPOUIII, MOTYT OBITH OJTMHAKOBBIMH MIJIM MOTYT OTJINYATHCS APYT
OT JIpyTa 1O THILY, COCTaBy, 00BEMY/KOINYECTBY JICKAPCTBEHHOTO CPEACTBA MM 110 KOMOWHALIMY STHX MapaMer-
poB. B otHOM ciydae, ¢ MOMOIIBIO OAHOW MK GoJiee MUKPOUTII MOTYT OBITh BBE/ICHBI JICKAPCTBEHHBIE COCTABBI
pa3IMYHBIX TUNOB. Tak, HapUMep, BBEJACHHUE BTOPOI MOJIOM MUKPOUTJIBI, COJEpKAIlle BTOPON JIeKapCTBEHHBIHM
COCTaB, B TVIA3HYIO TKAaHb ITO3BOJISIET OCYIIECTBIIATH JOCTaBKY BTOPOTO JIEKAPCTBEHHOT'O COCTaBa B TIIA3HYIO
TKaHb.

B npyrom BapmaHTe OCYyIIECTBICHHUS W300pETEHHUS OMMCAaHHBIE 31€Ch MHUKPOWIIBI OBUIM aJalTHPOBAHBI
JUTS yAJIeHUsI BEIECTB, TAKUX KaK JKUAKOCTh, TKAHb MIIM MOJICKYIISIPHBIN 0Opaser, U3 riasa.

OmHako IUIs CIIEIHaIiCTa B TaHHOH 0071acTH OYEBUIHO, YTO BMECTO OIMMCAHHBIX 37I6Ch CIIOCOOOB TOCTaB-
KA WIM B KOMOMHAIIMK C 3THMH CIIOCOOAMHM MOTYT OBITH NMPUMEHEHBI MUKPOUTJIBI APYTHX THIOB (HArpumep,
CIUIOIIHBIE MHUKPOUTJIBI) M JPYTHE CHOCOOBI JOCTaBKH JICKAPCTBEHHOTO COCTaBa B CYNPaxOpPHOHMIAIBHOE IPO-
CTPAHCTBO W TKaHM 3aJHETO CErMEHTa IJla3a. HeorpaHMYMBAIOMIMMH TPHMEPaMH SBIISIIOTCS PacTBOPEHUE, I10
MEHBIIIEH Mepe YaCTHYHOE, MTOKPHITHS MUKPOUTJIBI JIEKapCTBEHHBIM COCTaBOM; CHATHE, 110 MEHBIIIEH Mepe Jac-
THUYHOE, MOKPBITHS MHKPOUIJIEI JEKapCTBEHHBIM COCTaBOM (HAarpHMep, B OCHOBHOM BCETO KOPITyca HJIH €ro
(parMeHTOB); pa3pylIeHHe WM PAaCTBOPEHHE OCHOBAHMS MUKPOHWTIBI, KOTOpOE 00pa3zyeT eAnHOe IIeNoe WIIN
KOTOPOE COeIMHEHO ¢ MUKPOUTIIIOH; WK JTI00bIe MX KOMOWHAIINN.

OrnrcaHHbIe 37I6Ch YCTPOWCTBA ""MHUKPOUTIIA" MOTYT OBITh TaK)Ke alallTUPOBAHBI TaK, YTOOBI OJIHA MU 0O-
Jiee MUKPOWTJI MOTJIA OBITh UCIIONB30BaHBI B KAYECTBE JAaTUYMKA IJISl JETEKTHPOBAHHS aHAINUTOB, SIEKTPHUECKON
AKTUBHOCTH ¥ ONITHYECKUX WM JPYTUX CUTHAJOB. TaKUMH JaTYMKAMH MOTYT OBITh JaTYHMKH JABJICHUS, TEMIIE-
paTyphl, XUMHYECKUX BEIIECTB H/MIIA DJIEKTPOMArHUTHBIX IMOJIeH (Hampumep, cBeTa). BHoceHCOphI MOTYT OBITh
pacrosyiokeHbl Ha MUKPOMTIJIE WJIM B MUKPOUIJIE, JINOO OHM MOTYT HaXOANTHCS B YCTPOMCTBE, B3aUMOACHCTBYIO-
IIEM C TKaHbIO OpraHu3Ma I0CPEJICTBOM MUKPOHIJIBI. BHOCEHCOP MUKPOUIIIBI MOKET MPECTaBIIsITh cOOOH mpe-
o0pazoBareib, NPUHAIJISKAINHA K JTI00OMY M3 YETHIPEX OCHOBHBIX KJIACCOB: MOTEHIMOMETpPHYECKHUH mpeobpa-
30BarTeNb, aMIePOMETPHIECKUIl TpeoOpa3oBaTellb, ONTHYECKHH Mpeodpa3oBaTeab U (HU3NKO-XUMHUYECKUH Tpe-
obpazoBarenb. B 0HOM M3 BapHaHTOB OCYLIECTBJICHHUS N300PETCHUS ITOJIYI0 MUKPOMIIY 3aIlOJHSIOT BELIECT-
BOM, TaKUM KaK I'eJib, Ha KOTOPOM HaxOAUTCS CeHCOpHask (GyHKIMOHAIbHAs rpynmna. [Ipy npuMeHeHnn 1eTeKTH-
POBaHUS, OCYIIECTBIIEMOTO HA OCHOBE CBS3BIBAHMA C CyOCTPaTOM WM Ha OCHOBE PEAKIHH, OMOCPEIyeMOH
(dhepmeHTOM, 3TOT CyOCTpaT WK (PepMEeHT MOXKET OBITh UIMMOOWMIN30BaH Ha BHYTPEHHEH MOBEPXHOCTU WIJbl. B
JIPYTOM BapHaHTE OCYIIECTBIICHHS N300pETEHUS] B MUKPOUTIY MOXKET ObITh BBEACH BOJHOBOJ JJIS MPSIMOI ITO-
JIa9y CBETa B KOHKPETHBIM yJaCTOK WIIM /ISl IETEKTUPOBAHUS, HAIIPUMEP, C IOMOIIBIO TAKOTO CPeICTBa, Kak pH-
KpacuTenb IS IETEKTHPOBAaHUS OKpPACKH. AHAJOTHYHBIM 00pa3oM, MOXET OBITh MOJaHa COOTBETCTBYIOIIAS
TEIJIOBasl, JIEKTPUUECKasi, CBETOBasI, yAbTPAa3BYKOBasl MJIM Jpyras SHEPTHUs B LEJSAX HPSIMOH CTUMYJISIIUH, pas-
PYLICHHS WM penapaliyi KOHKPETHOW TKaH! WM B LENSIX HAarHOCTHKH.

B omgHOM M3 BapMaHTOB OCYIIECTBICHHS M300pPETEHHS YCTPOMCTBO "MHKpouria" ajsl HEXHPYPrHUECKOH
JIOCTaBKHU JIEKAPCTBEHHOI'O CPEJACTBA B CYNPaxOpUOUTAIBHOE MPOCTPAHCTBO IJ1a3a YEJIOBEKa BKIIOYAET MOIYIO
MHKPOUTITY. YKa3aHHOE YCTPOMCTBO MOKET BKJIIOYATh MPOJIOITOBATHIA KOPITYC IS 3aKPEIUICHUS TPOKCHMAITb-
HOTO KOHIIAa MUKPOUIJIBL. DTO YCTPOMCTBO MOXKET TaKkKe BKIIOYATh MPUCIIOCOONICHHE JUTS IOAa4H JICKapCTBEH-
HOTO COCTaBa 4epe3 MHUKpouriTy. Tak, HampuMmep, YKa3aHHBIM IPHCIIOCOOJICHHEM MOXKET OBITh THOKas WM XKe-
CTKas TpyOKa, KOTopasi COSANHSACT OCHOBAaHUE MJIM MPOKCHMAIBHBIA KOHET] MUKPOUTJIBI, M 10 KOTOPOH IMoCTyIIa-
€T )KAIKOCT. JTO MPHUCIIOCOOTICHNE MOXKET TaKKe BKIIFOYATh HACOC WM JIPYTHE YCTPOHCTBA IS CO3MAHMS Ipa-
JIUCHTA JaBICHUA B IENAX MHIYIIUPOBAHMA ITOTOKA XHIKOCTH 4Yepe3 JaHHOE YCTPOICTBO. DTa TpyOKa MOXKET
OBITh (PYHKIMOHATIHHO MOJCOSANHEHA K UCTOYHUKY JEKApCTBEHHOTO COCTaBa. TaKUM MCTOYHHKOM MOXET OBITh
OO0 MOAXONANUNN KOHTEWHEep. B oAHOM W3 BapHWaHTOB OCYIIECTBICHHS H300PETCHHUS TaKHM HCTOYHUKOM
MOXeET OBITh CTaHJAPTHBIA IIMIPHIL JII000H popMbl. TaKUM MCTOYHUKOM MOKET OBITh CHEMHBIN KOHTEHHEp JUIs
YHAGHUIHUPOBAHHBIX J103.

B onHOM M3 BapmaHTOB OCyIIECTBIEHHS M300pETCHUS] MUKpOUIIa nMeeT 3 (eKTHBHYIO JUIMHY, COCTaB-
astrontyto npubnmsuTensHo oT 50 1o 2000 MkM. B 1pyroM KOHKpeTHOM BapHaHTE OCYILECTBICHHUS H300peTeHUS
MHKpouria uMeeT 3(p(PEKTHBHYIO JUIMHY, COCTaBIAIONIYI0 NpuOm3nTensHo ot 150 mo 1500 mMkM, mimm npuGnu-
3utenbHO oT 300 mo 1250 MM, mim npubnusntensHo ot 500 mo 1250 MM, nim npubmusutensHo oT 500 10
1500 mxM, nimm mpubsmsurensHo oT 600 1o 1000 MM, wim npubausutenbHo oT 700 1o 1000 MmxM. B omHOM U3
BapUAHTOB OCYIIECTBIIEHUsT M300peTeHus d(HPEeKTHBHAS JITUHA MHKPOUTIIBI COCTABISICT NMpHOIM3uTEensHO 600
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MKM, WIn npuoim3utensHo 70 MM, win npuoamsutenso 800 MxM, wian npudiansutensHo 1000 mxm. B pas-
JUYHBIX BapUAaHTaX OCYIICCTBICHUS H300PETCHHS MPOKCHUMAIlbHAs YacTh MUKPOUTIIBI UMEET MaKCHMAIbHYIO
MUPUHY WM MaKCUMAJIBHBIA pa3Mep MOMEepEeYHOro CEYCHHs, COCTaBISIONIMe Mpuoau3uTenpHo ot 50 mo 600
MKM, Win Tpuom3utensHo ot 50 1o 400 MM, niw npuOau3uTebHo oT 50 10 500 MKM, HIH MPUOTU3UTEITHHO
ot 100 mo 400 Mxm, wim npubau3uTenbHo oT 200 1o 600 MM, niau mpudm3uTensHo ot 100 10 250 MKM; TipH-
4eM JIMaMEeTpP OTBEPCTHUS COCTABISET MPUOIU3UTENHHO OT 5 10 400 MKM.

B KOHKpeTHOM BapHaHTE OCYIIECCTBICHUS N300peTeHU MPOKCUMAIbHASL YaCTh MUKPOUTIIBI IMEET MaKCH-
MaJbHYIO MIUPUHY WM MaKCHUMAJIbHBIH pa3Mep IMOIEPEYHOr0 CEUCHHUs, COCTABISIONINE MpHOMm3uTebHo 600
MKM. OJIHAKO IS CIICIUANTUCTA B JAHHOM OOJACTH OYEBHIHO, YTO B TEX CIYyYasx, KOTJIa KOHUYUK MUKPOHUTIIBI
SIBIISICTCS CKOIICHHBIM, TO JHAaMETP OTBEPCTHS MOXKET MPCBBINIATh BHEIIHUH IHAMETP MPOKCUMAILHOW YaCTH
MUKPOUTIBI. MUKpPOUTIIa MOXKET OBITH H3TOTOBJICHA TaK, YTOOBI COOTHOIICHUE MApaMETPOB e¢ pa3Mepa (IIHpH-
Ha:JUIMHA) COCTaBIISLIO MprOIM3uTesbHO oT 1:1,5 1o 1:10. B o1HOM M3 BapnaHTOB OCYIIECTBICHUS N300pETEHUS
COOTHOIIICHHE NTapaMEeTPOB pa3Mepa MUKPOMTIIIBI COCTaBIAET NMpHOIn3uTensHo ot 1:3 no 1:5. B npyrom Bapuan-
TE OCYLIECTBJICHHSI N300pETCHUSI COOTHOIICHHE MTapaMeTPOB pa3Mepa MUKPOUTIIBI COCTABIAET NPUOIN3UTEIHHO
ot 1:4 mo 1:10.

Mukpouria MOXET UMETh MPSIMOM WIJIM CKOIIEHHBIN Kopmyc. B oqHOM U3 BapuMaHTOB OCYIIECTBICHUS U30-
OpeTeHnsT TaMeTp MHUKPOWTIIBI SIBIIICTCS CAMBIM OOJIBIIIMM Y OCHOBAHHS MHKPOUWTIIBI M YMEHBIIAETCS IO Ha-
MPaBJICHUIO K AUCTAIFHOMY KOHIY. MUKpOHWTIIa MOXKET OBITh Tak)Ke M3TOTOBJIECHA TaK, YTOOBI €€ KOPILYC COCTO-
ST U3 TPSIMOH (TO €CTh HECKOIICHHOMN) YacTH U CyKalollekcs (HarpuMmep, KoHycooOpa3Hoii) Jactu. B paszmud-
HBIX BapHaHTax OCYIIECTBICHHUS M300pPETEHHS MHUKpPOUTIIa UMEET Yroi ckoca MpuOIu3uTeNnbHO oT 5 mo 30°,
NpUOIM3UTENHHO OT 5 10 25°, mpubnusurensHo ot 5 1o 20°, npubanzutensao ot 10 1o 20° n npuban3uTeNnHHO
ot 10 mo 30°. MUKpOUIIIEI MOTYT OBITH M3TOTOBJIEHBI TaK, YTOOBI MONEPEYHOE CEUCHUE, IEPICHUKYIIIPHOE UX
KOpIIyCY, TPECTABIISUIO COO0M OKPY>KHOCTB, HIIM TaK, YTOOBI 3TO MONIEPEYHOE CEYEHUE HE OBUIO OKPY>KHOCTBIO.
KoHnrieBast 4acTh MUKPOUTIT MOKET HMETh pa3inyHblc KoOHGUrypanuu. KoHIeBas 4acTh MUKPOUTIIBI MOXKET OBITH
CUMMETPHYHON WIIM aCUMMETPHYHON MPUOIU3UTEIBHO IO BCEH JUIMHE OcH Kopiyca. KOHIeBbIE 4acTH MOTYT
OBITh CKOIICHHBIMH, CY)KAIOIIMMUCS, KBaJIPATHBIMUA WIIH KPYTJIBIMHA. B pa3nuuHBIX BapHaHTaX OCYIIECTBICHUS
M300pETEeHUS] MUKPOWTIIA IMEET BBICOTY CKoca Mpubau3uTebHo oT 50 no 500 Mxwm, mpudimsurensHo oT 100 10
500 mxMm, mpubmm3uTensHo oT 100 1o 400 MM, mpudmusuTeabHo oT 200 o 400 MM u pubIM3UTENBEHO OT 300
110 500 MxM. B KOHKpETHBIX BapHaHTaxX OCYIIECTBICHUS N300pETEHUSI MUKPOHTIIA MOXKET OBITh CKOHCTPYHPOBA-
Ha TakK, 4TOOBI KOHIIEBAs YaCTh MHUKPOWIJIEI B OCHOBHOM COCTAaBIIIa JIMIIb YaCTh MHUKPOWIJIBI, BBOIUMOU B
TJIA3HYI0 TKaHb (TO €CTh, YTOOBI KOHIIEBAs YacTh COCTaBisuIa Ooixee ueM 75% OT oOmiel AIMHBI MHUKpPOUIIIEI,
6osiee ueM 85% OT 00MIIEH JUTMHBI MUKPOUTIIBI MM NpHOIn3nTensHo Oonee yeM 95% oT obuiel IJTMHBI MUKPO-
uribel). B Ipyrux KOHKPETHBIX BapHAHTaX OCYIICCTBICHUS N300PETCHISI MUKPOUTIIA MOXKET OBITH CKOHCTPYHPO-
BaHAa TaK, YTOOBI KOHIIEBas YacTh MUKPOUTIBI COCTaBJISJIA JIMIIb YacTh MHKPOWUTIBI, BBEJCHHOW B TJIa3HYIO
TKaHb, ¥ MMeJIa JUIMHY, KOTOpasi B OCHOBHOM COCTaBJISIeT NPUOIM3UTENILHO MEeHee 4eM Ha 75% OT oOruei JmHbI
MUKPOUTJIBI, MPUOIH3UTEIEHO MeHee YeM Ha 50% oT oOmiel JUIMHBI MUKPOUTIIBI WIIH MPUOTU3UTEIHHO MCHEE
yeM Ha 25% oT oOrmeit AIMHBI MUKPOUTIIBL. Tak, HanmpuMep, B OHOM M3 BapHAaHTOB OCYIIECTBIICHUS HU300peTe-
HUSI MUKpoHTIIa uMeeT obmryro dddexTuBnyro nmuay oT 500 mo 1500 MKM, rie KOHIIEBas YacTh UMEET JUTHHY
npubIM3uTENIbHO MeHee ueM 400 MkM, puoIm3uTeabHO MeHee deM 300 MKM Wi IPHOJIM3UTEIEHO MEHEe 4eM
200 MKM.

B omHOM M3 BapuaHTOB OCYIIECTBIECHUS M300PETEHHS BHICOTA CKOCA COCTaBJseT MpUOIU3nTeNbHO oT 100
1o 500 MxM. B apyrom BapuaHTe OCYIIECTBIICHUS N300pETEHUS BEICOTA CKOCA COCTABISET MpHOIM3UTENsHO 500
MKM WU MEHee, TPUOTU3UTEeIhHO 450 MKM Wi MeHee, mpuoim3nuTenbHo 400 MKM WM MEHEe WU MPHUOIH3H-
tenbHO 350 MKM MM MeHee. B npyrom BapuaHTe OCYIIECTBIEHUS H300pETEHHUS BBICOTA CKOCA COCTABIISICT MPH-
ommurensHo oT 200 1o 500 MM, nin npubausuresnsHO oT 100 1o 700 MM, win npudimsurensHo ot 200 10
700 MxM. B npyrux BapuaHTax OCYLIECTBIICHHS M300pETEHHUS BBICOTA CKOCA COCTABIISICT IMPHOJM3UTEIHLHO OT
500 no 900 MkmM, minn npudiusutenasHo oT 500 o 800 MM, minu npubmmsurensHo oT 500 1o 700 MxMm. B aTom
clIydae CKOC JICNAOT TaKUM, YTOOBI JTUCTATBHBIA Kpail ObLI JOCTATOYHO OCTPHIM, HATIPUMEDP MOT BTBHIKATHCS B
TKaHb-MHIICHb M MIPOHUKATh B CTEKJIOBUIHOE TEJO, HO MPHU 3TOM (i) HE BBI3BIBAJ 3HAYUTEIHHOHN 3I1aCTHUECKON
nedopManny TKaHU-MUIICHH Wik (ii) TOBpEXICHNs BHYTPEHHHX CTPYKTYp IJia3a, HAMpUMEpP XPYCTaIHKa WIIH
CETYaTKH.

B omHOM M3 BapHaHTOB OCYIIECTBIICHUS H300pETCHHS MHUKPOHWTIAa OTXOTUT OT OCHOBaHMs. OCHOBaHHE
MOJKET COCTAaBJIATh EAMHOE IEJI0e ¢ MHUKPOUIIION JTHOO OHO MOXKET OBITh OTAENCHO OT Hee. OCHOBAHHME MOXKET
OBITH JKECTKUM WM THOKMM. OCHOBaHHME MOXXET OBITh B OCHOBHOM IUIOCKHM, JTHOO OHO MOXKET OBITH MCKPHB-
JICHHBIM, HAIPUMEP MOXKET UMETh (POpPMY MOBEPXHOCTH TTIA3HOW TKAHHM HA YYaCTKE MHBCKIIMH, JIN0O, HATIPUMED,
OHO MOKET UMETh KPHBH3HY, 0OPaTHYIO KPUBU3HE TNIA3HOW MOBEPXHOCTH (HATIPUMED, OHO MOXKET OBITH BEITYK-
JIBIM), TaKyl0, 9YTOOBI KOHTAKT MEXIy OCHOBAHHEM U TJIA3HOW TKAHBIO OBLT MUHHMAJBHEIM. [Ipu 3TOM Xena-
TENIBHO, YTOOBI OCHOBaHME MMeNo (GopMy, oOecIIeunBaroNy0 MUHUMAJIbHBIA KOHTAKT C TIOBEPXHOCTHIO TJIa3a Ha
y4yacTke BBeZeHUs. Tak, HalpuMmep, B OJHOM U3 BapHAHTOB OCYIIECTBICHHUS M300pPETEHHS OCHOBAHUE MOXKET
OTXOJIWTH JIMIIb HA MUHHMAJIbHOEC PACCTOSHHE OT CTCPIKHS MUKPOUTIIBI, KOTOPBINA SBISIETCS, B OCHOBHOM IIEp-
NEHIUKYISAPHBIM OCHOBAHMIO. B Npyrom BapwaHTEe OCYIIECTBICHUS HW300pETEHHS OCHOBAaHHE MOXET HMETh
(hopMy, KOTOpas MPEnATCTBOBANA OBl BRITHOAHHIO BBEPX INIa3HOM TKAaHW MO OTHOIICHUIO K MHUKPOUTIIE, TO €CTh
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NpenATCTBOBaja Obl M3TMOY TJIa3HOM TKAaHH, YTO TEM CaMbIM 00jerdayno Obl BBEJCHHE MUKPOWIJIBI B TJIa3HYIO
TKaHb (HAaIpuUMep, OCHOBAHUE MOXKET MPOCTUPATHCS OT MUKPOWTIIBI MO HATPABJICHUIO K KOHIICBOW YacTH MUK-
POWMTIIIBI, TaK, 9TOOBI 9Ta MUKPOUTJIA "BThIKANTACh" B IIa3HYIO TKaHb). HekoTophle Takue BapHaHTHI MOTYT OBITh
OCYIIIECTBIICHBI, IT0 MEHBIIIEH Mepe YaCTHYHO, Ha YCTpOHCTBaX, omucanHbIX B mateHTe CIIIA Ne 6743211, koTo-
PHBI BBOOUTCS B HACTOAIIECE ONMCAHIE TOCPEICTBOM CCHUIKH.

B KOHKpEeTHOM BapHaHTE OCYIIECTBICHUS N300PETCHISI YCTPOUCTBO ""MHUKPOUTIIA" COCTOUT M3 OJTHOM MUK-
pourssl. B ogHOM B3 BapHaHTOB OCYIIECTBIICHHUS H300pETEHHS, IPOMUTIOCTPHPOBAHHOM Ha (UT. 5, yCTPOHUCTBO
"mukpourna" 130 uMmeer BeITykioe ocHoBaHHUe 132 1 mosryio Mukpouriy 134, uMmeronryio kaHai 140, gepe3 ko-
TOPBII JKUIAKNH JIEKapCTBEHHBIH COCTaB (Ha ITOKa3aH) MOXKET OBITh JJOCTABJIEH B IJIa3, WIIM Yepe3 KOTOPbIH Ono-
JIOTHYECKas )KUAKOCTh MOXKET yAausaThcs u3 Tiiasa. [lonas mukpouryia 134 BKIIOYAeT NMPOKCHUMAIBHYIO 4acTh
136 u koHUEeBY1O yacTh 138.

MuKpoUriIa MOKeT IMPOCTUPATHCS OT €€ OCHOBAHUS IO/ JIIOOBIM YIJIOM, TOAXOASIINM ISl BBEICHUS ATOH
UIIIBL B TJ1a3. B KOHKpeTHOM BapHaHTE OCYIIECTBIICHHUS M300pETEHUS] MUKPOHIJIA TPOCTUPACTCS OT OCHOBAHUSA
MO YIII0M NpHOIM3UTENBEHO 90°, 4TO MMO3BOJISICT OCYIIECTBIATH OUTH MEPICHIUKYIIPHOE BBEJCHUE MUKPOHT -
JBI B TIOBEPXHOCTH TJ1a3a. B IpyromM KOHKPETHOM BapHaHTE OCYIIECTBICHHS W300pPETEHUS MUKPOUTIIA IIPOCTH-
paeTcsl OT OCHOBAaHWS TOJ YTIOM MpUOIU3HTeabHO oT 60 mo 110°, wim npubmusurensHo ot 70 mo 100°, wim
npuba3uTebHO oT 80 10 90°, Mm MpUOIU3UTENBHO OT 85 10 95°.

VYcerpoiicTBo "MHKpouTsia" MOXKET UMETh TMPUCIIOCOOICHHE IS PETYIHPYEMOTO BBEICHHUS MHUKPOUTIBI B
TJIa3Hyl0 TKaHb W, HE0Os3aTeNbHO, UIS €€ M3BJICUSHUS W3 dTOW TKaHW. Kpome Toro, ycTpoicTBO "MHKpouria"
MOJKET UMETh IPHUCIIOCOOJICHNE TSI KOPPEKTUPOBKH YIJIA, TIOA KOTOPBIM MO MEHBIIEH Mepe OIHY MUKPOUTITY
BBOJIAT B MIa3HYIO TKaHb (HAIIpUMeEp, 0 MEHBIICH Mepe 0JTHY MUKPOHTITY BBOJST B TOBEPXHOCTH T1a3HON TKaHU
MO YIIJIOM PHOIN3UTENBEHO 90°).

I'myOuHa BBeICHHSI MUKPOWIIIBI B TJIa3HYIO TKAHb MOXET PETryIHUpPOBATHCS ITUHONW MHUKPOUIIIBI, a TAKXKeE
JPYTEMU T€OMETPUYCCKIMU TapaMeTpaMHi MUKPOUTIIEL. Tak, HampuMep, (hIaHel Wid IPYTHe Pe3KHe N3MCHCHHUS
NIMPUHBI MUKPOUIIIBI MOTYT OBITh UCIIOB30BaHBI IS OTPAaHIMYCHHSI TITYOHHBI BBEJICHUS MUKPOUTIIHL. BBeneHue
MHUKPOUTIBI MOXKET TaKKe PerylIHpOBaThCS C MOMOIIBI0 CHCTEMBl MEXaHHYECKOTO MHUKPONO3HIMOHHUPOBAHMSA,
BKITIOYAIOIICH MPUBOABI WK APYTHEe MEXaHMYECKUE IEMEHTHI, KOTOPhIe 00ECIIEYNBAIOT MPOJABMKECHNE MHUKPO-
UTJIBI B TJIA3HYIO TKaHb HAa PETYIHPYEMOE PacCTOSHHE, B HA000POT, U3BJICUCHNE MUKPOUTIIBI Ha PErYIHpyeMoe
paccrostHue. I'myOMHA BBEICHHS MOXKET TaKXK€ PErylIHpOBaThCS CKOPOCTHIO BBEACHHS MUKPOUTIH B TIAa3HYIO
TKaHb. PaccTosiHMe BBIBEIEHUS MUKPOWTIIBI Ha3aJ MOXKET PETyIHPOBATHCS IOCPEACTBOM PEllaKCaIluH HJIaCTHY-
HOW TJIa3HOW TKaHW, B KOTOPYIO ObLIa BBEIIEHA MHUKPOWIJIA, MIIM MOCPEACTBOM BKIIFOUCHHS B MUKPOUWTIY 3Ja-
CTHYHOTO 1JIEMEHTA, TO3BOJISIOIIETO BHITATUBATh MUKPOUTITY Ha3a/l Ha ONpPEAEIeHHOE PACCTOSIHUE MOCIIE CHATHSA
YCHIINS, IPUIIATaeMoTO ISl BBECHUSL.

VYTron BBEIEHHS MOXET PETyIMPOBATHCS MyTEM MO3MLIMOHHPOBAHHMS MUKPOMIJIBI 1IOJ NMEPBBIM YIJIOM IIO
OTHOIICHHIO K OCHOBAHWIO MUKPOUTJIBI M TIO3MLIMOHUPOBAHMS OCHOBAHHUS 1101 BTOPHIM YIJIOM 10 OTHOIIECHHUIO K
MOBEPXHOCTH TJla3a. B olHOM M3 BapMaHTOB OCYIIECTBIICHUS W300PETEHUs MEPBBIH Yrojl MOXKET COCTaBIISTH
npubn3nTenbHo 90°, a BTOPOH yrosl MOXKeT cocTaBisiTh NpuOm3uTensHo 0°. YToN BBEAEGHHS MOXKET TaKKe
PEeTyIUpPOBATHCS MyTEM H3BJICYCHUS MUKPOHTIIBI M3 KOPITyca YCTPOWCTBA Yepe3 KaHal, B KOTOPOM OH HaXOJTUTCS
TIOJT OIIPECTICHHBIM YTIIOM.

CriermnanucT B JaHHOK 00JaCTH MOXET aJalTHPOBAaTh M3BECTHBIC MEXAaHWIECKIE CUCTEMBI ITyTeM MX KOM-
OMHUPOBAHMA C yCTPOHCTBaMH, OTIMCAHHBIMHU BHIIIE W B HIKCIIPUBEICHHBIX IIPUMEpax, IS MOMYUCHHS TTOIXO0-
IAIIAX KOHCTPYKIHH, MO3BOJISIONINX YIPABIATh PETYINPYEMBIM BBEJCHHEM MHKPOWIIIEI, T/Ie YKa3aHHBIC KOH-
CTPYKLIMH MOTYT YIIPaBJIATHCS BPYUHYIO, JJIEKTPOMEXaHUIECKU HIIHM KOMOMHUPOBAHHBIM CIIOCOOOM.

[TpoxoxeHne J1eKapCTBEHHOTO COCTaBa MM OMOJIOTHUECKOM KUAKOCTH Yepe3 MOy MUKPOUTIY MOXKET
KOHTPOJIMPOBATHCS MIIH PETYJINPOBATHCS C MCIIOJIB30BAaHUEM, HAlPHMeEp, OAHOTO WM 0oJiee yCTPOWCTB, TAKUX
Kak KJIaIaHbl, HACOCHI, JaTYUKHU, IPUBOJBI U MHKpONponeccopsl. Tak, HapuMep, B OJTHOM W3 BapHaHTOB OCY-
IIECTBIICHUS] N300pETeHUsT YCTPOHCTBO "MUKpOHTIIA" MOXKET BKIJIIOYATh MUKPOHACOC, MUKPOKJIAIaH ¥ MaHUILY-
JSITOP, TJIe MUKPOIIPOILIECCOP 3alpOrpaMMHUPOBaH TaK, YTOOBI HACOC WM KJIANIAH PETYJIMPOBAIN CKOPOCTH MPO-
XOXIEHUS JICKAPCTBECHHOTO COCTaBa Yepe3 MUKPOWTITY B TJIa3HYIO TKaHb. [I0TOK JIeKapcTBEHHOTO CpPE/ICTBA Ye-
PE€3 MUKPOUTITY MOXKET PEryIUPOBATLCS MOCPEACTBOM MU PY3UH, KaMHUIPHOTO d(h(HeKTa, MeEXaHUIeCKOro Ha-
coca, AIIEKTPOOCMOca, AEKTpodope3a, KOHBEKIIUH MM APYTUMH IBIKYIINMH CHJIAaMH. Y CTPOMCTBAa W KOHCT-
PYKIHH MHUKPOHIJIBI MOTYT OBITh CHA0)KEHBI M3BECTHBIMHM HACOCaMH M IPYTMMHU HPHUCHIOCOOIEHUSIMHE, HE00X0-
JUMBIME 1T (PYHKIIMOHUPOBAHHUS TAKMX NMPUBOIHBIX YCTPOMCTB. B 0HOM M3 BapHAHTOB OCYIIECTBIICHUS H30-
OpereHust yCTPOMCTBO "MUKpoOHUTIIA" MOXKET TaKXKe BKIIOYATh ammapaT i HOHTo(dope3a, aHAJIOTHIHBIN anmapa-
Ty, onucanHoMmy Beck B marente CILA 6319240, st ynydiieHus JOCTaBKH JICKAPCTBEHHOTO COCTaBa B IJIa3-
HYIO TKaHb. B 1pyroM BapmanTe ocymecTBIEHUs M300peTeHUs] YCTpoiicTBa "MUKpOUTIa" MOTYT TaK)Ke BKIIIO-
YaTh pacXoAOMEp WIH APYroe CPEACTBO Al MOHUTOPUHTA ITOTOKA Yepe3 MUKPOMTJIIBI M JUIsl KOOpAWHALINH pabo-
TBHI HACOCOB U KJIAIIaHOB.

[ToTok nekapcTBEHHOTO COCTaBa WM OMOJIOTUYECKON KUAKOCTH MOXKET PEryJIHpOBaThCS C MCIOIb30BaHHU-
€M pa3JIMYHBIX KJIAlaHOB MJIH 3allOPHBIX 3JIEMEHTOB, U3BECTHBIX crienuanucTaM. KilamanoM MoxeT OBbITh JIT000MH
KJIalaH, KOTOPBI MOXKET M30MpaTeinbHO W MePUOIUYECKH OTKPBIBATHCA W 3aKPHIBATHCA, JINOO OH MOXKET Tpea-
CTaBJITh COOON OJTHOPA30BHIN KITallaH, TAKOW Kak pa3iaraeMbiid Oapbep. Jpyrue kiamaHbsl WU 3alIOpHBIC dJIe-
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MEHTHI, HCIOIb3yeMbIE B YCTPOMCTBAX "MHUKpOUTNA", MOTYT 3alycKaTbcs MOA ACHCTBHEM TEIUIOBOW SHEPIUH,
SIEKTPOMEXaHUUECKU, MEXaHUUYECKH WM MOA JIeHCTBHEM MarHuTa Ui CEJIEKTUBHOW MHHUIMAIUM, MOLYJISINH
WIIM OCTAaHOBKHM IMTOTOKA BEIIECTBA YepPe3 MUKPOUTIIBLL. B OHOM M3 BapHaHTOB OCYILECTBICHHUS H300pETEHHUS HO-
TOK PETYJIUPYETCS OTPaHUINBAIONIEH CKOPOCTh MEMOPaHOH, IEHCTBYIOIIEH KaK KITaraH.

B npyrom BapmaHTe OCYIIECTBICHHS M300PETCHUS yCTPOWCTBO BKIIIOYACT CHCTEMY M3 IOBYX HIH Oosee
Mukpowuri. Tak, HarpuMep, TaHHOE YCTPOMCTBO MOXKET BKIItoUaTh cucteMy u3 2-1000 (mampumep, 2-100) Muk-
pouri. B oHOM W3 BapHaHTOB OCYIIECTBICHUS H300PETEHUS TaKOe YCTPOUCTBO BKiodaeT oT 1 mo 10 Mukpo-
uri1. CucreMa MHKPOMTIT MOXKET BKIIFOUATh CMECh PA3IMYHBIX MUKPOUTIL. Tak, HampuMmep, Takasi CHCTEMa MOXKET
BKJIFOYaTh MUKPOMUTJIBI, IMEIOIIME PAa3IMYHbIC [UIMHBI, THaMeTPhl 4acTeil OCHOBaHUs, (OpMBI KOHIIEBBIX YacTeH,
paccTOsIHUA MEXIy MUKPOUTIaMH, TIOKPBITHS JIEKApCTBEHHBIMU CPEACTBaMU U T.II. B Tex BapuaHTax, B KOTOPBIX
YCTPOMCTBO "MHMKpOUIIIA" BKIIOYAET CHCTEMY U3 JABYX MJIM 00Jiee MUKPOUIII, YT, IOl KOTOPEIM OJHA MHKPO-
UTJa MPOCTHPAETCA OT OCHOBAHMSI, MOKET HE 3aBUCETh OT YIfa, 0] KOTOPHIM HaXOAUTCS BTOpas MUKPOUTTIA 110
OTHOIICHHIO K OCHOBAHMIO B IAHHOU CHCTEME.

OnwcaHHBIE 37IECh CIIOCOOBI JOCTAaBKH JIeKapcTBeHHOTo cpenctBa B CXII mo3BONSIIOT HOCTaBISATD JEKapCT-
BEHHBII COCTaB B €lle OONBIIYIO IUIONIaAb TKAHU U B 00Jiee TPYAHOIOCTYNHYIO TKaHb-MHUILICHD 3a OHO BBEJE-
HUE 10 CPABHEHUIO C YK€ U3BECTHBIMH HTJIaMH. He orpaHMYnBasCh KaKOH-TNOO KOHKPETHOH TEOpHEH, aBTOPHI
JIUIIb OTMEYAOT, YTO JIEKAPCTBEHHBIN COCTaB, Tocie ero noctyruieHns B CXI1, BEIXOAWUT 1O KPyroBOM TPaeKTo-
pHHM U3 yJIacTKa BBEJCHUS M MOCTYIAET B PETHHOXOPHOUIANBHYIO TKaHb, B )KEJITOE TISATHO U B 3PUTEIBHBIN HEPB
B 33/lHEM CETMEHTE TJ1a3a, a TAKKE B 00JIaCTh, HAXOSIIYIOCS MIEPE/l COCYANCTOM 000TOUKOH IIa3a U PECHUUHBIM
tenoM. Kpome Toro, 4acTb BBEICHHOTO JICKAPCTBEHHOT'O COCTaBa MOXKeT coxpaHsrecsi B CXII B Buae amemno-
cocTaBa MJIH YAEp>KUBaThCs B TKaHU, NMOoKpbIBatomeit CXII, Hanpumep B ckjepe U B TKaHU BO3JIE Y4acTKa BBEJE-
HUSI MUKPOMIJIBL, CITy>KaIleTO B KaueCTBE JOMOJHUTEIBHOTO AETO JUI JICKapCTBEHHOTO COCTaBa, KOTOPBIL 3aTeM
moxet nuddynauposats B CXII 1 B ipyrue npuiexariye TKaHH 33HETO CETMEHTa Iiiasa.

OnwcaHHBIE 37IeCh YCTPOHCTBa "MUKpOUTIIA" ¥ HEXUPYPIHUECKHE CIIOCOOBI BBEJCHHUS MOTYT OBITH TIpHUMe-
HEHBI AJIs JOCTAaBKH JIEKAPCTBEHHBIX COCTABOB B I'JIa3 YENIOBEKA, & B YACTHOCTH, JUISl JICUEHUS], IUATHOCTUKU WU
HpeRyNpexICHNUS PacCCTPONCTBA 3aJHETO CETMEHTA TJla3a MM XOPHOMJAIBLHOTO paccTpoiicTBa. B oxHoM u3 Ba-
PHAHTOB OCYIIECTBICHHUS M300pETEHHs JICKAPCTBEHHBIH COCTaB CONEPKUT IPPEKTUBHOE KOJIMUECTBO MPOTHUBO-
BOCHAJIUTENFHOTO JIEKAPCTBEHHOTO CPENCTBA, MMMYHOCYIIPECCOPHOTO areHra, moxyisropa VEGF (mampumep,
antaronucra VEGF), uaruburtopa anruoreresa (Hanpumep, antaronucta PDGF) wim uarunéuropa cocyaucroi
MPOHUIIAEMOCTU. B IpyroM BapmaHTe OCYIIECTBICHUS N300PETEHHUs yKa3aHHBIM Npemapar COAep>KUT IPOTUBO-
BOCHAJIUTENFHOE CPEICTBO, BEIOPAHHOE M3 CTEPOMIHOTO COCAWHEHUS M HECTCPOUAHOTO MPOTHBOBOCHAIUTEINb-
Horo JnekapctBeHHoro cpencrsa (HCIIBC). B npyroM BapmaHTe OCyLIeCTBICHHST H300pETEHHsI YKa3aHHBIM Jie-
KapCTBEHHBIM COCTABOM SIBJII€TCS MpenapaT TPHAMIUHOJIOH, HallpUMep alleTOHU TPUAaMIHOJIOHA.

B onHOM M3 cBOMX acmeKTOB HAcTOsIee N300pPETEHNE OTHOCHUTCS K JICYEHHIO XOPHOUJAILHOTO pacCTpoi-
CTBa y 4YeJOBEKa, HYXKAAIOIIErocs B 3TOM. B OHOM M3 BapMaHTOB OCYHIECTBIICHHS M300pETEHUS yKa3aHHBIH
CIOCO0 BKIIIOYAET HEXUPYPTUUECKYIO TOCTABKY JIEKAPCTBEHHOT'O COCTaBa, cojepixariero adgdexkruBHoe Konmmye-
CTBO JIEKAPCTBEHHOTO CPEACTBA I JEUEHHUS XOPHOUAAIBHOTO PACCTPOMCTBA, B CYMPaXOPHOUAANBHOE IIPO-
CTPAHCTBO OJHOTO MM OOOWX IJ1a3 MalMeHTa, HyKJarouerocs B gedeHnn. ClieyeT OTMETHTh, YTO MAIHCHT C
3a00JIeBaHUEM OJTHOTO IJIa3a MOKET OBITh MOJBEPTHYT JICUCHUIO TOJIBKO OJJHOTO 3TOTO TiIa3a.

B ozmHOM 13 acnekToB M300pETEHUs! OMMCAHHBIE 31ECh CIIOCOOBI M MHUKPOUIJIBI MPUMEHSIOTCS AJISI HEXH-
PYPrHYECKOTO BBEICHHS JIEKaPCTBEHHOTO COCTaBa, MPEIHA3HAYEHHOTO IUIS JICUCHHS XOPHOHUIAIBHOTO pac-
CTPOMCTBA MIIM PACCTPONCTBA 33JAHETO CETMEHTA IJ1a3a, I'/ie OOJIBIINHCTBO JIEKAPCTBEHHBIX COCTABOB COXPaHSIET-
cs B CXII B ogHOM mim 00OMX Tia3ax MalMeHTa, HY>KAAIOIIErocs B JICYEHHH XOPUOWAAIBLHOTO PaccTpoiicTBa
WK PacCTpoiicTBa 3aJHETO CErMEHTA Ia3a, B TEUEHHE ONPEAEIEHHOro MepHoJa BPEMEHU IOCHE NMPOBEACHUS
HEXHpYypruyeckoro jeyeHns. He orpaHn4mBasich Kakoi-1100 KOHKPETHOM TeopHel, aBTOpHI JIMIIb OTMEYAroT,
YTO y/ep>KMBaHHE JieKapcTBeHHOro cocrtaBa B CXII BHOCHT cBOW BKJan B yJy4lIeHHE MPOQUIIS IPOIOHTHPO-
BAaHHOTO BBICBOOO’KIEHHSI JIEKAPCTBEHHBIX COCTABOB, OITMCAHHBIX B HACTOSIIICH 3asBKe.

YenoBekoM, IOBEPraeMbIM JICUEHUIO OMUCAHHBIMU 3/I€Ch CII0CO0aMM, MOXKET OBITh B3POCIBIN YEIOBEK
win pebeHoK. PaccTpoiicTBa 3a7HEro cerMeHTa IJia3a M XOPHOHUIAIBHBIE PACCTPOIMCTBA IIMPOKOTO PAa MOTYT
OBbITh IOABEPTHYTHI JICUCHHUIO C IPUMEHEHHEM OIMCaHHBIX 3/I€Ch CIIOCOOO0B, YCTPOWCTB U JIEKApPCTBEHHBIX COCTa-
BOB.

[TpumepaMu paccTpONCTB 3aHETO CETMEHTA IJa3a, KOTOPBIE MOTYT OBITH MOJBEPTHYTHI JICUCHHIO C MPHU-
MEHEHHEM OIHCAHHBIX 3/IECh CIIOCOOOB, YCTPONUCTB M JICKAPCTBEHHBIX COCTABOB, SIBIISIFOTCS, HO HE OTpaHUYHBa-
JOTCSI IMH, YBEUT, INIAYKOMa, OTEK JKEJITOTO IATHA, AMA0ETHUECKUI OTEK JKENTOT0 MATHA, PETHHONATHS, BO3pac-
THasl JeTeHepanys xenToro narHa (Harnpumep, mokpast BJUKII umm cyxas BJXKII), cknepur, nereHepauus 3pu-
TEJILHOTO HEepBa, peruoHabHas aTpodusi, XOpHONIAIEHOE 3a00JIEBaHNE, CAPKOUI03 TJ1a3, HEHPHUT 3PUTEIILHOTO
HepBa, XOpUOWAaIbHasi HEOBAaCKYJ IAPH3allUs, paK Iia3, reHeTndeckoe(ue) 3aboneBanue(s), ayTOMMMYHHBIE 3a-
OoJieBaHNs, MOpaKaroOye 3aJHUI CErMEHT IJla3a, PETHHUT (HalpuMep, PeTHHHT, BHI3BAHHBIH LIUTOMETaJIOBHPY-
COM) H sI3Ba POTOBHIBL. PaccTpoiicTBa 3aJHEr0 CETMEHTA IJ1a3a, KOTOPHIE MOTYT OBITH MOJBEPTHYTHI JEUEHHIO C
NPUMEHEHHUEM OIMCAHHBIX 37IECh CHOCOOOB, YCTPONCTB M JICKAPCTBEHHBIX COCTABOB, MOTYT OBITH OCTPBHIMH HJIH
XpoHUYEeCKUMH. Tak, HarpuMep, ri1a3HOH O0JIe3HBI0 MOXET OBITh OCTPHIH MM XPOHUYECKHI YBEUT. YBEUT MO-
JKET OBITh BBI3BaH BUPYCHOW, TPHOKOBOW MM Mapa3suTapHON MH(EKIHeH; MPUCYTCTBUEM HEMH(PEKIIMOHHBIX Ty-
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JKEPOJIHBIX BEIECTB B TJa3y; ayTOMMMYHHBIMHU 3a00JICBaHUSMH I XUPYPTUYCCKUM BMEIIATCIHCTBOM HIIH
TpaBMaMu. PaccTpoiicTBaMu, BBI3BIBAEMBIMU MATOTCHHBIMH MUKPOOPTaHU3MAaMH, KOTOPBIE MOTYT IPOBOITUPO-
BaTh Pa3BUTHE YBEHWTA WIM BOCHAJICHHUH IJ1a3 APYTHX THUIOB, SBISIOTCS, HO HE OTPAaHUYMBAIOTCS WMH, TOKCO-
TUIa3MO03; TOKCOKapro3; THCTOINIa3MO3; WH(EKITH, BRI3bIBaEMasi BUPYCOM IPOCTOTO TepIieca WM OMOSCHIBAO-
T JINIIas; TyOepKyse3; cuduinc, capkonaos; cuaapoM dDorra-Kosaaru-Xapazpl; 6one3ns bexdera; nanorma-
THYECKUH BACKYJIUT CETYATKH; OCTpas MyJIbTH(OKaIbHAS TUIAKOUIHAS MMTMEeHTHas snuTennonaTs (APMPPE),
MIPEIOJIOKUTEIBHBIA CHHAPOM Ti1a3Horo ructoruiazmosa (POHS), "63amoT"-xopruopeTHHONATHSI, PacCEesTHHBIN
CKJIEpO3; CHUMIIaTHIecKas O()TaJbMUS, TOYEUHAs BHYTPEHHSS XOPHUOPETHHOIATHS, 3a00JICBAHWE PECHUIHOTO
KPYXKKa WA UPUAOIHMKIUT. OCTPHIA YBEUT BO3HUKACT BHE3AITHO U MOXKET MPOJI0JDKATECS B TCUCHHUE UTUTECIHLHO-
ro Mepuoja BPEMECHU MPHUOIM3UTENBHO IO MISCTH HEAETb. XPOHHUYCCKHIA YBEHUT MPEACTABISACT co00# (hopmy
YBEHTa, IPU KOTOPOM MPH3HAKH W/VTU CUMIITOMEI 3200JICBaHUS HAUUHAIOT TPOSIBIIATHCS MOCTETIICHHO, W HX Ma-
HU(ECTAINH JUIATCS MPUOIU3UTEIBHO 00JIee YeM IIeCTh HEeIb.

[pu3Haku yBenTa BKIIOYAIOT IHIMAPHYIO HH(EKIUIO, IPIINB BOASHUCTON BIIATU; aKKYMYIISIIUIO KIECTOK
npyu OPTaTbMHYCCKOM aHANIM3e, TAKMX KaK KJIETKH BOJISHUCTOH BJIATH, PETPOJICHTANBHBIC KICTKH M KJICTKU
CTEKJIOBHIHOTO TeJla, KEPATHHOBBIC MPEIUIHUTATHl U MECTHYIO aHeMHi0. CHMIOTOMBI yBEeHTa BKIIOYAIOT 00
(Takme KaK OMJIMAPHBIA CTa3M), MOKPACHEHHE, CBETOOOS3HB, ITOBBIIICHHYIO CIIE3IMBOCTD M YXY/IICHNE 3PCHHUS.
3amHuii YBEUT TOpaXkaeT 3aIHIOI0 MIIM XOPHOHWIANBHYIO JacTh I1a3a. BocnaieHne XopHonaaapHOM 9acT ria3a
TaKXKE YacTO HA3BIBAIOT XOPHOUIUTOM. 3aIHIHA YBEUT MOXKET TaK)KE aCCOIMUPOBATHCS C BOCIIAJICHUEM CETIaTKH
(peTHHUT) WM KPOBEHOCHBIX COCYIOB 3aJHETO CETMEHTA Tia3a (BacKyJauT). B oTHOM W3 BapHMaHTOB OCYIIECTB-
JIeHHs1 N300PETEHHsI OMHMCAaHHBIE 3/1€Ch CIIOCOOBI BKIIIOYAIOT HEXHPYPTrUIEeCKOE BBEJCHHUE MAMEHTY C YBEHTOM,
HYXJAIOUIEMYCsl B JICYCHUH, d(PPEKTHBHOTO KOJIMYECCTBA JICKAPCTBCHHOTO CPEICTBA, MOKA3aHHOTO VIS JICYCHUS
yBeuta, B CXII rma3a manueHta. B apyrom BapuaHTe OCYyIIECTBICHHS W300pETEHUs Y MallMeHTa HaOIrOMaeTes
CHIDKCHHE TSDKECTH YKa3aHHBIX CHMIITOMOB ITOCIIC BBEICHHS JCKAPCTBCHHOTO CPEICTBA JJIS JICUCHUS YBCHUTA B
CXII.

B omHOM W3 BapuWaHTOB OCYIIECTBICHHS HW300pETCHUS JICKAPCTBEHHEIN cocTaB, mocraBiseMbrid B CXII,
CIOCOOCTBYET CHI)KCHHIO CTEIICHH BOCHAJICHHUSA, CTHMYJHPYET HEeHpo3amuTy, HHIHOMpYEeT KOMIUIEMEHT,
YMEHBIIIACT CTENeHh O00pa30BaHUS JIPY3, YMEHBIIAET CTENEHh O0O0pa30BaHMs PyOLIOB W/WIIM CHUYKAET CTENEHb
HEOBaCKYJISPU3ALNH XOPHOKAMMIIISPOB WM XOPHOUIATEHON 000JI09KH.

OmnmcaHHBIE 3/1eCh HEXUPYPTHUECKHIE CIIOCOOBI SBIIOTCS OCOOCHHO IMOIXOISIIUMHE JUIS JIOKATFHON JoC-
TaBKH{ JIGKAPCTBEHHBIX CPEICTB B 3aTHIOI0 OOJIACTH IJia3a, HAIPUMEP B PETHHOXOPHOMIAIBHYIO TKAaHB, JKEITOEC
MISTHO M 3pUTENBHBIA HEPB 3a{HETO CEIMEHTA TJa3a. B 0JHOM U3 BapHaHTOB OCYIECTBIICHH H300pETCHHUS OIIH-
CaHHBIC 3]ICCh HEXUPYPTUICCKHUE CIIOCOOBI U YCTPOUCTBA MOTYT OBITh MMPUMEHECHHBI B TeHOTepanuu. Tak, Hampu-
Mep, B OJTHOM W3 BapHUAHTOB OCYILICCTBIICHHUS WU300pETCHHS YKa3aHHBIA CIIOCOO BKJIFOYACT BBEACHHUC JIEKAPCT-
BEHHOTO CPEJCTBAa B CYNMpaxopHOuIalbHOE NPOCTpaHCTBO sl cenektuBHOM aoctaBku JHK, PHK wnu onuro-
HYKIJICOTHJIOB B IIa3HBIC TKAHU-MUIIICHU.

Crioco0b1, paccMaTprBaeMBbIe B HACTOSIIEH 3asBKE, TAKXKE MOTYT OBITh IPUMCHEHBI JIJIS JICUCHUST XOPHOU-
JATHOTO PACCTPOMCTBA Y MAIMEHTA, HYXIAIOIIErOCs B TAKOM JICYCHUN. B OTHOM U3 BapHaHTOB OCYIICCTBIIC-
HUS M300peTeHNs MalMeHT, HYKIAOUIMICA B JCUCHHN XOPHOUJAIFHOTO PACCTPOICTBA, paHee OBLI HEBOCIIPH-
MMYUB K JICUCHUIO XOPHOUAATIHHOTO PACCTPONCTBA YK€ N3BECTHBIM CIIOCOOOM, HE TPeyCMaTPHUBAIOIINM BBEIC-
Hue nekapcTBeHHOoro cpeacta B CXII. IIpuMepamu XoprouIaabHBIX PACCTPONCTB, KOTOPhIE MOTYT OBITH ITOJI-
BEPTHYTHI JICUCHHUIO C IPUMEHEHHEM OMHCAaHHBIX 3/IeCh CIIOCOOOB, YCTPOMCTB M JIEKAPCTBEHHBIX COCTABOB, SB-
JISFOTCS, HO HE OTPAaHWYMBAIOTCSA MMM, HEOBACKYJISIPU3ALNSI XOPHOUIATHHONH 000IOUKH, TOJIUIIONIHAS XOPHOH-
JaNTbHAs BACKYJIONATHUS, IICHTPATIbHAS CEPO3HAst XOPHOPETUHONATHS, MYIbTU(OKAIBLHAS XOPUOPSTUHOMATHS UITH
XOpHOUIATbHAs TUCTpodus (HampuMep, ICHTpaIbHAs KPYroBas XOPUOUAATbHAS AUCTPOQU, TOI3ydas XOPHO-
UiadbHAS AUCTPOQUS WK OOIIas ICHTPabHAsS XOpruonaanbHas atpodus). XopHOHIAIEHBIE PaCCTPOUCTBA 00-
Jiee TOJPOOHO OTHMCAHBI HIKE.

B omHOM M3 BapHaHTOB OCYIIECTBICHHS W300pPETCHUS JICKAPCTBEHHBIM CPEICTBOM IS JICYCHUS] XOPHUOU-
JATHOTO PACCTPOMCTBA SBISCTCS MHTHOUTOP aHTHOTEHE3a, MHTUOUTOP COCYIUCTON MPOHUIACMOCTH WIIH TIPO-
TUBOBOCHIAJIUTEIIHFHOE JIEKAPCTBEHHOE CPEICTBO. B OTHOM M3 BapHAHTOB OCYIIECTBICHHS H300PETCHNUS HHTHOH-
TOPOM aHTHOTEHE3a SBIISETCS MOIYJSATOP BAaCKYJSIPHOTO SHAOTEIHANsHOTO ¢aktopa pocta (VEGF) mmu momy-
nsTop TpoMmbotuTapHoro dakropa pocta (PDGF). B onHoM B3 BapHaHTOB OCYIIECTBICHUS H300pETeHMS CII0c00
JIeUYSHHSI XOPUOUIAIFHOTO PAcCTPOMCTBA BKIIIOYACT BBEACHHUE JieKapcTBeHHOro coctaBa B CXII oxmHoro riasza
W 000MX TJIa3 MalWeHTY, Hy)KJAOMEMYCsl B TAKOM JICUCHHH, C TIOMOIIBI0 MUKPOUTIEL. B mpyrom Bapmante
OCYILIECTBIICHHS H300PETeHNUS TaKasi MUKPOHWTJIA TIPEACTAaBISIET COO0H MO0 MUKPOHTITY, IMEIONIYI0 KOHIIEBYIO
4acTh C OTBEPCTHEM, Yepe3 KOTOPYIO JiekapcTBeHHOe cpencTBo BiauBaercs B CXI1 oqHOro rias3a win o00uX riias.

B ogHOM 13 BapWaHTOB OCYIIECTBICHHS M300pPETCHUS CIOCOO JICUCHUS PacCTPOICTBA 33aHETO CErMEHTa
IJ1a3a WM XOPHOUJAIEHOTO PACCTPOUCTBA Y YEJIOBEKa, HYKIAIOMIETOCS B TAKOM JICUCHHH, BKIIIOYACT HEXHUPYP-
THYECKOE BBEJICHHE JICKAPCTBCHHOTO COCTaBa B CYNMPaxOopUOUAaTIbHOE TPOCTPAHCTRO IJIa3a YEIOBEKa, T/IC TIOCHe
TAKOTO BBEJICHHUS, JICKAPCTBEHHBIN COCTAB BBIXOJUT M3 YYaCTKA BBCACHUS U JIOKATH3YETCS B OCHOBHOM B 3aJJHEM
CerMeHTe TJa3a. B 0JJHOM M3 BapHaHTOB OCYIICCTBICHUS H300PETCHUS pacCMAaTPUBAEMBbIC 37Ch HEXHPYPTHAYC-
CKHE CITOCOOBI JICUSHUS MO3BOJISAIOT 00eceunTh Oojiee MTUTEIhHOE YACepKUBAaHUE JIEKapCTBEHHOTO CPEICTBa B
TJ1a3y, 9eM 3T0 OOBIYHO MPOUCXOAMT IPU WHTPABUTPEAbHOM BBEACHHH, MECTHOM BBEICHHH, MAPEHTEPATEHOM
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BBEJICHUU, BBEJJICHUU BOBHYTPh KaMephl MM NEPOPATLHOM BBEACHUU JIEKAPCTBEHHOTO CPEACTBA TOM ke caMoi
Jo3e.

B oxHOM M3 BapHaHTOB OCYIIECTBICHHUS U300pPETEHHS B CIIOCOOE JOCTABKM JIEKAPCTBECHHOTO CPEACTBA B
CXII 4enoBeka, MOABEPracMOr0 HEXMPYPIHYECKOMY JICUEHHIO 3a00JE€BaHUs, /1032 JIEKAPCTBEHHOTO CPEJCTBA,
BBOJMIMOTO B CYIPaXxOpHOUJAIBHOE IIPOCTPAHCTBO, KOTOPAs ABISIETCSI JOCTATOYHOMN Ul TOCTHKCHUS Tepares-
THYECKOTO OTBETA y JAHHOTO MAalMEHTa, HWXKE, YEM J103a, JOCTATOYHAs JJIs1 BEIpaOaThIBaHUA MICHTHYHOTO MU
MOYTH HJCHTUYHOTO TEPANEeBTHIECKOTO OTBETA, IIPHU BBEACHUH 3TOTO JIEKAPCTBEHHOTO CPEICTBA MHTPABUTpE-
aJIbHO, TIAPEHTEPAIIbHO, BOBHYTPh KaMEpBhl, MECTHO HJIHM IEPOpaIbHO. B Ipyrom BapuaHTe OCYIIECTBICHUS H30-
OpeTeHHs 1032 JIEKapCTBEHHOT'O CPEJICTBA, BBOJUMOIO B CYIIPaXOpHOUIAILHOE IIPOCTPAHCTBO, 110 MEHBIIEH Me-
pe Ha 10% MeHblIe, yeM 103a, BBOAUMAs NEPOPaNbHO, MAPEHTEPANBHO WU HHTPABUTPEAIbHO, KOTOpAs SBIAET-
Csl IOCTaTOYHOM JUIsl BBIpa0AThIBAaHMS MACHTUYHOTO MIIM ITOYTH WACHTUYHOTO TEPareBTHIECKOro oTBeTa. B py-
TOM BapHaHTE OCYIIECTBIICHUS H300pETEHNS 103a, BBOAMMAS B CYIIPaXOpHONIANIBHOE TPOCTPAHCTBO, TPUOIN3HU-
tenbHO Ha 10-25% wmu npubimsntensHo Ha 10-50% MeHbIe, yeM 103a, BBOAUMAs IIEpOpaIbHO, MapEeHTEpatb-
HO, BOBHYTPb KaMepbl, MECTHO WJIM MHTPABHTPEAILHO, KOTOpas SIBISETCS OCTATOYHOM AJIsI BBIpaOAaThIBAHHSA
UICHTUYHOTO HJIM TOYTH WAECHTHYHOTO TEPANeBTHYECKOTO OTBETA. B COOTBETCTBHM C OJHUM W3 BapHaHTOB
OCYIIECTBIICHHSI N300PETEHHsI ONMMCAHHBIN 37I6Ch CIIOCOO JEYEHHUs] pacCTPOMCTBA 3aJHEr0 CETMEHTA IJla3a WM
XOPHOHIATHHOTO PACCTPOMCTBA JaeT OOJIBIIYIO TepaneBTHIECKYI0 3 ()EKTHBHOCTD, YeM IPYTHeE CIIOCOOBI BBE-
JeHusl. B ogHOM W3 BapHaHTOB OCYLIECTBICHHS W300PETCHUsS OMHCAHHBIA 3/1€Ch HEXUPYPTHUECKHH CHOCO0
BKJTIOYAET BBEJCHUE IIOJION MUKPOWIJIBI B CKIEPY TJIa3a 4elIOBEKa M BIMBAHHE JIEKAPCTBEHHOTO COCTaBa YEpe3
MOJIYI0 MUKPOHIITY B CYMpPaxOpHOUJAILHOE MIPOCTPAHCTBO I1a3a. Kak Gomnee moxpoOHO onucaHo HUKE, B OJHOM
W3 BapUAaHTOB OCYILIECTBICHHUS N300pETCHUS JICKapCTBEHHBIH COCTaB MPEACTaBIsIET cOOOH PacTBOP WM CYCIEH-
3HI0 JEKapCTBEHHOTO CPEACTBA.

B omHOM M3 BapHaHTOB OCYIIECTBICHUS M300pETEHUSI HEXMPYPIHUECKUI CIIOCO0 JIeUeHHsT paccTpoiicTBa
3aJ{HETO CETMEHTA Iia3a WIM XOPUOUIAIBHOTO PAaCCTPOMCTBA y YEIOBEKa BKIIOYAET JOCTABKY JIEKapCTBEHHOTO
cpenctBa B CXII omHOTO MiIr 00OUX TJ1a3 MAIMEHTA ¢ IIOMOIIBI0 MUKPOUIJIHI (TIOJIOH MK CILUIONIHOWN), TAC y4a-
CTOK BBEJICHUSI MUKPOHTIJIBI HAXOANUTCSA MEXLy SKBATOPOM M JIMMOOM COOTBETCTBYIOILETO TiIa3a.

B npyrom BapmaHTe OCYIIECTBICHUSI N300PETCHUS yIaCTOK BBEICHHS MUKPOHIJIBI HAXOAUTCA 3a TUMOOM
rJ1a3a MpUOIM3HTEIHHO Ha paccTosHud 2-10 MM. B oTHOM W3 BapuaHTOB OCYIIECTBICHHUS M300pETEHUS ydacT-
KOM BBEACHHSI MUKPOHIJIBI SIBISETCA PECHUYHBIH Kpyx oK. OJHAKO B IPYruxX BapHaHTaX OCYIIECTBICHUS H30-
OpeTeHnsl y9acTOK BBEJCHUSI MUKPOMIIIBI HAXOIUTCS 3a Mpe/eslaMi PECHUYHOTO KpyXKa. B omHOM M3 BapuaH-
TOB OCYIIECTBJICHHA HM300PETEHUs] YYacTOK BBEICHHS MHUKDPOWIJIBI HAXOAWUTCA NMPUOIM3UTENLHO Ha IKBATOpE
riasa.

B npyrom BapunaHTe OCyIIECTBICHUS! N300PETEHUS YIaCTOK BBEACHHS MUKPOUIIIBI HAXOIUTCS Mepe]l M-
60M rna3a npuOIM3UTENHHO HA paccTOSHUN 2-10 MM, HanpuMep MPUOIU3UTENHHO HA PACCTOSHHN 5 MM.

B npyrom BapmanTe ocylecTBIEHHS H300peTeHNs JIeKapCTBEHHbIH cocta BBOAAT B CXII B HyxHBIH y4a-
CTOK (TO €CTh YYacTOK, JJ0 KOTOPOTO JIOXOAMUT KOHIIEBAsi YaCTh MUKPOMTJIBI), ITOCJIE YETr0 3TOT COCTaB MOCTYIAeT
B CXII u3 y4acTKka BBeJICHNSI HHBEKIMN. B Ipyrom BapmaHTe OCYIIECTBICHHS H300pETEHUS y4aCTOK HHBEKIUH
(TO ecTh y4acTOK, 1O KOTOPOTO JOXOJUT KOHIEBAsA YaCTh MUKPOHIJIBI) HAXOANUTCA MEPE SKBATOPOM TI7a3a, U 110
MEHBIIIEHl Mepe YacTh JIEKAPCTBEHHOT'O COCTaBa MOCTYMAET B 00JACTh, HAXOSIIYIOCS 33 SKBATOPOM IJiasza BO
BPEMS HHBEKIMHU (TO €CTh JICKAPCTBEHHBIH COCTAaB MPOJOJKAET BBITEKATh U3 MUKPOUIJIE). B npyrom Bapuante
OCYIIECTBIICHHSI M300pETEHNUS y4acTOK MHBEKIHMU (TO €CTh y4YacTOK, J0 KOTOPOTO JOXOJUT KOHIEBAas 4acTb
MHKPOUTJIBI) HAXOJUTCS TIepe]] SKBaTOPOM IJ1a3a, ¥ 10 MEHBINEH Mepe 4acTh JIEKapCTBEHHOTO COCTaBa MOCTYTIa-
eT B 00J1acTh, HaXO/ANIYIOCS MOOIU30CTH OT JKENITOTO IMATHA BO BPEMsI MHBEKIMH (TO €CTh JIGKapCTBEHHBIH CO-
CTaB TPOJIOJDKAET BEIXOAUTH M3 MUKPOHUTJIB).

B oxHOM M3 BapmaHTOB OCyIIeCTBIEHHS M300peTeHUs TTyOnHA BBEJCHUSI MUKPOUIJIBI B TJ1a3HYIO TKaHb
MOXET TOYHO PEeryJupoBarhbcs. st peryssiuuy riryOMHBI BBEJACHUS OIHMCAHHBIX 3/1€Ch MUKPOHIJI MOTYT OBITH
NPUMEHEHBl Pa3IM4YHble METOJbl. B KOHKPETHOM BapHaHTE OCYIIECTBICHHUS M300pETEeHUs TiIyOMHAa BBEACHHS
MHKPOUTJIB OTPaHWYMBACTCS] BEIOPAaHHOW TMHOW WK 3 PEeKTUBHOM JUTMHON MUKpOUTIIbL. TepmuH "¢ dexTns-
Has JUIMHA" 03Ha4aeT 4acTh MUKPOMUTJIBI, JOCTYITHYIO IJIsl BBEACHHUS B TKaHb, TO €CTh IJIMHY MHKPOUIJIBI OT OC-
HOBAaHMS U JI0 Y4acTKa, B KOTOPBI OHa JIOJKHA OBITH BBEJCHA, €Ciu AeopMaliisd TKaHU paBHA Hyito. [loHsTHE
"3 dexTuBHAS ATUHA" MUKPOWTIIB HE OXBATHIBAET JIFOOYIO IPOKCUMAIBHYIO YaCTh MAEKPOUTIIBI, KOTOpAst BXOJIUT
B OCHOBAaHHE WJIM NPOXOJUT YEPE3 OCHOBAHHE, a MOATOMY HE MOXKET OBITh BBEIEHA B TKaHb, U TaKas [UIMHA
BKJIIOYACT JUTMHY CTEPXKHA U JUIMHY CKOCa MUKPOMTIIBI. TO €CTh MUKPOUIIa MOXKET UMETh 3(Q(PEKTHBHYIO [UIHHY,
NpUOIN3UTEIBHO PaBHYIO TpeOyeMol IiTyOuHE NMPOHUKHOBEHHSA. B OHOM M3 BapHaHTOB OCYIIECTBICHUS H30-
OpeTeHHs MUKPOHWTJIA SIBIISIETCS] JOCTAaTOYHO KOPOTKOH, TO €CTh TaKO, YTOOB! KOHIIEBast YaCTh MHUKPOMUIJIBI MOT-
7a OBITH BCTaBJICHA ITOYTH B OCHOBAHHUE CKJIEPHI (T.€. BO3JIE TPAaHMIBI CKIEPHl M XOPHOUJAIbHOW 0005104KH) 0e3
TIOJTHOTO IIPOXOXJICHUS Yepe3 cKiepy. B npyrom BapuaHTe OCYIIECTBICHUS M300peTEHHsI KOHIEBAsi 4aCTh MHUK-
POUTIIBI BBOJUTCS Yepe3 CKIIEpYy B CYNpPaxOopHOUIaIbHOE MIPOCTPAHCTBO, HE MPOHHKAs Yepe3 XOPHOUIHYI0 000-
JIOYKY.

B npyrom BapmaHTe OCyIIECTBICHHS M300pETEHHS MUKPOMIJIa CKOHCTPYHMpPOBAaHA TaK, YTOOBI e€e JUIMHA
IpeBbIIIaNIa HYKXHYIO TTyOMHY BBEICHHS, HO 3Ta MHKDOUTIA MOXKET PEryJMpOBaThCA TaK, YTOOBI OHa MOTJa
ObITH BBEJCHA TOJIBKO B YacTb TKaHU. YacTHYHOE BBEICHHUE MOJXKET PETyIHPOBATHCSA 32 CUET MEXaHMYECKHX
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CBOWCTB TKaHH, KOTOpasl M3ru0aeTcsi U BIABIUBACTCSA B MPOIECCE BBEACHUS MHUKPOWIIIBL. TakuM 00pa3oM, Mo
Mepe BBEIICHHUS MUKPOHWIIIBI B TKaHb, €€ IBHKCHUC TPUBOIUT K YACTUYHO YIPYTOH AeopMalun TKaHU, U MUK-
pOWTIIa YaCTHYHO MPOHHUKAET B TKaHb. IlyTeM peryisiun creneHu aedopManui TKaHH MOXKET OBITh CKOPPEKTH-
poBaHa riryOWHa BBEICHISI MUKPOUTIIBI B TKAHb.

B omHOM W3 BapnaHTOB OCYIIECTBICHUS N300pETEHIS MUKPOUTITY BBOIAT B TJIa3 IMAllHEHTa METOJOM Bpa-
IICHHsI/CBepIeHU W/win BuOparuu. TakuM oO0pa3oM, MUKPOHTIIAa MOKET OBITh BBEJCHA Ha HY)KHYIO TIIyOHWHY,
HaIpuMep, IMyTEM BpAIICHUS MUKPOUTIIBI ¢ HYKHOH YaCTOTOW B COOTBETCTBHH C JKEJIAEMOW ITYOMHOHN BBEIICHUS
B TKaHb. Onmcanue croco0a BpameHus MUKPOHTT MOKHO HaWTH, HAIPUMEp, B IMYOIMKAIINH 3asBKH Ha MATCHT
CIIA Ne 2005/0137525, koTopass BBOAWUTCS B HACTOSIICE OIMMCAHUE MOCPEACTBOM cchutku. Croco0 Bparie-
HUSI/CBEPIICHUS /WK BUOPAIIUM MOXET OBITH MPUMEHEH B MPOIECCE BBEICHUS U B MPOIECCE M3BICYCHUS MUK-
POWIIIBI WJTH B TOM H JIPYTOM IpoIiecce.

B omHOM W3 BapHaHTOB OCYIICCTBICHUS M300pETEHUS JICKAPCTBCHHBIA COCTAB BIHMBAIOT B CYNPaXOpPHOU-
JTATbHOE TPOCTPAHCTBO C MOMOIIBIO MTOJIOW MUKPOUTIIBI TyTEM HAIPABICHHUS JCKApCTBCHHOTO COCTaBa U3 pe3ep-
Byapa-HCTOYHHKA B TJIA3HYIO TKaHb IPHU IPATUCHTE NaBICHUS (HAlIpUMeEp, ¢ TIOMOIIBIO Hacoca, mmpuia). B apy-
TUX BapHaHTaX OCYIIECTBICHUS M300pETEHHUS JEKAPCTBEHHBIA COCTaB MOCTYIAET U3 pe3epByapa-MCTOUYHUKA B
TJIA3HYIO TKaHb MO/ JeHCTBHEM AIIEKTPUIECKOTO TOJs (HalpuMep, MOCPEICTBOM HOHTO(Ope3a) nin moj AeHcT-
BHEM JPYTO¥ BHEIIHEH dHepTrun (HanpuMep, YIbTPa3ByKOBOMH/aKyCTHUECKON SHEPTHN).

B oxgHOM M3 BapHaHTOB OCYIIECTBICHHUS H300PETEHUS KOJNIECTBO JICKAPCTBEHHOTO COCTaBa, BBOJIUMOTO B
CYIIPaxOpPHOUIATbHOE MPOCTPAHCTBO OMHCAHHBIMU 3IE€Ch HEXHUPYPTHUECKUMH CIOCOOaMH BBEICHHS JEKAPCT-
BEHHOTO CpEJCTBA, COCTaBIsIET MpuOmm3uTensHo oT 10 mo 200 Mk, HampuMep puOIH3uTensHo oT 50 mo 150
MK B npyrom BapmanTe ocymiecTBIICHHs H300peTeHust npuoim3nTensHo ot 10 1o 500 Mk, HanpuMep npuou-
3uTenbHO 0T 50 10 250 MKIT JISKapCTBEHHOTO COCTaBa BBOISAT B CYNPaXOPUOUIATBFHOE MPOCTPAHCTBO HEXHUPYP-
rugeckuM crocobom. Tak, HampuMep, B OJHOM K3 BapUAHTOB OCYIICCTBICHUS M300PETCHHUS HEXUPYPTHICCKHMA
croco0 BKITIOYAET BBEACHUE MOJIOH MUKPOUIIIEI B CKJIEPY B HY)KHBIH YYaCTOK, IJIe YKa3aHHAs MUKPOUTIIA UMEET
KOHIICBYIO YacCTh C OTBEPCTHUCM, U BIMBAHHE YKAa3aHHOTO JICKAPCTBCHHOTO COCTaBA C IMOMOIIBIO MOJOH MHKPO-
WTIBI B CyNMpaxopHougaIbHOE MpocTpaHcTBo. Kak ommcano Bhimie, mpubam3uTenbHo oT 10 mo 200 MK, win
npubmm3uTebHo oT 50 710 150 MK, win npuoau3utenasbHo oT 10 mo 500 Mk, wiu npubaMm3uTeNbHO OT 50 10
250 MKJ JIEKapCTBEHHOT'O COCTaBa MOXKET OBITh BBEJCHO C TOMOIIBIO OJTHOM MM 0oJiee OMMCAaHHBIX 37IECh TO-
JIBIX MUKPOUTIL.

