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KOMEMHAIIMSI TPABOIOHA UM T'ABAIIEHTUMHA IOJISd JIEUEHWSA BOJIU

OBJIACTH VM3SOBPETEHUVA

HacTodamee n300peTeHne OTHOCUTCH K bapMalleBTHUUECKOMN
KOMIIO 3ULIUN, BRJIOUAKmMEN  KoMOMHALMI Tpas3omoHa M rabaleHTHUHa,
obJlamanmey CHUHepTUMuecCKuM sbdexToM B JeueHur O0JM, B YaCTHOCTHU,
XPOHUUYECKOM OO0JNM.

HPEHMECTBYDMMﬂ YPOBEHE TEXHMKM M3OEBPETEHNA

dusmojiormueckasa OOJIb ABJAETCS BaXHBM 3aMlMTHBEIM MeXaHM3MOM,
CO3IaHHBM oJs npenylnpexieHn S ele) OI1aCHOCTH MMOTEeHIIMAJIbEHO
[IOBpeXnanlx CTHUMYJIOB M3 BHEMHETIO OKPYXeHM’Cd.

VHTeHCHMBHasa ocTpasd OO0k M XpPOHMUecCKasd OOJIb MOXET BKJIIKOUYATH
HEKOTOPEE IIyTH, 3allyCKaeMee IaTOOUM3UOJIOTUUECKMMM [IpOolLleCCaMM WU
Kak TaKoBag IIlepecTaeT oOO0ecClIeuMBAaThL BSallMTHHM MeXaHM3M U BMEeCTO
DTOTO CIOCOOCTBYET Pa3BUTUI CHMIITOMOB MCTOMEHWS, aCCOLUUMMPOBAHHEIX
C IMPOKMM »OMAalla30HOM MIaTOJIOTMUEeCKUX COCTOSHUM. BoJib ABJSeTCH
XapaKTepUCTUKOM MHOXEeCTBa TPaBM M IIAaTOJIOTMUECKUX COCTOAHUM. Ilpu
CYIIECTBEHHOM IIOBPEXIEeHUM B pPe3yJibTaTe pas3BUTUA 3a00oJieBaHUd WU
TP aBMbL TKaHel TeJa, XapaKTepUCTUKNA aKTUBaLNU HOLMILIEIITOPOB
V3MEHAITCH .

CymecTByeT pA0 TUIMUHBX [IOOTUIIOB Oosm: 1) cHoHTaHHas OO0Jb,
KoTopas MOXeT OHTL TYIIOW, XIVUuelr WIM KoJmmel; 2) O00JIeBOM OTBeT
Ha HEeNPUATHEE CTUMYJIH YCUJIeH (Tunepasjre3ud); 3) ©O0Jb BHEBHEBAETCH
OOBUHEIMM Oe30MNacHHMM CTUMMYyJaMM (aJIJIOOVMHUA) .

ClemoBaTeJIbHO, OOJIbE MOXeT OHTH I[IOOeJIeHa Ha pas3JIMUHBE I'PYIINH
BCJIEOCTBME Pa3JIMUHOM NaTo(M3MOJIOTUM, OHa BKJOUAET HOUUIEITUBHYIO
BoJIb, BOCIIaJIMTEJIbHYK 0O0JIb, XPOHMUECKyD 00JIb, HeNpodaTUuueCKyo
OoJIb M Tak [Jaliee.

HoumnenTtmBHada ©OOJb MHIOYLUMPYETCH TIIOBPEeXIeHMeM TKaHM WU
[IOCPenCcTBOM VIHT €eHCUBHEIX CTUMYJIOB c BO3MOXHOCTEIO PazsBUTHUA
[IOBPEeXIeHNV .

HelponaTuueckyion 0O0JIb ONpenesdionT, Kak ©00Jb, MVHIYIMPOBAHHYI
MM BHBBAHHYID I[I€PBMUHHM TIIOBPEeXIeHMeM WM OUCOYHKIMEN HepBHOM
CUCTEMHI.

BocnaamTeJibHEM npouecc nIpencTaBJigeT coboun KOMILJIEKCHYIO

T'PYyIITY OUMOXMMUUECKUX W KJIETOUHEIX CO@BITT/[?[, AKTHBHMPYEMEIX B OTBET



Ha TIOBpeXIeHMe TKaHM WM [IPUCYTCTBME MHOPOIHHIX BemeCTB, UYTO
IPUBOOUT K OTeKy U 0OoJu. ApTpuTHUecKas OOJIb COCTaBJIAEeT OOJBIYIO
YacTb BOCHaJUTeJNbHOM OoJM. PeBMaToOMAHEE 3ab00JIeBaHUA ABJIAOTCSH
OOHMM W3 HauboJiee YacCTHX XPOHMUECKMX BOCHAJIMTEJIbHEX COCTOSHUM B
PasBUTHX CTpaHax ¥ PEeBMaTOMOHHM  apTpUT  ABJILeTCS  OCHOBHOM
[IPUUMHON VHBaJIUIMU3aLUNA . Ipoyrue THIIBL BOCHaJIUTEeJIbHOM Bosn
BRJIOUAT, ©0e3 oI'paHMueHMd, BOCHaJUTeJbHEE 3abojleBaHMA KUIEeUHVKA
(B3K (IBD)).

XpoHuueckasda OoJib IpelcTaBJgeT coBoM pgn HaToJorui, OoOT
KOTOPHEIX CTpamaeT B cpenHeM okoJjio 10-20% B3poCJOV NONYJIALNUN.
XpoHUUecKas BoJIb OBOBUHO accoummMpoBaHa c KIIVMHWYE CKYMU
COCTOSHUAMY, XapaKTepU3YyeMBIMM XPOHUUECKVMY U/UIIM OeTeHepaTVBHLMUA
IOBPEXIEHU IMA .

XpoHuueckasda OOJb OTJIMUYAETCH OT OCTPpOM O0JIM OpeMMymeCTBEHHO
10 HOPOOOJIXKUTEJILHOCTHU. OcTpad BoJib VMeeT  NPOOOJIXKUTEJILHOCTE
HeCKOJIbKO IHeV WIM HeOeJb, KOoppeJupys C  BH3IOOPOBJIEHMEM OT
COOHTHSA, KOTOpOe  BHBRaJO OO0Jb (TpaBMa, OXOTM, MHTEHCHUBHEHE
YCUIIUSA, XUPYyPIUUeCKMe WM 3yOHHe BMellaTeJIbCTBa M [HOHOOHHe) . C
IPpYyTOM CTOPOHH, XPOHMUecKas OOJIb CYyWeCTBYyeT B TeUeHMEe MeCSlLeB U
maxe JieT, BH3HBasg MbBIIeUHOEe HaOpSXKeHMe, OIPaHMUEHHYK IOOBMXHOCTE,
YyCTaJIOCTh, I[IOTepk alleTHUTa M alaTHui.

TUIMUHEIMA IpruMepamu IaToJIOTUUECKUX COCTOSHUM,
XapakKTepr3yeMHExX XPOHUUEeCKOW O00Jibl, ABJAKTCA PEeBMAaTOUIHHNM apTPUT,
oCTeoapTpuT, oubpoMmanTusa, HeMpomnaTumM ¥ Op. [Ashbum MA, Staats
PS. Management of chronic pain. Lancet 1999; 353: 1865-69].

XpoHuueckasd O0OJIb M B UYaCTHOCTHM, HeMVpomnaTuueckas O0JIb, YacCTO
WU3HYpSAeT U ABJAETCA IPUUMHOM MHOTepUM TPYIOOCIOCOOHOCTM M ILJIOXOTO
KauecTBa KUBHU . SKOHOMMUECKOe u coluMaJibHOe oBpeMeHeHUE,
CJIeNOBaTEJIBHO, TakKXe VMeeT MecCTO.

OBeszbomuBaKmme JIeKapCTBeHHEE CpelCTBa, B HacCToAllee BpeMA

VCIIOJIL 3y EMEIE B JIeueHUn HelponaTUuyeCcKom oo, BKJIOUAKT
HEeCTepOUOHEE NIPOTUBOBOCHAJIUTEJILHEE JleKapCTBEHHEE cpelcTBa
(HIIBC) , AHTUIOEIPEeCCaHTH, OIIMOMIOHEIE aHaJIbLTeTUKU n
IPOTUBOCYIOPOXHEIE [Woolf CJ, Mannion RJ, Neuropathic pain:

aetiology, symptoms, mechanism, and management. Lancet 1999;

353: 1959-1964].



OBmen3BpeCcTHO, OIOHAKO, UTO XPOHUUECKYyKw OOJIb, M B UYaCTHOCTHU
HelponaTuueckyn O00JIb, TPYIOHO JIeUuMTh OOCTYIIHEIMM B HacCTOflee BpeMA
JIeKapCTBEHHEMA cpencTraMu. CiiemoBaTeJIbHO, pasBuUTHE HOBHIX
JIEKApPCTBEHHEIX CPenOCcTB BceT'ga OBJIO OOHOM M3 OCHOBHHEX 3amad
bapMalleBTUUECKOM UHOYCTPUN.

