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JJIA JICUCHUA HGBOHOHﬂ-HHHyHHpOBaHHOﬁ AUCKUHE3UU TIpU 6OJ'163HI/I HapKI/lHCOHa. B YaCTHOCTH,
HacTosimee M300peTeHHE OTHOCUTCA K KOMIIO3HMIMHM M CHOCOOY JICYCHUS, YITydIICHHMs, MOIABICHUS
MIPOrPECCUPOBAaHUS WM TPEAOTBPAILEHHS IBUTaTelbHBIX OCIOXKHEHHWH, CBA3aHHBIX C Tepamuel
neBogona npu Oose3nn [lapkuHcoHa, 0COOEHHO JIeBOLONA-UHAYIIMPOBAaHHOW nuckuHesunel (PD-LID),
BKJTFOYAIOIINM TaHAOCIHUPOH WM €ro (papManeBTHYEeCKH MPHEMJIEMYIO CONIb WM MPOJEKAapCTBO, TIE
TaHJIOCITUPOH WX €T0 (hapMalleBTUYECKH MPUEMIIEMYIO COJIb WIIN TTPOJICKapCTBO BBOAST MapEHTEPAIIBHO.
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OIIMCAHUE U30BPETEHUA
2420- 570764EA/072
TEPAIIEBTHYECKOE JIEKAPCTBEHHOE CPEJACTBO JIA JTEYEHUA
JAUCKHHE3NHU

OobsacTh TEXHUKH

[0001]

Hacrosimmee wu3o0pereHre OTHOCHTCS K  COCTaBy Ui JIEYEHHs  JIEBOZOIA-
WHIYLUPOBAHHOW AMCKMHE3Uu Tpu Oose3Hu [lapkUHCOHA MyTeM MapeHTepajbHOTO BBENEHHSI
(HampuMep, TPAHCAEPMAJIbHOTO BBEACHHMs), TIE€ COCTAB COAEPKUT TAHAOCIHPOH WJIH €ro
(apMaleBTHYECKH MPUEMIIEMYIO COJIb WJIM TPOJIEKAPCTBO, KOTOPbIE MOXKHO HCIOJb30BATH B
KaueCTBE aKTUBHOI'O MHIPEUEHTA AJIs1 MEAULIMHCKOIO Ipenapara.

IIpeanocbiiku nzobperenust

[0002]

bonesus IlapkuHCOHA TpencTaBisieT COOOM TMPOrpeccCHpyrollee HelpoaereHepaTUBHOE
3a0oneBaHre C OCHOBHBIM CHMITOMOM  HApyIIGHUS  SKCTPANUPAMUAHON  (YHKIHH.
[TaTonornuecku Habmromaercss morepsi NOo(paMUHEPTrHUeCKUX HEHPOHOB U OTIIOKEHHE anb(da-
CHHYKJIEWHA B KOMITAaKTHOH 4acTH 4epHOH cyOcTaHumu. KIMHIUECKN MPOSBISIFOTCS Pa3JInYHbIE
JBUTATEJIbHbIE CUMITTOMBI, TAKUE KaK aKUHE3Us, TPEMOpP, PUTHAHOCTD U MOTEPS MOCTYPAbHBIX
pediiexcos.

[0003]

Tepanmeii Oone3nn IlapkuHCOHA sBJsSIETCS, MO CYTH, JIEKapCTBEHHAsl Teparus,
IpefHa3sHaYeHHasl sl JOIOJIHEHHs] BHYTPHUMO3IOBOIO AONamMuHa. JIeKapCTBEHHOE CPEACTBO,
comepxaiiee Jsesonony (L-moma), koropas sABAsSeTCAs NPEALIECTBEHHUKOM JA0(pamHHa,
UCIOJIB3YETCsl B KaUeCTBE JIEKAPCTBEHHOI'O CPENCTBa MEPBON JIMHUM [JIs1 Ha4daJbHON Tepamuu
Gonesnn IlapkuHcoHa. OqHAKO IBUTATENbHBIC OCIOKHEHMS, TAKHE JIEBOONA-UHIYLIPOBAHHAS
nuckuHesus npu Oonesnu Ilapkuncona (manee takke mmenyemass «PD-LIDy), mposiBisitoTCs
IOYTH Yy BCEX MALMEHTOB, MPOXOAAIIMX TEPauI0 JIEBOJAOMOW, € IPOrpecCUPOBAHUEM
MAaTOJOTUUECKUX COCTOSTHUM.