B oxHOM M3 BapuaHTOB OCYIIECTBICHUS H300PETEHIS IPH BBEICHNH JICKAPCTBEHHOTO COCTaBa C TOMOIIIBIO
MOJION MHUKPOUTIIBI TTOJT IEHCTBUEM CHIIBI WIIM JTABJICHUS MPOUCXOIUT TIePEeMEICHIE JICKAPCTBEHHOTO COCTaBa B
CyNpaxopHOHIaIbHOE IIPOCTPAHCTBO U €r0 MOCTYIUICHHUE B 33JHIOI0 YacTh IJ1a3a B Ipoliecce BBEACHUS (TO €CTh
B IIpOIIECcCe BIMBAHMUS). DTO MOKET IMPOUCXOAUTH MCHEE YeM 3a | miau 2 MUH, HanpuMep NPUOIH3UTENBHO 3a 1-
100 ¢, mHampumep npudam3uTenapHo 3a 10-30 ¢. B oHOM U3 acnekToB H300pETCHHUS JICKApCTBCHHBIH COCTAaB BhI-
XOJIUT U3 YYaCTKa BBEACHUS BO BPEMs WM TOCJIE BIUBaHUSA JiekapcTBeHHOTO cpeactBa B CXII. B npyrom Bapu-
aHTe OCYIIECTBIICHUS M300pETEHHS JIEKapPCTBEHHOE CPE/ICTBO B MPOLIECCE €0 BIMBAHMS PACTEKAaeTCsl IT0 OKPYXK-
HOCTH B CYNPaXOpHUOHIATFHOM MPOCTPAHCTBE M TIOCTYIACT B 00JaCTh, HAXOIAIIYIOCS HA PACCTOSIHUU MO MCHB-
mei Mepe 2,5 MM OT yJacTKa BBEACHHS, I B 00JIaCTh, HAXOSIIYIOCS HAa PACCTOSHUU 110 MEHBIIIEH Mepe 5 MM
OT yJacTKa BBEJICHUS, HIIM B 00JIACTh, HAXOAAIIYIOCS Ha PACCTOSHHHM IO MEHBIIEH Mepe 7,5 MM OT yJacTka BBe-
JICHHS, WA B 00J1aCTh, HAXOIAIIYIOCS Ha PAaCCTOSHHUHM IO MeHbIerd Mepe 10 MM OT ydacTka BBeAeHUs. B oxHOM
W3 BapHaHTOB OCYIIECTBICHUS M300pETEHHs JICKaPCTBEHHBIN COCTaB PAaCTEKAETCs MO OKPY)KHOCTH B CYIPaxo-
PHOMIATIBHOM MPOCTPAHCTBE W M3 yYacTKa BBEJCHHS NOCTYIACT B 3aJHIOI0 YacTh (3aIHUH CETMEHT) Tia3a (To
€CTh B PETUHOXOPHUOHTATEHYIO TKaHB, JKEIITOC MSTHO U 3PUTEIBHBIA HEPB 3aJJHEI'0 CETMEHTA TJ1a3a).

KonudecTBo nekapcTBEHHOTO cpencTBa, noctaBisieMoro B CXII, MokeT OBITh TakKe YaCTUYHO CKOPPCK-
TUPOBAHO B 3aBUCHMOCTHU OT THIIA UCTIOIB3YEMOW MUKPOUTIIBI H CIIOCO0a €e MPUMEHEeHHs. B onHOM 13 BapuaH-
TOB OCYIICCTBICHUS N300PETCHIUSI U JOCTABKH JKHAIKOTO JICKAPCTBECHHOTO CPENICTBA MOJIYF0 MUKPOUIITY BBOJIST
B [IA3HYIO TKaHb M TIOCJIC BBEJICHHS IMOCTEIICHHO M3BJICKAIOT M3 TJIA3HON TKaHU, MPUYEM MOCIE BBEICHUS OIpe-
JICIICHHOM J03bI JIOCTaBKa MOXKET OBITh IPEpBaHA MyTEM MpPEKpAIlCHUs BO3ICHCTBUS MBUKYILICH CHIIBI, TaKOW
KakK JaBJeHHE (HampuMmep, MoJaBacMoe MEXaHHYECKHM YCTPOWCTBOM, TaKUM Kak IITIPHII) WIIA AJIEKTPHUYECKOE
moJie, BO M30eKaHHe yTCUYKH/HEKOHTPOIMPYEMOH JOCTaBKH JIEKAPCTBEHHOTO CpeAcTBa. [Ipu 3TOM jkenaTensHo,
YTOOBI KOJIMYECTBO JAOCTABISIEMOTO JIEKAPCTBEHHOT'O CPEACTBA PETYIHUPOBATIOCH MPHU 3aITyCKe MOTOKA >KHUAKOTO
JIEKApCTBEHHOTO COCTaBa MPH MOAXOISIIEM WH(PY3HOHHOM JaBICHUH. B 0HOM M3 BapHaHTOB OCYIIECTBICHHS
n300peTeHnsT MHPY3NOHHOE NaBIIEHUE MOXET COCTAaBJIAThH MO MeHbIner Mepe 150 klla, mo menbmrel mepe 250
k[la i o Menwieir mepe 300 klla. B qpyrom BapuaHTe OCYIECTBICHHUS W300peTeHHUs HH(Y3MOHHOE JaBlie-
HHE MOXET COCTaBIATh Mpuoam3uresnsHo ot 150 mo 300 xIla. I[Moaxoxsmiee nHPY3MOHHOE AaBICHHE MOXET Ba-
PBUPOBATHCS B 3aBUCHMOCTH OT HHIUBHTYyaIbHBIX 0COOCHHOCTEH JAHHOTO MAIMEHTA WIH OT BUAA KHBOTHOTO.

CrenyeT OTMETHTB, YTO HY)XKHOE HH(Y3MOHHOE IaBJeHUE, HEOOXOAUMOE ISl JOCTaBKU COOTBETCTBYIOIIIE-
TO KOJMYECTBA JICKAPCTBEHHOTO COCTaBa, MOXKET 3aBHCETh OT MIYOWHBI BBEICHHS MUKPOUIIIBI U COCTaBa JIeKap-
CTBEHHOTO cocTaBa. Tak, Hanpumep, Oosee BBICOKOE HH(PY3NOHHOE JIaBICHHE MOXET NOTPEeOOBATHCS B TEX CIIy-
Yasx, KOTJa JICKAPCTBEHHBIN COCTaB JOCTABIISICTCS B TJ1a3a B (hopMe HAHOYACTHIL WM MHKPOYACTHII, B KOTOPBIX
MHKATICYJIMPOBAHO aKTUBHOE BEIIECTBO, MM B (JOPME MUKPOITY3BIPEKOB. METOIBI WHKAIICYIIAINN HAHOYACTHIL
WA MUKPOYACTHII XOPOIIO M3BECTHBI CHEIHAIHCTaM. B OJHOM W3 BapHaHTOB OCYIIECTBIICHUS H300pETCHUS
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JICKAPCTBCHHBIA COCTAB COCTOUT M3 CYCIICH3HMH JICKAPCTBCHHBIX YacTHII ¢ AuaMeTpoM Dgo=10 MkM mim meHee. B
OJTHOM W3 BapHAHTOB OCYIICCTBICHUS N300pPETCHU JICKAPCTBEHHBIN COCTaB COCTOUT M3 CYCICH3MH JICKAPCTBCH-
HBIX 9acTHI] ¢ nuamMeTpoM Dgy=7 MKM nim MeHee. B npyrom BapuaHTe OCyIIECTBICHHUS N300pEeTEHHS JEKapCT-
BEHHBII COCTaB COCTOUT W3 CYCIICH3WH JICKAPCTBEHHBIX YaCTHUI] C AHaMeTpoM Dgo=3 MKM mimu MeHee. B npyrom
BapHaHTE OCYIIECTBICHUS N300PETCHNUS JEKAPCTBCHHBIM COCTaB COCTOMT M3 CYCICH3HMH JIEKAPCTBEHHBIX YaCTHIL
¢ nmuametpoM Dsg=5 MKM wiau MeHee. B ogHOM W3 BapHaHTOB OCYIIECTBICHHUS WU300pETEHUS JIEKapCTBEHHBIN
COCTaB COCTOUT U3 CYCICH3MH JEKaPCTBEHHBIX YaCTHII C JHaMeTpoM Dsg=1 MKM mim MmeHee.

B oxgHOM M3 BapMaHTOB OCYIIECTBICHUS N300PETECHHU HEXUPYPTHUECKUI CIIOcO0 BBEICHHS JIEKapCTBEHHO-
ro cpeactea B CXII BKIItOYaeT YaCTHYHOE M3BJICUCHUC MOJIOW MHUKPOMWTIIBI TIOCNIE €€ BBSACHUS B TJIa3 W JIO WIH
BO BpeMsl BIIMBaHUS JICKAPCTBCHHOTO COCTaBa B CYMPaXOPHOUIAILHOE MPOCTPAHCTBO. B KOHKpETHOM BapuaHTe
OCYILICCTBIICHUS M300PETCHUS YAaCTUYHOC HM3BJIICUYCHUE MUKPOUTJBI OCYIIECTBISIOT MEpEd CTAAMCH BIMBAHUS
JICKApCTBCHHOTO COCTaBa B TJIA3HYIO TKaHb. Ha 3TOW cTaJnu BBEJCHHUS/U3BICUCHUS MUKPOUTIIBI MOXKET 00pa3o-
BBIBATHCSl KApMaH, 4TO MO3BOJISCT JICKAPCTBEHHOMY COCTaBY OCCIPEIATCTBCHHO WIIA C HE3HAYUTCIHLHBIMHU YCH-
JUSIMHA BBIXOJMTH M3 MUKPOUIJIBI B TJa3HYIO TKaHb Yepe3 OTBEPCTUE B KOHIICBOW YaCTH MHKPOMWIIIBL. DTOT Kap-
MaH MOKET OBITH 3aII0JTHEH JIEKAPCTBEHHBIM COCTaBOM, HO OH TaKXe CITY)KHT B Ka4eCTBE KaHaja, 9epe3 KOTOPBIH
JICKApCTBEHHBIH COCTAB MOKET BBHIXOJWUTH M3 MHUKPOWIJIEI M Yepe3 KapMaH MPOXOIUTh B CYIPaXOPHOUTAIEHOE
npoctpancTBo. Ha ¢ur. 6A mokazana monast mukpouriia 130, BBeneHHas B ckiepy 20, Tae JeKapCTBEHHBINA CO-
ctaB 131 BpeMeHHO HaXOMUTCS B KaHaje Mojoi MUKpouTIbl. (ITocTymneHue sKHIKOCTH B pe3epByap ISl JeKap-
CTBEHHOTO COCTaBa He moka3aHo.) Ha ¢ur. 6B mokazana mukpowuria 130 mociae 4acTHIHOTO M3BJICUCHUS W BIIH-
BaHUI JIEKAPCTBEHHOTO cocTaBa 131 B cympaxopronaaabHOe IpocTpancTBO. CTpeskaMi MoKa3aH KPyTroBOH Io-
TOK JICKQPCTBEHHOTO COCTaBa B CYNMPaXOPHOUIATEHOM MIPOCTPAHCTBE.

B ogHOM W3 BapHaHTOB OCYIIECTBICHUS H300PETCHUS MUKPOUTIIA TIO3BOJIICT BBOIUTH JICKAPCTBESHHEIH CO-
CTaB Yepe3 CKIEPY B CYMPaxOpPHOUAATBHOE MPOCTPAHCTBO I PETYIHPYEMOro (TO €CTh MPOIOHTHPOBAHHOTO,
Ooyee UIUTENFHOTO WM MOJYJIHMPOBAHHOTO 10 BPEMEHHU) BBICBOOOXKICHUS JICKAPCTBCHHOTO CPEICTBA B OJHY
Wy OoJiee TTIa3HBIX TKAaHEH MM OKpPY’KaroUIMX WX TKaHed. Takoe "peryiaupyemoe BBICBOOOXKAEHHE" min "po-
JIOHTUPOBAaHHOE BHICBOOOXKIeHUE" MK "OoJiee JUUTENhHOE BRICBOOOXKICHNE" MITH ""MOTyTUPOBaHHOE BHICBOOO-
KaeHue" 0OBITHO ABISETCS O0JIee MPOAOIDKUTENBHBIM, 9YeM BBICBOOOXKICHNE, KOTOPOE MOXKET OBITh JOCTUTHYTO
IIyTEeM MECTHOTO WJIM MHTPAaBUTPEATHHOTO BBEICHUS JIGKAPCTBEHHOI'O COCTaBa B INIA3HYIO TKaHb. B ogHOM M3
BapHaHTOB OCYIIECTBICHUS M300PETCHHS TaKOoe perynupyemoe, Ooyiee AIUTEIHHOE, MPOJOHTHPOBAHHOE WIIH
MOJIyJTMPOBAHHOE BBHICBOOOXKIEHHE JIEKAPCTBEHHOTO COCTaBa IMPOUCXOANT MOCIE M3BIICUCHHUS IO MEHBINEH Mepe
OTHOW MHKPOWTJIBI U3 IJIa3HOHM TKAHU. JTOT CIIOCOO JOCTABKH MOXKET OBITh OCOOCHHO MPEATIOYTHTEIBHBIM IS
TJIA3HBIX TKaHEH, TJI¢ TAaKOW CIOCO0 BBEACHUS W M3BJICUCHUS MOXKET OKA3aThCs KEIATEIbHBIM, €CIIH OH OCYIIe-
CTBIISICTCSI TI0 BO3MOXKHOCTH B KOPOTKUH MPOMEKYTOK BPEMEHH, MOCKOJIBKY OH MHHUMHU3UPYET OIIYIICHHUE JTHC-
KoM(OpTa y MalMEHTa, B OTIMYHE OT METOJa YPECKOKHOTO BBEJCHUS MUKPOUTIIBI C HAJOXKCHUEM ILIACTHIPS,
MPY KOTOPOM IUIACTHIPH (C BBEJICHHBIMU MHKPOWIJIAMH) MOTYT C BBICOKOW BEPOSTHOCTHIO W3HAIUBATHCS B TeE-
YCHHE JTUTEIBHOTO MEPHUOIa BPEMEHH, CO3/IaBasi TUCKOM(OPT y MalueHTa.

B npyrom acmekte m300peTeHHs CHOCOO JICUCHHUsS PacCTpOiCTBa 3aJHETO CETMEHTA Iia3a WM XOPHOU-
JAIHOTO PACcCTPOMCTBA IIyTeM HEXUPYPTHUECKOTO BBEICHHUS JIEKAPCTBEHHOTO CPEACTBA B CYIIPAaXOPHONIAIEHOE
MPOCTPAHCTBO TJIa3a YeJIOBEeKa BKIIOUYACT MOHUTOPHHT BBEJCHHS MHUKPOWTIIBI M/WMIIN BIMBAHUSA JKUAKOTO JIEKap-
CTBEHHOTO COCTaBa [UIS TapaHTHH TOYHOHN JOCTABKH >KHUAKOTO JieKapcTBeHHOTo cocTaBa B CXII (cM., Hampumep,
¢ur. 18). Takolt MOHUTOPUHT MOXET OBITH TOCTHTHYT C MMPUMEHEHHEM METOJIOB OOpaTHOM CBS3H JJIS BU3YaJIb-
HOTO KOHTPOJIS IIPH MPOBEICHIH OTHOW M OoJiee CTaanil, U HEOTPAHWIHBAIONIMMH IIPUMEPaMU TaKUX METO-
JIOB SIBJIIFOTCSL CTaHmapTHas MUKpockomnus, MPT, peHtreHorpadus, KoHpOKaTbHAsT MUKPOCKOITUS, KOTepEHTHAS
Tomorpadus riaza (HampuMmep, ONTHYECKas KOTepEHTHAas TOMOTpadus MepeHero CerMeHTa Iiiasa, Teheiib-
Oeprckasi peTHHOTOMOTpaus, ONTUYECKass KOTEPEHTHAss TOMOTpadus Ha OCHOBE TEXHOJOTHH CIICKTPAaIBLHOTO
JIoMeHa), (hIyopecleHTHAs aHTHOTpadus, aHTHOTpadUs ¢ UCIOIH30BAHUEM UHIIOIIMAHHHOBOTO 3€JICHOTO, BBICO-
KOpaspelaronias crepeockonnieckas ¢pororpadus riazHoro AHa, ayToIyopecleHTHAsS BU3yalH3allus, BU3ya-
JU3aIMs CBEPXIIUPOKUX IMOJICH W pa3lIUYHBIC YIBTPA3BYKOBBIC METONBL. Takum 00pa3oM, YKa3aHHBIA METOH
MOJKET TaKXKe BKIIOYATh JOTIOIHUTEIBHYIO MIPOIEYPY UL TOTO, YTOOBI ONPEICITUTh, MOXKET JIN SKUAKHUIH JIeKap-
CTBEHHBI COCTaB IIPH €T0 IEPBOM BIMBAHUH HOCTYIATh B CYMPaXOPHOMIAIEHOE MPOCTPAHCTBO TJ1a3a M MOKH-
JaTh 3TOT y4yacTOK. Ecim mepBoe Takoe BBEICHHE OYAET yCIIEIIHBIM, TO MOKET OBITH BBEICH HYKHBIH 00BEM
TaKOTO JKUAKOTO JIEKAPCTBEHHOTO COCTaBa C TIOCIEAYIOMINM IIPEPHIBAHNEM BIUBAHUS ITyTEM IIPEKPAIICHUS PH-
JIOXKCHUS IBIDKYIIEH CHIIBI, TAaKOW Kak JaBJICHHWE, W M3BJICUEHHEM MHUKPOWTIH W3 ria3a. OmHako, ecnu Oyaer
OTIpeNIeNIeHO, YTO TIEPBOE BBEJCHHE KHUIKOTO JIEKAPCTBEHHOTO COCTaBa HE JAaeT jKEeJIaeMOro pe3yibTara (TO ecTs,
€CJIN JICKApPCTBEHHBIN COCTAB MOYTH HE MOCTYMACT B CYMPAaXOPHOUAAIBHOE MIPOCTPAHCTBO IIa3a U HE BBIXOIUT
U3 3TOTO y4acTKa), TO Takas MHUKPOWIJIAa MOKET BCTABJICHA CHOBA, U JaHHAs MPOIEIypa MOXKET ObITh IIOBTOPEHA
JI0 JOCTIDKCHHS KEJTaeMOTO pe3yabTara.

Hanenennoe BBeneHue aekapcTBeHHOTo coctaBa B CXII 1 B TKaHM 3aHETO CETMEHTA TJ1a3a MO3BOJISET JI0-
CTaBIIATh BBHICOKHE KOHIICHTPALIMHU JICKAPCTBCHHOTO CPEJCTBA B XOPHOUAAIBHYIO 000JIOUKY/CKIIEPY B CETYATKY,
IpUYeM JaHHOE JICKApPCTBCHHOE CPEICTBO HE OYJET MOCTYMATh B BOJSHUCTYIO KUAKOCTh IEPEIHEH KaMephl Iia-
3a, MO0 OHO OyZET MOCTymaTh Tyda B HE3HAUMTENHFHOM KoimduecTBe. Kpome Toro, paccmarpmBaeMble 37€Ch
CHOCOOBI TIO3BOJISTIOT JIOJIBINIE YACPKUBAThH JICKAPCTBEHHOE CPEJCTBO B IJIa3y MO CPABHEHHIO C APYTUMH CIOCO-

-16 -



034963

0aMH JTOCTaBKH JIEKapPCTBEHHBIX CPEACTB, HANPHMEp, C MPUMEHEHHEM paccMaTpHBaeMbIX 37IeCh CIIOcO00B, Jie-
KapCTBEHHOE CPEJICTBO YJEP)KUBAETCS B TJ1a3y B OOJIBIIEM KOJIMYECTBE 110 CPABHEHHIO C KOJIMYECTBOM JIEKAPCT-
BEHHOTO CPEICTBA, BBOAWMOTO B TOH )K€ 103¢ BOBHYTPH KaMepbl, HHTPABUTPEAIbHO, MECTHO, TTAPEHTEPATIHHO
WM TIEpOpaIbHO. B COOTBETCTBUY C OTHUM M3 BapHAaHTOB OCYIIECTBICHUS N300pETEHMU BPEeMs TOJTYKU3HH JIe-
KapCTBEHHOTO CpeACTBA BHYTpHU Iia3a (t;;), HOCTaBISIEMOTO OMHCAHHBIMH 37I€Ch CIOcOOaMH, MPEBBIIIACT t),
JICKApCTBEHHOTO CPEJCTBAa BHYTPH TIJa3a, BBOIAUMOIO B TOW K€ J103€ WHTPABUTPEAIbHO, BOBHYTPH KaMephl, Me-
CTHO, TIAPEHTEPATIHHO WM NIEpOpaIbHO. B apyrom BapmaHTe oCymiecTBICHNS N300peTeHUs BHYTPUTIIa3HAS KOH-
nerTpanus Cp,y JICKapCTBEHHOTO CPEICTBA, JOCTABISIEMOTO OMHMCAHHBIME 3[1€Ch CIIOCOOaMM, MPEBHIIIAET BHYT-
puriasHyro KoHueHTpauuro C,, JeKapCTBEHHOIO CPeACTBa, BBOJAUMOIO B TOH k€ 03¢ MHTPABUTPEATIbHO, BO-
BHYTPb KaMepbl, MECTHO, IIAPEHTEPAIIbHO WIN TepopaibHO. B npyrom BapmaHTe OCYIIECTBICHUS M300pETECHUS
cpeansist wiomans mox kpuoi (AUC ), onpeneneHHas JUIs JISKapCTBEHHOTO CPEJICTBA, HAXOASAIIEr0Csl BHYTPH
rasa u BBeaeHHoro B CXII onmcanubiMu 31ech criocobamu, npepbimaeT AUC,, onpeneneHHyo s JIeKapCT-
BEHHOTO CPEJICTBA, HAXOJSILETOCS BHYTPH IJla3a U BBEJCHHOTO MHTPAaBHTpPEAbHO, BOBHYTPb KaMephl, MECTHO,
MapeHTepallbHO MM NEepopaibHO. B pyroM BapuaHTe OCyLIECTBICHHS U300pETEHHS BPEMS TOCTHIKCHHUS Mak-
CUMAJIbHOH BHYTPHIIIa3HOW KOHIIEHTPAWH (ty,.«) JTEKAPCTBEHHOTO cpenacTBa mnpu ero BenaeHun B CXI1 omucan-
HBIMH 37I€Ch CIIOCO0AaMH, MPEBHIACT BHYTPUTIIAZHOE ty,y JIEKAPCTBEHHOTO CPEICTBA, BBOIAMMOTO B TOH JKe J03€
MHTPaBUTPEAbHO, BOBHYTPh KaMephl, MECTHO, TApEHTEPAFHO WIH MEepOpabHo. B apyroM BapmanTe ocymect-
BJICHUS M300PETEHHS JIEKAPCTBEHHBIM CPEICTBOM SIBIISICTCSI HHTHONTOpP aHTHOTCHE3a, IPOTHBOBOCHIAINTEIFHOE
neKapcTBeHHoe cpeacTtBo (Hampumep, crepoun wim HCIIBC), momymsarop VEGF (manpumep, aHTaroHuUCT
VEGF), monynsarop PDGF (manpumep, antarornct PDGF), nMMyHOCYIIpECCOpHBIH areHT WM WHTHOUTOP CO-
CYAMCTOI IpOHUIAEMOCTH. B ellie o1HOM BapuaHTe OCYLIECTBICHHS M300pETEHNUS YKa3aHHBIM JIEKapCTBEHHBIM
CPE/CTBOM SBJISIFOTCS TPUAMIMHOJIOH, HHIINKCUMA0, MUKO(EHOJIAT, copadennd, akcHTHHUO nin HenadeHax.

B onHOM M3 BapHaHTOB OCYIIECTBICHUSI H300pETEHUSI BHYTPUTIIA3HOE t1/, JUISl JJIEKAPCTBEHHOTO CPEJCTBA,
BBOJIIMOTO paccMaTpUBAaEMbIMHU 37IECh HEXHPYPTHUECKHMH CIIOCO0aMM JOCTAaBKU JIEKAPCTBEHHOTO CPEICTBA B
CXII, npeBslaeT BHYTPUITIAa3HOE t), A JIEKAPCTBEHHOTO CPEJCTBA, BBOAMMOIO B TOHM e J03€ MECTHO, BO-
BHYTPH KaMepHl, HHTPABUTPEAIHHO, IEPOPATHHO MIIM apeHTepaIbHO. B IpyroM BapuaHTe OCYIIECTBICHUS H30-
OpeTeHns1 BHYTPHUIIIA3HOE 1)/, IS JIGKAPCTBEHHOTO CPEICTBA, BBOANMOTO PAaCCMaTPUBAEMBIMHU 37I€Ch HEXHPYP-
TUYECKUMH CIIOco0aMy J0CTaBKH JiekapcTBeHHOTo cpeactBa B CXII, mpubnusurensHo B 1,1-10 pa3, win npu-
ommmsutensHO B 1,25-10 pa3, win npubausurenpHo B 1,5-10 pa3, wim npuOIM3uTEeIsHO B 2-5 pa3 MpeBbImacT
BHYTPHIIJIA3HOE t1, VIS JIGKAPCTBEHHOTO CPEICTBA, BBOJMUMOTO B TOH K€ J03€ MECTHO, BOBHYTPh KaMepHhl, MH-
TpaBHUTPEATHHO, IEPOPANBEHO WIH MAPEHTEPaIHHO. B Ipyrom BapmaHTe OCYIIECTBIICHHUS M300pETEHUS JIEKapCT-
BEHHBIM CPEICTBOM SIBISICTCS. HHTUOUTOP aHTHOTEHE3a, MPOTUBOBOCIIATUTEIEHOE JIEKAPCTBEHHOE CPEACTBO (Ha-
npumep, crepoun umun HCIIBC), mogynstop VEGF (manpumep, anraronuct VEGF), mogynstop PDGF (na-
npumep, auraronuct PDGF), mMMyHOCyIIpecCOpHBIi areHT WM HHTHOUTOP COCYAMCTOM MPOHUIIAEMOCTH.

B npyrom BapuaHTe ocymiecTBICHHS M300peTeHUs] BHYTpHUIIa3Has KOHUEHTPAIMS C,y JIEKapCTBEHHOTO
CpPE/CTBA, JIOCTAaBISIEMOTO ONMHCAHHBIMHU 3/1€Ch CIOCOOaMH, TPEBBIMIAET BHYTPHUITIA3HYIO KOHIEHTPAnUio Cx
JIEKapCTBEHHOTO CPEJACTBA, BBOJUMOIO B TOM XK€ 03¢ MHTPaBUTPEATbHO, BOBHYTPh KaMEpbl, MECTHO, MMapeHTe-
pabHO WM TEepPOpajibHO. B OpyroMm BapmaHTe OCYIIECTBIICHHUS H300pETEHHWS BHYTpPHUTIIa3Has KOHIICHTPAIHS
Ciax JIEKapCTBEHHOTO CPEICTBA, JOCTABISEMOTO PAacCMaTPHUBACMBIMH 3/1€Ch HEXMPYPTHUYECKHMHU CIIOCOOaMHU
BBelleHUs JiekapcTBeHHoro cpeactBa B CXII, mo menbmeit Mmepe B 1,1 pasa, uinu mo MeHbInel mepe B 1,25 pasa,
WK TI0 MEeHbIIeH Mepe B 1,5 pa3a, Wwin 1o MeHbIeH Mepe B 2 pasa, WM 110 MEHbIIIEH Mepe B 5 pa3 MpeBHIIIacT
BHYTPHIIIA3HYIO KOHIEHTPAUUi0 Cp,x TEKapCTBEHHOT'O CPEACTBA, BBOAUMOTO B TOH K€ [103¢ MECTHO, BOBHYTPb
KaMephbl, HHTPAaBUTPEAIbHO, EPOPaIbHO MM TTapeHTepaIbHO. B 0JJHOM M3 BapHaHTOB OCYLIECTBIICHUS H300pe-
TEHHs! BHYTpHIJIa3Hast KOHIEHTPALust Cy,x JEKapCTBEHHOT'O CPEJICTBA, IOCTABISIEMOTO ONMCAHHBIMU 37IeCh He-
XUPYPrHYECKUMH cIioco0aMu BBeAEHHS JiekapcTBeHHOro cpenacrtsa B CXII, mpubnusurensHo B 1-2 pasa, i
npubIn3nTensHO B 1,25-2 pasa, nnn npubnm3uTensHo B 1-5 pa3, nnm npubimsutensHo B 1-10 pa3, nim npubnu-
3UTENBHO B 2-5 pas, Win NpuOIu3uTenbHO B 2-10 pa3 mpeBblIacT BHYTPUTIIa3HYI0 KOHIEHTPAHIO C,y JIEKAp-
CTBEHHOT'O CPEJICTBA, BBOAUMOIO B TOM ke JJ03€ MECTHO, BOBHYTPb KaMepbl, UHTPaBUTPEAIBHO, IEPOPATBHO WU
mapeHTepansHo. B mpyrom BapmaHTe OCYIIECTBIICHHS M300PETEHHS JICKAPCTBEHHBIM CPEICTBOM SBISETCS WHTH-
OuTOp aHrMoreHe3a, MPOTHBOBOCTIIAIUTENLHOE JIEKApCTBEHHOE CpencTBO (Hampumep, crepouna win HCIIBC),
moayisatop VEGF (aanpumep, anraroanct VEGF), monymnsarop PDGF (manpumep, antaronuct PDGF), nmmy-
HOCYTIPECCOPHBIN areHT I WHTHOWTOP COCYAMCTOW IMPOHUIIAEMOCTH. B 0THOM M3 BapHaHTOB OCYIIECTBICHHUS
n300peTeHNs YKa3aHHBIM JIEKAPCTBEHHBIM CPEICTBOM SIBIIAIOTCS TPHAMIIHOIOH, HHOINKCUMA0, MUKO(DEHOIAT,
MEeTOTpeKcaT, copapeHnd, akCHTUHUO MiTH HenadeHak.

B npyrom BapmaHTe OCyIIeCTBICHUS N300peTeHust cpeausis ionans nox kpusoi (AUC,,) s nexapcer-
BEHHOTO CPEJICTBa, HAXOSILET0Cs BHYTPH Tila3a u BBeJeHHoro B CXII onrcaHHBIMU 37€Ch CIIOCOOaMHU, MPEBHI-
maeT AUC,,, onpeeneHHyo 1 JeKapCTBEHHOTO CPECTBA, HAXOAAIIErocss BHYTPH Ila3a U BBOJUMOI'O HHTPA-
BUTPEaJIbHO, BOBHYTPh KaMEphl, MECTHO, TAPEHTEPAIBHO WM TIEpOpabHO. B pyroM BapuaHTe oCyIecTBICHHS
nu3o0perenust AUC,,, U JEKapCTBEHHOTO CPENCTBA, HAXOMSAIICTOCs BHYTpH Iiaza u BBeaeHHoro B CXII pac-
CMaTpUBaEMBIMH 3/1€Ch HEXUPYPTUUECKIMH CIIoco0amH, 1o MeHbIIei Mepe B 1,1 pasa, wiu 1o MeHbIIeH Mepe B
1,25 pa3za, unu 1o MeHbIei mepe B 1,5 pa3a, WM 1Mo MEHbIIEH Mepe B 2 pasa, WK 10 MEHBIIEeH Mepe B 5 pa3
npesbimaer AUC, a7 IeKapcTBEHHOTO CPEACTBA, HAXOMSIIEToCcs BHYTPH Tla3a W BBOJMMOIO B TOH ke J03e
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MECTHO, BOBHYTPb KaMepbl, HHTPABUTPEATHHO, TIEPOPATFHO WM MapeHTepalbHO. B 0JJHOM W3 BapHaHTOB OCY-
mectBienus nzooperernss AUC,  1J1s1 JIEKapCTBEHHOTO CPEJICTBA, HAXOIIErocss BHYTPH TJ1a3a U BBEICHHOTO B
CXITI paccMaTpuBaeMbIMH 3[1€Ch HEXUPYPTHISCKUMU CIIOco0aMu, IPUOTU3UTENBHO B 1-2 pa3a, Wi mpuoIu3n-
TeabHO B 1,25-2 pa3za, wiu npubim3uTensHo B 1-5 pa3, wim npubnausutenbao B 1-10 pas, wim npubIu3uTebHO B
2-5 pa3, winu npubausuTenbHo B 2-10 pa3 mpesbimaer AUC, U1 JEKapCTBEHHOTO CPEACTBA, HAXOMSIIETOCS
BHYTpPH TJa3a ¥ BBOAUMOTO B TOW K€ JJ03€ MECTHO, BOBHYTPh KaMepbl, HHTPaBUTPEANTbHO, IIEPOPATHFHO WM T1a-
peHTepanbHO. B apyroM BapuaHTe OCYIIECTBICHUS H300PETEHHS JICKapCTBEHHBIM CPEICTBOM SIBIISICTCS HHTHOH-
TOp aHTHOTeHe3a, MPOTHUBOBOCIATIUTEIBLHOE JIEKapCTBEHHOE cpencTBo (Hampumep, crepoun wim HCIIBC), mo-
nymsarop VEGF (wanpumep, anraronnct VEGF), monynsrop PDGF (wanpumep, antaronuct PDGF), ummyHo-
CYNPECCOPHBIA areHT WM MHTHOWTOP COCYAMCTOM NPOHUIAEMOCTH. B OZHOM M3 BapHaHTOB OCYIIECTBICHHS
n300peTeHNs YKa3aHHBIM JICKAPCTBEHHBIM CPEICTBOM SIBJISIFOTCS TPHAMITMHOJIOH, HHYIUKCHUMA0, MUKO(EHOJST,
MeToTpekcar, copadeHnd, akcCUTHHUO WK HerageHaK.

B oxHOM M3 BapraHTOB OCYIIECTBICHUS N300pETeHUS JIEKapCTBEHHBIN COCTaB, coJeprKalluid apdeKkTuBHOE
KOJIMYECTBO JICKAPCTBCHHOTO CpEJACTBA (HAMPHUMEpP, WHTMOUTOpA aHTHOTECHE3a, MPOTUBOBOCHAIUTEIHHOTO Jie-
KapcTBeHHOTO cpencTtBa (Hanmpumep, crepouaa win HCIIBC), momynstopa VEGF (wmampumep, aHtaronucra
VEGF), monynaropa PDGF (nanpumep, antaronuct PDGF), iMMyHOCYIpecCOpHOTO areHra Wi HHTHOWTOpA
COCYIMCTOH POHHUIIAEMOCTH), mocite ero noctaBku B CXII, B ocHoBHOM yaepkuBaetcs B CXII B Teuenne omnpe-
JIEIEHHOTO TIeproa BpeMeHHU. Tak, HalpuMep, B OJHOM 3 BapHaHTOB OCYIIECTBICHUS N300peTEHIUS PHOIH3H-
tenbHO 80% NekapcTBeHHOTO cocTaBa yaepkuBaeTcs B CXI1 mpubnmsurensao B TedeHue 30 MUH, WM TpHOITH-
3UTENLHO B TeUeHHUE | 4, WM MPUOIU3UTEIHHO B TeUCHHE 4 U, WU MPHUOIM3UTEIILHO B TeUeHUe 24 |, WU TIPH-
ONMM3UTENFHO B TeUeHUE 48 4, WM MpUOIU3UTENLHO B TedyeHne 72 4. B atom cirywae B CXII n/unu B okpysxato-
IIei ero TKaHu 00pa3yeTcst IETo JIEKapPCTBEHHOTO CPEJICTBA, YTO 00ECIIeYnBacT MPOJIOHTMPOBAHHOE BHICBOOOXK-
JICHUE JIEKapCTBEHHOTO CPEJICTBA B TEUCHUE ONPECIICHHOTO TIEPHOJIa BPEMEHH.

B onHOM 13 BapMaHTOB OCYILECTBICHUS M300pETEHHS CYIIPaxOpHOUAAIBHOE MMPOCTPAHCTBO MOCIIE MOCTY-
TUICHUS B HETO JICKAPCTBEHHOTO CPENCTBA (HAIPUMED, MUKPOUYACTHUI] WIIM HAHOYACTHI] JICKAPCTBEHHOTO CPEJICT-
Ba) oOecreynBacT MPOJIOHTMPOBAHHOE BHICBOOOXKICHHE JIEKAPCTBEHHOTO CPEACTBA B CETYATKy WIH B IIpyTHe
TKaHU 3aJHETO CETMEHTa IJla3a B TEUCHHE ONPEAETICHHOTO Iephoia BpeMeHH. HamennBaHue 1eKapCTBEHHOTO
CpeICTBa Ha TKaHM 3aHETO CETMEHTA TJla3a C MPUMEHEHHEM OMMCAHHBIX 37€Ch CIIOCOOOB ITO3BOJISIET OCYIIIECTB-
JIATH JISYCHHE OIHOTO WU 00Jiee pacCTPONCTB 3aJHETO CErMEHTA TJIa3a WM XOPHOUIAIBHBIX PacCTPOUCTB (Ha-
npumep, [1XB) ¢ 6ombInei TepaneBTHIecKOl 3 ()EKTUBHOCTHIO, YEM JICUSHUE C IPUMEHEHHUEM IPYTHX METOIOB
BBEJICHHUS JIGKAPCTBEHHOTO CPEJCTBA, TAKUX KaK JOCTaBKa B CTEKIOBHIHOE TEJIO, JOCTaBKa BOBHYTPH KaMeEpHI,
mepopaibHas JOCTaBKa, MapeHTEpadbHas JOCTaBKa M MECTHOE BBEJICHHE JICKAPCTBEHHOTO CPEICTBA B TOW JKe
noze. B npyrom BapmaHTe ocymecTBICHHS M300peTEeHHs TepaneBTHIeCKUi 3 deKT JexapcTBEHHOrO CpeCTBa,
BBesieHHOTO B CXII, mocturaeTcst mpu MEHbLIEH 103€, YeM 103a, JOCTATOUHAsK JUIS TOCTIKEHHUS TOTO XKE CaMoTo
TEpaneBTHYECKOT0 AP PeKTa Y YSIOBEKa MPH HHTPABUTPEATHHOM BBEIICHHUH, BBEJICHUN BOBHYTPh KaMEpPhI, MECT-
HOM BBEJICHWH, MTAPCHTEPATHHOM BBEICHUH HIIM IEPOPaTbHOM BBeACHUH. KpoMe TOro, HE OrpaHHYHBAsCh Ka-
KOW-JINOO KOHKPETHOH TEOpHeH, aBTOPbI JIMIIb OTMEYAIOT, 4TO 0oJee HU3KUE J03bI, UCIIOJIb3yeMBbIE B paccMar-
PUBAEMBIX 37I€Ch CIIOCO0aX, MO3BOJISIIOT CHU3UTH YUCIIO MOOOYHBIX 3()PEKTOB JIEKApCTBEHHOT'O CPEICTBA W/WITH
CHU3UTH TSDKECTh OJHOTO WK Oosiee TOOOUYHBIX 3(h(HEKTOB TIO0 CpaBHEHHUIO C 0oJiee BRICOKMMH J03aMH JIEKapCT-
BEHHOTO CPEICTBA WIIH IT0 CPABHEHHIO C TOW jKe CaMoii 10301 JIEKapCTBEHHOTO CPEACTBA, KOTOpasi He BBOJUTCS B
CYIPaxOpHOUIATbHOE TPOCTPAHCTBO Tia3a YeJoBeKa (HalmpuMep, BBOAUTCS HHTPaBUTPEaT-HO, BOBHYTPh KaMme-
PBI, MECTHO, MTAPEHTEPAIIEHO WK TepopaiibHo). Tak, HampuMep, paccMaTpUBaeMbIe 371eCh CIIOCOOBI TIO3BOJIAIOT
CHH3UTPH YHCIIO MOOOYHBIX A((PEKTOB WIN CHU3UTH TSKECTh OJHOTO WM Oosiee MOOOYHBIX A((EKTOB WA KITH-
HUYCCKUX MaHU(DECTAHUH 110 CPABHEHHUIO ¢ TOOOYHBIMU d(PPEKTaAMU WU MaHU(PECTAIIUSIMH, BOSHUKAIONIIIMH B
cilydae BBEICHHS TOTO )K€ CaMOro JISKApCTBEHHOTO CPEICTBA B TOW e J103€ MepopaibHO, MECTHO, BOBHYTPb
KaMepbl, TapeHTEPATBHO WU WHTPABUTPEATHO. B OTHOM M3 BapHaHTOB OCYIIECTBICHUS M300pETCHUS 000U~
HBIM 3(h(HEeKTOM WM KIHHUYECKON MaHu(ecTanueil, KOTOpble MOTYT OBITh YMCHBIICHBI y IAllUCHTA, TOJBEP-
raeMoro JICUCHHUIO, SIBJIAIOTCS CyOpeTHHAIbHAS SKCCYAALMS W/HITH CyOpeTHHAIBHOE KPOBOTCUCHHE.

B omHOM W3 BapHaHTOB OCYIIECTBICHHS H300PETCHHS pacCMaTPUBAaEMBbIE 31€Ch HEXHPYPTUIECKHUE CTIOCO-
OBI TOCTaBKH JIEKAPCTBEHHOT'O CPEJICTBA B CYNPAaXOPHOUAAIHHOE IPOCTPAHCTBO 00ECIICUNBAIOT 00JIee BHICOKYIO
TepaneBTHIECKyI0 3PPEKTUBHOCTh W/UIU 00Jiee BRICOKUN TepareBTUIECKUI OTBET IO CPAaBHEHHUIO CO CIocoba-
MH JTOCTaBKH JIGKAPCTBEHHOT'O CPEACTBA B TOM e caMON WM aHAJIIOTHYHOM J03€ MepOpalIbHO, TapeHTEPaIbHO
W/WIIA MTHTPABUTPEATbHO. B OHOM M3 BapHaHTOB OCYIIECTBICHHUS H300pETEHHUS 1032 JIEKapCTBEHHOTO CPECTBA,
BBoaumoro B CXII, mocratodHas A AOCTIDKCHHS TEPareBTHUECKOTO OTBETA, COCTABIICT HPHUOIM3UTEIHHO
90%, nim npubau3uTensHO 75%, nim npudausutensHo 50% (Hanpumep, npubmsuTenasHo 50% nnm MeHee) OT
JI03BI JIEKAPCTBEHHOTO CPE/ICTBA, JOCTATOUHOMN IS JOCTHXKEHHS TOTO € CaMOro WM MOYTH TOTO XK€ CaMOTro
TEPaNeBTHYECKOT'0 OTBETA IPH HHTPABUTPCATEHOM BBEJICHHUH, BBCJICHUN BOBHYTPh KaMEPhl, MCCTHOM BBEJICHUH,
MEPOPATEHOM BBEICHUW WU MAPCHTCPATLHOM BBEICHHWU. B Ipyrom BapwaHTE OCYIIECCTBICHUS H300pETCHUS
J103a JIEKapCTBEHHOTO cpeacTBa, BBoguMoro B CXII, mocrarouHas Uil TOCTHKEHHUS TEpalleBTHYECKOTO OTBETA,
COCTaBJIET NPUOIN3NUTEIHHO OJHY YETBEPTYIO OT 03Bl JIEKAPCTBEHHOTO CPE/ICTBA, JOCTATOYHON ISl JOCTHIKE-
HUS TOTO K€ CaMOTO WJIM ITOYTH TOTO K€ CaMOT'0 TePareBTHUECKOTO OTBETA IPH WHTPABUTPEATHLHOM BBEICHHH,
BBEJICHUH BOBHYTPH KaMephl, MECTHOM BBEICHHUH, NEPOPATEHOM BBEICHUHU WM MAapeHTEPaIbHOM BBEICHHU. B
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JPYroM BapHaHTE OCYILECTBICHHS N300pETEHUs 103a JIEKapCTBEHHOTO cpencTBa, BBoguMoro B CXII, nocraTou-
Has JUISl TIOCTYDKEHHS TEPAreBTHIECKOTO OTBETA, COCTABIISICT O/IHY JECATYIO OT 03Bl JIEKAPCTBEHHOTO CPE/CTBA,
JOCTAaTOYHOM JIJIsl AOCTIDKEHHSI TOTO YK€ CAMOTO WM TTOYTH TOTO JK€ CaMOT0 TEePaNeBTHYECKOTO OTBETA IPH MH-
TpPaBUTPEATbHOM BBEJCHUH, BBEICHHHM BOBHYTPHh KaMephl, MECTHOM BBEICHHH, NEPOPAIGHOM BBEICHHH WIIH
MapeHTepalbHOM BBEACHUH. B OHOM M3 BapHaHTOB OCYIIECTBICHHUS M300PETEHUS TEPAIIEBTUIECKUM OTBETOM
SBIISICTCS CHIDKEHHE BOCTIAJICHI, KaK OBIJIO OTIpe/ieIeH0 U3BECTHRIMU METOIaMu. B 1pyrom BapuaHTe OCyIecT-
BJICHHUS M300pETEHHS TEPATICBTUICCKIM OTBETOM SIBJICTCS] CHUIKEHUE YUCIIA TIOBPEXICHUH I1a3a WIN CHIKCHUE
TUTOIIA/TA TIOBPEKACHHUS TIa3a.

B onHOM M3 BapHaHTOB oCylIecTBICHHST H300peTeHus odiee d3(pPEKTUBHOE KOJIMYECTBO JIEKAPCTBEHHOTO
CpPE/CTBa B JICKAPCTBEHHOM COCTaBe cOCTaBisieT npubmmsutensHo ot 0,05 1o 5 mr. B onmHoMm u3 BapuaHTOB OCy-
IIECTBIICHUS M300peTeHNs 0011Iee KOTMYECTBO JIEKAPCTBEHHOTO CPEICTBA B JICKAPCTBEHHBIM COCTABE COCTABIISET
npubnsnTensHo ot 0,2 1o 4 Mr. B npyrom BapuaHTe OCYIIECTBICHUS H300peTeHHs o0liee KOJUIECTBO JieKap-
CTBEHHOTO CPEJ/ICTBA B JICKAPCTBEHHBIM COCTAaBE COCTABISIET NMPHOIU3UTENBHO OT 1 10 4 Mr. J03bI 1ekapcTBeH-
HOTO CPE/ICTBa MOTYT BapbHpOBAThCS B 3aBUCHMOCTH OT METOJOB, OOBIYHO NMPUMEHSEMBIX CHEIUAINCTaMH, a
TaKXkKe, HAIpUMep, OT BO3pacTa MAIFeHTa M OT KIMHUYECKHUX MaHH(ecTaluid paccTpoiicTBa 3aJHEr0 CerMeHTa
TJ1a3a WM XOPHOUAATFHOTO PacCTPOUCTBA.

TepaneBTryeckast 3pPEKTHBHOCTH JEKAPCTBEHHBIX COCTABOB, BBOJNMBIX ONHMCAHHBIMH 3/1€Ch CIIocoOamu,
1 TepPaeBTUIECKAN OTBET Yy MAIEHTa MOTYT OBITh IPOAHATM3NPOBAHBI CTAHAAPTHBIMU METOIAMHU, H3BECTHBIMU
crieruanuctaM. BooOme roBopsi, TepameBThdeckas 3()(QEeKTUBHOCTH JIFOOOTO KOHKPETHOTO JIEKapCTBEHHOTO
CpeICTBa MOXXET OBITH OIpe[eNieHa IyTeM OICHKM OTBETa MalMeHTa IIOCNie BBEICHHS €My JIEKapCTBEHHOTO
CpPE/CTBA; MPU ITOM JIEKAPCTBEHHOE CPE/ICTBO C BHICOKOW TepareBTHYECKOH 3 PeKTUBHOCTHIO OyieT obecreun-
BaTh OoJblee ocialbiIeHne CHMITOMOB W/MJIM X UCUE3HOBEHHUE, YeM JIEKApPCTBEHHOE CPEACTBO C HU3KOM Tepa-
NEeBTUYECKON 3((EeKTHBHOCTHIO. B HeorpaHnumBaromux npuMepax 3QpQeKTHBHOCTh pacCMaTpHBaCMBbIX 3/1€Ch
JIEKapCTBEHHBIX COCTaBOB (HAaNpuUMep, WHTMOWTOpa aHTHOTeHe3a, MPOTHBOBOCHAIMTEILHOTO JIEKAPCTBEHHOTO
cpeactsa (manpumep, crepouna wimu HCIIBC), monynsatopa VEGF (nanpumep, antaronucra VEGF), moxyins-
topa PDGF (manpumep, anraronncrta PDGF), nMMyHOCYIIpeCCOPHOTO areHTa WM WHTHOMTOpPa COCYIUCTOM
MPOHHUIIAEMOCTH) MOXKET OBITH OIpeAesICHa, HalpuMep, 110 U3MEHEHUIO HHTEHCUBHOCTH OOJIH, M3MEHEHHUSIM T10-
BPOXKACHUH Ta3a (pa3Mepy WIH YHCIY TaKUX MOBPEXKICHHS), IO BHYTPHUIJIA3HOMY JABIICHHIO, BOCIIAICHUIO
(Hampumep, 1Mo U3MEHEHWI0 0AUTOB MO OPTATBPMHUYECKOHN IIKaJIe OIeHOK Xd3keTTa/Mak/loHanbaa), mo odTais-
MHYECKOW THIIEPTEH3UH W/WIH M0 OCTPOTE 3PSHHUS.

B npyrom BapmanTe ocymiecTBICHHS H300peTeHNs 3(p(PEeKTHBHOCTE JIEKapCTBEHHOTO CPEICTBA, HAIIPUMED
MHTHONTOpa aHTHOTEHE3a, MPOTHBOBOCTANNTEIBHOTO JIEKAPCTBEHHOTO CPENCTBA (HANpUMEp, CTEPOMAA HIIH
HCIIBC), mogynstopa VEGF (mampumep, anraronncra VEGF), mogynsatopa PDGF (nanpumep, anraronucra
PDGF), "MMyHOCYIIpECCOPHOTO areHTa WJIM WHrMONTOpa COCYIUCTON NMPOHUIIAEMOCTH MOXET OBITH OIpeaete-
Ha, HallpuMep, MO M3MEHEHMSM TaKUX IapaMeTpoB, KakK Oajulbl MO O(PTAIbMHUYECKON IIKaJle OIEHOK XOJKeT-
ta/Maxk/loHanpaa, BocnajeHue, 0OCTpOTa 3pEHUs W/HMIM OTeKH. B npyrom BapmaHTe ocylecTBICHHsI H300peTe-
HUS 3QPEKTUBHOCTH JIEKAPCTBEHHOTO CPEJCTBA, HAIPUMEP TPUAMIMHOJIOHA MM MUKO(EHOJIST, MOXKET OBITH
oTpeneNeHa, HalpuMep, 10 W3MEHEHHSIM TaKUX IapaMeTpoB, KaK Oajulbl MO OPTaIbMHYECKON IITKaIe OICHOK
Xokerra/Mak/loHanbaa, BoCIaleHHe, OCTPOTa 3pEHUS W/WIH OTEKU. B Apyrom BapwaHTe OCYIIECTBICHUS U30-
OpereHust TepaneBTHIecKas 3QPEKTUBHOCTD JEKApPCTBEHHOTO CPENCTBA, HAIpUMep copadeHnOa W/ aKCUTH-
HIOa, MOXeET OBITh OIpeaesIcHa, HalpuMep, 0 M3MEHEHISIM TaKUX MapaMeTpoB, KaK yBEJIMUYEHHE IIIONIA ! M0-
paKEHUS W/WUIU YUCia TMOpakeHWH. B apyrom BapmaHTe ocyliecTBIeHUS U300peTeHus 9PPEKTUBHOCTD JIeKap-
CTBEHHOTO cpeicTBa, HanpuMep HHPMKcuMaba (Remicade®), MoxkeT OBITH OIpeneeHa, HAIPUMEp, 110 U3Me-
HEHMAM TaKMX MapaMeTpoB, Kak TOJIIMHA CETYATKH, BOCHAJICHHE, OCTPOTa 3PEHHS, CBETOOOS3Hb, TUIIHMYHBIE
MPOMEXYTKH BPEMEHH MEXIy 00OCTpEeHHMAMH 3a00JIeBaHUS, M3bA3BICHUE POTOBUIBI W/WIM OTeKH. B apyrom
BapuaHTe OCYIIECTBICHUS M300peTeHHs 3(PQEKTUBHOCTH JIEKAPCTBEHHOI'O CPEACTBA, HAlpuMep HenadeHaka,
MOXeET OBITH OIpejeseHa, HalpuMep, M0 M3MEHEHHMSIM TaKhX I1apaMeTpoB, KaK TOJIIHWHA M 00BEM CEeTYaTKH,
OLICHEHHBIE C MOMOIIBI0 ONTHYEeCKOW KorepeHTHoH Tomorpaduu (OKT), Bocnanenue, ocrpora 3penus, 6oiu
W/MIIM BHYTPUIIIA3HOE JIaBJICHHE.

B npyrom BapmaHTe ocymiecTBiIeHUs H300peTeHNs 3P (HEKTHBHOCTD JIEKaPCTBEHHOTO CPEACTBA, HAPUMED
a3aTHONMHA, MOXKET OBITh OIpeseseHa, HAIpUMep, M0 M3MEHEHUSIM TaKUX IapaMeTpoB, KaK OCTPOTa 3PCHU,
OTEK JKENITOTO IIATHA, BHYTPUTJIA3HOE JaBJICHHUE, BOCTIAJICHUE W/MIIX OalIbl TIO IIKaJIe OIEHOK (PU3NIECKUX KOM-
noreHToB SF-36. B npyrom BapuaHTe oCyIIecTBICHUS N300peTeHus 3PPEKTUBHOCTD JIEKAPCTBEHHOT'O CPEJICTBA,
HalrpuMep MPOTHUBOBOCTIAIIMTENILHOTO JIEKAPCTBEHHOTO CPEJCTBA, TAKOro Kak aHTtaroHUCT cemeiictBa TNF, Ha-
npumep antaroHucT TNF-o, aHTaroHucT TMMQOTOKCHHA-0L, aHTaroHUCT JnMQoToKcHHa-f, antaronuct CD27L,
antaronuct CD20L, anraronuct FASL, antaronuct 4-BBL, antaronuct 0x40L, aHTaroHUCT JUraHAa, UHIYLH-
pyromero TNF-onocpenyemsiii amonto3 (TRAIL), anraronnct Snyc-knHasbl (JAK) wim aHTaroHUCT MHTEPIICH-
KWHa, MOXKET OBITh OIpeZieTIeHa, HAlPUMeEp, 110 U3MEHEHUIO TaKUX MapaMeTpPOB, KaK BOCHAJICHHUE, TOBPEXKICHHE,
THOEIb KIICTOK W/MIIM OCTpOTa 3peHus. B npyrom BapuaHTe OCyIIeCTBIEHHS H300peTeHUs TepaneBTuIecKast d¢-
(exTrBHOCTH LMKIO(ochamMuIa MOXKET OBITH ONpeJeNicHa, HAPHMEp, TI0 U3MEHEHHUIO TaKUX IapaMeTpoB, Kak
pasMep W/WIIK YUCIIO OBPEXKICHNH, YBEIMUCHNE TIOBPEKACHUH, OCTPOTA 3PEHHsI, OTEK JKEJTOTO ISTHA, BHYTPH-
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rJIa3HOE JaBJICHUE /WU BOCTIAJICHHE.

B onHOM M3 BapHaHTOB OCYIIECTBICHUS M300pETEHUSI HEXUPYPTUUECKoe BBEACHUE d((PEKTUBHOTO KOJHU-
gecTBa JiekapcTBeHHOro coctaBa B CXII MpUBOANT K CHIKEHHUIO YHCIa HEXKENIATeNbHBIX MOOOYHBIX 3(h(HEeKTOB
WIN KIMHAYECKUX MaHUQECTAIMHA M0 CPaBHEHHUIO ¢ MOOOYHBIMU AP (PEeKTaMHu WU KIMHUYIECKUMH MaHudecTa-
UM, BO3HUKAIOIIMMH TIPU BBEJCHUH TOMW K€ CaMOM J103bl JIEKAPCTBEHHOT'O CPENICTBA MHTPABUTPEAIBHO, BO-
BHYTPb KaMepbl, IEpOpalIbHO MM MapeHTepaibHO. B Ipyrom BapraHTe OCyIIECTBICHHST N300pETeHUs] HEXUPYP-
rudeckoe BeeJieHue A (GEKTUBHOTO KoJIu4YecTBa JiekapcTBeHHOTo coctaBa B CXII MpHUBOANT K CHUIKEHHIO OJIHO-
ro Win 0ojiee HeXKeNaTeIbHBIX MOO0YHBIX A(h()EKTOB WM KIMHUYECKHX MaHH(]ecTalui 1Mo cpaBHEHUIO ¢ HEXe-
JaTeIbHBIMA TOOOYHBIMH 3 deKkTaMu Wi KIMHUYCCKUME MaHU(ECTANUAMHU, BOSHUKAOIIUME TPY BBCICHHH
TOW e caMoll 03I JICKaPCTBEHHOTO CPE/ICTBA MHTPABUTPCAIHLHO, BOBHYTPH KaMEPHI, IEPOPATHHO WM MapeH-
TepanbHO. [IprMepamu moOOYHBIX A((EKTOB M KIMHHYCCKUX MaHH(ecTalnid, KOTOPhIe MOTYT OBITh CHHUKCHBI
WIA OCIAOJICHBI, SBIISIOTCS, HO HE OTPAHUYMBAIOTCA WMH, BOCHIAICHHUE, MOOOYHBIC 3(P(EKTHI KEITYTOYHO-
KUIICYHOTO TpakTa (HampuMep, Auapes, TOUIHOTA, TaCTPOIHTEPHUT, PBOTA, KPOBOTCUYCHUS B IKCIYIOYHO-
KHIICYHOM TPAKTE, B MPSIMOI KUIIKE ¥ B JBCHAIIATATICPCTHON KHUIIIKE, TeMOPPArMICCKHUIA MAHKPEATUT, YCPHBIN
CTYJI, MIOSBJISIFOLIMICS B pe3yJibTaTe nephopaliy TOJICTOr0 KHUIIEYHHUKA, WM KPOBSHUCTBIN CTYI, W/WIHA KPOBb
TIPH Kalie); reMaToIorudecke mo0ouHbie dPPEeKTh (Hanmpumep, JTSHKOTICHsI, aHeMIsI, TTAHIIUTOTICHHSI U arpa-
HYJIOIINTO3, TPOMOOIIMTONICHHS, HEUTPOTIeHHs, HCTUHHAs dpuTpormrapHas amia3us (PRCA), merkas kpoBoTo-
YHBOCTh MPU TPOMOO3e TITyOOKHX BEH W/HIM KPOBOTCUCHHUS HESICHOW THOJIOTHH, TO €CTh HOCOBBIE KPOBOTEUE-
HHSI, KPOBOTEUCHHSI U3 MOJIOCTH PTa, BATMHAJbHBIE KPOBOTCUCHHS MIIM KPOBOTEUCHHS M3 MPSIMON KHIIKH); UM-
MYHOJIOTHYeCKHe TI000YHbIe 3P PEeKTh/KIIMHNYeCKHe MaHUpecTauy (HanmpuMep, IMMYHOCYTIpecCHsi, HMMYHO-
CYIIpecCHsi, BRI3BIBAIOIIAS CCIICUC, YCIIOBHO-TTATOTCHHBIC HHGEKITUH (HH(PEKINH, BHI3BIBAEMBIC BUPYCOM IPOCTO-
TO reprieca, BUPYCOM OIOSICHIBAIOIIECTO JIHIIAsi U MHBa3UBHBIC WH(CKIMH, BEI3IBAEMBIC KaHIUI030M) W/WJIH TH-
NeprH(PEKINN); OHKOJOTHYECKHE M0OOYHbIe 3((EKThI/KINHNYECKHe MaHudecTanuy (Hampumep, TuMpoma,
muMponponudpepaTHBHOE 3a00ICBaHUE W/WITU CapKoMa KOXH, HE SBISIONIAsICS MEIAHOMOH); IIOYeYHbIC M000Y-
HBIC Y PEKTH/KIMHIYCCKIE MaHupecTamy (HapuMep, TU3ypHs, YacThIe MO3BIBEI K MOYCHCITYCKaHUIO, HH(DEK-
MU MOYEBBIX TyTeH, reMaTypusi, TyOYJISIpHBIM HeKpo3 nodek w/wim BK-BupycHas HedpomnaTus); MeTaboarde-
ckre mooodHbIe d(H(DEKThI/KIMHUIeCKHe MaHu(ecTanuu (HalpuMep, OTeKH, runepdocdareMust, TUTIOKATIEMUS,
THIIEPTIIMLIEMHSI, TUIIEPKAJIEMUsI, OMyXJIOCTh, OBICTPOE yBEJIMYCHHE Beca W/WIHM yBEJIMYCHHAs [IMTOBUIHAS XKe-
Jie3a); pecnupaTopHbie MoO00YHBIe d(DPEKTH/KINHUIECKUE MaHU(ECTAINK (HAPUMEDP, pecTimpaTopHas WHpEK-
Hsl, OJIBIIIKA, CYXOil Kalllesib PU MEPBUYHOM TYOEpKyIie3e, CBUCTSIIME XPHUIIbI H/HIIH 3aJI0KEHHBIH HOC); KOX-
HbIe TIO0OYHBIE dPPEKTH/KIMHNYECKHe MaHudecTanuu (HanpuMep, akHe, ChIlb, JAUCTHAPOTHYECKAs JK3eMa,
CBIITb HA KOXE, HAIOMHUHAIOIIAS MAITyJIOCKBAMO3HYIO NICOPHATUYCCKYIO CHIMb, BOJIBIPH Ha KOXKE, KPOBSIHHUCTHIC
BBIJICJICHUS, S3BBl TIOJOCTH pTa W/WIK BBHIMAJCHHE BOJOC); CKEJICTHO-MEIIICYHbIE TO00YHBIe 3]dek-
TBI/KJIMHIYECKHE MaHU]ecTauu (HanpuMep, MUONIATHS W/WIM MBIIICUYHbIC 00JIM), eYeHOUHbIE MOOOYHBIE (-
(exThl/KIMHNYecKue MaHudecTanuy (HalpuMep, relaToTOKCHYHOCTh W/WIIH JKEeNTyXa), a0JlOMUHAaIbHAs OO0JIb,
TIOBEIIICHHAS YacTOTa MPephIBaHUs OCPEMEHHOCTH B MEPBBIH TPUMECTp, IEPUOIBI aMCHOPEH, CHJIBHBIC TOJIOB-
Hble OOJM, CIyTaHHOCTh CO3HAHUS, HAapyIIEHHE NCHXWYECKOTO COCTOSHHS, MOTEps 3pPEHHs], AIMICHTHYECKUC
TpUIaaku (KOHBYJIbCHH), TIOBBIIIICHHASI YYBCTBUTEIILHOCTh K CBETY, CYXOM IJ1a3, KpacHbIHN Tia3, "3yasmuii” ria3
W/WIHM BBICOKOE KPOBSIHOE AaBiieHne. Kak onmucaHo BBINIE, CHIKEHUE WM OcllabiieHne moO09HbIX 3 (GeKToB min
KITMHUYECKUX MaHU(ECTANi MpencTaBisieT co00i CHIKEHNE WM OcJIa0JieHne TTOOO0YHBIX 3P PEKTOB HITH KIIH-
HUYECKHMX MaHH(]ecTaluid Mo CPaBHEHHIO C TOOOYHBIMH 3PQPeKTaMu WM KIMHHYECKUMH MaHHA(ECTaIsIMHU,
HaOJII0aeMbIMH JI0 BBeZIeHUs JiekapcTBeHHoro cocraBa B CXII rina3za mamueHTa, Wik CHIKEHUE WK ociiabiie-
HUE TOO0OYHBIX 3()()EKTOB WM KIMHUYECKUX MaHH(ECTalHi y MAIMEeHTa MO CPABHCHHIO CO CHI)KCHUEM WU
ocnabieHrneM MOOOYHBIX 3P PEKTOB WM KIMHHICCKUX MaHU(ECTANH, HAOMIOIaEMbIM ITOCIIC BBEICHUS TOTO JKE
CaMoro JICKAPCTBEHHOTO CPE/ICTBA HHTPABUTPEAITEHO, BOBHYTPh KaMEPBhI, TAPCHTEPATHHO U IIEPOPATHHO.

B onHOM M3 BapHaHTOB OCYIIECTBIICHUS M300pETEHUSI HEXUPYPTUIECKoe BBeACHNE d(P(HEKTUBHOTO KO-
yecTBa JieKapcTBeHHOro cocTaBa B CXII MpHBOAWT K CHMKCHHIO YHCIIA CHUMIITOMOB XOPHOUIATBHBIX pac-
CTPOMCTB MO CPAaBHEHHIO C YHCJIOM CHMIITOMOB, HAOJFOJaeMBIX Y TAllMEeHTa IO BBEICHHS JIEKapCTBEHHOTO Cpell-
crBa B CXII, 1K 110 CPaBHEHHUIO C YHCIIOM CHMIITOMOB, HAOJIIOIaeMBIX Y TAI[HEHTAa MOCIIE JICUCHHs JIEKapCTBEH-
HBIM CPEJICTBOM B TOW ke J[03€, BBOAUMBIM HHTPaBUTPEAIbHO, BOBHYTPh KaMephbl, IIEPOPAILHO HIIH MapeHTe-
pajbHO.

B ofHOM M3 BapHaHTOB OCYLIECTBIICHUS! W300PETCHUsS] HEXUPYPrHYECKOE BBEJCHUE JIEKAPCTBEHHOTO CO-
CTaBa, coJepKalero dpQeKTUBHOE KOJIMYECTBO JIEKAPCTBEHHOTO CPEJCTBA JJIsI JICUCHHUS] XOPUOUIAIBHBIX pac-
ctpoiicts, BBoauMoro B CXII omgHOro win 00OMX ria3 maiueHTa, MPUBOIUT K CHUKCHHIO YHCIIa HEXKeIaTellb-
HBIX MOOOYHBIX A((EKTOB WM HEKEIATEIBHBIX KIMHUYCCKUX MaHH(ecTaluii 0 CpaBHECHHUIO C YHCIOM HEXe-
JaTeIbHBIX MOOOYHBIX 3()(HEKTOB MITN KIMHUICCKUX MaHU(eCTalni, HaOMI0JaeMBIX TP BBEICHUH JICKAPCTBCH-
HOTO CPEJICTBA B TOM K€ J103¢ MHTPABUTPEAIHHO, BOBHYTPh KaMEphI, IEPOPATHHO, MECTHO HIIH MapeHTEPAIHHO.
B npyrom BapuaHTe OCYyIIECTBICHHS H300pETCHNSI HEXUPYPTUUECKOE BBeAeHHE (P (EKTHBHOTO KOJINUECTBA JIe-
kapcTBeHHOTO cocTtaBa B CXII mpUBOIUT K CHIXKECHUIO TSHKECTH TOOOYHBIX 3((EKTOB WIH KIMHUYCCKUX MaHH-
(becTanmii y manmeHTa, CTpPagaroIiero XOPHOUAAIbHEIM PAacCTPOMCTBOM. B npyroM BapmaHTe OCYIIECTBICHHUS
M300pETEHUS TSHKECTh MOOOYHBIX 3PPEKTOB MM KIMHUYECKIX MaHH(ecTanuii CHIKASTCS 10 CPABHEHHIO C TsI-
JKECTHIO HEXENIATEIbHBIX MOOOYHBIX A(PPEKTOB WK KIMHHYECKUX MaHU(pecTalluii IPH BBEACHHH JIEKapCTBEHHO-
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TO CPEJICTBA B TOW K€ JI03¢ MHTPABUTPEATbHO, BOBHYTPh KaMEpPHI, TIEPOPATLHO, MECTHO WM MAPEHTEPATBHO.
Taxk, HanpuMep, B OTHOM W3 BapUAHTOB OCYILICCTBIICHHS U300pEeTEHHS CYOpETHHANBHAS YKCCYIaNns W/WIH Cy0-
peTHHAIFHOE KPOBOTECUCHHE Y MAlMEHTa, CTPAJAIONIET0 XOPHOWAAIHHBIM PAaCCTPONWCTBOM, CHIDKACTCS IOCTE
BBeJleHUs JiekapcTBeHHOro coctaBa B CXII ria3a manmueHTa MO CPaBHEHHIO ¢ CyOpETHHAIBHOW dKCCymanuei
W/WI CyOpeTHHANBHBIM KPOBOTEUCHHUEM JI0 BBEIEHUS JieKapcTBeHHOTO cpenctBa B CXII. B mpyrom Bapmante
OCYIIIECTBIICHHUST N300pETCHHS CYOpEeTHHAIIbHAS YKCCYNAIlis /WM CyOpeTHHATHLHOE KPOBOTECUCHHE Y MAlEeHTa
ere OOJbIle CHIKAIOTCS 110 CPABHEHHIO CO CHIDKCHHEM CYOpeTHHAIBHON SKCCYAANN W/WIHA CYyOpEeTHHAIILHOTO
KPOBOTEUCHHUS TIPH BBEACHUH TOTO K€ CaMOT0 JIEKAPCTBEHHOT'O CPEICTBAa HHTPABUTPEAIBHO, BOBHYTPH KaMEpPHI,
MEePOPANTBEHO, MECTHO WII TTAPCHTEPATBHO.

JHocraeka nekapctBeHHOT0o coctaBa B CXII mpuBoauT Kk Oojiee ITUTEIHFHOMY yICPKUBAHUIO JICKAPCTBEH-
HOTO CpEJCTBA B TKAHH 33aJJHETO CETMEHTA IJ1a3a MO CPABHCHHIO C JOCTABKOW TOTO YK€ CaMOTO JICKAPCTBEHHOTO
CpeICTBa, BBOJAUMOTO MECTHO, MHTPABUTPEAJIbHO, BOBHYTPh KaMephl, MEPOPaIbHO WM MapeHTepansHo. B ox-
HOM W3 BapHaHTOB OCYIICCTBICHHUS N300peTeHus yepe3 28 mHel miu 6ojee mociie BBEICHHUS OJHOM J03bI, KOH-
LCHTpAIUS JCKApCTBCHHOTO CPEICTBA B TKAHU 3a/IHETO CETMEHTA IIa3a MOKET COCTABIATH Ooiee ueM 10 MKT/T.
B npyrom BapuaHTe ocyliecTBIeHUS N300peTeHMs uepe3 28 nHel miu 0oiee mociie BBEASHUS OJHOH JT03bI, KOH-
[EHTpanrs JCKApCTBEHHOTO CPEACTBAa B TKAaHM 3aJHET0 CErMEHTa IJla3a MOXKET COCTaBiATh Ooiee wem 100
MKT/T. B IpyroM BapuaHTe OCYIIECTBIICHUST H300peTeHus depe3 28 mHelt nim 6oee mocie BBEACHUS OTHOM J0-
3bI, KOHIICHTPAITUS JICKAPCTBEHHOTO CPEACTBA B TKAHU MOXET COCTaBiATh Oosiee uem 1000 mkr/r. beuto oOHa-
pyxeHo, uto Ooisiee ruapodoOHbIe JeKapCTBeHHbIE cpencTBa BeiBoATCS n3 CXII MemieHHee, 4eM JieKapCTBEH-
HBIE CpeACTBa, oOIajarompe JIydnied pacTBOPUMOCTHIO B Boje. B OHOM M3 BapHaHTOB OCYIIECTBIICHHS H30-
OpeTeHws JIeKapCTBEHHBIH cocTas, BBoanMbIi B CXII, conepxut 6oiee runpodoOHOE JIEKapCTBEHHOE CPEICTBO.

B omHOM W3 CBOMX BapHaHTOB HACTOSIIEE M300PETCHHE OTHOCUTCS K CIIOCOOY JICUCHHUS MAIMEHTa, CTpa-
JTAIOIIETO XOPHOUAATBHEIM PACCTPOMCTBOM, TJI¢ YKa3aHHBIA CIIOCOO BKITIOYACT HEXHPYPTUYECKOES BBEICHHUE Jic-
KapCTBEHHOTO COCTaBa, CoAepxkamero 3QQeKTHBHOEC KOIUYECTBO JICKAPCTBEHHOTO CPEICTBA IS JICYCHUS XO-
PHOMIIAIBHOTO PacCcTpoiicTBa (HalpuMep, MHIMOMTOpa aHrHoreHesa, Takoro kak moxyisrop VEGF), B CXII
OJTHOTO WJIM O0OWX TJIa3 MAalHeHTa, Hy KIAIOIMIEerocs B JICUCHHUH, Te JIEKapCTBEHHBII COCTaB, ITOCIE €T0 BBEIE-
HUS, B OCHOBHOM JIOKQJIM3YeTCS B 3aJHEM CETMEHTE TJa3a. B Ipyrom BapmaHTe OCYIIECTBICHHS M300pETCHUS
JIEKapCTBEHHBIH COCTaB B OCHOBHOM JIOKQJIM3YyeTCsl B MUrMeHTHOM snutenun cetdatku ([19C). B ogHom u3 Ba-
PHAHTOB OCYIIECTBIICHHUS M300pETCHUS JICKAPCTBEHHOE CPEACTBO B OCHOBHOM JIOKAIH3YETCS B KEITOM IISITHE
WIN B CYNIPaxOPHOUAATHHOM MPOCTPAHCTBE. B OHOM M3 BapHaHTOB OCYIIECTBIICHHS W300pETEHHS IS OCyIIe-
CTBJICHHS YKa3aHHOTO CIIOCO0a IMIPUMEHSIOTCS OJTHA WITH 00JIee W3 ONMMCAHHBIX 31€Ch MUKPOHTIL.

B onHOM W3 BapHAHTOB OCYIIECTBICHUS M300PETEHUS CIIOCOO JICUCHUS XOPUOUIATBFHOTO PACCTPOUCTBA Y
MaIMeHTa, HYXIAIOIIEroCsl B 3TOM, BKIIFOYACT HEXUPYPTUUECKOE BBEACHUC JICKAPCTBCHHOTO COCTaBa, COJEpikKa-
niero 3G pekTHBHOE KOJIMYECTBO JCKAPCTBCHHOTO CPEACTBA JUIS JICUCHUS XOPHOUIAIEHOTO PACCTPOWCTBA, B CY-
MPaxOPHOUJAIEHOE MPOCTPAHCTBO OJHOTO WM OOOMX TJa3 MalMeHTa. B JApyrom BapHWaHTE OCYIIECTBICHUS
n300peTeHus d3PGEKTUBHOE KOJIMYECTBO JICKAPCTBCHHOTO CPEICTBA IS JICUCHUS XOPHOUAATIBHOTO PacCTpPOii-
CTBa BKIOYacT 3((EKTUBHOE KOJIMYCCTBO MPOTHBOBOCIAIMTEIBHOTO JICKAPCTBEHHOT'O CPEICTBA, MOIYIATOPA
BacKyJSIpHOTO J3HIoTenuanbHoro ¢akropa pocra (VEGF), momynsatopa tpomOommrapHOro (akropa pocra
(PDGF), narnburtopa aHTHOTeHe3a, UMMYHOCYTIPECCOPHOTO areHTa WM WHIHOUTOpa COCYIUCTOW TPOHHUIIAEMO-
cTH. B 01HOM M3 BapHaHTOB OCYIIECTBICHHUS N300pETEHNUS JIEKapCTBEHHBIIN COCTaB ISl JICUCHUS XOPHOUIAIBEHO-
TO PacCTPOICTBA, IMOCIE €ro BBEACHMUS, BRIXOJNUT U3 YYacTKa BBEICHHS W B OCHOBHOM JIOKAJHM3YeTCS B 3aTHEM
CerMeHTe TJa3a. B 0JHOM M3 BapHaHTOB OCYIIECTBICHUS H300PETEHUS pacCMAaTPUBAaEMBIE 37€Ch HEXHPYPTHUIe-
CKHE CITOCOOBI CITOCOOCTBYIOT O0Jiee UTHTEIEHOMY YACPKUBAHUIO JICKAPCTBCHHOTO CPENICTBA B TJIa3y MO CpaB-
HCHHIO C yJIEPKUBAHUEM JICKAPCTBCHHOTO CPEICTBA B TOM XK€ J03€, BBOAMMOTO UHTPABUTPEATHHO, MECTHO, T1a-
PEHTEpaTBbHO WU MIEPOPATBHHO.