B EP1663398B1 ommcaHa KoMOuHalLmMsa aJbda-2-mejibTa JuUTaHoa,
TaKoI'O KakK TIabaleHTuH M InOperabdbajiMH, C CeJEeKTUBHBEM MHIMOUTOPOM
oBpaTHOTO 3axXBaTa HopaIpeHaJlMHa, TaKuM kKak (S,S)-pebokceTuH, OJ4
JleueHUsa HeMpolaTuuecKoM OOoJIM.

B WO 2013/002584 omnmcaHa KOMIIOSMUIIMA, romamBJigmomas 0oJib,
BRJIOUAKIAA OBa WM 0OoJiee  KOMIIOHEHTOB, BHOMpPaEMEIX U3 (a)
aHTaroHucTa pelentopa 5-HT2, (b) a”HTaroHucTa pelenrtopa P2X u (cC)
JIodoTro U3 aToHMCTa  pelenrtopa TJIMLIVHAE, aroHMCTa  pelenTopa
TaMMaaMUMHOMA CJISSHOM KM CJIOTH (GABA) , n aHTaTroOHMUCTAa GABA
TpaHcnopTepa 1 (GABAL).

Ob630op npuMeHeHMA TrabaleHTHMHa B JIeUeHMM HeMpolaTHuuecKoM O0Ju

Oyl omyosmkoBaH Kukkar A. et al, "Implications and mechanism of

action of gabapentin in neuropathic pain”, Arch. Pharm. Res.
(2013) 36:237-251. IlpeBoCxXOOHEM 5ddekT HabIOOaIM IOJIS KOMOMHALIUU

rafarneHTMHa ¥  BeHJadaKCMHa B MOOEJM  HeMpolaTHuueckom  0oJu

mangmero  IIOBPEeXIeHMVsS  HepBa Yy  KpPHC (SNI) UM IIOCPenCcTBOM
COBMECTHOT'O BBeIeHUSA rabaneHTHUHA c TOHeTle 3UJIOM u/mnamn
IYJIOKCETUHOM IPOTUB HeMpollaTruueCKOM 6o, UHIYLIMPOBAHHON

JIUTUPOBaAHMEM CIMHAJLHOT'O HepBa M B MOIOEJM IamAmero IIOBpexXIeHMS
HepBa.

Tpa30d0oH M KOMOMHAaLMI Tpa30doHa M OperadaliMHa MCCIeNoBaJlM B
12- u 24-HemeJIbHOM JleueHUM OmOpoMMaJITMM, Kak oIMcaHo B Morillas-
Arques et al., "Trazodone for the treatment of fibromyalgia: an

open-label, 12-week study”, BMC Musculoskeletal Disorders 2010,

11:204 u Calandre et al., "Trazodone plus pregabalin combination
in the treatment of fibromyalgia: a two-phase, 24-week, open-
label uncontrolled study”, BMC Musculoskeletal Disorders 2011,
12:95.

KoMOMHA IO Tpas30IoHa c beHTaHMIIOM " rapaleTaMoJIOM

UccJlegoBaJiM B MBIIMHOM MOJIEeJM BUCLepajlbHOM 00JM, IeMOHCTPUPY A



CWJIb HEIM CMHepPquCKMﬁ AHTUHOLULEIITHUBHEIM 9®@GKT, Kakr OIIMCaHO B

Fernandez-Duenas et al., "Fentanyl-trazodone-paracetamol triple

drug combination: Multimodal analgesia 1in a mouse model of

visceral pain”, Pharmacology, Biochemistry and Behavior 98 (2011)
331-336.

HecMOTpsa Ha MHOXECTEBO IIOIBITOK MCCIEeIOBaHMA, HallpaBJIeHHHX Ha
UOEHTUOUKALIMID  IOOXOIAIMX 06e300JIMBaKIMX coeIVHeHUl, ocTaercsa
3HAUMUTEJIBLHOE KOJIMUYEeCTBO IIallMeHTOB, uYbA 0OOJIeBOE COCTOSHME BCe elle
He MMeeT nomxonmamero JedeHuda [Scholz J, Woolf CJ. Can we conguer
pain? Nat Neusci. 2002; 5: 1062-76] ¥ cCymecTByeT HeNpexonsmas
noTped®HOCTh B  IIOMCKe HOBOTO  JIeUEHUH, CIIOCOOHOTO  YJIYUIMUTH
COCTOSHME TIallMeHTa.

CYIHOCTHL M3OBPETEHUA

B3agaBUTENb CTOJIKHYJICSH c npoBJjeMomn obecrieueHn s
bapMalleBTMUECKOM KOMIO3ULMEV @OJA JedeHusa 0o0JM, B YaCcTHOCTH,
XPOHMUEeCKOor ©00JM, UWMeley YJYUIMeHHYID akKTMBHOCTL IIPpM CpPaBHEHUU C
KOMIIOBULMAMM, M3IBECTHHMM/ B OOJIaCTM TEeXHUKU.

BadBuUTEJIE OOHAPYXWJI, UYTO TPa30IdOH MOXeT OHTb MCIIOJIbB30BaH B
coueTaHUM C TafaleHTUHOM.

B uacTHOCTH, 3a9BUTEN B HacTodlee BpeMsad  HeOXMUIOaHHO
OBHapyXWUJIM, UYTO KoOMOMHALMA Tpa300oHa C TabaleHTMHOM oO6JalaeT
CUHEPTHUYECKUM s0bexkTOM B YMEeHbBbIeHUM BoJm B OIBYX
SKCIEePUMEHTaJIbHEIX MOIeJIax Yy KprIC, IpencTaBJIEHHEIX (1)
BOCHAIUTEJILHOM 00JIbl, MHIOVIMPOBAHHOM BBeIeHMEeM YKCYCHOM KMCJIOTEH
u (1i1i) XPOHUUECKOM BoJIbIo, MHOIYLUPOBAHHOM JIMTUPOBaHMEM
cemaJIMIHOTO HepBa.

Kak M3BeCTHO CIelUMaJIMCTy B 006JlacTM TexXHMKM, BHIIEYIIOMIHYTHE
DKCIIEPUMEHTAJIbHHEE Mo eJIn MOTYT OBITH paclieHeHH, Kak
IpenckasbBanmye OeMCTBMe Yy UYeJIOBeKa.

SKCHepuUMeHTaJIbHad MOOEeJIb MHBLEeKUMM YKCYCHOM KMCJIOTH Y KPHC
IpencTaBJIAET cobom OLIEHKY AHTUHOLULEIITUBHOM aKTUBHOCTM
KOMOMHAIMY IO M300peTeHUI B MOOEJIM BOCHAJIUTEJBHOM OOJM.

TUNIMUHEE IIPMMEPHE UeJlIOBeueCKUX IIaTOJOTMUYEeCKMX  COCTOSHUM,
XapaKTepu3yeMBIx OMCOYHKLIMAMA, OTIMCaHHEMMN B BHIIEYIIOMSHY TOM

SKCHepMMeHTaHbHOﬁ Mo noeJin, " XapaKRTepr3yeMEMI IIPUCYyTCTBMEM



BOCHaJUTeJIbHOM OO  ABJIARTCHA  OTEK, [IOKpaCHeHVe, BOCIIaJIeHNE
CyCTaBOB, OCTE€0apTPUT, PEeBMaTOMIOHHM apTPUT UM apTpo3.

SKCIIepUMeHTaJIbHad MOINeJIb JMIMPOBaHUA CeNaJIMIHOTO HepBa VY
KPLHIC HOpelcTaBJifgeT Cco00M HeMpollaTu, KOoTopas BOCIPOM3BOIUT CepU
OTBETOB, CXOINHHX C TaKOBHMM, HabjomaeMBM/ Yy JIOOeM IIPpU MHOXECTEBE
TPaBMaTUUECKUX U [HATOJOTMUECKUX COCTOSHMM, aCCOLUUMPOBAHHHX C
HeVpornaTruuyeckor 0o0Jbl. IIpUMUMHOM BSTOTO ABJSAEeTCA TOT (GaKT, UTO
JIUTUPOBAHME CeNaJIMIHOTO Hepka CIOCOOHO MHAOYLUMPOBATE CHMHIPOM,
aCCOLUNPOBaHHEMN C aKkTUBalLMen ClleIM@UUeCcKOoT O KpyTroobopoTa,
HallpaBJIEHHOT'O Ha KOHTPOJIE OWylleHMA OOJIM U XapaKTepusyeMoI'o
IOABJIEHVEM aJIJIOOVHUM, TUMepaliTe3UMM M CIOHTaHHOM ©Oojm. W3BeCTHO,
YTO YyKa3aHHasd MOOeJib TIpencTaBjigeT cCcoOoM YTBepXIeHHBEM CIOoCo0
MCCJIeNOBaHMsa JIeKapCTBEHHHX CPeNCcTB IJIS MCIOJIb30BaHMUA B JIeUeHUU
HeVpornaTndeckor OO0JIM ¥ UYeJioBekKa, UM B UYaCTHOCTM B PeryJsaluuu
COCTOSAHUM, TaKMX KaK aJJIOOVMHUA M TUullepalire3usd.