[0004]

Yacrora passuruss PD-LID uepes 5 ner mociae HadalbHOM Tepanuu JIEBOAOMOMN
coctaBnsier or 30 nmo 50%. UYacrora yBenuuuBaeTCs IO Mepe IPOTrpPecCUpPOBAHMUS
MaTOJIOTHUECKOTO CcOoCTOosiHUsL U nocturaer oT 50 mo 100% uepe3s 10 ner mocrne HavadbHOMN
Tepanuu. JIMCKMHE3UsI MUKOBBIX 03 M3BECTHA Kak TUNWYHBbIM cumnroMm PD-LID, kotopslii
npeAcTaBisieT coO0i HEMPOU3BOJIBbHOE NIBIKEHUE JIMLA, S3bIKA, II€H, KOHEYHOCTEH, TYJOBHIIA
WM TOMY TIOA00HOE, KOT1a KOHLIEHTPALIHSI JIEBOAOIBI B KPOBH SIBJISIETCS] BBICOKOH.

[0005]

[TarenTHas mureparypa 1 [smoHckast BeutoKeHHast myOsmkanust Ne 11-228414] conepskut
OTHCaHNE TPAHCIEPMAIBHO a0COPOUPYEMBIX TAHIOCITHPOHOBBIX ar€HTOB.

CnHcok NUTHPOBAHHOM JUTEPaTyPbI

IIaTenTHas auTeparypa



[0006]

[PTL 1]

SInoHckas BeUIOKEeHHAs myOmukarmst Ne 11-228414

[0007]

CymmnocTb n3odperenust

Pemenne 3agaun

[0008]

B pesynbrare TIATENBHBIX MCCIEAOBAHUI aBTOPbI M300pETeHUsT OOHAPYXKHIIH, YTO
MOXeT OBbITh TPENJIOKeHa TOJe3Hass TEXHOJOTUS IUIsl JICYCHUs, YJYYIICeHHUS, MOJaBJICHUsI
NPOTrPECCUPOBAHMS HITH MPEIOTBPALIEHHS C BBICOKUM 3(pPeKTOM perpeccrpoBaHUs JIEBOIOMA-
UHIYyLUUPOBAaHHOW auckuHe3un npu Oonesnu [lapkunacona (PD-LID) mmm tomy momoOHOe 1o
CPAaBHEHHIO C TMEpPOpaJbHBIM BBEICHHEM, MAPEHTEPAJIbHbIM  BBEIEHHEM (Hampumep,
TPaHCACPMAIIbHBIM  BBEICHHEM, BHYTPUKOXKHBIM BBEIEHHEM, IIOIKOXXHBIM BBEIEHHEM,
BHYTPUMBIIIEUHBIM BBEIEHHEM HJIH TOMY ITO0OHOE) TAaHIOCIIMPOHA WK €ro (papMarlieBTHYECKH
NpUEeMJIEMON COJM WM TpoJieKapcTBa. B HacrosimeM M300peTeHHH  TPEAIOKEHbI
dapmaneBTHIECKHE KOMIIO3ULIUN IJIs1 TPAHCAEPMAIbHOTO BBEIEHHS Ul perpeccupoBanus PD-
LID, copepxamue TaHAOCHHPOH WM €ro (¢apMaleBTHYECKH NpUeMyIeMasl COJIb WM
NPOJIEKAPCTBO, U CIIOCOOBI JIEYEHHUs, YJYUIICHHs, IOJABJIEHUS] IPOTPECCHPOBAHUS |
NPEAOTBPALICHNS]  JBHraTelbHBIX  OCIOXKHEHWH mpu  Oone3sHn IlapkumHcOoHa  myTem
MAPEHTEPAIbHOTO BBEIEHHsI, KOTOpbIE BKJIIOYAIOT TAHIOCIHPOH HIIM ero (papmMameBTHYECKU
NPUEMJIEMYIO COJIb WU MPOJIEKAPCTBO.