Coo0manoce, 4To y MalueHTOB, KOTOPEIC MPOXOIUIN JCUCHHUE TITa3HO OOJIE3HH MOCPEICTBOM IIIYHTHPO-
BaHUS WU KAaHIOJHUPOBAHUS WU JAPYTHMHU XUPYPTUYCCKUMHU CHOCOOaMHM, HAOIIOAACTCs 3aMETHOE YBEIMYCHUE
WIN CHIDKCHHE BHYTPUTIIA3HOTO JABJICHUS TIOCIIC Havyalla MPOBEJCHUS YKa3aHHOTO crocoba jiedeHus. B omHOM
13 BapHaHTOB OCYIIECTBICHUS M300peTeHrs BHyTpuriasHoe nasnenue (BI'/l) y mamuenTa, KOTOPBIA TPOXOIHIT
JIEYeHHE TI0 TIOBOY PACCTPOMCTBA 3aTHETO CETMEHTA TJIa3a MM XOPHOUAAILHOTO pacCTpOrCTBa, yepes 2, 10, 15
mm 30 MHH TocTie BBEJCHHS JIEKAPCTBEHHOTO CPEACTBA B CYNPAXOPHOMAAIHHOE MPOCTPAHCTBO OBIIO ITOYTH
TaKWM JKe€, KaK M 0 BBEICHUS JICKAPCTBEHHOTO CPEICTBA IS JICUCHHSI PACCTPONCTBA 3a/JHETO CETMEHTa Iia3a
WK XOPHUOWAAJIHHOTO paccTpoiicTBa. B omHOM M3 BapmaHTOB ocymiecTBieHHs n3o0perenus BI'Jl mammeHra,
KOTOPBII MPOXOIMJI JICYCHHE IO TOBOJY PacCTpOiicTBa 3agHETO CErMEHTa TIia3a WM XOPHOWIAIBHOTO pac-
cTpoiicTBa, uepe3 2, 10, 15 unu 30 MuH mocne BBEICHUS JICKAPCTBEHHOTO CPEACTBA B CYNPaXOpUOUIAIBHOE
MPOCTPaAHCTBO, He Oonee yeM Ha 10% otmuuanock ot BI'/l manuenTa 10 BBEACHUS MY JIGKAPCTBEHHOT'O CPEJICT-
Ba JUIS JICUCHUsSI PACCTPOWCTBA 3aHETO CErMEHTA I1a3a U XOPUOHMIAFHOIO paccTpoicTBa. B oqHOM U3 Bapu-
aHTOB ocymiecTBIcHUs u300pereHus BI'J] mammeHTa, KOTOPHIA MPOXOIWI JICYCHHUE IO TIOBOIY pacCTpoicTBa
3a/IHETO CEerMEHTA IJ1a3a WM XOPHUOUTAIBHOTO paccTpoiicTBa, uepes 2, 10, 15 unu 30 MuH mocie BBeIeHUs Je-
KapCTBEHHOT'O CPENICTBA B CYIIPaxXOpPHOUAAIBHOE IIPOCTPAHCTBO, He Oonee yem Ha 20% ommmuanock or BI'/] ma-
IICHTA /10 BBEACHUS €My JIGKAPCTBEHHOT'O CPEICTBA JUIS JICUCHUS PACCTPOMCTBA 3aHET0 CETMEHTa IJia3a WIIN
XOPHOHIATBHOTO PacCTpoicTBa. B oqHOM W3 BapHMaHTOB ocyiecTBieHus n3o0peTeHus BT/ mammenra, koTo-
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PBIi IPOXOIUIT JICUCHHE TI0 TIOBOJY PAacCTPOWCTBA 33IHETO CETMEHTA IJ1a3a MM XOPUOUAAIEHOTO PAacCTPONCTBA,
uepes 2, 10, 15 umu 30 MuH nocne BBeJEHUS TEKapCTBEHHOTO CPEACTBA B CYyNPaxOpUOUAAIBbHOE IPOCTPAHCTBO,
He O0osee yeM Ha 10-30% oTnuuanock oT BI'J] manuenTa 10 BBeIEHUST MY JIGKQPCTBEHHOTO CPEJICTBA IS Jieue-
HUS PacCTPOMCTBA 3aHETO CErMEHTa Tia3a W XOPHOUIAIBHOTO pacCTporCcTBa. B apyrom BapmaHTe ocymect-
BJICHUS M300peTeHus AP PEeKTUBHOE KOTMUECTBO JEKAPCTBEHHOTO CPEICTBA IS JICUCHHS PACCTPOUCTBA 3aHETO
CeTMEHTa TJla3a WM XOPHOHWJAIBFHOTO PAaCCTpOoicTBA BKIIOYACT d()(HEKTHBHOE KOIMIECTBO MPOTHBOBOCIIATIH-
TEJHHOTO JIEKAPCTBEHHOT'O CPEACTBA, MOIYJATOpPa BaCKYJSIPHOTO SHAOTeNuanbHoro ¢akrtopa pocra (VEGF),
MoayisaTopa TpombormrapHoro ¢akrtopa pocta (PDGF), uarnHOuTOpa aHTHOTeHE32, MMMYHOCYIIPECCOPHOTO
areHTa Wik MHIMOUTOpa COCYIUCTON MPOHUIIAEMOCTH.

B omHOM M3 BapmaHTOB OCYLIECTBICHHS M300pETEHHS XOPHUOUIAIBHBIM PacCTPOHCTBOM, KOTOPOE MOJKET
OBITH MOJBEPTHYTO JICYCHHUIO ONMMCAHHBIMU 37ECh CIIOCOOAMM, SIBIISTIOTCS HEOBACKYJISPH3ALUs XOPHOUIATBHOM
000JI09KH, CKJIEPO3 XOPHOMIAIBHOW OOOJIOYKH, TOJIMIONIHAS XOpPHOHMIAIbHAs BAaCKyJONAaTHs, LEHTpalbHas
CepO3Hasi XOPHOPETHHOIIATHS, MyJIbTH(OKaIbHAs XOPUOPETUHONATHS MM XOPHOUAAIbHAs IUCTpodusi. XopHo-
UANBHON aucTpoduelt sBiseTcs, HallpuMep, LEHTpajbHas KpyroBash XOpHOWIAIbHAs MUCTpodus, mon3ydas
XOpHOUIATbHAS TUCTpodHs WM 00IIas eHTpabHas XOpHouAaibHas arpodus. B HEKOTOPHIX BapHaHTaxX OCY-
IIECTBIICHUS M300peTeHNs y MAIMeHTa, HYKAAIOMerocs B JICYCHHN XOPHOUIATFHOTO PacCTPOWCTBa, Habroma-
eTcs CyOpeTHHaJIbHAsI SKCCyAallis W KPOBOTCUEHHUE, M PacCMaTPUBACMBIC 37IeCh CIIOCOOBI MO3BOJISIOT YMEHb-
IIATh TaKyI0 CyOpeTHHAIBHYIO SKCCYIANMI0 W/WIIA KPOBOTEUCHHE MO CPABHEHHIO C CyOpeTHHAIFHON AKCCyHa-
el W/ KpOBOTCUCHHEM, HAOIIOMaeMbIMHU Y TIAIIMEHTA JI0 BBEACHHS JiekapcTBeHHOTo cocraBa B CXII. B
JIPYTOM BapHaHTE OCYIIECTBICHHUS M300pETCHH y MalMeHTa, HY)KJAIOIIETrocs B JICYEHUH, HaOmronaeTcs cyope-
THHAJIbHAsI 9KCCYAAIM U KPOBOTEUCHHUE, U TaKne CyOpeTHHANbHAst SKCCYIAlis U KpOBOTEUCHHUE, HAOIIOAaeMble
y HalMeHTa ocJie IPOBEACHUS OJJHOTO M3 YKa3aHHBIX HEXHPYPTHUECKHX CIIOCOOOB JICUCHHMSI, ONMCAHHBIX B Ha-
CTOSIIIEH 3asBKE, CHIDKAIOTCS 110 CPABHEHMIO C CyOpeTHHAIBHOM dKccyaanueld W/HWiu KpoBOTECUSHHUEM, HaOIIo-
JTaeMBIMH Y MAlMeHTa MOCIIe MHTPABUTPEATIbHON TEpaIy TEM XKe CaMbIM JICKApCTBEHHBIM CPEJICTBOM B TOH Ke
camoit fo3e.

B omgHOM W3 BapmaHTOB OCYIIECTBICHHUS M300pPETEHUS pacCMaTPUBAEMBIEC 3/I€Ch CIIOCOOBI 00ECIIEUHBAIOT
3¢ (exTUBHOE JEUCHNE MAIIeHTa, KOTOPBIN YK€ MPOXOINI JISYeHHE 110 MTOBOAY XOPHOHMIAIBHOTO PacCTPOHCTBA
WIIA paccTpoiicTBa 3aJHETO CETMEHTA I1a3a, HO KOTOPBIA OKAa3alcs HEBOCIIPUUMYHBEIM K TAKOMY JICYCHHUIO, HITH
y KOTOPOTO TaKkoe JICYCHHE He Jaji0 YAOBIETBOPUTEIHHOTO pe3yibTaTta. Tak, HapuMep, B OJHOM U3 BapHaHTOB
OCYILIECTBIICHHUS W300pPETCHUS TMAIlMCHT, IOABEPTaeMBIii JIEYCHHUIO XOPHOWIATBFHOTO PAacCTPOWCTBA WIIHM pac-
CTpOICTBA 3aHETO CETMEHTA Tia3a Croco0aMu COTIIACHO M300PETeHHUIO, paHee yXKe MPOXOIWI JICICHHE TI0 T10-
BOJIy XOPHOUAAIBHOTO PACCTPOMCTBA MM PAacCTPOMCTBA 3aJHETO CETMEHTA IJ1a3a, HO OKa3ajcs HEBOCIIPHUMYH-
BBIM K TakOMY JICYEHHIO, WM TaKOE JICUCHHE HE JajJ0 YIOBJICTBOPUTEIBLHOTO pe3yibTata. Kak oueBHIHO LI
CIEIUAINCTa B JaHHOH 001acTH, Y NallMeHTa, KOTOPBIH OKa3aJiCsi HEBOCIIPUMMYUBBIM K TAKOMY JICUCHHUIO, WIH Y
KOTOPOT'O TaKoE JIEYCHUE HE A0 YAOBICTBOPUTEILHOTO PE3ybTaTa, He HaOII01an0ch 0CIabIeHust CHMIITOMOB
WY KIMHUYECKUX MaHHU(ecTaluii XOpUONAAILHOTO pacCTPONCTBA MIIM PAacCTPOWCTBA 3a/{HETO CErMEHTa IJiasa.
B onHOM M3 BapHaHTOB OCYIIECTBICHHS M300pETeHNS yKa3aHHBIMH CUMIITOMaMH WM KIIMHUYECKUMH MaHH(e-
CTalMsAMH SBILTIOTCS TOBPEXICHHUS ONPEICICHHOTO pa3Mepa, BOCHAJICHHE, OTEKH, CHIDKEHHE OCTPOTHI 3pPEHUS
WA IOMYTHEHHE CTCKJIIOBHIHOTO Tela.

B omHOM M3 BapHaHTOB OCYIIECTBICHUS N300pETEHUS MAMEHT, HYKIAIOIIUNACS B JICYCHUH MOJIUIIOUIHON
XOPHOUIATBHON BACKYIONATHH, OB TIOABEPTHYT JICYEHUIO OJHHM W3 PAaCCMaTPHUBAEMBIX 3/1€Ch HEXHUpPYpIrHUe-
CKHX CITI0OCOOOB JT0CTaBKH JieKapcTBeHHOTO cpeacTBa B CXII. Tak, HapuMep, B OIHOM U3 BAPHAHTOB OCYIIECTB-
JeHust n300peTeHuns MalyueHTy, Hyxaaromemycs B sedeHnn, B CXII oxHoro wian o0oux ria3 BBOIST JIEKapCT-
BEHHBII COCTaB, coJeprkaiui 3h(HeKTHBHOE KOJMUYECTBO JISKApCTBEHHOTO cpeacTBa s seueHus [IXB. B apy-
TOM BapHaHTe OCYIIECTBICHUSI N300pETEHHsI BBEJICHNE JIEKaPCTBEHHOTO COCTaBa OCYILECTBIISIIOT C UCIIOIb30Ba-
HHEM OIIMCaHHOTO 3/1eCh yCTpoicTBa "MuKpourna". B apyrom BapmaHTe ocyuiecTBiIeHHsT H300peTeHns dhpex-
THUBHOE KOJIMYECTBO JIEKAPCTBEHHOTO cpescTBa [uis jedenus [IXB Bkitouaet 3¢ (peKTHBHOE KOJMYECTBO MPOTH-
BOBOCTIAJIMTEIBHOTO JIEKAPCTBEHHOTO CPEJCTBA, MOAYJSITOPA BACKYJISIPHOTO SHAOTENUAIBHOTO (hakTopa pocra
(VEGF), monynsaropa Tpomborutapaoro ¢akrtopa pocra (PDGF), narnOuTopa aHruoreHe3a, HMMYHOCYIIpeC-
COPHOTO areHTa MWIN HHrHOUTOPa COCYIUCTOM MPOHUIIAEMOCTH.

[TXB npexacraBuseT coboii aHOMaJIbHYIO XOPHOUJIAIBHYIO BACKYJIONATHIO, KOTOpas, OYCBUIHO, NMPEICTAB-
JIsIeT co0O0M BapruaHT HEOBACKYJISPHU3AIMK TUTIA 1, XOTs OBIIIO BRICKAa3aHO Mpenoiockenne, uro [1XB xapakrepu-
3yeTcsl CHerupuIecKoldl aHOMalMeH COCYIOB XOPHOUAAIBHON oOojouku (cM. myOnukamuio Imamura et al.
(2010). Survey of Ophthalmology, volume 55, p. 501-515, xoTOpas BBOAUTCS B HACTOSIIEE OMMMCAHNE TTOCPEACT-
BOoM cchlikn). CooOmanock, 9ro I[1XB 4armie Bcero BcTpedaeTcs y JroJei IIBETHOH pachl, XOTA ObLIM 3aperucT-
PHUpOBaHBI CIy4an 3TOTO 3a00JIEBaHUS M Y JIIOJEH MHIOEBpPOIEHCKO# pachl. (cM. mybOamkamuio Imamura et al.
(2010). Survey of Ophthalmology, volume 55, p. 501-515, koTopast BBOAUTCS B HACTOSIIEE ONMCAHUE ITOCPEICT-
BOM cchUIKH). OnucaHHble 371ech COCOObI MOTYT OBITh IPUMEHEHBI JUIS JICUCHHS TTAILIUEHTOB, IIPHHAIEKAIINX
Kak K [[BETHOH pace, Tak U K MHJOEBpoIeiickoil pace. Tak, HarpuMmep, B OHOM M3 BapHAHTOB OCYILECTBICHHS
M300peTeHNs MalreHTaMy, MTPOXOIIMMH JedeHue 1o nosoxy I1XB, sBIsIOTCS MalMeHTHl, MPOXKHUBAIOIIUE B
ctpanax Adpuku, Jlatnackoit Amepuku, bimkxaero Boctoka mim Asun. B npyrom BapuaHTe OCYIIECTBICHHUS
n300peTeHNs MAIeHTaMH, IPOXOIAIIUMH KyPC JICUSHHS, SBISIFOTCS allMeHTH HHAOEBPOIEHCKO pacs.
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Knuanueckne Manudecranun y nanueHtos ¢ [IXB BkiIroyaroT cocyucThie MATONOTHH M CEPO3HBIE U Ce-
PO3HO-TEMOpparuueckue OTCIOCHUSI HEHPOCEHCEPHOH 00IaCTH CETYAaTKH M MUTMEHTHOTO SIHUTENNS PA3IMYHbBIX
pa3mMepoB, HaOIFOAIONINECss BOKPYT 3PUTEIFHOTO HEpBa M B IEHTPAIBHOW YacTH kenroro msaTHa. CyOperu-
HaJbHAS DKCCYAANMS U/ UM KPOBOTEUCHNE MOTYT TakyKe HabmoaThesl y maruerToB ¢ [IXB. B npyrom Bapuanre
OCYIIIECTBIICHUST H300pETeHUS B ITa3ax manueHTta ¢ [IXB HabmomaroTes oTiaoKeHus TunuaoB. Hacrosimee n3o-
OpeTeHne OTHOCHUTCS K CHIYKCHHIO YaCTOTHI BCTPEUAEMOCTH W/MJIH TSDKECTH KIMHUYecKnX MaHugectanuit [1XB,
Habmromarormxcs y naruenta ¢ [1XB, mpoxosmero Kypc JISYCHUS ONMMCAaHHBIMH 3/1eCh CIIOCO0aMH, M0 CpaBHEe-
HHUIO C YaCTOTOW BCTPEUAEMOCTH H/WIIHM TSDKECTBHIO TaKMX KIMHMYECKHX MaHHdecTanuid 1o nedeHus. Tak, Ha-
npuMep, y NMalyueHTa, Ipoxoadulero jgedenue no nosoay [IXB ogHuM U3 paccMaTpuBaeMbIX 37€Ch HEXHUPYPIH-
YEeCKUX CIOCOOO0B JICYCHHs, HAOII0JaeTCsl CHIDKEHUE YacTOThl BCTPEYAEMOCTH M/MJIM TSDKECTH COCYIUCTOH Ta-
TOJIOTUH TI0 CPABHEHHIO C YaCTOTOM BCTPEYaEMOCTH W/WMJIH TSHKECTBIO COCYIUCTOHN MAaTOJIOTUH, KOTOpBIEe HAaOIIIO-
JIaIiCh y MAlMeHTa JI0 JICUSHUSI C IPUMEHEHHEM yKa3aHHOTO HEXHPYPTHYECKOTro CIoco0a J0CTaBKH JIEKapcT-
BeHHOro cpenctea B CXII. B npyrom BapuaHTe OCYIIECTBICHUS H300pETEHHS TSDKECTh CyOpeTHHAIBLHOM SKCCy-
Jlaluy W/UIM KpoBoTeueHus y nanuenTa ¢ [IXB cHipkaeTcst o cpaBHEHHIO € TSDKECTBIO CyOpeTHHAIBHOM SKCCy-
JAlM{ W/WIA KPOBOTEUEHHS Yy IMAIFEHTa J0 €ro JICYCHHS ONMHMCAHHBIMH 37IeCh HEXHPYPTUISCKUMH CIIOCO0aMHU
JIOCTaBKU JekapcTBeHHOTO cpenctBa B CXII. JlekapcTBeHHBIE cpeacTBa s geduenus [1XB, Hanpumep HHTAOH-
TOpbI anruoreHesa, moayysaropsl VEGF, monynstopsr PDGF, npoTuBoBOCTIAIMTEIHHBIE JICKAPCTBEHHBIE CPEI-
CTBa WJIM HHTHOUTOPHI COCYTUCTON TIPOHUIIAEMOCTH, O0Jiee TTOIPOOHO OTIMCAHEI HIKE.

B omHOM W3 BapHaHTOB OCYIIECTBIICHHS W300pETEHUS MAaIMEHT, MOIBSPTaBIINICS JEUCHHUIO TI0 TIOBOIY
[IXB ogauM U3 OMHMCAHHBIX 37€Ch HEXHPYPTUIECKUX CHOCOOO0B, TaKKe MMOIBEPTANICS JICUCHHUIO M0 TIOBOAY APY-
ToH Ti1a3HOM Oone3Hu. B pyrom BapuaHTe ocyniecTBICHHs N300pETEHUs TAKOW PYroi Iia3Hoi 00JIe3HBIO SB-
JSIOTCS APY3bl, CEPIOBUAHO-KIETOUHAS PETHHONATHUS, LEHTpalbHas CEpO3Has OpPUOPETHHONATHUS, THUIHYHAS
HEOBacKyJISIpHasi BO3pacTHas JIeTeHepalys JKeJITOro miaTHa (tuna 1 wim 2), MenaHonuToMa 3pUTeIbHOTO HepBa,
KpyroBasi XOpHOUAaIbHAas T€MaHTHOMa, CUHAPOM "ONPOKUHYTOro" AMCKA, MATONOTMYECKas MHUOMUS, XOPHOU-
JlajbHasi 0CTEOMa, PeTHHAIbHAs MUKpOaHTrnonaTus. JleueHne Apyroi riazHoi 60JIe3HH MOXKET OBITh OCYIIECTB-
JICHO OITMCAHHBIMH 3[IeCh HEXHPYPTUIECKUMHU CIIOCO0aMH JOCTaBKH JiekapcTBeHHOTo cpenctsa B CXII mmm apy-
TUMH W3BECTHBIMH METOJAMH, TAKUMH KaK, HalpUMep, HHTPABUTPEATFHOE WIIM MECTHOE BBEJCHHE JICKapCTBEH-
HOTO CpPEJICTBA.

B npyrom BapmaHTe OCYyIIECTBICHHS M300pETCHUS OMHMCAHHBIN 3[€Ch CIIOCO0 JICYCHHS XOPHOMIATBHOTO
paccTpoiCTBa, TO €CTh HEXHPYPTHUECKOHN JOCTaBKH JiekapcTBeHHOTO cpencTBa B CXII omHOTO T1a3a uiu 060ux
a3, TpecTaBiIsieT coboi crmocod NedeHus MalfeHTa ¢ MEeHTPaTbHOW cepo3Hoit xopuoperuHonatueit (L{CX)
(Takxe U3BECTHOI Kak LeHTpaibHas cepo3Has purnHonatus (LICP)). LICP npencraBiser co0oi 9KCCYyAaTHBHYIO
XOPHUOPETHUHOIIATHIO U XapaKTepU3YyeTcsl AKCCYNAaTUBHBIM OTCIOCHHEM HEHPOCEHCEPHOH 00JacTH CeT4aTKH C
OJTHOBPEMEHHBIM OTCIIOCHHEM WM 0e3 oTcioeHus nurMeHTHoro snurtenus ceryatkul (RPE). B Hekoropsix ciy-
yasx LICP npuBoaut k Metamopdorncun u Mukporcun. B Hekotopeix ciydasx LICP xapakrepusyercst yreukoit
KHUJKOCTH 1oJ1 ceTyatky. Kpome Toro, y naunenrtos ¢ L{CP wacto HabmonaeTcsi CHHXKEHUE OCTPOTHI 3peHus. B
OJTHOM M3 BapHAHTOB OCYIIECTBIICHUS M300pETECHHSI paccMaTpUBaeMBbIi 31ech criocol sedyenus nanueHrta ¢ LICP
BKITIOYAeT HEXMPYPTUIECKOEe BBEIECHHE JIEKAPCTBCHHOTO COCTaBa, conaeprkamero 3(hdekTHBHOE KOIUIECTBO Je-
kapcTBeHHOTO cpeactsa s nedenus [[CP, B CXII oxHoTO mMaza wim 000uX Tia3 nanydeHTta. B oJHOM U3 Bapu-
AQHTOB OCYILECTBIICHH M300pETeHHS YKa3aHHOE JIEKAPCTBEHHOE CPEICTBO BBOJAT C IOMOIIBIO OJHOW W3 OIH-
CaHHBIX 37€Ch MUKPOWII. B Ipyrom BapmaHTe OCYIIECTBICHHUS M300pPETEHUS JIEKApCTBEHHOE CPEICTBO IS Jie-
yerns L{CP npencrasisier co0oif MPpOTHBOBOCIIANHUTENFHOE JEKAPCTBEHHOE CPEACTBO, MOAYIISATOP BAaCKYISIPHOTO
sHnorenuanbHoro ¢akrtopa pocra (VEGF) (manpumep, antaronuct VEGF), moxynstop TpomGorutapHoro dak-
topa pocra (PDGF) (manpumep, antaronuct PDGF), narubunrop anruoreneza, HMMYHOCYIIPECCOPHBIH areHT
WJIM MHTHOWTOP COCYIMCTON NMPOHUIAEMOCTH. B npyrom BapuaHTe OCYyLIECTBIICHHS M300pETEeHHs y MalUeHTa,
nozasepraemoro JedeHuro [{CP oxHiM 13 omucaHHbIX 37€ch CIIoco00B, HAOIIOAAaeTC s TOBBIMIEHHE OCTPOTHI 3pe-
HUS 110 CPAaBHEHUIO C OCTPOTOM 3peHus y MallMeHTa IO Hadaja JeueHus. B qpyroMm BapHaHTe OCyIIECTBICHUS
n300peTeHNs y nanuenTa, moasepraemoro yeuenuto L{CP, HabmonaeTcs CHIDKEHNE YTEUKU KUAKOCTH I10]] CET-
YaTKy M0 CPAaBHEHUIO C YTEUKOH YKUIKOCTH TOJ] CETYATKY, HAOII0JaeMOil Y 3TOTO HallleHTa 10 €r0 JICUCHHS ITy-
TEeM HEXHPYPTHUECKOHN TOCTaBKH JieKapCcTBEHHOTO cpeacTBa B CXII.

B npyrom cBoem BapHaHTe HAcTOSAIIEE M300PETCHNE OTHOCHTCS K CIIOCOOY JICUCHHS MAaIMeHTa ¢ MYJIbTH-
(dokanpHpIM xXopuonauToM (M®X). B ogHOM W3 BapHaHTOB OCYIIECTBICHHS W300pETEHHS CIOCOO JICUSHUS
MO®X BKIIOYaeT HEXHPYPTrUIEeCKOe BBEICHHUE JIEKAPCTBEHHOTO COCTaBa, COAEPIKAIIero dpPeKTHBHOE KOTHIECT-
BO JICKapCTBEHHOTO cpenctBa st jiedeHuss MO X, B CXII omHoro mim o00WX TJa3 MaueHTa, HyKIaroIerocs B
neyennn MOX. B oqHOM U3 BapHaHTOB OCYIIECTBICHUS N300pETEHHS JICKAPCTBEHHBIH COCTAaB BBOJST C MOMO-
IIBI0 OJHOW M3 ONMCAaHHBIX 3/1eCh MUKPOUTI. B npyrom BapuaHTe OCylIecTBICHUS n300peTeHus apdekTuBHOE
KOJIMYECTBO JIEKapPCTBEHHOTO cpencTBa s jedenuss MOX BkmodaeT 3¢p¢GeKTHBHOE KOJIMYECTBO MPOTHBOBOC-
MaJIMTEJIFHOTO JICKAPCTBEHHOTO CPEACTBA, MOIYISATOpa BacKYJSIPHOTO JHIOTEIHAJIBbHOrO (hakTopa pocTa
(VEGF) (manpumep, anraronucra VEGF), Mmogynaropa tpombonuntaproro ¢akropa pocra (PDGF) (Hampumep,
anraronncra PDGF), uarnburopa aHruoreHesa, MMMYHOCYIIPECCOPHOTO areHTa WM MHTHOMTOpa COCYANCTOH
MIPOHUIIAEMOCTH. B 0JTHOM M3 BapWaHTOB OCYIIECTBICHHSI N300peTeHus manueHT ¢ MO X crpamaeT yMepeHHOH
OMM30pPYKOCTHIO, a B IPYTOM BapHaHTE OCYIIECTBICHHS M300pETCHUS yKa3aHHBIM MAIlUEHT CTPATaeT ABYXCTO-
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poOHHel OJM30pYKOCTHIO. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS M300peTreHus y nanuenta ¢ MOX nabro-
JIAfOTCSl CUMITOMBI 33/IHETO YBEHTA, BKIIIOYAsl MOHIKEHHYIO OCTPOTY 3pEHHs, CUMIITOM '"JIETaloIie MYIIKH'",
(oTomcuio, a TaKXKEe CHMIITOMBI TIEPEIHETO YBENUTA, TAKHE KaK CBETOOOSA3Hb. B 0JHOM M3 BapHAHTOB OCYIIIECTB-
neHus n300peTeHns y narueHTa ¢ MOX mpuCcyTCTBYIOT KJIETKH B CTEKJIOBUIHOM TeJIe M/WJIM BO BHEITHEH Kame-
pe. OdTamsmockonus manueHToB ¢ M®X yka3pIBaeT Ha MOPAKEHUS KEJTO-CEPOro IBETa Ha YPOBHE ITUTMEHT-
Horo snutenus cetdatku ([I9C) m xopruokanmisipoB. PazMep Takux MOpakeHUH COCTAaBIISET MPUOIU3UTEIHHO
ot 50 MxM 10 1000 MKM, ¥ Takue TIOpaKEHUS PACTIPEACIAIOTCS B MEpUNANIIIpHON obmacTu. B omHom n3 Ba-
PHAHTOB OCYIIECTBICHHUS M300PETECHHU pacCMaTpPUBaeMBbIE 31€Ch CIIOCOOBI CIIOCOOCTBYIOT YMEHBIICHHUIO pa3Me-
pa W/WiIM 4uciia MOpPaXKEHUH y MalueHTa, MPOoXOIIero JieueHne. B HeKOTOpBIX Ciydasx OCTphIe MOpPasKeHMS
aCCOLMMPYIOTCS C CYOpEeTHHANBHOM KUAKOCTBIO U OaxpoMyaTsIMH KpasMu. OcTpoe 3a00JIeBaHUE MOXKET TaKKe
aCCOLMMPOBATHCS C TUIIEPEMHUEH U OTEKaMU BEpXHEW YacTH 3PUTEIILHOTO HEPBA, C IUCTOUIHBIMU OTEKAMH JKell-
TOTO IITHA ¥ XOPUOUAATBHON HEOBACKY ISIPU3ALNEH KENTOr0 IATHA U EPUNAIMIUIIPHONA 00I1acTH.

B omHOM M3 BapnaHTOB OcylIecTBICHHS H300peTeHHs crocob jedenus namueHra ¢ MOX BrioyaeT HeXu-
pypruyecKkoe BBEJCHHE JIEKAPCTBEHHOTO COCTaBa, COAEpXKalero 3(QQeKTUBHOE KOJIMYECTBO JEKAPCTBEHHOTI'O
cpencrBa ains nedernss MOX, B CXII oxxnoro nimm 0060WX TIia3 MarueHTa, HyKaaromerocs B jedeHun MOX. B
JIPYTOM BapHaHTE OCYIIECTBIICHHS M300pETeHMS YKa3aHHBIH CHOCOO BKIIFOYAET BBEACHHE JIEKAPCTBEHHOIO CO-
craBa B CIIX ogHOro miau 00OWX IJIa3 MalpeHTa ¢ MOMOIILI0 OJTHOW W3 OMHCAHHBIX 3/IeCh MUKpouTi. Tak, Ha-
prUMep, B OJTHOM W3 BapHaHTOB OCYIIECTBICHHS M300peTeHHs JeKapcTBeHHBIH coctaB BBOIAT B CXII rmaza
MAIeHTa ¢ TIOMOIIBIO ITOJIOW MUKPOUIIIBI, CHA0KEHHOW KOHIIEBOHM YacThIO M OTBEPCTHEM, Yepe3 KOTOpoe yKa-
3aHHBIA cocTaB moctynaeT B CXII. B npyrom BapuaHTe ocyIIecTBICHUS N300peTeHUs d3PHEKTUBHBIM KOJINIECT-
BOM JICKapCTBEHHOTO cpencTBa Jursd JieueHuss MDX siBnsiercst 5 eKTUBHOE KOJMYECTBO POTHBOBOCIATIHUTEIb-
HOTO JIEKapCTBEHHOT'O CPEJCTBa, MHTHOMTOpa aHruorenesa, moayistopa VEGF mimm maruburopa cocyancroi
NPOHUIIAEMOCTH. B npyrom BapuaHTe OCYIIECTBICHUS M300pETEHNUS y MAIMEHTa, IOJIBEPraeMOoro JICYEHUIO 110
noBogy M®X, HabmroaeTcsi CHIDKCHNE YKCIa OpakeHHH (HampuMep, CHIDKEHHE yucia nopaxenui B [13C),
yYMEHbIIIEHNE pa3Mepa MopaKeHuil (HampuMmep, YMEHbIICHHE pa3Mepa NopaxeHud, Habmonatomuxcs B [19C),
CHIDKEHHE KOJIMYECTBA CYyOpPETHHAIBHON KUIKOCTH, IMOBBIIIICHHE OCTPOTHI 3pEHHS WM CHIKCHHE CTETIEHH XO-
pHONIATBHON HEOBACKYIISIPHU3AINH 1I0 CPABHEHHIO C YUCIOM ITOPAaXCHUH, pa3MepOM IOPaXECHUH, KOINIECTBOM
CyOpeTHHAITLHOM XKHUIAKOCTH, OCTPOTOM 3pEHUS M XOPHOUJAIBHON HEOBACKYIISpU3aIMeH Tla3a MarueHTa, KOTo-
PBIi elle He MPOXOoIuJI JiedeHus 1Mo oBoay M®X crocobom coriacHo n3o0peTeHuto. B apyrom Bapuanrte ocy-
MIECTBJICHUS N300peTeHNs y MalneHTa, IMOJABEPraeMoro jedeHuo 1o moBogy M®X, Habmonaercs CHUKECHUE
TUIEPEMUHN U OTEKOB BEPXHEH JacTH 3pUTEIHHOTO HEPBA IO CPABHEHHUIO C TUIICPEMHIEH U OTEKaMH BepXHeil Jac-
TH 3pUTEIHHOTO HEPBa, HAOMIOJAIONINXCS Y MAMEeHTa, KOTOPBIH ellle He MPOXO/IHI JEUSHUS] HEXHUPYPTHIECKUM
CIocoO0M J0CTaBKH JekapcTBeHHOTo cpenctBa B CXII coracHo n3o0peTeHuro.

B onHOM M3 BapMaHTOB OCYIIECTBIICHUS M300pETEHUS MAIMEHT, HY)KIAIOLINNCS B JICYEHHH XOPHOMIAIIb-
HOHM HEOBACKYJSIpH3aLliH, IPOXOIMII JICUCHHE OJHUM M3 paccMaTpHUBAEMBIX 3]I€Ch CIIOCOOOB HEXHPYPTHUYECKOH
JnocTaBku JiekapcTBeHHOro cpenctBa B CXII. Tak, Harmpumep, B OZHOM M3 BapHaHTOB OCYILIECTBICHUS H300pe-
ternst B CXII onHOro mimv 000MX Iia3 ManyeHTa, Hy>KAAIoIIerocs B JICUSHUH, BBOJSIT JIEKAPCTBEHHBIH COCTaB,
conepxantiii 3(pGEeKTHBHOE KOJIMIECTBO JICKAPCTBEHHOTO CPENCTBA IS JICUSHUSI XOPHOUAAIHHON HEOBACKYIIS-
pu3ammu. B npyroM BapmaHTe OCYIIECTBICHNS N300pETEHNUS BBEICHHUE JICKAPCTBEHHOTO COCTaBa OCYIIECTBIIOT
C TIOMOIIIHIO OTMMCAHHOTO 37IeCh YCTPOHCTBA "MHUKpouraa". B oHOM W3 BapHaHTOB OCYIIECTBICHUS N300pETEHUS
3((HeKTUBHBIM KOJIMYECTBOM JICKAPCTBEHHOTO CPENICTBA IS JICUCHUS] XOPHOUIATBHON HEOBACKYISIPH3AINHN SIB-
nsercs 3¢ (GeKTUBHOE KOJMYECTBO IMPOTHBOBOCHAIUTEIHLHOTO JEKAPCTBEHHOTO cpencTBa, moxyisitopa VEGF
(manpumep, antaronucra VEGF), moxynstopa tpomborurapHoro ¢akropa pocra (PDGF) (manpumep, antaro-
Hucra PDGF), naruburopa anruorenesa, MMMYHOCYIIPECCOPHOTO areHTa WJIM MHTMOUTOpa COCYIUCTON MPOHU-
[aEMOCTH.

B onHOM M3 BapHaHTOB OCYIIECTBIICHUS M300pETEHUS MAIMEHT, HY)KIAIOIINNCS B JICYEHHH XOPHOMIAIIb-
HOHM UCTpO(HH, TPOXOANI JICYECHNE OJHUM M3 PacCMaTpHUBAEMBbIX 31€Ch CIIOCOOOB HEXUPYPTHUECKOH TOCTaBKH
nekapctBenHoro cpencrsa B CXII. Tak, nanpumep, B OJHOM W3 BapHaHTOB OCYIIECTBICHUS M300peTCHUS B
CXII omHoro mi 000X IJIa3 MAIMeHTa, Hy KIaI0IIerocs B JCUYCHUH, BBOIAT JICKAPCTBEHHBIA COCTaB, COJepKa-
i A3 PEeKTUBHOE KOJTMYECTBO JIEKAPCTBEHHOT'O CPEACTBA IS JICUCHHU XOPHOUIAIbHON muctpoduu. B apyrom
BapHaHTE OCYLIECTBICHUS M300peTeHns 3 (HeKTHBHOE KOTMUECTBO JEKAPCTBEHHOTO CPEACTBA UL JICICHUS XO-
pHOMAAIbHON AUCTpogHH BKIOYaeT 3(P(PEKTUBHOE KOIWYECTBO IPOTHBOBOCHAIUTEIHHOTO JIEKAPCTBEHHOTO
CpelCcTBa, MOIYJIATOPA BAaCKYJISIPHOT'O dHAOTEIHAILHOTO dakropa pocta (VEGF), MmogynsaTopa TpoMOOIUTAPHO-
ro ¢akropa pocra (PDGF), uarnéurtopa aHrHOT€HE3a, IMMYHOCYIIPECCOPHOTO areHTa WM HHTHOUTOpa COCYIH-
CTOM NMpoHHMIIaeMOCTH. B npyrom BapuaHTe ocymecTBICHHS M300peTeHHs! BBEACHHE JIEKAPCTBEHHOTO COCTaBa
OCYILECTBIISIIOT C MOMOIIBIO OMMMCAHHOTO 3[€Ch YCTpoiicTBa "Mukpourna". B 0JHOM U3 BapHaHTOB OCYIIECTBIIE-
HUS N300pETEeHUs] pacCMaTpUBaeMble 371eCh CIIOCOOBI JIEYEHUs] XOPHOUIAIBHONW AUCTPO(UH CIOCOOCTBYIOT OC-
Ja0JICHUIO CHMITOMOB MJIM KIIMHUYECKOH MaHH(ecTallun XOPHONIAIbHOM qUCcTpoduu B OObIIEH cTeTeHH, YeM
9T0 HaOMoaeTcs B Cilydae BBEJCHHUS MAIMEHTY MJICHTUYHOTO JEKapCTBEHHOTO CPEACTBA MECTHO, IIEPOPAIIBHO,
MapeHTePabHO, HHTPABUTPEATIbHO WM BOBHYTPH KaMEpHI.

B npyrom BapmaHTe OCYyIIECTBICHHS M300pETCHUS OMHMCAHHBIN 3[€Ch CIIOCO0 JICYCHHS XOPHOMIATBHOTO
paccTpoicTBa, TO €CTh OMMCAHHBIN 37eCh CIIOCO0 HEXHUPYPTHUYECKOH JOCTaBKH JIEKAPCTBEHHOTO CPENICTBA B
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CXII, mpexacrasinsieT co00i Cocod JeYeHns NalMeHTa ¢ TOUeuHOH BHyTpeHHe# xopuopernHonarueii (TBX). B
OJTHOM M3 BapHAHTOB OCYIIECTBIICHUS M300peTeHHs CIIOCO0 JiedeHns nanuenta ¢ TBX BiovyaeT Hexupypruye-
CKOE BBEJICHHUE JIEKAPCTBEHHOI'O COCTaBa, cojepxamiero 3QpQeKTuBHOE KOJMYECTBO JIEKAPCTBEHHOTO CPEACTBA
st nedennss TBX, B CXII ogHoro mwim o0ouX Tia3 marnueHTa. B apyrom BapuaHTe OCYIIECTBJICHHUS U300peTe-
HUS YKa3aHHBIH CIIOCO0 BKIJIIOYAET JOCTABKY JEKAPCTBEHHOTO CPENICTBA C IOMOIIBIO OTHOM M3 OMUCAHHBIX 3/1€Ch
MHUKpPOUTI. B 01HOM M3 BapraHTOB OCYIIEeCTBICHUS N300peTeHus 3()()EeKTUBHBIM KOIMIECTBOM JIEKaPCTBEHHOTO
cpenctea ans jedeHns TBX sBusercs 3pQeKTHBHOE KOIMIECTBO MPOTHBOBOCHAIUTEIHFHOTO JIEKAPCTBEHHOTO
CpencTBa, HHTHOWTOpA aHTHOTeHE3a, MIMMYHOCYIIpeccopHOro areHTta, moxymsaropa VEGF (manpumep, anTaro-
Hucra VEGF), monynsropa PDGF (manpumep, antaronucra PDGF) nnn uaruburopa cocynucroil npoHunae-
MOCTH.

B onHOM M3 BapMaHTOB OCYIIECTBICHUSI M300peTeHns y nanuenTa ¢ TBX, mogsepraeMoro je4eHuro oj-
HHUM M3 paccMaTpUBacMBIX 3]1eCh CIIOCOOOB BBE/ICHHMS JiekapcTBeHHOro cperctsa B CXII, Habmomaercst ocnad-
JICHUE CHMIITOMOB/KIMHUYECKUX MaHu(ectannii TBX mim ymeHblIeHHE YHCiIa CUMIITOMOB/KIMHHYECKHX Ma-
Huectarmii TBX 1o cpaBHEHHIO ¢ CHUMITOMaMU/KIIMHIYECKUMH MaHU(ECTalusIMH, HAOJII0IaeMbIMH Y TTallUCH-
Ta JI0 BBEICHHUS JiekapcTBeHHOTo cpeactBa B CXII. B mpyrom BapmaHTe OCyIIECTBICHHS M300pETEHUS yKa3aH-
HBIMH CHMITOMAMHU/KJIMHWYECKIMHA MaHU(ECTAIIMAMH SIBIISTIOTCS BOCTIAJICHNE, HEYETKOCTh 3peHHUs, (HOTOTCHS,
HEeHTpaJbHas H/IiN nepudepruieckas CKoToMa Wik Metamopdoricus. B apyrom BapmanTe 0CyIIECTBICHHS H30-
OpeTeHns yKa3aHHBIMH CUMIITOMAMU/KIMHAYECKIMH MaHH(ECTalnsIMH SBISIOTCS CHIDKEHHE OCTPOTHI 3pPCHUS,
JIBYXCTOPOHHHE XOPHOPETHHAIBHBIE ITOPAKEHUS JKEITO-0eJI0ro mBeTa (HanpuMmep, ANaMETPOM MPHOIU3UTEIEHO
ot 100 mo 200 MKM) Ha ypOBHE BHYTPEHHEH XOPHOUAAILHON 000JIOYKH W MATMEHTHOTO JIUTENNS CETYATKH.
Taxue mopakeHus1 OOBIYHO HE aCCOLUMHUPYIOTCS C BUTPUTOM U OOBIYHO HE PACIPOCTPAHSIOTCS HA CPEIHION Iie-
pudepudeckyro obxacts. IloBpexnenns npu TBX nporpeccupyror ¢ o6pa3oBaHHeM aTpopHUUEecKUX pyOLOB M
OCTaBISIIOT T'aJIONOAOOHBIC YYACTKH JEMUTMEHTAMU. B 0JHOM M3 BapHaHTOB OCYIIECTBICHUSI M300pETCHUS Y
nanuenTta ¢ TBX, moaBeprayToro JICYeHHIO OJTHUM U3 OIMCAHHBIX 37€Ch CIIOCOOOB HEXUPYPTUUECKOH TOCTaBKH
nekapctBeHHoro cpencrtsa B CXII, HaOmonaeTcs CHIKEHNE BOCIAJICHUs, YMEHBIIEHHE YNCIia MOPAXKESHUH W
YMEHBIICHHE pa3Mepa MOPAKEHNH 0 CPAaBHEHUIO C BOCTIAJICHHEM, YHCIIOM HOPAKEHUHA WM pa3MepoM TOopaKe-
HHUH, HaOJII0JaeMbIX y MAIFeHTa O MPOBEICHUS Tepanui. B Ipyrom BapuaHTe OCYIIECTBICHHUS H300PETCHUS Y
naruedTa ¢ TBX, moaBeprHyTOro JICYSHHUIO OJTHUM U3 OMUCAHHBIX 37I€Ch CIIOCOO0B HEXUPYPTUIECKOM TOCTABKU
nexapcTBeHHOTO cpenctBa B CXII, HabmogaeTcss CHIKEHNE BOCHAJICHHS, YMEHBIICHHE YHCIIa MOPAKCHUH HIH
YMEHBIICHHE pa3Mepa MOPAKEHNH M0 CPAaBHEHUIO C BOCTIAJICHHEM, YHCIIOM HOPAKEHUHA WM pa3MepoM TOpaKe-
HUHW y MHIWBHIyyMa Tociie TpoBeaeHus Tepanuu myteM BBeaeHus B CXII Toit ke caMoii 1036l JIeKapCTBEHHOTO
CpE/CTBAa UHTPABUTPEAIBHO, IIEPOPATBEHO, MECTHO, MTAPEHTEPAITBLHO MM BOBHYTPh KaMephI.

B oHOM 13 BapHaHTOB OCYIIECTBICHUS H300pPETEHHUS OMUCAHHBIM 3/I€Ch CIOCOOOM JICUSHHUST XOPHOHIAITb-
HOTO pacCTPONCTBA SBILSIETCS CIOCO0 JIUEeHHs MallMeHTa C XOpUOnAAIbHON nuctpodueil. B ogHoM u3 Bapuan-
TOB OCYIL[ECTBIICHHSI U300pETEHHS YKa3aHHBIH CII0CO0 JICUCHNS MTAlMEHTa ¢ XOPHOUIAIBHOM ucTpodueil BKIo-
YaeT HEXUPYPruuecKoe BBEACHHE JIEKapCTBEHHOTO COCTaBa, coaeprkaero 3pQexkTHBHOE KOJINYECTBO JIEKapCT-
BEHHOTO CPEJICTBA JUIsl JICUCHNs1 XopronaaiabHol nuctpodun, B CXII oqHOro minu o0OMX ria3 manueHTa, HyX-
JAIOIIETocs B JICUCHHH. B Apyrom BapmaHTe OCYIIECTBICHHUS M300peTEeHUs yKa3aHHBIN CIIOCOO BKIIIOYAET T0C-
TaBKy JieKapcTBeHHOTO cocTaBa B CXII omHOoro mim 00OWX Ia3 MaIpieHTa C MOMOINBIO MOJOH MHUKPOWIIIBL,
MMeIoIeil KOHIIEBYIO 4acTh M OTBepcTHe. B apyroM BapmaHTe OCyIIecTBICHUS n300peTeHns 3¢ddekTnBHOE KO-
JIMYECTBO JIEKAPCTBEHHOTO CPEACTBA ISl JICUCHHUS] XOPHOMAAIBHON MucTpoduu BKIIOYaeT 3P (EeKTUBHOE KOJIH-
YeCTBO NPOTHBOBOCHAIUTEIHFHOTO JIEKAPCTBEHHOTO CPEACTBA, MOIYJATOpa BacCKYISPHOTO SHIOTEIHAIBEHOTO
¢axropa pocra (VEGF) (manpumep, anraronncra VEGF), momynsatopa tpomOonurapHoro ¢axropa pocra
(PDGF) (marmpumep, antaronucra PDGF), unruburopa anruoresesza, IMMYHOCYIIPECCOPHOTO areHTa MK HHIH-
OuTOpa COCYIUCTON NPOHUIIAEMOCTH. B 0JJTHOM M3 BapHaHTOB OCYIIECTBICHUS H300PETEHNUST MUKPOUTITY BBOJIST
B CKJIEpY, M JeKapcTBeHHBIN cocTaB BiauBaioT B CXII yepe3 oTBepcTHe BBEJCHHONH MUKpOUTIBL. B ogHOM 13 Ba-
PHAHTOB OCYLIECTBIICHHSI W300PETCHUs] XOPHOUJAIBHOM ITUCTpOHEH SABISIOTCS LEHTPAJIbHAS apeossipHas Xo-
puonnansHas muctpodus (LIAX]), neHTpansHas KpyroBasi XOpHOWAAIbHAs AUCTPOQUS, TON3ydas XOPHOH-
JanpHas IUCTpodus Wi oOmias MeHTpalbHas XopHoHunanbHas atpodusa. B npyrom BapmanTe oCymiecTBICHHS
M300peTeHus ManueHT mpoxoaun jedenne mo nosoxy LIAX]I, roe ykazannoi ITAX]] smmsercs [JAX]] tuna
AX1, ITAX/I2 win [TAX/13. B onHom u3 BapuaHToB ocymiecTBieHus m3ooperenus [{AX]] accomuupyercs ¢
npy3amu. B npyrom BapmanTte ocymiectBieHus nzooperenns [{IAX]] He accoruupyeTcs ¢ Apy3aMu.

B omHOM W3 BapnaHTOB OCYIIECTBIICHUS H300PETEHHS pacCMaTPHBAaEMBbIE 34€Ch CIIOCOOBI JIEUCHUST XOPHO-
UAATBHON TUCTPOPUHN CITOCOOCTBYIOT CHM)KCHHIO YHCIIA CHMITTOMOB XOPHOMJAIBHON MUCTpoduu, Habomae-
MBIX y TAIMEHTa 10 IPOBEACHHs Tepanmuu. B npyroM BapmaHTe OCYIIECTBICHHUS M300pETEHHSI paccMaTpHBac-
MBI€ 37€Ch CITIOCOOBI JIEUEHUs] XOPHOUIAIBHOW TUCTPO(PHUN CIIOCOOCTBYIOT CHMPKEHHUIO TSDKECTH CHMITOMA(OB)
XOpHonAaIbHON tucTpodun, HabI0gaeMoro(bix) y ManrueHTa 0 IPOBEICHHS TEPAITHH.

B omHOM M3 BapnaHTOB OITMCAHHBIX 37€Ch CIIOCOOOB JICYEHHS XOPHOUAAILHOTO PacCTPOWCTBA, HEXUPYP-
THYECKYIO JIOCTaBKY JIEKAPCTBEHHOTO COCTaBa, cojepikaiero 3GpQekTHBHOE KOINYECTBO JIEKAPCTBEHHOTO Cpea-
CTBa JIJIS1 JICUCHHUST XOPUONAAIBHOTO PaccTpoiicTBa, HanpuMep dPGEKTUBHOE KOIMIECTBO NPOTHBOBOCIATIUTEIb-
HOTO JIEKApCTBEHHOTO cpeAcTBa (Hampumep, crepougHoro coeannenns ninun HCIIBC), MoaymsiTopa BacKyIsspHO-
ro sHnotenrabHOrO (hakropa pocta (VEGF) (manpumep, antaronncrta VEGF), IMMyHOCYITPECCOPHOTO areHTa,
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MHIHOMTOpa aHrMoreHe3a (Harpumep, aHTaroHucTa TpombonnTapaoro ¢akropa pocra (PDGF)) nnmn narnéuro-
pa cocynucroii nponunaemoctu, B CXII ogHOro mimm 0060MX a3 nanMeHTa, Hy K/Iarolerocs B JICUCHUH, OCYIIe-
CTBIISIIOT ITyTE€M BBEACHUS MHUKPOUIJHI B TJIa3 MAaIlMEHTa M BIWBaHUA JiekapcTBeHHOTO cpenctBa B CXII gepes
STy MHKPOUTILY, WIX BBEJCHH JIeKapCcTBEHHOTO cpencTBa B CXII myTeM ero HaHECeHUs Ha CIUIOUTHYIO WIIH I10-
Jy10 MUKPOWIIY B BHJIE MOKPHITHSA. B 0HOM M3 BapHaHTOB OCYIICCTBICHUS M300PETCHHS CIUIONIHYIO WU II0-
Jy10 MUKPOWIIIY BBOIST B CKJIEpPYy. B 0IHOM M3 BapHaHTOB OCYIIECTBICHHS M300PETEHHS MOTYI0 MUKPOHIITY C
KOHIICBOH 4acThIO M OTBEPCTHEM BBOIT B CKIIEPY, ITOCIE YETO JICKAPCTBCHHBIH COCTAB MHBEUUPYIOT I BIIH-
BAaIOT Yepe3 BBEACHHYIO MHUKPOUTIY B CYNpaxOopHOUAaIbHOE MPOCTPAHCTBO I1a3a. B mpyrom BapmaHTe ocyIe-
CTBJICHUSI M300pPETEHUs CIUIOMIHYI0 MHKPOUIITY, COJAEpXallylo 3(QQEeKTUBHOE KOJIMYECTBO JICKAPCTBEHHOTO
CpEeACTBa JUIS JICYCHUS! XOPUOWAAIBHOTO PACcCTPOMCTBA, HAHECEHHOE HAa MUKDPOWIIY, BBOJST B CKIIEpY, IOCIC
Yero JIEKapCTBEHHOE CpeACTBO HaunHaeT nuddynnuposats B CXII rna3a nanuenra.

JlekapcTBEHHBIN cOCTaB, AOCTABISIEMbIl B CYIPaxopHOUIaIbHOE NPOCTPAHCTBO TJ1a3a YeIOoBeKa, I10IBep-
raeMoro JICYCHHUIO T0 TIOBOIY PacCTPOMCTBA 3aJHEr0 CETMEHTa IJla3a MM XOPHOUAAIEHOTO PacCcTpOHCTBa, MO-
JKET OBITh TIPUTOTOBJIEH B (pOpME JKHIKOTO JIEKAPCTBEHHOTO CPEJICTBA, KHUAKOTO pacTBOPa, COAEPIKAIIETO JIeKap-
CTBEHHOE CPEJCTBO B MOAXOIAIIEM PaCTBOPHUTEINE, U B popMe KHUIKOH cycrieH3un. JKuakas cycreH3us: MOXeT
BKITIOYAaTh MUKPOYACTHUIIBI WJIM HAHOYACTHII, TUCTIEPTHPOBAHHEBIC B JKUAKOM HOCHTEIE, MTOIXOAAIICM /IS BIIH-
BaHUs. B pa3snuyHBIX BapuaHTax OCYIICCTBICHHS M300pETEHHS JIEKAPCTBEHHOE CPEICTBO MPUCYTCTBYET B JKHUJ-
KOM HOCHTEJIe, B MHUKPOYACTHIAX WM HAHOYACTHIAX, WM B YKa3aHHOM HOCHUTEJC M B YKa3aHHBIX JacTHIIaX.
JlexapCTBEHHBIH COCTaB JOJDKEH OBITH JOCTATOYHO JKUAKHM, TO €CTh TAKHM, YTOOBI OH MOT IIPOXOIHTH B CyIIpa-
XOPHOUIATBHOE TPOCTPAHCTBO U YACP)KUBATHCS B HEM, a TAKOKe MPOXOAUTH B OKPY’KAIOIIHE TKAHH 3aTHETO CET-
MEeHTa IJ1a3a. B 0THOM 13 BapHaHTOB OCYIIECTBIICHHSI H300PETEHHS BA3KOCTh JKUIKOTO JIEKaPCTBEHHOTO COCTaBa
coctasiseT npudmusurensHo 1 clla mpu 37°C.

JIJst TOCTaBKH B CyNpPaxopHOUIEHOE IIPOCTPAHCTBO M B TKAHM 33/IHETO CETMEHTA IJ1a3a C MOMOIIBIO YCT-
po¥cTB "MuKpouria" ¥ ¢ IpUMEHEHHEM CIIOCOOOB COTJIACHO M300pPETEHNIO MOTYT OBITh IIPUTOTOBJIEHBI JIEKAPCT-
BEHHBIE CPEJICTBA IIMPOKOTO pPsina. VICmoyb3yeMsblil 31ech TEPMHH "JIEKapCTBEHHOE CPEICTBO" O3HAYaET JIt0boe
MpOoPUIAKTHIECKOE, TEPANEBTHYECKOE WM THATHOCTUIECKOE CPEICTBO, TO €CTh MHIPEAUCHT, ITOAXOMIIINN IS
€ro WCIOJB30BaHMSA B METUIHMHE. JIeKapCTBEHHOE CPEICTBO MOXET OBITH BBHIOPAHO W3 HEOONBIINX MOJIEKYII,
0eTKOoB, MMENTHIOB U UX (PArMEHTOB, KOTOPHIE MOTYT OBITh IPUPOAHBIMA, CHHTE3UPOBAHHBIMH WIIH TIPOYIIHPO-
BaHHBIMH PeKOMOWHAHTHBIMU MeToHaMH. Tak, HarpuMep, B OJHOM M3 BapHAHTOB OCYIIECTBICHIS H300pETCHUS
JICKApCTBEHHBIM CPEICTBOM, JAOCTABISIEMBIM B CYIIPaXOPHOUIAIBHOE IMPOCTPAHCTBO ONMCAHHBIMH 3/1€Ch HEXU-
PYPTHUECKUMH CIIOCOOAMHU, SIBJISIIOTCST aHTUTENIO WA ero ¢parMeHT (Harpumep, Fab-, Fv- wnmm Fc-pparment). B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSI N300pETEHHS JIEKapCTBEHHBIM CPEIICTBOM SIBIISICTCS aHTHTCHCBSI3BIBAIO-
nIasi MOJICKyJa, PUHAJICKAIIAs K ONPEICIICHHBIM ITOATPYIIIaM UMMYHOTJIOOYJTHHOB, Takas Kak Fv-¢parMeHt
UMMYHOTJIOOYJIMHA, MUHUAHTHUTEIO, TUAHTHUTENO U T.1I., onucanHbie B mateHTe CLIIA Ne 6773916, xoTophlii BO
BCEH CBOEH MOJIHOTE M BO BCEX LIEJISIX BBOJAWTCS B HACTOSIEE OMMCAHUE TIOCPEICTBOM CCHUIKH. B omHOM n3 Ba-
PHAHTOB OCYIIECTBICHUS N300PETEHHS JIEKAPCTBEHHBIM CPEJICTBOM SIBIISIETCSI TYMaHU3UPOBAHHOE aHTHUTEIIO WIIN
ero (hparMeHr.

B omgHOM 13 BapmaHTOB OCYIIECTBICHHS W300pPETEHUS JIEKAPCTBEHHOE CPEICTBO BBIOMPAIOT M3 MOIXOIS-
IIET0 OJIMTOHYKJIEOTHAA (HamphMep, aHTUCMBICIOBBIX OJMTOHYKJICOTUAHBIX areHTOB), MOJHHYKJICOTHIA (Ha-
npumep, TepaneBtuieckoir [JHK), pubosuma, nuPHK, kxuPHK, PHKu, BekTopoB /1a reHOTEpanu W/HUIU Bak-
IUHEL. B npyroM BapmaHTe OCYIIECTBIICHHS H300pETCHHS JICKApCTBEHHBIM CPEACTBOM SIBIIIETCS amramep (Ha-
TpUMeEp, OIUTOHYKICOTHIHAS WM MTENTHIHAS MOJIEKYJIa, KOTOPas CBA3BIBACTCS CO CIENU(UIESCKON MOJIEKYIIOH-
MHIICHBIO). B pyrom BapmaHTe OCYIIECTBICHHUS M300pETCHHUS JICKApCTBEHHBIH COCTaB, JOCTaBJISIEMbIH pac-
CMaTpUBaEMBIMHU 3JIECh CIIOCO0aMHM, COJEPKUT HHU3KOMOJIECKYJSIPHOE JIEKAPCTBEHHOE CPE/ICTBO, IHIOTCHHBIH
0eNoK WK ero pparMeHT, WK SHIOTCHHBIN TENTHJI WIK ero (pparMeHT.

Pemnpe3eHTaTHBHBIME TIPUMEPAMU JICKAPCTBEHHBIX CPEJICTB TS JOCTABKHU B TJIa3HBIC TKAHU SBJISFOTCS MIPO-
THUBOBOCHAJINTEJILHBIE CPEJICTBA, BKIIIOYAsl, HO HE OTPAaHWYMBAsICh MU, CTEPOUbI, IMMYHOCYIIPECCOPHbIC arcH-
TBI, AaHTUMETA0OIUTEI, THTHOUTOPH! T-KJIETOK, ANKIITUPYIOIINE arCHTHI, OHOJIOTHYECKUC CPEICTBA, AHTATOHUCTHI
TNF (mampumep, antaronuctsl TNF-o), antaronuctsl VEGF n/mim HecteponaHble TpOTHBOBOCHAUTEIIEHBIE
cpenctea (HCIIBC).

HeorpannmunBatomumMy npuMepaMu Cenn(pUUECKUX JICKapCTBEHHBIX CPEICTB M JICKAPCTBEHHBIX CPEICTB
KOHKPETHOTO KJIacCa, KOTOPBIE MOTYT OBITH JOCTABJICHB B CYNPaXOPHOHMIAIEHOE MPOCTPAHCTBO UL JICYCHUS
paccTpoMCTB 3aIHETO CErMEHTA Tila3a, SIBISIOTCS MHOTHYECKHE CPEeICTBa (HAmpuMep, MIIOKapIiH, KapOaxo,
(hU30CTUTMHH), CUMIIATOMUMETHKN (HampuMep, aapeHalnH, TUnuBeGpPUH), HHTHOUTOPHI (epMeHTa yrojbHas
KHCIIOTa-aHTHapa3a (HampuMmep, amerasoiaMmuz, nopcojamup), aHtaroHuctsl VEGF, anraronuctsr PDGEF,
HCIIBC, crepounsl, mpoCTariaHAWHbI, TPOTHBOMHKPOOHBIC COCTUHCHUS, BKIIOUAs aHTHOAKTEpHAILHBIC U TIPO-
TUBOTPUOKOBEIC CpeicTBa (Hampumep, XJI0paM(EHUKON, XJIOPTETPAIUKINH, IUIPO(IOKCAIUH, (paMHUIICTHH,
(hy3UINHOBYIO KHCIIOTY, TCHTAMUIIMH, HCOMUIUH, HOPQIIOKCAIMH, O(IOKCAIUH, MOJIUMUKCHH, MPOIaMUJIHH,
TETPAIMKIINH, TOOPAMHUIINH, XWHOIWHBI), WHTHOUTOPHI aibI03a-PeIyKTa3bl, MPOTUBOBOCHATUTCIBHBIC W/WIH
MPOTHUBOAJUIEPTHYECKHUE COSANHEHUs! (HallpHMep, CTEPOUIHBIE COSIMHEHHS, TAKHE KaK TPUaMIMHOJIOH, OeTamMe-
Ta30H, KI00ETa30H, JEKCaMETa30H, (TOPMETOIOH, THIPOKOPTU3OH, NPEIHU30JIOH, U HECTEPOHIHbIE COEIUHE-
HUs, TaKue Kak aHTa30juH, OpoMdeHak, mukiodeHak, WHIOMETAIHMH, JOJOKCaMUI, canpodeH, KPOMOTIHUKAT
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HATPHs), UCKYCCTBEHHEIC CIIC3BI/JICKAPCTBCHHBIC CPEICTBA LIS JICUCHUs "CyXOro ria3a’, MECTHhIC aHCCTCTUKHU
(HampuMep, aMETOKaWH, JUTHOKAWH, OKCOYIPOKAaWH, MPOKHUCMETaKaWH), IIMKIOCIOPUH, TUKIO(PEHAK, yporac-
TPOH U (PaKTOPBI POCTA, TAKKE KaK AMHUIEPMATBHBIA (aKkTOp POCTa, MEAPHUATHYECKHE CPEICTBA U CPEACTBA IS
JIeYeHNsT IUKJIOIUIeTHH, MUTOMHINH C, WHTHOWTOPHI KOJJIareHa3sl M JICKapCTBEHHBIE CPEICTBA UIA JICUCHHS
BO3paTHOH JIET€HEePaIlNH KEITOTO MMATHA, TAKUE KaK MerarraHu0-HaTpuid, pannOu3zymad u 6eBanu3ymao.

Kak ommcano B HacTosImieit 3asiBKe, B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS M300pETeHUs paccMaTpHBa-
FOTCSI CTIOCOOBI JIOCTaBKH JIEKAPCTBEHHOTO COCTaBa, cojaepkamero 3¢h(eKTHBHOEe KOJUIECTBO WHTHOWTOpA aH-
THOTEHEe3a, MPOTHBOBOCTIAIUTEILHOTO JIEKAPCTBEHHOTO cpeacTBa (Hampumep, crepornna nian HCIIBC), momys-
topa VEGF (manpumep, antaronucra VEGF), moxynsatopa PDGF (nanpumep, antaronucra PDGF), ummyHo-
CYIPECCOPHOTO areHTa I HHrHOuTOpa cocyauctoi npouunaeMoctd, B CXII rias3a manueHTa, HyKIarIMIerocs
B JICUYCHUU.

B omHOM W3 BapHaHTOB OCYIIECTBICHUS W300pETEHHSI MHTHOUTOPAMH aHTHOTCHE3a SIBISIOTCS aHTarOHUCT
WHTETPUHA, AHTATOHHUCT CEJICKTHHA, aHTAarOHHUCT aJre3WBHOW MOJCKYJBI (HAIPUMEp, aHTATOHUCT MOJICKYJIBI
Mmexknetounoit aaresuun (ICAM)-1, ICAM-2, ICAM-3, MOJIEKyNbI SHIOTEIHATBHON aare3ud TPOMOOIUTOB
(PCAM), monekyibl BacKyJsipHO# kierounoit aaresnn (VCAM)), antureH 1, accOMUpPOBAaHHBINA ¢ TUMQOIIH-
tapHoi QyHkuuer (LFA-1)), anHTaroHUCT OCHOBHOTO (hakTopa pocTa (HUOPOOIACTOB, MOIYJISATOP BACKYJISIPHOTO
spporenuansHoro (akropa pocra (VEGF) wim momynarop tpombonurtapraoro ¢akropa pocta (PDGF) (wampu-
Mep, autaronuctT PDGF). B ogHOM 13 BapraHTOB OCYIIECTBICHUS H300PETCHHSI aHTATOHUCTOM UHTETPHHA, T0C-
TaBJISIEMBIM OMHCAHHBIMU 3[I€Ch CIIOCO0aMH, SBJSAETCS HU3KOMOJIEKYIISIPHBIA aHTATOHUCT WHTETPUHA, HaIpUMEP
aHTaroHWCT, onucaHHbd B myOmmkamuu Paolillo el al. Mini Rev Med Chem, 2009, volume 12, p. 1439-1446
(xoTopast BO Bcel CBOCH IMOJHOTE BBOJHUTCS B HACTOSIIEE OMKCAHWE IMOCPEACTBOM CCBHUIKH), WIM aHTarOHHCT
IUTOKWHA, UHIYIHUPYIONIETO aAre3UI0 JICHKOIUTOB, WM aHTaroHUCT (hakTopa pocra (Hampumep, hakropa HEK-
poza omyxonu-a. (TNF-a), narepaetikuna-13 (IL-1p), moHommrapaoro xemorakcudeckoro 6enka-1 (MCP-1)
BacCKyJSIpHOTO 3HAoTenuansHoro dakropa pocta (VEGF)), onmucannsie B matente CIIA Ne 6524581, kotopslit
BO BCCH CBOCH MOJIHOTE BBOAMTCS B HACTOSIIEE ONMKCAHKE MOCPEACTBOM CCHUIKH. B IpyroM BapuaHTe oCyIIecT-
BJICHUS M300pETCHHUS JICKAPCTBCHHBIM CPEJICTBOM MOXKET OBITh TUATHOCTUYECKHI arcHT, TAKOH KaK KOHTPACTHOE
BEILIECTBO, M3BECTHOE CIELUATICTaM.

B oxgrOM M3 BapHaHTOB OCYIIECTBICHUS N300pEeTEHN BpeMsl BHYTPHUIIIa3HOM MOITY)KH3HA HHTHONTOpa aH-
THOTEHEe3a JI0 ero dMUMUHAIMH (t;,), BBogumoro B CXII, mpeBsIacT BHyTPUTIIA3HOE t, HHTHOUTOpA aHTHOTe-
He3a, BBOIUMOTO B TOH e 03¢ HHTPaBUTPEaNIbHO, BOBHYTPh KaMepbl, MECTHO, MMAPEHTEPAITLHO FIIH Mepopatb-
HO. B npyrom BapmanTe ocymiecTBICHHS W300pEeTEHNS CpeiHsAs BHYTPHUIIIA3HAs MaKCUMallbHAs KOHIICHTPALINS
(Cinax) MHTHOUTOpA aHTHOTEHE3a, BBOIUMOTO B HAeHTHYHOU 03¢ B CXII omMcaHHBIMU 37€Ch CIIocoO0aMm, Tpe-
BBIIIIACT BHYTPUTIa3HYIO C,,c WHTHOWTOpa aHTHOTeHE3a, BBOAMMOTO B TOW XK€ /03¢ HMHTPABHUTPEaIbHO, BO-
BHYTPb KaMepbl, MECTHO, MAPCHTEPAITBHO WM MEpOpaibHO. B IpyroM BapHaHTE OCYIIECTBICHUS H300pETCHUS
cpenssis wiomanp mox kpuBoit (AUC,.), onpeaeneHHas 1T HHTHOUTOpa aHTHOTeHEe3a, HaXOAIICTOCs BHYTPU
riasa u BBegeHHoro B CXII onmcanHbIME 311ech criocobamu, npesbimaetr AUC, ., onpeneieHHy o s HHTHOH-
TOpa aHTUOTCHE3a, HaXOSIIEToCs BHYTPH I1a3a U BBEICHHOTO B TOW K€ J103¢ MHTPABUTPEAIHHO, BOBHYTPh Ka-
MEpbI, MECTHO, TAPEHTEPAIHLHO WITH IIEPOPATBHHO.

B onmHOM W3 BapHaHTOB OCYIIECTBICHHUS H300pETCHUS HHTHOUTOPOM aHTHOTEHE3a, JOCTABISEMBIM C IPH-
MEHCHHEM OIMHMCAHHBIX 3/1€Ch CIIOCOOOB M YCTPOMCTB, SABISIOTCA MHTEepepoH-ramma 1[, mHTepdepoH-ramMma
1B (Actimmune®) B komOuHatmu ¢ nuppenunonom, ACUHTRO2S, aVBS, amuHoOeH30aT Kanus, amuionn P,
ANG1122, ANG1170, ANG3062, ANG3281, ANG3298, ANG4011, antu-CTGF PHKwu, armnmuauna, memOpan-
HBIA DKCTpakT actparama Salvia m Schisandra chinensis, OmokaTop arepockiiepoTHdecKux Ousmek, Azol,
AZX100, BB3, aatuTeno nmpotus ¢akropa pocta coeauauTenbHbIX Tkaner, CT 140, nanazomn, Esbriet, EXC001,
EXC002, EXC003, EXC004, EXCO005, F647, FG3019, dpudbpoxopun, dommcratud, FTO11, uaHruéurop ranek-
tuHa-3, GKT137831, GMCTO01, GMCT02, GRMDO01, GRMD02, GRN510, Heberon Alfa R, uarepdepon a-2f3,
ITMN520, JKB119, JKB121, JKB122, KRX168, antaronuct penentopa LPA1, MGN4220, MIA2, onuronyk-
neotun MukpoPHK 29a, MM10100, nockanms, PBI4050, PBI4419, unruourop PDGFR, PF-06473871,
PGNO0052, mupecma, mapdeneke, mupheHuaoH, mmutuaekcuda, PRM151, Px102, PYN17, PYN22 ¢ PYNI17, pe-
nuBepreH, ruopunusiid 6enok rhPTX2, RXI109, cekpernn, STX100, uarndutop TGF-f, Tpanchopmupyrommmii
(hakTop pocra, onmuroHykieotun 3-perenropa 2, VA999260 nm XV615.

CriermnuecKuMH HHIHONTOPaMH SHAOTEHHOTO aHTHOTeHe3a, JOCTABISIEMBIMH OMMCAHHBIMHU 311€Ch CIIO-
cobamu, sBisroTCS SHAOCTaTHH, C-KoHIEBOH 20 k/la-pparmeHT, npoucxoasmuii ot koyutarena tuna X VIII, an-
ruoctatud (38 k/la-pparMeHT 1uiazmMuHa) WM 4ieH ceMeilcTBa OenkoB TpomOocnonauHoB (TSP). B apyrom
BapUaHTe OCYILECTBICHHUS N300peTeHNsI HHrHOUTOpoM aHruorenesa siisitorcess TSP-1, TSP-2, TSP-3, TSP-4 u
TSP-5. JIpyruMu MHTHOUTOPaMU DHIOTCHHOTO aHTHOTCHE3a, OCTABISIEMBIMU OIMCAHHBIMH 37I€Ch CIIOCOOaMU
JIeUeHHs] XOPHOUAAIBHOTO PAacCTPONCTBA, ABISAIOTCS pacTBopuMelil penentop VEGF, HanpuMep pacTBOpUMBIHA
VEGFR-1 u meviporriua 1 (NPR1), anrHOnosTrH-1, aHTHOMOATHH-2, BA30CTATHH, KATbPETUKYIIMH, TPOMOOIIH-
TapHBIH (akTop-4, TKaHeBbIH WHTHOWTOP MeTanonporenHasbl (TIMP) (mampumep, TIMP1, TIMP2, TIMP3,
TIMP4), xpsiimieBoit HHTHOUTOP aHTHOTeHe3a (HampuMep, MENTH TponoHuH [ u xoHapoMoaynuH 1), ne3uHTer-
PUH M MeTaJuIonpoTerHa3a ¢ MOTHBOM | TpomOocmonauna, untepdepoH (IFN) (mampumep, IFN-a, IFN-f,

-27 -



034963

IFN-"""), xeMoKkuH, HanpuMep xeMokuH, nmerommit Mot C-X-C (manpumep, CXCL10, Takke U3BECTHBIA Kak
6erox 10, MHIYIUPOBaHHEIH HHTEP(HEPOHOM-TaMMa, WM HeOOIbIIONH HHAYINOeNbHBIN IMTOKHH B10), nnTokun
nHTepneiikuH (Hanpumep, 1L-4, IL-12, IL-18), mporpombuH, ¢pparmenT anturpomObuna 11, mpomaktuH, OGeIoK,
komupyembiid TeHoM TNFSF15, ocTeonoHTHH, MacliiH, KAHCTATHH U OEJIOK, POJCTBEHHBIHN MPpoIudepuHy.

B omHOM W3 BapHaHTOB OCYIIECTBJICHHS M300pETCHUS MHTMOMUTOPOM aHTHOTEHE3a, JTOCTABIISIEMBIM OITH-
CaHHBIMH 37ICCh CIIOCOOAMH JICUCHUSI XOPHONUAAIHFHOTO PacCTPOMCTBA, SBIISIETCS aHTHTENO. B apyrom BapmanTte
OCYILECTBIICHHS M300pETCHNSI YKa3aHHBIM aHTHUTEIIOM SBIISIETCS T'YMaHH3UPOBAHHOE MOHOKJIOHAIBHOE aHTHUTE-
70. B eme ogHOM BapmaHTe OCYIIECTBICHHS M300peTEeHUs YKa3aHHBIM T'YMAaHH3UPOBAHHBIM MOHOKJIOHATBHBIM
AHTUTEJIOM SIBJIIETCS OeBalu3ymao.

B onHOM M3 BapMaHTOB OCYIIECTBIEHUS N300PETEHUs ONHCAHHBIE 3/1eCh CIIOCOOBI M YCTpOMCTBa [UIsl He-
XUPYPrHYECKOTO JICYCHHS MOTYT OBITh IIPUMEHEHBI B TeHOoTepanuu. Tak, HalmpuMep, B OJHOM W3 BapHaHTOB
OCYIIECTBIICHHSI M300pETEeHNs YKa3aHHBIH Croco0 BKIIIOYAET BBEICHHE JKHUAKOTO JICKAPCTBEHHOT'O COCTaBa B
CyNpaxopHOHIaIbHOE POCTPAHCTBO s foctaBK BeIOpanHbIX JJHK, PHK nin onmuronykineoTnnoB B riia3Hole
TKaHU-MUIICHU.