TUIMUHEE IpYIMEPH IaTOJIOTUUECKHUX COCTOSHUM JeJIoOBeKa,
XapakKTepn3yeMHX OIUCOYHKUMAMA, ONMCaHHBMU B BHIIEYTIOMSHY TOM
SKCIIEPUMEeHTAaJIbLHOM MO e u XapaKTepn3yeMeMU OPUCYTCTBUEM
HelpolaTuuecKom oo, npencTapJjgnT cobour nmuabeT, paxk,
UMMyHOOeduumnT, TpaBMy, UIMeMHMIO, paccesHHBN CKJIEPO3, nmmac,
HeBpaJITMI TPOMHUYHOTO HepBa, OuOpOMMAJTMI U [HOCT-TeplleTUUdeCKUM
CUHIOPOM.

CllenoBaTeJILHO, B IIepBOM acCIleKTe HacTodlee M300peTeHUe
OTHOCHUTCSH K bapmalleBTHUUECKOM KOMIIO 3ULIUN, BRJIOUAKIIEN
CUHEPTMUECKYK KOMOMHALMI TpasoloHa WM ero coJiu U TIabaleHTHMHA
WIM ero COJIM WM [poJieKapCTBa, M IO MeHbIeM Mepe OIOHOTO
bapMalleBTHUUECKU IpUeMIIeMOTO BCIIOMOT'aTeJIbLHOTO BelleCTBa, 0JId
IPVMMEHEeHV S B JIeUeHUM OOJIU.

BTOpoM acheKT HacCcToAmeTo M300peTeHMsA OTHOCUTCS K CIocody
JledueHus OoJiM, BRJUAKIleMYy BBeleHMe IIalMeHTy, HyXIaleMyCd B
5TOM, CHHepIMUYeCkM HOOeKTHMBHOI'O KOJMUEeCTEBa Tpa30boHa WM ero
cosin M rafaleHTHHa WM eT'0 COJIM MM IIpoJieKapCTBa.

KPATKOE OIIMCAHUE UEPTEXEN

Ha ¢mr. 1 BM3yaJIbHO I[OKa3aHH pPes3yJbTaTH IpMMepa 1. 3HadeHUS
EDso KaXOOoI'0o JIEKaApCTBEHHOI'O CpelcTba (Tpa30moHa M TIabaleHTHHA)

HaHeCEeHEH Ha ocHu X n Y. JImHm4g, coemuHdgIa g obe TOUKM,



opencTaBJgeT cobom TeopeTUUIeCKyI JIMHUIO aIOIMTUBHOCTHA .
SKCHepuMeHTaJIbHOe 3HaUueHue EDsg Tpas30mooHa u radarneHTHHA
koMOMHaUMM  (EDsgcmecs) 0OKa3aJIOChk JOCTOBEPHO HIMXKEe TeopeTUUecKOTO
agouTmuBHOTO 3HaueHMa ED50 (EDsoann) .

Ha  ¢wur. 2 BUB3YaJIbHO TIIOKa3aHH pe3yJbTaTH OIpuMepa 2.
KonuecTBO paMB3MHIOB, IIOIOCUMTAHHHX B TeueHre 10 MMHYT IOCJe
BBeIeHUS YKCYCHOM KMCJIOTH, IpencTaBJieHo Ha Y oOCHM IJIS KaxIou
TPYIIIE  MBIIEN, KOTOPEIM BBOIMJIM  HOCUTEJb Wi  HesdheKTHBHEE
KoJIMUecTBa TpPpa30doHa U TabaleHTMHa OTOeJIbHO WIM B KoOMOMHALINWM,
Kak IIpelcTaBJIeHO Ha ocu X.

Ha ¢ur. 3 BuM3yaJIbHO IIOKal3aHHB pel’VyJbTaTe IpuMepa 3. Ha our.
3a IIpOoLeHT UMHIUOUPOBAHMSA, BHPAaXeHHHM B OTHOWEHMM K pe3yJbTaTy,
IOJIYUYEeHHOMY C HOCUTeJleM, IIpedcTaBJieH Ha Y OCHM IJS KaxIoW TPYIIIH
MBOIEN, KOTOPHM BBOIMJIM TPRAa30O0H M TabaleHTUMH OTOeJIbHO WM B
KoMOMHAIIMM C MaCCOBBEIM COOTHOmMEeHMEeM, Kak IOIpelcTaBJIeHO Ha X OCH.
Ha o¢mur. 3b nOpencTaBJjieH TOJBKO Ha Y OCUM IIPOLEHT UMHIUOMPOBAHUSA
KoMOMHALIMM Tpa30moHa/TradaledHTUHa C MACCOBBEIM COOTHOMeHMeM, Kak
IokasaHo Ha ocu X.

Ha ¢mr. 4 BMBYyaJIbHO IIOKa3aHH pel3yJbTaTH IpuMepa 4. OBpaTHHE
IIPOLIEHTH, BHPaXeHHHE CO CCHJIKOM Ha pesyJbTaTH, I[IOJyUeHHHEEe IJi4
HOCHUTEeJIS, IIpelcTaBJIeHH Ha ocu Y IJAd KaXIoW IPYIIIL KPHC, KOTOPHM
BBOIOMJIM TpPa30mOoH M TrabaleHTVMH OTIOeJIbLHO WM B KOMOMHaALUMM, Kak
opencraBJIeHO Ha ocu X.

I[IOOPOBHOE OIIMCAHNE HM3OEPETEHNA

B HacToAmeM ONMCAaHMM  BHpaxeHue "cuHepruueckusr sbddbext”
oB03HauaeT, UYUTO KOMOMHaLMA Tpas3omoHa ¢ TabaleHTHMHOM MHIUOUPYET
BoJIeBOM OTBET Yy MHIIEWM WJIM KPHC B KOHIEHTpalUM HIMWXe, UYeM CyMMma
KOHIIeHTpalMM Tpas3oloHa M TabaleHTMHAa, MCHOJb3YEMHX OTIEJBbHO MOJId
TOTO Xe OOJIEBOTO TecTa OJA IIOJIYyYeHMA TOT'O Xe& MHIMOMPOBAHMUA.
VHBEIMM CJIOBaMM, CHUHepI'MUeCKuM 20dbexkT o603HavaeT, UYUTO KOMOMHAILNUA
Tpas30oOoHa C TabaleHTHMHOM ABJdeTcsa 200eKTHMBHOM B IIOJyUeHUM OoJiee
UyeM aIOIWUTHMBHOTO 3oderTa KaAXOOI'O KOMIIOHEHTa B TOM Xe 0OOJIeBOM
TecTe.

dapmMalLleBTHUUECKAA KOMIIO3MLUM A 1o HacToAmeMy MN300peTeHUD

BKJIOUaET TpasOomOOH WJIM eT0o COJIb B KOJIMUeCTBe OJd o0eclleueHuUd



HendDEeKTUBHOM IOOBUPOBKM IIpU IIpMeMe OTIOeJIbHO.

[lpennouyTmTesJIbHO (QapMalleBTUMUeCKasd KOMIIO3MIMSA I10 HaCTOAlleMy
N300pEeTEeHU COIOEPXUT Tpas30moH WJIM €TI0 COJIb B KOJIUUECTBe IJIA
ofecrnieueHusa MOO3BMPOBKM, pPaBHOM WJIM MeHbmel ueM 1 MI/Kr, ©OoJiee
NpeOlouTUTeJIbHO PaBHOM MM MeHbmel uyem 0,5 MD/KD, u eme O0oJee
NpeOlouTUTeJIbHO PaBHOW MM MeHbmel yem 0,2 MI/KID.

[lpenmouTmUTeJIbHO (QapMalleBTUMUeCKasd KOMIIO3MIMA 10 HaCTOoAleMy
U300peTeHn COIEePXUT Tpals0moH WJIM eTo COJIb B KOJMUEeCTBe IJIA
ofecreueHud MOO3UPOBKM, paBHOWM wuaM Beme uyeMm 0,01 wMr/xr, ©0OoJee
NpedlIouTuTeJIbHO paBHOM MM Bome uyem 0,05 Mr/xr, u eme 0OoJee
NpenIouTUTeJIbHO PaBHOM MM Bome ueMm 0,1 MI/KT.

COOTBETCTBEHHO, OQapMalleBTHUeCKasd KOMIIO3ULIMA I[10 HaCTOAIEMY
n300peTeHU MOXeT COIepXaThb TPas30ldOH WM eT'o COJIb B JIOOOM
KOJIMYeCTBe, CIHOCOOHOM OO0ecCleuuTh OO3UPOBKY, BapbUPYKIYKRCS OT
0,01 mMmMr/xr mo 1 MI/KT, OPeOIOUTHMTEJILHO Bapbupyomyiocs ot 0,05
mr/xr mo 0,5 Mr/xr, ©OoJjlee mOpennoururesbHO oT 0,1 wMmr/xr mo 0,2
MT /KT, TakKyo Kak, Hanpumep, 0,02, 0,04, 0,07, 0,11, 0,12, 0,13,
0,14, 0,15, 0,16, 0,17, 0,18, 0,19, 0,2, 0,25, 0,3, 0,4, 0,0,
0,7, 0,8, m 0,9 MI/xr, ¥ HomoBHHE.