[0009]

B gactHOCTH, HacTosIIee N300pETeHNE BKIIIOYAET CIEAYIOIIEe.

[0010]

(ITynkr 1)

KoMnosuuuss [1st  JIe4eHusi, YyJy4IIEHUs, TOJABJEHUS MPOrPECCUPOBAHUS WU
NPEAOTBPALICHUS BUTATENIbHBIX OCIOKHEHUH, CBA3aHHBIX C Teparuel JeBOAONON pu OoJIe3HH
[MapkuHCOHA, comep:kaiiasi TAHAOCITHPOH WX ero (papMaleBTHYECKH MPUEMIIEMYIO COJIb MU
NPOJIEKAPCTBO, TA€ TAHAOCIUPOH WU €ro (GapMareBTHYECKH NPUEMIIEMYIO COJIb HJIH
NPOJIEKAPCTBO BBOIST MAPEHTEPAIIBHO.

(ITynkr 2)

Komnosuuus no q000My U3 MPeaUIecTBYIOIUX TyHKTOB, 1€ MApPEHTEPaIbHOE BBEICHUE
BBIOPAHO U3 TPAHCAEPMAIBLHOTO BBEINEHHSI, BHYTPHUKOXKHOTO BBEICHUS, TIOAKOXKHOTO BBEACHUS,
BHYTPUMBIIIEYHOTO BBECHHUS U X KOMOMHALINH.

(ITynkr 3)

Komnosnuus no q000My U3 MPenIecTBYIOINX TyHKTOB, TA€ MapEHTepaIbHOE BBEICHHE
UMEET IOJITOCPOUHYIO 3((HEKTUBHOCTD HUIH SIBJISIETCS JUTUTEbHBIM BBEICHUEM.

(ITynukr 4)

Komnosuuus no mo0oMy U3 NpeaIecTBYIOMNX TyHKTOB, II€ MapeHTepaIbHOE BBEICHHE

BKJIFOYACT TpaHCACPMAJIbHOC BBEACHUC.



(ITynkr 5)

Komnosmuuss mo moOOMy U3 TNPEenuIecTBYIOIIUX IYHKTOB, [I7l€ JIBUTATENbHbIE
OCJIOXKHEHHS BKJIFOUAIOT JIEBOJOMA-UHAYLIUPOBaHHYI0 auckuHes3nto (PD-LID).

(ITynkr 6)

Komnosunuss nans  nedeHus, yAydlleHUs WIM IPEeJOTBPALICHUs] ABUIATEIbHBIX
OCJIO)KHEHUH, CBS3aHHBIX C Tepamued Jjesomomoil mpu Oonesnu IlapkuHCOHaA, conepskaruas
TaHJOCIIHPOH WU ero (hapMarieBTHUECKH MPUEMIIEMYIO COJIb WIIH MIPOJIEKaPCTBO, TAE JIEBOAOIA-
uHayuupoBaHHas nuckunesusi (PD-LID) perpeccupyert, He BbI3bIBasi CAMIITOMOB OTCKOKa, U T/Ie
TAHJAOCTIMPOH WJH ero (papMaLeBTHUECKU NPUEMIIEMYIO COJIb WM TPOJIEKAPCTBO BBOISAT
TPAHCAEPMAJIBHO.

(ITyukr 7)

Komnosmuuss mo nmroOOMy W3 NPEeNuIecTBYIOIIUX MYHKTOB, TI/ie  JIEBOAOMA-
uHayuupoBaHHas auckuHesus (PD-LID) BiirodaeT AMCKHHE3HMIO HAa MUKE O3BL, IBYX(a3HYIO
TUCKHUHE3HIO U X KOMOWHALIUIO.

(ITynkr 8)

Komnosnuuss mo moOoMy M3 MPEAIECTBYIOLINX IMYyHKTOB, /i€ JIEYCHHUE, YIIyYIIEHHE,
MOZIAaBJICHUE NMPOTrPECCUPOBAHUS WM NMPEAOTBPALEHNUE ABUTATENBHBIX OCIOKHEHUH BKJIFOYAET
yIIy4IIeHHe, TOJABJICHHE TPOTPECCUPOBAHUS WM MNPOQHIAKTUKY CHMITOMOB JIEBOJOMA-
uHayuupoBaHHoW pauckuHe3un (PD-LID), cokpamenne mnepuona NPOSIBIEHHUS JIEBOIOMA-
uHAyurpoBaHHON nuckuHe3un (PD-LID) nmm nux koMOWHAIHIO.