B omgHOM M3 BapmaHTOB OCYIIECTBICHUS N300pETEHNS JIEKaPCTBEHHOE CPEACTBO UCIOIB3YETCS /IS JIede-
HHUSl XOPHMOWIANBHOTO paccTpoiicTBa. B mpyrom BapmaHTe OCYIIECTBIICHHS H300pETCHHS JICKapCTBEHHBIM
CPEICTBOM JUIS JICYCHUSI XOPHUOUAAIHHOTO PacCTPOICTBA SBIACTCS HYKIEHHOBAs KUCIIOTA, BBOAMMAS IS WH-
THOMpPOBaHMA SKCIIPECCHH IeHa. Tak, HampuMep, B OJHOM U3 BapHaHTOB OCYIIECTBIICHHUS M300pETCHHS HYK-
JIEMHOBOMW KUCJIOTOW SBISETCS MHKpOpHOOHYKIenHOBas kucioTa (MukpoPHK), kopoTkas uaTepdhepupyromas
PHK (xu-RNA), kopotkas mmunednas PHK (xkmPHK) wn ayxnenoueunas PHK (nuPHK), kotopeie Hare-
JICHBI Ha T€H, y4acTBYIOIIMI B aHTMOreHe3e. B 0HOM M3 BapHMaHTOB OCYIIECTBICHUSI M300pETEHHs paccMar-
pHUBaeMble 31eCh CIIOCOOBI JEUECHUs] XOPHOUJAIBLHOTO PacCTPOWCTBA BKIIOYAIOT BBeAeHHe Mosiekyiasl PHK B
CXII nmanmenra, HyXJIaromerocss B 3ToM. B npyrom BapuaHTte ocymecTBieHust nzooperenus monekyiry PHK
BBOJIT B CXII ¢ momoIibio 0HOH M3 ONMMCAHHBIX 3€Ch MUKPOWTI. B OHOM M3 BapHaHTOB OCYLIECTBIICHHS
n300peTeHNs MannenTa moasepraor Jeuennto [1XB, rae ykasaHHbIH crioco0 JiedeHns BKIIIOYAET HalleJIHBaHUE
moutekyisl PHK Ha reast HTRA1, CFH, anactuna umu ARMS2, Tak, utoObl Takas moJsiekyina PHK, mocne ee
BBEJICHNS, MHI'MONpPOBasIa SKCIPECCHIO TeHA-MUIICHH Y MAaIllMeHTa. B 1pyrom BapmaHTe OCYIIECTBICHHS H30-
Operenust reHoM-mumeHblo sBnsieTcs: CFH, a monexyna PHK Hamenena Ha moaumop¢usM, BEIOpaHHBIA U3
rs3753394, rs800292, rs3753394, rs6680396, rs1410996, 1rs2284664, 151329428 u rs1065489. B nmpyrom Bapu-
aHTE OCYIIECTBIICHHUA M300pETEHHS MAIMEeHTa [TOBEPraroT JICUSHHIO XOPHONAANb0i qucTpoduu, T1Ie yKazaH-
HOe JiedeHre BKIodaeT HamenuBanue moyiekynsl PHK na rer PRPH2. B mpyrom BapmaHTe OCYIECTBIICHUS
n3obperenus mMonekyna PHK nanenena na myranuro B rene PRPH2.

B ongHOM M3 BapHaHTOB OCYIIECTBICHUSI N300PETEHUS JIEKAPCTBEHHBIM CPEJICTBOM, JOCTABISIEMBIM B CYII-
paxopHoHIaIbHOE POCTPAHCTBO OMMCAHHBIMU 3/1€Ch HEXHPYPIHYECKUMH CIIOCO0aMK (HanmpuMep, ¢ MOMOIIBIO
MUKPOWTJ M OMHUCAHHBIX 3/IeCh CITOCO00B), sBseTcs cupoimmyc (Rapamycin®, Rapamune®). B onHom Bapu-
aHTEe OCYIIECTBJICHUS M300pETEHUS] ONHMCAHHBIC 37IECh HEXMPYPIHMYECKHE CIOCOOBI JIOCTaBKH JIEKAPCTBEHHBIX
CPE/ACTB MOTYT OBITh MCIIOJIB30BAaHbl B COUYCTAHUM C PANlAMUIIMHOM IS JICYEHUS, MPEAOTBPAICHUS W/WIH 00-
JerdeHus 3a00JIeBaHUI MIIM PacCTPONCTB MIMPOKOTO psijia, TAKUX KaK, HO HE OTPaHMYMBAIONINXCS UMH: HOBOOO-
pa3oBaHUs OPIOIIHOW IMOJIOCTH, CHHAPOM HNPHOOPETEHHOTO MMMYHOAC(HHUITNTA, OCTPHI KOPOHAPHBIN CHHIPOM,
OCTpBIH TUMGPOOTACTHBIN JIEHKO3, OCTPBIA MUEIOIUTAPHBIN JIEHKO3, OCTPBI HETUMQPOOITACTHBIHN JIEHKO3, aIeHO-
KapIWHOMa, aJeHOMa, aJICHOMHO3IUTEINOMA, 3a00JICBaHNs MPUIATKOB, aHAIIIACTUIECKas acTPOITOMA, aHa-
TUTACTHYECKasT KPYMHOKJIETOYHasI JTUMQoMa, aHAIUTaCTHIEeCKas IUIa3MOIIMTOMA, aHEMHs, CTEHOKAapAWs, aHTHO-
UMMYHOOIAacTHas TUM(pOoaneHONaTHs C TUCTIPOTEMHEMHUEH, aHTHOMUOJIHUIIOMa, apTepPHaTbHBIe OKKIIO3MOHHBIE
3a00JeBaHMs, aTepPOCKIIEPO3, aCTPOIUTOMA, aTePOCKIEPO3, ayTOMMMYHHBIE 3a00J€BaHUSA, B-KIeTOYHBIC JTNM-
(hoMBI, paccTpOHCTBa CBEPTHIBAHHS KPOBH, NIPOTEHHYPHUSI KPOBH, pak KOCTH, 3a00JIeBaHUSI KOCTHOTO MO3ra, 3a-
0oJieBaHUS TOJIOBHOTO MO3T'a, OIYyXOJIN TOJIOBHOTO MO3Ta, OITYXOJIH MOJIOYHOU XKeJIe3bl, OIyX0JH OpOHXOB, Kap-
IIMHOWIHBIA CHH/APOM, KapIIMHOWIHAS OIyXOJb, KapIMHOMA, INIOCKOKJICTOYHAsT KapLUHOMA, 3a00JIeBaHMs 1ICH-
TpalbHONH HEPBHOW CHCTEMBI, HOBOOOpPA30BaHMs [IEHTPAILHOH CHCTEMBI, XOPHOHIAIbHbBIC 3a00I€BaHNsI, HOBO-
00pa3zoBaHNe XOPUOWJAIBHOTO CIUIETCHHUS, XOPHOWIAJIbHAs HEOBACKYJSIPU3ALUs, XOPHOWINT, XPOHUYECKHH
TMMQOLUTAPHBIN JIeHK03, XPOHUYECKUI MHUETOUIHBIN JIEHKO3, XPOHWYECKHH MHEIIOMOHOUNTAPHBIA JIEHKO3,
XPOHUYECKHE MHUEIONpOH(EepaTUBHBIC PacCTPONCTBA, XPOHUUECKHA HEUTPO(HIBLHBIN JIEHKO3, OYEBUIHO, IO-
YEeYHOKJIETOYHAs TUnepHedpoma, 3a00IeBaHUs TOJICTON KHIIKHA, HOBOOOPA30BaHMs TOJICTOW KHIITKHA, HOBOOOpa-
30BaHUS MPSIMOIT U 000OYHON KHIIKH, 3a00JIeBaHNs KOPOHAPHOHW apTepyH, UIIeMUYIecKas O0JIe3Hb, OKKITIO3HS
KOPOHapHOW apTepuH, KOPOHAPHBIA pPECTEeHO3, KOPOHAPHBIM CTEHO3, KOPOHApHBIA TpomM003, KoxHas T-
KIIeTouHas JuMdomMa, caxapHbIi auader, HOBOOOpa30BaHHUsS IMHIICBAPUTEIBHBIX OPraHOB, CHHIAPOMBI '"CyXOH
ria3", 00JIe3HU yXa, OTeKH, HOBOOOPa30BaHMs SHIOKPHUHHBIX JKelle3, 3a00JIeBaHUS YHIOKPHUHHON CUCTEMBI, HO-
BOOOpPa30BaHUs HAOMETPHS, CTPOMAaIBHBIC OMYXO0JIM SHAOMETpHS, capkoma IOuHra, sk3aHTeMa, riia3Hble HOBO-
obpazoBanus, puoOpo3, GoumkynspHas auM¢poma, 3a00IeBaHHS KETyAOUHO-KHIIEYHOTO TPaKTa, HOBOOOpa3o-
BaHMS JKEIYJIOYHO-KUIIEYHOTO TPaKTa, HOBOOOPa30BaHMsl MOJIOBBIX OPTraHoB, IIH00IAcTOMa, TIIHOMa, TIInocap-
KOMa, peakuus "TpaHCIUIaHTaT IPOTHB XO3suHA", OOJIE3HH KPOBH, I'€MaTOJOTHYECKHEe HOBOOOpa3oBaHUS, Te-
MOpparuueckue paccTpoicTBa, HAPYIICHUS! TeMOcTasa, 00J1e3Hb XO/UKKHHA, XO/KKHHCKAs JTUM(OoMa, ToMoJIo-
THYECKUH CHHIPOM HCTOIICHUS, UMMYHOONAacTHAA JTUM(POaTCHONATHs, CHHAPOM HMMYHOAS(DHUINTA, IMMYHO-
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nposmgepaTUBHBIC PACCTPONCTBA, MH(APKT, BOCHAIICHIE, KUIICYHBIC 3a00JICBaHMs, KUIICYHBIC HOBOOOpa3oBa-
HUS, UIIEMUS, PaK MOYCK, OOJEC3HH MOYCK, HOBOOOPA30BaHUS MOYCK, JEHKO3, B-KIIeTOYHBIH JTeHK03, TUMQOUI-
HOe 3a0oJieBaHUE, paK MeUeHH, 3a00JIeBaHMs TICUCHHU, OOJIE3HHU JIETKUX, 3a001eBaHus JTUM(PATHIECKON CUCTEMBI,
mumdoobnacTHas TuMdoma, TuM¢omMa, AereHepalis KeJIToro MATHA, OTEK XKEJITOTo MATHA, MeJIaHOMa, HOBOOO-
pa30BaHUS MOJIOCTH PTa, MHOXXECTBEHHAS MHEJIOMa, MUEJIOIUCIUIACTHUECKNE CHHIPOMBI, MUEIOPHOPO3, Mue-
nonposudepaTUBHBIE PACCTPOUCTBA, HEMPOIKTOIEPMAIILHBIC OIMYXOJH, HEUPOIHIOKPUHHBIE OMyXOJH, HEHpO-
JMUTEIMOMA, Helpopudpoma, pak TodeK, 3a00JIeBaHUs IbIXaTSILHBIX ITyTEH, IeTeHepaIus ceTIaTKy, 3a0oeBa-
HUSl CeTYaTKH, HOBOOOPA30BaHMS CETYATKH, peTHHOOIacTOMa, pabJIoMuocapkoMa, HOBOOOpa3OBaHUS TPYIHOU
KJICTKH, YBEHUT, COCYAHNCTHIC 3a00JICBaHMUs, MaKpOIoOymuHeMus: BanpieHcTpeMa U MOKpast IereHepaIisl JKeJITo-
ro msatHa. Kpome Toro, mocraBka pamaMuIliHA ¢ TPUMEHECHHEM PacCMaTPUBACMEBIX 3/I6Ch MUKPOUTI M CIIOCOO0OB
MOJKET OBITH 00BEIUHECHA C BBEJCHUEM OJTHOTO WM 0OJiee MEePEUYNCICHHBIX 37IcCh areHTOB U IPYTHX arcHTOB,
W3BECTHBIX CICIUATACTAM.

B oHOM W3 BapHaHTOB OCYINECTBICHUS W300pPETECHUS] HMHTMOUTOPOM aHTHOT'CHE3a, TOCTABISIEMBIM B CYII-
paxopuoHIaFHOS MPOCTPAHCTBO ONMUCAHHBIMH 3/I€Ch HEXUPYPTHUCCKUMH CIIOCO0AMU, SBISCTCS AHTATOHUCT
qjieHa ceMelcTBa TpoMmOoruTapHbeIX (akropoB pocra (PDGF), HampumMep JieKapCTBEHHOE CPEACTBO, KOTOPOE
MHTUOMPYET, CHIKACT WM MOIYJIHPYeT YpOBEHb Iepemadn curHana u/wnn akTuBHOCTE PDGF-penentopon
(PDGFR). Tak, Hanmpumep, B OJHOM M3 BapHaHTOB OCYIIECTBICHUs M300peTeHus antaronuct PDGF, nocras-
JSIEMBIH B CYNpPaxOpHOHMIANbHOE TPOCTPAHCTBO AN JICUCHHS XOPHOHMIAIBHOTO PAcCTPOHCTBA, MPEIACTABISACT
co6oit antu-PDGF anramep, antu-PDGF antuteno wiu ero gparment, antu-PDGFR antuTeno wmm ero dpar-
MEHT WM HU3KOMOJEKYIJIAPHBIN aHTaroHWCT. B 0HOM W3 BapHaHTOB OCYIIECTBICHHUS W300pETEHUS aHTarOHH-
ctoM PDGF sBnsercs antaroanct PDGFR-o nimn PDGFR-(. B omHOM B3 BapraHTOB OCymiecTBICHHS H300pe-
tenust antaronnctTomM PDGF ssnserca antu-PDGF-f antamep E10030, cyautnnu®, akcutuaud, copedenud,
AMaTHHHMO, Me3uIaT UMaTHHUOa, HuHTeAann0, nazonann6-HCI, nonatnano, MK-2461, 1oBUTHHHO, [1a30I1aHKO,
kpeHonanu0, PP-121, tenatuunb, nmatuand, KR633, CP673451, TSU-68, Ki8751, amyBaTHHHUO, THBO3aHUO,
Ma3uTHHUO, nudocdar Mmore3annda, TuIakraT qoBuTHHIOA, THU(paHNO (ABT-869).

B omHOM W3 BapHaHTOB OCYIICCTBIICHHS H300pPETCHUS BPEMs BHYTPUTIIA3HOW MOJYXKH3HH aHTarOHUCTA
PDGF no ero snmumunanuu (t;,), BBogumoro B CXII, mpeBsiiaeT BHyTpUria3Hoe ti, anraronucta PDGF, BBo-
JIUMOTO B TOW K€ J03€¢ MHTPABUTPEAILHO, BOBHYTPh KaMEphl, MECTHO, MAPEHTEPALHO HIIH TIepopanbHo. B npy-
TOM BapHaHTE OCYIIECTBIICHUS U300pETEHUSI CPEIHSSI BHYTPUIIIa3Has MakcUMaiibHas KoHIeHTpaus (C.y) af-
taronructa PDGF, Bomumoro B CXII onmucaHHBIMU 37€Ch CITIOCOOaMHU, MIPEBBIMIACT BHYTpHUTIIa3Hyto C.. aHTa-
roarcta PDGF, BBOIUMOTO B TOH e 03¢ HHTPaBUTPEaIbHO, BOBHYTPHh KaMephbl, MECTHO, TTAPEHTEPATHHO WIIH
nepopalibHO. B pyroM BapuaHTe OCYIIECTBIECHUS N300peTEeHUS CpenHss uromas mox kpusoi (AUC,,), onpe-
nenennas st anraronncta PDGF, Haxoasmierocst BHyTpH Ti1a3a 1 BBeneHHoro B CXIT onmucaHHBIMU 371€Ch CITO-
cobamu, nipeBbrmaer AUC,,, onpeaeneHuyo st antaronncra PDGF, Haxonmsmierocss BHyTpH Tjla3a ¥ BBEICH-
HOTO B TOH K€ JT03¢ HHTPaBUTPEATEHO, BOBHYTPh KaMEPhI, MECTHO, TIAPCHTEPATHHO HITH IIEPOPATBHO.

B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS U300PCTCHUS JICKAPCTBCHHBIM CPEIICTBOM, JOCTABISEMBIM B CY-
MPaxOPHOUIAITEHOE MTPOCTPAHCTBO C MPUMEHEHHUEM OIMTUCAHHBIX 316Ch MUKPOUIII U CIIOCOOOB, SBIISIETCS MOAYJIS-
TOpP BaCKyJSIPHOTO dHI0TeNuanbHoro ¢aktopa pocra (VEGF). Tak, HanpuMep, B OZHOM U3 BAPHAHTOB OCYILECT-
BiIeHUs u300pereHuss moaynsitopoM VEGF sBnsercs antaronuct VEGF. B onHoMm n3 BapuaHTOB ocymiecTBile-
HUs n3o0petenust moxynsropoM VEGF sBnsercst anraronuct kunassl VEGF-penenitopa, antu-VEGF anTtureno
nm ero ¢parMeHT, anturenao npotus penentopa VEGF, antu-VEGF anramep, HUI3KOMOJEKYJISIPHBIA aHTaro-
auct VEGF, THa30JIMIUHINOH, XMHOJIMH W CKOHCTPYHUPOBAHHBIN OETIOK ¢ aHKUPHUHOBBIMHU moBTOpaMu (DAR-
Pin).

B omHOM M3 BapraHTOB OCYIeCTBIEHUS N300peTeHus antaronucromM VEGF, noctaBisieMbIM ONMTUCAaHHBIMU
3/1eCh HEXUPYPTrUIeCKUMU criocobamu, siisieTcst antaronuct peuentopa VEGF (VEGFR), To ects nexapcTBen-
HOE CPEJICTBO, KOTOPOE MHTUOMPYET, CHIDKACT I MOIYJTUPYET YPOBCHD IMEepelayn CHrHANIA W/UIIH aKTUBHOCTh
VEGFR. VEGFR moxer npeacTaBisaTe co0oii MeMOpaHocBsizaHHbIH nin pactBopumblii VEGFR. B npyrom Ba-
puante ocymectsienusi nzooperenuss VEGFR mpencrasnser coboit VEGFR-1, VEGFR-2 umn VEGFR-3. B
OJTHOM W3 BapHaHTOB OCyIecTBIeHUs n3odperenus anraronnct VEGF nanenen na 6enox VEGF-C. B npyrom
BapHaHTE OCYLICCTBICHUS n300peTeHns MmoaynsatopoM VEGF sBiseTcss aHTaroHUCT TUPO3MHKUHA3BI HITH THPO-
3WHKHHA3HOTO perentopa. B apyroM BapmaHTe OoCyliecTBICHUs m3o0peTeHus moayisitopom VEGF sensercs
moayisatop 6enmka VEGF-A. B emnie omnom BapuanTte ocymiecTBieHus n3oopererns anraroanctom VEGF sBiis-
eTCcsl MOHOKJIOHAJIBHOE aHTHUTEN0. B ApyroM BapmaHTe OCYIIECTBICHNS N300pEeTeHNsI MOHOKIIOHATHHBIM aHTHUTE-
JIOM SIBIISIETCS] TYMaHU3UPOBAHHOE MOHOKIOHAJIFHOE aHTUTEIIO.

B omHOM M3 BapMaHTOB OCYIIECTBIICHHUS H300pETEHUS BpEeMs BHYTPUIIIA3HOW MOYXH3HH AHTarOHHUCTA
VEGF no ero snmumunanmu (t;,,), BBoagumoro B CXII, npeBbitiaeT BHyTpHUriasHoe t;, anraronncta VEGF, BBo-
JIUMOTO B TOW K€ J03€ WHTPABUTPEAILHO, BOBHYTPb KaMepHhI, MECTHO, TApEHTEPAILHO HIIH TIIepopansHo. B npy-
TOM BapUaHTE OCYMICCTBICHUS M300PETCHUS CPEIHSS BHYTPHINIA3HAs MakcuMaibHas KOHIEHTpanus (Ci,.y) aH-
taronucta VEGF, BBonumoro B CXII onucaHHBIMHE 37€Ch CIIOCOOaMH, MPEBHIIACT BHYTPUrTa3Hyto C.c aHTa-
rouucta VEGF, BBoguMoro B T0if e 03¢ HHTPABUTPEATLHO, BOBHYTPh KAMEPHI, MECCTHO, TIAPCHTEPATBHO HIIH
nepopaibHo. B IpyroM BapuaHTE OCYIICCTBICHUS N300pETEHUS CPeAHss IUIomaas nox kpusoii (AUC,.,), ompe-
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nenenHas st antaronucta VEGF, Haxonsmerocst BHyTpu 171aza u BBeieHHOTo B CXII onucaHHBIMU 3[1€Ch CIO-
cobamu, npesbimaer AUC,, onpenenennyto st antaronucra VEGF, Haxozasierocst BHyTpH Ila3a U BBEICH-
HOTO B TOH K€ J103€ HHTPAaBUTPEATEHO, BOBHYTPh KaMephl, MECTHO, TIAPEHTEPATIHLHO HITH IIEPOPAITIHHO.

B onHOM M3 BapraHTOB OCYIIECTBICHHUS H300PETEHISI ONMMCAHHBIE 3/16Ch HEXHPYPTUIECKHIE CTIOCOOBI, HIJIBI
W/WIM YCTPONCTBA MPUMEHSIOTCS JUIS TOCTaBKU OJHOTO M3 Hrpkeciemyrommx moayisaropoB VEGF B cympaxo-
pHOMAaIbHOE MPOCTPAHCTBO TJa3a Ui JICYCHHS OJHOTO HIM Oojiee OMMCAaHHBIX 3/1€Ch PAaCCTPOHCTB 3aTHETO
CerMeHTa TJIa3a WM XOPHOUAATLHBIX PACCTPONUCTB, TNI€ YKAa3aHHBIM MOIYJISITOpoM SBIsIoTcst AL8326, anTnTeno
2C3, antuteno AT001, HyBEV, 6epann3zymab (Avastin®), ANG3070, antuteno APX003, antureno APX004,
norHatuau® (AP24534), BDM-E, antureno VGX100 (VGX100 CIRCADIAN), VGX200 (MOHOKJIOHAIbHOE
aHTHUTENI0 TIPOTHUB C-fos-WHAYIMpOBaHHOTO ¢akTopa pocta), VGX300, COSMIX, antureno DLX9G3/1008,
ENMD2076, manat cyautuauba (Sutent®), INDUS815C, antureno R84, KD019, NM3, amnoreHHbIe MEXUH-
XMMHBIE KJICTKH-IPEIIIECTBEHHUKH, 00beinHeHHble ¢ aHTaroHucToM VEGF (nanpumep, antu-VEGF anrtute-
noMm), MGCD265, MG516, narubutop kunazsoro VEGF-penenropa, MP0260, NT503, 6ucnenuduyueckoe aH-
ti-DLL4/VECF antuteno, PAN90806, Palomid 529, antuteno BDO0801, XV615, momuramu6 (AL3810,
E3810), AMG706 (mudocdar mortezamuba), AAV2-SFLTO1, pactBopumsiii peuenrop Fltl, nequpanud (Re-
ceiitin™), AV-951, tuozanu® (KRN-951), peropadenutd (Stivarga®), Bomaceptud (BI6727), CEP11981,
KH903, nenBaturu6 (E7080), me3unaT seHBatnHNOa, Tepamenpokon (EM1421), panubmsymad (Lucentis®),
ruapoxjopua mazonanuoa (Votrient™), PF00337210, PRS050, SPO1 (xypkyMuH), opoTaT KapOoKkcHaMua0TpHa-
30J1a, THAPOKCUXIOpoXuH, TuHUpaHno (ABT869, RG3635), aneronnn amyonuHonoHa (Iluvien®), ALG1001,
AGN150998, DARPin MP0112, AMG386, monatuan® (AP24534), AVA101, mmaremanun® (Vargatef™),
BMS690514, KH902, ronBatuautb (E7050), a3Bepoimmyc (Atmitor®), makrat mosutuanoa (TKI258, CHIR258),
ORA101, ORA102, akcutuan6 (Inlyta®, AG013736), mmutunekcur (Aplidin®), PTC299, apmmbepuent (Zal-
trap®, Eylea®), merantanu6-narpuii (Macugen™, LI900015), Beprenopdun (Visudyne®), oymmmiamun (Ri-
matil, Lamin, Brimani, Lamit, Boomiq), antuteno R3, antureno AT001/r84, Tpommonun (BLS0597), EG3306,
Batananu6 (PTK787), Bmab100, GSK2136773, antu-VEGFR ambtepasa, Avila, CEP7055, CLT009, ESBA903,
antu-VEGF anTtureno HuMax, GW654652, HMPL010, GEM220, HYB676, JNJ17029259, TAS593, antureno
XtendVEGF, Nova21012, Nova21013, CP564959, antu-VEGF antureno Smart, AG028262, AG13958,
CVX241, SU14813, PRS055, PG501, PG545, PT1101, TG100948, 1CS283, XL647, ruipoxJiopus dSH3acTaypu-
Ha (LY317615), BC194, xunomuner, COT601MO06.1, COT604M06.2, MabionVEGF, SIR-chepsl, cBs3aHHBIE ¢
anTu-VEGF anturenom nmm antu-VEGF-R antutenom, anatuanb (YN968DI) u AL3818. Kpome Toro, nocras-
ka anraronucra VEGF ¢ mpuMmeHeHHMeM ONMHMCaHHBIX 3/1€Ch MHKPOWTI M HEXHPYPTHYECKHX CIOCOOOB MOXKET
ObITh OOBEAMHEHA C BBEJCHHEM OTHOTO WM OoJiee MEePEUNCIICHHBIX 3/1eCh areHTOB MM APYTHX H3BECTHBIX
areHTOB, IPUCYTCTBYIOIIHNX B OJHOM COCTaBE MM BO MHOTHX COCTaBax.

B onHOM M3 BapraHTOB OCYIIECTBIEHUS N300peTeHus noctaBky antaronncra VEGF B cympaxopuongas-
HOE TIPOCTPAHCTBO TJIa3a YeJIOBeKa ¢ MPIMEHEHHEM PacCMaTPUBAEMBIX 3€Ch MUKPOUTI U CLIOCOOOB OCYIIECTB-
JSIOT JUIsL JICYCHUS, MPEAYIPEKACHUS W/WIH OOJIETYCHHS OTHOTO WIIM 0OJee pacCTPOWCTB 3aIHETO CErMEHTA
r1a3a WM XOPHOUAAIBHOTO paccTpoiicTBa. Tak, HalpuMep, B OJHOM K3 BapUAHTOB OCYIICCTBICHUS H300peTe-
HUS PacCTPOMCTBOM 3aJJHETO CETMCHTA TJIa3a sBJIACTCS 3a00JICBaHHUE CETYATKU. B IpyroM BapuaHTe OCYIIECTB-
JICHUsI M300PETCHUS PACCTPOMCTBOM 3aJIHETO CETMEHTA TJIa3a sSBISACTCS 3a00JICBaHUE XOPHOUIAIEHOW 000I0UKH
riasa. B eme oqHOM BapuaHTe OCYIIECTBICHUS H300PETCHHS PACCTPOHCTBOM 3aHETO CETMEHTA TJia3a SBISACTCS
3a00JICBaHKE 3pUTEIHHOTO HEpBa. B 0JTHOM M3 BapHAHTOB OCYIICCTBICHUS H300PETCHUS PACCTPOHCTBO 33 THETO
CeTMEHTa TJIa3a BRIOPAaHO M3 JeTeHEepalfy KEJITOTro IISITHA; BO3PACTHOM JEreHepalny JKeIToro IsATHA; BO3pac-
THOUW HEOBACKYJSIPHOH JereHepallny JKeNTOro IMATHA; BO3pacTHOH cyO(hoBeaTbHONH HEOBACKYJSPHOW JeTeHepa-
ITUH JKEJITOTO TIATHA; OTEKa JKEITOTO IISITHA; OTEKa KEITOTO ISITHA MOCTe OKKITIO3WH BEHBI CETIATKH; OTeKa JKe-
TOTO TISITHA, aCCOIMMPOBAHHOTO ¢ OKKIto3uel BeHbl ceTdaTtku (OBC); nnabeTHueckoro oTeka >KeaToro IATHA;
OTEeKa XKENTOTo ISTHA, BEI3BIBAEMOT0 OKKITIO3MEH BEHO3HOTO CIUICTCHHUS CETYATKH; OTEKA JKEJITOTO IIATHA, BBI3BI-
BaecMOI0 OKKJIFO3UCH IICHTPATbHOIN BEHBI CETYATKH; OKKIIFO3MH BEHO3HOTO CIUICTCHHS CETYATKH; OKKITFO3UH IICH-
TPaJbHON BEHBI CETYATKH, HEOBACKYIIPHU3AINU; XOPUOUAATHHON HEOBACKYIISIPU3AIMK; CYO(pOBEaTBHON XOpHO-
UIaTbHOIM HEOBACKYISAPU3AINK; HAPYIICHUS 3PCHUS, BRI3BIBAEMOTO JHAOCTHICCKUMHU OTEKAMU JKEITOTO TISTHA;
IabeTHYecKoil peTHHONATHH; CHHApOMa "cyxol ria3" (BocmaleHHs M HMOBPEXKJICHUS TKaHEW POTOBHIBI IPH
cuHIpoMme '"Cyxo# ria3"); OTCIOCHHS CETYATKH; 3a00JICBaHUI CETYATKU; MUTMCHTHOTO PETHHUTA, OKKIIO3HU
BCHBI CETYATKHU; OKKITFO3UHM BEHO3HOTO CIUICTECHHSI CETYATKH; OKKITIO3UHU IICHTPAILHON BEHBI CETUYATKH; OJIU30PY-
KOCTH; TaTOJIOTUIECKON OJIM30PYKOCTH; HEHpOJETeHEPATUBHBIX 3a00JICBaHMMA, TIa3HOW HEOBACKYJISPHU3AIUH;
paxa Tia3; yBEeUTa; TIayKOMBI; CKIEPUTa; TIa3HOTO CapKOMI03a; HEBPHUTA 3PUTEIFHOIO HEPBA; S3BBI POTOBHUIIHI;
TJIA3HOTO ayTOMMMYHHOTO PaccTpOiiCTBa MM PETHHHUTA.

B oxgHOM M3 CBOMX BapmMaHTOB HACTOSIIEEe H300pETECHHE OTHOCHTCS K CII0CO0aM JICUSHHST XOPHOUIATBHOTO
paccTpoiicTBa (HarpuMep, HEOBACKYJIIPU3AIUN XOPHOUIATHHONH 000I0YKH, TTOJUTIOUTHOW XOPHOUIATLHOM Bac-
KYJIOTIaTHH, [EHTPAIFHONH CEPO3HOI XOPHOPETHHONATHH, MYJIbTU(OKAIHFHONH XOPHOPETHHOIIATHH), T/Ie yKa3aH-
HBIC CTIIOCOOBI BKJIFOUAIOT BBEACHUE B CYNPaXOPHOHMIAIBFHOE MPOCTPAHCTBO TIla3a MAIMCHTA, HYXKIAIOMIErocs B
9TOM, JIEKAPCTBEHHOI'0 COCTaBa, coaepxamero 3G (ekTuBHOEe KOIMYECTBO MPOTHBOBOCIAIUTEILHOTO JICKAPCT-
BEHHOTO CPEJICTBA.
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B omHOM M3 BapHaHTOB OCYIECCTBICHHS U300pPETEHUS JICKAPCTBEHHOE CPENICTBO, JOCTABISIEMOE B CyIIpa-
XOPHOUIATBHOE MPOCTPAHCTBO IJIa3a MAIeHTa C IPUMEHEHHUEM OIMCAHHBIX 3[IECh HEXHUPYPTHICCKUX CIIOCOOOB
JIeYEHHSI pacCTPONCTBA 3aJHETO CErMEHTa I1a3a MM XOPHOUJAIFHOTO PacCTPOCTBA, YMEHBIIAET, HHTHOUPYET,
MPEIOTBPAIIAET W/WIH OCIa0IIIeT BOCTIANICHHUE, T YKa3aHHBIM JIEKAPCTBEHHBIM CPEIICTBOM SIBIISICTCS IPOTHUBO-
BOCTIAJIUTENIEHOE JIGKAPCTBEHHOE CPEACTBO. B 0THOM M3 BapHaHTOB OCYIIECTBIICHHS W300pPETEHUS JICKapCTBEH-
HBIA cocTaB, nocrapisieMblid B CXII ri1a3a manueHTa, HyKIalOMErocss B 3TOM, OMMMCAaHHBIMU 3]IECh CIIOCOOaMU,
COIEPXHUT A(P(PEKTUBHOE KOINIECTBO HMMYHOCYIIPECCOPHOTO areHTa. Tak, HalpuMep, B OAHOM H3 BapHaHTOB
OCYILECTBIICHHUS M300PETEHNSI UMMYHOCYIIPECCOPHBIM areéHTOM SIBIITIOTCS TITIOKOKOPTHKOU/, MHTHOUTOP ITUTO-
KWHA, MUTOCTATUYCCKUN arcHT, aIKWIMPYIOUIHA arcHT, aHTUMETa0OUT, aHaJIoT (DOJIMEBOW KUCIOTHI, TUTOTOK-
CUYCCKUI aHTHOMOTHK, HHTEP(EPOH, OMHOU, AaHTUTEIO MPOTUB T-KIETOYHOTO PELENTOpa MU aHTHTEIO IPO-
TuB penenropa IL-2. B omHOM W3 BapHaHTOB OCYIIECTBICHUS H300PCTCHUS MMMYHOCYIPECCOPHBIM arcHTOM
SIBIISICTCS. aHTUMETAOOJHT, TJ¢ YKa3aHHBIM aHTHMETAa00UTOM SBIIIIOTCS aHAJIOT IypPHHA, aHAIOT MTHUPUMUIUHA,
aHaJyor (oJIMeBO KUCIIOTHI WM MHTHOUTOP CHHTE3a Oenka. B apyrom BapmaHTe OCYIIECTBICHUS H300pETCHUS
UMMYHOCYTIPECCOPHBIM ar¢HTOM SIBJISICTCS MHTUOUTOP MHTEpIICHKUHA-2 (HampuMmep, OM3MINKCUMA0 WIH TaKITH-
3yma0). JpyruMu HMMYHOCYTIPECCOPHBIMU ar€HTaMH, KOTOPHIE MOTYT OBITh HCIIOJIH30BAHEI B OITMCAHHBIX 371ECH
cnoco0ax M COCTaBax, SIBIAIOTCS, HO HE OTPAaHUINBAIOTCSA MU, IUKI0(hochaMua, HUTPO30MOUEBIHHA, METOTPEK-
caT, a3aTHOIPHH, MEPKANTOMypuH, (GTopypanui, JaKTHHOMHIINH, aHTPAIMKINH, MuToMumH C, OJeoMHIuH,
MUTPaMHIIUH, MypoMoHa0-CD3, UKIOCTIOPUH, TAKPOIUMYC, CUPOITUMYC W MUKOQEHONAT. B ogHOM M3 Bapw-
aHTOB OCYIIECTBJICHHS M300pETEHMSI JISKAPCTBEHHBIH COCTAB COMEPKUT (P(HEKTHUBHOE KOJIMIECTBO MHUKO(EHO-
ST,

B o1HOM U3 BapHaHTOB OCYIIECTBICHUS N300PETEHUS BPEMsl BHYTPHUIIIA3HOHM MOIYKH3HH HMMYHOCYIIPEC-
COPHOTO arcHTa JI0 €ro MUMHHAINH (t;,), BBoAMOro B CXII, mpeBsiaeT BHYTPUTIA3HOE t/, KMMYHOCYIIPEC-
COPHOTO arcHTa, BBOJUMOTO B TOH K€ J103¢ UHTPABUTPCAIHHO, BOBHYTPh KaMEPHI, MECTHO, MIAPCHTEPATBHO WU
nepopaibHo. B IpyroM BapwaHTEe OCYIIECTBICHHS H300PETCHUS CPEIHSS BHYTPHIJIA3HAS MaKCHMAallbHAs KOH-
nentpanus (C.x) AMMYHOCYIPECCOPHOTO areHTta, BBoauMoro B CXII omucaHHBIMU 37€Ch COCOOAMHU, TPEBBI-
mraeT BHYTpUTIa3Hylo Cp.x HIMMYHOCYIIPECCOPHOTO areHTa, BBOJUMOIO B TOW K€ 03¢ MHTPABHTPEAIHHO, BO-
BHYTPb KaMepbl, MECTHO, MMAPCHTEPATbHO WM MEpOpabHO. B npyroM BapuaHTE OCYIIECTBICHUS M300pETCHUS
cpenusis momanb mox kpuBoit (AUC,.), ompeneneHHas ISl MMMYHOACTPECCOPHOTO areHTa, HaXOMISIIETrocs
BHYTpH TJaza u BBeAeHHOro B CXII ommcanHbIME 37ech criocobamu, npesbimaetr AUC,, onpeaencHHyo s
MMMYHOCYTIPECCOPHOTO areHTa, HaXOIAIIEerocs BHYTPH TJla3a M BBEJCHHOTO B TOM XK€ 03¢ WHTPaBUTPEAIBHO,
BOBHYTPB KaMepbl, MECTHO, TAPEHTEPAITHHO WIIN IIEPOPATHHO.

B omHOM M3 BapHaHTOB OCYIIECTBICHUS H300pETCHHUS JICKAPCTBCHHBIN cocTaB, nocraiseMblii B CXII ria-
3a MaIMeHTa, HYXJAIOUIeToCs B 3TOM, OMHCAHHBIMU 3JI€Ch CHOCO0aMH, COACPKUT 3()(HEeKTHBHOE KOIHUYECTBO
MHTUOHUTOpa COCYIUCTON MPOHUIIACMOCTH. B 0JTHOM M3 BapHaHTOB OCYIIECTBIICHUS N300pPETCHIUSI MHTUOUTOPOM
COCYIIUCTOHN MPOHUIIAEMOCTH SBIIACTCS aHTATOHUCT BACKYJSIPHOTO SHAOTenuansHOro ¢akrtopa pocta (VEGF)
WM MHTHOUTOP aHTHOTCH3WH-KOoHBepTHpYIomiero ¢pepmenta (ACE). B npyrom BapuaHnTe OCYIIECTBICHUS H30-
OpeTeHUsT WHTUOMTOPOM COCYIHMCTOW MPOHUIIAEMOCTH SBJSICTCS WHTHOMTOpP aHTHOTCH3WH-KOHBEPTUPYIOIIETO
tdbepmenta (ACE), a uarunbutopom ACE sBiisieTcst KanTomnpuIl.

B oxgHOM M3 BapHaHTOB OCYIIECTBICHUS N300PETEHUS BpeMs BHYTPUTIA3HON MOTYXKU3HH HHTHOUTOpaA CO-
CYIUCTOH MPOHUIIAEMOCTH JI0 €r0 dIUMHUHANNH (1)), BBogumoro B CXII, mpeBsimiaeT BHyTpUTIa3HOE t),, WHTH-
6uropa cocyIUCTOI IPOHUIIAEMOCTH, BBOAUMOTO B TOH XK€ 103¢ MHTPABUTPEAIHHO, BOBHYTPh KaMepbl, MECTHO,
MapeHTepalbHO WIIM TepopansHo. B Apyrom BapmaHTe OCYNIECTBICHHS M300pPETEHUS CpPEIHsS BHYTPHIJIA3HAS
MakcuMmainbHas KoHIeHTpaus (C ;) HHTHOUTOpPa COCYAUCTON MpoHuIaeMocTH, BBoguMoro B CXII omucaHHBI-
MU 3/IeCh CIIOCOOAMHU, MPEBHIIACT BHYTPUTIA3HYIO C .y HHTHOUTOPA COCYAMCTON TPOHUIIAEMOCTH, BBOJUMOTO B
TOW K€ JT03¢ MHTPABUTPEAIHHO, BOBHYTPh KaMephl, MECTHO, MAPEHTEPAIBLHO WX MEepopaibHo. B apyrom Bapu-
aHTe OCYLIECTBJICHHUSI M300peTeHus cpeansis momans nox kpusoil (AUC,), omnpeneneHHas Uik HHTHOUTOPA
COCYIUCTOHN MPOHHUIIACMOCTH, HAXOAAIICToCs BHYTPH Tia3a u BBeJeHHOro B CXII ommcaHHBIME 37eCh crmocoba-
mu, npesbimaer AUC., ONpeaeieHHYIO UIsi HHTHOUTOpA COCYAUCTON MPOHUIIAEMOCTH, HAXOAAIICTOCS BHYTPU
TJ1a3a ¥ BBEJICHHOTO B TOH JK€ 03¢ WHTPaBUTPEAIHHO, BOBHYTPh KaMephl, MECTHO, MAPEHTEPAIBHO WX MEepo-
paJBHO.

B omgHOM W3 BapHMaHTOB OCYIIECTBICHUS M300PETEHHS JICKAPCTBEHHBIM CPEICTBOM SIBIISIETCS CTEPOMIHOE
WM HECTEPOUTHOE MPOTUBOBOCTIANIUTENbHOE JlekapcTBeHHOoe cpenctBo (HCIIBC). B apyrom BapmaHTe ocyiie-
CTBJICHUSI M300pPETeHUSI MPOTHBOBOCHAIUTEIHHBIM JIEKAPCTBEHHBIM CPEICTBOM SIBISIETCS AHTUTENIO WIH €ro
(parMeHT, MPOTHBOBOCTIANMTENbHBIN(E) MenTuaA(bl) WM MPOTHBOBOCHANMTENbHBIN(e) anTamep(sr). Kak pac-
CMaTPHUBACTCS B HACTOSAIICH 3asIBKE, TOCTaBKa MPOTUBOBOCHAIUTEIHHOTO JICKAPCTBEHHOTO CPEJICTBA B CYNPaxo-
pHOUIATBFHOE MPOCTPAHCTBO SIBIsieTCA Oosiee 3 (HEeKTUBHOW, YeM BBEICHHUE TOTO KE CaMOTO JICKAPCTBCHHOTO
CpeICTBa MEepPOPabHO, HHTPABUTPEALHO, BOBHYTPh KaMEphl, MECTHO H/WJIM TapeHTEpalbHO. Tak, Hampumep, B
OJTHOM W3 BapHAHTOB OCYILCCTBIICHUS M300PETCHUS TCPANICBTHUCCKUI IPPEKT JCKAPCTBCHHOTO CPEICTBA, BBO-
JUMOTO B CYIIPaXOpHOUAATIBHOE MIPOCTPAHCTBO, MPEBHIMIACT TepaneBTHIecKuil 3P ekt Toro ke caMoro Jekap-
CTBCHHOTO CPEJIICTBA, BBOAMMOTO B TOM JKE JI03€ MEePOPaIbHO, HHTPABUTPEATBHO, MECTHO WU ITAPCHTEPaIbHO. B
OJIHOM W3 BapHaHTOB OCYIIECTBICHHS M300pETEHUs BpeMs BHYTPHTIa3HOW MOJTyku3HH antaronncta PDGF mo
ero auMuHanuH (t,,), BBoguMoro B CXII, mpeBbImaeT BHYTPUTIIA3HOE t)/; TPOTHBOBOCIIATUTEIEHOTO JIEKapCT-
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BEHHOTO CPEJCTBA, BBOJUMOTO B TOH )K€ JI03€ MHTPABHTPEATIbHO, BOBHYTPh KaMEphl, MECTHO, TTAPCHTEPATHHO
WIX TIepopaibHO. B npyroM BapuaHTE OCYIIECTBICHHS W300pETCHHS CPEIHSS BHYTPHIJIA3HAS MaKCHMAaJlbHAs
koHTeHTpanus (C ) MTPOTHBOBOCTAIUTENBHOTO JIEKAPCTBEHHOTO CpeacTBa, BBoauMoro B CXII onmucaHHBIMU
3[1eCh CII0CO0aMH, PEBHIIIACT BHYTPUTIA3HYIO Cyyx MPOTHBOBOCIAIUTEIHHOTO JIEKAPCTBEHHOT'O CPEACTBA, BBO-
JIUMOTO B TOW K€ J03€ WHTPABUTPEAILHO, BOBHYTPb KaMepHl, MECTHO, TApEHTEPAILHO HIIH TepopaisHo. B npy-
TOM BapHaHTE OCYIIECTBICHUS W300peTeHUs cpedrsis miomas mof kpuBoi (AUC,. ), onpeaeneHHas ajs mpo-
THBOBOCHAJIUTEIHHOTO JICKAPCTBEHHOTO CPEICTBA, HAXOAAIIETocs BHYTpPH Ii1a3a U BBegeHHoro B CXII ommcan-
HBIMH 37iech criocobamu, mpeBbimaer AUC,, onpeaeneHHyo A MPOTHBOBOCTIATHTEIFHOTO JIEKAPCTBEHHOTO
CPEICTBa, HAXOIAIICTOCSA BHYTPH IIa3a M BBEICHHOTO B TOM XK€ J03¢ MHTPABUTPEAITLHO, BOBHYTPh KaMEpPhI, M-
CTHO, TAPEHTEPATBEHO WIH IEPOPATBHO.

CTepOouIHBIMU COCTUHECHUSIMU, KOTOPBIC MOTYT OBITh BBEACHBI PACCMATPUBAEMBIMU 37IECh CIIOCOOAMHU, SIB-
JSIIOTCSL  THAPOKOPTH30H, THAPOKOPTHU30H-17-0yTHpaT, THAPOKOPTH30H-17-alernoHar, TUIPOKOPTU30H-17-
OyTemnpar, KOPTU30H, MUBAJIAT THKCOKOPTOJA, MPEIHU30JI0H, METHIPEIHU30JIOH, MPEIHU30H, TPUAMIIMHOJIOH,
AI[CTOHM]] TPUAMIIMHOJIOHA, MOMETa30H, aMI[HHOHHI, OYAC30HU, IC30HUA, (DIYyOIIMHOHU, TATBIMHOHU, OcTa-
METa30H, AWIPONHOHAT OeTaMeTa30Ha, AeKcaMeTa30H, (IIyoKOPTOJIOH, THAPOKOPTH30H-17-Banepar, rajomeTa-
30H, JWIPONMOHAT aJbKIOMETa30Ha, MpeAHuKapOaT, Kirodera3oH-17-0ytupar, kinodeTra3on-17-nponuoHar, Ka-
mpoat GIIyOKOPTOJIOHA, TUBaJaT (PIyoKOPTOJIOHA, alleTaT U MpeaHuKapOaT QurynpeTHuacHa.

HCTIBC KOHKpPETHBIX KJIACCOB, KOTOPBhIE MOT'YT OBITh BBEICHBI PAaCCMAaTPUBACMBIMU 3/1€Ch CIIOCO0aMHU, SIB-
JSIFOTCS CaJMIMIIATEL, TPOM3BOIHBIC POTMOHOBOM KHCIIOTHI, IPOM3BOIHBIC YKCYCHON KHCIIOTHI, TIPOU3BOJHEIC
€HOJILHOW KHCJIOTHI, MPOU3BOIHBIC ()eHAMOBOW KHCJIOTHI M MHTHOWTOPHI IUKIOOKcHreHasbl-2 (COX-2). B on-
HOM W3 BapUAHTOB OCYILICCTBIICHUS M300PETCHHS PacCMAaTPHBAEMBbIC 3/IECh CHOCOOBI MOTYT OBITH MPHMEHCHBI
JUIL JOCTaBKU omHOTO wmim Oonee w3 Hmkecnenyrommux HCIIBC B CXII ria3a manuieHTa, HYKIAIOMIETOCS B
atoM, rae ykazanHeiMH HCIIBC sBRSrOTCS aneTuicaluiumioBas KUCIOTa, TUQITyHH3AN, calcanaT, HOympoQeH,
nekcuOynpodeH, HampokceH, (eHompodeH, keoTompodeH, aekckeronpodeH, (GaypOUnpodeH, OKcampo3uH,
JOKcanpoQeH, WHIOMETAIIMH, TOJIMETHH, CYTUHIIAK, 3TOJO0JAaK, KETOPOJaK, AUKIO(PEHAK WIH HAOYMETOH, ITH-
POKCHKaM, MEJIOKCHKaM, TEHOKCHKaM, IPOKCHKaM, JIOPHOKCHKAM HIIH M30KCHKaM, Me(haHaMoBasi KHCIOTa, MEK-
nodeHaMoBas KUCIoTa, GirydeHamoBast KUCIOTa, TOJAPEeHaAMOBAasI KUCIIOTa, IeJIeKOKCcHO, pedexokcud, BaaaeKok-
cu0, MapeKOKCHO, TYMUPAKOKCHO, STOPUKOKCUO TN (PHPOKOKCHO.