[lpeMymleCTBEHHO, OGapMalleBTHUUeCKasa KOMIIOBULIMA I10 HaCTOAlleMy
N300pEeTEeHUID COOEePXUT Tpas30moH WM €TI0 COJIb B KOJIUUeCTBe IJid
ofecrieyeHms OO3SUPOBKM, paBHOM okojo 0,15 Mr/Kr.

CoOOTBEeTCTBEHHO, O¢apMalleBTHUecKas KOMIIO3UMLIMA I[I0 HaCTOoAleMy
n300peTeHnn MOXEeT COoIepXaThk TPpa30d0oH WM €TI0 COJIb B KOJUUECTBE
paBHOM WMJIM MeHbmeM uyeM /70 M, OoJiee MNPellOoUTUTEeJIbHO PaBHOM WM
MeHbIleM uYeM 35 M, u eme ©oJilee MOPeOlIoUuTUTEeJIbHO PaBHOM WM
MeHbIleM ueM 15 Mmr.

dapmMmalleBTHUUECKA S KOMIIO 3UILIM A 1o HaCTOAIEMY n300peTeHnn
BKJIOUaeT TrabaleHTMH WM €TI0 COJIb WM TIPOJIEKAPCTBO B KOJMUECTBE
s obecnedueHrsa He>dOeKTUBHOM HOOBMPOBKM IIPM IIpUeMe OTIeJILHO.

[lpennouyTmTeJIbHO, OGQapMalleBTUYeCcKasd KOMIIO3UIIMA I10 HaCTOAleEMY
N300pEeTEeHUI COINEPXUT TaballeHTHMH WJIM €TI0 COJIb WJIM IIPOJIEKAPCTBO B
KOJIMUEeCTBe MOJIA oOecleueHMA IOO3UPOBKM PaBHOW WJIM MeHbmeW dYeM 15
MT /KT, OoJlee MNPeOIOUTUTEJBEHO PpPaBHOM MJIM MeHbIeM ueM 5 MI/KID, u
eme OoJiee MPENNOUTUTEJILHO PaBHOM WMJIM MeHblle YeM 2 MI'/KT.

HpennhoMTeano, @apMaHeBTMT{eCKaH KOMIIOSMIIMA IIO HaCTOAIlleMy



N300pEeTEeHUI COINEPXUT TabaleHTHMH WJIM €TI0 COJIb WM IIPOJIEKAPCTBO B
KOJIMUeCTBe 1Jisa oO0ecledeHMs HOO3UPOBKM pPaBHOM wmiIM Bemme uyem 0,1
MT /KT, OoJjiee MNPEenlNouTHUTEJILHO paBHOM MM Beme uyemM 0,5 Mr/xr, wu
eme OoJiee TPENNOUTUTEJIEHO PaBHOM MJIM BhIIe YeM 1 MI'/KT.

COOTBeTCTBEHHO, OGapMalleBTHUeCKasas KOMIIO3MUMA I[I0 HacTOoAlleMy
N300pEeTEeHNUI® MOXET comepxaTb rafarneHTUH WJIM €TI0 COJIb WU
IpoJjiekapcTBO B JiOOOM KoOJMUeCcTBe mOJa obecledeHus TO3UPOBKU,
BapbUpyoIencs oT 0,1 M/ KT oo 15 MI'/ KT, IPenrnouTUTEJIEHO
Bapbupyimerica or 0,5 MI/xr mo 5 MI/xr, ©6oJjiee OPeOloUuTUTEJILHO OT
1 Mr/xr mo 2 Mr'/Kr, TakoM Kak Hamnpumep, 0,2, 0,4, 0,7, 1,1, 1,2,
1,3, 1,4, 1,5, 1,6, 1,7, 1,8, 1,9, 2,0, 2,5, 3,0, 4,0, 0,0, 7,0,
8,0, m 9,0 Mr/xr, u nomodfHoe.

[lpeMymeCcTBEHHO, OQapMalleBTUYeCcKasd KOMIIO3UIIMA II0 HaCTOAIeEMY
N300pEeTEeHUI COINePXUT TabaleHTHMH WIM €TI0 COJIb WJIM IIPOJIEKAPCTBO B
KOJIMUEeCTBe IJIg ofecleueHMsa HOO3UPOBKM PaBHOM OKoJIO 1,5 Mr/kr.

COOTBETCTBEHHO, OQapMalleBTHUYEeCKasa KOMIIO3UIIMA I[10 HaCTOAIEMY
N300pEeTEHUI  MOXET comepxaThb rafarneHTUH WJIM €70 COJIb WM
[IPOJIEKAPCTBO B KOJMUECTBE PaABHOM WJIM MeHblleM uyeM 1000 wMr, OoJiee
OPEenIouTUTEJIbHO pPaBHOM WM MeHblleM uYeM 350 M, u eme 0OoJiee
[IPenlouTUTEeJIbHO PaBHOM MM MeHblleM dueM 150 wMmr.

[lpeMymleCTBEHHO, OGapMalleBTHUUeCKasd KOMIIOBUMLMA I10 HaCTOAlleMy
MN300pEeTeHU COOEePXUT KOJIMUeCTBO Tpal30mOoHa WM eI'0 COJu U
KOJIMUeCcTBO TradaleHTMHa WJIM €70 COJM MM IIpoJieKkapCcTBa, TaKoT'o Kak
OJIS IIOJIydeHMS MacCCOBOT'O COOTHOIMEeHMSA Tpas30doHa K TrabaleHTHUHY OT
1:40 oo 10:1, IpennouTUTeJIbLHO oT 1:20 oo 1:1, u  BoJlee
OpennouyTuTesibHo oT 1:15 mo 1:5.

MoxeT OBTB MCIOJB30BaHO JioOOe 3BHaUueHMEe B BHIEYIIOMIHYTOM
MaCCOBOM  COOTHOIEHUN Tpas300oHa K rabarneHTHUHY, Taxkoe KakK,
Hanpumep, 1:40, 1:39, 1:38, 1:37, 1:36, 1:35, 1:34, 1:33, 1:32,
1:31, 1:30, 1:29, 1:28, 1:27, 1:26, 1:25, 1:24, 1:23, 1:22,
1:21, 1:20, 1:19, 1:18, 1:17, 1:16, 1:15, 1:14, 1:13, 1:12,
1:11, 1:10, 1:9, 1:8, 1:7, 1:e, 1:5, 1:4, 1:3, 1:2, 1:1, 2:1,
3:1, 4:1, 5:1, 6:1, 7:1, 8:1, m 9:1.

[lpeMymleCTBEHHO (QapMalleBTUMUeCKasd KOMIIO3MIMA I1I0 HaCTOAlleMY
N300pEeTEeHU COIOEPXUT KOJIMUECTBO Tpas30doHa WM eI'o COJUu U

KOJIMUeCTBO TIabaleHTHMHa WIM eTo CcCoJiM Wi IIpoJiekKapcCTbBa TakKoe,



yTOoOE of0ecleunThb MaCCOBOe COOTHOIEeHMe Tpal30doHa K TabaleHTUHY
okoJio 1:10.

[IpoJiekapcTBa radamneHTHHA BKJIOU AT B pPaMKM  HaCTOAMEeTO
nz30bpeTeHrsa. XVUMMUECKM MOIMOUIMPOBAHHOE JIeKapCTBeHHOEe CPeICTRO
WM  [OpoJiIeKapCTBO  OOJIKHO  MMeTh  (apMaKOKMHEeTHMUEeCKUM  Opoduib,
OTJIMUHEI OT MCXOOHOTO, obecneuupasa OoJjlee JeTkyil adcopbuuin uepes
SIUTENIUM  CJIU3UCTOM  0BO0JIOUKM, JIVUIYID — KOMIIOBMLMI  COJIM WM/
PAacCTBOPUMOCTE, VYJIYUIIEHHYID CUCTEMHYID CTad®MJILHOCTL (IJIS YBEJMUMUEHUS
neprola IMOJYXM3HM B ILJla3Me, HaIpuMmep) .

TakuMmM XUMHUUeCKUMU MOHM@MKaHMHMM MOT'YT OBTBH (i) IIPOVM3SBOIOHEIE

CJIOXHBEIX  B0UPOB (id) IIPOM3BOIOHEIE  aMUIOORB, (iidi) MIPOU3BOIHEE
kapbamaTor, (iv) mOpomMsBOOHHEe N-alUMJOKCHaJKMIIa, (V) [OIPOU3BOIHEE
N-almMJIoKCHaJIKOKCUMKapOOoOHMIIa, (vi) NENTUIOE WU (vii) JIOEIE UX
KOMOMHALWN .

CJIOXHEM 20MP MOXeT OBTL TIOJIydeH U3 opaTrMeHTa KapOOHOBOM
KMCJIOTEL MOJIEKYJIEL JIEKAPCTBEHHOT'O CPEenNCTBa M3BECTHHMM CPeICcTBaMM.
AMupa MOXeT OHTH I[OJIydeH M3 OQpaTMeHTa KapOOHOBOM KUCJIOTH WU
aMMHOBOTO ¢OQparMeHTa MOJIEKYJIEL JIEKAPCTBEHHOTO CPencTBa MW3BECTHEMU
cpencrTraMM. I[IpOMBBOOHEE CJIOXHOTO »5OUpa WIM aMMoa MOoTyT OHTH
OTIIEeIJIEHE I[IOCPEenCTBOM, HAalpMUMMep, BCTepas WM JIMIIas.