Jpyrumu npuMepaMu IPOTHBOBOCTIAIMTENFHBIX JICKAPCTBEHHBIX CPEACTB, KOTOPBIE MOTYT OBITH MCIIOJNB-
30BaHBI B PACCMaTPUBAEMBIX 3/I€Ch CIIOCO0AX JICUCHHS PACCTPOICTBA 3aHETO CETMEHTA I1a3a WM XOPHOUAAIb-
HOTO paccTpoiicTBa, HEOBACKYJISAPHU3ALNN XOPHOUIATHFHONH O0OJIOUKH Tia3a WM CyOpPeTHHAIBHOW SKCCYyIaIiH,
SIBIISTIOTCSI, HO HE OTPAHWYHMBAIOTCS WMHU: MHUKO(CHOIAT, peMuKasa, HenadeHak, aroHucT(bl) 19AV, aroHucCTHI
19GJ, ananoru 2MD, 4SC101, 4SC102, 57-57, anraronuct peuenrtopa SHT2, 64G12, A804598, A967079,
AAD2004, AB1010, AB224050, abararnent, ataparuzymad (Abegrin™), Abevac®, AbGnl34, ABGL6S8, Ahki,
ABN912, ABR215062, ABR224050, muknocmopuH (Abrammune®), moko3aHoN (OSTEHWIOBBI CHUPT
Abreva®), ABS15, ABS4, ABS6, ABT122, ABT325, ABT494, ABT874, ABT963, ABXILS, ABXRB2,
AC430, Accenetra, xiopun sm3onuma (Acdeam®), ACE772, aneknodenak (Acebloc, Acebid, Acenac), amnera-
MHHO(]EH, XJIOP30KCa30H, cepparenTtasa, THIpoXJIOpH TH3aHUIMHa, OeTaneke, Aceclogesic Plus, Aceclon, Ace-
cloren, Aceclorism, anexpona, Aceffein, anemeranmH, acnpus (Acenterine), aneranb-SP (anexnodeHax - Kom-
ounarus: noynpoden, anetwi-G, anermwicaaunmiat DL-1u3uH, alleTHICaTHIMIOBas KUCIOTa, IUKOT, aliduH,
Acik, Aclocen, Acloflam-I1, Aclomore, ACLON, A-CQ, ACS15, akrapur, aktempa, Acthelea liofilizado, Acti-
fast, aktumab-B, Actiquim, Actirin, Actis Plus, aHTUTEO0 MPOTHB aKTUBHPOBAHHOW JICHKOIIUTAMH MOJICKYJIIBI
knerouHoi anresuu, Acular X, AD452, angamumyma0, uaruourop ADAMTSS, ADC1001, Adco-guknodenak,
Adco-uanomerarud, Adco-menokcukad, Adco-HanpokceH, Adco-mupokcukam, Adcort, Adco-cynuHnmak, mau-
HaTpuii-TpudocdaT ameHoO3MHa, arOHUCT penenTtopa aneHo3uHa A2a, Adimod, Adinos, Adioct, Adiodol, Adi-
poplus, cTBOIOBEIE W/WIM peTeHEPATUBHBIE KJIETKH, POUCXOSINE OT kupoBoi Tkauu, Adizen, Adpep, Adva-
can, Advagraf, Advei, ansudiam, AEBO71, Aental, apenak, Affen ITmoc, Afiancen, Afinitor, agamun, anda-
3aKkopT, adioren, adpmokcan, AFM15, AFM16, AFM17, AFM23, Aipred-Dexa, AFX200, AGO11, adaren, ara-
Hepcen, AGI1096, Agidex, AGSO10, Agudoi, A-ruapoxopt, AIK1, AIN457, Airtal, AIT110, AIM300, amxy-
nemoBas kucinota, AK106, AJI-24-2A1, AL4-1A1, ALLA Cort, Alanz, anrs0yMuH, IMMYHOTJIOOYJIHH, JUPO-
MUOHAT ankiaoMerazoHa, ALDS518, ampmecneiikun, Aldoderma, anedanent, amemtysymad, Alequel™, amep-
TOJIOH, aJIepro30H, aJeTPaKCOH, aub(eHaK, ajabra3oH, anbruabek, Algioflex, Algirex, Aigivin Plus, amukadop-
ceH-Hatpuii, Alin, Aiinia, anuBumoN, anuByasuH, menodnas ¢ocdaraza, ALK.S6931, amnanTonH, amiOymeH,
Allmol, ayIOKPHUCTHH, QJJIOTCHHBIC JHIOTCIHANBHBIC KICTKH, MC3CHXUMHBIC aJUIOTCHHBIC —KIICTKU-
MPE/IIICCTBCHHUKH, AJUIOTCHHBIC ME3CHXUMHEIC CTBOJOBBIC KJICTKH, aIMHHONpPO(dEeH, anbda-aHTUTpUICHH 1,
HUKOTHHOBBIE aroHWCThl Anbda 7, anbda-ammiaza, anb(a-XxUMOTPHUIICHH, ajibda-eronporenH, anbga-
JIMHOJICHOBAsI KUCIIOTa, anb(ha-aHTUTPUIICHH 1, mHruOuTOpH! MHTerpuHa a2f1, anpdakopt, ansdaden, anpda-
TeKCUJMH, ainb(a-Tpuricul, Alphintern, anpnmHaMen; oMera-3, OTBETCTBEHHBIN 3a MOJIBIKHOCTH, Alpoxen, AL-
Revl, anprepaza, ALX0061, ALX0761, ALXN1007, ALXN1102, AM3840, AM3876, AMAB, AMAP102, ama-
30H, amOen, am0Oe3um G, amiuHoHun, AMEI133v, amenuH, amenotekc, A-Merampen, ameBuB, AMGI10S,
AMG139, AMG162, AMG181, AMGI191, AMG220, AMG623, AMG674, AMG714, AMG719, AMG729,
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AMGS827, amupgon, pochar amudammpuanna, qukinodenak (Emifenac ®), amumeranuH, THAPOXIOPHUI AMHTIPH-
70361, amurpodeH, ammodoc, amopiaam, AMP110, Ampikyy, aMnuoH, aMIUPOKCHKAM, aMTOJIMETHHTYAIIW,
AMX256, AM6415, ANA004, A506, anaOy, anarieH, anagiaam, anaguekc ACI, aHanna, aHaAKWHpPA, aHATBICTHK
MIPOTUB apCTPUTA, aHATIAH, aHATIPOKC, aHaBaH, aHakc, AHK0, Andrographis, Aneol, Anergix, Anervax.RA™ (te-
paneBTHYCCKas NMENTHIHAS BakuuHa), andiaeH, ANG797, aHUITUKCHH, aHMEPYIIIHH, ITENTHIb aHHEKCHHA 1, aH-
Hekcun AS, OOJEyTOJNSIONIee CPENCTBO, aHCAW, aHCIUPHH, aHTpoeH, aHTu-BST2 antureno, antu-C5a Mab,
antu-ILT7 antuteno, antu-VLA1 antuteno, antu-anbda 11 antureno, antu-CD4 anturteno 802-2, MOHOKIIO-
HapHOE aHTU-CD86 aHTUTENO, aHTUTENO TPOTHB XeMOKHHOB, aHTH-DC-SIGN antureno, antn -HMGB-1 Mab,
antu-1L-18 Mab, antu-IL-1R Mab, antu-1L23 antureno BRISTOL, anTHTeN0 NPOTHB MHTEpIeHKkuHA 13, aHTH-
LIGHT anrtuteno, antu-MIF anTuteno, antu-miR181a anTHTENno, aHTHOKCHIAHTHI-MOIYJIATOPHI BOCIIATICHHS,
anTudamuH, anTU-RAGE Mab, antutpom6un III, antu-TIRC-7 Mab, any3on-HC, anuden, AP105, AP1089,
AP119, AP401, AP501, amason, APD334, anentak, APG103, anugoH, Me3ujIaT alninMoaa, alluTaK, alliToK-
cuH, Apizel, uaruoutop APN, anoazarnonpuH, armoaekcameTa3zoH, IMUTaTOpbl ApoE, ApoFasL, anonnmomera-
IIUH, arloMe(eHaM, allOMETOTPEKcat, aloHabyMeToH, amo-Napro-NA, armoHanpoKCeH, anoHUANH, ano(eHmwIoy-
Ta30H, aNmoOMUPOKCUKAM, allOCYJINH, allOTEHOKCHKaM, anoTHanpodeH, anpaHakc, alpeMIIacT, apUKOKCHO, ar-
podeH, amposa, anpokceH, antutesio APX001, aatureno APX007, APY0201, AqvoDex, AQX108, AQX1125,
AQX13135, AQX140, AQX150, AQX200, AQX356, AQXMN100, AQXMN106, ARA290, apaBa, apKayucT,
Arcoxia, apexun, Arflur, ARG098, ARG301, apruHUH-3CIIMH, aprUHUH-Je3MMUHAa3a (ITWINPOBAaHHAsI), aHTH-
teo ARGX109, ARGX110, Arheuma, apucrokopt, apucrocmnan, Ark-AP, ARN4026, apoden, Aroff EZ, apo-
ned, apotain, Arpibru, Arpimune, Arpu Shuangxin, ARQ101, appectun-SP, Arrox, ARRY 162, ARRY371797,
ARRY6I4, ARRYS872, ART621, apramun, Arthfree, ArthoTech, aptpekcun, Arthrispray, Arthrotec, 3kcTpakT
BHEUTHEH yacTH Xpsima akyisl (Arthrovas™, Neoretna™, Psovascar™), aptudur, apturo, apTuH, apTHHOD, ap-
tH3un, aproduiekc, Artren Hipergel, aptpumon, aprpunasa, aprpokantus, Artrodiet, aptpodeH, apTpomnaH, apT-
pO3WII, apTPOCHUIICH, apTPOTHH, apTpPokc, apTudiam, Arzerra, AS604850, AS605858, Asacol, ASA-Grindeks,
azasumam, Aseclo, ASF1096, ASF1096, ASC8007, ASKP1240, ASLANO003, Asmo ID, Asonep, ASPOI1S5,
ASP2408, ASP2409, acnarun, acrieos, acriukam, acmmpumekce, ACT120, acrakcantun, AstroCort, Aszes, aHTH-
teso AT002, AT007, antuteno AT008, AT0O10 AT1001, atacucenT, aracnuH, arenaneH, arram, ATG-Fresenius,
atpoden, AT1003, arunpumon, ATL1222, ATNI103, ATN192, ATR107, Atri, Atrmin, aHTHTEnO0 Atrosab,
ATX3105, AUSO01, aypanoduH, aypoOuH, aypoOHH, aypollaH, aypoTHO, aypOTHONPOJ, ayTOJIOTHIHBIC pereHe-
paTHBHEIC KICTKH XHPOBOH TKaHU, ayToHek, Avandia, AVE9897, AVE9940, asenokc, Avent, AVI3378, aBno-
xuH, AVP13546, AVP13748, AVP28225, AVX002, nuknodenak Axcel, manmaun Axcel, akcen, AZ17, AZ175,
aszakopTun, aza-DR, azadpun, azamyH, a3aHuH, a3all, a3alldH, a3alpeH, a3alpuH, a3apaM, aza3aM, a3aTHOIPHH,
AZDQ275, AZD0902, AZD2315, AZD5672, AZD6703, AZD7140, AZD8309, AZD8566, AZD9056, Azet,
a3MHTpe, a3uTpoMunuH, AZ-od, a3odur, a3onuma, azopaH, a3yyieH, a3yaAPuanH, a3yadrH, aHTarOHUCTH B1, Oa-
kionet, BAF312, uaru6urop BAFF, Bages, Baily S.P., 6anecton, 6aycosion, 6amuHeprenTt-anbda, 6apaokco-
JIOH-METHII, OapuIUTHHUO, 6apoTasa, 6acekam, OazunukcnMad, 6akecmyH, Baxo, BAY869766, BB2827, BCX34,
BCX4208, 6exdun, 6exnar-C, 6exnar-N, 6exnonad Q, aumponuoHaTt Oekiomera3ona, oexinopus, Becmet-CG,
Begita, Begti, Oenaranent, 6enmmyma0d, Belosalic, 6emercon, Ben, 6eneBaT, OcHekcaM, OeH(BIOTHH, OCHUCAM,
Oennucra, OeHOpMIIaT, O€HO30H, OeHOKcanpodeH, OEHTON, THAPOXJIOpH OeH3unaMuHa, OeH3UMUH, OeodeHax,
oepaden, oepunept, 6epioden, oepTanenp, bectamuH, 6ectodeH, Beta Nicip, 6erakopt, Oetakopten G, OeTa-
(doam, Oera-rirokaH, Oeranap, 6era-M, Oeramen, OeTame3ol, OeTaMeTa3oH, AUIPOMHOHAT OeTaMeTa3oHa, OeTa-
MeTa30H-HaTpul, HaTpuiidochaTt OeTameTa3zoHa, BajepaT OeTaMeTa3oHa, OeTaH, OeTaHeke, OeTamanTeH, beramnap,
Oeranpen, OctacoH, OeTa3oHaT, OeTacoH, OeTaTpuHTa, OeTaBal, OeTa3oH, OeTe3mi, OeTHEKOPT, OETHE30II, OETHO-
Bat, 6exctpa, BFPC13, BFPC18, BFPC21, BFPT6864, BG12, BG9924, BI695500, B1695501, BIA12, Big-
Joint-D, anTutenmo BIIB023, Bi-ksikam, Bingo, BioBee, Bio-Cartilage, Bio-C-Sinkki, 6uonexcon, 6nodenak,
Bioreucam, 6nocoH, 6uociopun, BIRB796, 6utnosan, Bitvio, Bivigam, BKT140, BKTP46, BL2030, BL3030,
BL4020, BL6040, BL7060, BL11300, o6mu3zu6mmon, Blokium B12, Blokium Gesic, Blokium, BMS066,
BMS345541, BMS470539, BMS561392, BS566419, BMS582949, BMS587305, BM8817399, BMS936557,
BM8945429 BMS-A, BN006, BN007, BNP166, 6onakopt, Bonac, aHTHTEI0 IPOTHB aHTHUTeHa 2 CTPOMAIbHBIX
KJIETOK KOCTHOro Mo3ra, Bonflex, Bonfen, Boomiq, Borbit, Bosong, BR02001, BR3-FC, anraronuct penenropa
OpamukuauHa B1, Opennnun, OpekcexaM, OpekcuH, OpexcoanH, OpuakuHymad, Brimani, 6puobanent, Opucrad-
nam, OputTeH, 6podeH, Oponamymad, Broen-C, 6poMernannsl, OpoMeniH, OpoHakce, OpomanH, Opocupai, Bruace,
opydanon, opyden, opyknin, opycun, BT061, BT19, uaruduropsr kunassl BTK, antureo BTT1023, BTT1507,
OymmiamuH, Oynwuiat, Buko Reigis, 6ykonom, OyneHodansk, Oynesonun, Oynekc, 0ydexr, Oy(peHkoH, KeTo-
npoden Bukwang, 6ynun, OyHoden, Oycunseke, Oycynsban, 6ycynsdeke, Busulipo, 6yraptpon, Butarut B12,
Butasona, 0yrazomunuH, O0yre3on, Butidiona, BVX10, BXL628, BYM338 B-Zone, uarudurop Cl-3cTepassi,
C243, c4462, ¢5997, C5aQb, ¢7198, c9101, C9709, c9787, CAB101, anTuTeN0 poTHB KaarepuHa 11, kaemaypo-
muruH A, CAL263, Caleort, Calmatel, CAM3001, Bepomtoxbu antutena, Camlox, Camoia, Campath, Camrox,
KaMTeHaM, kaHaknHyma0, antureH Candida Albicans, xangwn, kamHabummon, CAP1.1, CAP1.2, CAP2.1,
CAP2.2, CAP3.1, CAP3.2, Careram, Carimune, Cariodent, Cartifix, CartiJoint, Cartilago, Cartisafe-DN, Car-
tishine, Cartivit, Cartril-S, xapymnon, CaspaCIDe, CaspaCIDe, Casyn, CAT1004, CAT1902, CAT2200, katad-
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nam, uHrHOUTOp Karemcuua S, Catlep, CB0114, aromuct CB2, CC0478765, CC10004, CC10015, CC1088,
CC11050, CC13097, CC15965, CC16057, CC220, CC292, CC401, CC5048, CC509, CC7085, CCI30, anraro-
auct CCR1, uarudurop CCR6, antaronuct CCR7, anraronnct CCRL2, CCX025, CCX354, CCX634, nukio-
¢denak CD, antu-CD102 antuteno, antu-CD103 anturteno, antu-CD103 anturteno, antu-CD137 antuteno,
antu-CD16 antureno, antu-CD18 anturena, antu-CD19 antuteno, antu-CD1d antureno, antu-CD20 antute-
70, CD200FC, antu-CD209 antureno, antu-CD24 anturteno, antu-CD3 anturteno, antu-CD30 antureno, aH-
ti-CD32A antureno, antu-CD32B antureno, antu-CD4 antuTeno, antuteno npotuB juranaa CD40, anTu-
CD44 antureno, antu-CD64 antuteno, CDC839, CDC998, CDIM4, CDIMY, unrubutop CD9, CDP146,
CDP323, CDP484, CDP6038, CDP870, CDX1135, CDX301, CE224535, Ceanel, nebenekc, Cebutid, keknonax,
Ceex, CEL2000, Celact, Celbexx, menkokc, 1eeOnoKc, 1eneopeKc, NeneOpuH, IEICKOKC, IEIEKOKCHO, IIeTIeIOl,
nenectoH, nenesekc, CELEX, CELG4, antaronuctsl Moiekyn kierouHoi aaresuu, CellCept, Cellmune, Cel-
losti, memToKcWO, WENIPOT, MENTyACKC, ME3WIaT ICHUKpUBUpOKa, IeHmpanen-1, CEP11004, CEP37247,
CEP37248, Cephyr, nienpodeH, epTHKaH, NEPTOTU3yMaO-Teroll, NeToheHu I, eTonpodeH, XI0pu I IeTHIITH-
pumunus, CF101, CF402, CF502, CG57008, CGEN15001, CGENI15021, CGEN 15055, CGEN15091,
CGEN25017, CGEN25068, CGEN40, CGEN54, CGEN768, CGEN855, CG11746, CGI560, CGI676, Cgtx-
nentuabl, CH1504, CH4051, CH4446, maneponnn 10, murang 2 motuBa xeMokuHa C-C, aHTHUTENO MPOTHUB JIH-
ranga 2 motuBa xemMokuHa C-C, aHTHTENO0 MPOTHB JMraHaa 5 MotuBa xeMoknHa C-C, aHTHTENO TIPOTHUB PEIeTI-
Topa 2 MotuBa xeMokuHa C-C, aHTHTENO MPOTUB perentopa 4 MoTHBa XeMokrnHa C-C, aHTHUTENIO TIPOTHB JINTaH-
na 10 motuBa xemokuHa C-X-C, antamep nuranga 12 moruBa xemokuHa C-X-C, HHTHOUTOP XeMOTaKCHCa, XHUJI-
IMeTanvH, GepMeHT 1, MoJoOHBIH XUTHHA3E 3, XJIOKOJEMHUH, XJIOKHH, TIIFOKOHAT XJIOpTeKCUuanHa, Gocdar xio-
pOXMHa, TPHCAIMIMIAT XOJWHA-MarHus, cynbhar XoHApouTHHa, XoHApockapT, CHR3620, CHR4432,
CHR5154, xpuzanun, Chuanxinlian, xumanpa, xumoTasza, xumorpurcut, Chytmutrip, C1202, C1302, mmkio-
nepM-C, muknonpen, Cicporal, mmwiamun, Cimzia, TMHKO(QEH, IIMHMETANNH, [MHHOKCUKAM, IIHHOACPM, IIHHO-
noH-S, Cinryze, UIKOPIINH, IUIIEMACTAT, IUITON-N, [UIPUIAHON, UN3eH, IuTake F, nutoraH, nutokeH T, mu-
Bamun, CJ042794, CJ14877, antu-c-Kit MOHOKIIOHANBPHOE aHTUTENO, KianapuOuH, knaden, Clanza, knaBepcai,
KIla3akn3ymaO, Kieapous, Kiieas3a, KJIeBereH, KIeBUaH, KIUI0, KIMHIAK KIMHOPHI, KIUITOJ, KIOOeHAT, KiToOe-
KBaJ, OyTupaT kiobOeraszona, MPOMHOHAT KiobeTaszoa, KIoAoid, kiaodapadbun, kiodeH, kimopeHan LP, kmomap,
KIIOHAK, KJIOHTaMMa, KJIOHUKCHH-JIM3WH, KIOTAcOK, KIOBaKopT, kioBana, kinokcud, CLT001, CLT008, nHruou-
top C-MAF, CMPXI023, CNAC, CNDO201, CNI1493, CNTQ136, CNT0148, CNT01959, xobeden, CoBen-
CoDerm, xobukc, kopenak, COG241, COL179, xomxunua pactenus Colchicum Dispert, korxumakc, KoJmuopa,
Coledes A, xonesou, Colifoam, Colirest, kouraren tuna V, Comcort, pementop 1 KOMIIOHEHTa KOMIUIEMEHTa
(3b/4b), uaTHONTOPHI KOMIIOHEHTa KoMIUIeMeHTa Cls, KoMIOHeHT komIuieMeHTa C3, aHTUTENO MPOTUB PEIeTI-
Topa 5a (hakTopa KOMIUIEMEHTa, aHTHTENIO MPOTHB (PakTopa KOMIUIeMeHTa D, KOHIpocynb(d, KOHAPOTEK, KOH-
pOTHH, KOHECTaT anb(a, aHTUTEO MPOTHB (haKTOpa POCTa COCTUHHUTEIEHOW TKAaHH, KyJIbIIaH, KOMAKCOH, KO-
pon, Codefla, koprunpon, Cort S, koptaH, koprat, Cort-Dome, koprenetun, Cortef, koprepon, koprekar, Corti-
cas, Cortic-DS, KOpTHKOTPOIUH, KOPTHICPM, KOPTUACKC, KOPTH(IaM, KOPTHHET M, KOPTUHHII, KOPTUIIHPEH B,
koprupan, Cortis, Cortisolu, armeraT KOpTH30HA, KOPTHUBaJ, aleTaT KOPTOHA, KOPTOIHH, KOPTOpall, KOPTPHII,
KOPTHITUPEH, KO3aMUH, KO30H, KOBUHTPONWH, HHTHOUTOp KuHa3el COT, konmiam, KOPTH30H, KOT30H, KOBOKC,
Cox B, wunaruburopsr COX-2/5-LO, KOKCeTOH, KOKC(IaM, KOKCHKaM, KOKCHUTOP, KOKCTpalsl, KOKCHIap,
CP195543, CP412245, CP424174, CP46l, CP629933, CP690550, CP751871, CPSI2364, C-ksun, CR039,
CR0O74, CR106, CRA102, naruburtop kanana CRAC, uarnourop nonnoro kanaita CRACM, kpatuzon, CRBS5S5,
CRC4273, CRC4342, meTokcudTUIPOCHOPOTHOAT-0JIUTOHYKICOTHA, CBSI3aHHBIH ¢ C-peaKTHBHBIM OEITKOM 2,
CreaVax-RA, monynsaroper CRH, Critic-Aid, Crocam, Crohnsvax, KpOMOTJIMIIUHOBash KUCJIOTa, KPOMOJIHH-
HaTpui, KpoHOoKopTUpoua, kponoaukazoH, CRTX803, CRx119, CRx139, CRx150, CS502, CS670, CS706, un-
rubuTopel kuHa3el CSFIR, CSL324, CSL718, CSL742, CT112, CT1501R, CT200, CT2008, CT2009, CT3,
CT335, CT340, CT5357, CT637, CTPOS, CTP10, CT-P13, CTP17, xynpenwn, kynpumus, Cuprindo, Kynpures,
kypaxuH, kyrden, CWF0808, CWP271, CX1020, CX1030, CX1040, CX5011, Cx611, Cx621, Cx911, anTHTeno
npotuB penentop 4 xemokuHa CXC, antu-CXCL13 anturena, anraronuct CXCR3, antaronuct CXCR4, Cy-
athus 1104B, Cyclo-2, UKIOKOPT, HHTHOUTOP IUKIOOKCHTeHA3bI-2, ITuKIo(ochaMun, TUKIOPHH, TIPOIEKAPCT-
BO IMKJIOCTIOPHHA-A, aHAJIOT IMKIOCTIoprHa-A, rukiocnopuH, Cyrevia, Cyrin CLARIS, CYTO07TNFQb, CY-
TOBILIbQb, CYTO15IL17Qb, CYT020TNFQb, CYT107, CYT387, CYT99007, nvHruONTOpPHI IUTOKWHOB, IIH-
tomnasn, Cytoreg, CZC24832, D1927, D942IC, maknu3zymab, naHa3od, JaHWia3a, TaHTec, JaH3eH, nancoH, Dase-
D, Daypro, Daypro ALTA, Dayrun, Dazen, DB295, DBTP2 D-Cort, DD1, DD3, DE096, DE098, Debio0406,
Debio0512, Debio0615, Debio0618, Debiol036, nekanepm, aekaapani, AeKaJpoH, ASKaAPOHAN, NeKaJoH, NeKaH,
JICKa30H, JCKIaH, JCHWIOH, NEKIO(pCH, NEKOIEH, AeKopeke, nekopreH, Dedema, penpon, Deexa, Defcort, Dc-
flam, nednamar, nedunan, nednanun, nednapen, nednas neduazakopt, neduax, neduanon, xedpumn, nedosain,
Defsure, Defza, neruapokopTu3oH, AeKOPT, ACTariI, JEIKACCPTHO, TSIMUTHI, NCI(PUKOPT, MPEIHU30I0H JACITh-
takop3osioH (Deltacortril), menprdayopeH, nenpTa300H, ASTbTa30H, CIbTACTA0, NCIBTOHHH, AEMApHH, JICMU-
30H, JACHEOONa, MEHWICHKIH TU(TUTOKC, JeHOCyMa0, Denzo, AemokapTHH, TeNOMEAPOI, ASMOMETOTPEKC AT, Jc-
TOTIpET, JCTIO3eT, ACUPUH, IepUHa3a, ACPMOI, JACpPMOap, AePMOHAT, IEPMO30H, aep3oH, Desketo, nesonum,
areTar Je30KCHKOpTHKOocTepoHa, Deswon, Dexa, nmekcadbeH, nekcacn0, JeKCakopT, JEKCAaKOPTU30H, TEKCAKOTH-
3, JEKCAaWK, JAEKCAIpHH, AEKCaIpoH, nekcadap, neKcarwi, aekcanad, nexcanad, AeKcalleT, JeKCalreH, NeK-
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CaJUTHOH, JekcaloH, Dexa-M, gekcaMeKOpTHH, JAeKcaMel, JeKcaMepal, JIeKcaMeTa, IeKCaMeTa30H, aleTaTr JeK-
caMmeTa3oHa, MaJbMHTAT JCKCaMeTa30Ha, ocdaT AekcaMeTa3oHa, MeTacyinb(oOeH30aT AeKcaMeTa30H-HATPHUS,
(dbocdar mexcamera3oH-HATpHUA, JEKCAMUWH, AeKcamaHTeH, Dexa-S, Jekca3oH, aekcarad, Dexatopic, mekcasad,
JIeKCaBeH, JeKcazonuauH, Dexazona, aekca3oH, Dexcor, Dexibu, nexkcubymnpoden, Dexico, nexcuden, Dexi-
mune, TekckeTonpoder, nekckeronpodeH-rpomeramon, Dexmark, Dexomet, nekcoH I, nekcoHaMH, JEKCOHEKC,
Dexony, nekconTudeH, aekcnuH, aekcran [Lmoc, cynbdar mekcrpana, mpe3akop, Dfz, aumanepenH, n1uaHeKCHH,
JIMACTOH, JAWKApOJ, MUKa30H, AUKHOI, Diclo, mukmob6oH, Diclobonse, aukmo6oH30kc, mukiodact, qukiaodew,
nukiodenak, IUKIopeHaK-0eTa-IMMEeTHIAMUHOATAHOM, TUKIOPEHAK-THAHON, TUKIO()EHAK-TUITHIAMAH, JTHK-
Jo¢eHaK-dNOINMHUH, AUKIO(pEeHAK-KaJINH, TUKI0(QeHaK-pe3nHaT, AMKIopeHak-HaTpuii, qukiaoren AGIO, aukio-
TCH IUTIOC, TUKIOKHUM, Aukiomen, Diclo-NA, nukioHak, AUKIOpaMuH, qukiopaH, Dicloreum, Diclorism, quxio-
TEK, AWKIJIOBHT, AUKIIOBAJ, TUKI03eM, Dico P, nukodeH, TUKOIUB, TUKOP30H, TUKPOH, NUKcep, audena, nuddy-
Tab, AudIyHU3aN, IUIMAMAMO, AWIOpa, TUMETHICYIb(OH, THHAK, D-HHIOMETAlNH, TPOTEKTHBHOE CPEICTBO
nmrokcadieke, Dipagesic, nquneHoneH, qunekcuH, Dipro AS, nunpobera, qunpo0eTa3oH, TUNPOKIEHAT, TUIPO-
MET, AWIPOHOBA, TUIPO30H, TUIPOBAT, TUIPOKCEH, AU3apMHUH, Diser, TU30ManH, TUCTIAWH, JUCIIEPKaM, TUCTA-
muH, Dizox, DLT303, DLT404, DM199, DM99, DM19523, dnaJP1, DNX02070, DNX04042, DNX2000,
DNX4000, noxozanon, Docz-6, nonamun, monapen, Dolchis, monekc, nondmam, Dolfre, nonrut, monmmakc, Dol-
mina, TOJIOKETa30H, T0JI00eCT, JOI00HU I, TOJOK, JOJIOKaM, TOJOKAPTUTEH, TOJOPUT, TOJIOKUH/, TOJIOME, OJI0-
HakK, JOJOHEKC, MOJOTPeH, Moyio3eH, noubdua, Dom0110, Dom0400, Dom0800, momeT, TOMETOH, TOMHHAIOI,
JIOHTHUTIAI, JOHWKA, JOHTUCAMHH, AopamManuMo, Dorixina Relax, mopMunoke, TOpIuH-TIIIOC, JOKCAaTap, JOKCT-
pan, DP NEC, DP4577, DP50, DP6221, D-nenamut, uaruoutopsl DPIV/APN, uaru6uropst DR 1, nuHrHOUTOPHI
DR4, DRAI16L, DRA162, npenekc, DRF4848, DRL15725, npoccamun, DSP, Duexis, Duo-Decadron, nyoduiekc,
nyonasa, DV1079, DV1179, DWJ425, DWP422, numon, YN15, nunanap, Dysmen, E5090, E6070, Easy Dayz,
aberpekcar, EBI007, EC0286, EC0565, EC0746, Ecax, skcTpakT sxunaneu myprnypHoii, EC-Hanpo3nH, SKoHaK,
sxocnpul 300, sKkpuaoKcaH, dKynu3yma0, saekam, sdanmnzymad, sdkopreson, s¢durens, sduareH, 3¢hpumod,
antureno npotuB EGFR, EGS21, elF5Al kuPHK, sxap3uH, snadun, sangoduiam, snuaen, amuduiaM, 3mm3oH, El-
mes, snpMeTard, ELNDO0O1, ELNDO004, 3710KalbIIMTON, STOKOM, 3JICHOYKOJ, dYMaH3€H, SMKOPT, SMU(EH, IMU-
(dhenak, amopdazon, smMnuHa3a, sMpukacad, Emtor, Enable, suOpen, sncenn, EncorStat, 3HKOPTOJIOH, SHKOPTOH,
sHAa3a, Endogesic, aHmokcaH, 3HKOpTeH, Ensera, SHTOKOPT, 3H3WIAH, Epanova, smapaHr, 3maTek, SMUKOTHII,
aHTHUTEIIO TIPOTHB perienTopa 2 dMuAepMaIbHOro (pakTopa pocTa, aHTUTENIO POTHB PEIENTOPa SITUACPMATHHOTO
(akTopa pocTa, SMHUIUKCOH, AMHAPOH, SnukiuH, EPPAI, smparty3yma6, EquiO, ERAC, spazon, ERB041,
ERB196, spnon, EryDex, cyobenunuia sutepotokcraa B Escherichia coli, aciiun, anTaronuctsl E-cenexTrna,
acdenak, ES603, 33oHapuMon, scpodeH, 3¢TEeTPoI, ICTONEPHH, OeTa-arOHUCT PeIenTopa 3CTPOreHa, ITaHep-
uent, stapanusymMad, ETC001, atanonoBerif 3kcTpakT npomonuca, ETIS11, nukioanerat STUIIpeIHONA, STOIMH,
3TOJ01, 3TomoNaK, Etody, aTodenamar, Etol Fort, aTonak, stomuH, 3topukokcu0d, stopukc, Etosafe, Etova, 3To-
30kc, Etapa, Eucob, Eufans, onuronykneotun gakropa HHAIIMAIUN TPAHCISAIUU SA 3YKaPHOTHYCCKUX KIIETOK,
Eunac, Eurocox, Eurogesic, aBeponumyc, 3sunonon, EVT401, sxcadnam, EXEL9953, skcukoprt, skcreH, Extra
Feverlet, Extrapan, Extrauma, skcynasa, F16, F991, danskam, danskomn, Falzy, papbosun, papkomeranns, dap-
Hepan, dhapHe3oH, papoTtpuH, antu-fas antuteno, Fastflarn, FasTrack, dacrym, Fauldmetro, anTuteno npoTus
Fc-ramma RIA, FE301, ¢hebpoden, hbebpodurt, hendbunak, dpenneH, dhennekc, ¢penopan, Genkcukam, peHak, de-
Hakomn, ¢eHanon, henadnan, penamuk, GpeHapeH, Genaron, Gendbun, dpendyden, Fengshi Gutong, GpeHuUKOPT,
(henonmH, heHonpodeH-kanpmiA, henonpH, Fenriss, Fensupp, dhenokcukam, dpenpamuHon, pepoBuck, heBepier,
tdezaxunymad, FG3019, FHT401, FHTCT4, FID114657, dpurutymyma6, Filexi, unrpactum, dunuaza, ¢puna,
(dbuHIOKCHH, THAPOXJIOpH GUHTOTUMOA], (pupaterpact, Firdapse, Fisiodar, Fivasa, F778, Flacoxto, ¢uaganruH,
¢naron, pnamap, pramuma, paamdbopt, pramuz, pramunasa, Fiamirex Gesic, Gunanna, ¢pnanzen, dnapen, Flash
Act, hmaBoHOUIHAS MPOTUBOBOCHIANUTENbHAS MOJIekyia, Flebogamma DIF, ¢nenak, Flex, Flexafen 400, Flexi,
¢nexcunon, Flexium, ¢uexcon, Flexono, dioren, ¢pnornarpun B12, ¢pnoromun, ¢uoropain, ¢norosasn, dioro-
tep, Flo-Pred, ¢umocrepon, dnorpun @opte, uarudourops! Flt3, dpmyactepon, daykam, gaynunap, anerar ¢urya-
pokopTH30Ha, QaydeHomaT amoMuHuUs, GIIyMeTa3oH, GIyMUIOH, (IIyHUKCHH, (IyOI[MHOJIOH, aueTanua ¢iyo-
uHOJIOHA, (iryonnHOHU, BiryokopTooH, ¢hayonua, gropmetonoH, Flur, piaypounpoden, paypudek, hpropme-
TajoH, ¢uyTan, (pIyTHKa30H, MPOMUOHAaT (GIyTHKa3oHa, (ayTH3oH, Gury3oH, antutena FM101, antureno npoTus
fms-pocTBeHHON THPO3UHKKHA3HI 1, honuTpakc, GoHTONMHM3yMa0, MypaBbrHas KHCII0Ta, (POPTEKOPTHH, (OCTIET,
(dbocramaruaug-nunatpuii, FP1069, FP13XX, FPA008, FPA031, FPT025, FR104, FR167653, ¢pamudun,
Frime, ¢poben, dpomukc, maruouroper FROUNT, ¢youden PAP, nbynpoden Fucole, pynamorosn, dynbren,
¢yarudun, pyporanrun, ¢py3umar-Hatpuid, FX002, FX141L, FX201, FX300, FX87L, MomynsTophl TaJleKTHHA,
ManbTonar ramwms, Gaminiune N, Gammagard, ramma-1.V., GammaQuin, raMmMa-BeHuH, ramyHekc, Garzen,
racriepuH, Gattex, GBR500, antureno nporus GBR500, GBT009, G-CSF, GED0301, GED0414, redenek, re-
noden, reHempmi, reHrpad, Genimune, Geniquin, reHoTpornuH, Genz29155, repOuH, TreBOKH3yMAaO,
GF01564600, Gilenia, Gilenya, rusunoctar, GL0050, GL2045, rimatupomepanerar, rmodymus, Glortbo Forte,
rioBanokce, rmosenuH-1, GLPG0259, GLPGO0555, GLPG0634, GLPG0778, GLPG0974, Gluco, TiokomepuH,
TIIIOKO3aMUH, THIPOXJIOPH] TIIFOKO3aMHUHA, Cyilb(haT TII0KO3aMHHa, TIIOKOTHH, Tmonekc, Glutilage, GLY079,
GLY 145, Glycanic, Glycefortup, Giygesic, rmuzonen, antureno npotuB GMCSF, GMI1010, GMII1011,
GMI1043, GMR321, GN4001, ma3p Goanna, GoFlex, Tnomanar 300ta-Hatpus, romumymad, GP2053, momyns-
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top GPCR, antaronuct GPR1, antaronuct GPR183, anraronnct GPR32, antaronuct GPRS83, antaronucts
peuenrtopa G-6enka, Graceptor, Graftac, aHTHTENO IPOTHB TPAHYIOIUTAPHOTO KOJOHUECTUMYITUPYIOMETO (hak-
TOpa, AHTUTENO NPOTHUB TIPaHyIOHUTAPHOTO-MAKPO(AralsHOTO KOJOHHECTUMYIHpyIomero ¢akrtopa, Gravx,
GRC4039, Grelyse, GS101, GS9973, GSC100, GSK1605786, GSK1827771, GSK2136525, GSK2941266,
GSK315234, GSK681323, GT146, GT442, Gucixiaotong, Gufisera, T'ymu30H, THIPOXJOPHI TyCIIepUMYyca,
GW274150, GW3333, GW406381, GW856553, GWB78, GXP04, ruHecTpen, rajoapT, aleTaT TaJonpeaoHa,
ranokcuH, HANALL, cymynakoptun Hanall, Havisco, Oymunamun Hawon, HB802, HC31496, HCQ 200,
HD104, HD203, HD205, uaruouropst HDAC, HE25GG, HE3177, HE3413, Hecoria, rekroMuTanuH, rega3o-
JIOH, TeneH, reneHmwt, HemaMax, reMaToM, reMOIMOSTHYSCKUE CTBOJIOBBIC KJICTKH, TEMAaTpOII, TEMHED, TEMpPHI,
TeIapUHOMI, TenTake, autuTeno npotuB HER2, renponun, neHapuTHBIC KIeTKH, mpoucxoasamue ot hESC, re-
MOIIO3THYECKUE CTBOJIOBBIC KIIETKH, mpoucxosamue oT hESC, recmepkopOnH, TeKCAKOPTOH, TEKCAIPOI, TeKCe-
tuauH, rekcagepM, Hexoderm Salic, HF0220, HF1020, HFT-401, hG-CSFR ED Fc, Hiberna, anTuteno npotus
Ookca 1, mpuHAJUIEKAIIETO K IpyIIe OCIKOB ¢ BBICOKOH MOABMKHOCTBIO, Hiloneed, XuHOKaM, TUpyIUH, THPY-
JIOWJ, THCOH, aHTarOHUCT THCTaMHUHOBOrO penentopa H4, xurenepuent, Hizentra, HL036, HL161, HMPLO0O1,
HMPL004, HMPL004, HMPLO11, HMPL342, HMPL692, sn menonocHou muenbl, Honggiang, XoTemwuH,
HPH116, HTT101, aatureno npotuB HuUCAL, cTBOJIOBBIE ME3eHXUMAIbHBIE KIETKU KUPOBOW TKaHU YEIOBEKa,
MOHOKIIOHaNIbHOE anThuTeNo mpotuB MHC kiacca 1, yenoBedeckuit HIMMYHOTIIOOYJIMH, THAPOIH3AT TKAaHHU YeJI0-
Beueckoil turaneHTel, HuMaxCD4, HuMax-TAC, XyMUTOH, XyMHKaJI, XyMupa, HaTpuii-pocdar GeTtamera3oHa
Huons, natpuii-dpocdar nexcamerazona Huons, mupokcukam Huons, Tanmmudmymar Huons, xypoden, Huruma,
Huvap, HuZAF, HX02, ruanorens, THadypoHaT HaTpUs, THATYPOHOBAs KUCJIOTa, THATYpPOHHUIAa3a, THAPOH, TH-
kormH, Hycort, Hy-KopTH30H, THAPOKOPTH30H, alleTaT THAPOKOPTH30HA, OYTHpAT THAPOKOPTH30HA, TEMUCYK-
[IUHAT THIPOKOPTH30HA, HATpHii-pochaT THAPOKOPTH30HA, HATPUH-CYKIUHAT THAPOKOPTHU30HA, THIPOKOPTH-
cTal, THAPOKOPTOH, THIPOJIHH, THIPOXUH, THIPO-RX, runpozon HIKMA, rHapoKCHXIIOpOXUH, Cyab(aT THAPO-
KeuxJopoxuHa, runasa Dessau, HYMEX, Hypen, HyQ, xuzonar, HZN602, IM75, uaru6urops! AP, ubanrus,
Ibex, nbpytunn6, IBsolvMIR, Ibu, nbykoH, nudynomnop, udyden, noydnam, ndydnexc, Ibugesic, Ibu-Hepa, ndy-
KuM, nOyman, nbynan, uOynenran, uOynpui, uobymnpod, ndymnpoden, ndycrent, ndycodr, Ibusuki Penjeong,
noycycnen, udyrapa, uoyrorn, nyrpekc, [C487892, uxramon, 6imokatop ICRAC, IDECI131, IDECCE9.1, Ides,
uaunuH, uau3oH, IDN6556, unomerun, IDR1, Idyl SR, Ifen, urypatumon, IK6002, naru6utop IKK-6eTa, anra-
roruct IL17, uaruburop IL-17, IL-17RC, IL18, IL1Hy1, IL1R1, agaextun IL-23, uaruburtop 1L23, anTaronuct
penenropa IL23, antu-IL-31 Mab, uaru6urop IL-6, IL6Qb, Ilacox, Ilaris, nnogexatun, ILV094, ILV095, nmak-
cetmit, IMD0560, IMD2560, Irnesel Plus, umunopan, mmmonud, IMMU103, IMMU106, ummytient, iMMyQHH,
UMMYHEKC CHPOIl, UMMYHOIJIOOYJINH, IMMYHOTJIOOYIMH G, HMMYHOIIPHH, HIMMYyHOpeib, nMMmypuH, IMO8400,
anruteno IMP731, Implanta, nmMmyHOLENs, UMypaH, uMypek, Imusafe, umycnopun, nmytpekc, IN0701, Inal,
INCBO039110 INCB18424, INCB28050, INCB3284, INCB3344, uanekcoH, Indie, Indo, Indo-A, Indobid, Indo -
Bros, Indocaf, uanokap3wi, uanonua, uaaonuH, Indomehotpas, WHIOMEH, HHIOMET, HHAOMETALIUH, UHIOMETA-
30H, WHIOMETHH, WHIOMWH, HHIOAI, HHAOPOH, naaoTpokcuH, INDUS830, INDUS83030, nundnanasa, nadmna-
MaK, HHTHOUTOp WH(IaMMacoMbl, HH(IaBUC, HH(BIAKCEH, HHMICKTpa, WHGIHKCHUMA0, uHranmunT, Inicox DP,
WHMEIUH, UHMYHOapTpo, MHHaMHT, InnoD06006, IN07997, uHOIMH, WHOTEH, WHOBaH, WHMpa, Inside Pap, In-
sider-P, nacTammi, nHCTpakyn, nHTadeHak, natadiaam, nHTeOaH, nHTe0aH Spansule, aHTUTENO MPOTHUB UHTETPH-
Ha anbga-1, aHTUTENO0 MPOTHB WHTETpUHA aibda-2, Intenurse, uaTepdepon anbda, uaTepdhepon Oera-la, uH-
TepdepoH-raMMa, aHTHTEJIO MPOTUB WHTEP(EpOHa-TaMMa aHTUTEIIOM, HHTEPKHUHT, HHTepieikuH-1Hyl, anture-
JI0 TIPOTUB MHTEPJICHKUHA- 1, aHTUTENIO TIPOTHB pelenTopa WHTEpIeHKNHA-1, HHTepPIIeHKUH-1, aHTUTEIIO0 TIPOTUB
uHTepeiiknHa- 1 3, naTepeiiknH-10, aHTUTENIO0 MPOTUB MHTEpIeHKHHA-10, HHTepIeHKNH-12, aHTUTEIIO TIPOTUB
WHTepJeiKrHa-12, aHTHTEN0 MPOTHB WHTEpIeHKNHA-13, aHTUTENI0 IPOTHUB WHTEPIICHKUHA-15, aHTUTEI0 TIPOTUB
uHTepielikuHa-17, perentop C uHTEepeiikiHa-17, HHTEpIeHKUH-18, OENIOK, CBA3BIBAIONINICS C HHTEPICHKUHOM
18, aHTUTENO POTHB HHTEPJIEHKHUHA-18, aHTUTEJIO POTHB PEIENITOP UHTEPICHKUHA-20l, AHTUTENIO MMPOTHB WH-
tepneiikiuaa-20, mAb npoTuB nHTEpieHKUHA-21, anTamep MHTEpIeHKNHA-23, aHTUTEJIO POTUB UHTEPIICHKUHA-
31, unTepneiikn-34, UHUONTOP MHTEPIICHKIUHA-0, aHTUTENIO IPOTHB WHTEPJICHKNHA-6, aHTUTEJIO POTHUB pelel-
TOpa MHTEpIEHKNHA-6, HHTEPICHKHH-7, aHTUTENO NPOTUB PELENTOpa UHTEpIeHKUHA-7, UHTEPIEHKUH-8, aHTH-
TeJO NMPOTUB MHTEpIEHKHUHA-8, aHTUTENO MPOTUB UHTepielKkuHa-18, uHTUApOA, UHTpaaekc, untparaMm P, In-
tragesic, uHTparnooun F, muTpaTtekc, mnzen, lomab B, IOR-T3, IP751, IPH220I, IPH230I, IPH24, IPH33,
IPI145, Ipocort, IPP2Q1QQ7, I-npoden, umpokc, uncoH, umyton, nHruoutop IRAK4, mpemon, WpTOHNHU30H,
IRX3, IRX5183, ISA247, ISIS104838, ISIS2302, ISISCRPRX, ncmadpon, uarudutop I1soQC, IsoX, ITF2357,
Iveegam EN, usennpen, JNJ31001958IVIG-SN, IW001, m3unoxc, J607Y, J775Y, narubutop JAK, uaruéurop
JAK3, warnburop xunHazsl JAK3, JI3292, JI4135, Jinan Lida, JNJ10329670, JNJ18003414, JNJ26528398,
JNJ27390467, JNJ28838017, , JNJ38518 168, INJ39758979, JNJ40346527, INJ7777120, INT-Plus, Joflam,
CyCTaBHBIN TiIOKo3aMuH, Jointec, Jointstem, Joinup, JPE1375, JSM10292, JSM7717, JSM8757, JTEOS1,
JTE052, JTES522, JTE607, Jusgo, K412, K832, Kaflam, KAHR101, AHR102, KAI9803, xamumun, Kam
Predsol, kameton, KANAbO71, Kappaproct, KAR2581, KAR3000, KAR3166, AR4000, KAR4139, KAR4145,
B002, B003, KD7332, KE298, kenukcumad, keMaHaT, KEMPOKC, KCHAKOPT, KEHAJIOT, KCHAKCHP, BEHOTIIOOYITNH-
IH Kenketsu, keriar, Keranrunan, Keto pine, Keto, Ketobos, kerodan, katoden, keronran, keronan, Keto-plus
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Kata Plasma, kerompodeH, keTopec, KeTOpUH, KETOpoiak, keroponak-rpomeramut, Ketoselect, Ketotop, Ke-
tovail, kerpunuH, keTpok, ketym, Keyi, Keyven, KF24345, K-Fenac, K-Fenak, K-Gesic, kudaneH, Kuikopr,
kuapost, KIM127, kumotad, narnoutop kuHasel 4SC, kuaaza N, kuakopt, kuHmopasza, Kuneper, Kineto, kura-
TIOJI, KuTeKke, kuronak, naruoutop KLK1, knoden-L, knotapen, KLS-40or, KLS-40ra, KM277, kHaBoH, opaba3a
Kodolo, Kohakusanin, Koide, Koidexa, xonbeT, xoHak, KoHIpO, KoHApoMuH, Konshien, koHTa0, Kopaekca,
Kosa, koraza, KPE06001, KRP107, KRP203, KRX211, KRX252, KSB302, K-Sep, 6mokarop Kv 1.3, Kv 1.3
4SC, narudburop Kv 1.3, KVK702, kunon, L156602, 1abuzoH, taboruapo, 1adboreH, JJAKoKca, JaMUH, JaMUT,
maHQpeTWI, JaXWHUMOJ, arerar japasotumga, LAS186323, LAS187247, LAS41002, nmaruxopt, LBECO0101,
LCP3301, LCP-Siro, LCP-Tacro, LCsA, LDP392, Leap-S, neaepkopt, eaepdeH, IeAepIioH, JeaepcaH, iede-
HUH, nedayHomun, nediyke, Lefno, Lefra, nedrosa, ntedpymna, nedynonnn, Lefva, nenanumomun, neHepuenr,
LentiRA, Leo15520, neona3za, 1eiKiH, aHTarOHUCT aHTUTeHA |, aCCOIMUPOBAHHOTO C JICHKOIIMTApHOH QyHKIIH-
e, UMMYHOTJIOOYTMH-TIOIOOHBIH PeenTop JICHKOIMTOB, aHTUTEJIO IPOTHB WieHa 4 mojcemMelcTBa A, nelkore-
pa, amerar Jeinponuza, naeBanOyTepon, JieBoMeHTod, aHtaronuct LFA-1, maruburopsr LFA451, LFA703,
LFA878, LG106, LG267, uaruouroper LG688, LGD5552 LiLife, LidaMantle, Lidex, mumokanH, THAPOXIOPU
TUI0KanHa, TUAPOXJIopuA yurHokanda, LIM0723, LIM5310, numeTa3oH, TUMyC, JJUMYCTHH, JIMHAAK, JTUHGO-
Heke, Linola acute, Lipcy, mu30QWIINH, JTUCTpaH, MOAYJIATOpP IedeHOoYHoro perentopa X, Lizak, LIP1207,
LJP920, nobaden, Lobu, Locafluo, mokanwn, nokacentuH-Neo, JTOKMIPEH, JIOAWH, JOI0TPA, JOPEANK, JTo(Iam,
nodHaK, JIOJKaM, JIOHAK, JIOHA30JIaK-KaIbIMA, JonpodeH, Jopakopt, JopkaM, jJopdeHamuH, Lorinden Lotio,
Lorncrat, TopHOKCUKaM, JOPOKC, IOCMAITMMO/, 3Ta00OHAT JIOTENPETHOIIA, JIOTETIPETHOI, JIOTHPAK, HUI3KOMOJICKY-
nspabli  momucaxapun Ganoderma Lucidum, mnokcadeH, TOKCHEHWH, JTOKCHKAM, JIOKCO(PEH, JOKCOHA,
JIOKCOHHMH, JIOKCOTpodeH-HaTpuii, okcopon, LP183A1, LP183A2, LP204A1, LPCN1019, LT1942, LT1964,
LTNS101, LTNS103, LTNS106, LTNS108, LTS1115, LTZMPO001, Lubor, mymupakokcu6, mymutek, LX2311,
LX2931, LX2932, LY2127399, LY2189102, LY2439821, LY294002, LY3009104, LY309887, LY333013, an-
TUTEJIO TMPOTHB T€HA aKTHBALUU JTUMQOIUTOB 3, muMmdornoOynus, Lyser, TH3HH-COACpKAIINNA acCIUPHH, JTH30-
Oakr, nu3oduiaM, ruapoxiopun im3ormma, M3000, M834, M923, Mab nporuB hG-CSF, MABP1, anTtureno
MIPOTUB (haKTOpa MHTHOMPOBAHUS MHUTpauu Makpodaros, Maitongna, Majamil prolongatum, aHTHTENI0 TPOTHB
TJIaBHOTO KOMILJIEKca TUCTOcoBMecTUMOCTH Kitacca Il DR, aHTUTENnO MpOTUB II1aBHOTO KOMILJIEKCa THCTOCOBME-
ctumoctu kiacca II, Malidens, Malival, MaHHaH-CBSI3BIBAIOIINI JIEKTHH, aHTUTENIO MMPOTHUB CEPUHOBOM MpoTea-
3BI-2, ACCOIMUPOBAHHOW C MaHHAH-CBS3BIBAIOIINM JICKTHHOM, HHTHOUTOp KuHa3bl MapKap 2, MapaBupok, Map-
neKkc, MasutuHuO, Maso, antureno MASP2, MAT304, wuHrHOMTOp METAUIONPOTEa3bl MaTpHUKca,
MaBpwImMyMab, MakcudiaMm, Makcmiaza, Maximus, Maxisona, Maxius, Maxpro, Maxrel, Maxsulid, Maxy12,
Maxy30, MAXY4, Maxy735, Maxy740, Mayfenamic, MB11040 MBPY003b, MCAF5352A, NCCAM,
McRofy, MCS18, MD707, MDAM, MDcort, MDR06155, MDT012, meOukam, mMeOyTOH, MeKIO(peHAMAT-
HATpHL, MEKIOpEH, MEKOKC, MeaakoMO, menadeH, memamon, menezon, MEDI2070, MEDI5S117 MEDI541,
MED1552, MEDI571, menukokc, meaudeH, Medisolu, MeIuKCOH, METHU30II, MEAPOII, MEAPOJIOH, alleTaT ME-
pokcunporecTepona, Mmedanrud, MedeHamoBas KuciaoTa, MepeHukc, Medentan, mediuen, medpuerpa dopre,
Meftagesic-DT, medran, dakrop pocta u muddepeHIHpOBKe MErakapHoLUTOB, Meracrac, Meracrep, auneTat
Merectpoia, Meite, Meksun, menb0Opekc, menkam, mendiaam, Melic, Melica, Mmenukc, Menokam, Menokoke, Mel-
One, MeNoTpoJI, MEJIOCTEPATI, MEJIOKC, MEJIOKCHH, MellokcaMm, Meloxic, MeTokcCHKaM, MEJOKCHU(EH, MEIIOKCHH,
MEJIOKCHB, MENTpPEa, MENPOC, METypruH, MEHaMWH, MEHW30H, MEHTOMKETO, MEHTOHEHpHH, MEHTOIIMH, Mepa,
MedapeH, MeIpeTHN30H, METIPECCO, METICOJIOH, MEPKANTOypHH, MEpBaH, ME3a0pOH, MecalaMiuHa, Mecasall,
Me3aTeK, Me3eHXUMHBIEC KICTKU-TIPEAIeCTBEHHUKH, ME3CHXUMHBIC CTBOJIOBBIE KIIETKH, ME3HIION, ME3PEH, ME3y-
JIaH, ME3YJIH], METAIlMH, METaIaKCaH, MeTa(JICKC, METAIKaNTa3a, HHrHOUTOPEI MEeTAIIIO(EPMEHTOB, METapeI,
METaKC, MeTa3, METe, METCIUK, METAIINH, METAJCPM, METa30H, METOTPAKC, METOTPEKCAT, METOTPEKCAT-HATPHH,
METIIPE]l, aleTaT METHINPEIHU30I0OHA, METHICAIHIIAT, METIICYTb(OHIUIMETaH, METUIOH, METHIIIPE, Me-
THIMIPETHU30JI0H, alleTaT METHINPEIHU30JI0OHA, CYKIIMHAT METUIINPEIHU30JIOH-HATPHS, CYKIIMHAT METHUIIIPEI-
HHU30JI0HA, METIJINPEIHU30JIOH, METH30J1, METHHIION, METOapT, Metoject, MeTonaT, METOpaj, METO3HH, METOTa0,
METpAaIMH, METPEKC, METPOHHUIA30JI, METHIIPE],, MCBAMOKC, MEBEIal, MCBIJIOKC, MEBHH-SR, MEKCHIan, MeKc-
dhapm, mekct, mexctpan, MF280, M-FasL, nmentuz 6era-niern MHC knacca 11, mukap, MukinodeH, MUKIOQeHaK,
MUKO(DET0NAT-MODETHII, MHKO30H, MHKpozaa3a, oiuronykieotun MukpoPHK 181a-2, warnouropst MIF,
MIFQb, muko-keTonpodeH, MUKaMeTaH, MIJIOJAUCTAM, MIJITaKC, MUHa(eH, MUHAI(EH, MUHECYJIMH, MHHOKOPT,
MHuOQUIIeKC, MOJIOKe, MUTIpodeH, MEPUAANH, MUpPIOKC, Misoclo, muzodenak, MISTB03, M1STB04, mutumnop,
muzopubuH, M0359, MKO0812, MKO0873, marudburopsr MK2, M50, M8457, M8808, MKC204, MLN0002,
MLNO0415, MLN1202, MLN273, MLN3126, MLN3701, MLN3897, MLNMO002, MM093, MM7XX, MN8005,
MOOHUK, MOOHWKaM, MOOHMKOKC, MoOudeH miroc, MoOmiaT, MoouTmI, Mocox, Momurpad, Moapa3oH, MOIYJIVH,
Moderent, Moderun, Modesonak-Hatpuid, Modmier, Molace, MonrpaMmocTuM, MOJCIUA, MOMEKHH, Momen
Gele, Moment 500, MOMe30H, MOMOCYH, MOMETaMel, MOMETa30H, (ypoar MOMeTa30Ha, MOHIMAT, MOHOHATPHUE-
BBl anb(a-ToMuHON, Momuk, anTutenra MOR103, MOR104, MOR105, MOR208, MORAb(22, mopukam,
MOpPHH(IYMAT, MO3YOJHUT, MOTOPAJl, MOBaKCHH, MOBEpP, MOBEKC, MOBHKC, MoBokcukam, MOX ¢opte, MOXEN,
THIPOXIIOpHUI MOKcHpIokcanuHa, Mo3oomr, MP, MP0210, MP0270, MP1000, MP5031, MP196, MP435, MPA,
naruoutop mPGES-1, PSS, MRX7EAT, MSL, MT203, MT204, uaru6utop MTOR, MTRX1011, mykona3a,
MYJIBTAKOPT, MYJIbTHUCTEM, Mypamuaaza, THIPOXJIOPHI Mypamumasbl MypoMoHa6-CD3, Mmycmakc, My3mUHHII,
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Mytasa, Muvera, MX68, MuIenIT, MUKOIICTb, MUKOIICTIT, MUKO(EHOIAT-MOpeT1 Actavis, MUKO(dET, MUKODHT,
MUKOJISIT, MHUKOJII032, MUKOMYH, MHKOHOJ, MHKO(EHOIAT-MO(ETII, MUKO(PCHOIIAT HATPHUSI, MHKO(EHOIOBAS
KHCIIOTa, MUKOTHJI, MHCJIOMTHBIC KIETKU-TPEIIICCTBEHHUKH, MU(pEHAK, MUDETHI, MUPOPTUK, MUTPAPT, MHOK-
pHU3MH, MUTIPOOJ, MU30H, Nab-IIMKJIOCTIOPUH, HAOEeHTaK, HAOMKCUMOJ, HAOTOH, HaOyKKO, HAOyKOKC, HabydIam,
HaOymeT, HaOymeToH, HaOyToH, NAC-Plus, NACTA, naktoH, Nadium, naknopen SR, NAL1207, NAL1216,
NAL1219, NAL1268, NAL8202, nandon, Hare3ud S, HaMmumymad, Namsafe, HaHIPOJIOH, HAHOKOPT, HAHOTaM,
HAHOCOMHBIA COCTaB TaKPOJMMYC, HamlareidH, HAlWJaK, HampesaH, Halpo, HANpOIWJI, HANpOHAKC, HAmpoImall,
HaIpO30H, HAITPO3WH, HAPOBAJ, HAPOKC, HAIPOKCEH, HAIIPOKCEH-HATPUH, HAIPOKCHH, HANPO3€H, HApOOH, Ha-
pekcu, Hapwi, Nasida HaTanu3ymab, HaKCIIOM, HakceH, HakcuH, Ha3oBen, NC2300, ND0O7, NDCQ1352, ueby-
MmeToH, NecLipGCSF, nekcynun, Hekcynum, Nelsid-S, neokxnoenar, Neo Swiflox FC, neokodnan, Neo-Drol,
Neo-Eblimon, Neo-Hydro, HeomnanTa, HEOOPHH, HEOMPEOJ, HEOMPOKC, HEOpalI, HEOTPEKCAT, HEO3CH, HETpa,
HecTakopT, Neumega, HeHIoreH, HeHnpekc, Heiipodenak, Neurogesic, Heliposad, HelipoTepa oI, HeHpoKceKam,
HeltanuH, HelTpazymad, Neuzym, New-Panazox, Newfenstop, NewGam, Newmafen, Newmatal, Newsicam,
NEX1285, sFcRIIB, nekcromad, wmaruomrop NF-kamma B, warunbutop NF-xB NGD20001, NHP554B,
NFIP554P, antuteno N10101, N10401, N10501, N10701, N1071, N11201, N11401, nucun, Niconas, Nicool,
NiCord, Nicox, Hudmaymar, Nigaz, Nikam, Nilitis, Nimace, Nimaid, Nimark-P, Nimaz, Nimcet Juicy, Nime, Ni-
med, Nimepast, HUIMeCYIH I, HUIMECYJIUKC, HUMecyJioH, Nimica Plus, HUMKy7n, HUMJIMH, HIMHAT, HUIMOOJI, HAM-
nUa3a, HAIMCATUA-S, HUM3ep, HUM3U-SP, HUMyTIer, MUMY30J1, HUIMYTaJ, HHIMyBWUH, HAIMBOH-S, HUHKOPT, HHO-
(eH, HumaH, HUMNEHT, Nise, HU30JI0H, HU30MpPE, HU3OMPEKC, HU3YJINJ, HATA30KCAaHWJ, HUTKOH, OKCHJ a30Ta,
Nizhvisal B, Nizon, NL, NMRI1947, NN8209, NN8250, NN8226, NNS8555, NN8765, NN8§28,
NNC014100000100, NNC051869, Noak, mHoneBekc, Nodia, HodeHak, HOoGarma, HodiaM, HOdIaMeH, HO)-
JIFOKC, He-aHTUOAKTEpHAaJIbHBIC TETPAIIMKINHEI, HOHIIEPOH, HOManH, HOpMQEPOH, HOTIEIN, HOTPUTHC, HOBAKOPT,
HOBareHT, HoBapuH, Novigesic, NOXA12, NOXDS59, nokceHn, HokcoH, NPI1302A-3, NPI1342, NPI1387,
NPI1390, NPRCS1, NPRCS2, NPRCS3, NPRCS4, NPRCS5, NPRCS6, NPS3, NPS4, nPT-ery, NU3450, cy0s-
€IMHUYHBIA ONMUroHyKJIeoTH  sitepHoro ¢akropa NF-kanma-B P65, nykopr, Nulojix, Numed-Plus, Nurokind-
Orto, Hy3oH-H, Nutrikemia, myBuoHn, NV07-ambdpa, NX001, aukiaodar, Nyox, Nisa, odapkopt, OC002417,
0C2286, okapatyzymab, OCTSGS815, snemasa, sgemaza-D, odarymymad, Ofgyl-O, Ofvista, OHR118, Oki,
okuden, okcamer, Olai, omoku3zymad, omenposa E, omHakopTmi, Omneed, OMHHUKIIOp, OMHUTEIh, OMHHBEII,
oneprient, ONO4057, ONS1210, ONS1220, Ontac Plus, onrak, ONX0914, OPC6535, onebakan, OPN101,
OPN201, OPN302, OPN305, OPN401, ompeexun, OPT66, ontudep, ontudayp, OptiMIRA, opadaza 11CA,
opanekcoH, opadnekc, OraiFenac, opanor, opammpen, Ora-sed, opa3on, opoek, opbon ¢opte, Orel, ORE10002,
OREO0002, Orencia, Org214007, Org217993, Org219517, Org223119 Org37663, Org39141, Orgd8762,
Org48775, opraapoH, OpMOKCeH, opodeH IUIoc, opommiasa Biogaran, opran ¢pdopre, opro-Flex, opTokion
OKT3, optoden, oproduam, Orthogesic, Orthogiu, opro-1I, opromak, opto ruioc, optTuHuM, oproden, Orudis,
Oruvail, 0S2, Oscart, ocmetnoH, ocnans, Ossilife, octenokc, Osteluc, ocTeonepuH, OCTEONOHTHH, OCTEpa, OTe-
mkcu3yMao, otunakce, Ou Ning, OvaSave, antuteno npotus suranga 0X40, Oxa, Oxagesic CB, okcanrun DP,
okcamnposut, OXCQ, Oxeno, Oxib MD, Oxibut, okcukaM, OKCHKIOPHH, OKCHMaJI, OKCHHAN, OKCH()EHOYTa30H,
o3opanu3yma0, nentuy P13, anrtaronuctsl P1639, P21, P2X7, uarudurop p38 aneda, anraronuct p38, narudu-
Top kuHa3el MAP p38, uaruourop MAP-kunas3er p38 amwda, nentun P7, P7170, P979, PA40I, PAS517, Pabi-
nexcamerazoH, PAC, PAC10649, maknurakcen, ManHOKcaM, MAIIOH, MajliMa, IMaMariMo/, maMarasa, maHad-
KopT, ma"adkroprenoH, maneBuH, PanGraf, Panimum Bioral, manme3on, manogua SR, Panslay, manzem, manzem
NCD, PAPI1, mamanH, nanup3uH, Pappen K Pap, nantuaum-D, nmaxuaumon, antaronuct PAR2, mapaneramont,
Paradic, mapaden TAJ, mapamunuH, nmapaHak, napamap, Parci, mapexkokcu0, mapukcam, Parry-S, 6ycynbdan Par-
taject, marexknusyma6, Paxceed, PBI0032, PBI1101, PBI1308, PBI1393, PBI1607, PBI1737, PBI2856, PB14419,
PBI4419, P-Cam, PCI31523, PCI32765, PCI34051, PCI45261, PCI45292, PCI45308, PD360324, PD360324,
PDAO0O1, uaru6urop PDE4, uarudutop PDE-IV, antureno PDL241, PDL252, nennanpen, Pefree, nerakapu-
ctuM, neranukc, I[13I'— unrepneiikun 12, nercynepuent, [I9I mnmupoBanHas apruHUH-I€3UMHIHA3A, TEIAE3HH,
nenyounpoden, Penacle, meHUIMIIIaMKH, ICHOCTOM, TICHTAITHH, IIeHTa3a, Pentaud, menToctatuy, Peon, memma-
3a, Pepser, menTupasa, memseH, Mem3o0J, MepKyTaIruH, Periochip, MOAyIATOpHl perenTopa raMMa, aKTUBUpYe-
Mble TnponmpepaTopoM mepokcucoM, nermsen, PF00344600, PF04171327, PF04236925, PF04308515,
PF05230905, PF05280586, PF251802, PF3475952, PF3491390, PF3644022, PF4629991, PF4856880,
PF5212367, PF5230896, PF547659, PF755616, PF9184, PG27, PG562, PG760564, PG8395, PGE3935599,
PGES527667, PHS, PH797804, PHA408, medenamoBas kuciaora Pharmaniaga, Mmenokcukam Pharmaniaga, ¢en-
nmuH, ¢eHonent, Geanndyrazon, PHY 702, uaruburop PI3K-mensta, maru6utop PI3K-ramma/nensra, HHTHOH-
top PI3K, mukanM, mugotumon, nukeronpoden, Pilelife, munonmn, mumoBar, MIMEKpOJIUMYC, THIICTAHEH, TTH-
pakTaMm, MUPEKCWI, THPOOET, MUPOK, MUPOKAM, MUPOQEI, MAPOreb, MUPOMEN, MAPO30JI, MUPOKC, MUPOKCEH,
MUPOKCHKAaM MUpOKcHKaMm Betadex, mupokcudap, mupoKCHI, MUPOKCUM, MUKCUM, MUKCUKWH, nHrnourop PKC-
tera, PL3100, PL5100 muknodeHak, MONMIIENTH] IUTALICHTHI, TUIAKBEHWI, Iuiepukcadop, miokden, PL14,
PLR18, Plutin, PLX3397, PLX5622, PLX647, PLX-BMT, pms-mukinodeHak, pms-uOympodeH, pms-
neIyHOMHl, pMS-MEIOKCHUKAM, PMS-MUPOKCHKAM, PMS-TPEAHUA30JIOH, pms-cynbdacanasuH, pms-
tuanpodenoroit, PMX53, PN0615, PN100, PN951, nogodmtokc, POL6326, moIKOpTONOH, MOTUACPM, TOJTHTaM
S/D, nmonmudaorud, moHcud, OHCTaH, TOHCKI ¢GopTe, mopuH-A Neoral, motaba, aMrHOOEH30aT Kalus, TOTEH-
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KOpT, MOBUJOH, MOBHIOH-HOM, MpalTHaKa3aH, MpaHIuH, MpeOe, MPEeKoIuI, TPeKOpTU3mI (HopTe, MPEKOPTHIL,
npeadoam, MPEIUKOPT, MPETUKOPTEH, NpeAniIad, MPEeIWwIOH, MPEeIMETWI, NpPEAMHKC, TpPEIHa, IPEIHE30I,
Predni, mpennukap6ar, MpexHUKOPT, MPeTHUANO, NpeaHudapM, TMpeaHmIacka, MPEeIHN30JI0H, AeTbTaKOPTPHII
(pemHN30JI0H), aleTaT MpeIHNU30JI0Ha, HaTpuidocdaT mpeTHn30I0Ha, HATPUHUCYKIIMHAT TPEIHU30JI0HA, TIPE.I-
HHU30H, aleTaT NpeAHH30Ha, NMPEAHUTOI, NMpenHod-L, mpemHokc, MmpemoH, mpexoHeMa, MPea3oll, MPEa30JIOH,
TIPEI30H, IpeaABal, mpediiaM, IPeNIoH, IPEHAKCOJI, IPEHOJIOH, MIPE3ePBEKC, IPE3EPBHH, PE30I, Ipe3oH, Prexige,
MPIWIMKCUMal, puMakopTt, Primmuno, nmpuModeHak, mpuHadepel, IpUBHTeH, TPUKCcaM, MPOOYKCHII, TIPOKApH,
npoxuma, Procider-EF, nmpokTonup, mponasa, mpoxaen B, mponent, npoaent-Bepae, Proepa, mpodekom, mpo-
¢enak L, npodenun, npodenon, nmpodaam, npoduekc, Progesic Z, mporiaymeTanuH, Manear IporiyMeTaliHa,
nporad), Mpoiasza, IPOTUKCaH, THAPOXJIOPUA MPOMETa3nHa, mpoMocteMm, Promune, PronaB, mpona3za, mponar,
Prongs, nponu3oH, nportoduam, mponanepM-L, Propodezas, mpononu3omn, IpomnoHo, MPONMWIHUKOTHHAT, PO-
CTaJIOK, TPOCTAIOJ, MPOTAIHH, MPOTa3a, HHTHOUTOPHI MPOTEas3bl, IPOTEKTaH, HHTHOUTOP perentopa 2, akTHBH-
POBAHHOTO NPOTEUHA30H, TPOTO(EH, MPOTPUH, TPOKCATUOK, MPOKCHION, IPOKCUTEIH, TIPOKCHI, TIPOKCHM, TPO-
3um, PRT062070, PRT2607, PRTX100, PRTX200, PRXI06, PRX167700, npuszonon, PS031291, PS375179,
PS386113, PS540446, PS608504, PS826957, PS873266, ncopun, PT, PT17, PTL101, nentunsl dakTopa mnepe-
Hoca P, PTX3, mynmuHuk, myi3oHuA, mypaseH, mypcud, PVS40200, PX101, PX106491, PX114, PXS2000,
PXS2076, PYM60001, nupanBekc, nMupaHuM, MAPa3nuHOOYTa30H, MUPEHON, MUPUKaM, THpoaekc, Pyroxi-Kid,
QAXS576, Qianbobiyan, QPI1002, QR440, qt3, xBmakopt, kBumocwmr, R107s, R525224, R1295, R132811,
R1487, R1503, R1524, R1628, 333, R348, R548, R7277, R788, padexcumon, Radix Isatidis, pagoden, Raipeek,
pambasol, paHma3uMa, panakaH, paraMyH, panTuBa, paBakc, Rayos, RDEA119, RDEA436, RDPS5S, peaktus,
peoud, REC200, pexaprrikc-DN, aHTHUTEI0 IPOTHB PeLieNTOpa MPOIYKTOB YCKOPEHHOTO TIIMKO3HIMPOBAHHUS 10
KOHIIaM, pekiacT, pexiodeH, pekomounanTaeiii HSA-TIMP-2, pekomOnHaHTHast YenoBeveckas menovnas ¢poc-
(aTaza, peKOMOMHAHTHBIA TraMMa-HHTEPp()EPOH, PCKOMOMHAHTHAS YeJoBeUYecKas IienodHas ¢ocdaraza, peko-
Hu, pekrarens 11C, pextunuH, Recto Menaderm, Rectos, peaunpen, pexonet, pedactun, Regenica, REGNSS,
penaden, penakcuO, penes, peiekc, penuden, penmuderce, Relitch, pematod, pemectemien-1, pemecymumym,
REMICADE® (undumkcumad), pemcuma, ReN1869, penanenT, peHdop, peHonant, penoxant-S, Renta, peosas,
Repare-AR, penapuiekcuH, penapuKCHH, peiepTakCHH, PEUCIHPUH, PE30XHH, pe301, pe3oibBuH E1, pecypru,
KOJUIOWJHOE COCOMHEHHE PEHHs-0JI0Ba, Retoz, peBMakam, peBMAaKkoOH, PeBMAaJoJOp, PEBMAanop, PEeBMaHHU3al,
peBMa3uH, Reumel, peBMOTEK, peBXHHOJ, peBaMHJIACT, PEBACKOP, PEBUPOK, PEBIMMUI, PEBMOKCHKAM, PEBAJIK,
pekcanran, anturena RG2077, RG3421, RG4934, RG7416, RG7624, Rheila, Rheoma, penpokc, peineHONIO0H,
Rheufen, Rheugesic, peBmarnun, peBmMakopt, peBMaTpekc, Rheumesser, pefimua, peliMoH, peiiMOKC, peloKCHO,
PEBIVH, PYIHH, pynekc, pyred, puboke, pubyHai, puaaypa, pudakCUMUH, pUIOHAIENT, pUMaKaIno, puMasa,
puMaT, pUMaTHII, pUME3N, PU3EAPOHAT-HATPHM, puTaMuH, Rito, putykcan, purykcumad, RNS60, RO1138452,
Ro313948, RO3244794, RO5310074, Rob803, pokamukc, pokac, poded, podexokcud, Rofee, podepan, pocu-
¢ub mwroc, Rojepen, pokam, poioxuM, poMakoke GpopTe, pOMaTHM, pPOMa3apyT, POHAOH, POHAKAJIEPET, POHOK-
cuH, antaroHuctT ROR ramma T, obparnbie aronnctsl ROR ramma T, posenyH, po3urianTa3oH, po3MapHuHOBas
KHCJIOTa, POTaH, POTCK, POTAINH, POKCaM, POKCHO, poKcHKaM, Roxopro, , anerar py3anxaTtuaa, pyKCOTUTHHUO,
RWJ445380, RX10001, Rycloser MR, puno:, aroructsl peuenropa S1P, Mmogynsropsr penenrtopa S1P, aronucr
S1P1, aronmct penenitopa S1P1, S2474, S3013, SA237, SA6541, Saaz, S-aneHo3min-L-MeTHOHUH-CYIIbDAT-TI-
TosryoscynshoHat, Sala, camasuanH, cama3uH, cala30lMUpPHH, CATBKOH, CaluKaM, caicanar, camepoH, SAN300,
CaHaBeH, CaHAWMYH, COHAOMIOOYnHH, caHekcoH, SangCya, SAR153191, SAR302503, SAR479746, Sarapep,
caprpamMoCTHUM, CaTHUBEKC, CaBaHTak, Save, cak3m3oH, Sazo, SB1578, SB210396, SB217969, SB242235,
SB273005, SB281832, SB683698, SB755689, SB1087, SC080036, SC12267, SC409, ckadiam, kerornpoheH
SCD, SCI0323, SCI0469, SD-15, SD281, aatuteno SDP051, SD-rxPHK, cexykunyma0, cenasa, ceuiiake pox-
curud DT, RP54745, RP178, RP178M, RP178MN, RPIMN, RQ00000007, RQ00000008, RTA402, R-tudam,
pyOukaneM, pyonden, Ruma pap, pymaned, pymunon, pymudeH, pyHomekc, cepaeH, Seizyme, SEL113, cena-
JINH, CEJIEKOKC, aHTUTEJNO MPOTHB JIMTAHAa CEIeKTHHA P, arOHUCT pelenTopa MIFOKOKOPTUKOHIA, CeICKTO(EH,
cenextul, antuteno SelK1, Seloxx, cencror, cenb3eH, Selzenta, Selzentry, 3eManMo, THAPOXIOPUA 3EMATIH-
MoJa, 3eMmaparu, 3eHadeH, 3eHauncH, 3eHTepiuk, SEP119249, cempasza, ceptuposa, cepaktui, cepadeH-P,
cepasa, ceparua-D, cepatuonentunasa, Serato-M, ceparoma ¢GopTe, cepa3uM, Cepe3oH, Sero, cepoaasa, Cepru-
KaM, Serra, cepparnenrasa, CeppaTHH, CeppaTHOIENTHAa3a, ceppa3uM, cepBu3oH, Seven EP, SGI1252, SGN30,
SGN70, SGX203, skcrpakt xpsma axkynael, Sheril, Shield, mmdazen, mmdaszeH-GpopT, TIMHKOPT, NIHO30,
ShK 186, Shuanghuangxiaoyan, S1615, SI1636, curmacniopun, SIM916, cuMIIOH, CHMYJIEKT, CHHAKOPT, Sinalgia,
CHHATIOJN, CHHATPOJ, Sinsia, CUIIOHUMOJI, CHPOJIUM, CHPOJIUMYC, CHUpOMaH, Sirota, Sirova, cupykymab, cuctan
dopte, SKF105685, SKF105809, SKF106615, SKF86002, ckunanap, CKHHUM, CKATPII, aHTUTEJIO IPOTUB WICHA
7 cemetictea SLAM, SLO-indo, antutenmo SMI 01, SM201, SM401, oauroHyKICOTHA YICHA 7 CeMeHcTBa
SMAD, antu-IL-12 anturena SMART, SMP114, SNO030908, SNO070131, ayporromanar Hatpus, cyibdar
HATPHUI-XOH/IPOUTHHA, HATPUI-C30KCUPUOOHYKIICOTH]], TyaJICHAT HATPHUs, HANPOKCEH-HATPHI, CAUIIIAT Ha-
Tpus, comukceH, Sofeo, coneron, conruapo, comukam, Solikv, Soliris, Sol-Melcort, conomer, Solondo, Solone,
Solu-Cort, Solu-Cortef, Solu-Decortin H, comyden, Solu-Ket, comymapk, comymenpoi, comynpesa, coOMallbreH,
COMaTOTpOMHH, Sonap, Sone, COHeNIMU3yMa0, coHekca, Sonim, Sonim P, cyHw, copai, COpeHuI, aleTar corTpa-
craypuna, SP-10, SP600125, cmanuaun, SP-xoptmr, SPD550, Spedace, aare3mBHas MoJiekyia criepMsbl 1, CIIHK-
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TOJI, OJIUTOHYKJICOTHJ TUPO3MHKUHA3bl ceje3eHkd, cropuH, S-mpuH, SPWF1501, SQ641, SQ922, SR318B,
SR9025, SRT2104, SSR150106, SSR180575, anturena SSSO07, ST1959, STA5326, aHTUTENO MPOTHB CTAOMIIH-
Ha 1, crakopT, Stalogesic, craH030J1011, cTapeH, crapMmeoke, creaekc IND-SWIFT, crenapa, cteMuH, CTEHUPOJT,
cTeparpen, crepuaepM S, Sterio, ctepu3oH, crepoH, nentun Stichodactyla helianthus, cruk3enon, crudxropTwI,
ctumynad, STNMOI, MmoxynsaTop QyHKIIMOHATBEHOTO 3aMacHOro Oenka KaublueBhIX KaHamoB (Soccerball, Ru),
STP432, STP900, ctparasuH, cTpuauMyH, ctpurpad, meapon SU, Subreum, cyOyTOH, CYKCHKOPT, CYKCHME,
Cymnan, cynkoioH, cyndazanazua HEYL, cynedazanazun, cynbdacanazut, cynbHOBUT, CyTUAAK, CYTUI, CYITHH-
JIaK, CyJTUHIEKC, CYIMHTOH, cynbdadun, Sumilu, SUNS597, cynpaden, Supretic, CyCuanH, CypraM, CypraMuH,
Surugamu, cycrieH, CyToH, CyBeHUI, Suwei, AekcazoH SW, nHruourop kuHa3mel cemeiictBa Syk, Syn1002, cuna-
KpaH, CHHaKTeH, cuHanap C, cHHaNap, CHHABUB, CHHEPKOPT, CUIIPECTa, aHTHTEJIO MPOTHB MOJICKYJIBI KIIETOYHON
MOBEPXHOCTH, UHAYLHUpYIoWel T-KIeTOYHbIe HUTOKUHBI, aHTUTENO MPOTUB T-KieToyHOro peuentopa, 15224,
T5226, TA101, TA112, TA383, TA5493, tabanyma0, Tauenus, takrpad, TACIFcS, Takpobern, Takporpad, Tak-
pod, TakpoJuMyc, TanekuHur-aiabda, ragonak, TAFA93, Tadpupon-aprpo, Taiizen, TAK603, TAK715, TAK783,
Tak(a, TakcTa, TAIapo30i, TaN(pUH, TAIMAWH, TanManuMmoy, Talmea, TanMud, TaaTHUGIYMaa, Taloe, TAIMAUH,
TaJyMarT, TaMaJI'eH, TAMIIETOH, TAME30H, TAaHIPUIIAKC, TyOUIbHBIC BEIECTBA, TAHHOCUHT, TAHTYM, TAH3UCEPTHO,
TanmanH-0eTa, TaroeH, TapeHak, TapeHpIypOus, TapuMyc, TaprupokceH, Taykcub, tazomact, TBR652, TC5619,
T-KJIeTKH, UIMMYHHBII peryistop 1, AT®-a3a, antuteno npotus H' -TpacnopTHO# cyObeauHUIEl A3 TH30COM-
Horo 6enka VO, TCK1, T-cort, T-Dexa, Ternenak, TeKOH, TeAYTIOTU, Teecort, TEreIMH, TEMEHTHII, TEMOIIOP-
¢duH, TeakaMm, TeHapoH, Tenefuse, Tenfly, TeHngan-naTpwuii, TeHOKaM, TeHO(DIEKC, TCHOKCAH, TEHOTHJI, TCHOKCH-
KaM, TEHOKCUM, TeTaInHa, TePaKopT, Tepanoi, rerommiact, TG0054, TG1060, TG20, TG20, TGAAC94, unru-
ourtop rurokuH-cuHTa3bl Thl/Th2, narndurops! kierok Th-17, Tamumo, TaTuAOMHUI, TATOMUJ, TEMUCEPA, TCHUIL,
TepadeKTHH, Tepamuak, THApaOTH, THA3OIMUPUMUANHBI, THOKTHHOBas Kuciora, trorema, THR090717,
THRO0921, tpuroden, Tpombat III, THMYCHBIN NenTUA, THMOICTIPECCHH, TUMOTaM, TUMOTIIOOYIIHH, TUMYCHBIC
nentuapl Thymoject, TAMOMOYJIHH, TUMOTICHTHH, TUMOTIOJIUIICITUABI, THANPO(EHOBAas KUCIIOTA, WO THOE-
30HUS, THKO(IIEKC, THIMAaKOKCHO, Trryp, T-Immunen, TuMokoH, THOpasa, tuccon, TKB662, TLO11, aHTaronu-
ctel TLR4, narudurop TLRE, TM120, TM400, TMX302, uarubutop TNF-ans¢a, anraronuct penenropa TNF-
anbda, pernenropa TNF, antureno nporuB TNF, anTaroHucTsl cynepcemerictea perentopoB TNF, oucnenndu-
geckoe aHtuteno npotuB TNF TWEAK, TNF-kwnoua, TNFQDb, antaronuct TNFRI1, TNROO1, TNX100,
TNX224, TNX336, TNX558, Tommnuzyma6b, Topamutaand, Tokuhon happ, TOL101, TOL102, ToneKTHH, TOJIC-
puMab, TOJIEpOCTEM, TOTUHION, AHTUTENO MPOTUB JIOBYIITKO-TIOA00HOTO perenTopa 4, aHTUTENIO TIPOTHB JIOBYIII-
KO-TIOJOOHOTO perenTopa, ToIMeTHH-HaTpuid, Tongkeeper, TOHMEKC, TordiiaM, TOMUKOPT, TOIUIEHKOH, TOITHAK,
Toppin Ichthammol, Topanu3ymab, Topapen, Torcoxia, Toroxx, Tory, To3enak, rorapmi, Touch-med, Touchron,
TOBOK, MMYEIMHBIA TOKCHH, Toinyonu3om, TP4179, TPCA1, TP1526, TR14035, tpagun-¢opt, Tpadunet-EN, Tpa-
MaK, THAPOXJIOPU TPaMaaoia, TPAaHWIACT, TPAH3UMYH, TPAHCIOPHH, TPATyo, TPEKCAJUI, TPHAKOPT, TPUAJIOH,
TpHaM, TPHAMITUHOJIOH, alleTaT TPHAMIIMHOJIOHA, allETOHHU] TPUAMIIMHOJIOHA, allETOHU/I-aIleTaT TPHAMIIMHOIOHA,
TeKCAIlETOHU TPUAMIIMHOJIOHA, TPHAMKOPT, TPHAMCUKOPT, TPUAHEKC, TPHUIIMH, TPUKOPT, TpuKopToH, TricOs T,
TpHUICPM, TPHIAK, TPUIIKCAT, TPUHOKOPT, TPHUHOJIOH, TPHUOJIEKC, TPUNTONUMA, TpucheH, TpuBapuc, TRK170,
TRKS530, Tpokan, camumuiaT TpoJlaMHUHA, TPOBOJIOIN, Tpo3epa, Tpo3epa D, TpoBkopt, anTHTeno nmpotuB TRX1,
TRX4, tpumoro, Tpumoro-A, TT305, TT302, TT32, TT32, TT33, TTI314, dakTop Hekpo3a omyxomu, GaxTop
HEKpO3a OIyXOJIH 2- METOKCHITHI(POCHOPTHOATHBIN OJIMTOHYKJICOTH A (aKTopa HEKpPO3a OIYXOJH, aHTHUTEIO
MpoTUB (haKTopa HEKPO3a OIMYXOJH, KHHOHI (haKTopa HEKpo3a OIMYXOJH, OJMTOHYKICOTH] (hakTopa HEKpo3a
OTIYXOJIM, aHTUTEIIO TIPOTUB wWieHa 1B cymepcemeiicTBa perentopoB ¢akTopa HEKPO3a OMYXOJH, OJIUTOHYKIIEO-
TUA cymnepcemeiictBa 1B pernenropoB (hakropa HEKpo3a OIMyXOJH, AHTUTENIO POTHB WieHa 12 cymepceMeiicTBa
pelenTopoB (pakTopa HEKpO3a OIMyXOIHU, AHTUTEIIO IPOTUB WieHa 4 CylmepceMeicTBa PelenTopoB (pakTopa Hek-
po3a OIyXOIH, OJMUTOHYKJICOTH]] OITYXOJIEBOTo OelKka p53, aHTUTENo MPOTUB (PakTopa HEKpPO3a OMyXOJH anbda,
TuNEX, TXA127, TX-Rad, naruburoper TYK2, Tysabri, yOunexkapuHoH, yuepasa, yJIOAE3WH, YIbTH(IaM,
yabTpadactu, ynerpaden, ynbrpamaH U-Nice-B, Uniplus, yHutpekcat, yHm3eH, ydaxcukam, UR13870,
URS5269, UR67767, ypemon-HC, ypuron U-Ritis, ycrekunymad, V85546, Banmbimb, BaJKOKC, BabICKOKCHO,
Bajbjae3, Banauke, Valdy, Banenrak, Baokcu0, BantyH, Valus AT, Valz, Valzer, Bamua, BaHTamn, BaHTEINWH, HH-
rudurop VAP-1 SSAO, BamanukcuMald, METHIIBApECIUIAINO, BAPUKO3WH, BapHuIa3, aHTUTENO TIPOTHB BACKYJISP-
Horo aaresuBHOTO Oenka 1, VB110, VB120, VB201, VBY285, Vectra-P, Benonmnzyma0, BedhpeH, aHTUTEIO MPO-
tiB VEGFR-1, Bennona, Benty3ymad, BeHIAeKCHH, BeHUMMYH N, BeHOo(hopTe, BeHornoOynuH-1H, BeHo3en, Be-
pay, Bepakc, BEpIMPHOH, BepoJeKcaMeTa3oH, BepokianpuOuH, BetazoH, VGX1Q27, VGX750, Vibex MTX,
Bunoduryrumyc, Budenak, Vimovo, Vimultisa, Buakopt, Buarpad, suodpopm-HC, Vioxi, Vioxx, BUpoOpoH, BH-
3mwmu3ymad, BuBarnmoOun, Vivalde Plus, Buman-A, VLSTO002, VLST003, VLST004, VLST005, VLSTO007,
Voalla, BokocnopuH, BOkaM, BOKMOp, BonMakc, Volna-K, Boxragon, Voltagesic, BontaHa3a, BOIbTaHEK, BOJIb-
TapeH, BoabTapwi, Voltic, BopeH, BopceTy3ymad, BotaH-SR, VR909, VRA002, VRP1008, VRS826, VRS826,
VTI111, VT214, VT224, VT310, VT346, VT362, VTX763, BypaoH, antureno npotuB VX30, VX467, VXS5,
VX509, VX702, VX740, VX745, VX745, VX850, 54011, Bamakoprt, Banuke, WC3027, Bwirpad, BuabIaMm,
BUHMOJ, BUHTIpea, B30ibd, BuaToreHo, WIP901, Borkokc, antuteno WSB711, antureno WSB712, WSB735,
WSB961, X071NAB, X083NAB, kcantomunuH (opte, kceneHon, Xefo, kcehokam, kceHap, Kcemoi, X-Gaam,
KcuOpa, KcukaM, KCuKoTwl, keudakan, XL499, XmAb5483, XmAb5485, XmAb5574, XmAb5871, XOMAO052,
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Xpress, XProl1595, XtendTNF, XToll, Xtra, Xylex-H, xcunoden SR, Yang Shu-IVIG, YHB14112, YM974,
todenuH, odeHak, Yuma, roMepoi, opobeH, mupokcukaM Y'Y, Z104657A, Zacy, 3aIbTOKHH, 3aIbTOIPOQEH,
uHaTHONTOp Zap70, 3enmanH, 3enokcuM-popre, Zema-Pak, 3eMmak, 3eMrpen, 3eHanakce, 3eHac, 3€HOJI, 3€HOC, 3¢-
HOKCOH, 3epakc, 3epokaM, 3epocna3m, ZFNs, okcua IiuHKa, 3UTIcop, 3upauMymad, Zitis, ZIX-S, 30kopT, 3011K-
cam, 30(TazieKkc, 30JeAPOHOBAsI KUCIIOTA, 30Jb(OHH, 30JI6TEPOJI, 30MTUpHH, 30pasioH, ZORprin, 3optpecc, ZP1848,
3yKarcauiliH, 3yHOBaT, IIBUTTEPHOHHBIC Toaucaxapuabl, ZY 1400, Zybodies, 3unen, 3upodeH, HHruOUTOPHI 3H-
porena, Zyser, 3SUTpuM H 3uBHH (opTte. Kpome Toro, mpoTHBOBOCTIATMTEIBHEIC JICKAPCTBEHHBIE CPEICTBA, TIepe-
YHCIICHHBIEC BBIIIE, MOTYT OBITh OOBEAMHEHBI C OJHUM MM 0Ojee areHTaMH, IEepPEUNCIICHHBIMU B HACTOSIICH
3asiBKE, WIH C IPYTUMHU U3BECTHBIMHU arcHTaMHU.

B o1HOM W3 BapHaHTOB OCYIICCTBICHUS H300PETCHUS MPOTHBOBOCIAUTEIBHOE JICKAPCTBEHHOE CPEICTBO
MpPEJICTABISIET COOOM JICKaPCTBEHHOE CPEICTBO, KOTOPOE HEXUPYPTHUYCCKHM ITyTEM IOCTABISACTCS B CYMPaxo-
pUOUIATBFHOE TPOCTPAHCTBO TJIa3a ¢ MPUMEHEHHUEM OINMCAHHBIX 3]I6Ch MUKIIOWTI U CIOCOOOB M HMCHOIB3YETCS
JUTSL JICYCHHS, TPSAYIPSKIHUS W/WIH OOJETYeHUs PAacCTPONCTBA 3aHETO CETMEHTa IJia3a y YeloBEeKa, HYX-
JTAroIIerocs B 3ToM. Tak, HampuMep, pacCTPOUCTBA 3aIHETO CETMEHTA TJ1a3a BRIOPAHBI U3 IETCHEPAITUH JKEJITOTO
MITHA (HaIpuMep, BO3PACTHOW JIETeHEepaIliy KEITOTO MATHA; CyXOH BO3PACTHOW JETCHEPANNH KEITOrO IIATHA,
9KCCYAATHUBHON BO3PACTHOW JETCHEpAIlUU KEJITOTO MMATHA; PETHOHAIBLHON aTpo(uH, acCOIMUPOBAHHON C BO3-
pacTHOH JereHepanyeil )KeIToro MATHa; HEOBACKYSIPHON (MOKpOI) BO3pacTHOMN JereHepanny SKeJITOro IATHA;
HEOBACKYJISIPHOW MaKyJIONIAaTHH W BO3PACTHOH JIeTreHepaIidy >KeIToro IMiTHA; OECCUMIITOMHON HEKIacCHYSCKUN
xopuongaibHol HeoBackyspm3anuu (CNV) mpu BO3pacTHOHN NereHeparuu keiaToro mnsaTHa; oonesnn Illtap-
rapara, cyodoBeambHOW MOKPOW BO3PACTHOHM JereHepaldd JKEeNTOro IATHA; M BUTPEOMAKYJSIPHOW aAre3ud
(BMA), acconnnpoBaHHOM ¢ HEOBACKYJISIPHON BO3pAcTHOM JereHepanue ®KeaToro MsITHA), OTEKa JKEJITOTO TIST-
Ha; Ta0ETUYECKOTO OTEKA JKEIITOrO MATHA; YBEHUTA; CKICPHUTA; XOPHOPETHHAIBHOTO BOCTIAICHUS, XOPHOPETHHH-
Ta; XOPUOWINTA; PETUHHUTA; PETHHOXOPUOHUIUTA; (HOKAIFHOTO XOPHOPETHHAIBHOTO BOCHAJICHHS, (HOKAIBLHOTO
XOPHOPETHHHTA; (POKATEHOTO XOPUOUIUTA; (POKATHHOTO PETUHUTA; (POKATHHOTO PETUHOXOPHOUANTA; JHCCEMHU-
HUPOBAHHOTO XOPHOPETHHAIBHOTO BOCIAJICHHS; JUCCEMHHHPOBAHHOTO XOPUOPECTUHUTA; AUCCEMHUHUPOBAHHOTO
XOPHOUINTA; AUCCEMHHHPOBAHHOTO PETHHUTA; JWCCEMHHHPOBAHHOTO PETHHOXOPHOHMINTA; ITUKINATA 3aJHETO
CerMeHTa Tia3a; 0one3Hn Xapajabl, XOPHOPETHHAIBHBIX PyOIOB (HampuMmep, pyOIOB JKEITOro MSATHA 3aJHETO
TIOJTFOCA TJT1a3a, COJTHEYHOW PETHHOIATHH); AeTEHEPAIINA XOPHOUIAIbHONH 000I0UKH TJ1a3a (HarpuMep, aTpoduw,
CKJIepO3a); HACIEACTBEHHON XOPHOWIATBFHONH AUCTPOGHH (HAIPUMEpP, XOPHUOIACPMHUH, XOPHONIATBHOW TUCTPO-
(um, kpyroBoit arpodun); reMopparuu U pa3pbiBa XOPUOUIATHHON 000JIOUKH; OTCIOCHHS XOPUOUAATHLHONW 000-
JIOYKH; OTCIOCHHUSA CETYATKH; PETHHOCXHU3UCA; THIEPIYBCTBUTEIHHON PETHHONATHN; PETHHOIATHH;, PETHHOIA-
THUU HEIOHOIUICHHBIX; JICTCHEPALUN SIMUPETHHATBHON MEMOpaHbI; IereHepanuu nepudepudeckoil 00IacT ceT-
YaTKW; HACJICICTBCHHOW TUCTPO(HUU CETUATKH; MUTMEHTHOTO PETHHUTA; KPOBOUBIHUSHHS B CETYATKY TJIa3a; pas-
JICIICHYSI CJIOCB CETYATKH; ICHTPAILHOW CEPO3HOIN PETUHOMATHH; TTIAYKOMBI; TJIa3HOH THIICPTEH3UU; COCTOSTHHUS
C TIOJIO3PCHHUEM Ha TJIAYKOMY; MIEPBHYHON OTKPBITOYTOJIHOM TIIAYKOMBI, IIEPBHYHON 3aKPHITOYTOJILHOM TIIayKO-
MBI; CHHApOMa "JIETAIONIMX MYIIeK'"; HacleICTBEHHOI HeHpomaTuu 3puTenbHOro Hepsa Jlebepa; npysa nucka
3pUTEIHHOTO HEPBa; BOCIMAIUTEIBHBIX PACCTPOMCTB II1a3a; BOCIAIUTEIBHBIX TOPAKCHHIHA, BEI3BIBACMBIX TPHOKO-
BBIMH WH(EKIINIMI;, BOCIIANUTENBHBIX TOPAKCHUH; 00JIeH PH BOCTIAICHUAX; BOCHAINTEIBFHBIX KOKHBIX 00I1e3-
Hel WiIn paccTporcTB; cuHapoma CrerpeHa, odpTarbMuIecKoro cuaapoMa CherpeHa.

B omHOM W3 BapnaHTOB OCYIIECTBICHHUS N300pETEHHS JIEKaPCTBEHHBIM CPEICTBOM, JOCTABIISIEMBIM B CYII-
PaxopHONAAIBFHOE MPOCTPAHCTBO OMMCAHHBIMU 3[1€Ch HEXHUPYPTHUCCKHIMH CIIOCOOAMH, SBIISACTCS aHTAarOHHUCT
qjieHa ceMelcTBa TpoMmOoruTapHbeIX (aktopoB pocra (PDGF), HampuMep JieKapCTBEHHOE CPEACTBO, KOTOPOE
MHTHOMPYET, 0CIabisieT M MOIYJIMPYET repeaady curHana u/winu aktuBHocth PDGF-penentopoB (PDGFR).
Taxk, HanlpuMep, B OJTHOM U3 BapUAHTOB OCYIIECTBICHUS n300peTeHus antaronucrom PDGF, nocraBiseMbiM B
CYMPaxOpHOUIATBHOE MPOCTPAHCTBO JJIS JICUCHHUS OJTHOTO MIIH 0OJIee PacCTPOICTB 3aJHETO CErMEHTA I1a3a WK
XOPUOUAATBHBIX PacCTpOUCTB, siBisieTcs: aHTU-PDGF antamep, antu-PDGF anTtureno nnm ero gpparment, aHTH-
PDGFR anTuTeno nnm ero (hparMeHT, WM HU3KOMOJICKYJISIPHBIA aHTarOHKUCT. B 0THOM M3 BapHaHTOB OCyILeCT-
BieHus n3o0perenus antaroanctoM PDGF sBisercs anraronnct PDGFRa nimm PDGFRp. B ognom u3 Bapuas-
TOB ocymiecTBiIeHHA m300peTerns antaronnctoM PDGF ssnsercs antu-PDGF- anramep E10030, cyantnauo,
AKCUTHHUO, copedeHnO, IMAaTHHHUO, ME3UIaT UMAaTHHNOA, HUHTEeAaHnO, nazonann0-HCI, nonatnan6, MK-2461,
JIOBUTUHHO, Ma30manu0, kpenonanuoO, PP-121, Tenatuauno, nmatuaunb, KRN633, CP 673451, TSU-68, Ki8751,
aMyBaTHHHO, THBO3aHUO, Ma3UTHHUO, Audocdar MoTe3aHnOa, qHIIaKTaT JOBUTHHNOA, TuHU(paHNO (ABT-869).
B onHOM M3 BapuaHTOB OCYINECTBICHUS M300pETCHHS BpeMsl BHYTPHUTIa3HOW MOMyku3HM aHTaronucta PDGF
JI0 ero dIMMUHAIMH (t;,), BBomumoro B CXII, nmpeBbIiaeT BHyTpHUTIa3zHoe ti, antaronucta PDGF, BBoammoro
HHTPaBUTPEA-HO, BOBHYTPh KaMephl, MECTHO, TApEHTEPAIFHO WIH MEepOpabHo. B apyroM BapmaHnTe ocymect-
BIICHUSI W300pETEHUS CPeIHssS BHYTpHTIa3Has MakcuMmaibHas koHneHtpanus (C.c) antaronucta PDGF, BBo-
nmumoro B CXII omrcaHHBIME 311€Ch CIIOCO0aMU, MpeBBIMAeT BHyTpUrina3Hyto C,,, antaronncta PDGF, BBoau-
MOTO HMHTPaBUTPEAILHO, BOBHYTPh KaMephl, MECTHO, MapeHTEPANbHO WM IepopaibHO. B npyrom BapuanTte
OCYILIECTBIICHUS H300peTeHUS cpenHss iomanb mox kpusoit (AUC ), onpenencuHas s anTaronucta PDGF,
HAXOJIAIIErOCsl BHYTPH Tia3a u BBeaeHHoro B CXII ommcanHbME 31echk ciocobamu, mpesbimaet AUC, ., ompe-
neneHHyro it antaronucta PDGF, Haxopsmierocss BHyTpH Tia3a M BBEJACHHOTO MHTPABUTPEANBEHO, BOBHYTPb
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KaMepbl, MECTHO, TAPEHTEPAILHO UITH IIEPOPAITHHO.

B omHOM W3 BapHaHTOB OCYIIECTBICHHS W300pETEHHS yKa3aHHOE JIEKAPCTBEHHOE CPEACTBO JIOCTABISACTCS
HEXUPYPrHYECKUM IIyTEM B CYNPaXOpHOUJAIFHOE MPOCTPAHCTBO I1a3a ¢ IPUMEHEHHEM ONMCAHHBIX 3/1eCh YCT-
POYCTB M crIOcOOO0B IS JICUEHUS, TPEAYIPEKICHHUS M/ITH 00JeTICHUS pacCTpOicTBa 3a/IHETO CETMEHTA Tiasa,
JIeTeHepaIliH JKEJITOTO TATHA WK 3a00JIC€BaHNS WIM PACCTPONHCTBA, ACCOLMHUPOBAHHOTO C JIET€HEPaIle JKenTo-
ro TATHAa. B 0THOM W3 BapHMaHTOB OCYIIECTBICHUS M300pPETEHUS ONMMCAHHBIA 31€Ch COCO0 MpUMEHSEeTCS IS
JICUYSHUSI WA OCIAa0JICHHsI CHMIITOMOB BO3PACTHOW JIETCHEPAINH KEJITOTO IATHA; CYyXOHW BO3PAaCTHOH AereHepa-
ITUH JKEJITOTO MATHA; SKCCYAaTUBHON BO3PACTHOU JIET€HEepaIliy JKEITOTO IIATHA; PerHOHATBFHON aTpodHH, acco-
[IUMPOBAHHON C BO3PAaCTHOI JereHepanueil *KeaToro miaTHa; HeOBacKyJIsIpHOH (MOKpOI) BO3pacTHO JereHepa-
IIUH JKEJITOTO TISITHA; HEOBACKYIIAPHON MaKyJIOMAaTHH U BO3PACTHOM JIETCHEPAIMU JKEITOTO MATHA; OECCUMIITOM-
HOHM HEKJIaCCHMYEeCKOH XxoprnonaaipHol HeoBackymsipuzauu (CNV) npu Bo3pacTHOH AereHepanuy >KeJIToro IsT-
Ha; Oosie3nu IITaprapara; cyoQoBeanbHOM MOKPOIT BO3PACTHOM JICTreHEPAIUH JKEJITOTO MATHA W BUTPEOMAKY-
nmsipHO# anresun (BMA), acconumpoBaHHON C HEOBACKYJISIPHOM BO3PACTHOM JiereHepaniel »eiToro IsITHA) y
MAIMEHTA, HYXKIAIOMIETOCs B TAKOM JICYCHUH.

[Ipumepamu ekapCTBEHHBIX CPEICTB, KOTOPHIE MOTYT OBITH MCIIONB30BAHBI IS JICUSHHS, TpeayIpexIe-
HUS W/AITH 00JIETYCHUS JeTEHEePAINH KEJITOTO MATHA, M KOTOPBIE MOTYT OBITh JTOCTABJIICHBI K CYNPaXOPHONIaTb-
HOE TIPOCTPAHCTBO C MIPUMEHEHNEM ONICAHHBIX 3/16Ch YCTPOHCTB M CIIOCOOO0B, SIBIISIOTCS, HO HE OTPaHHYNBAIOT-
cs umu: nentux A0003, A36, AAV2-SFLT01, ACE041, ACU02, ACU3223, ACU4429, AdPEDF, adaubep-
nent, AG13958, aranupsen, AGN150998, AGN745, AL39324, AL78898A, AL8309B, ALN-VEGOI, ammpo-
cragui, AM1101, aaTrreno npoTuB OeTa-aMUIIONIa, alleTaT aHekopTana, antu-VEGFR-2 antureno, anprepasa,
anrrore, APX003, ARC1905, ARC1905 ¢ Lucentis, ATG3, AT®-cBs3pIBaromuii Kiactep, I'eH WicHa 4 mojce-
meiictBa A, ATXS10, aBactun ¢ BusyauaoMm, AVT101, AVT2, Geprunumyma0; 6eBanusymad ¢ Beprenopdu-
HOM; OeBacHpaHUO-HaTpHil; OMBapcupaHuO-HATPH ¢ paHnOn3ymMabom; Taprpat opumonuanna; BVA301, xana-
tuaymMa0; CandS, Cand5 ¢ Lucentis, CERE140, mumiapssrit HetiporponHsril ¢aktop; CLT009; CNT02476; mo-
HOKIIOHATBHOE aHTUTENIO MPOTUB KOJUIATCHA; anTaMep KoMIoHeHTa kommuiemenTa 5 (II9I wnupoBaHHbIi); anta-
Mep KommnoHeHTa komruiementa 5 ([I9T wimpoBanHbIil) ¢ paHnON3yMaboM; KOMIIOHEHT KoMIuieMenTta C3; aHTH-
TEJO TMPOTHB (hakTOpa KoMIIeMeHTa B; antuteno mpotus (axkropa KoMIuileMeHTa D; oKcua Menu ¢ IOTECHHOM,
ButamuHoMm C, BuTamMuHOM E M okcumom mmHKa; manmantepuent; DE109; 6eBannzyma0; paHnOu3ymad; Tpuam-
[IUHOJIOH; alleTOHW] TPUAMIIMHOJIOHA; alleTOHU/Ia TPHAMIIMHOJIOHA C BEpTENOP(PHHOM; AEKCaMETa30H; JIeKcame-
Ta30H C paHnOM3ymMaboM M BepTenop(GHHOM; AM3UTEPTHI;, OJUTOHYKICOTH][ TPAHCKpUNTA 4, WHAYIUPYEMBIH
noBpexaeaneMm JTHK; E10030; E10030 ¢ monentucom; EC400; sxynmuzymad; EGP; EHT204; smOpuoHanbHbIe
CTBOJIOBBIC KJICTKH;, YEIIOBCUYCCKUC CTBOJIOBBIC KICTKI, MOHOKJIOHAIEHOE aHTHTENIO POTUB YHIOTIIHHA; HHTUOU-
top RTKEphB4; pactBopumsiii penentop EphB4; ESBA1008; ETX6991; sBuson; Eyebar; EyePromise Five;
Eyevi; Eylea; F200; FCFD4514S; ¢henpetunnn; aneToHna (IyolMHOIOHA; alleTOHU (IIyOIIMHOIOHA C paHUOH-
3ymaboM; fms-poJCTBCHHBIA ONUTOHYKICOTUI TUPO3WHKUHA3BI 1; fms-pOICTBCHHBIH OJMTOHYKICOTUA THPO-
3WHKHHA3bl | ¢ perentopoM KHHAa3HOTO JOMEHa BCTaBKU 169; docOperabymuH-TpoMeTamuH; GamuneX;
GEM220; GS101; GSK933776; HC31496; uenoseueckuit n-CoDeR; HYB676; IBI-20089 ¢ panubmymadbom
(Lucentis®); iCo-008; Iconl; I-30moto; Ilaris; Iluvien; Iluvien ¢ Lucentis; *MMYHOTTIOOyITHUHEI; (hParMEHTHI M-
MYHOTJIOOYJIMHA TIPOTHUB MHTErpUHA alib(a-5-0eTa-1; marudurop mHTerpuna; motend IRIS; I-cmbicmoBoi co-
craB Ocushield; Isonep; uzompommryHonpoctoH; JPE1375; JISM6427;, KH902; LentiVue; LFG316; LP590;
LPO1010AM; Lucentis; Lucentis ¢ BU3yAWHOM; JIIOTEHH 3KCTpa; JIOTEHH C 3KCTpakToM Myrtillus; motenn c
3eakcanTuHOM; M200; M200 ¢ Lucentis; Macugen; MCI101; MCT355; MekaMmiiaMUuH; MAKPOTUIA3MHH; MOTEK-
capuu-morennit; MPO112; uarn6utopsr HALI®H-okcuaa3bl; SKCTPAaKT BHEIIHEH TKaHHW aKyJabero Xpsma (Ar-
throvas™; Neoretna™; Psovascar™); ren Helipotpornmua 4; Nova21012; Nova25053; NT501; NT503; Nutri-
Stulln; oxpummasmun; OcuXan; Odran Macula; ontpun; ORA102 ¢ 6eBannzymabom (Avastin®); P144; P17,
namomug 529; PANO0806; manzem; warnOuTOopel PARP; rHmpoxmopunm ma3onannOa; IerantaHuO-HATPH;
PF4523655; PG11047; mupubeawr; antamep MOJIUNENTHAA TpoMOonuTapHoro (aktopa pocta-6eta (I191 niu-
POBaHHEIN); anTaMep IMOJIHUIENTHAA TpoMOoMTapHOTo (akropa pocra-Oera (IO mnupoBaHHEINH) ¢ paHUOU3Y-
mabom; PLG101; PMX20005; PMX53; POT4; PRS055; PTK787; pannOuzyma0; pannOu3ymad ¢ aneToOHUAOM
TPHUaMIMHOJIOHA; paHNOM3yMab ¢ BepTenoppuHOM; paHHOM3yMab ¢ Bosorukcumabom; RD27; Rescula; Retaane;
MUTMEHTHBIEC STUTEIHANbHBIC KIeTKH ceTyaTku; RetinoStat; RG7417; RN6G; RT101; RTU007; SB267268; uH-
THOMTOp CepIMH-NIeNTHIa3bl; TeH wieHa | kinagorumna F; skerpakT akynbsero xpsima; Shefl; SIR1046; SIR1G76;
Sirna027; cupomumyc; SMTDO004; cuensut; mumeruku SOD; Soliris; coHenmuu3zyma0; JaKTaT CKBaJaMHHA,
ST602; StarGen; T2TrpRS; TA106; TamanopduH-HaTpUl; Taypoypcoae3okucxonenas kuciora; TG100801;
TK1; TLCx99; TRC093; TRC105; Trivastal Retard; TT30; Ursa; ypcoauon; Baaruomtokc; VAR10200; anture-
JI0 TIPOTHB BaCKyJSPHOTO SHAOTEIHAIBHOTO (GaKTOpa POCTa; BaCKYISIPHBIA YHAOTEIHAILHEIN (akTop pocTa B;
KAHOWJ BacKyJISIPHOTO SHIOTEIHAIBFHOTO (pakTopa pOCTa; OIMIOHYKICOTHA BACKYJSIPHOTO SHAOTEIHAIHLHOTO
(akropa pocra; coenuaennss VAST; Barananu6; antaronuct VEGF (Hanmpumep, onMcaHHBIN B HACTOSIICH 3a5B-
Ke); BepTenopuH; BU3YIUH, BU3yIUH ¢ Lucentis u TekcaMeTa30HOM; BU3YAHH C allCTOHUIOM TPUAMIIMHOJIOHA;
Vivis; Bonomukcumab; Votrient; XV615; 3eakcantun; ZFP TF; nuHk-MoHOIMCTEHH 1 3ubpectar. B omHOM U3
BapHaHTOB OCYIICCTBICHUS M300PETCHUS OIHO WM OOJiee W3 BBINICOMHCAHHBIX JEKAPCTBCHHBIX CPEICTB IS
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JICUCHUSI JIETCHEPAIUH JKEJITOTO MATHA O0BEIUHSAIOT C OJHUM MU OOJiee ONMUCAHHBIMH 3/IECh arcHTAMU WIH C
JPYTUMU areHTaMH, U3BECTHBIMU CIICIIHATIICTaM.

B omHOM W3 BapHaHTOB OCYIIECTBICHHS M300pPETCHHS paccMaTpHUBaeMBbIE 3/1eCh CIOCOOBI M yCTpOICTBa
TMPUMEHSIOTCS Uil TOCTaBKH TPUAMIIMHOJIOHA UM aleTOHWAAa TPHAMIMHOJIOHA B CYIPaXOpHOWIAIBHOE IIPO-
CTPAHCTBO TJIa3a YeJOBEKa, HY)KIAIOIIErocs B JICUCHWH PACCTPONCTBA 3aJHETO CETMEHTA Tila3a WM XOPHOH-
JAIBHOTO paccTpoiicTBa. B npyrom BapmanTe OCYIIECTBIICHUS H300pETCHUS TPUAMIIMHOIOH FUTH alleTOHU TPH-
aAMIIMHOJIOHA BBOJAT IS JICYCHUS CHMIIATHYECKOW O(TanmbMHHM, BHCOYHOT'O apTEpWTa, YBEHTa W/HIN APYTHX
BOCTIAJIUTENBHBIX COCTOSIHHN 3a/JIHETO CETMEHTa Tila3a. B OJHOM W3 BapHMaHTOB OCYIIECTBICHUS H300pETCHUS
TPUAMITUHOJIOH WIJIU alleTOHU TPHAMIIMHOIOHA TOCTABIISIFOT B CYIPaXOPHOUJATFHOE MPOCTPAHCTBO 133 Yelio-
BEKa, HY)KJAIOIIETOCs B JICUCHUH CUMIIATUYCCKON O(PTaIbMUH, C IPUMEHCHHEM OIMCAHHBIX 37eCh CIIOCOOOB U
YCTpOUCTB. B pyrom BapuaHTe OCYIICCTBICHUS W300pPETCHUS TPUAMIMHOJIOH M allCTOHU TPHAMIIMHOIOHA
JIOCTAaBIISIOT B CYNPaXOpUOUJAIBHOE MPOCTPAHCTBO Tjia3a YEIOBEKAa, HYXKIAIOMIETOCS B JICUCHHH BHCOYHOTO
apTepura, ¢ MPUMECHECHHEM OMMCAaHHBIX 371eCh CIOCOOOB M YCTPOWCTB. B npyrom BapuaHTe OCYIIECTBIICHUS H30-
OpeTeHUsT TPUAMITMHOJIOH M AIllCTOHH] TPUAMIIMHOJIOHA JTOCTABJISIOT B CYMPAaXOPHOUIAIEHOE IPOCTPAHCTBO
TJ1a3a 4eyoBeKa, Hy)KIAIOIIEToCs B JICUCHUH YBEHUTA, C IPUMEHEHNEM OITMCAHHBIX 3[1€Ch CIIOCOO0B M yCTPOMHCTB.
B npyrom BapmaHTe OCYIIECTBIICHHUS N300pEeTEHIS TPUAMIIMHOJIOH HJIM alleTOHHI TPUAMIIMHOJIOHA JTOCTaBIISIOT
B CYNIPaxOpPHOUAATBHOE MPOCTPAHCTBO I1a3a YeOBEKa, HyKIAIOMIET0oCs B JICUSHHH OTHOTO WK OoJiee BOCTIAIH-
TENBHBIX 3a00JIeBaHMIA 3aJHETO CErMEHTa IJla3a, C MPUMEHEHUEM OIMCAHHBIX 37eCh CIIOCO0O0B U ycTpoiicTB. B
JIPYTrOM BapHaHTE OCYIIECTBIICHHS N300pETEHUs TPHAMIIMHOIOH WIH alleTOHHI TPUAMIIMHOIOHA JOCTABISIOT C
MPUMEHEHHNEM OJHOTO U3 OMMCAHHBIX 37IeCh CIIOCO0OB.

B onHOM M3 BapHaHTOB OCYIICCTBICHUSA M300PETCHHS paccMaTpuBaeMas 31eCh KOMITO3UIIHS TPHAMIIHHO-
JIOHA TIPEJICTABIISICT COOON CYCICH3HIO, COACPIKAIIYI0 MUKPOYACTHIBI MM HAHOYACTHUIBI TPUAMIIMHOJIOHA WIIH
aIleTOHHU/IA TPUAMIIMHONIOHA. B 0JTHOM M3 BapUAHTOB OCYIIECTBICHUS U300PETCHHUS MHKPOYACTHIBI HIMEIOT Ds(,
COCTABIISIIOLIMI PUOTH3UTEIBHO 3 MKM WM MeHee. B npyrom BapmanTte ocymiecTBieHus nzodperenus Ds, co-
CTaBISACT MPUOIU3UTEIHHO 2 MKM. B apyroM BapmaHTe ocymiecTBICHUS n300peTeHus Ds, cocramiser npuoim-
3UTEBHO 2 MKM WIH MeHee. B apyrom BapmaHTe ocymiecTBiIeHH m300peTeHns Dsy cocTaBIseT MpuOIH3UTEIh-
HO 1000 HM WM MeHee. B 0THOM W3 BapWaHTOB OCYIIECTBICHHS M300pETEHUSI MUKPOYACTHIIBI HMEIOT Dgg, CO-
CTaBJISIIOIIMKA TTpUOIM3nuTeNbHO 10 MKM Wim MeHee. B Ipyrom BapuaHTe OCYIIECTBICHHS H300peTeHust Dgg co-
ctapisieT mpuonmsuTensHo 10 MkM. B npyrom BapmanTe ocymiecTBiIeHHs n3o00peTeHus Doy cocTaBiseT mpuom-
3uTeIbHO 10 MKM W MEHee, WM TPUOTU3UTEITFHO 9 MKM HITH MEHEe.

B ogHOM M3 BapHMaHTOB OCYIIECTBICHHUA H300pETCHUS TPUAMITMHOIOH IPUCYTCTBYET B YKa3aHHOH KOMIIO-
3UIKUU B KOHIICHTPAIIMH, COCTABIITIONICH mpuomm3utenbHo oT 1 1o 400 mr/mi. B nmpyrom BapuaHTe ocytiecTBie-
HUS U300pEeTCHUS TPUAMIIMHOJIIOH TPUCYTCTBYCT B YKa3aHHOW KOMITIO3HMIIMK B KOHIICHTPAIMH, COCTABIISIOIICH
npubnu3uTensHo oT 2 1o 300 Mr/mi. B mpyrom BapuaHTe OCYIIECTBICHHS M300PETCHUS TPUAMIIMHOJOH TPH-
CYTCTBYET B YKa3aHHON KOMITO3MIMH B KOHLEHTPALMH, COCTABISIONICH MpuOIM3uTesbHo oT 5 1o 200 mr/mi. B
JIPYTOM BapUaHTE OCYIICCTBICHUS W300pETEHHs TPUAMIIMHOJOH MPHUCYTCTBYET B YKa3aHHOW KOMIIO3HMIIMU B
KOHIIEHTpPAINH, cocTaBisitomei npubmmsutensHo ot 10 go 100 mr/min. B apyrom BapuaHTe OCYIIECTBICHHS
n300peTeHNs] TPHAMIMHOJIOH IPUCYTCTBYET B YKa3aHHOW KOMIIO3WIIMHM B KOHIIEHTPAIMH, COCTABIIAIOMICH MpPH-
ommsutensHO oT 20 mo 75 mr/Mi. B apyrom BapuaHTe OCYIIECTBICHUS U300pETEHUs TPUAMITUHOJIOH TIPUCYTCT-
BYET B YKa3aHHOW KOMITO3UIIMHU B KOHIICHTPAINH, COCTABIISIONIeH mpubau3nutenbao ot 30 qo 50 mr/miu. B ogHOM
W3 BapHAHTOB OCYIIECTBIICHUS M300pEeTEHHs TPUAMIIMHOJIOH IPHCYTCTBYET B YKa3aHHON KOMIIO3HWIMH B KOH-
MEHTPAINH, cocTapistomed mpubmmsuTensao 10, mpubmusuTensao 20, TPHOTU3UTENBHO 25, MPUOTU3UTEIBHO
30, mpubnmsuTensHO 35, mpubnusnuTensHo 40, TpUOTU3UTENHHO 45, TPUOTU3UTETHHO 50, TPUOTUUTEIBHO 55,
npubmu3uTensHo 60 WU npuOIM3UTENbHO 75 Mr/mi. B OHOM M3 BapHaHTOB OCYINECTBICHUS HM300pCTCHUS
TPUAMITUHOJIOH MPUCYTCTBYET B YKa3aHHOW KOMITIO3HIIMU B KOHIICHTPAILIUH, COCTABIIIONICH MPUOTU3uTEeIbHO 40
MT/MJL.

B omHOM W3 BapMaHTOB OCYIIECTBJICHUS HM300pPCTCHUS KOMITO3HIHS TPUAMIIMHOJIOHA COACPIKUT XIIOPHUJ
HaTpus. B Ipyrom BapmaHTe OCYIICCTBIICHUS W300pETCHUs yKa3aHHAs KOMITO3HUIIMS TPHAMIIMHOJIOHA BKITFOYAET
HATPHI-COMEPKAITYI0 KapOOKCUMETHIILIEIITIONO03Y.

B oxgHOM M3 BapHaHTOB OCYIIECTBICHHUS H300PETEHUS KOMITOZHIH TPHAMIIMHOJIOHA COAEPKUT MUKpOYac-
TUIBI TPUAMITMHONOHA. B ApyroM BapmaHTe OCYIIECTBICHUS M300peTEHHs yKa3aHHAs KOMIO3ZHIUS COICPKHUT
nosucopbat 80. B apyrom BapwaHTe OCYIIECTBJICHHS H300pETEHHS KOMITO3WIUS TPHAMIIMHOJIOHA COIEPIKUT
oJIMH WK 60yiee KOMITOHEHTOB, Takux kKak CaCly, MgCl,, anieTatr HaTpus U IIUTpaT HATpUsA. B ogHOM M3 BapmaH-
TOB OCYILECTBIICHHS M300peTeHHs yKa3aHHas KOMIIO3MIHA comepxuT monucopbar 80 B kommdectBe 0,02%
Mac./06. wmu npubamurensHo 0,02%, 0,015% wimn npudmusutensHo 0,015% Mac./006.

B oaHOM M3 BapHaHTOB OCYIIECTBICHUS M300peTeHUs] pH KOMIIO3HMIIUU COCTABISACT MPUOTU3UTEIBHO OT
5,0 mo 8,5. B mpyrom BapmaHTe OCYIIECTBIICHUS H300peTeHHs pH KOMITO3UIIMK COCTABISICT MPUOIU3UTEIBFHO OT
5,5 no 8,0. B mpyrom BapmaHTe OCYIECTBIICHUS H300peTeHHs: pH KOMITO3UIIMK COCTABISICT MPUOIU3UTEIHFHO OT
6,0 10 7,5.

B npyrom cBoeM acriekTe HacTosIee U300pPETCHIE OTHOCUTCS K CIOCO0Y MTUATHOCTHKH XOPHOUIATBHOTO
paccTpoiicTBa y manueHTa. B 0JHOM M3 BapHaHTOB OCYIIECTBICHUS N300pEeTEHNUs YKa3aHHBINA CII0CO0 BKITIOYAET
BBEJICHNE CPEICTBA JJIS JUAarHOCTHKH XOpHOUAaIbHOTO paccrpoiictBa B CXII oxHOTO MM 000WX Ti1a3 MaIleH-
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Ta; BU3YAIH3AlHI0 YKa3aHHOTO JWArHOCTHYCCKOTO arcHTa M, Ha OCHOBE TaKOW BU3yalM3alllH, YCTAHOBICHUE Y
MaIMeHTa JUarHo3a XOPHOUAAIbHOE PACCTPOMCTBO. B Mpyrom BapuaHTe OCYIIECTBICHHUS U300PETCHHS yKa3aH-
HBIM quaraoctuyeckuii areHT BeoasaT B CXII omgHoro wim 000X Iila3 mamueHTa ¢ MOMOIIBIO OXHON U3 OIMCaH-
HBIX 3/1€Ch MHKPOMI L.

B oxmHOM M3 CBOMX BapHMaHTOB HACTOAIIEE W300pETEHHE OTHOCHTCS K CHOCO0Y IMArHOCTHKH Y TalHeHTa
XOPHOHIATBHOTO paccTpoicTBa. YKa3zaHHBIN crtocoO BKIovdaeT BBeAcHHe B CXII omHOTO Mt 000WX Ti1a3 Taly-
€HTa MOJIEKyJIbI HHIomaHuHOBOTO 3eneHoro (ICG). Monekyna ICG ctuMynupyeTcs oCpeCTBOM ITOTIOIIESHHUS
MHPPAKPACHOTO M3JIYYCHUS Ha JJIMHE BOJHBI B AMamna3oHne npuoyimsurensHo ot 790 mo 805 um. Monekyna ICG
MO3BOJISIET BH3YAIH3UPOBATh COCYAUCTYIO CHCTEMY XOPHOUIAIBHOW 0007104KH. B olHOM M3 BapHaHTOB OCyIIe-
CTBIICHUS M300PETCHHUS MOJIOKUTESIBHBIN JHATHO3 XOPHOUAATBHOTO PACCTPOUCTBA MOXKET OBITH OCTANICH B TOM
cilydae, €CJIM B JKEJITOM IISATHE HAOMIOAeTCs MPUCYTCTBUE MYJbCUPYIOIIKUX MOJUIOUIHBIX COCYI0B. B apyrom
BapHaHTE OCYIICCTBIICHUS U300PETCHUS XOPHUOUIATBHEIM paccTpoicTBoM sBirsieTcs [1XB.

Kak omucano BbIlIe, B OTHOM W3 BaApPHAHTOB OCYIICCTBICHUS M300PETCHUS OJHO WM 0OJee paccMaTpu-
BacMbIX 37eCh JICKAPCTBCHHBIX CPEICTB BBOMAT B CYIPaXOPHUOHMIAIBHOE MPOCTPAHCTBO TJa3a MAIMCHTA, HYX-
JTATOIIEToCs] B JICYCHUH OJHOTO WM OOJiee PacCTPOMCTB 3aIHET0 CEerMEHTa IJia3a WIM XOPHOHMIANbHBIX pac-
CTpPOWCTB, C IPIMEHEHNEM OITMCAHHBIX 3/I€Ch MHKPOUTI U CIIOCOOO0B, TlIe YKa3aHHBIC JEKapCTBEHHBIE CPEACTBA
MOTYT OBITh WCIIOB30BAHBI JIJIS JICUCHHUS, PEAYIIPEKICHUS W/ WITH OCIa0biIeHus TshkecTH Gruopo3a 3aHEro Cer-
MeHTa ria3a (Hampumep, Muenopuoposa, ¢udpo3a mpu TUAOETUISCKOW PETHHOIATHH, KHUCTO3HOTO (HOpo3a,
pyOriryromerocst pudpo3a u kKoxHOTro Hrdpo3a).

Kak ommcano BhIllIe, B OMHOM W3 BAPHAHTOB OCYIICCTBICHUS M300pPETEHUS OJHO WM 0OJiee paccMaTpu-
BacMbIX 37eCh JICKAPCTBCHHBIX CPEICTB BBOMAT B CYIPaXOpPHUOHMIAIBHOE MPOCTPAHCTBO TJia3a MAIMCHTA, HYX-
JTAFOIIETOCS B JICUCHUH XOPHUOUIATBFHOTO PACcCTPOICTBA, C MPUMEHEHHEM OMHCAHHBIX 37I6Ch MUKPOUTII H CIIOCO-
00B, IZic yKa3aHHBIC JCKAPCTBCHHBIC CPEICTBA MOTYT OBITh HCHOJIB30BAHBI JUIS JICUCHHS, MPEIYNPEKIACHUS
W/WITA OCTa0JICHUS TSKECTH XOPUOUAATBHON mucTpoduu.

B o1HOM U3 BapHaHTOB OCYIICCTBICHUS U300PETEHUS JICKAPCTBEHHOE CPEICTBO, UCTIONB3YEeMOe IS Jicue-
HUS, TPEAYNPESKICHUS W/HUIU OCIa0NeHHus TshHKecTH (UOpo3a, MPUMEHSETCS B KOMOWHAIIMKA C OMHCAHHBIMHU
3/IeCh YCTPOHCTBAMH M CIIOCOOAMM, W JOCTABISETCA B CyNpaxOpHOWIabHOE MPOCTPAHCTBO Iaza. B apyrom
BapHaHTE OCYIIECTBICHHUS M300pETEHHSI TAaKUM JIEKApCTBEHHBIM CPEACTBOM SIBIIOTCS MHTepdepoH-ramma lb
(Actimmune®) ¢ muppenunonom, ACUHTRO028, AlphaVBetaS, amuroOeH30atT kanus, ammionn P, ANG1122,
ANG1170, ANG3062, ANG3281, ANG3298, ANG4011, antu-CTGF PHKwu, armmuanna, MeMOpaHHBINA 9KCTPAKT
actparana Salvia u Schisandra chinensis, 610kaTop arepockiiepoTndeckux oOsmex, azon, AZX100, BB3, antu-
TeJI0 MPOoTHB (akTopa pocTta coenuHuTeNbHbIX TKaneH, CT140, nanazon, Esbriet, EXC001, EXC002, EXC003,
EXC004, EXCO005, F647, FG3019, d¢ubpokopun, ¢ommcratua, FTO011, wHruOWTOphl TrajiieKTHHA-3,
GKT137831, GMCTO01, GMCT02, GRMDO01, GRMDO02, GRN510, rebepon ansda R, uatepdepon anspa-2b,
uHTepdepoH ramma-1b ¢ mupdenunonom, ITN520, JKB119, JKB121, JKB122, KRX168, anTaroHucT perento-
pa LPA1, MGN4220, MIA2, onuronykieotus MukpoPHK 29a, MMI0100, nockanun, PBI4050, PBI4419, un-
ruoutop PDGFR, PF-06473871, PGNO0052, mupecna, mupdenekc, mupdeHumoH, mmuruaencua, PRMI51,
Px102, PYN17, PYN22 ¢ PYN17, penusepren, rudpuaasie 6enxu thPTX2, RXI1109, cexkperun, STX100, unru-
outop TGF-6eta, Tpanchopmupyromuii $GakTop pocTa, OJIUTOHYKICOTHA perenTtopa Oera-2, VA999260 wim
XV615. B o1HOM U3 BapHaHTOB OCYIIECTBICHUS M300PETCHHS OHO MM OoJiee M3 BBHINICOMUCAHHBIX JIEKAPCT-
BEHHBIX CPEACTB AN JiedeHUs Gpudpo3a oOBEANHAIOT C OJHUM WX OOJiee ONMCAaHHBIMHU 3/1€Ch areHTaMH HIIH C
JIPYTUMU areHTaMH, U3BECTHBIMH CIICIIHAJIIICTaM.

B omHOM W3 BapHaHTOB OCYIIECTBICHUS H300PETEHNUS JICKapCTBEHHOE CPEACTBO, MPUMEHIEMOe IS Jieue-
HUS, TPEIYNPEKACHUS W/UIN OCIAbIeHUA TSHKECTH NHaOeTHYECKOTo OTEKa KENTOTO IISITHA, HCIONB3YeTCs B
KOMOWHAIIMY C ONMCAHHBIMU 3/1€Ch YCTPOMCTBAMH M CIOCOOAMH U JTOCTaBJISICTCS B CYNPaXOpUOHIANBHOE TIPO-
CTPAHCTBO Ia3a. B NIpyrom BapHaHTE OCYIICCTBJICHUS M300pPCTCHUS YKa3aHHBIM JICKAPCTBEHHBIM CPEICTBOM
apisorcst  AKB9778,  OeBacupanu6-natpuif, CandS,  d¢enopubpar  xommna,  Cortiject,  2-
MeTokcuaITIIGochopTHoaTHEIH onuronykieotun c-raf, DE109, nexcamera3oH, OJMTOHYKICOTHI TPAHCKPUIITA
4, wanymupyemerii moBpexaeauem JJHK, FOV2 304, iCo007, KH902, MP0112, CX434, Optina, o3ypIekc,
PF4523655, SAR1118, cuponnmyc, SK0503 wmm TriLipix. B o1HOM 13 BapuaHTOB OCYIIECTBIECHUs N300peTe-
HUS OJHO WK O0Jiee M3 BEHIMICONMCAHHBIX JEKAPCTBEHHBIX CPEACTB VIS JCUCHHS THa0ETHIECKOTo OTeKa JKEeNITo-
TO TATHA OOBETUHSIOT C OTHUM WM OoJiee ONMMCAHHBIMHU 3/1€Ch ar€HTaMH WM C APYTUMH areHTaMH, H3BECTHBI-
MU CIICIHAJIIICTaM.

B omHOM W3 BapHaHTOB OCYIIECTBICHUS H300pETEHHUS JICKapCTBEHHOE CPEACTBO, MPUMEHIEMOe IS Jieue-
HUS, IPEAYTIPESKICHAS W/AIH OCIAa0ICHHUS TSHKECTH OTEKa JKEITOTO TISITHA, UCIIONB3YeTCsS B KOMOMHAIINH C OTIH-
CaHHBIMH 3JICCh YCTPOWCTBAMHU UM CIIOCOOAMHU U JIOCTABILSICTCSA B CYNPaXOpPHOUAATIbHOE IMPOCTPAHCTBO Tiasa. B
JPYTOM BapUaHTE OCYIICCTBICHUS N300pPETCHUS yKa3aHHOE JIGKAPCTBEHHOE CPEIICTBO JTOCTABISETCS B CYIPaxo-
pUOUAATBFHOE TPOCTPAHCTBO TIIa3a YeJI0BeKa, HyKIAIOIIEToCs B JICYCHUH PACCTPOUCTBA 3aIHETO CETMEHTA riia3a
WA XOPUOUIATBFHOTO PACCTPOUCTBA, C MOMOIIBIO MOJIOW MUKPOUTIIEL. B OTHOM U3 BapHaHTOB OCYIICCTBICHUS
M300peTeHUsSI JICKAPCTBCHHBIM CPEICTBOM SIBIIAIOTCS JCHY(]Y30J-TeTpaHATpUi, TeKCaMeTa30H, YKAIUIAHTUI, TIe-
rantaHuO-HaTpuid, paHHOW3ymMald WM TPHAMIIMHONOH. KpoMe TOro, BHINICTICPCUHCICHHBIC JICKAPCTBCHHEIC
CPEeICTBa, AOCTABISAEMbIC B TJIa3HBIE TKAHW C ITOMOIIBIO ONHCAHHBIX 3/16Ch MHKPOWIJI M C MPHIMEHEHHEM OIIH-
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CaHHBIX 37€Ch CIIOCOOOB JICUCHUS, IPEIYIIPEIKACHUSI U/ WA OCITA0ICHUS TAKECTH OTEKa KEITOTrO ISTHA, MOTYT
OBITh OOBCIMHEHBI C OJHUM HWIH OOJiee OMUCAHHBIMU 31€Ch areéHTAMH WX C IPYTHMMH arcHTaMu, U3BECTHBIMHU
CHETIHATACTAM.

B omHOM W3 BapHaHTOB OCYIIECTBICHUS H300pETEHHUS JICKapCTBEHHOE CPEACTBO, MPUMEHIEMOe IS Jieue-
HUS, IPEIYTPESKICHNS W/HIHA OCTabIeHUs TSHKECTH TIa3HON THIIEPTEH3UH, HCIIOTIB3yeTCs] B KOMOWHAIINY C OTIH-
CaHHBIMH 3/I€Ch YCTPOMCTBAMH H CIIOCOOAMHU M JIOCTaBIIETCSA B CYNPaxOpHOMAAIBHOE IMPOCTPAHCTBO Iia3a. B
IPYrOM BapHaHTE OCYIIECTBIICHHS W300pEeTeHUs] YKa3aHHBIM JICKApPCTBEHHBIM CPEICTBOM SABISAIOTCS 2-MeS-
6era-ramma-CCl,-ATP, amneramua3zon, amerazonammui, apuctoMolt, Arteoptic, AZD4017, 6etanMuK, THAPOXIIO-
pun Gerakconona, 6etumon, Betoptic S, 6pumouH, OprMoHa, OPUMOHHMIMH, TapTpaT OpUMOHHINHA, OpUHH-
muH, Calte, rugpoxmnopun kapreonona, Cosopt, CS088, DE092, DE104, DE111, mop3onamup, THAPOXIOPU
JIOp30JIaMuJIa, THIPOXIOPH] AOP30TaMUAa C MaJIeaTOM TUMOJIONA, APONTHUMOIN, (POPTHHOI, TIIAyMOJ, TUIIAINI,
Ismotic, M30MPOMIITYHONIPOCTOH, U30COPOHI, JIATATIOKC, JATAHOMPOCT, JATAHOIPOCT C MaJeaTOM THUMOJIOJIA,
THIPOXJIOPH]T JICBOOYHOJIONA, JIOTCH3WH, MAHHUTCH, MAHHHUT, METUIPAHOJION, MUPECTIPUCTOH, MUKEIIAH, METHII-
panozon Minims, mupou, Hunpaguioi, Nor Tenz, Ocupress, onMecaptaH, o Taol, HUTpAT MUIoKapnuHa, Pio-
baj, Rescula, RU486, pucmon TG, SAD448, cadayran, memodn, Taduoran, Tahaynpoct, TadIympocT ¢ THMOIIO-
JIOM, THa0YyT, TAMOKOMO/I, THMOJIOJI, TAMOJION Actavis, TeMHTHIpAT TUMOJIOJNA, MajieaT TUMOJIOJA, TPaBacT, Tpa-
BOIIPOCT, YHHIIAT, KCAlakoM, KcajlaTaH WX 30MIIol. Kpome Toro, BhIIenIepeyrcIeHHbIE JIEKapCTBEHHBIE CPe-
CTBa, TOCTaBIIEMBIC B CYIPaXOPHOUJAIFHOE MIPOCTPAHCTBO TiIa3a C IIOMOIIBIO OMMMCAHHBIX 3[16Ch MUKPOHTII U C
MPUMEHEHUEM ONHMCAaHHBIX 3/IeCh CIIOCOOOB JICUEHUS, MPENYIPEKACHUS H/WIH OcTHalblIeHnsl TSHKECTH TIa3HON
THMEPTEH3UN, MOTYT OBITH OOBEIMHEHBI C OJHUM WK O0Jiee OMMMCAHHBIMH 37€Ch areHTaMH WX C IPYTHMH arcH-
TaMH, U3BECTHBIMH CIICIHATIICTaM.

JlexapcTBEHHOE CPENCTBO, AOCTABISEMOE B CYMPaXOPHOMIAIEHOE MIPOCTPAHCTBO OMUCAHHBIMU 37IeCh He-
XUPYPTUICCKUMHU CIIOCOO0AMU, HCIIONIB3YETCs B BHJC JICKAPCTBCHHOTO COCTaBa. B OIHOM W3 BapHaHTOB OCYIIC-
CTBJICHUS M300peTeHUs "JIeKapCTBEHHBIN cocTaB" MPEICTaBIsLeT COOOH BOIHBIN PacTBOP WIIU CYCIICH3UIO H CO-
JEPKHUT IPPEKTHBHOEC KOJTHMUYCCTBO JICKAPCTBEHHOTO CPEICTBA. B COOTBETCTBUM C 3TUM, B HEKOTOPBIX BapHaHTaX
OCYILIECTBIICHHS N300PETEHUS YKa3aHHBIM JIEKAPCTBEHHBIM COCTABOM SIBJISIETCS YKUIKHUI JIEKapCTBEHHBII COCTaB.
"JlekapCTBEHHBIM COCTaBOM' SIBJIIETCS COCTaB JIEKAPCTBEHHOT'O CPEICTBA, KOTOPBIM OOBIYHO COJEPIKUT OJHO
n 6osee GapMaIeBTHIECKH MPUEMIIEMBIX COCIMHCHUI-HAMIOMHAUTEIEH, U3BECTHBIX CIICIUaTUCTaM. TepMHuH
"HaITOJIHUTENG" O3HAYaeT 000N HEaKTHBHBI MHTPEAMECHT COCTaBa, KOTOPBIHM, MPEANOIOKUTEILHO, YIIyqIIaeT
TEXHOJIOTHYECKHE CBOMCTBA, MOBHIIIAET CTAOMIBHOCTD, TUCTIEPTUPYEMOCTh U CMAaYHBaEMOCTh, U YIIydIIaeT KH-
HETHKY BBICBOOOKACHHUS W/HMIIM 00JeT9aeT MHBEKIUIO JICKAPCTBEHHOTO Cpe/icTBa. B 0HOM M3 BapHaHTOB OCYy-
IIECTBJICHUS M300PCTCHUST HAIMIOJIHHUTEIh MOXET BKIIOYATh BOJY MU (DU3HOJIOTUYCCKUN PACTBOP WIIA MOXKET
COCTOSITh U3 HHX.

B ogHOM W3 BapHaHTOB OCYIICCTBICHHS H300PETCHUS JICKAPCTBCHHBINA COCTaB (HAIIPUMED, KHUIKUHN JIeKap-
CTBCHHBIN COCTaB) BKIIOYACT MUKPOYACTHUIIBI MM HAHOYACTHIIBI, COJIEPHKAIIUC M0 MCHBIICH Mepe OJHO JieKap-
CTBCHHOC CPEJCTBO. [Ipu 3TOM KenaTeabHO, YTOOBI TaKHEe MUKPOYACTHIIBI MM HAHOYACTHUIIBI CIIOCOOCTBOBAIU
perympyeMoMy BBICBOOOXKICHHIO JICKAPCTBEHHOTO CPEJICTBA B CYNPaxXOpPUOUAATHHOE MPOCTPAHCTBO U B OKPY-
JKaIoIIel ero TKaHW 3aJHeTO CeTMEHTa Tia3a. Mcromb3yeMblii 31ech TEPMUH "MUKpOYacTUIA" BKIFOYaEeT MUKPO-
cepbl, MUKPOKAIICYJIbl, MUKPOYACTUIIB U CEephl, IMEIONTIE CPEIHEUNCICHHBIN THaMeTp MPUOIM3UTEIRHO OT 1
MKM 70 100 MKM, HarmpuMep MPUOIM3UTENTHHO OT 1 10 25 MKM Wi mpuOIM3HTeabHO oT 1 10 7 MkM. "Hanoua-
CTHUITBI" TIPENCTABIISAIOT COOOH YaCTHIIBI, UMEIOIIUE CPEIHUN quamMeTp nmpuoan3uteabHo ot 1 1o 1000 aM. B ox-
HOM M3 BapMaHTOB OCYIIECTBICHUS M300pETCHUS MHUKPOYACTHIBI UMEIOT Dsy mpuOMM3nTeNnsHO 3 MKM HITH Me-
Hee. B nmpyrom BapuaHTe ocyiecTBICHHS H300peTeHus Dsg cocTaBiseT mpuOIu3uTeNbHO 2 MKM. B 1pyrom Ba-
puaHTe ocymiecTBIcHUS n300pereHust Dsy 4acTUIl B JEKapCTBCHHOM COCTaBE COCTABISCT MPHOIU3UTEIHHO 2
MKM WU MeHee. B apyroM BapuaHTe ocymiecTBiecHHS n300peTeHust Dsy 9acTHIl B JIGKAPCTBEHHOM COCTaBE CO-
ctaBiseT npuoamsuTensHo 1000 HM win MeHee. B 01HOM W3 BapuaHTOB OCYIICCTBICHHUS H300PETCHUS JIEKapCT-
BEHHBIN COCTaB COJEPKHUT MHUKPOUYACTHUIIBI, UMeromue Dgg mpubnmsurensHo 10 MkM wiam MeHee. B ogHOM U3
BapHaHTOB OCYIIECTBICHHUS W300pETCHUSI MUKPOYACTHUIEI UMEIOT Dsy mMpUOMU3UTENHHO 3 MKM WIH MeHee. B
JIPYTOM BapHaHTE OCYIIECTBICHUS M300peTeHns Dsy cocTaBimseT nmpuONMM3uTeNnsHO 2 MKM. B npyrom BapuaHTe
ocCyIecTBIIeHHUS n300peTeHns Dsy 9acTHIl B yKa3aHHOM JIEKaPCTBEHHOM COCTAaBE COCTABISAET MPHOIU3UTEIHHO 2
MKM WM MeHee. B npyrom BapmaHTe ocymiecTBICHHS M300peTeHust Dsy 4acTHIl B yKa3aHHOM JIEKapCTBEHHOM
coctaBe coctaBisieT npuomm3uTensHo 1000 HM wim MeHee. B 0JTHOM W3 BapHMaHTOB OCYIIECTBICHUS H300peTe-
HUS JICKQPCTBEHHBIH COCTaB COAEP)KUT MUKPOYACTHUIIHI, HMefome Dgg mpubmmsurensro 10 MM wimn MeHee. B
OTHOM W3 BapHaHTOB OCYIIECTBICHHS M300PETCHHUS MHUKPOUYACTHIBI UMEIOT Dsy MpUOTU3NTENFHO 3 MKM A
MeHee. B apyroM BapuaHTE OCYIIECTBICHHUS M300peTeHus Dsy cocTaBiseT MpUOTU3UTEIHHO 2 MKM. B apyrom
BapHaHTE OCYIICCTBIICHUS M300peTeHUs1 Dsy yacTHIl B JICKAPCTBEHHOM COCTAaBE COCTABIISACT MPUOIH3UTEIBHO 2
MKM WU MeHee. B apyroM BapuaHTe ocymiecTBicHHS n300peTeHust Dsy 9acTHIl B JIGKAPCTBEHHOM COCTaBE CO-
craisieT npudmusuTensHo ot 100 HM 1o 1000 HM. B 01HOM M3 BapHaHTOB OCYIIECTBIICHUS! H300PETEHHUS JIeKap-
CTBEHHBIH COCTaB COAEPKUT MUKpOYaCTHIbI, nMetoue Doy npubnusurensHo ot 1000 aM 1o 10 MxMm. B ogHOM
U3 BapUAHTOB OCYIICCTBIICHUS M300PETCHUS MUKPOYACTUIBI HMEIOT D50 mpuOausuTenpHo oT 1 MKM 10 5 MKM
WM MeHee. B npyrom BapmaHTE OCYIIECTBIICHHUS H300pETCHHS JEKAPCTBCHHBIM COCTAB CONEPXKUT YACTHUIIBI,
nmetontre Doy mpubmmsuTensao 10 MkM. B apyrom BapuanTe ocymiecTBiieHust n3o0peTeHust Dog 9acTuIl B yka-
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3aHHOM COCTaBE¢ COCTABJISICT MPUOTU3UTEIHHO MeHee YeM 10 MKM, WK MPHOIH3UTEIEHO MEHEE YeM 9 MKM, HJIH
NPUOIU3UTEIFHO MEHEEe YeM 7 MKM HJIH IPUOIH3UTEIHHO MEHEe YeM 3 MKM. B npyrom BapuaHTe OCYIIECTBIIC-
HUS NW300pEeTeHUs] MUKPOYACTHUIIBI MIM HAHOYACTHIIBI COIEPIKAT MPOTUBOBOCIIAINTEIHHOE JIEKAPCTBECHHOE CPe-
cTBO. B npyrom BapmaHTe OCYIIECTBICHUS N300PETEHHUS YKa3aHHBIM IPOTHBOBOCIAINTENFHBIM JIEKapCTBEHHBIM
CPEICTBOM SBISETCS TPUAMIIMHOJIOH.

MuKpOUYaCTHIHI I HAHOYACTHIIEI MOTYT OBITh, @ MOTYT M He OBITh, cheprueckuMH. "MUKpOKAICyibl U Ha-
HOKAIICYJIBI" ONPENeNIioT KaK MUKPOYACTHIIB 1 HAHOYACTHUIIH, HMEIOIINE BHEITHIOI 000JI0YKY, OKPY’KAIOIIYIO
CEpIIIEBUHY, COCTOSIIYIO M3 Ipyroro BemecTBa. CepAleBHHA MOXET OBITh JKUAKOH, Teleo0pa3HON, TBEpIOH,
ra3000pa3HoOi WM KOMOMHUPOBAHHOW. B 0JJHOM ciTyyae MUKpOKAIICyJia FIIM HAHOKAICYJIa MOXKET PEACTABISTh
c000i1 "MHUKPOIY3BIpbKH" MM "HAHOMY3BIPHKH'", IMEIOIIE BHENTHIOW 000JI0UKY, OKPY>KaroNIyI0 Ta3000pa3Hyto
CEepALIEBHHY, I'/Ie YKa3aHHOE JIEKApCTBEHHOE CPEACTBO NMPUCYTCTBYET Ha IOBEPXHOCTH BHEIIHEH OOOJIOUKH, B
caMoi BHEIIHEH 00010uke uiH B cepaneBruHe. (MUKpOMY3bIphKYA U HAHOMY3BIPEKH MOTYT OBITH BOCIIPHUMYHBEI
K aKyCTUYCCKUM BHOpAIUsIM U, KaK U3BECTHO CIICIUATUCTaM, MOTYT OBITh HCIIOJIb30BAHBI JUIS JUATHOCTHKH,
100 OHU MOTYT JIOTIATHCS ¢ BEICBOOOKICHUEM HX IMOJIC3HOW HATPY3KH B BHIOPAHHOM YYACTKE TJIA3HOW TKaHU).
"Mukpocdepsr” 1 "HaHOCHEPHI" MOTYT MPEACTABIATE COOOH CIUTONTHBIE C(hephl, MOTYT OBITH TIOPUCTHIMHU U MO-
TYT UMETh CTPYKTYpPY, HATOMHHAIOIIYIO TyOKY MM COTHI M 00pa30BaHHYIO MOpPaMH WM ITyCTOTAMH B MaTpH-
HOM MaTepuaye Wil B 000J0YKe, THO0 OHH MOTYT UMETh MHOYKECTBO JAUCKPETHBIX ITyCTOT B MATPUYHOM Mare-
puane Wik B 000709Ke. MUKPOYACTHIIBI U HAHOYACTHI[BI MOTYT TAaKXXe COJIEpKaTh MaTPUYHBIA MaTepuai. Ma-
TEpHaIoOM O00OJIOYKH MIIM MAaTPUIHBIM MAaTEPHajIOM MOTYT OBITH MMOJIUMEP, aMHHOKHUCIIOTA, CaXapH WIH JPyroe
COEIIHEHHE, N3BECTHOE CIICIIHAIIICTaM B 00JIaCTH MUKPOWHKAIICYJIISIHH.

MUKpOYACTHIIEI MM HAHOYACTHUIIBI, COACPIKAIINE JICKAPCTBEHHOE CPEJCTBO, MOTYT OBITh CYCIICHIUPOBAHEI
B BOJTHOM WU OC3BOJHOM >KHIKOM HocuTene. JKUIKuii HOCUTEIh MOKET MPEJCTaBIATE COOOU (hapMarieBTHIC-
CKH TIPUCMJICMBIN BOJHBIM PacTBOp M MOXKET TaKXKE BKJIOYATh, HO HEOOSI3aTEIBHO, MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO. MUKPOYACTHUIIBI WM HAHOYACTHUIIBI JICKAPCTBEHHBIX CPEICTB CAaMH MOTYT BKIIFOYATh HATIOJIHHUTEIb,
TaKOW KaK MOJMMEp, MOJINCaXapu, TOBEPXHOCTHO-aKTHBHOE BEIIECCTBO U T.II., U3BECTHBIC CIICIHATIICTaM B 00-
JIACTH PETYIALUN KHHETUKH BEICBOOOKICHHS JICKAPCTBCHHBIX CPEACTB U3 YACTHII.

B ogHOM M3 BapHaHTOB OCYIIECTBICHUS H300pETCHUS JICKAPCTBEHHBIH COCTAB TAaKXKE COAEP)KUT areHT, Ko-
TOpBIH sBIsIETCS ()PEKTUBHBIM TS pa3IoKEeHUS KoJuareHa win BoslokoH GAG B ckiepe, Tlie yKa3aHHBIA areHT
MOJKET CTUMYJIHPOBATh MPOHUKHOBEHUE/BHICBOOOXKICHNE JIEKAPCTBEHHOTO CPEICTBA B TJIa3HBIE TKAaHU. TakuM
areHTOM MOJKeT OBITh, HampuMep, pepMeHT, TaKOH KaK IHaypOHHIa3a, KOJUIareHa3a Wik X KoMOMHauuu. B
BapHaHTE ATOTO crocoba, GepMEHT BBOMIAT B TIa3HYIO TKaHb IO OTAEIHHOCTH, JTUOO /10, TUOO TOCie BIUBAHUS
JIEKapCTBEHHOTO cpenicTBa. PepMEHT U JIEKapCTBEHHOE CPE/ICTBO BBOJSAT B OJIMH U TOT )K€ YYACTOK.

B npyrom BapmaHTe OocymecTBICHHS M300pETEHHS JIEKAPCTBEHHBIM COCTaBOM SIBIISIETCS COCTaB, (baza Ko-
TOPOTO M3MEHSCTCS TIOCIIC €r0 BBeJCHHS. Tak, HanpuMep, JKUAKUHA JICKapCTBEHHBIN COCTaB MOXKET OBITh BBEICH
MyTEeM UHBEKIUH Yepe3 MOJIbIe MUKPOUTIIBI B CYIIPAXOPHOUAATBHOE MPOCTPAHCTBO, TIC 3TOT COCTAB CTAHOBHUTCS
reJieM, 1oCyIe Yero JeKapCTBEHHOE CpelICTBO JU((YHIMPYET U3 STOTO Tellsl C PeryIHpyeMBbIM BEICBOOOKICHUEM.

Kak ommcaHo BEINIE, JCKAPCTBCHHBIC CPEACTBA, JOCTABIIIEMBIC B CYMPAaXOPHOUAATIBHOEC MPOCTPAHCTBO
OTIMCaHHBIMH 3[I€Ch CIIOCO0aMHU, TO €CTh CIIOCO0aMH JICUYCHHS OHOTO WK O0JIee pacCTPOMCTB 3aJHET0 CeTMEHTa
TJ1a3a WIK XOPUOUJAIBHBIX PAaCCTPONCTB, MOTYT OBITH BBEIICHH B KOMOMHALIMK C OJXHWUM WU OoJiee TOTIOTHH-
TEJNbHBIMH JIEKAPCTBEHHBIMH CPEJICTBAMU. B OTHOM M3 BapHaHTOB OCYILIECTBIICHHUS N300peTeHus OHO Min 00-
Jiee JOTIOJTHUTENBHBIX JIGKAPCTBEHHBIX CPEICTB IPHCYTCTBYIOT B TOM )K€ COCTaBe, B KOTOPOM IPHCYTCTBYET
MepBOe JIEKAPCTBEHHOE CPEACTBO IS JICUEHHUS PACCTPOMCTBA 3aJHETO CETMEHTa Tjla3a WM JIEKapCTBEHHOE
CPEZCTBO JUTS JICYEHUSI XOPUONAAIBHOTO paccTpoicTBa. B ipyroM BapuanTe oCylecTBICHNS H300PETEHHS OHO
win 0oJiee JOMOTHUTENBHBIX JCKAPCTBCHHBIX CPEICTB BBOAST HHTPABUTPEATBHO, TIEPOPATFHO, MECTHO WM T1a-
PEHTEpaIbHO YEJI0BEKY, HYKIAIOIIEMYCs B JICYCHUU PACCTPOHCTBA 33 JHETO CETMEHTA TJIa3a MIIH XOPUOUIATBHO-
ro paccTpoiicTBa. B oqHOM M3 BapuaHnTOB ocymiecTBiieHHs: n3o0perenus anrtaronuct VEGF nocrasmisior B cyn-
paxopHoHIaIbHOE IPOCTPAHCTBO IJla3a YeJI0BeKa, HYKAAIOIIErocs B JICYEHHH PacCTPOMCTBA 3a/JHETO CErMeHTa
rJ1a3a WM XOPUOUJAEHOTO PACCTPOUCTBA, OJHUM M3 OMUCAHHBIX 3/IECh CIIOCOOOB, B KOMOMHAITUH C aHTArOHU-
ctom PDGF. Anrtaronuct PDGF BBomsT, HanmpuMep, B CTEKIOBUAHOE TEJNO WM B CYNPaxXOpHOHIAIBHOE IMPO-
CTpaHCTBO. B apyrom BapmaHTe ocymiecTBiIeHUs n300pereHus antaronnctT PDGF nocraBisior B cympaxopuoun-
JAIBFHOE MPOCTPAHCTBO TJIa3a YeJI0BeKa OMMCAHHBIMU 37ech criocobamu B kKomOnHanmu ¢ antaronnctomM VEGF.
Amnraronuct PDGF u antaronuct VEGF MoryT ObITh BBEIIeHBI B OJHOM W TOM JK€ COCTaBE WM B OTIEIBHBIX
cocTraBax.

[ToMrMO HOCTaBKH B CympaxOpHOHUIATIBFHOE MPOCTPAHCTBO, OJHO WM OoJiee NOMOTHUTEIHHBIX JIEKapCT-
BEHHBIX CPEJICTB, BBOJUMBIX YCIIOBEKY, MOTYT OBITh JIOCTaBJICHHI B cTekinoBuaHOoe Teno (IVT) (Hanpumep, myteM
WHTPABUTPCATbHON WHBEKIINU, BBSACHUS UMIUIAHTATA B CTCKJIOBUIHOC TEJIO FJIU BBEIACHUS B BUJIC TJIA3HBIX Ka-
nenb). Crnoco6br [VT-BBeieHHsT XOpOIIO U3BECTHBI CIIEIMAINCTaM B JaHHOH oOnacTu. [IpumepaMu nexapcTBeH-
HBIX CPEJICTB, KOTOPHIC MOTYT OBITh BBEICHBI B CTCKIIOBHIHOEC TEIO, SBISIOTCS, HO HE OTPAaHHYUBAIOTCS HMU:
A0003, AO0006, anemomon, AdPEDF, admmbepuent, AG13958, arammpcen, AGN208397, AKB977S,
AL78898A, amuinonn P, uarnburop anrmoreHesa, ucnonb3yeMelid B renotepanun, ARC1905, aypokopr, OeBa-
3UpaHNO-HATPUM, OPUMOHHIWH, TapTpaT OpuMoHHIuHA, OpoMdpenak-HaTpuit, Cand5, CERE140, murankiop,
CLTO001, CLT003, CLT004, CLT005, antamep koMIroHeHTa koMiuiemMenTa 5 ([IOruimupoBaHHbBIN), aHTUTEIO

- 46 -



034963

npotuB KomruieMmenta ¢axropa D, Cortiject, 2-meTokcuaTrndochoprroaTHslidi onuronykieornn C-Raf, nuk-
nocniopuH, TpuaMimaoion, DE109, nenydo3on-terpanarpuii, 1ekcamerasoH, ¢ocdar aekcamera3zoHa, JU3HTep-
THJ, OJIMTOHYKJICOTH I TpaHckpumita 4, nHaynupyembri mospexnenuem JIHK, E10030, skammantun, EG3306,
Eos013, ESBA1008, ESBAI105, Eylea, FCFD4514S, aneronua ¢uyonWHONOHA, OJMTOHYKICOTHn fms-
POJICTBEHHOW THPO3WHKHWHA3BI 1, (pomuBHp3eH-HaTpuH, (ocOperadbymma-TpoMeTamun FOV2301, FOV2501,
TaHITMKJIOBHP, raHmukioBup-Hatpuii, GS101, GS156, rmanyponnnaza, IBI20089, iCo007, Tluvien, INS37217,
n3onen, JSM6427, kanourop, KH902, nepnenmumymad, LFG316, monenatnc, M200, makyred, Makyueido, Muk-
pomtazmuH, MK0140, MPO112, NCX434, ren uetiporpoduna 4, OC10X, oxpurazmua, ORA102, o3ypuekc,
P144, P17, manomux 529, ruapoxinopu na3onaMuia, NeranTaHuO-HaTPUil, HHTMOUTOPHI KaJULTHKPEUHA TUIA3MEI,
anramep MoJIMIeNnTuAa TpoMoouuTapHoro dakropa pocra-oera (IIOI mnuposannsiii), POT4, PR-167, PRS055,
QPI1007, panubusymab, pecBepaTpodl, peTHIIOH, TeH Oenka 65 k/la, criennUyHOro It MUTMEHTHOTO STIHTEIHS
CEeTYATKH, PETHCEPT, (PaKTOp KHU3HECTIOCOOHOCTH MaJ04YKOOOpasHbIX KIeTOK KoHyca, RPE6S, nucnons3zyemslii B
renorepanuu, RPGR, ucnons3yemstiii B renorepanuu, RTP801, Sd-rxPHK, ren uaruburopa ceprnus-nenTuaassl
ureHa 1 xmagoruna F, Sirna027, cuponumyc, conenmuszymad, SRT501, STP601, TG100948, Trabio, Tpuamiu-
HOJIOH, aIleTOHWJ TPUAMIIMHOJIOHA, TPUBApHC, aHTHTEIO MPOTUB (akTopa Hekposa omyxonu, VEGF/rGel-Op,
BepTenopduH, BU3YANH, BUTPA3a, BUTPAIICNIT, BUTPABEH, BUTPeall, BOJIOIMKCUMa0, BoTpueHTt, XG102, kenbpom,
XV615 u 3ubpecrat. B cOOTBETCTBUU € 3TUM, CIIOCOOBI COTIIACHO M300PETEHUIO BKIIOYAIOT HHTPABUTPEATHHOE
BBenenue (IVT) omHoro umm Gosiee W3 BBHIMIETIEPEUHCICHHBIX JICKAPCTBEHHBIX CPEICTB B KOMOWHAIIUHN C OJTHUM
i 6oiee ONMCaHHBIMU 3/1€Ch JICKAPCTBEHHBIME CPEICTBAMH, BBOAMMBIMH B CYIPaXOPHOUIAIEHOE TIPOCTPAH-
CTBO C ITOMOIIBIO OTIMCAHHOTO 37IeCh YCTPOHCTBa "MuKpowuria".
Ipumepsr

Hacrosimee n3o00peTeHne TOMOTHUTENHHO MPOMLUTIOCTPUPOBAHO CO CCHIIKAMU Ha HIDKECIEIYIOIIUe MpH-
Mepbl. OIHaKO CIEAYEeT OTMETHTb, YTO ITH NPHUMEPHI, & TAKKE OMMCAHHBIC BBIIIC BAPUAHTHI OCYIECTBICHUS
M300peTeHNs IPUBOIATCS JIMIIB B ENSIX WUIIOCTPAMK U HE PacCMaTPHBAIOTCS KaK OrpaHHYCHUE 00beMa H30-
OpeTeHus.

Marepuanbl 1 METOIBI.

Ecmm 310 HE oroBopeHO 0c060, TO memnble Ta3a kpoirka (Pel-Freez Biologicals, Rogers, AR), riaza cBu-
HbH (Sioux-Preme Packing, Sioux Center, IA) u ria3a genoseka (Georgia Eye Bank, Atlanta, GA), BMmecTe ¢ ux
3pUTETHHBIMI HEpBaMU, ITOMEIIAIN Ha JeI W XPaHIIN BO BIAXHOM COCTOSHUHU Ipu 4°C B TeueHHE MepHOAa
BpeMeHH /10 3 aHe#. [1aza, mepen ux MCHOIb30BaHUEM, JOBOAWIN JO KOMHATHON TEMIIEPAaTyphl U yIANISIIA BECh
JKUP ¥ KOHBIOHKTHBY JUTSI OOHAKEHUS CKIICPEI.

Ecnu 3T0 He oroBopeHo 0co00, TO MOJIBIE MHUKPOUIIIBI OBIITM M3TOTOBJIEHB! N3 OOPOCHIMKATHBIX TPyOOUYeK
mukponunetok (Sutter Instrument, Novate, CA), kak onmcano panee (J. Jiang, et al., Pharm. Res. 26:395-403
(2009)). Ha ¢wur. 7A nponuTFOCTPUPOBAHO CPABHEHUE MOJIOW MUKPOWTIIBI, HIMCIOIICH KOHIICBYIO YacTh C UTION
JUTSL TIOJIKO’KHBIX MHBEKIUH kanmmoOpa 30 (Macmrad=500 MKM). Y CTpOWCTBO, HAIIOMHUHAIOIICE MTEPO C 3aBUHYU-
BAIOILEHCS KPBIIKOH, OBUIO CHENMaTbHO W3TOTOBJICHO UISl TIOMEIICHHST B HETO MHUKPOUIJIBI TaK, YTOOBI MOXKHO
OBUIO TOYHO KOPPEKTHPOBATH €€ JUIMHY. DTO YCTPOHCTBO OBUIO MOACOEIMHEHO K AEPIKaTeNto I MUKPOITHUIIE-
tok (MMP-KIT, World Precision Instruments, Sarasota, FL) ¢ cuctemoii TpyOOK, KOTOpbIe OBLIH TIOICOETUHEHBI
K HIIMHAPY, COAEpIKaIeMy ra3000pa3HbId AUOKCU YIIIepoaa U MoJadyn MHPY3HMOHHOTO naBieHus. [lepxa-
Teb ObLT ToficoenuHeH kK MukpoManumnyistopy (KITE, World Precision Instruments), KOTOpBIi HCITONTB30BaIICS
JUTS PETYJISIIAN BBEACHUS MUKPOUTIIBL B CKIIEPY.

MoanduunpoBannsle kapookcunatom cdepsl FluoSpheres® (Invitrogen, Carlsbad, CA) 6bun BBeZeHHI B
Buze 2 mac.% TBepIo# cycrneH3nu, nMeroniei yactuisl quamerpom 20, 100, 500 u 1000 aM. K 310i cycnenznn
nob6asisumr TBHH 80 (Sigma-Aldrich, St. Louis, MO) B koneuHo# koHIeHTpanuu 0,5 Mac.% u mepes ucmoib30-
BaHMEM CYCIICH3UIO 00pabaThIBaIN YIbTPa3ByKOM.

Cynbsdoponamun B (Sigma-Aldrieh) pactBopsiin B cOaaHCHpOBaHHOM coJieBoM pacTBope XaHkca (Medi-
atech, Manassas, VA) ¢ mojydeHreM CyIb(hOpoIaMHHOBOIO pacTBopa B KoHuenTparuu 10 M. YacTust cyiis-
¢ara Gapus (Fisher Scientific, Waltham, MA), umeromue aunamerp 1 MKM, CyclIeHANPOBAIN B cOAIaHCHPOBAH-
HOM cosieBoM pactBope (BSS Plus, Alcon, Fort Worth, TX) ¢ monyuenuem 1,5 mac.% cycrneH3um.

CrienpaJibHO M3TOTOBJICHHAsI aKpHUJIOBas MaTpHIla, MMeEIomas (opMy, COOTBETCTBYIOIIYIO BCEMY TJasy,
ObuTa co3maHa UIA 3aKPEIUICHHUS IJla3a B YCTOWYHMBOM COCTOSIHUH M WCIOJIB30Bajach BO BCEX IKCIIEPHMEHTaxX
(¢dwur. 7B). KateTep BBOAMUIN Yepe3 3pUTEINBHBIN HEPB B CTEKJIOBUIHOE TEJIO M MOJCOSAUHSIN K OyThumn ¢ BSS
Plus, Haxos1Ielics Ha ONPeIETICHHON BBICOTE ISl CO3JaHMsI COOTBETCTBYIOMIETO BHYTPHUTIIA3HOTO faBieHus (18
w 36 MM pT. CcT.). BakyyMm co3maBasii B KaHaJe B MaTpHIE U 3aKPEIUICHHUS BHEITHEH MOBEPXHOCTH Iiaza B
YCTOIYMBOM IOJIOKEHUH BO BpeMsI BBEICHISI MUKPOUTIIBI U paboTHI ¢ Hel. Kakas Mukpowuriia Obu1a IpeaBapu-
TENIFHO 3aIl0JIHEHa HY)KHBIM 00BEMOM BBOJMMOTI'O BELIECTBAa. MHUKpPOWTIIY IMOMEIIANN B JAepiKaTelb YCTpPOHCTBa
Ha YCTAQHOBJICHHYIO JUIMHY, a 3aTeM IOJICOEIUHSIN K MUKPOMAHUITYJIITOPY U K UCTOYHHKY ITOCTOSIHHOTO JIaBJIe-
HUS. 3aTeM MHUKPOWIJIBI BCTABIISUIN MEPICHANKYIISIPHO B TKaHb CKJICPHI Ha 5-7 MM mo3aau JiumoOa. s uHayIm-
poBaHMs MH(Y3MH TOABAIM ONpeJiesieHHoe aaBieHue. [Ipu atom HeoOxoxumo B TedeHue 30 ¢ moHabIrONATh,
He HayHeTcs JIM MHQY3us pacTBopa. Eciam 3TO mpomcxoanT, TO MoAady AaBieHUS NMPEKPaIIaloT cpa3y Iocie
MHBEKIMN OlpeelieHHoro o0beMa. Ecnm Bu3yanbHOe HaOMIONICHHE YKa3bIBAJIO HA JIOKAJIU3AIWIO BBEACHHOTO
BEIIECTBA B CYNMPAaxXOPHOUAAIBHOE MPOCTPAHCTBO, TO 3TO O3HAYAET, YTO MHBEKIMA Ipomnuia ycmemHo. Eciu B
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9TOT IEpHO]] BpeMeH! MH(]Y3UsI He Hayaslach, TO MMoJavy JaBJICHUS MPEKPaIlalOT M Uy M3BIEKAIOT. DTOT CIIy-
Yail paccMaTpHUBaeTCsl Kak HeyAaqHas JOCTaBKa.

I'maza i X BH3yalIM3alliyl MO MUKPOCKOTIOM BEIHMMAJIHM M3 YCTaHOBKH Yepe3 HECKOIBKO MUHYT IMOCTE
3aBEpIICHHUS TOCTaBKH JICKAPCTBEHHOTO CPEACTBA. 3aTE€M IJia3a MOMEIIAIN B alleTOH WM M30ICHTaH, HaXOms-
IIUHACS HA CyXOM JIBAY WJIH B JKHAKOM a30Te€, YTO MPHUBOIIIIO K ITOJHOW 3aMOPO3KE Ii1a3a 4epe3 HECKOIBKO MH-
HYT TIOCJIEe €T0 IOMEUICHHS B alleTOH WM M30ICHTaH. 3aMOPOKEHHBIHN TIJ1a3 BRIHIMAJH W3 KHUIKOCTH, H YacTH
TJ1a3a pas3pe3asid BPYUHYIO JIe3BUEM OpUTBHI IS BU3yalU3aIlli BBEJACHHOTO BEIIECTBA. Busyanmsamnumio ocyre-
CTBISUIM TIOJI CTEPEOMHKPOCKOIIOM C HCIIONB30BAaHUEM SIPKOTIONBHOW M (PIIyopecreHTHOW ONTHKH (MOIenhb
SZX12, Olympus America, Center Valley, PA). Hactu, comepsxariue cCKiIepy, XOpHOHIaIbHYI0 000JI0YKY U CET-
4aTKy, MOMEIIAIN B CPely ¢ ONTUMAJILHOW TemIeparypoil paspesanus (Sakura Finetek, Torrance, CA) u 3amo-
PaXUBaJM Ha CYyXOM JIbIY WJIHM B JKHUAKOM a3ore. M3 aTux oOpa3uoB Aenanu Kprocpessl ToamuHor 10-30 MM
(Microm Cryo-Star HM 560MV, Walldorf, Germany), a 3aremM 3T 00pa3isl BU3YaJIM3UPOBAIN MO/ SPKOIIOJIb-
HBIM U (pryopectieHTHBIM MEKpockoroM (Nikon E600, Melville, NY) ans onpeaencHus JOKaIH3aluu BEIICCTBA,
BBE/ICHHOTO B IJ1a3 MyTeM MHBbEKIUH. [lomydeHHble H300pakeHHsI COCTABIISUIM BMECTE, €CIIM 3TO OBbIIIO HE0OXO-
Mo, ¢ loMorbio porpammel Adobe Photoshop (Adobe Systems, San Jose, CA).

I'ma3a cBMHBH, UCTIONB3YEMBIE ISl MUKPOKOMIIBIOTEPHON TOMOTrpaduu, He 3aMOpPaXKWBAJIH IIOCIIC HHBEK-
. BMecTo 3T0r0, B Ta3a CBUHBH WHBEIMPOBAIN CYCICH3HIO CylbdaTa Oapus, a 3aTeM CTaOMIN3UPOBAIN B
poOupke 11t 00pas3ioB nuamerpoM 30 MM U CKaHUPOBAJIH B aTMoc(hepe OKpyKaroIel Cpelibl ¢ HCITOJIb30BaAHN-
€M HaCTOJILHOM CHCTeMBbI I Toaun mydka yrydei Scanco nCT40 (Scanco Medical AG, Briittisellen, Switzer-
land) ¢ pasmepom m3otpormHoro Bokcena 30 mkm, E=55 kB/I1a, I = 145 MKA, 1 BpeMeHeM HHTETPaIUH, PaBHBIM
200 mc. C momonipio aaroputMa oOpaTHON CBEPTKU Ha OCHOBE TeXHOJIOTHH, pa3zpadboTtannoi Feldkamp et. al. (J.
Opt. Soc. Am. A-Opt. Image Sci. Vis. 1:612-619 (1984)), ucxonHble 1aHHbIE aBTOMaTHIECKH PEKOHCTPYHPOBa-
JIM C TOJTydeHHeM 4epHO-0enbix 2D-Tomorpamm. ['06anbHble BETUUUHBI CETMEHTAINH (CTaHAapTHOE OTKIOHE-
Hue (Gauss sigma), HopMaJIbHOE paclpeielieHne (IraycCoBO MHOXECTBO) U IIOPOTOBBIC 3HAYEHHS) BHIOUpPAIHN IS
00J1acTH C TIOBBIIIEHHOH KOHTPAcCTHOCTBIO, a TAaK)Ke JIS OOBIYHBIX TKaHeH Iiaza. UepHo-Oenble TOMOTpaMMEI
o0beanHsUH, 1 1BondHbIe 3D-n300pakeHus ObUTH MOJYYEHBI C UCIIOJIb30BAHMEM ONTHMAIIBHBIX BEJIMYHH CET-
MeHTanuy (0HO n300pakeHHe VIS LEeJIoro Tilasa, a ApYyroe I 00JacTH, B KOTOPYIO OB BBEJICH KOHTPACTHOE
BEIIECTBO). DTH U300paKCHHS HAKJIAJBIBAIIN APYT HA JAPYTa C UCMOJB30BaHUEM SI3bIKa 00pa0OTKH N300paKeHUH
Scanco I WIUTIOCTPAIAN OTHOCHTENHHOTO 3D-MoI0XKEeHNU B OOJIACTH IIEJIOT0 TJIa3a ¢ YCHICHHON KOHTPAacTHO-
CTBIO.

IIpumep 1. JloctaBka cOoeAMHEHUS-MOJEINA B CYNPaXOPHOUIAIBHOE MPOCTPAHCTBO C IMOMOIIBIO MOJIOH
MUKPOUTJIIHI.

Cynsdopomamun B, dayopecuupyromuii B KpaCHOM JHaIa3oHe CIEKTpa, UCTIONb30BAIM B Ka4eCTBE CO-
€/IMHEHUS-MOJICTH ¥ HHBEIIMPOBAIIM B TJIa3a CBUHBH €X VIVO C IIOMOILBIO TOJIOW MUKPOMTIJIBI, BBEICHHOW TOYHO
B OCHOBaHHE CKJIEPHI ISl JOCTABKM ATOTO COEIMHEHMS B CYNPaxOpHOUIAIbHOE MPOCTPaHCTBO. [lomydyeHHoe Ha
SPKOMOJIEHOM MHKPOCKOIIE M300paK€HHE CArTUTAILHOTO MONEPEYHOro CeYeHUs] HeoOpaboTaHHOTO IJla3a CBH-
HBH, KaK moka3zaHo Ha ¢ur. 8A u 8B (macmrTab: 500 MKkM), OBUTO CHETaHO JO W MOCIE UHBEKIUU 35 MKI CYJb-
¢doponamuna B. HopmanbHas rnasnas tkaub (pur. 8A) Moxker ObITh AnddepeHInpoBaHa sl UICHTUPHUKALUH
CKJIEPHI, XOPHOMOAIFHOW OOOJIOYKH, CETYaTKH M CTEKIOBHIAHOHN kuakocTu. llocie wHOY3MHM coennHEHHS-
Moaenu (¢pur. 8B), cynbpoponaMUHOBBINA pacTBOP MOXKHO OBLIO BHAETh HEIMIOCPEICTBEHHO HUKE CKJIIEPHI U BBI-
IIe XOPHOUAATBHOM 000I0UKH B CYIPaXxOpHONIATEHOM IIPOCTPAHCTBE, YTO MOATBEPIKIANIO, YTO PACTBOP IMOCTY-
TaJl B CyIIPaxopHOUIaIbHOE IPOCTPAHCTBO M3 IEPBOHAYAIBFHOTO yYaCTKa HHBEKIIUK M PACTIPEACIIIICS TI0 3TOMY
npoctpancTBy. O0beMbI 10 35 MKM MOXXHO OBIJIO BBOJIWUTH 0€3 IMOTEpPh, HO OONBIINE 0OBEMBI TPOCAYNBAIUCH
yepe3 OTBEPCTHS Ha MOBEPXHOCTH IJIa3a, TAC MOJDKHBI HAXOAWTHCS BEHBI 3aBUTKA in vivo. OmHAKO MOCIEeayIo-
IIMe SKCIIEPUMEHTHI, IIPOBOJMMBIC Ha CBHHBSX M KPOJMKAaX in Vivo, MPOJEMOHCTPUPOBAIIM JOCTABKY JIEKapCT-
BEHHOTO CPEJICTBA B CYNPaxOpHOHUAAIBHOE IMPOCTPAHCTBO B oObeMe 10 100 MxM Oe3 mmpocayuBaHHs 3TOTO Jie-
KapCTBEHHOT'O CPEJICTBA Yepe3 OTBEPCTHS (IaHHBIC HE TIPUBOASTCS).