[lenTmn  MOXeT OBITE CBA3aH C  MOJIeKYJIOM  JIeKapCTBEHHOTO
CpeICTBa IocCpeICTBOM o0O0pa30BaHMa aMMIHOM CBA3M C OGpaIMeHTOM
aMMHa WM KapBOOHOBOM KMUCJOTH MOJIEKYJIH JIeKapCTBEHHOTO CpelcTBa
V3BeCTHEMU CpencTBaMM. [MenTuoe MOTYT OBITE PacCIlO3HaHE
CHeIUOUUECKMMM WMJIM HeCHeUMPUMUeCKMMM [IpoTeMHa3zaMM.

KapbamaT, N-aluuMJOKCHUaAJIKMUII M N-alMJIOKCHAJIKOKCUKAPOOHUJI MOTYT
OLITHL I[IOJIYUEHE M3 aMMHOBOTO ¢QparMeHTa MOJIEKYJIE JIEKAPCTBEHHOT'O
CpenoCTBa M3BECTHEMM CpencTBaMM. TakMe IIPOM3BOIOHEIE MOIT'YT OBTH
OTmEIJIEHE 3CTepaszaMM U/UJIY paszjlaraTbCsa CIOHTAaHHO.

[IpuMeps HNOOXOLANUX [IPOJIEKAPCTE OIMCAaHE, HallpuMep, B Stella
V.Jd. et al, "Prodrug strategies to overcome poor water
solubility”, Advance Drug Delivery Reviews 59 (2007) 677-694, u B

Simplicio A.L. et al., "Prodrugs for Amines”, Molecules 2008, 13,
519-547.

HpeMMymeCTBeHHHM IIprmMepoM IIpoJjiekapcCTea rabaneHTHHA
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ABJIAETCHA CoeIVHeHMe (I-{[({(1RS)-1-
[M300YTUPUIIOKCHU ] DTOKCH } KAaPOOHWII) aMUHO ] METWUJI } UUKJIOTEKCMII) YKCYCHa s
KMCJIOTa, OOBUHO M3BeCTHasd Kak rabaleHTHMHa >HakKapOui.

Com Tpa30omoHa M rabaleHTHMHa BKJIOUALT B pPaMKM HaCcTOAMeIro
n3o00peTeHUd. CoJib MOXeT OBITE [IoJIy4yeHa C GM3BMOJIOTUUECKU
IpMeMIIeMEIMA opTraHuYeCKVMA u HeopT'aHn4YeCKUMM COeOMHEHUAMN,
VMERMUMM KMUCJIOTHYI MJIM OCHOBHYID (OYHKUMOHAJBHYI ITPYIILY .

TUNIMYUHEE [IPUMEPE IIOOXO I AMMX brsMOJIOTUYECKY IpMEeMIIEMBIX
HeopTaHnUueCKUX KUCJIOT ABJIAITCA coJisiHas KKCJIOTa,
BpoMMCTOBOOOPOOHAS KMCJIOTa, CcepHas kKucjoTa, o¢ocdopHas KMUCIOTaA U
a30THasa KMUCJOTa.

TUNIMUHEIMM ~ [OpUMepaMMy HDOOXOOANMX (UBUOJIOTHUUECKM IPpMeMIIeMBIX
OpTaHMUeCKMX KUCJIOT ABJALTCA VKCYCcHasd KUcJIoTa, ackopbuHOBAaLd
KMcJoTa, OeH30MHasa KMUCJIOoTa, JMMOHHAaA KMCJoTa, OGyMapoBasd KMUCIOTa,
MOJIOUHAasa KMCJIOTa, MaJleMHoBasa KMCJIOoTa, MeTaHCcyJbOoHOBaSg KUCIIOTA,
maBeJjeBas KMCJIOTa, nmapa-ToJIyoJicyJibdoHOBa S KMCJIOTa,
BeHzOJICYJILOOHOBAA KMCJOTAa, SAHTapHas KKUCJIOTa, IOUTaJlJloBasd KUCJIoTa
¥ BMHHOKaMeHHasd KMUCJIOoTa.

TUNIWYUHEE [IPUMEPH MIOOXOI AMMX dMBUOJIOTUUECKN IpMeMIIeMBIX
HeopTaHNYeCKUX OCHOBAaHUM IpenCTaBJISKRT coboun TUOPOKCUIHL,
KapOoHATH ¥ I'MIOIPOKapOOHATH aMMOHMS, KaJblMA, MaTHMA, HaTpUa U
KaJusd, HalpuMep, IMUIPOKCUI aMMOHMSA, TIMUIOPOKCUI KaJlbLMia, KapOoHAaT

MaT'HU1A, PMHpOKapGOHaT HaTpMAd U PMﬂpOKaPGOHaT rajm4da.

TUNMUHEE IPUMEPE IIOIOXO I AMMX dUBUOJIOTMUECKM IpMEeMJIEMEBIX
OPTaHMUEeCKMX OCHOBAHMUM  ABJISIOTCS: APTUHMH, BeTauH, Kabdbeuny,
XOJIUH, N, N-nuBeH3UIsTUJIeHIMaM1H, OV TUIIaMUH, 2-
OV TUIaMUMHOBSTaHOJI, 2-IOVMe TUJIAMMHOS TaHOJI, 2TaHOJIaMMH,

STVJIeHIVMaM/H, N—STMHMOP@OHMH, N—STMHHMHepMHMH, N-MeTUJITJIOKaM1H ,
IJIKKaMMH, IJIKOKO3aMMH, I'MCTMIONH, N—(Z—PMHpOKCMSTMH)HMHepMHMH, N-
(Z—PMHpOKCMSTMH)HMppOHMHMH, M3OoIlpoIlivjlaMiH, JIM3VMH, MeTWJITJIIOKaMMH,
MOp@OHMH, IImMriepasviy, IIMIIepmnMiH, Teo@pOMMH, TPMUSTUIIaMH,
TPVMMeTMIIaMMH, TPHUIIPOIIMIJIaMVH M TpOMeTaMKVH.

HpeHHOqTMTeﬂbHO @apMaHeBTquCKaH KOMIIO3MIIMA IIO HaCTOAIeEMY
MBO@peTeHMD IpeilHasHadeHa IJIA CHMCTEMHOI'O IIPVIMEHEHIMA.

BoJjee InpenlriodyTrnTeJIBEHO @apmaueBqueCKym KOMIIO SO I10

HacCToAlleMy n300peTeHNIO COCTAaBJIAKT IOJIA IIepopaJIbHOT'O I
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IapeHTepallbHOTO IIPMMEeHEeHUS.

[IpednouTUTeJIbHO, O(apMalleBTUUEeCKYID KOMIIO3UIIMIO II0 HaCTOAMEeMY
1M300peTeHNI0 MOJIyUalnT B MOIOXOIOANMX JIeKapCTBEHHEX QopMax.

[IpuMepaMr DOOXOOAMMX JIeKapCTBEHHEX QOPM ABJISKTCS TabJleTKH,
KalrcyJisl, TIOKPHTHEHE O000JIOUKOM TabjleTKM, TPaHyJE ¥ PacTBOPH U
CUPOIH IJIS IIepOopalJIbHOT'O I[IPUMMEHeHMs; KPeMb, Ma3M, TpaHCcIOepMaJlbHEE
IJIACTHPY U  aHTUCENTHMUeCKMe IJIaCTHPM OJIS MEeCTHOT'O IIPUMEHeHMUd;
CYIIIO3UTOPUNX IJIS PEeKTaJlbHOTO BBeIOeHMS U CTepUJIbHHE PaCTBOPH OJIS
BBeIeHUs IIoCpenCcTBOM VHBEeKILNUN, nIm anpo30Jib W
0dTaIbLMOJIOTMUECKOEe BBeIOeHUE.

JlekapCcTBeHHHEe bopMEL bapMalleBTUUECKOM KOMIIO 3ULIUU infe)
HacToAmeMy M300peTeHMd MOTYT OBTL I[IOJYUYeHH B COOTBETCTBUM C
MeTOoIMKaMM, KOTOPEE XOPOoIo M3IBECTHH (apMalleBTUUEeCKUMMM XUMUKAaM,
BKJIIOUASA CMellMBaHMe, TI'paHyJIMpoBaHMe, TabjeTHpoBaHMe, pPacTBOpPeHUue,
CTepuIn3aluin M IOOOOHEHE.

[IpeMymeCcTBEHHO, TakMe JIeKapCTBeHHEEe GOPMH COCTaBJISLT Tak,
yTOoOE OOecleurMTh KOHTPOJIMPYEeMOe BLHCBOODOXIeHMEe B TeueHMe BpPEMeHU
coeIMHeHUSd 1o BHINIEYIIOMAHY TOM obmen bopmyie (1) MJIIN ero
bapMalleBTUUECKM MIpMeMJIeMOM coJiM. Chneumdmuecky, B 3aBUCUMOCTU OT
THUIIa Tepanouu TpebyeMoe BpeMs BEHCBOOOXIEHMS MOXeT OBTH OUeHb
KOPOTKMM, HOPMAJIbHEIM WJIM OJIUTEJILHEM.