[Tpumep 2. JlocTaBKa 4acTHIl B CYIPaxOpHOUIAITEHOE IPOCTPAHCTBO € IIOMOIIBIO MTOJIBIX MHUKPOUIIL.

Yactuups! quamerpoM 500 mim 1000 HM ObUTM BBEAEHBI B CYNPaXOpHOUTAIBHOE MIPOCTPAHCTBO TJ1a3 Kpo-
JIMKa, CBUHBH M YeJIOBEKA €X ViVO, U MOJyuYeHHbIE N300paKeHHsI OLICHUBAIIN Ha paclpeieeHe 1 JIOKaTH3anuio
YaCTHI] HETIOCPEICTBEHHO HIbKe ckiiepbl. Cxirepy (1), XxopruonganbHyto 000104Ky (2) u cetdatky (3) naeHrudu-
IIUPOBAIN Ha (HIYOPOCKONMMUECKOM H300paKeHNH KPHUOCpEe3a Ii1a3a CBUHBH, B CYIIPAXOPHOUAATBHOE IPOCTPaH-
CTBO KOTOPOTO HE BBOAWJIN yKa3aHHbIE dacTHIIBI (pur. 9A, macmTad: 500 Mxm). diyopockonuaeckue n3oopa-
JKeHHUS KPHOCPE30B IJ1a3a KpoJMKa 1mociie nHbeKir 500 HM 9acTHIl MOJTy9aial B aKCHabHOHN IJIOCKOCTH, a 3a-
TEM 3TH U300PEKEHUS COCTABIISUIM BMECTE IS TIoJydeHus: maHopamaoro Buaa (dur. 9B, macmrad: 500 Mxm).
Pacnpenenenne ¢uryopecueHTHBIX YacTul] (KOTOpble 0OHApYXMBAINCHh HAa STHUX W300paXKEHHUAX Kak sSpKO-Oeibie
obJsiactn) HaOMIOANM 1O BCEMY KBATOPY Ila3a B TOHKOM BIIAraJIMINE IJ1a3a HEMOCPEACTBEHHO HIDKE CKIIEPHI.
3areM BBOIWIM 00BeM 15 MK, M B 3TOM KOHKPETHOM HONEPEYHOM CEYECHHH, B3TOM B INIOCKOCTH Y4acTKa BBe-
JICHUS1, BBE/ICHHBIH 00BbEM pacnpocTpaHsIIcs NPUOIU3UTEIBHO Ha paccTosiHue 20 MM, YTO COOTBETCTBOBaIIO 36%
0T 001Iel OKPY)KHOCTH TJa3a.

dnyopockonyeckne n300pakeHHs: KPHOCPE30B TJ1a3a CBUHBM M YEJIOBEKA MMOJyYaiHd B CarrUTaIbHOM Ha-
MPaBJICHNHN TaK, 9YTOOBI HAa TOM W300paKCHHUH CIIpaBa HAXOAWJICS IEPEIHUN CEIMEHT I7a3a, a ClieBa HaXOIWICS
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3agHui cerMeHT riasza (¢ur. 9C n 9D cooTBeTCTBEHHO). DTH M300pa)KCHNUS YKa3bIBaId Ha CIIOCOOHOCTH MHKPO-
MHBEIMPOBAHHBIX YacTHUIl (SpKO-Oelible) pacrpoCTPaHAThCSl U3 YYacTKa WHBEKIMH 10 CYNpPaxOpHOUIAIBHOMY
MIPOCTPAHCTBY B HAINIPABICHUH IIEPEIHETO W 3aJHETO CETMEHTa Tia3a. B 3TuxX skcmepuMeHTax, ¢ IOMOIIBIO OJI-
HOW MUKPOUTIJIEI, B CYIPaXxOpHOUJaIbHOE MPOCTPAHCTBO 000X Ti1a3 MOXeT OBITh BBeAeHOo 30 MK 2 Mac.% cyc-
MICH3UH YacTHUIl. YTEUKa YaCTHI[ U3 YJaCTKa MHBEKIIMH IMPOMCXOIIIIa Yepe3 OTBEPCTHS B BEHAX 3aBUTKA TaKUM
ke 00pa3oM, Kak 3TO HaOIIOAAIOCh B ClTydae MHBEKIMHA CyIbQopoiaMuHa.

BcraBky Ha 3THX M300paXEHUAX AAIOT YBEIMUCHHOE M300paKCHNE YJ9acTKa BBEICHHUS MUKPOUTIHL. B ka-
JKIOM ciTydae yJacTOK BBEICHHS B CKJIepy OBLI 3aI0THEH YacTuIlaMu. B ciydae rmasa cBunbH (¢pur. 9C) u rmasza
yesoBeka (¢ur. 9D) ceTuaTka ObUIa elle NpUKpeIvieHa ¥ ObUTa BHJIHA, YTO SICHO YKa3bIBAJIO Ha TO, YTO MHUKPOUT-
Jla He MPOHMKaJla B ceT4aTKy. B ciydae rmasa kpoiuka (¢ur. 9B) cetyarka oTnensiach BO BpeMs IPOLETYpPEI
MOJIy4eHHsI KPHOCPE30B M HE Oblila BHIHA. DTH PE3yJbTaThl MOATBEPANIN, YTO MUKPOHUTIJIA CIIOCOOHA JTOCTaB-
JSITH YacTuIpl 1uaMeTpoM 1o 1000 HM B cylipaxoproniaibHOE IIPOCTPAHCTBO IJ1a3a KPOJIMKA, CBUHBH U YeJIOBE-
Ka. DTH pe3yNbTaThl TAKXKE IMOATBEPIUIIN, YTO TAHHBIC YACTHIIBI BBIXOIMIIN M3 y4acTKa HHBCKIUH 10 OKPYKHO-
CTH BO BCEX HAIPaBJICHUSIX U MOCTYNAIH B CYNPaXxOpHONUAAIBHOE IIPOCTPAHCTBO.

MuxkpokommsroTepaas Tomorpadus (LCT) Obuta mpoBeneHa sl BU3yalM3alUK PacHpe/ieeHsT HHBEIH-
POBaHHOTO BEIIECTBA IO OKPYKHOCTH M JIOKAJTM3AIMH STOTO BEIIECTBA B CYIPAaXOPHOUIAIEHOM IIPOCTPAHCTBE B
TPEXMEPHOM HU3MEPEHUH, TOCTUTaeMON ¢ MPUMEHEHHEM HEMHBAa3MBHOTO MeToxaa. [Tocne mabekiuu 35 MK gac-
THUI] KOHTPACTHOTO BeMIecTBa cynb(daTa Oapus nuaMeTpoM | MKM B CyNpaxopHOHAAIBHOE MPOCTPAHCTBO Iia3a
CBUHBH, Ha M300paKEHUAX ITOTICPEUHBIX CEUCHUI HAOIIONANNCh YaCTUIIBI, paclipeesieHHbIE B BHJIC TOHKHX Oe-
JBIX TIOJIOC, KOTOPBIE 3aKPYTIISIINCh HEMOCPEICTBEHHO HIDKE BHEUTHETO Kpas Iia3a, TO €CTh HeTIOCPEICTBEHHO
Hke ckiepsl (dur. 10A). Takoit mpodwib pacnpeneeHns sBISIETCS XapaKTepHBIM ISl TOCTaBKU B CYIpPaxo-
pHONIAIEHOE TPOCTPAHCTBO M aHAJIOTMYEH MPOQHITIO0, HAOII01aeMOMY TP TOIyYeHUH (ITyOpECEHTHOTO U30-
Opakenuns. TpexMepHas peKOHCTPYKLUSI STUX W300paKEHUH MONEPEYHBIX CeUCHUH yKa3bIBaja Ha MPOHUKHOBE-
HHE YacTHI] B 3aJHHUH cerMeHT riasza (pur. 10B, macmrad: 5 mm). Pacnpenenennsie TakuM 00pa3oM YacTHIIBI
UMEJH Panyc NpUOIM3UTENBHO 5 MM, XOTS BOKPYT y4acTKa MHBEKIUH HaONI0AaI0Cch aCHMMETPHYECKOE pac-
TpeJieNieHie YaCTHI], KOTOPOE OXBATHIBANO ILIOMIAMb NMPUOIH3UTEIbHO 70 MM’ (UTO COOTBETCTBOBAIO 7% OT
TUTONIAJIA TTOBEPXHOCTH OCHOBAHMS TJ1a3a). DTO TAKXKE IMOJTBEPIKAACT, YTO C MOMOIIHI0 TAKUX MUKPOUTT YacTH-
IIBI MOTYT PAcIpeneNsaThCs M0 3HAYNTENFHON YacTH 3aJHEr0 CErMEHTA IJla3a B Pe3yibTaTe JOCTaBKH ATHX dac-
THI] B CYyTIPaxOopHONAATHLHOE IIPOCTPAHCTRO.

[Tpumep 3. Brustane pabounx mapaMeTpoB Ha JOCTaBKY YACTHII B CYIPaXOPHOHIAIEHOE IPOCTPAHCTBO.

Yactunpl quametpom 20, 100, 500 u 1000 HM OBIITM HHBEITUPOBAHBI B TJla3a CBUHBH €X ViVO C IMOMOIIBIO
MHUKPOUTT Pa3IMYHON [UTHHBI M C TIOJadeil pa3IMuHOTO NABJICHUS VIS OIICHKH yCIeXa JOCTaBKH B CYIpPaxopHo-
WAaJbHOE MPOCTPaHCTBO. IIpoBeneHHas HHBEKIMA paccMaTpUBANIacCh JIHOO KaK IONHOCTHIO yCIIeIIHas (eciu B
CyNpaxopHOHIaIbHOE POCTPAHCTBO ObUIA BBEAEHA MHBEKIMS CYCIICH3MH YacTHIl OOImHMM 00beMOM 25 MKI),
00 Kak abCOJIIOTHO HeynauHas (MHBEKIHS BOOOIIE HE MOCTyIaja B 3TO NMPOCTpaHCTBO). Kakol-minbo yactuy-
HOHM JOCTaBKM HE HaOJ0AaIoch. BimsiHne nHPY3MOHHOTO aBICHUS W JUIMHBI MUKPOMIJIBI Ha yCHEX JIOCTaBKH
YacTHIl B CYyNpaxopHOMJAILHOE MPOCTPAHCTBO IJ1a3 CBMHBU OBIJIO MPOJIEMOHCTPUPOBAHO IS YaCTHIl JHaMET-
pom 20 HM (dur. 11A), 100 am (dur. 11B), 500 am (pur. 11C) u 1000 am (dur. 11D)).

Uewm BbImIe HHOY3UOHHOE AABIICHUE U YeM OOJIbIIIe JUTMHA MUKPOUTIIBI, TeM 00JIee yCIICITHOH SABISeTCS 0-
ctaBka (ANOVA, p<0,05). dnst gactun nuamerpom 20 uM (pur. 11A) 100% ycnemrHas HHbEKINSA JOCTUTANIACH
nox masieHueM 250 klla nmpm Bcex mmmHax Mukpowurd. Jns wactun guamerpom 100 uM (dur. 11B), BiusHue
JIaByieHUs ObLT0 ognHAKOBO mocTostHHBIM mipu 250 k[la, a 100% ycmex mocturajics MpH HCIOIB30BAHUN BCEX
MUKpOWTI, KpoMe caMmbIX KOpoTkuX (700 mxm). Jlns 6onee kpymubix gactull (500 u 1000 am) (dur. 11C u 11D
COOTBETCTBEHHO), BJIMSHHUE JABJICHUS OBIJIO B OCHOBHOM moOCTOSHHBIM mipu 300 klla, a mms Gonee KOPOTKHX
MHKPOUTJI, YCIIeX JTOCTaBKH 3HAYMTENIHHO CHIXKajIcA. He orpaHnunBasich Kakoi-m100 KOHKPETHOH Teopuei, aB-
TOPBI JINIIb OTMEYAIOT, YTO KOPOTKHE MUKPOUTJIBI OJDKHBI OBITh BBEICHBI B CKIIEPY TakK, YTOOBI YaCTHIIBI OBICT-
PO TMPOXOJMIM YacTh CKJIEPHI ¥ NOCTYIAIN B CYNPaxOpHOUAAIbHOE NMPOCTpaHCTBO. bonee Menkue yactuusr (20
u 100 HM) MOTYT JIerde IPOXOANUTH YacTh CKJIEPHI M JJOCTUTaTh CYNPaxOpHOUIAIBHOTO MTPOCTPAHCTBA, MTOCKOJIb-
Ky IPOCTPAHCTBO MEXAY IIy4KaMH KOJUIAr€HOBBIX BOJIOKOH B cKiepe cocraBisieT nopsiaka 300 am. OnHako 6o-
nee kpynsble yacTunsl (500 u 1000 HM) ¢ GOJIBIINM TPYZOM MPOBOAAT TaKOi aHaTOMHYECKUI Oapbep, a mo3To-
My WH(Y3HOHHOE TaBJICHUE SBIIETCS O0jiee BaKHBIM IApaMETPOM U MOXKET 3HAUHTEIIFHO CHIDKATh YCIEeX TaKon
WHBEKIINH.

CraTucTH4ecKkoe CpaBHEHHE CKOPOCTH BBEACHHUS YAaCTHIl PAa3IMYHBIX Pa3MEPOB C HCIIOIB30BaHUEM MHUKPO-
UTT Pa3InIHON JIMHBI MPOBOMMIN C TOMOIIBIO AucriepcronHoro anamm3a ANOVA u cucteMaTH3HpOBaIN B

HIKecneaytomei Tadmuie. 3HaunMocTh Oblia oreHeHa kak p<0,05 u orMeueHa 3Be3109Koi (*).
IvHa

20-100 EM | 100-500 uM | 500-1000 mM | 20-1000 HM
MUKPOMIJIEL
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700 MKM 0,02* 0,02* 0,09 0,02*
800 MKM 0,37 0,00% 0,10 0,01*
900 MKM 0,18 0,03* 0,18 0,03*
1000 mrM 0,18 0,37 0,21 0,18

CTaTHCTUYECKUI aHAIHM3 TT0Ka3all, 9YTO €CIU JUIMHA MUKPOUTIBI cocTaBiisieT 700 MKM, TO 7Sl TOTO, YTOOBI
MHUKPOUTa MOTJa JIOCTUYb CYNPaxOpHUOUAATHFHOTO MPOCTPAHCTBA, € HEOOXOAMMO MPOWUTH OOJBIIYIO YacTh
TKaHU CKJICPHI, a MO3TOMY JOCTUXKCHHUE YCIeXa, B JAHHOM CITydae, 3aBUCHT, TJIaBHBEIM 00pa3oM, OT pa3Mepa Jac-
tull. B ciiydae ucnonb3oBanust Mukpours aiauHoi 800 u 900 MM, 4acTUIbI, pa3Mep KOTOPBIX MEHbLIE pa3Mepa
KOJUTareHOBBIX BOJOKOH (20 m 100 HM), AEHCTBYIOT aHAJOTMYHBIM 0Opa3oM, M TaK K€ NEHCTBYIOT YacCTHIIBI,
pa3Mep KOTOpBIX OOJIbIlIe pa3Mepa KoJutareHoBbIX BoIoKoH (500 u 1000 HM), 0fHAKO MEXAY ICHCTBHEM YaCTHI]
pasmepom 100 u 500 HM cymiecTByeT 3HaunuTeNbHOE pasnmune. Cambie nmuHHBIE MUKPOUTIH! (1000 MKM), KOTO-
pBIe MOTYT JOCTHUTaTh OCHOBAHHWS CKIIEPHI, B OCHOBHOM HE 3aBHCSAT OT pa3Mepa YacTHIl, YTO JacT OCHOBaHHE
TIPEIIONI0XKUTE, YTO JUIS JOCTIKEHHS CKIICPHI TUMHU MUKPOHUTIIaMHU He TpeOyeTcs MPeoI0JICHIs KOJUIar€HOBOTO
Oapbepa.

He orpannunBasch KakoH-TMO0 KOHKPETHOW TEOpHEH, aBTOPHI JIUIIb OTMEYAIOT, YTO IOJIYICHHBIC BBIIIE
PE3YNBTATHI TAKKE TIO3BOJISIOT MPEATIONOKHUTH, UTO YacTHUIIBI pazMepoM 20 u 100 HM MOTYT pactpenessiTbes 1o
CKJepe, a Takke IO CyNpaxOpUOMIATBHOMY IMPOCTPAaHCTBY, Torjaa Kak dacTumbl pasmepoM 500 u 1000 M
JIOJDKHBI JIOKAJTU30BAaTHCS UCKIFOUUTEIHFHO B CYIPaXOPHOUIATEHOM POCTPAHCTBE. PacmpeneneHue yactuil pas-
mepoM 20 HM (¢ur. 12A) cpaBHHBanuM ¢ pacipeaeieHueM yactur pasmepom 1000 um (dur. 12B) B uneHTHIHBIX
ycnoBusx. Kak u 0xuaanoce, 0oiiee MEJIKUE YaCTUIIBI JOCTATOYHO XOPOIIO PACIPEACISUTUCH IO CKIIEPE, a TAKXKE
MO CYNPaxOpPHOUIAIEHOMY MIPOCTPAHCTBY. B MPOTHBOMOIIOKHOCTE 3TOMY, O0Jiee KPYIHBIC YaCTHIIBI HAIIPABIIS-
JIMCh, TJIABHBIM 00pa3oM, B CyNpaxOpHOUAATBFHOE MPOCTPAHCTBO M TIOYTH HE yICPKUBAIUCH B ckiepe. Takas
JIOKaJTM3anus KPYIHBIX YaCTUI] COOTBETCTBYET pe3yibTaTaM, IpeAcTaBIeHHBM Ha ¢ur. 11.

Takum o6pazom, gactuilpl pazmepom 20 1 100 HM MOTYT OBITH C BBICOKO# CTETIEHBIO HAZIE)KHOCTH BBEICHBI
C TIOMOIIBI0 MUKPOUTIIBI JITHHOW MUHUMYM 800 MKM M moj gaBiieHneM MuHAMYM 250 kIla. J{is qoctaBkm dac-
trr pazmepoM 500 u 1000 HM ITMHA MUKPOUTIIBI TOJKHA COCTABIATH MUHIMYM 1000 MKM, a TaBJIeHHE TOJKHO
cocTaBisATh MUHUMYM 250-300 kITa.

[Ipumep 4. Brustare BHYTPHUIIIa3HOTO JAaBIECHHUS HA JOCTABKY YaCTHIl B CYNPaxOpHOMAAIHHOE MPOCTPaH-
CTBO.

Bnayrpurnasnoe nasnenue (BI'/]) npencraiser co0oii BHyTpeHHee JaBieHUE IJa3a, KOTOPOE MOIEPKHU-
BaeT IJ1a3 B €ro HOpMaiabHOM ("HaIyTOM") COCTOSHHMH. DTO NaBJICHUE ACHCTBYET KaK 0OpaTHOE MaBJICHUE, KOTO-
pO€ MOXET MPOTHBOACHCTBOBATh HH()Y3UOHHOMY HaBICHUIO. [IJIs1 ONCHKH BIUSHUS BHYTPHUIJIA3HOTO JaBIICHUS
Ha JIOCTAaBKY YAaCTHI[ B CYIPaXxOPHOUIAIEHOE MPOCTPAHCTBO YacTUIBI pa3MepoM 1000 HM ObUTH MHBEIIUPOBAHBI
npu AByX pasznuaHbix BI'JI, a umenHo 18 u 36 MM pT. cT. BausiHre nHGY3MOHHOTO NaBICHUS U JITUHBI MUKPO-
WTTIBI HA yCIIeX JOCTaBKH dacTuil pazmepoMm 1000 HM B CympaxOpHOMIATBHOE MPOCTPAHCTBO TPH CO3MAHHBIX
ypoBHSX BHyTpuriazHoro aasienus (BI'I) 18 u 36 MM pT. ct. mpommtocTpupoBano Ha ¢ur. 13A u 13B coot-
BETCTBEHHO. YCIEX JOCTaBKM B OCHOBHOM Bo3pacTaeT 1o Mmepe yBenuueHnus BI'Jl. UHTepecHO OTMETHTH, YTO
npu HopManbHOM BI'J] gacTumbl He ObUIM TOCTABIICHBI TIPH cCaMOM HHU3KOM HH(Y3noHHOM maBieHuu (150 xIla)
WIN C WCITOJIb30BAHMEM CaMbIX KOPOTKHX MUKpouri (700 MKM), M TOJBKO camble JIUHHBIE MUKpouris! (1000
MkM) mgaBaiu 100% ycmex npu caMmoM BeIcOkOM HH(Y3uoHHOM aaBienuu (300 kIla) (pur. 13A). B mpoTuBomno-
JIOHOCTh 3TOMY, MpH MOBBIIICHHOM BI'J[ yacTHIBl MHOT/Ia JOCTABIIMCH MPH CAMOM HU3KOM WH(Y3HOHHOM
JTABJICHUH ¥ C TIOMOIIBIO CAMBIX KOPOTKHX MHUKpPOHTT, a 100% ycrmex AoCTHTraics ¢ UCHOIb30BAHUEM MHUKPOUIIT
pasmepom 900 1 1000 MkM pu caMOM BBICOKOM MH(Y3HOHHOM aaBieHuH (dur. 13B).

He orpannymBasch kakoi-1u00 KOHKPETHOW TEOpHEH, aBTOPHI JIUIIL OTMEUYAIOT, YTO TJIABHBIM 3(deKkToM
yBenmuenus: BI'J] sBisiercss oOecrnieueHre OOMbINEH TIIOTHOCTH MOBEPXHOCTH CKIICPHI, CHIDKCHHE CTCTICHH HC-
KPHBJICHHUSI IOBEPXHOCTH TKAaHH IPU BBEICHUH MHUKPOWIJIBI M, TEM CAMbIM, YBEIMUCHNE TTyOWHBI IPOHUKHOBE-
HUSI MUKPOUTJIBI TaHHOHM JUIMHBI B CKJIepy. XOTS ITyOMHY BBEIEHHUS MHUKPOUTIIBI HEITOCPEICTBECHHO HE H3MEps-
JIM, OJTHAKO ITOJTydCHHBIC PE3yIbTATHI TO3BOJISIOT HPEAIIOIOKUTH, YTO BBEICHNE MUKPOUTIIEI MOKET OBITH Ooee
3¢ dexTuBHBIM pH noBBIIIeHHOM BI'J], MOCKONBKY B JAHHOM CITydae MUKPOWIIIEI TITy0Ke MPOHUKAIOT B CKIIEPY,
YTO TOBBIIIAET yCIIEX TAKOTO BBEACHUS.

IIpumep 5. JlocTaBKa COCTUHEHUSA-MOAETH B CYNPAaXOPHOWIATBHOE TMPOCTPAHCTBO TJIa3a >KHBOTHBIX-
MoJIelIeH in Vivo.

HocraBky (imyopeciieHTHONH MOJeKyibl ((pIyopeclenH-HATpHSA) B CYNPaXOPHOHIAIEHOE MPOCTPAHCTBO
OIICHUBAJIM HA KPOJIMKAX B COOTBETCTBUU C 3KCIIEPHUMEHTAILHBIMU POTOKOJIAMH, OTOOPCHHBIMU IS UX IIPOBE-
JICHHUS HA XUBOTHBIX in vivo. OJHO MPOCTPAaHCTBEHHOE CKaHUPOBAHWE TIa3a (TI0 JMHUW TPSIMOW BUIUMOCTH)
OBLTO OCYIIECTBICHO B MIEPBHIC 5 MUH MTOCIIC HHBCKIMH B IIEISX ONMPEICICHUS JUCTICPCUH (PIIyOPECIICHTHOW MO-
nexyibl B Tiasy (¢ur. 14). Ha ocn Y moka3aHa HHTEHCUBHOCTH (DIyOpecHeHITNH (TO €CTh KOHIICHTpAIUs), a Ha
ocu X yKazaHo TOJIoKeHHe ¢uIyopeciienHa B Tia3y otT nepenneit (560) no 3amueit (0) yactu. Takum oOpazom,
TIOJTy9YCHHBIC PE3yIBTATHI TOKA3aJIM, YTO B TEUCHHE NIEPBBIX 5 MUH IOCIE HHBEKINH (PITyOpecIienH yKe IPOHUK
yepe3 CynpaxopHOHUIaIbHOE IPOCTPAHCTBO B 33HIOI0 YACTh IJIa3a, IPUIeM HEKOTOPas €ro 9acTh OCTaBaJIach B
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MECTe TICpPBOHAYAIILHON HHBCKITHH.

AHaNOTUYHBIC CKAHUPOBAHUS OBLIN MPOBEICHBI [UIS OIICHKH CKOPOCTH BBIBEACHUS (hiIyopeciienHa U3 CyIi-
PaxopHONAANLHOTO MPOCTPAHCTBA B TEUYCHHE OIpeaesieHHoro mepuona BpeMmeHu (dwur. 15). MHTEHCHMBHOCTH
(hiTyopecueHINH OLIEHUBAIN B IBYX O0JIACTAX I1a3a (B CyNpaXxOpHOWATFHOM IPOCTPAHCTBE U CTEKIOBHIHOTO
TeJNa) B TEUEHHUE OMPEICICHHOTO NepHoaa BpeMeHH. [lomydeHHbIe pe3yapTaThl MOKA3alH, YTO OOJIbIIas 4acTh
BBEJICHHOTO BEI[ECTBA OCTABAJIACH B CYNPAXOPHONAATHHOM IPOCTPAHCTBE U HE MPOXOANIA B CPEIHIO 001aCTh
CTEKJIOBHIHOTO TeJIa, M YTO 3TO BEIIECTBO B OCHOBHOM ITOKHIAJIO CYIPaXxOpHOHUIAIEHOE IPOCTPAHCTBO yepes 24
9.

[Ipumep 6. locTaBka 4acTHUI] B CYNPaxopUOUAATHHOE MPOCTPAHCTBO I1a3a XKUBOTHBIX-MOJIEINICH in Vivo.

DKCIIEPUMEHTHI Ha JKUBOTHBIX iN VIVO TaK)KE OCYIIECTBISUIH JUTS OICHKH JTOCTABKU YaCTHUI] B CYIPAaXOPHO-
HIambHOE MpocTpaHcTBO. DayopecieHTHRIC YacTHIbl, nMetorue nuametp 20 u 500 HM, ObUTH BBEIICHBI B IIa3a
KPOJIUKOB, IOCJIC YEro OLCHUBAIN WHTCHCHBHOCTH (DIYOPECIICHIINU IS OMpEICIICHHUS BPEMCHH YICPKUBAHHUS
YacTHUI[ B ABYX 00JAcTsAX riia3a (B CyNpaxOpHUOUAAIbHOM IPOCTPAHCTBE M B CPEIHEH 00JACTU CTEKIIOBHIHOTO
Tena).

Bonee menkue gactuipl (Gur. 16) ycrenrHo 10CTaBIsIINCh B CYIPaxopHONIAIbHOE MPOCTPAHCTBO M OCTa-
BaJINCh B 3TOM CYIPaxOpHOHMIAIHLHOM TPOCTPAHCTBE B TEUCHHWE 1O MEHbIeH Mepe 35 mHei. Bonee kpymHbie
gacTuis! (¢ur. 17) Taxke yCIEnIHO JOCTaBIBUIIACH B CYIPaXOpPHONIAIEHOE MPOCTPAHCTBO U OCTABAIHCH B 3TOM
CYIIPaxOpHOUIATHHOM MPOCTPAHCTBE B TEUCHHUE N0 MEHbIIeH Mepe 24 mHeil. IHTepecHO OTMETHTH, 94TO Ooee
MeJKHe U 0oJiee KPYIHBIE YAaCTHIBI OBUIH JIOKAJIM30BaHBI B HY>)KHOM MeECTe, Ha YTO YKa3bIBaJI HU3KUI YpOBECHb
(myopeciieHIInY B CpeHel 00JIaCTH CTEKIOBUIHOTO TEa.

IIpumep 7. CocTaBbI TPHAMITHOJIOHA JJISl IOCTABKH B CYIPaXOPHOUIAIEHOE MIPOCTPAHCTBO.

TpuaMIIMHOIOH OCTABISUIH B CYMPaXOPHOUIAIBHOE MPOCTPAHCTBO C MPUMEHEHHEM PacCMaTPUBACMBIX
3JIeCh CIIOCOOOB M yCTPOMCTB. B OMHOM W3 BapuWaHTOB OCYIIECTBICHUS M300pPETEHUS COCTaB TPHUAMIIMHOJIOHA
OBLT BEIOPAH M3 HIKECICIYIOIINX TPEX COCTABOB.

UHTpeaneHT CocTae A Cocrae B CocTaB C Cocrae D CocTaB E
AlleTOHMI, TPMAaMUMHOJOHA 40 mr/mn 40 Mr/mn 40 mr/mn 40 mMr/mn 40 Mr/mn
Dsg ~ 2 MKM Dsg ~ 2 MKM Dsg ~ 2 MKM Dsg ~ 2 MKM Dsog ~ 2 MKM
Paszmep uacTul
Dgg <10 MKM Dgg <10 MKM Dgg <10 MKM Dgg <10 MKM Dgg <10 MrM
0,64% 0,64 0,64 0,64 0,64
Xjopun, HaTpus
macc./o6. macc./o6. Macc./o6. Macc./o6. Macc./o6.
Harpuiti-conepxama s 0,5% 0,5% 0,5 0, 5% 0,5
KapBoKCHMe TMIILLEIITIoONO 38 Macc./o6. Macc./o6. Macc./o6. Macc./o6. Macc./o6.
0,02% 0,015% 20,015 0,015 0,02
TosmcopbaT 80
Macc./o6. Macc./o6. Macc./o6. Macc./o6. Macc./o6.
pH noBoauym pH noBommim pH noBoauym pH nmosomumm pH nosomuim
NaOH/HC1
no 6,0-7,5 no 6,0-7,5 no 6,0-7,5 mo 6,0-7,5 mo 6,0-7,5
0,075% 0,075% 0,075 0,075% 0,075
KC1
Macc./o6. macc./o6. Macc./o6. Macc./o06. Macc./o6.
0,048¢% 0,048% 0,048 0,048 0,048
CaCl, (murmmpat)
macc./o6. macc./ob. macc./o6. Macc./oG. Macc./o6.
0,030 0,030 0,030 0,030 0,030
MgCl, (rexcarumpar)
macc./o6. Macc./o6. macc./o6. Macc./o6. Macc./o6.
0,39 0,39 0,39 0,39 0,39
AueraT HaTpuA (TPUTMOpPAT)
Macc./o6. Macc./o6. Macc./o6. Macc./o6. Macc./o6.
0,17 0,17 0,17 0,17 0,17
InTpaT HaTpua (mDuruipar)
macc./o6. Macc./o06. macc./o6. Macc./oG. Macc./o6.

[Mpumep 8. CpaBHeHME OOLIETO KOJIMYECTBA alleTaMUa TPUAMIMHOJIOHA, TOCTAaBISIEMOTO B CYIIPaXxOpHUOU-
JIaJIbHOE IIPOCTPAHCTBO WIIH B CTEKJIOBUIHOE TEIO.

B sTOoM mcenenoBaHuy CpaBHUBANM O0IIee KOIWYECTBO arleToHnAa TpuaMunHoioHa (TA), moctaBisieMoro
in vivo B CynpaxopHONAaIbHOE MIPOCTPAHCTBO I1a3a MUTMEHTHPOBAHHBIX KPOJIHMKOB C ITOMOIIBIO TTOJIOH MHUKPO-
WTIIBL, ¢ OOIMKMM KOJIMYECTBOM alleTOHU/IA TPUAMIIITHOJIIOHA, BBOAUMOTO B CTEKJIOBHIHOE TEJIO C TIOMOIIBIO CTaH-
JapTHOM urisl kKamuopa 30.

Ha nenp 0 MUTMEHTHPOBAHHBIM KPOJIMKAM BBOJIMIM WHTPABUTPEATHHO (B CTEKJIOBHIHOE TEJIO) WU OwMIIa-
TepaJIbHO B cynpaxopuonaaibHoe npoctpancTBo 2 Mr/100 mxi TA Triesence® (TA; Alcon Labs). IaTpaButrpe-
aJbHBIC MHBEKITUH BBOAMIN C TTOMONIBbI0 UTIbl kKamuopa 30 (Beeton-Dickinson), a cynmpaxopuonaanbHble HHBEK-
LIUH BBOJIMIIM C TIOMOIIIBI0 MUKPOUIIIEI pazMepoM 750 MkM u kanubpa 33. Ocratounoe konmdectBo TA, mpucyr-
CTBYIOIIICE B IITNPUIIC/UTIIE TIOCIIE HHBEKIUH, onpeaeisum ¢ nomomnipio OD-BIXX. Knunnueckue HaOIIt0ICHAS,
OMOMUKPOCKOITHIO O] IIEJICBOH JIaMIION ¢ OIIeHKO# 1o mikane Mak/{onanbna-Illenneka, onpeneneHue BHYTPH-
rnasnoro pasienus (BI'/D), anextpoperunorpaduro (ERG) u onieHKy crcTeMHON 9KCIO3UIMK MPOBOAWIN B Te-
yeHue nepuoia BpeMeHu Ao 120 aHei mocie BBeIEHUS N03bl. 3aTe€M >KMBOTHBIX yMepUIBisuin yepe3 30 muH, 7,
30, 60 u 120 nHe# nns mMpoBEAEHUS MAaKPOCKONMUYECKUX UCCIEIOBAHUM, OLEHKH BHYTPUIIAa3HOM TOKCUKOKUHE-
THUKHU ¥ TIPOBEICHUS TUCTONATOJIOTHIECKUX aHAJIM30B TJ1a3a.

Kak mokazano Ha ¢ur. 19A, TA, nocne ero BBenenus B CXI1, yaepkuBalicss B a3y JOJBIIE, YeM TOCIE
BBEJICHUS B CTEKJIOBHIHOE Teno. B cpemnem, t;, Ui JeKapCTBEHHOTO CPEACTBA, BBOAWMOTO B CTEKJIOBHIHOE
TeJo, cocTaBisuio 13,3 mHs, a ty, I JeKapCTBEHHOTO CpeacTBa, BBogumoro B CXII, coctasisuio 39,8 masl.
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Kpome Toro, nekapcTBeHHOE CpeICTBO, nocTtaBicHHoe B CXII, ObLIO HAIIETICHO HA 3aJHIOI0 YacTh TJ1a3a, TO
eCTh Ha 3aJHUI cerMeHT miaza. Ha ¢ur. 19B mokaszaHo, 4To mpu BBEeICHUH JeKapcTBeHHOTO cpenactBa B CXII
Oonee BbIcOKas KoHIEeHTpamus TA HaOIromanach B XOpuonaainbHOH obosouke U B cerdaTke. Beepenne B CXII
o0ecrieunBaIo He TOJIBKO JOCTABKY JICKAPCTBEHHOTO CPEACTBA B 3aJHIOI0 YAacTh IJ1a3a, HO TAKKE OTPAaHUIHNBAIIO
KOJIMYECTBO JICKAPCTBCHHOTO CPENICTBA, IPHUCYTCTBYIOMIETO B MEPEIHUX YACTAX IJa3a, TAKMX KaK XPyCTAIUK U
CTEKJIOBHUIHAS KHUIKOCT. [Ipy BBEACHNH JEKAPCTBEHHOTO CPEICTBA B CTEKJIOBHIHOE TEJIO HAOIIONAINCS MPOTH-
BOTIOJIOKHBIA 3¢ (eKT: HanOOIbIINe KOHIIEHTPAIINH JIEKAPCTBEHHOTO CPEJCTBA NMPHCYTCTBOBAIN B CTEKIOBHU-
HOM TeJle, a HU3KHE 03Bl MIPUCYTCTBOBAIHN B XOPHOHMIAIBHOM 000JI0UKE U B ceTyaTKe. bojiee BRICOKHE KOHIICH-
Tpauuu TA B mepelHEM CErMEHTE TJia3a MOCJe BBEJCHHS B CTCKIOBUIHOC TEIO TaKKe MoKazaHsl Ha ¢ur. 19C.
Ha »Tux deprexax moka3aHO, 4TO OTHOWICHHE TA, BBOJUMOIO B CTCKJIOBHIHOE TEJO, COCTABISIIO TPUOIH3U-
TeNbHO 1:1 Ay XpycTaluKa:XOpUOUJATBFHON 000JIOUKHU U JJIs XPYCTaINKa:CETUATKH, a oTHomnenue TA, nocTas-
nsiemoro B CXII, ObLTO ropas3io HUKe.

[omy4yeHHbIe MaHHBIC MTOKa3an, 4To BBeaeHue TA umenno B CXII, a He B CTCKIOBUIHOE TENO, CIIOCOOCT-
BOBAJIO YBEIMYCHUIO BpEMCEHH MONy)U3HU B TA B a3y u odecnieunBaiio 6oinee 3¢ dhexkTuBHOE HanennBanue TA
Ha 3a7HI0I0 YacTh maza. Beeaenne TA B CXII ¢ MOMOIIBIO MHKPOUTIIBI TaKXKe JAABAIO XOPOIIHNA TPOGUIH
0e30MacHOCTH, W TIPH 3TOM, HH B OJHOM CIIydae HE HaOIIOaToCch KaKOTO-THO00 3aMETHOTO BOCIIAJICHHUS, OTEKa,
amomnTo3a WM Hekpo3a. U Hakowen, BBeAceHue Triesence® B CyNpaxOpHOUAATBHOE MPOCTPAHCTBO C MOMOIIBIO
MUKpOWTIIBI o0ecrnieunBano aoctaBky TA mouTd B TOH e oOImIed mo3e, Kak M cTaHAapTHas WHbEKnusS TA B
CTEKJIOBHIHOE TEJIO TJ1a3a JKUBOTHOTO C 3TOW MOJEINBI0 3a00IeBaHus.

[Mpumep 9. MuUKpOUHBEKIMA alETOHUIA TPHUAMIIMHOJIOHA B CYIPaxOpHOUIAIBFHOE MPOCTPAHCTBO TIasa
HoBozenanackux 6eIbIX KPOIHKOB.

B stom uccrenoBanuu, mpoBoauMoM B cooTBeTcTBUM ¢ GLP (B cooTBeTcTBUMU ¢ MexayHapoaHBIMU Tpe-
0OBaHUSIMH K JIAOOPATOPHBIM HCCIICIOBAHUSIM), OLICHUBAIHN JOMYCTUMYIO 103y U TOKCUKOKHHETHUKY alleTOHHIA
TpuaMiuHOioHa (TA), BBOIUMOIrO B CyNpaxOpHOUAAIBHOE MPOCTPAHCTBO C MOMOIIBI0 MHUKpPOHUTIEI HoBo3e-
JIAHJICKUM OCJIBIM KPOJHKAM.

Ha nmenn 0, HoBoszenmannckum OenbiM kpormukam (NZW) BBOAMIN OJHY OMIATEpPANLHYIO CYNPaxOpHOU-
JATBHYI0 WUHBEKINI0 HocuTens, 3,2 mr (80 mxim) wm 5,2 mr (130 mxim) TA (Triesence®, Alcon labs), ¢ momo-
IIBI0 MUKPOUTIIBI pazMepoM 750 MM n kanubpa 33. Kinnanyeckne HaOmoaeHNs, OMOMHUKPOCKOIIHIO 0] IIere-
BOH Jammoii ¢ omeHkoi mo mkaine Maxk/lonanpaa-lllenneka, onpenenenue BHyTpuriazHoro maeineHus (BIT),
anekTpopernHorpaduio (ERG) u oneHKy CHCTEMHON SKCIIO3UITMU TIPOBOJIMIN B TEUCHHE MEPHOa BPEMEHHU 10
26 Hemenb MOCiIe BBEISHUS TO3bI. 3aTeM XKMBOTHBIX YMEPIIBISUTH Yepe3 1 neHb, 13 u 26 Hepenb s MpoBee-
HUSI MaKpOCKOITMYECKUX HCCIEOBAHMUM, OIICHKH BHYTPHUIIIA3HON TOKCUKOKMHETHKH M IPOBEICHHS THCTOIATO-
JIOTHYECKUX aHAJM30B Tla3a. Pe3ynspTaTsl opTambMUYecKuX HCCIIeOBaHUi, MOMydeHHbIe Yepe3 13 Henens mo-
CJie BBEJICHHMS, MIPECTABICHEI HIDKE B Tabi. 1. J[aHHBIE, TOTyYEeHHBIE C TOMOIIBI0 OMOMUKPOCKOIIMH O IIIejIe-
BOM JIaMIIOH, M OLICHKA TJIA3HOTO JTHA YKA3bIBAIM B OCHOBHOM Ha JICTKHUI ¥ BPEMEHHBIN XapaKTep MOBPEKIACHUS
ria3a, ¥ IpOJEMOHCTPUPOBAIN MPEKPACHYIO MEPEHOCUMOCTh COCTaBa B T€UEHHE Mepuoja BpeMeHu 10 13 He-
JleNib ToCIie BBEACHHS B CYMPaxOpHOUAAIBEHOE MPOCTPAHCTBO. Pe3yabTaThl SKCIEPUMEHTOB, IPOBOJAUMBIX C MO-
MOIIBIO 3JCKTPOpPETHHOTpadUu, MpeaCTaBICHbl B Tabn. 2. PesympTarhl, monydeHHsie 0e3 BBeneHus TA, win
pe3ynbpTaThl BIUAHUS TA Ha IOJHOE BPEeMs pacHpOCTPAHEHHS WM aMIUIHTYAY C-BOJHBI WIH [3-BOJHBI, OLIEHH-
BaJIM IOCPEJICTBOM CKOTOMUYECKO# AnekTpoperuHorpaduu (IPT).

Tabuuma 1
PesynbTaThl 0pTaTbMUYECKIX UCCIICIOBAHMMA
YpOBeHbL INO3H (MDD
0 3,2 5,2
TA/1T5a3)

UMCJIO KMBOTHEIX M:15 | F:15 | M:25 F:15 M:25 F:15
OTexr KOHTBIOHKTUBE

- 1 - 2 1 -
(cnabr, NpexonAmuM)
OTciioeHKe KOHBIOHKTUBE

- - - 2 - 1
(cmaboe, nOpexondmee)
OxpamrBaHne POTOBULIE

2 1 1 1 4 2
(citaboe, mnpexondmee)
TunepeMms (Tsaxerasd,

— —_ —_ 1 - -
IpexonAamas)
OedekT xpycTajura* 1 1 - 1 - -

* AHaTOMUYECKUI 1edeKT, He CBSI3aHHbIN ¢ BBEICHUEM.

-52 -



034963

Tabiuma 2
Pe3ynbTaThl 37eKTpOpPETHHOTPA(QUISCKOTO aHAIN3A

CKOTONMYECKUI aHalmns
O—BOJIHa B-BOJIHa
YpoBEHb
# 0dB 0dB
Io3bl (MD Bpemsa IIpoTOoKOJ
riasa paBelt u [paBeul u
TA/Tyas)
JIEBEI TJias3 JIEBBEIA TUlas
CpenHee SD CpenHee SD
Bpemsa
11,7 0,7 42,5 8,7
BasoBoe (Mmc)
60
3HaYeHNe AMIIINTY Oa
-126,4 | 27,1 273,77 68,6
(MKB)
Bpemsa
11,7 0,9 42,4 8,2
(mc)
0 IOenb 1 60
AMIIUTY oA
-121 25,8 255,2 57
(MKB)
Bpema
11,7 0,6 41,9 8,2
Henensa (MC)
20
13 AMIIINTY Oa
-101,1 11 248,1 60,2
(MKB)
Bpema
11,6 0,8 42,1 8,5
BasoBoe (McC)
60
3HaYeHNe AMnnnTyaa
-133,2 | 24,5 285,8 59,5
(MKB)
Bpemsa
11,4 0,8 47,5 6,7
(mc)
3,2 IeHb 1 60
AMIIUTY A
-132 22,2 276,5 58,7
(MKB)
Bpema
11,7 0,6 51,1 1,1
Hepens (Mmc)
20
13 AMIOIUTY da
-132,6 |17,2 299,8 72,8
(MKB)
Bpema
11,7 0,6 42,3 8,7
Basosoe (mc)
60
BHadyeHue AMIIUTYOa
5,2 -137,3 | 22,1 286,4 60,5
(MKB)
Bpemsa
HOenp 1 60 11,4 0,7 43,1 8,4
(mc)
AMIIUTY oA
-130,8 | 21,2 265,7 48,2
(MKB)
Bpemsa
12,6 3,3 45,7 8,6
Henmensa (MmcC)
20
13 AMIIIMTY Oa
-117,1 | 44,5 264,6 90,1
(MKB)

Knmangeckue HaOMOACHNS, OLIEHKA MacChl Teja WiIH 0(TaTbMHUYECKUE CCICIOBAHNS HE BRIIBIIN KaKHX-
60 MOOOYHBIX 3 (HEKTOB, ACCOIMUMUPOBAHHBIX C BBEJIEHUEM TECTHPYEMOTO BEIECTBA, BBEICHUEM KOHKPETHOU
JIO3bI WIN TPOBEACHUEM KOHKPETHOTO criocoba BBeaeHus. Kakoro-nmubo BnusHus Ha BI'J] HE y OTHOTO KUBOT-
HOTO He HaOmoaanock (dur. 20A).

Kak moka3zayi THCTONIATONOTHYCCKHIA aHAN3, BOCIATUTEIHHBIC KICTKH M TECTUPYEMbIE BEIICCTBAa HAOIIO-
JAITUCh B CYMPaxOPHOMIAIEHOM NpocTpaHcTBe Y TA-00pabOTaHHBIX KMBOTHBIX Ha JIeHb 1, HO Ha Hememoo 13
OHH yke He HaOmronanuck. Kpome toro, TA ObUT IeTKO BH3YaIH3UPOBAH B CYMPAXOPHOUIATEHOM MIPOCTPAHCTBE
Ha JIeHb |, mpryeM, KakuX-In00 moOoYHBIX 3()(HEKTOB, aCCONMUPOBAHHEIX C MPOBEACHUEM YKa3aHHOTO CIIoco0a
BBCJICHUS WITH JICYCHUS, HE HAOJII0JAITOCh, HAa UTO YKa3bIBaJl TUCTONAaToornyeckuii ananms (qur. 20B, Tadm. 3).
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Tabmuma 3

Pe3ynLTaTLIFHCTOHaTOHOFquCKOFO aHaJIn3a
VpOBeHbE HO3H (MDD

0 3,2 5,2
BpeMmsa TA/1Jas)

UMCJIO XMBOTHEIX M:15| F:15 M:25 F:15 | M:25 | F:15

Cy0asnuTesmalbHEe
BOCHAaJIUTEJILHEE
KJIETKU

KOHBIOHKTVBEL

Ienb 1 | YTOHUeHME

w
—

SOUTEJUS 2 1 3 2

POTOBUIIE

Orek OTPOCTKOB

(61
s
S
I
s
@]

PECHMUYHOT'O TeJla

PacmmpeHnHEe
COCYOEL
XOPUOULATILHOM

000JIOUKM

BocnanmresbHEE

KJIeTKM B CXII

TA B CXII - - 5 5 4 5

HebGoJbmasa
omanb
TIopaxeHmns

ceTuaTKU*

CyOGsnuresmalbHEe
BOCIIaJIMTeJIE HEIE
KIIETKN

KOHBIOHKTVBEL

YTOHUeHUE
SOUTEJUS - - - - - -

POTOBUIIE

Orek OTPOCTKOB

PeCHUYHOT'O TelJla

Hepensa | PacumpeHHEe
13 COCYIOEL
XOPUOULDATIEHOM

000JIOUKM

BocnanmresbHEe

kjeTkn B CXII

TA B CXII - - - - - -

HeBoJsbpmasa
JIomanb
TIopaXeHUa

ceTuaTKU*

Bpamu o0pasmpl Tuia3Mbl W TIA3HOTO MaTpukca (BOASHHUCTYIO >KHIKOCTh (AH), Xpycramuk, pamyx-
Ky/pecananoe Teno (ICB), BoasHHUCTYIO *XHIKOCTH cTexioBuaHoro tena (VH), ckiepy/xopuonaanbHyio 000-
nouky (SC) u ceruatky) Ha muu 1, 14, 28 u 60. [Tnasmy (LLOQ 0,5 ar/mi) u rmasaoi matpukc (LLOQ 2-15
Hr/Mi1) aHanmsupoBas ¢ nomombio JKX-MC/MC, u monydeHHbIe AaHHBIE OLIEHMBAIM Ha HekamepHble PK-
napameTpsl. CuctemHas sxcrio3unus TA 0puta MuauMansHOH (¢ur. 20C).

Kaknx-mbo 1mo6ouHbIx 3(h(eKToB, acCONMMPOBAHHBIX C JICYCHHWEM, HE HaOMoAanoch. MakcuMaibHas
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KoHIeHTparus TA B mia3Me Ha JeHb | cocTaBIsiIa MPHONIU3UTEIBHO 12 HI/MI JUIS TPYII, KOTOPHIM BBOIMIA
BBICOKYIO 1 HU3KYIO 103y TA. Ilocne BBenenus TA B CXII, TA pacnpenersiics cieayronmmM oopazoM (B mopsi-
ke yobBanus): CX > cerdarka > panyxka/pecHuanoe teno (ICB) > creknosunnoe teno (VH) > xpycranuk >
BosTHHCTAS )XUAKOCTh (AH). Bricokue konmenTpamuu TA Habmo0gaMMCh B CKIEpe/XOPHOUIATBHON 000JI0UKE U
B ceTuaTke, Ooyiee HU3KHE KOHIEHTpanuu TA HaOMonanuch B palyKKe/peCHUIHOM Telle, a elle 0oJiee HU3KUE
KOHIeHTparu TA HaOII0JaINCh TONBKO B BOJISHUCTON KUAKOCTH, B XPYCTAIUKE M B CTEKJIOBUIAHOM Teie ((ur.
20D). B gactHOCTH, KOHIIeHTpaIusi TA B TKaHU CKIIEPHI/XOPHOUTANBHONH 000JOYKA MOXKET JOCTHUTAaTh Oojee
gem 100 MKr/r TkaHu 3a Ooiiee yeM 28 nHEH Iociie BBEAECHHS OMHOM H03Bl. Boiblmas 4acTb BBOIMMOM TO3EI
yACp>KUBANACh B TKaHW 33[JHETO CEIMCHTA IJ1a3a, U JIWIIb OYCeHb HEOOJbINAs YacTh JOCTABISIIACH B TKaHH Iic-
penHero cerMeHTa riasa. Ypoau TA B cxiiepe/XopHonIaIbHOM 000104Ke Ha 6 TIOPSIKOB OTIINYAINCH OT YPOB-
HEH, HaOJIF0JJaeMBIX B CTEKJIOBHIHOM Tele. DTOT PE3yNbTaT MPOTUBOPEUUT PE3yIbTaTy, KOTOPBIA 0XUAAIOCH
MOJYYHTH TTOCIIC BBEICHUS JaHHOTO arcHTa B CTCKIOBUAHOE Teno. Konnentpanus TA, HaOmogaeMas B 3aHed
YacTH TJa3a, oKaszanach d3QQEKTHBHON IS XKUBOTHBIX C MOJICIBIO BOCIIAJICHUS 3aJHETO CETMEHTA Tiia3a, axe
€CJIM B CTCKJIOBUIHOM TeJIe MPUCYTCTBOBATA OUCHb HU3Kask KOHIICHTPAIUS JICKAPCTBCHHOTO CPEIICTBA.

Kpome Toro, kommaectBo TA, gocraBisiemoro B CXII 1 ynepXuBaeMoro B CKIIepe/XOpHOUIATBLHOW 000-
JIOYKE ¥ B CETYaTKE B OCHOBHOM HE 3aBHUCEJO OT 103bl. CpaBHEHHE Macchl TA (MKT), IPHUCYTCTBYIOIIETO B CKJIIe-
pe/XopuonaaIbHO# 000JI09Ke B TEUSHHE ONPEACTICHHOTO TIeproia BpeMeHH, TToKa3ajo, 4To Ha neHb 30 komnde-
ctBa TA, yaepKHUBaeMOro B CKIIEpe/XOpPHOUAAIHLHOW 000JI0UKe KHUBOTHBIX, 00pa0OTaHHBIX BBICOKOW 10301 TA,
1 JKMBOTHBIX, 00pa0OTaHHBIX HU3KOH 1030i TA, 3HaumrensHO He ommuyanuch (¢pur. 20E). KommuectBo TA,
yAEepPKUBAEMOTO B CETYATKE, 3HAYUTEIILHO HE U3MEHSUTOCHh Ha JieHb 15 (dur. 20F).

DTH AaHHBIC MO3BOJISIOT MPEIMOIOKHUTh, YTO JTOCTABKA JCKAPCTBCHHOTO CPEJICTBA B CYMPAXOPHOUIATEHOEC
MPOCTPAHCTBO SIBJISICTCS XOPOLIO IEPEHOCHMOM, M MPU TaKOH JOCTaBKE HAOIIOAAeTCsl HY)KHOE paclpelielieHue
TA B ckiepe/XxopuoHIanTbHONW O0OJIOUKE M B CETYATKE, TO €CTh B CTPYKTYpaXx, SIBITIOLINXCS OYCHb BAKHBIMU
MUIICHIMHY JJIs JOCTABKH MPOTHBOBOCIAIUTEIBHBIX CPEACTB B 3aJJHUI CEIMEHT TJla3a, HO IPU STOM OTPaHUYH-
BaeTcs nocrymieHue TA B mepeHUN CErMEHT Tiasa.

[Tpumep 10. MUKPOUHBEKITUS B CYNIPaXOpPHOUAATHLHOE TPOCTPAHCTBO obecreynBaeT Jo0cTaBKy TA B Tepa-
MIEBTHYECKN Ba)KHBIE CTPYKTYPHI 33JHETO CETMEHTA IJla3a M OTpaHWYMBAET MocTymieHne TA B mepeqHuid cer-
MEHT TJ1a3a.

B aTOoM mccnemoBanuu ObUT mpoBeAeH GapMakokuHeTndeckuil aHam3 (PK) ameroHnma TpuamIiMHOIOHA
Ipy ero opTaJbMHYECKOM M CHCTEMHOM BBeAeHMH HoBO3enmaHACKHMM OelbIM KpONHWKaM IIOciie MHBEKIUH B
crexioBunHoe Teno (IVT) wim B cynpaxopuouaansHoe nmpoctpancTBo (CXII) ¢ moMOIIbIo MOJI0H MAKPOUTIIBL.

Ha nenp 0 camiiam KposMKoB (5 >KMBOTHBIX Ha TPYIILY) BBOAWIN OAHY OWMJIaTepalbHYI0 MHBEKIHIO 4 MT
TA (100 Mk cocTaBa TpuamimHONOHA, Triesence®, Alcon Labs) 8 CXII ¢ moMoOIIbE0 MUKPOUTIEI [THHOH 750
MK 1 Kanuopa 33 i B crekioBuaHoe Teno (IVT) ¢ momomnrsro crangapTHO# urisl kanuopa 30. IIpoTokon uc-
CJICZIOBAHUS MPEICTABICH HUXKE B Ta0II. 4.

Tabiuma 4
HpOTOKOJ'I HCCJICAOBAHUA
BeoomMas gosza CxemMa oOBpaboTku
Yncio
JeHb
T'pynna | XuBOT-— YpoBeHb CnocoB OBbeM
BBeleHUd SBTaHa3ng
HBIX Jo3 BBeIeHUd pitelc]
hafelcSy
IOuem 1, 14,
100
1 5 4 Mo TA CXII 0 28, 56 wunu
MKJI
91
IOam 1, 14,
100
2 5 4 M TA IvT 0 28, 56 wmmm
MKJI
91

Knuandeckue ucciienoBanms, OEHKY MacChl Tella U m3MepeHre BHyTpuriazHoro aasneHus (BI'/l) mposo-
JIWIA B TEUEHHUE TIeproIa BpeMeHHu 10 13 Hezenb mociie BBeACHUs N03bl. bpamn oOpasmbl Tia3mMbl U TIIA3HOTO
MaTpukca (BOISIHHCTYIO XUIKOCTh (AH), xpycTanuk, paxyxky/pecananoe teno (ICB), BoASIHHCTYIO )KHIKOCTh
crexinoBunHoro tena (VH), ckiepy/xopuonnanpayto obonouky (SC) u ceruyarky) na mgam 1, 14, 28, 56 u 91.
ITnazmy (LLOQ 0,5 ur/min) u rmazaoit matpukce (LLOQ 2-15 ur/mi) ananmusupoBaiu ¢ momoripio XKX-MC/MC,
Y TIOJTydeHHbBIC JaHHbIE OlIEHUBAIN Ha HekaMepHble PK-mmapaMeTpsl.

Kaknx-1mm6o mo6o4HsIX 3()(eKTOB, aCCOIMUPOBAHHBIX ¢ 00pabOTKON MM cII0OCOOOM BBEJICHNUS, HE HAOIIO-
nmanock. [y obenx Tpynn MakCUManbHas KoHIeHTpamus TA B mia3Me Ha JeHb | cocTaBisiia 4 HI/MII, U KOJH-
yectBa TA ObUIH ONpeIeICHBI BO BCEX TA3HBIX MaTpukcax Ha AeHb 91. [Tocne manvekiun B CXII cambie BBICO-
kue 3HaueHus BemnduH C,, 1 AUC,-; HaOII0gaIMCch B CKIIEpe/X0pHonIaIbHOW 000JI0UKe, a 32 HUIMU CJICIOBAIIH,
B MOPsIKE YOBIBAHUS, 3HAUCHUS IS CCTYATKH, BOJSTHUCTON KUIKOCTH CTEKJIOBHIHOTO TEJNA, PATYKKHU, XPYyCTa-
JIMKa, BOASHHUCTOM XMAKOCTU M Imia3Mmbl. Ilocie IVT-nHBeKIMH camble BBICOKHE 3HAueHUS BeMHUMH C. H
AUC; HaOII0AANCH B BOASHUCTON JKHUIKOCTH CTSKJIOBHIHOTO TEJa, a 32 HUMHU CJICIOBAJIH, B MOPSIKE yObIBa-
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HUS, 3HAYCHHS JUIS PATYKKH, CETIATKH, XPYCTaJIHKa, CKICPBI/XOPHOUIATEHOW 000I0YKHU, BOASHUCTON KHUKO-
CTH M TIIa3MBI.

Chax 1 AUC (momazs moa KpuBoi KoHIeHTparuu) aist TA, BBoaumoro B CXII, ObutH BBIIIE B CKIle-
pe/xopuonaansHoit 06omouke (Cpy: B 10 pa3, AUC: B 11 pa3) mo cpaBHEHHIO ¢ dTUMHU Hapamerpamu st TA
npu [VT-BBenennu (tadm. 5). C. 1 AUC mnst TA B cetuatke, BBoguMoro B CXII u B CTEKIOBHIHOE TEIO, ObI-
T TIOYTH SKBUBAJICHTHBIMH (Ta0J. 5), HO WX MakcHMajbHbIe 3HaueHus s TA, BBoaumoro B CXII, nocrura-
much ObicTpee (Ha neHb 1), yem mis TA, BBogumoro B crekioBuaHoe Teno (neHb 14). TA-o6paboTka gaBaia
Oomee BBICOKHE 3HAYCHUS B CKIIEPE/XOPHUOUIATBHOM 000104Ke mmociie HHbeKIuu B CXII, yeM mociie MHBbEKITUHN B
creknouaHoe Teso (IVT). Otromenus C,, 1 AUC,, B CKIIepe/XOpHOUIaTbHOM 000m0ouke s TA, BBOIUMOTO
B CXII/IVT, cocraBmsumu 12,2 u 11,7 coorBeTcTBEHHO (Ta0II. 5).

Cinax 1 AUC gt TA, BBOIUMOTO B CTEKIIOBHIIHOE TEIO, OBUIH BhIIIE B XpycTanuke (Cp.y: B 290 pa3, AUC:
B 690 pa3), B BoASHUCTOH KUAKOCTH (Cppax: B 200 pa3, AUC: B 63 pa3a), B paxyxkke/pecHudHOM Tele (Cpax: B 24
pasa, AUC: B 44 paza) u B BOEIHUCTOH xkuakoctu crekinoBunHoro tena (VH) (Cy.: B 4 pasa, AUC: B 52 paza),
4eM Ciax 1 AUC st TA, BBogumoro B CXIT (Tabu. 5).

Tabmmma 5
DapMaKOKHHETHUECKHE TTapaMeTphl TP BBEICHNUHN B CTEKIOBHIHOE Teno U B CXIT

Cnax AUC,
npu

Tiase Chast T AUC;. (HD | AUCq., (HT | Ty, npu

(nenp | (Hr/M | (meHb * nexb/ ¢ nenb/ (mens | PPSAST ppenenm
) a) ) MIT) 1) ) B

HUM B
LIV
CHIL IV CXM: IVT

Crax

MaTpukc OBpaboTka (s /)

BoasHucTas sCs 16 28 16 28 NA® NA NC

KUAKOCTH T 269 14 42 91 8500 NA NC

sCs 50200 1 247 91 1190000 1190000 9
Panyxka/

pecHu4Hoe TeJIo IvT 1260000 1 91 40900000 NA NC

scs 1870 1 9 91 27400 NA NC
Xpycramix 0,00 0,00
VT 540000 14 40300 91 12600000 NA NC

Bopauucrasa SCs 287000 1 10 91 3460000 NA NC
XUAKOCTH

CTERIOBUIHOTO VT 1640000 1 zuéoo 91 77600000 | 85500000 25
Tena

scs 907000 1 2600 91 24600000 NA NC
Ceruarka 1,16 0,98
T 781000 14 41500 91 25100000 | 26300000 21

Cxuepa/ sCs 2860000 1 34000 91 101000000 | 101000000 11

HOpUONTANTL Has VT 235000 14 | 27100 91 8640000 | 10300000 43 12,20 | 11,70
ob6oJiouka

AUC,. He MOTWia OHTH BEUNCIeHA ANA BOJAHUCTON ANEKOCTM NOCHE WHBEKUM B CKIl, NOCKOJIBKY OTCYyTCTBOBANM MO

U3MEpPEeHUA MeHbllell Mepe TpeX BeJIMYMH KOHLEHTpaumum

[TonydeHnHble gaHHbIE AaIOT OCHOBAaHUE MPEAINOJIOKUTh, yTO BBeAeHne TA B cTeknoBunHoe Teno u B CXII
XOPOIIO MEPEHOCHIIOCH KPOJIUKAMH-aTbOMHOCAMH, TPU ITOM CHCTEMHAs SKCIO3WIHS MPH BBEICHHUU JHOOBIM
criocobomM Obuta MuHHManbHOH (¢pur. 29). Kpome toro, TA B CXII axcopOupoBaicst B ropazo OONBIINX KOJIU-
YeCcTBaxX B CKICPE/XOPHUOMIANLHON 000JIOUKe M B CeTyaTke, Torjga Kak TA, BBOJAWMBINA B CTEKIOBHIHOE TEIIO,
pacrpenensiics o BCeMy Tfla3y, YTo yKas3bIBalo Ha To, 4yTo BBeAeHHE B CXII ¢ MOMOIIBI0O MUKPOUTIIBI TIpe-
CTaBJISIET COOOM CcImOco0, KOTOPHIM 00ecTieunBaeT HALIEJICHHYIO IOCTABKY JOCTaBKH TA B TEpareBTUYIECKHU pelie-
BaHTHBIC CTPYKTYPHI TJla3a IMpH 3a00JI€BaHUAX 3aIHETO CEIMEHTA TIja3a ¢ OTPaHWYCHHOW AocTaBkoi TA B me-
peIHui CerMeHT Tiiasa.

IIpumep 11. Ouenka MUKPOWHBEKIIMN alleTOHUIA TPHAMITHHOIOHA B CYNPaxOpHONAAIHHOE MIPOCTPAHCTBO
HogBozenanackum GesbIM KPOJIHKaM ¢ MOJEITBIO 3a/THETO YBEUTA.

B stom mccrnenoBanuu oneHUBANU 3PQPEKTH MPEABAPUTEIBHOTO BBEICHUS AlCTOHUAA TPHUAMIIMHOIOHA
(TA) B cympaxoprouaaibHOE MPOCTPAHCTBO WM B CTEKJIOBUAHOE Teiao HoBo3emaHACKHM OENbIM KPOJIUKAM C
MOJICNBIO 33THETO YBEHUTA, HHAYIIMPOBAHHOTO 00pabOTKOM CyOpeTHHAIBLHON 00IACTH YHTOTOKCHHOM.

Ha nenp 1 camMkaM KpoIUKOB (4 Tia3a/TpyIily) BBOIIIN OJHY YHHIATSPATbHYIO HHBEKIUIO HOCUTEIS WIH
4 mr TA (Triesence®, 40 mr/mMn cycnensuu, Alcoii Labs) B cynpaxopuongansaoe npoctpanctBo (CXII) ¢ mo-
MOIIBI0O MUKPOUTJIBI JUIMHOHM 750 MKkM 1 kanuOpa 33, mim nabeknuio 4 Mr TA B CTEKIOBHIIHOE TEJIO C TIOMOILBIO
cTaHIapTHOM urisl kamuoOpa 30. Ha geHp 6 kKaIoMy >KHBOTHOMY BBOJIVIIN OJIHY YHIJIATCPAIbHYIO CYOpETH-
HaNbHYI0 HHBeKIHIo Jurnononucaxapuaa (JIIC, 20-30 mxi, 203 mxr/r 1% ruaxypoHata HATPHUA) IIISI HHAYIH-
poBaHMs BocmasieHuss oOpabaTeiBaeMoro riiaza. MOHUTOPHHT KUBOTHBIX ITPOBOMIIA B TeUeHUE 22 THEH mocie
BBeZICHUS 103b1. KOHEUHBIMU TOUKaMH SIBIISTIOTCS] Macca Tela, o TarbMUIecKre HaOIroIeHIsI, OMOMUKPOCKOTIHS
TI0/T IIEJICBOM JTAaMIION B KOMOWHAIMH ¢ OIleHKOM 1m0 mkane Mak/{onansna-1llennexa u ¢potorpadueis, Hempsmas
odraeMockonusl, ¢ororpadus rra3HOro JHA, BHyTpuriazHoe nasieHue (BI'/l) m rucromaronornyeckuii aHa-
nm3. KpaTkoe ommmcanne mpoToKoia HCCIeOBAaHHS TPUBOANUTCS HIKE B TaOII. 6.

Tabmuma 6
[IpoTokon uccinenoBanus
TnasHas mHBEKUMA (OD) Cxema BBeNEHMA
Tpymn- 4uciio
Cnioco6 lleHp BBemeHUS CyBpeTuHallbHa A
na rnas Cocras 06BeM HO3H SBTaHaszua
BBeIeHus LO3H uHBeKUMA JIIC
A 4 Hocuress CXn 100 Mg IeHb 1 IeHb 6 IleHp 22
B 4 TA CXIT 100 MrJ Iens 1 IeHb 6 IleHy 22
C 4 TA IVT 100 MKJ IleHs 1 IleHb 6 IleHs 22
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I'pynna ToKCHH JlokanmMsaumsa TOKCUHa ObpabBoTka YVyacTok obpaboTkun
A Jimc CyGpeTuHallbHad 00JacTb Hocurens cynpaxopuongalibHoe IPOCTPaHCTBO
B Jimc CyOpeTuHallbHas o06JacTb TA, 4 mr cynpaxopuongajgbHOe IPOCTPaHCTBO
C JIc CyBpeTuHalleHad 00JacTb TA, 4 Mrp CTEeKJIOBUIHOE TeJlo

Tectupyemoe BEmeCTBO WM CIIOCOO BBEACHUS HE OKa3hIBAIN KaKOTO-THOO BIMSHUS HA CMEPTHOCTH, Mac-
cy Tena win odranbMuueckue napamerpbl. Kpome toro, nocne BBeaenus TA B CXII, kakoro-nmnbo 3Ha4NMOTO
yBenmmdyenust BI'J] ne nabmonanocs (¢ur. 21D). Uepes tpunanuars aueit nmocie nabekuuu JIIIC, B rmaszax, B
CIIX KOTOpBIX BBOJWIH HOCHUTEIH, HAOIIOMANICS TOJHMYBEUT ¢ 00JIce BRICOKOI CTEICHBIO TSXKECTH, YEM B TJIa3ax
npu BBeaennu TA B CXII nnm B creknoBunHoe teno (ur. 21A). Beenenne TA B CXII npuBoaniio K CHUXe-
HUFO OO0IIEro BOCMIAIHUTEIILHOTO OTBETA MO CPAaBHEHUIO ¢ KOHTposieM (¢ur. 21A). B rma3zax »KUBOTHBIX, KOTOPBIM
Beogwin TA B CXII u B CTEKIOBHIHOE TEJO, HAOIIOAaIaCh MEHbBIIAS CTCTICHb TSHXKCCTH BUTPHUTA, MCHBIIUN
NPWINB BOJISHUCTOHM XUIKOCTH M MEHbIIas HACHIIEHHOCTh KJIETKAMH, YeM B Tja3ax >KUBOTHBIX, KOTOPHIM B
CXTI BBoammu HOcutenb (¢ur. 21B). ¥V xuBoTHBIX, KOTOphIM TA BBOMMIM B CXII, CTETICHh pacUTUpEHUS U U3-
BUTOCTH COCYJIOB PaIy’KKH CHIDKAJIACh IO CPABHEHUIO C KUBOTHBIMHU, KOTOpbIM B CXII BBOAMIN HOCHUTENb, & Y
JKUBOTHBIX, KOTOPEIM TA BBOIWIN B CTEKJIOBHIHOE TENO, TAKOE CHIKCHHE HAOIIOAAIOCh B MEHBIICH CTEIICHH.
Beeaenne TA B CXII nmpuBOIMIO K 3HAYUTEIILHOMY CHIDKEHHIO KOHEYHBIX TOUYEK BOCTIAJIICHUS 110 CPAaBHEHHIO C
BBEJICHUEM HOCHTEJNS TPYIIaM, YIaCTBYIONIUM B HCcenoBanuu. B rimazax, B kotopex TA BBommimu B CXII win
B CTEKJIOBHJHOC TEJO, HAOIIOAAIOCh 3aMETHOE CHIDKCHHE BOCIAIICHUS IO CPABHCHUWIO C TJa3aMH >KMBOTHBIX
TPYIIIEL, KOTOPO# BBOAMIN HOCHUTEIb, HA UTO YKa3bIBaJl rTUCTONAaTOIorHIeckuii ananus3 (¢ur. 21C).

PesynbTathl aTOro uccnenoBanus nokasaiu, uto BeeaeHue 4 Mmr TA B CXII ¢ moMouipio Moo MUKpOUT-
7Bl OBUTO TakuM ke 3P (eKkTuBHBIM, Kak U BBeAcHUE 4 Mr TA B CTCKIOBUIHOE TEJNO B OTHOIICHUU CHIDKCHHS
BOCIIAJIMTEIEHOTO OTBETA Y KPOJIHKOB-aJIbOMHOCOB C MOJICNBIO 33 JHETO YBEHTA, HHAYIIUPOBAHHOTO BBEICHHEM
9HIOTOKCHHA B CYOpEeTHHAIBHYIO 00JIacCTh.

IIpumep 12. DddekT aedeHns oCTpOTo 3aTHETO YBEHTa Y CBUHEH-MOJeNel MyTeM WHBEKIIMHA aleTOHHUIA
TPUAMIIMHOJIOHA B CYNIPaXOPHONAAIHHOE POCTPAHCTBO C TIOMOIIBI0 MUKPOUTI IO CPABHEHUIO ¢ 3 (PEKTOM Jie-
YeHHS IIyTEM BBEJICHHS WHBEKIINU alleTOHWAA TPUAMIIMHOJIOHA B CTEKJIOBHIHOE TEJO.

B sToM mccnenoBanuu 3¢ (GeKThl MHBEKIWHU aneToHuaa TpuamimHoioHa (TA) B cympaxopuougaibHOE
npoctpancTBo (CXII) ¢ moMoIIbEI0 MUKPOUTIIBI CPaBHUBAH ¢ 3P deKkTaMyd HHbEKIHA TA B CTEKIOBHIHOE TEJIO
(IVT) y >KMBOTHBIX C MOJIENBIO OCTPOTO 3a{HETO YBEUTA.

Jecsatu nopocsitam-orbeMbitiaM BBoaqwn [VT-unabekiuio BSS nmm munonomucaxapuna (JIIIC), a 3atem
yepe3 24 u Boauin unbekuuio 0,2 unu 2,0 mr TA B CXII unu B creknosuanoe teno. Beeaenne B CXII ocymie-
CTBIISUIH C MTOMOIIBIO PACCMATPUBACMBIX 3/IECh ITOJIBIX MUKPOUTIT. OIEHKY Ka)I0TO Ti1a3a MPOBOJWIH C UCTIONb-
30BaHUEM CHCTEMBI OLICHOK T10 mkane Xakkera/Mak/loHanbna Ha 1uu -1, 0 n 3 mocine 06paboTku. 3aTeM CBUHEH
TOJIBEPTaid 3BTAHA3UU, OpPaTd BOJITHUCTYIO )KUJIKOCTh U BOJSHUCTYIO KHJKOCTh CTCKJIOBUIHOTO TENA JUIS IO/~
cYeTa KJIETOK M aHaJIM3a YpPOBHEH OelKa, Mocye Yero Iiia3a MOoABEPTall THCTONATOIOTHISCKOMY aHAIIN3Y.

Nubexnus TA B CXII ¢ mOMOIIBEI0 MUKPOUTII IPUBOANIIA K 3HAYUTEIHHOMY CHIDKCHHUIO BOCTIATUTEILHOTO
oTBeTa y oOpabotaHHbIX cBUHeH ((ur. 22A). Kpome Toro, Takoe CHIMKEHUE BOCIAIMTEIHPHOTO OTBETa MOXKET
OBITH TOCTUTHYTO TipH Oosiee HU3KUX Ao03ax TA, BBogumoro B CXII, uem npu mo3ax TA, BBOAMMBIX B CTEKIIO-
BruaHOE Teo. Ha ¢ur. 22B moka3aHo, 4TO CHIKEHUE BOCTIAJICHUS HAOII01a10ch depe3 3 aust npu no3e TA, BBo-
nmumoii B CXT1, kotopas coctabisiia 10% ot tpeGyemoit o361 TA, BBOANMOH B CTEKJIOBHUIHOE TEIIO.