OapMalleBTUUECKM IIPUMEMIIEMOE BCIIOMOTATEJIEHOE BeleCcTBO MOXeT
BEITEL  BHOpPAHO M3  I'PYIIIH, BRJIOUAKIEN  3al'yCTUTeJIH, TJIMOAHTH,
BXYIIME BelecTBa, Ie3UHTeTpUpyomme BelmecTRBa, HaIOJIHUTEJIN,
paz3baBuTesIM, KOHCEPBAHTH, CTadbUJIM3aTOPE, I[IOBEPXHOCTHO-aKTVBHLHE
BemecTRBa, BybepH, b OM3aTOPH, CMa3HBanIme BemecTBa,
YBJIAXHUTEJIN, abcopbBeHTH, CoJIn nJIs peryadaumnm OCMOTHUECKOTO
IOaBJIeHUS, 5SMyJILTaTOPH, apoMaTM3aTOoPh, KpacuTesM, IIOOCJIAaCTUTE M U
NOOOOHHE .

dapMalleBTHUUECKASA KOMIIO 3ULIM A 1o HacToAmeMy n300peTeHno
apisgeTca 20QeKTUBHOM IJA JleueHUS OOJIM.

3agaBUTEb oOHapPYXUII, UuTo KoMOMHAaLM I TpasonooHa u
rabaneHTVMHOM MMeeT CUHEepTHMUeCKuM 2¢0peKT B yMeHblleHUuM O0JM B IBYX
SKCIEePUMEHTAaJIbHEIX MOOEeJIax Y XMBOTHEIX , IpencTaBJIeHHHX (1)
BOCHAJUTEJIbHOM OO0JIbD, MHIYLMPOBAHHOM Yy MBIIEM IIYTEM MHBEKILUU

YKCYCHOM KMUCJIOTHL M (11) XpoHMUYeCKOM OOJIbID, MHIYLUPOBAHHOW Yy KPBC
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IIOCPelCTBOM JIMTUMPOBAHMA CelaJIMIHOTO HepBa.

CoOoTBEeTCTBEHHO, O(apMalleBTHUeCcKas KOMIO3UIKMA I[I0 HacCToAgleMy
n300peTeHNI0 MOXeT OBTL MCIOJb30BaHa J4 500eKTUBHOTO U 0OoJiee
Bes30MnIacHOTO JieueHmnsa BCeX BUIOOB XPOHUUECKOM BoJsm, NI
BOCIAJIUTEJILHOTO MJIM HeMpolaTUUeCKOTO IIPOMUCXOXIESHU.

[IpeANoUTHUTEeNLHEIMMY [IPpUMepaMM XPOHUUeCcKoM ©0o0JiM, KOTOopykl Jeuar
B COOTBETCTBUM C HACTOANUM M300peTeHMeM, SBJISITCSI clJlelyiomue :

BOCHaJIUTeJIbHag O00Jib, MHOYLUMPOBAHHAS OTEeKOM, IIOKpacHeHMreM,
BOCIIaJIeHMeM CYCTaBOB, OCTeoapTPUTOM, PEBMATOMIHEIM apTPUTOM U
apTpo30M; U

HelponaTuueckKasd BoJib, VHOYUIVPOBAHHA S nuadeToM, pPaxKoM,
VIMMYHOIEQULIITOM, TpaBMOM, umeMmen, pacceaHHEM CKJIEPO30M,
MIMacoM, HeBpaJlTMel TPpOoVMHMUHOTO HepBa, o(udpoMMaJrvMer M IIOCT-—
TepleTUuUYeCKVM CHHIPOMOM.

Clenyomye OpMMepH OpelHa3HaueHB OJ4 IJajbHeumel WIIJICTPalluY
HacToAmero mu3obpeTeHud, He oTpaHUUMBAaSg eTro.

[TPVME PEI

OmmcaHMe MEeTOINOB MCCIIeNOBaHUS

TecT kKOpueM y MHIIEN

TecTupyeMmoe coeIVHeHM e OlleHMBaJIU B MOIOEeJIN Kopuel,
VMHIOIYIMPOBAHHEX YKCYCHOM KMCJOTOM y Mwemen (Stock J.L. et al., J.
Clin. Inv. 2001, 107: 325 331).

TecT Kopuemn IpenCTaRJISgET cobomn XUMUY e CKUM MeTomn,
UCIIOJIb3YEMEI IJISS MHOYKLUMM O0JM HepUdeprMUuecKoT0 IIPOUCKOXICHNS
OyTeM  MHBEeKIUU YKCYCHOM KMCJIOTE Yy  MBIIEN. 06e300JIMBAaKITYIO
AKTHMBHOCTL OINpPeneJIsIM 10 YMeHbIeHUID YaCTOTH Kopuel.

TakoM TecT IIO3BOJIAJ OLeHUTL AaHTHMHOUMIENTHMBHYI aKTHMBHOCTL
COeIMHEeHUM 10 M300peTeHMId B MOIeJIM BOCHaJMUTEeJILHOM OOoJM.

Kopum omnpenesanu, Kak pacTaxeHue, HaTIXeHVe IO  OOHOM
CTOPOHEe, BHIpAMIeHMe 3aIHMX Jall, CcoKpalleHMe XMBOTa TakK, UYTO
XMBOT MBINEM KacaeTcd I[IoJla, IHOBOPOT TYJIOBMIA (CKpydMBaHUE) .

IJ19 TecTa MCIOJNbL30BaJ M caMiloB Mmemen CD-1 Becom 20-25 1.

MbmmaM IepopalJibHO OaBaJM TpasodoH M TrabaleHTHMH OTIOeJIbLHO U B
KOMOMHALIMM WMJIM HOCUTEJIb, TaKoM KaK IUCTUJIIMPOBAaHHAasg BOIA.

Uepes dYac TIocCJe BBeleHMSA MBIIaM BBOIUJIM MHTpPAlepUTOpealbHYI

VMHBEKLNMIO YKCYCHOM KMCJOTH (0,7% 06/00 0OMU3MOJIOTMUECKOTO pPacTBopa,



13

16 MKJI/T MacchH TeJla) IJIS MHIOYKLIMM BOCHaIMTEJILHOM 0o M IOJId
IpOoBepKr 20PeKTOB TEeCTUPYEMOTO COeIMHeHMS Ha  HOUMIENITHBHHM
OTBET.

Yepes NOATh MMHYT IIOCJe BBeOEeHMHA VYKCYCHOM KMCJOTH U B
TeueHre 10 MMHYT U3MEPAJIM KOJMUECTBO KopuelM, UTo IIpedcTaBJigeT
coBoM mapaMeTp IJIS OLIeHKM HOLUMUEeITHMBHOTO oOTBeTa. 00e300JMBalIyI0
AKTMBHOCTL OlleHMBaJM, KaK % UMHIUOUPOBaAHMUAL.

JINTMpoOBaHMe CeNaJIMIIHOT'O HepBa Y KPHC

Vcnosezopaimu caMmioB KpelC CD BecoMm 200-250 1 mo HOpuUOHETUU.

AJUIOOVHUIO MHIYLUUPOBAJM IIyTeM JMIMPOBAHMA OO aHecTesuen
cemaJIMIIHOTO HepBa Ha JeBOM 3amHe¥ Jlane [Seltzer Z, Dubner R,
Shir Y. A novel behavioural model of neuropathic pain disorders
produced in rats by partial sciatic nerve injury. Pain 1990; 43:
205-218; Bennet GJ, Xie YK. A peripheral mononeuropathy in rat
that produces disorders of pain sensation 1like those seen in
man. Pain 1988; 33: 87-107].

Uepe3 IOBe HeOeJM I[IOCJHe JUIMPOBaHUA CeOaJIMIMHOTO HepBa,
oTOUpPaJIM KPHC, KOTOPHE IMIPOIEeMOHCTPUMPOBAJM CHWXEeHMEe Ha I[10 MeHbIen
Mepe 50% mnopora oTBeTa, B3alMCaHHOTO OO BHOOpa BMelaTeJbCTBA.
BoJjieBOM MHOpPOT OlLIeHMBAJM I[IOCPEeOCTBOM IIpubdopa von Frey, KOTOPHM
II03BOJIAET [IOCPENCTBOM IpUMeHeHM S I[IOCTENEeHHOTO YBeJIMUeHn A
oaBJIeHMS Ha TIOOYymeuKy JeBOM  3alHeM  Jalk  KPHICH, 3anmMcaTh
HOLUMLEITUBHEI  OTBeT, BHIpaXaeMel B I'paMMax, COOTBEeTCTBYIIMNA
MOMEHTY, B KOTOPHM XMBOTHOE OTIEPHYJIO Jally.

HemocpenCcTBeHHO I[IOCJIe UM3MepeHUA OO o0paboTKM KpHCaM BBOIUIIU
Tpas30OoH ¥ TadaleHTMH OTOeJIbHO UM B KOMOMHALMM, WMJIM HOCUTEJL,
TakoM kKak IOUCTUJLJIMPOBAaHHAasA  BOIa. VizsMepeHMe  I[OCJe  JIeUdeHUSd
OPOBOIMIIM  Uepes OnVH yac nocJye BBeOeHusd. 0B6e300JIMBaKIIYI0

Q

aAKTVMBHOCTE OLleHMBaJIM, KaK 35 O@paTHOI‘O PaspmTHA.