PesynbTaThl 3TOrO MCCIEAOBAHHS MO3BOJSIOT MPEINOIOXKHUTh, uTo fAoctaBka TA B CXII obecneunBaeT
3(h(heKTUBHOE CHIDKEHHE CTCTIICHU BOCIAJICHHUS, M 3TO MOXKET OBITh JIOCTUTHYTO MPU 3HAYUTEIBHO 00Jiee HI3KOM
noze TA, yem no3a TA, BBoauMas B CTEKJIIOBUAHOE TEIIO.

Ipumep 13. JleueHre ocTporo 3aiHETO YBEUTA Y CBUHCH-MOIENEH MTyTeM UHBEKIIUH alleTOHUIa TPUAMIIU-
HOJIOHA B CYNPaxOpHUOUJATBHOE MPOCTPAHCTBO C MOMOIIBI0 MUKPOUTIL.

3T0 HccegoBaHNEe MPOBOIMIN Ha )KUBOTHBIX B COOTBETCTBHUH € 3aKoHOAaTenscTBOM ARVO mo ucmoins3o-
BaHUIO JKMBOTHBIX U OPTaIBMHUYECKIX W BU3YalbHBIX MCCIEIOBAaHHUI, W 3TO HCCIEAOBAaHME OBIIO 0J00pEeHO
HayyHBpIM KOMHTETOM IO YXOXIy 3a KHBOTHBIMH W II0 HCIIOJIB30BAaHHIO JKMBOTHBIX NP YHHUBEPCHUTETE INTATA
Cesepnas Kaponuna n Haxonmnocs moj koHTpojeMm 3toro Komwurera. Ilepen nHAyIIMpOBaHHEM YBEHTa KUBOT-
HBIX OCTaBJLUTH Ha | HEAENro I aKKJIMMATH3aliH K YCIOBHSAM MPOBEICHUS HCCICIOBAHMI.

B sToM nccrnenoBaHum OBLIO MCIIONB30BAaHO Beero 20 caMIIOB MM CAMOK JOMAITHUX MOPOCAT-OThEMBIIICH
(Sus scrofa domeslicus) (12-20 kr). B raHHOM HCCI€IOBaHUU TECTHPOBAIH TOJBKO JICBBIH IJ1a3, a B IPaBBIX Ta3
WHBEKIUH HE BBOJIWIH, U TOT IIa3 HE TECTHPOBAIH WU He 00padaThiBaiii. Bce MHBEKIINN BBOIMIM aHECTE3H-
POBaHHBIM CBHHBSM (QHCCTC3MIO MPOBOIWIMA ITyTEM BHYTPHUMBIIICYHOTO BBEACHUS TeENa30J1a-KeTaMHHA-
KCHWJIa3WMHA W C HUCIIOJIb30BAaHUEM KHCIOPOIHOM MacKw, conepkaimieil m3odiaypaH), U Tia3 IpenapupoBaid B
ACCTITUYECKUX YCIOBHAX (C MCHOJIB30BAHUEM CTCPHIIBHOTO 5% pacTBOpa OeTaauHa C MOCICAYIOIIAM YBIIaXHE-
HHEM CTEPHJIbHOW IN1a3HOW mpuMoukoif). Cpasy mociie HHbEKIMH MECTHO BBOAWIM | Karumo oQTasbMHYECKOTO
pactBopa MokcudiokcanuHa (Vigamox®, Alcon Laboratories, Fort Worth, TX).

3a 24 9 no nabekuu TA unm Hocutens B CXII win B CTEKIOBHIHOE TeNO (IeHb -1) B IIEHTP CTEKIIOBHI-
HOTO Tela 3aJHETO CeTMEeHTa Ia3a BBoAwIM UHBEKIHI0 100 Hr smmononucaxapuna (JIIIC; E. coli 055:B55;
Sigma, Inc. St. Louis, MO) B 100 mxn BSS (c6amancupoBanHOTO coleBoro pactBopa, Alcon Laboratories, nc.,
Forth Worth, TX) ¢ momonisio urisr kanuopa 27.
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Uepes 24 g mocie uabekiuu JIIIC (xens 0), 0,2 umu 2,0 Mr kommepueckn noctynmHoro TA (Triesence®;
Alcon Laboratories, Inc, Forth Worth, TX) win HOcuTEnss BBOIUIN MyTEM UHBCKIIMU JIHOO B CTEKIIOBHIHOE TEIIO
ria3a (c moMomIbo UIIIEl KanuOpa 27), muoo B CXII riasa (¢ moMoIIbi0 MEKPOUTIIEI IIMHOM 850 MKM 1 kanmbpa
33), npenapupoBaHHOTO B aCENTHYECKUX YCIOBUsIX (Tabi. 7). st cpaBHEHMs TepaneBTHYECKUX d(PPeKToB Opa-
JY THIIHYIHYIO TepaneBTuIeckyto 103y TA (aampumep, 2,0 mr) u B 10 pa3 MEHBIIYIO 103Y.

Bce mHBEKIIMM OBITH CcEaHbl B yU4ACTOK, HAXOMSAITUICS MPUOIM3UTEIHLHO Ha 5-6 MM BhIme juMoOa. J{ims
obecriedeHns CTaOMIM3AIMK T1a3a Bo BpeMs nHbeKnd B CXII B mepe il KORBIOHKTUBAIBHBIN CBOJI BCTABIIS-
JIY CTepUIIbHBIN J1a00paTOPHBIH IMATENb (CTEPHIBLHBIA MITIATENb ¢ MockuM KoHIoM Corning, Corning Life Sci-
ences, Corning, NY). Jlns adpdexTuBHOrO ocymectsiaeHuss Metona nabekinu B CXII ¢ moMoImp0 MUKPOUTII,
nepen npoBeaeHneM 3Toro uccienoanmsi, B CXII ria3 yMepIiBIeHHON CBUHBH BBOAMIN MPUOIM3UTENBHO 10-
15 uHBEeKIMH TeKapCTBEHHOTO cocTaBa. TA pa3BOAMIIM HOCUTENEM U TMOJTydainn HU3Kyto 103y (0,2 mr/100 mxir)
WM BBICOKYIO 1103y (2,0 Mr/100 mkir). KoHTpossHBIM IpyminaM Taxoke BBoawin Hocurelns (100 mMki), Ho 6e3 TA.
I'pynmbr 06paboTku epedyncieHs! B Taoi. 7.

Tabauma 7
I'pymnmer 00pabOTKH M MPOTOKOJ UCCIICTOBAHUS
ObpabGoTka 100 MrJ UmcJio
I'pynna OueHka
(Ieup-1/IeHs 0) KB O THEIX
BSS B CTEKJIOBUIOHOE
1 2 OlleHKM BOCIajleHUs

Tejio/Hocurens B CXII
Tyas:

100 HT JITIC B
Oy -1, 0, 1, 2 u
2 CTEeKJIOBUIHOE 2
3
Teno/Hocurens B CXII

100 HT JITIIC B

3 CcTekJIOBUOHOe TeJsio/0,2 4
BI'II:
M TA CXII
Ooun -6, -4, -1,
100 HT JIIIC B
0, 1, 2 mn 3*

4 CTEeKJIOBUIOHOE Teso/2,0 4

M TA CXII

100 HT JIIIC B

cTekJIoOBUgHOe Tesio/0,2
M TA B CTeKJIOBUOHOE

TeJIo SPI', OKT, doro:

100 HT JITIC B O -1, 0 m 3
CTekJIoBMgHOe Tejo/2,0
M TA B CTEeKJOBUIHOE

TeJIo

BSS - cbanmancupoBaHHEIH CONEBOH pacTBOp;
IVT - untpaBuTpeansHo;

CXII - cynpaxopHouJaabHOE IPOCTPAHCTBO;
JITIC - nunocaxapun;

TA - aneToHUZ TPUAMIIMHOIIOHA,;

OPT - anexktpoperuHorpadus;

OKT - onTrdeckasi KOTepeHTHAs! TOMOTpadus;
doro: doTorpadus rmasHoro nHa;

* mmoc 1, 3 ¥ 6 4 nociie BBEICHHS HHbEKIIUIA.

OHu Hepenu/Bpems uccneaoBaHus (Yachbl)
s

M T W R F s s M T W R F

~192  -168  -144 120 -96 -72 -48 -24 G 24 48 7

1\ BrA Bry GA GA BrA Br4  BrA
nnc TA OueH. OueH. OueH.

‘Hauano akknumaTtuaaumm BA

JBTaHasns

OreHKa BOCTIaJIeHHS TT1a3a.

IlepenHnii cerMEHT U MEPEAHIOI YacTh CTCKJIOBHIHOTO TENa IJla3a OLECHWBAIN HA MHUKPOCKOIIE TIO IIKale
OIICHOK BOCIaJeHHus Tiaza X3kkera-Mak/loHanbaa, MOAU(PHUIIMPOBAHHONW IIJISI MIPUMEHEHHUS 3TOH CHUCTEMBI B
9KCIIEPUMEHTE Ha CBUHBAX (BMecTo HoBo3enmaHICKHX OEJBIX KPOJHMKOB), KaK OIMHCAHO HWXKE. baiuiel, mocras-
JICHHBIE TIPY OLICHKE KOHBIOHKTUBBHI (THIIEPEMUH, OMyXaHHs, oTcioeHus, 0-4); IpUINBa BOJSHUCTON JKUIKOCTH
(0-3); cBeroBoro pediexca 3pauka (0-2); mopakenus paxyxku (0-4); poroBuIs! (CTENEHN U TUIOLIAIH TTOpaKe-
Hud, 0-4); manHyca (BacKyisapuzauud, 0-2) U KJI€TOYHOrO MH(QWIBTpaTa MepeaHell YacTH CTEKJIOBHIHOTO Teila
(0-4), cymmupoBaiH C MOJY4YEHHEM OJHOI OILEHKH TSXKECTH BOCIAJICHHS Ul KaXKJOTO KUBOTHOTO B KaXKIOM
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skcriepuMenTe. OIEHKY BOCTIAIICHHS TJ1a3 OCYIIECTBIISIN ¢ IOMOIIBIO IOPTaTUBHOTO MUKPOCKOTA IO IIENeBOI
nammoit (Zeiss HSO-10, Carl Zeiss Meditec, Inc. USA) Ha nens -1 (nepen uabeknueit JITIC), va nenp 0 (mepen
WHBEKIMEeH HocuTens uinu TA), a 3aTeM Ha aaHA 1, 2 U 3 TIOCiIe HHBEKIINH.

Buytpurmnasnoe gaBieHue.

Bayrpurnasnoe nasnenue (BI'/]) m3mepsimu va qam -6, -4, -1, 0, 1, 2 u 3 Ha ToHOMeTpe TonoVet (iCare,
Finland). Kpome toro, BI'JI nuamepstmu gepe3 1, 3 u 6 1 nocie nabekiuu B CXI1 uam B CTEKIOBHIHOE TEJIO HA
nesb 0. VI3MepeHns oCyIecTBIsUTN 0e3 MECTHOH aHeCTe3WH B COOTBETCTBHH C PEKOMEHIAIMSAMH IIPOU3BOANTE-
751, YCIIOBHUSA coepKaHMs CBHHEH BO BPeMs aKKIMMAaTH3AIMH TTO3BOJISUIH IIPOBOANTE PYTHHHYIO OICHKY TJIa3 U
u3Mepsats BI'J], mpunaras auire MUHHMATBHBIC YCHIIUS JUIS YACPKABAaHUS CBUHEH Bpy4YHYr0. HakOHEUHHK 30H-
Jla TOHOMETpa TO/ABEpTrali KOHTAKTy C LEHTPaIbHON YacThIO POTOBHUIBI U Jenany 6 namepenunii noapsia. [locne
IIECTH U3MEPEHUH Ha AWCIIee TOHOMETpa MOSBISUIOCH cpenHee 3Hauenne BI'J[, n 3To 3HaueHHe perncTpupoBa-
JIH.

OnekrpopernHorpadus (OPI).

CBuHell aHecTe3upoBaiy Ha HU -1, 0 ¥ 3, ¥ 3pauku pacmupsy myteM BBeneHus 1% tponmkamuna-HCl,
a poropuny anectesuporaiu 0,5% npomapakanrnom-HCl, mocne dero, mepen MHBEKIUEH, PETHCTPUPOBAIH BCE
M0JIE 3JIEKTPOPETHHOTPAaMMBI ISl JIeBoro rinasa. llepex ocymectBienuem DPIT mpoBoawmimm aganTaiiio Bcex
JKUBOTHBIX, OCTaBJIISI MX Ha 15 MHUH B TeMHOTE. Ha poroBuiry momemani MOHOTIOISAPHBIH 3JIEKTPOT KOHTaKTHOM
porosuunoit ymH3bl (ERG-jet, La Chaux des Fonds, Switzerland), koTopblii Cily>)kui1 B KadecTBE aKTHBHOTO
anekTpoaa. [1oIKOKHbIN 3JeKTPOA B TaTepabHOM YIIIy TJIA3HOM IIENH CIY>KUII B KaueCTBE HEUTPAIbHOTO 3JIEK-
Tpoxa. Jns monmepkaHus TIIa3HOTO BeKa OTKPHITHIM O] HETO IMOMEIIAN pacmupuTens Beka bappakepa, a B
JOpCAIbHYIO 00JaCTh BCTABJISUIM HMOAKOXKHBIH MIOJIBYATHIM AJIEKTPOM, KOTOPBIA CIYXKHJI B KaUeCTBE 3a3EMIISIO-
mero ssekrpona. DPI' mpoBoanny myTeM nojadn MrHOBEHHBIX MMITYJIbcoB Ha yactore 0,33 I'i ¢ momomsio do-
TocTUMYJIsiTopa MUHHU-Tanndensa-3¢pdexra (Roland Instruments, Wiesbaden, Germany) nmpu MakcuManbHOH
MHTEHCUBHOCTHU. J[BaanaTh OTBETOB OBUIM yBenmmueHbl, oTduibTpoBansl n ycpenuens! (Retiport Electrophysi-
ologic Diagnostic Systems, Roland Instraments, Wiesbaden, Germany). AMIIuTyay [3-BOJHBI pETHCTPHUPOBAIN
JUISL Ka>K10M CBHHBH B YCTaHOBJICHHOE BPEMSI.

[npoxkononsHas nuppoBast pororpadus IIa3HOTO JHA.

Ha nan uccnenoBanus -1, 0 1 3 cBUHEH aHeCTe3UPOBAIN, M 3padKu PACIIMPSUIN ITyTeM BBeneHus 1% Tpo-
MUKaMA/a, a 3aTeM IJ1a3Hoe AHO (GoTorpadUpoBaNi MPH CTAHIAPTHOM OCBEMICHHH W (POKYCHOM PACCTOSHHH C
WCTIONIb30BaHUEM IIMPOKOIIONBHON TG poBoi cuctembl Buzyanmmzanuu (Retcam II, Clarity Medical Systems,
Pieasanton, CA).

Onrudeckas KOTepeHTHAs ToMOrpadust.

[Tocte momy4yeHus! MUPOKOTIONBHOM GoTorpaduy riaazHoro qHa Ha MHU -1, 0 U 3 MEHTpaILHYIO YacTh PO-
TOBUIIBI BH3YaJIM3UPOBAIN C MOMOIIBIO ONTHYECKON KOTepeHTHOH ToMOrpadui Ha OCHOBE TEXHOJIOTHH CIICK-
tpansHoro gomena (CI-OKT) (Bioptigen SDOCT EnVisu Ophthalmic Imaging System, Durham, NC) B coor-
BETCTBHH C 6 NMPOTOKOJAMHU BU3yaJM3allM (BKJIIOYas CKaHbl JJsi (OPMUPOBAHUS OOBEMHBIX M300pa)kKEHHH B
IpsMOYTOJIEHOM (opmate 6, 8 1 12 MM, U IPSIMOYTOJIBHEIN pacTp pomiaepoBckoro crekrpa). CA-OKT no3Bosns-
JIa TIPOBOJUTE In VivO OIEHKY MOBPEXICHHS CETYATKH M TOJIIMHBI CETYATKH C MCIOJIb30BaHHEM HYTpoMepa, C
MOMOIIIFI0 KOTOPOTO W3MEPSUTH AWAMETP TPEX PENpe3eHTAaTHBHBIX IUIOMAACH OJHOTO AWCKA, HAXOIAIMIETOCs
BBIIIIE JTUCKA 3PUTEIHHOTO HEPBA, a 3aTEM IOJNyICHHBIC BEIMIHHBI YCPEAHSIIHN C TIOIYYeHHEM CPEJHEro 3Hade-
HUS TOJIIMHBI CETYATKH TJ1a3a 3a ONPEeIICHHBII TepHOI BPEeMEHH.

I'ncronaTtonoruyeckuii aHanus riaasa.

CBuHEH TOABEprajiM SBTaHA3WMHM HA 3-i JEeHb MCCIENOBAHMS IOCTC MPOBEACHUS KIMHUYICCKOH OICHKH,
OKT, OPT" u nomy4deHus] IIUpOKOIONBHOM hoTorpadum rnazuoro ana. [locie sBTaHa3uK M30BITOYHON BHYTpPH-
BEHHOM 1103011 OapOuTypara ynamsum oda riasa. Bogsnucryio xxunkocts (AH) orcackiBanm, u cpasy mocie 3B-
TaHa3MH, U3 KXJ0ro rinasa Opamu 1 M oOpasna BOASHUCTON *uakocTh crekioBuaHoro tena (VH). Iocne ato-
TO TJ1a3Hoe 510710K0 prukcupoBanu B pactBope [I3Busicona B reueHue 24 4, a 3ateM B cniupre. LlenTpansHble, car-
THTAJIBHBIE CPE3bl KaXKJOTro TIIa3HOTo s0JI0Ka, BKIIOYAs 3PUTENIBHBIA HEPB, OKPAIIMBAaIM I'€MAaTOKCHIMHOM M
J03MHOM M OICHUBAJIH T10J1 ONITHYECKUM MHKpOCKOIOM. J[Ba HaOtoaaTens-naToyiora, KOTOpble He NMEJI HUKa-
Koi nH(popManny 06 SKCIEPUMEHTANIBHBIX TPYIIAX, MPOBOAMWIN OLEHKY YPOBHSI BOCTIAIUTEIHHOTO HHUIBTpa-
Ta B MEpEIHEM M 3aJIHEM cerMeHTax riasza. llepenHuil u 3aAHUI CErMEHTHI IJ1a3a OLEHHUBAIM 10 CIEAYIOIIeH
mkae: 0=kIeToYHbI MHPWIBTPAT He HaOMoAaNcs; 1=Habmromaanach HHQMILTPAMS HECKOIBKUX KIETOK (ciia-
Oas) - ouaroBas; 2=Ha0Omonanach HHQUILTpAIN HECKOIBKUX KIETOK (cradas) - nuddys3Has; 3=Habmromanach
WHOUIBTpAIUs HEOOIBIIOTO YHCIa KIETOK ¥ 4=Ha0Jroaanach HHQWIbTpAHs OOJBIIIOr0 YUCIIa KIETOK.

[Toxcder BocIaMUTENBHBIX KIETOK U OTPEAeICHNE KOHIICHTPAIMK OeIKa B BOASHUCTOM )KUIKOCTH U B BO-
JSIHUCTOM >KUIKocTH crexnoBuaHoro tena AH u VH, nociie ux acnimparnuu u3 riia3, cpa3y [OMeIad Ha Jie, a
3aTeM OTIaBany B JlabopaTopHio, TAe ux 3amopaxuBaiu npH -80°C u XpaHWIM 10 mocieayromeil o00paboTkH.
OOpa3upl OTTauBadM IPH KOMHATHOW TEMIIEpaType, BCTPSAXUBAIM W IMOJCYMTHIBAIN OOIIEe YHCIO KIETOK Ha
remonuTomerpe. KoHnentpamuio oOmero Oenka onpenensu ¢ momoinsio ananusa bpandopaa (Pierce BCA
Protein Assay Kit, Thermo Scientific Pierce, Rockford, IL).

AHanu3 TaHHBIX U CTATUCTHYCCKUI aHAIN3.

Jlna mpoBeeHus THCTOJIOTMYECKOTO aHali3a [Ba HE3aBUCHUMBIX HaOIromaTelns, KOTOphIe He MMETN HUKa-
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Ko# mHpOpMaIruu 00 IKCHCPUMEHTAIBHBIX TPYINAX, ONCHUBAIN KAXKABIN T7a3 B KaXIBIH MEPUO] BPEMEHU U
MOJYYalTd CPEHUE OICHKH JJIsT KAXKIOTO KHBOTHOTO, KOTOPEIC 3aTeM aHAIM3HPOBATH. JJaHHBIC ¢ HOPMAIbHBIM
napaMmeTpudeckuM pacmnpeneneaneM (to ects BI'JI, OPI', TonmuHa ceTyaTKH, YHCIO KJIETOK, KOHIICHTpAIUS
Oernka) cpaBHMBAIH LTSI K&KIOTO MEpHOIa BPEMEHH U IS KaXKIOW TPYMITEI ¢ HCIOJIh30BAHNEM OTHO(DAKTOPHBIX
moxeneit ANOVA ¢ nocnenyronum mnpoBeaerneM (post-hoc) ananmsa Trioku-Kpamepa. B cimydae Hemapamer-
PUYECKUX NAHHBIX (TO €CTh KIMHHUYECKHUX OLEHOK, THCTOJIOTHYECKHX OIIEHOK) HMCIIONB30BATM KPUTEPHHA Y HII-
KOKCOHa JIJTSl )KHBOTHOTO Ha JaHHBIH MOMEHT BpeMeHH. Pa3nuuuns paccMaTpuBainch Kak 3HaunMble ipu P<0,05.
Pe3ynbTaThl M BEPOSATHOCTH BBIYUCIISIITN C MIOMOIIBI0 KOMIIBTEPHOM cTaTHCTHIecKor mporpammsel (JMP 10, SAS
Inc. Gary, NC).

Pesynbratsl.

Nupexkuun TA wnn Hocutens B CXI1 BBOAMIN ¢ MTOMOIIBI0 MHUKPOHIIT 0€3 KaKUX-THOO MPENSATCTBUN WIH
6e3 mo0ouHBIX 3 deKkToB. [1a3a oneHUBaIN Ha OMOMHKPOCKOIIE O] IIEJICBOM JaMITOH, ¥ MOCe KaxI0H WHbB-
SKI[UH MPOBOAWIH HENpsMyo odransMockomnuio. [Tocne nabekiun B CXI1, kakoi-Tn00 yTEUKH BEIIECTBA, BBO-
JIUMOTO MUKPOUTIION MTOCPEACTBOM TephopaIiii CKICPhI, WIH YTCUKH JICHKOIUTAPHOW CYCIICH3HH JICKAPCTBCH-
HOTO CPEJICTBA B CTEKIJIOBUIHOE Tello He Habmoaanock. [locne nabeknuu TA B cTekiioBuaHOE Teno, TA Habmio-
JTAJICSl B BHUJIE JIETIO JICHKOIWTOB B IEHTPAJBHON YacCTH CTEKJIOBHIHOTO Tella, Ha YTO yKa3bIBaia HempsMas od-
TagpbMockomnus. Kpome Toro, mocie Bcex uabekuil (B CXII win B CTEKIOBUIHOE TEJIO) HE HAOIOIAIOCH KaKo-
T0-J100 KPOBOM3IHUSHIS B MECTE MHBEKIIUH WM B CTEKJIIOBHIHOM TeJIe.

O1eHKH BOCTIAJICHHS TT1a3a.

ITocie wnaTpaBuTpeansHoii mHbekuu JIIIC Ha meHb -1, KyMyJIATHBHAs OIIGHKA BOCTIAJICHUS IJIS BCEX
rpymmn noBeimanack 10 6-10 (pur. 23). OueHku uig r71a3, B KoTopsle BBoqwM nHBeKIUi0 JIIIC, ObutH 3HAYH-
TENIBHO BBIIIE, YeM JUIA TJ1a3, B KOTOpble BBoIWIN nHbekuio BSS (P<0,02). [Tocne BBeieHUS MHBEKIMH Ha I€Hb
0 oleHKM BOCHAJICHHS B OCHOBHOM CHHKAJIUCh, XOTS 4epe3 24 U mociie HHBEKINHU T1a3a, 00paboTaHHBIC HOCH-
TeneM (Tpynna 2), UMEIU CpeHUE OLCHKY, 3HAYUTEIBHO MPEBBIIIAIOIINE OICHKH JUTS IPYTUX TPy 00padoTKu
(P<0,02), a rnaza, B kotopsie BBogwiu [VT-unbekuu 0,2 mr TA (rpymnmna 5), uMenu cpeiHue OLEHKH, KOTOpbIe
3HAUMTENBbHO NpeBbimanu oreHku (P<0,03) mis rpynm 1, 3, 4 u 6. Uepes 48 1 u 72 1 mocine o0paboTKu Tia3a, B
koTopsie BBoMwH [VT-uabekmio 0,2 Mr TA (rpymnma 4), ©MeNn 3Ha9UTeJIbHO 00Jiee BRICOKUE CPEIHHE OIEHKH,
geMm rnasza, B CXII kotopsix BBommmm TA (0,2 u 2,0 mr; rpymmst 3 u 4) u Hocutenb (rpynma 1). 'maza, B CXII
KOTOpBIX BBOAMIIN HHBEKITMU TA (0,2 u 2,0 Mr; rpymnmsl 3 u 4), 1 11a3a, B KoTopble BBoawm [VT-urbexkuun TA
(2,0 mr; Tpymma 6), UMEIHN CpeIHUE OLIEHKH BOCIIAJICHHSI, KOTOPhIE 3HAYMTEILHO HE OTIIMYAJINCH OT OIICHOK BOC-
TIAJICHUS JIJIS1 TJ1a3, 0OpabOTaHHBIX HOCHUTENIEM B KaXKIbIH JICHb MPOBEACHUS dKCIIEpUMEHTA (TO ecTh Ha AHH 1, 2
u 3) mocne oopadoTku (¢ur. 23).

BHyTtpuriasHoe naBieHue.

BHyTpuriasHoe gaBieHHe BappUPOBAIOCH B TIpeaenax oT 19 10 24 MM pT. CT. BO BpeMsl aKKIMMATH3AIHH
Y HEMHOTO CHHAJIOCh M0 Mepe MPHUBBIKAHUS CBHHEH K YCIIOBHSIM dKCIiepuMeHTa. [locie HHAYIMpPOBaHUS YBCH-
Ta y rpyni, kotopsiM BBoaunu JIIIC, BI'J] camxkanocs Ha BpeMs 0 go 12-16 mm pr. ct. [locne BBeeHNUS UHBEK-
it BI'JI ocTaBanock HU3KMM y BCeX TPYIN uepe3 6 U Mociic MHBEKIUH, a 3aTeM BO3BPAIIaIOCh Ha 0a30BBIN
ypoBeHb. B riazax >kMBOTHBIX TpyMIIkI 1, B koTopsie He BBoauim JITIC, uepes 1 u 3 4 mocne BBEJACHWSI HHBEKIIUN
BI'Jl Obut0 3HAYMTENBHO BBIINIE, Y€M B TJa3ax >KUBOTHBIX rpymmsl 2 (P=0,01; 0,04). B apyrux cioydasx Kakux-
MO0 3HAYUTENLHBIX Pa3Induil Mexay rpynmnamu (¢ur. 24) He HaOII0AaI0Ch, a TAK)Ke HE HAOJI0IaI0Ch KaKOTO-
60 peskoro yBenuuenus BT/l cpa3sy (To ects uepes 1, 3 u 6 4) ocie HHBEKIINH.

DneKTpopeTHHOTpadusl.

AMIUTATYIBI CKOTOITMYECKOH [-BOJHBI 3HAYUTENBHO HE OTIMYAINCH U BCEX TPYIIL, OICHHBAEMBIX B Ka-
JKIBIN TIepHo ] BpeMeHu (To ecTh Ha AH| -1, 0 1 3), 3a HCKITIOUEHUEeM TPyl 4 Ha JeHb -1, y KOTOpOH aMIUTUTY-
Ia B-BOJHBI OBUTAa 3HAYMTENHHO BHIMIE, YeM y Tpymm 1, 3, 5 u 6 (P<0,007). Pe3ynpraT Takol mpenBapuTEIbHON
00pabOTKHU, BEPOATHO, SBJISICTCS PE3yIBTATOM OHMOJOTHYCCKUX (DIYKTyanuil, a TOSTOMY OH HE SIBISCTCS KIIMHH-
YeCKH 3HAYUMBIM. OJTHAKO IOCIIC UHBCKIINH, KAKOH-TH00 TUC(YHKIUHM CETYATKH HE 0OHAPYKUBAIOCH (TO €CTh
aMIUTUTYZAA [3-BOJHBI CHIDKAJIACh).

[upoxononsHas nupposas Gpororpadus raa3HOTO JHA.

Ha mmpokononbpHEIX GoTorpadusax riia3Horo AHa ObUIO 0OHAPYKEHO 3aMETHOE IIOMYTHCHHE 33THETO CET-
MeHTa rnasa uepes 24 1 nocne unbekuu JIIIC, 3a uckmouenueM rpynnst 1, koTopoil nuabeuposanu BSS, u y
KOTOPO¥! I1a3a 0CTaBaIKCh 3JJOPOBEIME Ha BUJ. [loMyTHEeHME, Ha0M0JaeMOE B T1a3aX, B KOTOPBIC BBOIUIA UHD-
exiuu JITIC, OBLIO pe3ynbTaTOM HPUCYTCTBHS 3KCCYAATUBHOTO WM KICTOYHOTO WH(UILTpaTa B BOISHHUCTON
JKUIKOCTH CTEKIIOBUIHOTO Tena. B rmazax, o6paboTaHHBIX HOCHTENEM (Tpymma 2), TOMyTHEHHE 3aMETHO YBEIIH-
yuBajaochk Ha guu 1-3 mocie uabekiun. Beemenne 0,2 n 2,0 mr TA B CXIT 1 2,0 mr TA B CTEKJIIOBHIHOE TEJIO
JaBayio n300pa’keHre TIa3HOTO JHA, HA KOTOPOM HaONI0aIoCh MEHbIIEe MIOMYTHEHHE CTEKIOBUIHOTO Teia, U
Takas KapTHHA TJIA3HOTO JHA ObUIAa aHAJIOTWYHA KapTHWHE, KOTopas Habmromanack mo BBexeHHs. OmHAko BBele-
Hue 0,2 Mr TA B CTEKJIOBHIHOE TEJIO JaBaJio M300paXkeHHe, HA KOTOPOM HAOJI0JANIOCh JIUITh He3HAUYNTEIbHOE
VIIY4IICHUE COCTOSHHUSI a3 [0 CPABHECHUIO C Ia3aMu, 00pabOTaHHBEIMH HOocuTelleM. ['J1a3a, B KOTOphIe BBOIMIH
2,0 vr TA myTeM HMHBEKIIUH B CTCKIOBUIHOE TEJO, UMENM OOUIMPHOE CIUIOIIHOE neno TA, BUAMMOE B IICH-
TPaJTbHOM YacTH CTEKIOBHIHOTO Tena (¢pur. 25A-B).
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Onrtudeckast KOrepeHTHast ToMorpadusi.

VY Bcex TpyHIl KaKoro-mubo 3HaYUMOTO Pa3yiMyusl B TOJIIMHE CETYATKU HE HAOJIIONAIOCH HU 10, HU TIOCIe
WHBEKINHU. SIBHON MATONOTHHU CEeTYATKH MOCIe MHIYIUPOBAHIS YBEUTA WM IOCIe 00pabOTKH HE HAaOIII0Jamoch,
OTHaKO OOHAPYKUBANNCH KIETKH, IPOUCXOIAIINE OT COCYTUCTON CHCTEMBI CETUATKH.

I'ncronaTtonoruyeckuil aHaiaus rias.

I'ucTonmaTonornyeckuii aHaJ M3 TJ1a3, OICHUBAEMBIX y BCEX TPYII, HU B OJHOM CIy4ae HE BBISBHI KaKHX-
00 3HAYUTEIHHBIX N3MEHCHHUH B CTPYKTYpPE TKAHHU MIIM TOKCUKOJIOTHYECKUX n3MeHeHnH. OTHaKo BO BCeX TIia-
3aX, 32 MCKJIIOUEHHEM TJIa3 JKUBOTHBIX Tpynmbl 1 (BBempenue BSS B cTekiioBUAHOE TENO/BBENCHHUE HOCHTENS B
CXII), obHapy»uBajcs KIETOYHBIH HHOWIBTPAT B NepeHEH Ii1a3Hoil 000J104Ke, B CTEKJIOBUIHOM TEJE U B CET-
yarke. UHWIBTpauys TKaHW MPOMCXOAUT IPEUMYIIECTBEHHO I10]] AeHCTBUEM HEHTpOoGmIoB. ['1a3a >KUBOTHBIX
rpymnsl 2 (JITIC B creknoBunHOM Tene/Hocutens B CXII) oOHapyXHBaim yMEpEeHHYIO WIIH TSDKEIYIO CTEIICHb
MHQUIBTpaMyn HEeWTpopHUIaMu B pagy’kKe, B OCHOBAHMHM PAIYKKH U B pally)KHO-POTOBHYHBEIX yriax. Kpome
TOTO, HaOJI01aNach YMEpPEHHAs! WIIH TsDKENasl CTeNeHb HEHTpOGMIbHOW HHPHUIBTPAIIMK B CTCKJIOBHIHOM TeJle U
BO BHYTPEHHHX CJIOSIX CETYATKH, a TAaKXKe HaOII0Jalloch IEPUBACKYIISIPHOE CKOTICHHUE BOCTIAJIUTENIBHBIX KIETOK
B ceryaTke (¢wur. 26). B rmazax xuBoTHbIX rpymisl 3 (JITIC B cTeknoBuaHoM Tene/Hu3kas no3a TA B CXII) Ha-
Ommonancs cinabbrii HEUTPODUIBHBIM MHPWIBTPAT B PaayKKe W YMEPEHHBIH HEUTPOOUILHBIH MHPUIBTPAT BO
BHYTPEHHHUX CJIOAX CETYATKH M B CTCKIIOBUIHOM Teie. [lepeqanii cerMeHT ri1a3 y )kuBOTHBIX rpymmsl 4 (JITIC B
CTEKJIOBHIHOM Teue/Bbicokas mo3a TA B CXII) ObT HOpManbHBIM, U JIMIITH HHOTJA B HEM HaOJI0JaINCh BOCTIA-
muTenbHble KIeTku. OdeHb cinabas HeWTpoduimbHas WHOUIBTpaNUs HAOIIOAANach B CTEKIOBHIHOM Telle M BO
BHYTPEHHUX OTHEenax cerdatkd. TA BusyanbHo oOHapyxuBaics B CXII kaxmoro ria3a y )KUBOTHBIX TPYMIBI 4
(¢wur. 26), uTo yka3pIBaJIO HA TO, YTO TAKOW CIOCOO MHBEKIUU JICHCTBUTEIHLHO MO3BOJSCT OCYIICCTBISATH JOC-
taBky TA B CXII. 'mcronornueckuii aHaau3 He 00HapYKUBaJI KaKOTO-THO0 BOCHANICHUS WIIM KaKUX-JTHOO MpH-
3HaKOB TOKcHMYHOCTHU rocie nHbekuuu TA B CXII. B rinazax skuBotHbIX rpynmsl 5 (JITIC B cTeknoBuaHOM Te-
ne/nuskas 1o3a TA B CTEKIOBHIHOM Tene) HaOmonanack ciabas HeHTpodmiIbHas MHOWIBTpAUus B MEpPEeaHEM
CErMEHTE TJIa3HOH O00OJIOYKH M yMEpeHHas WM TsDKeslas KIeTOYHas MHQWIBTpAlMs B CTCKJIOBHIHOM Tele, a
TaKKe yMepeHHas MHOWIbTpanrs BO BHYTPEHHEM OTJEJNE CETYATKH, BKIIOYAs YMEPCHHYIO TEPUBACKYILIPHYIO
nHOMWIbTpaluio. B rimazax »uBoTHBIX rpymisl 6 (JITIC B cTrexnoBugHoM Tene/Beicokas mo3a TA B CXIT) naomro-
Janack crabas HeWTpoduiIbHas WHOUIBTPALUS B TEPEIHEM CETMEHTE TJa3HOW O0OJIOYKM M yMEpEeHHAs WH-
(buIBTpaIUs B CTEKIOBHIHOM TeJe, BKIIIOUas C1adyro epruBacKy SIpHYIO HHPMIbTpaIuio (pur. 26).

AHaIM3 THCTOJIOTHYECKU TTOATBEPKACHHBIX OIIEHOK BocmaneHus (pur. 27) mepeIHero u 3aIHero CerMeHTa
TJ1a3a Tokasaj, 4To Tia3a )XUBOTHBIX rpymmsl 1 (BSS B crekmoBumanom Tene/nocutens B CXI1) nmenn cpeaHioo
THCTOJIOTHYECKH MOATBEPXKICHHYIO OLIEHKY TSDKECTH BOCIIAICHHS, KOTOpasi Obla 3HAYUTENHHO HHXKE, YeM Yy
apyrux rpymn (P<0,04). I'naza xwuBotHbIX rpynmsl 5 (JITIC B crexnoBuaHoM Tene/Hu3Kkas no3a TA B cTekio-
BUJIHOM TeJI€) UMENH CPEIHIOI0 THCTOJIOTHYECKH TIOATBEP)KICHHYIO OLIEHKY TSDKECTH BOCHAJICHUS B IEpeIHEM
CErMEHTE TJla3a, KOTopasi 3HAYNTEIbHO MpEBBIIIANa OLEHKY JUIS TJa3, B KOTOPbIE BBOJWIM BBICOKYIO 103y TA
mi6o B CXII (rpynma 4), mu6o B crexoBuanoe teio (rpymnma 6) (P<0,04). I'masza xuBotHbIX rpymmst 4 (JITIC B
CTEKJIOBUHOM Tene/Bbicokas no3a TA B CXII) uMenn cpeqHIOI0 THMCTOJIOTHYECKH HMOATBEPKICHHYIO OLEHKY
TSHDKECTH BOCIIAICHUS B 33JHEM CETMEHTE IJ1a3a, KOTopas OblIa 3HAYNTEIHHO HIDKE, YeM OIEHKa I ri1a3, oopa-
0OoTaHHBIX HOCHUTENEeM (Tpymma 2), U TJia3, B CTEKJIOBHIHOE TeJI0 KOTOphIX BBoAmIM TA (rpymist 5 u 6) (P<0,04).
I'ma3a, B CTEKJIOBHIHOE TEIO KOTOPBIX BBOAMIM BBICOKYIO 703y TA, MMENH CPEIHIOI0 TMCTONOTHYECKH TOA-
TBEPKACHHYIO OIEHKY TSHKECTH BOCTIAJICHUS, KOTOpas ObUIa 3HAYMTEIHHO HIDKE, 9YeM OIICHKa JUIA II1a3, oopabdo-
TaHHBIX HocuTeneM (rpymma 2) (P=0,018) (dwur. 27).

[Moncyer BocHaMUTENBEHBIX KIIETOK M ONpE/IeIeHIe KOHIEHTPAUK Oellka B BOJSTHUCTOM >KUIKOCTH U B BO-
JSIHUCTOH )KUAKOCTH CTEKJIIOBHHOTO TeIa.

CpenHee 4nCIIO KJIETOK B BOJISHHUCTOH sxuakoctu (AH) cocrasisino B npenenax ot 2000 ki1eTok/MiI B riia-
3ax KMBOTHBIX rpymmsl 1 (BSS B creknoBugnom tene/Hocutens B CXIT) mo 27800 + cp.kB.oTki. 530 KIeTOK/MI
B Iy1a3ax >kuBOTHBIX Tpynmsl 2 (JITIC B creknoBugHoM Tene/Hocutens B CXII), 1 9TO cpeanee 4yuciao ObLIO 3Ha-
YUTENbHO BhIIIE, ueM y Apyrux rpymn (P<0,0023). Cpegnee uucno knerox AH B rpynmne 5 (JITIC B crexnoBua-
HOM Tene/Hu3Kkast 103a TA B crexiioBuaHOM Tene) U B rpymie 6 (JITIC B crekmoBuaHOM Tente/Bbicokas 103a TA B
CTEKJIOBHIHOM TeJie) ObIIO 3HAYUTENLHO BhIIIe, yeM B rpymie 1 (BSS B crexnmoBugnoM Tene/Hocurens B CXII)
(P=0,022; P=0,021). Cpennee uucno kinetok AH B rpynme 3 (JITIC B cTeknoBugHOM Telne/HU3Kas no3a TA B
CXII) u B rpynme 4 (JITIC B creknoBumHoM Tene/Boicokas no3a TA B CXII) 3HAYNUTENBHO HE OTINYAIIOCH OT
cpennero yucia kietok AH B rpynme 1 (BSS B crexnoBumaom Tene/Hocurens B CXII), B rpymme 5 (JITIC B
CTEKJIOBHJIHOM Tene/Hu3kas 7o03a TA B crekimoBuaHOM Tene) win B rpymme 6 (JITIC B CTEKIOBUIHOM Te-
ne/Beicokas no3a TA B cTeknoBugHOM Tene) ((ur 28).

CpenHee 4uCIO KJIETOK B BOASHUCTOM JKUAKOCTH cTekinoBuaHoro tena (VH) coctasmisuio B mpepenax oT
6300 xireTok/mMn B ria3zax xHBOTHBIX Tpymmsl 1 (BSS B crexinoBumgnom Ttene/nHocutens B CXII) mo 55000 =+
Cp.KB.OTKJI. 1620 kneTok/mMi B ria3ax »uBOTHBIX Tpynnsl 2 (JIIIC B creknoBunHoM tene/Hocutens B CXII), u
9TO CpelHee YHCIIO0 OBUIO 3HAYMTENbHO BbINIe, 4eM y apyrux rpymn (P<0,018). Cpennee uncno kinerok VH B
rpymme 3 (JITIC B creknoBuaHOM Tene/Hu3kas no3a TA B CXII) Obi10 3HaUMTENBHO BEIIIE, YeM B rpymme 1 (BSS
B crekyioBuaHoM Tene/Hocurens B CXIT) (P=0,031) u B rpymme 4 (JITIC B cTekIOBUIHOM Telie/BbICOKast 1032 TA
B CXII) (P=0,048). Cpennee uuncio xierok VH B rpymme 5 (JIIIC B cTexmoBugHOM Tene/HU3Kas mo3a TA B
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CTEKJIOBHIHOM TeJIe) TakKe 3HAYMTENIFHO NpeBbIano yucio kierok VH B rpymme 1 (BSS B crexnoBugHoM Te-
ne/uocurenb B CXIT) (P=0,023) u B rpynme 4 (JITIC B cTeknmoBumaoM Tene/Boicokast 1o3a TA B CXII) (P=0,032).
Cpennee uncno knetok VH B rpynme 5 (JITIC B cTexnoBugHoM Tene/Hnuskas no3a TA B CXII) 3HaYUTETEHO HE
OTIIMYAIIOCH OT cpeanero uncia kinerok VH B rpymme 5 (JITIC B cTexnoBuaHoM Tene/Hu3Kast 103a TA B CTEKI0-
BUIHOM Tene) u B rpymme 6 (JITIC B cTexknoBumHOM Tele/Bbicokas no3a TA B cTeknoBumHoM Tene). Kpome Toro,
cpennee gucio kinetok VH B rpymme 4 (JITIC B cTexnoBugHoM Tene/Bbicokast 1o3a TA B CXII) 3HaYUTENIEHO HE
OTIIMYAJIOCH OT cpeaHero yucia kietok VH B rpymme 1, To ecTh y HeoOpaboTaHHOTO KOHTPOIIA (ur 28).

Cpennsisi KOHIICHTpaIus O0enka B BomssHuCTOM )uakocta (AH) cocraBnsuta B mpeaenax ot 0,0 mMr/mi B riia-
3ax >kuBOTHBIX rpynmnsl 1 (BSS B crexnoBuanom tene/Hocutens B CXII) no 3,0 + cp.kB.oTKI. 3,5 Mr/Mi B ria3ax
JKUBOTHBIX Ipynmbl 6. Kakoro-nn6o 3HaYMMOTo pa3inyus B CPSTHUX KOHICHTPAIUAX OelKa B BOIASHUCTON KHI-
KOCTH JJISL 3TUX TPYMI He OOHApYX)uBanoch. CpeHss KOHIICHTPANUs OelKa B BOISHUCTOW KHIKOCTH CTEKIIO-
BunHoro Tena (VH) cocrasisina B mpeaenax ot 0,0 mr/mi B riasax kuBoTHbBIX rpynmsl 1 (BSS B crexnoBugHoM
tene/Hocutens B CXII) no 4,0 + cp.xB.otki. 0,8 Mr/mi B riazax >kuBoTHBEIX rpynnsl 6 (JIIIC B crekiaoBUIHOM
Tene/Bbicokas no3a TA B creknoBuaHoM tene). B rpynme 1 (BSS B creknosugnom tene/Hocurens B CXII) u B
rpynme 4 (JITIC B crexnoBuaHoM Tene/Bbicokast 103a TA B CIIX) cpemnue KOHIEHTpanuu OenKka B BOISHUCTOMN
JKUIKOCTH CTEKJIOBUIHOTO Tella OBLIIN 3HAYUTENIbHO HUXe, ueM B rpynme 3 (JIIIC B cTEkIOBUIHOM Teie/HU3Kas
no3a TA B CIIX), B rpymme 5 (JITIC B cTexynoBUAHOM Tenne/Hu3Kas 103a TA B CTEKIOBUIHOM Tele) U B TpymIe 6
(JITIC B crexyioBUAHOM Telie/Bhicokas m03a TA B crexnoBugHoM Tene) (P<0,033).

[Toydennbie maHHbIe MOKa3ainy, 4To gocraBka TA B CXII ¢ moMoIpio MUKPOUTI OblIa d)GEeKTUBHON U
XOPOIIO MEPEHOCUIIaCh B TEUCHHE MIEPHO/Ia BPEMEHHU JI0 TpeX JHEH nociie nHbekuu TA B ri1aza cBuHeit. Kpome
toro, nuabeknus 0,2 u 2,0 mr TA B CXII npuBoania Kk 3 peKTUBHOMY CHIDKEHUIO BOCTIAJICHHS Y 3THX JKHUBOT-
HBIX-MOJIeJIeH Tak ke, kak U uabekuus 2,0 mr TA B cTexinoBugHoe Teno. CpeqHue OLEeHKH BOCMAJICHUs], OLEHKU
KJICTOYHOTO MH(UIBTPATa B CTCKIOBUIHOM Telie, morydeHHble ¢ moMomsio OKT, u ructonornyecuke oneHKA
a3, B CIIX xotopsix BBoAwIM 0,2 1 2,0 mr TA, 3HaYUTENIbHO HE OTIUYAIUCH OT OLEHOK, MOJYyYEHHBIX IS
a3, B CTEKJIOBUAHOE Telo KOoTopbix BBoAmIK 2,0 mr TA. DT nanHsle nokazanu, uro uabekus 0,2 mr TA B
CXTI 6b11a Takoi sxe 3 (GEeKTUBHOM B OTHOIIEHUH CHIDKCHUS OCTPOTO BOCIIAJICHUS TJa3, Kak M HHBEKIws 2,0 MT
TA B creknmoBuaHoe Temno, a uabeknus 0,2 mr TA B cTeknoBumHoe Teno Obuta MeHee dddexTuBHOM. [Ipn goc-
TaBKe JiekapcTBeHHOTO cpeacTtBa B CXII addexruBHas 1032 MOXKeT OBITH CHUXeHa B 10 pas, MOCKOJIBKY TOCTaB-
ka TA B XOpHOUAATLHYIO 000JIOUKY U B CETYATKY SIBJISIETCS OoJiee HAIIETICHHOM.

Kakux-mnbo ociioxHeHHH Ha yYacTKe WHBCKINH, PE3KOTO TOBBIIICHHS BHYTPHIJIA3HOTO TABIICHUS WM
TOKCHYIECKOTO BO3JIEHCTBUS Ha ceTdaTKy mocie nabekiuit B CXI1 He oOHapykuBaJIoch. B 3TOM HcciiejoBaHNH
nocie uabeknuii B CXI1 kakoro-mudo peskoro noseiieHus BI'Jl He HaOm01am0Ch.

JocraBka TA B CXII nmo3BoJsisia mpoBoANUTH 3G (GEKTUBHYIO TEPAITHIO B LENSIX CHIKEHHS TSDKECTH OCTPOTO
3a[THETO YBEUTA Y )KUBOTHBIX-MOJIEIICH, T1a3a KOTOPHIX UMCIOT TaKyIO JK€ aHATOMHIO, TAKOW KE pa3Mep U TaKylo
K€ COCYITUCTYIO CTPYKTYpPY CETUaTKH, Kak U riasa dyenoseka. [locne uabekunu TA B CIIX rna3 cBuHel Kakux-
100 mo6o4HEIX 3¢ dekToB, moBbeHUss BI'J] win npu3HaKOB TOKCUYHOCTH, BBI3BIBAEMON TPOLEAYPHBIMH Ma-
HUMYJISAIASME, WIA OCTPOH JCKApCTBCHHOW TOKCHIHOCTH HE HAOIIOIaOCh.

IIpumep 14. MukponHbeKIns OeBanu3ymMada B CynpaxoprHougaIbHOE MPOCTPAHCTBO XOPOIIIO MTEPEHOCUTCS
YEJIOBEKOM.

Bruta orerena 6e30mMacHOCTh M IEPEHOCHMOCTh OJJHONH MHBEKINH OeBann3ymada B CyNpaxOpHOUAATBHOE
npoctpancTtBo (CXII) ¢ moMonpl0 MUKPOWTIIBL. YeThIpe B3POCHBIX MallMeHTa, CTPAJAIONINE XOPHOHIATHHON
HeoBackysipu3aiueit (XHB), BeI3bIBaeMOii MOKpPO# BO3pacTHOM nereneparueit sxkentoro nsatHa (BAXKII), Obutn
BKITIOYCHBI B TPOTOKOJ OJHOIICHTPOBOIO HccienoBaHus (as3pl 1 ¢ oTKpeITOW MeTKOM. Kaxiplii MHIUBUAYYM
JMaBasl WHGOPMHUPOBAHHOE COTJIACHE HA YYacTHE B DKCICPUMEHTE M OBUT OOCICIOBAaH Ha BO3MOXHOCTH €TO
BKITIOUCHUS B IpOrpaMMy ucclienoBanus. [locine MecTHOM aHecTe3nu kaxaomy narpenty B CXII rimasa BBogun
OJIHY YHHWJIaTepalbHyI0 HHBeKIHio 100 Mk GeBanmmszymada (Avastin®) ¢ moMoIIbp0 MUKPOUTIIBI JUTHHON 850
MKM ¥ Kasopa 33. MUKpoHTrTy BBOAWIN B CKIIEpY NMPUOIM3UTENBHO Ha 8-12 MM no3aan 1uM0a B BEpXHEM BH-
COYHOM KBajpaHTe. [locie Takoro BBEICHUS MAIUCHTOB OCTABIUIM HAa 4 9 B CTAlMOHApE I HAONFOICHUS, a
3aTeM STH MAUCHTHI HECKOIBKO pa3 B TEUCHUE 2 MECSIICB BO3BPAIAIKCH B CTAI[MOHAp Juis oocnenoBanus. Oc-
HOBHBIC OICHKU 0€30MaCHOCTH OCYIICCTBILUIN IMyTEM ONpeAeiICHUs BHyTpUria3Horo nasienus (BI'M), anammza
[0 aHTHOTpPaMMaM, aHaJIH3a C IMIOMOIIbI0 OMOMHUKPOCKOIMH W HENPSMOH O(pTaTIbMOCKOIHH, aHaJIN3a TIa3HOTO
nHa 1o (¢oTorpadum, aHaIM3a ¢ TOMOIIBIO ONITHYECKO# korepeHTHOU Tomorpaduu (OKT), mytem onpeneneHus
octpoThl 3peHus (VA) (Tabi. 8) u Hamuaus 60y,

Ycnemmnoe Beenenne 1036l B CXII ria3a yeTblpex NanueHTOB ObUTO MOATBEPIKICHO ¢ IOMOIIBI0 O Tallb-
MOCKOIIMH Cpa3y IMociie HHBeKIUH. [Ipn BBeAeHNN OBLIM 3apeTHCTPHUPOBAHBI HEOONBITHE OOJEBHIC OIIYIICHHUS.
Kakux-mu00 HEOXHMIAHHBIX N CEPhE3HBIX MOOOYHBIX 3(PPEKTOB Mmocie BBEIACHUs OeBalm3yMada MU MOCHe
MPOBEJICHUS MPOLCAYPHI JCUCHHS HE HAOI0AIOCh, HA YTO yKa3bIBAIO odTampMuueckoe obcienosanue. Hu y
OJTHOTO U3 MHIUBUAYYMOB HE HaOIFOIAIOCH KAKOT0-IM00 HeratuBHOTO 3¢ dekTa B oTHOImeHNu BI'J], OKT (dwur.
30) wim VA. Hu oHOMY M3 MAIMEHTOB HE MOTPeOOBANACH HEOTIIOKHAS TEPAIUsl WU IMTOBTOPHAS WHBEKIUS B
TEYCHHUE JIBYX MECALEB MOCIE JCUCHUS. Pe3ynbTaThl MCCIICAOBAHUS ITOKA3aJld, YTO YCIEIIHOEC W 0e30macHOe
BBeicHre 10361 B CXII MOXkeT OBITh OCYIIECTBICHO C MOMOIIBEO MUKPOUTJIBI JIUIIb MOJ] MECTHOW aHECTC3UCH.
Pe3ynbTaThl 3TOTO MCCIEAOBAHUS TaKXKe MPOJIEMOHCTPUPOBaiH, 4To m03a 100 Mk 6eBanmm3ymaba MOXET OBITh
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BBeicHa B CXI1 6e3 kakuX-mu00 HEOXKHTAaHHBIX WIIH CePhe3HBIX MOOOYHBIX I PEKTOB.

Tabauma 8
OcTpoTa 3peHwus MalueHTOB
56-11 meHb
28-¥ @meHb
IlpenBapuTeJbLHAaS ocJje
MaureHT | CKPMHUHT rocje
Jo3a BBeIOeHUA
BBeleHMAd IO3EL
O3k
1 20/40 20/80 20/40 20/40
2 20/40 20/40 20/20 20/20
3 20/320 20/320 20/250 20/250
4 20/400 20/400 20/400 20/400

Ipumep 15. CpaBHEeHHE OOIIETO KOJUYECTBA alCTOHUIA TPUAMIIMHOJIOHA, JOCTABISIEMOTO ITyTEM BBEJC-
HUS B CYTIPaxopHONAATIHHOE IPOCTPAHCTBO MIIH B CTEKIOBUAHOE TEIIO.

B sToM nccnenoBaHnM cCpaBHUBAIN 00IIee KOJMUECTBO alleToOHNa TpuaMitnHonoHa (TA), nocraBisemoe B
TJ1a3a CBHHEH ITyTeM HHBEKINH B CYNPaXOpHOUIAIFHOE IMPOCTPAHCTBO C IOMOIIBI0 MUKPOWIIIBI MIIH B CTEKIIO-
BHTHOE TEJIO C MIOMOIIBIO0 CTAHAAPTHOM UTIIBI Kaopa 30.

Bce nHBEKIIMY BBOIWIN B IIEJIbIC TIa3a YMEPIIBISHHBIX CBUHEH (Sioux-Preme Packing), ynanenusie uepes
24 ¥ nocne 3BTaHa3uu. MEBeKH TA B CTEKIOBHIHOE TEJIO M B CYNPAaXOPHOMIAIEHOE MPOCTPAHCTBO OCYIIECT-
BISUTH ¢ Hcmonb3oBaHueM Triesence® (TA; Alcon Labs). HbekIMHM B CTEKIOBHIHOE TEIO OCYIIECTBISUIH C
noMoInkko urisl kamuopa 30 (Becton-Dickinson), a ”HBEKIIMK B CYIPaXOpUOUJATBEHOE MIPOCTPAHCTBO OCYIIECT-
BJISIJIM C TIOMOIIBIO 1TO0JIOW MUKpouUTIbl. 1-mit mmpuisl (Becton-Dickinson) 3anonHsuin He00X0IMMBIM KOJTMYECT-
BoM TA B KaxJIoM 3 TpeX oneHuBaeMbIXx 00beMoB: 50, 100 u 150 Mk (2, 4 1 6 Mr coOTBeTCTBEeHHO). OcTaTou-
HOE KoJmuecTBO TA, MPUCYTCTBYIOMIETO B KOMIUICKTE IIMPHUIYUTIIa TOCIEe HHBEKIIUH, OMPEICIISUTH ¢ TTIOMOIIBIO
O®-BOXKX. Obmee xonmnuectBo TA, mocraBisieMoe B Ila3a B KKAOM 00beMeE 103, ONPENeIsUId KaK pasHHUILy
MEXIy 00muM KomdecTBoM TA B 3allOJHEHHOM IINPHIIE O UHBEKIUU B TJIa3a CBUHEH U OCTATOYHBIM KOJIAYC-
ctBoM TA, BBIIENICHHBIM U3 KOMIUIEKTA IITPHULY/UIIIa IOCIEe HHBEKINH.

Cpennsist oomas no3a mocie uabekuu 50, 100 u 150 M TA B cynpaxopuoHIaIbHOE POCTPAHCTBO CO-
CTaBIsIa B mpenenax 86-92% ot Bcel HOCTaBIsAeMOi JO36I, a cpeaHss obmas no3a nocie uaseknun 50 u 100
MKI TA B CTEKIIOBHIHOE TEJIO COCTaBIsIa B mpenenax 88-89%. DakTHUecKH, KaKOTO-THOO pasziIHdus MEKIY
IBYMs crioco0aM¥ BBEIEHUS M MEXKIy WIJIAMH UL KaKIOro o0beMa He HaOmonanock. PesympTaTsel 3TOTO HC-
CJIeTOBaHUS MOKA3allk, YTO HYKHBIH ypoBeHb 703 TA MoxkeT ObiTh ycrentHo moctaBieH B CXII ¢ momornibio
MUKPOUTJIBI WM B CTCKJIOBHIHOE TEJIO C MOMOIIBI0 Uribl kanmmopa 30. O6mue konmmdectBa TA, mocTaBiseMbie
JIBYMsI CLIOCOOaMHU BBEJICHUS, OBLITH OJMHAKOBBIMHU.

Ipumep 16. Mukpounbeknus 4 Mr aleTOHHIA TPUAMIIMHOJIIOHA B CYMPaXOPHOUIAIBHOE MPOCTPAHCTBO
a3 HoBo3emaHacKiX OeNbIX KPOJIHKOB.

B 3toMm mccrenoBaHuu 0QTaTEMHYCCKYIO IIEPCHOCHMOCTh U TOKCHKOKWHCHHKY TIPY BBEJICHHU 4 MT areTo-
Hua TpuamnuHoioHa (TA) B cympaxoprongansHOE IPOCTPAHCTBO C MOMOIIBI0 MUKPOHTIIEI orieHnBanu y Ho-
BO3EJIAHACKHX OCJIBIX KPOIIMKOB, HCIOJIh3yEMBIX B KAUECTBE KUBOTHBIX-MOCIICH.

Ha nenp 0 HOBO3enmanmckum OenbiM kpoiukaM (NZW) (4/mon/rpynna/kKoHedHOe BpeMsi, Bcero 48 KUBOT-
HBIX) BBOJWJIM OJTHY OMJIATEPATbHYIO CYIPaxXOpHOUAAILHYI0 HHBEKINI0 B 00bemMe 100 MK, comepikarieM 4 mr
TA (40 Mr/MIT) WITH HOCUTEIIS C MIOMOIIBI0O MUKPOUTIIBI IuHOK 750 MkM u kanuOpa 33. Knuanueckne HabIio0-
JICHHA, OLIEHKY MAacChl Tella M MOTPeOIeHUs UM, OMOMHUKPOCKONHUIO MO IIENEeBOI JTaMIIoil B KOMOMHAITUH C
omeHkoit mo mkane Maxk/lonanpaa-Illenneka, HenpsAMyr OQTATBMOCKOIHIO, ONPEICICHHE BHYTPUTIA3HOTO
nasnenus (BI'/l), ouenky Tommuesl neHTpansHoit yactu porosunsl (CCT), anexrpoperunorpaduio (OPI), xu-
MUYECKUH aHaTN3 CBIBOPOTKH M aHAJIU3 KPOBH, a TAKKE CHCTEMHYIO SKCIO3HIIMIO OIICHUBAIN B TCYCHUC TICPHO-
Jla BpeMeHH A0 13 Henenb mocie BBeneHus 103bl. JKUBOTHBIX yMEPIIBIISIM Ha JeHb | wiu Ha 13 Henento, u mo-
CJie AyTOTICHU HX MOJABEPTaId MAaKPOCKOMMISCKOMY 00CIICIOBAHUIO M MIPOBOIMIINA THCTONATOIOTMICCKIA aHAITN3
ri1asza. YeTsIpeM >KUBOTHBIM/TION BBOAWIIM JIOTIOJHUTEIBHYIO CYINPaXOpUOMIAIEHYI0 UHBEKIUIO Ha JeHb 90, a
3aTeM 3a JKUBOTHBIMH HaOromanu eme 13 Henens.

Wupexknns TA B cynpaxopHoOuAaIbHOE IPOCTPAHCTBO € MTOMOIIBI0 MUKPOUTIIB! OBIIa YCIEITHO OCYIIECTB-
neHa it 96 rma3. Kakoro-mmbo HeraTHBHOTO BO3AeWCTBHS BBeneHUs TA wmin moOOYHBIX 3PPEKTOB, aCCOIHH-
poBauHBIX ¢ TA, Ha KIMHUYECKHE HAOIIOACHNUS, MacCy Tejla, YBEIMICHNE MAcCHl Tela, IIOTpebIeHHe MUIIN Wi
XUMHYECKHHA COCTaB CHIBOPOTKU M KPOBH HE OOHAPYKHBAJIOCH.

JlaHHBIC, MOTyYEHHBIC C MOMOINBI0 OMOMUKPOCKOIHHU IO IICIICBOW JIAMITON W MyTEeM OIICHKH TJIa3HOTO
JTHA, YKa3bIBAJU B OCHOBHOM Ha CIIa0bIC M MPEXO/AIINE 10 CBOCH MPUPOIC MaHU(PECTAIUH U IIPOJICMOHCTPUPO-
BaJIM MPEBOCXOJHYIO O(PTaTbMHICCKYIO IEPCHOCUMOCTh B TCUCHHE IIEPHOIa BPEMEHHU 110 13 Henenb mociie BBe-
nerns TA B cympaxopHoOuaaIbHOE MPOCTPAHCTBO (Tabm. 9).
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Tab6muma 9
O(l)TaJ'ILMI/I‘IeCKI/Ie HUCCJICA0OBaHUA

OBpaboTka Hocuresns 40 mMr/™Mm TA
UMCJIO XMBOTHEIX M:12 F:12 M:12 F:12
OTex KOHBIOHK TV BEL (cJtabr,
TIPEeXO I AN ) B ! B z
OrciioeHne KOHBIOHKTUEBE (cnaboe,
npexondmee) B B B 2
OkpamrBaHue POTOBULEL (cnaboe,

2 1 1 1
npexonsmee)
apalnHH Ha porosulle
(He3HauMTeJIbHEE, NpexOoIsalue) ! ! : B
OUOPUH B CTEeKJIOBUIHOM Teje
(BpeMeHHOe IIpUCYTCTBUE) B ! : B
CeTuarTka, nJjomanb opaxeHUM
(HeBoJbmas, c TeHIOeHLMeN K - 1 - -
YMEHBIIEHNIO)

CHwxkenne BHyTpuriazHoro masienus (BI'J]) mocie mHbekMu HAOMIOATIOCh y 00euX TPymm depe3 24 4
TOCJIe BBEICHUS B CYIpaxopruounaibHoe mpocTpaHcTBO (¢ur. 31). Takoe cHIKEHHE TakKe HAOII0IaI0Ch B HC-
CJIEZIOBAaHUSX MO BBEJCHHUIO B CTeKIIOBHIHOE Teno. Crnaboe yBenuuenue B[ mpubnu3uTenbHO Ha 2-3 MM PT. CT.
HaOJII0aJI0Ch Y )KUBOTHBIX B IpyIie, KoTopoi BBogwin 4 Mr TA, 1o cpaBHEHHIO ¢ TPYIIIOH, KOTOPOH BBOIMIH
HOocHTesb Ha JHU 7-90, HO Takoe yBeIMYEHHE HE PacCMaTpPHBAJIOCh Kak MOOOYHBIN 3(dekT n3-3a HEOONBIIOH
BeJINUMHBI U3MeHeHus (¢ur. 31). YV rpyniisl, KOTOpoH BBOIMIIM HOCHTEINb Ha JIeHb 28, HaOII0aloch CHIKEHHUE
BT'/l, onHako wWcciaeOBaHUE 3TOTO CHIDKCHHS HE BBISBIIIO KaKUX-THOO (PAKTOPOB, KOTOPHIC MOTYT BBI3HIBATH
TaKoH HEOKUITAHHBIN 3P PEKT.

HebGomp1ioe cHmKeHUE TOMMIMHBI IeHTpainbHOW gacTh poroBuilsl (CCT) Ha neHp 1, kKak OBLIO H3MEPEHO C
TTOMOIIBIO aHAJTKM3a Ha MATOJOTHIECKOE YTOJIICHHE TKaHH, HAOIIOAAIOCh Y 00eHX TPYII, U TaKOH 3P PEeKT moI-
HOCTBIO mcde3an Ha JeHb 90. IIpu 3Tom 3HaunMbIX paznuauii B CCT mexmy criocobamu 00paboTKy He HaOIto-
nanocsk (¢wur. 32).

Kaxoro-nmu6o HeratuBHOTO BO3neicTBUS BBeneHus 4 Mr TA wiu moOodHbIX 3D (PEeKTOB, aCCOMUHUPOBAHHBIX
¢ TA, Ha moITHOE BpeMs paclpOCTPaHEHUS WA aMIUTUTYIY Cl-BOJHBI TN [3-BOJHEI, ONPEIEICHHBIX C TOMOIIBI0
CKOTOCKOITMYECKOM dnekTpopernHorpadun (OPT'), He Habmomanock (tadn. 10).

-64 -



034963

Tab6muma 10
DnekrpopeTrHorpadus
OBpaboTka Bpemsa [IpoToKOJ CKOTOCKONNUECKUN aHaJm3
o-BOJHA B-BoJsHA

CpenHee SD CpenHee SD

Hocuress HauvabHEDL Bpewmsa 12,7 0,9 39,3 7
MOMEHT (M)
AMILINTY oA 116,1 22 256,06 69
(MKB)
Oens 1 Bpewmsa 12,9 0,9 52,5 1,3
(mc)

AMILIUTY A -121,5 20,3 244,5 50,6

(MKB)

IOenr 90 Bpemsa 12,6 0,7 51,6 1

(McC)

AMIIIINTY A -115,9 19,9 290, 4 53,7

(MKB)
TpraMum— HauajbHEDL Bpemsa 12,5 0,06 43,4 8,6
HOJIOH MOMEHT (M)

AMIIIINTY DA -131,6 28,2 257,3 33,6
(MKB)

Oens 1 Bpewmsa 12,5 0,6 51,8 1,7

(Mc)

AvniuTyna | -123,15 | 21,3 239,8 38,6
(MKB)

IOenr 90 Bpemsa 12,8 0,7 52,4 1,2

(Mc)

AMIIIINTY IA -145,8 31,5 338,1 56,1
(MKB)

Ha ¢ur. 33 ykazana cpemnsisi koHIeHTpaus TA B miasme + Cp.KB.OTKJI., U3MEPEHHAS IS 8 KPOJIUKOB.
CucTteMHas SKCIIO3UIHS TIOCIIE BBEICHHS B CYNPaxOpHONAATHHOE MPOCTPAHCTBO ObUIa MHHUMAIBHOW, TIPUYEM
cpensist Cy, cocTaBmsuIa 12 Hr/MIT Ha JIeHb 1.

I'ucTonaTomoruveckuii aHamu3 mokas3ai, 970 TA MOT OBITh JIETKO BHU3YaJIM3UPOBAH B CYNPaxOpHONIAITb-
HOM IIPOCTPAHCTBE Ha JIeHb 1, a HocUTeNs He 0OHapykuBancs. Kakux-mibo mo6odHsIx 3(hdeKToB, accomunpo-
BaHHBIX CO CITIOCOOOM BBEJICHUSI WM ¢ BBeJcHHeM 4 Mr TA, He HaOJIIOAaI0Ch, HA YTO YKa3bIBAJl THCTOIATOIOTH-
yeckuit aHamu3 (Tadu. 11).

Tabmuma 11
I'ncromaTonornyeckue aHaInu3bl

OdpaboTka Hocurens 40 mr/mn TA
UKMCIIO XMBOTHBIX M:4 F:4 M:4 F:4
JItMPOUMTEL, BEIXOTLAMME us
KOHBIOHK TV BEL ) E : ’
YTOHUEeHNe BIUTeNIMA KOHBIOHKTMBEL - 1 1 3
OTek OTPOCTKOB PECHMUYHOTO Teja 2 1 1 2
BocrnanuTeJibHEE KJETKM B CTPOMEe
JmmMba ) ! B '
TA B CXII - - 4 4
Hebousbmas omanb TIOpaXeHN S
ceTuaTKM (cyaBoe IopaxeHHUe) B - - .

[omy4yeHHBIC TaHHBIC TAKXKE ITOKA3aJIH, YTO BBEJCHHC B CYMPAaXOPHOUIAIEHOE MPOCTPAHCTBO C MMOMOIIIBIO
MUKPOWTIIBl MOYKET MPEACTaBIATL COO0H Oe30MacHbI HEXUPYPTUIECKUN aTbTePHATUBHBIA CIIOCO0 OPTAIEMHU-
YEeCKOH ITOCTaBKH JICKAPCTBEHHOTO COCTaBa, HAMpumep TpuamiuHojoHa. OfHa OuiarepaibHas Cylnpaxopuou-
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nanpHas WHBEKIUS 4 Mr TA (40 Mr/Mutr) ¢ TOMOIIBI0 MUKPOUDIIE JIHHOM 750 MKM U kKanuOpa 33 X0opoIo mepe-
HOCHJIACH KPOJIMKAMHU-aThOMHOCAMU M TIPU 3TOM TO3BOJISIA MUHUMU3UPOBATh CUCTEMHYIO SKcro3unuio TA.

Hutupyemsie 31ech MyOIMKAIINK, TATEHTH M MATCHTHBIC 3aSBKH BO BCEH CBOEH MOJIHOTE BBOIATCS B Ha-
CTOsIIIee OMMCAHME TIOCPEICTBOM CChUTKH. ClleAyeT OTMETHTh, 9TO B ONHMCAHHME HACTOSIIEr0 M300peTeHHs, KO-
TOpPOE MPHUBOAMTCS CO CCBUTKAMH Ha KOHKPETHBIE BAPHAHTHI €TO OCYIIECTBICHHUS, MOTYT OBITh BBEICHBI Pa3Iny-
HBIE I3MECHEHUS M SKBUBAJICHTHI, HE BRIXOSAIINE 32 PAMKH HCTHHHOTO CYIIecTBa U 00peMa n3obpereHus. Kpome
TOTO, B KOHKPETHBIE BAPHAHTHI, MaTepHAIBI, pacCMaTpHUBaEMbIe KOMITO3UIINHU, CIIOCO0, CTAIMIO FITH CTaJUH 3TO-
To crocoba, KOTOPhIE COCTABIISIOT CYITHOCTh M 00BEM ONMCAHHOTO M300PETEHHMSI, MOXKET OBITh BHECEHO MHOXKE-
cTBO Moauukaruii. [Ipu 3TOM moxpasymeBaercs, YTO BCe TaKue MOIUGBUKAIINH BXOIAT B 00BEM IMpIIIaracMoi
(hopmyIIsl H300peTeHNSI.

OOPMVIIA U30BPETEHUA

1. Crioco6 yieueHus] pacCTpONCTBA 3aJHETO CETMEHTAa TJla3a, BKIIOYAIONIMK BBEICHUE YePE3 MUKPOUTITY
3((HeKTUBHOTO KOJMYECTBA JEKAPCTBEHHOTO COCTaBa, COJCPIKAIICTO alleTOHHU TPUAMIIMHOJIOHA M TPHAMITH-
HOJIOH, B cympaxopuonnanbHoe npoctpancTBo (CXII) rina3a gemoBeka, Hy>KIAIOIIETOCs B JICYCHUH YKa3aHHOTO
paccTpoiicTa.

2. Cnoco6 1o 1.1, Tae paccTpoWCTBO 3aJJHETO CETMEHTA TJIa3a MPeCTaBIIeT cO00H BOCTIAJIEHUE TIIa3, yBe-
UT, OKKJIIO3UIO BEHBI CETYATKH, MOKPYIO BO3PACTHYIO JIET€HEpALIO JKEJITOTO IIATHA WIN ANaOETHYECKUH OTeK
JKEJITOTO TSITHA.

3. Crioco0 1o 1.2, r/ie YBEHT MpeCTaBIsIeT COO0H OCTpPhIN 3aAHUH YBEUT.

4. Cnoco6 no 1.1, Tae MUKpouriIa uMeeT ARy npuban3ntensHo ot 500 1o 1500 Mkwm.

5. Cnoco6 mo 1.1, Tae IeKapCTBEHHBIH COCTaB COJEPKUT TPHAMIIMHOJIOH B BHJIE CYCIICH3MH MUKPOYACTHIL
WITM HAHOYACTHII.

6. Crioco0 1o 1.5, T/ie yKa3aHHbIe MUKPOYACTHITBI UMEIOT Dsg=2 MKM HJIH MEHee.

7. Crioco06 1o 1.2, TJe pacCTpOHCTBO 3aIHETO CETMEHTA Tila3a MpeCTaBisieT co00i MuabeTHIecKuil OTeK
JKENITOTO TIATHA, IIPH 3TOM CIIOCOO TOTIOJHUTEIHHO BKITIOYAET BBEICHHWE BTOPOTO JICKAPCTBEHHOTO CPEACTBA B
IJ1a3 yKa3aHHOTO CyOBeKTa, MPUIeM BTOPOE JIEKAPCTBEHHOE CPEACTBO COMepKUT Moayisitop VEGEF.

8. Croco6 1o 1.7, rne monynarop VEGF npencrasmisier co6oit anraronnct VEGF.

9. Cnoco6 no 1.8, rne antaronnct VEGF BriOpan n3 anraronucra xkunassl VEGF-penenropa, antu-VEGF
aHTHUTEJa WK ero GparMeHTa, anturena npotus peuenropa VEGF, antu-VEGF antamepa, HU3KOMOJIEKyIsIpHO-
ro anraronucra VEGF, THazonunuHIMoHa, XHHOINHA WM CKOHCTPYHPOBAHHOTO OejiKa ¢ aHKMPHHOBBIMHU IIO-
Bropamu (DARPin).

10. Crioco6 o 1.9, rie anraronnct VEGF npencrasnser agnubepuent.

11. Crioco6 o 1.7, Tie BTOpoe JeKapCTBEHHOE CPEJICTBO JOOIHUTENBHO coaepuT anTaronuct PDGF.

12. Cnoco6 1o 1.7, Tie ykazaHHO€ BTOPOE JIEKAPCTBEHHOE CPEACTBO BBOJAT B CYMPaXOPHOUIAIEHOE MPO-
ctpanctBo (CXII) rira3za vHAUBUAYyMA.

13. Crioco6 1o 1.7, T1ie yKkazaHHOE BTOPOE JIEKAPCTBEHHOE CPENICTBO BBOMAT B CTEKIOBHIHOE TEJO.

14. Crioco6 1o 1.7, T1ie TIepBOe ¥ BTOPOE JICKAPCTBEHHBIE CPEICTBA BBOISAT HHIUBUIYYMY 32 OIHMH MIPUEM.
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