PesyneTaTH

Npumep 1

SHaueHUA ED50 TpasoOooHa, rabarneHTHHa nu KOMOMHAaUUU
TpaszonoHa/TrabaneHTHHA C MaCCOBEIM COOTHOIIeHVEeM

Tpas3omoHa/radaneHTrHa, paBHEM 1/10, onopelejdajM C MCIOJIL30BaHMEM
TeCcTa KopueM y MBIIelN.

Pe3yJIbTaTH CYMMMPOBAHH B cJelyimel Tadjauie 1.
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Tabmuua 1
JlekapCTBEHHOE CpPEenCTBO (a) ED50 (MT/KT)
TpasonoH 1,2
Tl'abarneHTH 27,8
TpasonoH/I'abaneHTUH 2,5

ED50

MI' /KD,

Tadbauuen 2,

Kaxk OporiumocTpUpOBaHO Ha our.

KOMOMHAaLIUNU

Npumep 2

TecT KoOpuen vy

n rabaleHTMHa OTIeJIbHO,

Tpas3onoHa/radaneHTHHaA

MEBIIem

no 1/10,

M HOCHUTeEeJIA OTHEJIBEHO.

Tpa3onoHa/rabaneHTHHa

IIOBTOPAJIN

B

TeopeTrnueCKad aIInTVMBHaA

ITOJIXHa

IPpMUBOIOSA K MHIOEKCY B3auMoIewcTBusa okojo 0,17,

IOTJOKasaHHOe CHHepI'MYeCKOe B3auMoOIeicTBUE .

oyTeM

COOTBETCTBUMA

COCTaBJIATE

BBeIcHMA

14,5

obBecrieunBasda

YeTHpEM

I'pyllliaM MBI e He@@@eKTMBHHX YBeJIMUMBaKIMXCA KOJIMYEeCTB Tpa30IdOHa
MJIM B KOMOMHALIMM C MaCCOBHM COOTHOIIEHUEM

co cllenyouen

Pe3yJIbTaTH KaXOOT'O TeCTa, BHPaXeHHHEe KakK IIPOLeHT YyMeHBIeHUS
KOJIMUEeCTBa KOpPUEeM IO CpPaBHeHMK C HOCHUTeJIeM, CYMMMPOBAHH B
Tabiuie 2 ¥ OPOWJINCTPMPOBAaHE Ha OomuI'. 2a, 2b u 2cC.

TABJIMIIA 2

JlekapcTBeHHOE KommuecTBO YMeHbIIeHME KoJIMueCcTBa
cpencTBo (a) (MT/KT) kopueit, $
TecT 1 - dur. 2a

TpasoloH 0,15 16,0
T'abareHTrH 1,5 27,1
TpasonmoH/T'atanenTtus | 0,15/1,5 57,8

TecT 2 - dur. 2b

TpasoloH 0,5 44,4
T'abarneHTUH 5 38,1
Tpasomon/TadanenuTus | 0, 5/5 48,1

TecT 3 - our. 2c

TpasoloH 1,5 57,1
T'abaneHTUH 15 45,9
TpazsonmoH/TabamnenTrH | 1,5/15 66,4

PesyJibTaTH

HeOXNVMIOaHHO IIPpOOeEMOHCTPMPOBAJIV,

uTo CMHepPquCKMﬁ
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a20dbexT KOMOMHALMM TpasoloHa M TrabaleHTMHa OBJI OUeBUIOEH TOJIBKO B
HauMeHbIIe IO3UPOBKe TpasonoHa u TabaleHTMHa, MCIOJbL3YyeMOM B
TecTe 1.

NpmMep 3

TecT Ha KOpUM MBIIEeV IIOBTOPAJM IIyTeM BBeleHMS UJeTHpeM
TPYIINaM MeIIEeM Pa3JIMUHBEIX He’b0DeKTUBHEIX KOJIMUECTB Tpas3odoHa u
rabarneHTrHa OTOEJIbHO, WJIM B KOMOMHaLUMM C Pa3JIMUHBEIM MaCCOBHM
COOTHOINEeHMeM TpasoboHa/rabaleHTrHa B COOTBETCTBMM CO cJenyllen
Tabauie 3, ¥ HOCUTEJIS OTIeJILHO.

PesyJibTaTH  KaXOoI'o TecTa, BEpaXaeMele B BUIEe IIPOLIEeHTa
CHMXEHMS KOJMUEeCTBa KOopuel [0 CPaBHEHMIO C HOCUTeJIeM, CYMMMPOBAHE

B Tabiule 3 U NPpOWJJIKCTPUPOBAaHE Ha OmI. 3a u 3b.

TABJIVIIA 3
JlekapCTBEHHOE KommuecTBOo (MT/KT) | YMeHBIIEHME KOJIMUECTBA
CpeICcTBO (a) Kopuen, %
Tecrt 1 - CooTHomeHue 1:20
TpasonoH 0,075 2,1
T'abaneHTUH 1,5 29,2
Tpazsonmou/TadanenTus | 0,075/1,5 47,6
TecT 2 - cooTHomeHue 1:10
Tpasz3onoH 0,15 16,0
TlabaneHTuH 1,5 27,1
TpasonoH/TatamnedTus | 0,15/1,5 57,8
TecT 3 - cooTHomeHue 1:5
TpasoloH 0,15 16,3
T'abarneHTrH 0,75 22,4
Tpasomon/T'atanenTus | 0,15/0,75 44,4
TecT 4 - cooTHomeHue 1:1
TpasoloH 0,15 12,2
T'abarneHTUH 0,15 28,3
Tpazsomou/TadanenTus | 0,15/0,15 30,7
TecT 5 - cooTHomeHuMe 5:1
TpasonoH 0,75 57,4
T'abaneHTUH 0,15 30,2
Tpazsonmou/TadanenuTus | 0,75/0,15 58,5




le

TecT © - cooTHomeHue 10:1
TpasonoH 1,5 59,7
T'abaneHTUH 0,15 27,2
Tpazonmou/TabanenTuH | 1,5/0,15 67,9
Pe3yJIbTaTH HEOXMOAHHO IIPOOEMOHCTPMPOBaJIM, UYTO KOMOMHALMA
Tpas3omoHa n rabaneHTHHE, MMenma sa MacCcoBOe COOTHOIEeHNE

Tpas3onoHa/radaneHTrHa,

paBHOe 1:10,

06e300JIMBaIYI0 aKTMBHOCTE .

Npumep 4

okaszajla HaumboJiee YCUIIEHHY

TecT JIUIMPpOBaAHMA CeLaJIMIIHOT'O HepBa Yy KPHEC MCIOJIbB30BaJIM IOJI4

IIOOTBEPXIOEHINMA

CHMHEPIMUYECKOTI'O

sdhderTa

KOMOMHAaLMM

TPpas3oOoOHa u

TaBarneHTUHa B JIEUEHUM XPOHUUECKOM HeMpollaTUUeCKoM OOJIM.

TecT

HensOPeKTUBHEIX KOJMUECTB TpasomoHa M TafaleHTHMHa OTHOeJIBHO,

KOMOMHAIMM C MaCCOBHM COOTHOmEHMEeM Tpas3omoHa/TadaleHTUHA,

1:10,

IIPOBOONMIIN

oyTeM

BBeIcHMA

14T

cienyomelr Tadtauuer 4 1M HOCHUTEJS OTHeJILHO.

TpyTiram KPEBIC
Wi B

PaBHBEM

n SQ)(I}QKTMBHOI‘O KoJIMUuecTBa TraballeHTMHa B COOTBETCTBUM CO

Pe3yJbTaTH TecCcTa, [IpelcTaBJIeHHEe KakK OOpaTHHBI I[IPOLEHT IIO
CpaBHEHUIO c HOCHUTeJIEM, CYMMMPOBaHH B Tabaunie 4 u
IPOWJIJIIOCTPUPOBaHE Ha o¢ur. 4.
TABJIMIA 4
JlekapCcTBeHHOE KosmuecTBO (MI'/KI') OBpaTHE $
cpencTro (a)
TpasoloH 0,3 3,1
T'aBarneHTrH 3,0 3,7
Tpaszonmou/T'atanenTus | 0,3/3,0 44,3
TlaBaneHTrH 100 37,0

Pe3yJbTaTH T[OOTBEPXKIART CUHEePTUUeCKUM 5dbekT KoOMOMHALIUU

Tpas30omoHa U TabaleHTMHa B JIeUeHVM XPOHUUECKOM HelpoloaTHUUecKOoM

toim,

4TOo IIPpMBOIOIMT K AaAaKTUMBHOCTH,

oaxe OoJibliel,

yeM aKTMBHOCTDB,

IoJIydeHHasd C OOHUHOM 20PeKTHMBHOM HOo30M TabdaleHTMHa OTIEJILHO.
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$OPMYJIA M3OBPETEHUA

1. OdapmMmalleBTHMUECKasa KOMIIO3MUMA OJ4 JiedeHud O0JM, BKJIOUAmad
CUHEPTHUECKYD KOMOMHAIIMIO Tpas30doHa WJIM eTro COJM B KOJMUECTEE
paBHOM MM HMxe 70 MI' M rabaleHTUMH WM eT'0 COJIb WMJIM IIPOJIEKAapCTBO
B KOJMUECTBe paBHOM wmiaM Hmxe 1000 ™MD, IrOme KOJMUECTBO Tpa30mdoOHAa
WM €ero COJM M KOJMUeCcTBO TrabaleHTHMHa WM eT'o COJU WU
IpoJiekapcTBa COCTaBJIAeT MaCCOBOe coOoTHomeHme oT 1:20 mo 1:1, rzme
IpoJiekapCcTBOM TaballeHTHHa fABJAeTcs rabaleHTHMHa SHaKapOui.

2. OapMalleBTMUEeCKasd KOMIO3MUMSA I[Io TII. 1, I'Ie YKa3aHHas
KOMIIOBUIIMA BKJIOUaeT TPpa30lOoH MJIM €TI0 COJIb B KOJMUEeCTBE PaBHOM
i Hmwxe 15 Mr u radaneTuH MIM eTo COJIb WIM IIPpOoJIeKapCTBO B
KOJIMYeCTBe paBHOM WM HMXe 150 mr.

3. Q®apMalleBTHMUECKAas KOMIO3ULMA I10 JOOMy M3 IIpellleCTBYIMUX
OYyHKTOB 1 WM 2, TI'Ie YyKasaHHas KOMIOBUIMA BKJIOUAET KOJIUUECTBO
Tpas300OoHa WMJIM eT'0 COJM M KOJUMUeCTBO raballeHTMHa WM €TI0 COJIM WU
IpoJieKkapcTBa, 4YTOOH o0O0ecHneurMTh MaCCOBOE& COOTHOIEeHME Tpa3aloHa K
rabanedTyHy oT 1:15 mo 1:5.

4. OQapMalleBTHMUeCKasd KOMIO3ULUMA I10 JOOMy M3 IpelleCTBYIMMUX
OyHKTOB 1-3, roe YyKa3aHHas  KOMIIOBULMA  BKJOUAET KOJIUUECTBO
Tpas3oldoHa WM eI'0 COJIM M KOJUUeCTBO raballeHTMHa WM €TI0 COJIM WMIIU
IpoJjiekapcTBa, UYTOOH OO0eCHeuMThb MacCOBOe COOTHOIleHMe Tpa3aloHa K
radaneHTuHy okoJio 1:10.

5. OdapmaleBTHMUECKAS KOMIO3ULMA I10 JOOOMYy M3 IIpelllecCTBYMMUX
IIYHKTOB 1-4, roe yKasaHHag BoJIb ABJISETCH XPOHUUECKOW U
BOCHAJIUTEJILHOM MJIM HeMpollaTUUeCKOoM 0OoJIb.

6. OdapMmalleBTHMUeCKas KOMIIO3MUMA I[I0 JioOoMy M3 IIpemnlecTBYIMUX
IOyHKTOB 1-5, TI@me yKaszsaHHad BoOCHaJlUMTeJlbHad OoJIb MHIOYLMPOBaHAa
OTEeKOM, SpUTEMOM, BOCHaJIeHrueM CyCcTaBOB, OCTEeoapTPUTOM,
PEBMATOMOIHOTO apTPUTOM U apTPO30M.

7. O®apMalleBTHMUECKas KOMIO3ULMA I10 JOOMy M3 IpellleCTBYMUX
OyHKTOB 1-5, TOe yKasaHHad HeWponaTuueckasa O00Jb MHIYLMPOBaHAa
nrnadeToM, pPakoM, MWMMYHOIEeQUIMTOM, TPaBMOM, MUIeMuey, pacCesHHHM
CKJIEpPO30M, MIMacoOM, HeBpaJiT'Mel TPOMHMUHOT'O HepRa, O(ubpoMMairveM
U IOCT-TepleTUuUYeCcKrM CUHIPOMOM.

8. Crocob JieueHmsa OO0JIM, BRJIOUAKMINKM BRBReIeHMEe HYXIAIEMyCsS B
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DTOM IMallMeHTY CHUHEPTETUUYECKNM 5BOOeKTMBHOTO KOJMUEeCTBa Tpa30loHa
Wi ero COJM U KOJMUYeCTBO TrabaleHTUHa WJIM eI'o COJM WU
nIpoJjiekapcTBa, I'Ie:

yKa3aHHOe KOJIMUEeCTBO Tpas3oldoHa MM eIo CcoJu obeclleuMBaeT
OO3UPOBKY, PaBHY MJIM HMke 1 MI/KD, a YyKasaHHOe KOJMUECTBO
rabareHTrHa VI ero CcoJu VIV opoJjiekapcTBa oBecrieunBaeT
OOBUPOBKY, PaBHYI MJIM HWke 15 MI/KT,

yKa3aHHOe KOJMUEeCTBO Tpa30doHa MM eI'0 COJM UM YyKa3aHHoe
KOJIMYeCTBO rabarneHTHHaA VI ero coJu VI npoJiekapcTBa
oBecneurBamT MaCCOBOe COOTHOIeHME Tpal30IoHa M TabaleHTMHa B
omMamnaszoHe oT 1:20 mo 1:1, u

- yKal3aHHOe I[poJiIeKapcTBO TaballeHTHMHa IIpeOcTaBjsgeT cobon
rabaneHTMHa SHakKapOwui.

9. Cnocof6 mno 1m.8, B KOTOPOM YKa3aHHOe KOJMYeCTBO Tpas3omoHa
WIM eTo CcoJu ofecleuMBaeT IOO3UPOBKY, paBHyo okojo 0,15 Mr/xr, a
YyKa3aHHOe KOJMUeCTBO TraballeHTMHa WM €TI0 COJM WM IIPpOoJIeKapCTBa
ofecrneuMBaeT OO3SMPOBKY, PaBHYH OKOJIO 1,5 MID/KT.

10. Cnoco6 mno JjmwboMy M3 HoOmn. 8 miam 9, B KOTOPOM YKas3aHHOe
KOJIMUECTBO Tpa30l0OHa WM eT'0 COJIM ofecleuMBaeT HOO3UPOBKY, PaBHY
i Hmxe 0,04 Mr/xr, a yKasaHHOe KOJMUecTBO TraballeHTrMHa WIM €TI0
COJIM WM IIpoJieKapcTBa obecrneuuBaeT IO3MPOBKY, PaBHY WM HWXE
0,4 Mr/xr.

11. Cmnoco®6 no Jwbomy w3 1n.8-10, B KOTOPOM YKasaHHOE
KOJIMUeCTBO Tpa30I0Ha MM eTro coJim obecHneurMBaeT OO3UPOBKY, PaABHY
wim Hmxe 0,02 Mr/xI, a ykKasaHHOe KOJMUEeCTBO raballeHTrHa WM eTo
COJIM WJIM IIpoJiIeKapCTkBa ofecleuMBaeT LO3UPOBKY pabBHO WM Huxe 0,2
MI'/KI.

12. Cnoco6t no Jwbomy ™3 1n.8-11, B KOTOPOM YKasaHHOE
KOJIMYECTBO Tpas30odoHa WM ero COJM WM yKa3aHHOe  KOJIMYECTBO
rafarneHTVHa WJIM €70 COJM WMIM TIIPpOoJIeKapCTBa o0ecCleurBalT MaCCOBOE
COOTHOIIEeHME Tpa30loHa M TIabaleHTMHa B OMana3oHe oT 1:15 mo 1:5.

13. Cnocot no Jwbomy ™3 1n.8-12, B KOTOPOM YKas3aHHOE
KOJIMUECTBO Tpas30ogoHa MWMJIM ero COJM WM yKa3aHHOe  KOJIMYECTBO
rabarleHTVHa WJIM €TI0 COJIM WM IIPpoJIeKapCTBa obeclleurMBaeT MacCCOBOE
OTHOIIEHVE Tpas30ldoHa K rabaleHTuUHY okoJiko 1:10.

14. Cnocot no JjmpobomMy M3 Nr.8-13, B KOTOPOM yKa3aHHasd OoJib
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ABJISETCH XPOHUUECKOM u BHIOpaHa us BOCHaJUTeJILHOM W
HeVpolaTUJeCKOM’ .

15. Cnocot no JmwbomMy ™3 0Omn.8-14, B KOTOPOM YKasaHHad
BOCHAJIUTEJbHAaS BoJIb BHI3BaHa OTEKOM, SPUTEMOM, BOCIHaJIEHUEM

CYyCTaBOB, OCTEOapTPUTOM, PEBMATOMIHHM apTPUTOM M apTpO30M.
16. Crioco6 110 JrodoMy nu3 nn.s8-14, Toe yvKasaHHasg
HeMpornaTuueckas ©00JIb BH3BaHa JuadeToM, pPakoM, MWMMyHOIedUIIMTOM,
TpaBMOIZ, MU_IeM]/[eIZ, pPacCedHHEIM CKJIIePpO30M, PaIrMryJIMTOM, HeBpaJ’II‘MeIZ
TpOIZHML_THOI'O HepBa, @Mépowaﬂrmeﬁ M IIOCTIeplieTUYeCKVMM CHMHIPOMOM.

[Io DOBepeHHOCTHU
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