(ITynkr 9)

Komnosuuuss 1niasi OOCTHKEHMs! YJIYYIIEHHMs], IOJABJICHUs IPOrPECCUPOBAHUSA WIIU
NPEAOTBPALIEHNs] CUMIITOMOB JIEBOZIONA-UHAYIIMpoBaHHON auckuHesun (PD-LID), cokpamenus
HepHrozia MPOSIBIEHHS JIEBOAONA-UHAYLIPOBaHHOH auckuHe3nu (PD-LID) mnn nx komOuHaumy,
cozeprkalasi TAHIOCIIUPOH WM ero (apManeBTUUECKH MPHEMIIEMYIO COJIb WM IPOJIEKapCTBO,
I TAHZOCIHUPOH WM ero (hpapMaleBTUYECKU MPUEMJIEMYIO COJIb MJIH TPOJIEKAPCTBO BBOIST
NapEeHTEPAIBHO.

(ITynkr 10)

Komnosuuust mo iro00oMy M3 MPEenmIecTBYIOIIUX NMYHKTOB, IZI€ YJIYHYLIEHHE CHMIITOMA
JeBopona-uHAyupoBanHoi nuckuHesnn (PD-LID) npencrasnsier coOoi KIMHIYECKH 3HAUUMOE
yJIydineHue wiv OoJbinee.

(ITynkr 11)

Komnosnuust mo no0oMy M3 MPEenmecTBYIOIIUX NMYHKTOB, IZI€ VJIYULICHHE CHMIITOMA
JeBopona-uHAyIHpoBaHHOH nuckuHesnn (PD-LID) HaxoguTtcs Ha ypoOBHE, JHOCTATOYHOM JJIst
TOCTIKEHUS KIIMHUYECKOTO 3¢ deKTa.

(ITynkr 12)

Komnosmuuss mno mo0oMy M3  MPEAIIECTBYIOLIMX IYHKTOB, TIJ€ KOMITO3HUIIUS
IpeCTaBIsIET COOOM COCTAB AJISl TPAHCAEPMAIBHOTO BBEIEHNUS.

(ITynkr 13)



Komnosmuuss mno mo00OMy M3 MPEAIIECTBYIOLIMX IYHKTOB, TIJl€ KOMITO3UIUSA
npeAcTaBisieT cOOOH aare3uBHbIN COCTaB.

(ITynkr 14)

Komnosmuus mno moOoMy M3 NPEAIIECTBYIOLIUX IYHKTOB, TI/€ COCTaB JJIs
TPaHCIEPMAIIBHOTO BBEICHUS MPEACTABIAET COOOM JIEHTY/TIIACThIPb.

(ITynkr 15)

Komnosnnus no moOGomMy U3 HpenecTByOIINX MyHKTOB, TA€ 1032 TAHAOCIHPOHA WU
ero (hapManeBTHYECKH MPUEMIIEMON COJIM UK mpoyiekapcTBa cocrasysier oT 0,1 mo 100 mr B
JeHb B BUJIe CBOOOIHOM (hOPMBI TAHIOCITUPOHA.

(ITynkr 16)

Komnosuuus no mo0oMy U3 MPeaIiecTBYIOIMUX MyHKTOB, I7I€ CTENEHb MPOHUKHOBEHHUS
JIEKAPCTBEHHOTO CPEICTBA TaHIOCIHPOHA WU €ro (apMaleBTHYECKH MPHEMIIEMON COJNU WU
nposiekapctsa coctasysieT oT 0,1 10 20 Mr B IeHb B BUAe CBOOOIHON (POPMBI TAHAOCTTHPOHA.

(ITynkr 17)

Komnosmuuss mno mo00My M3  MPEAIIECTBYIOLIMX IMYHKTOB, TIJ€ KOMITO3HIUS
npeacTaBisieT coOOi cocTaB Ul TPAHCAESPMAIBHOTO BBENEHHsI W OOIIas IJIomanb HAaHECEHUs
110361 cocTassier ot 1 1o 100 cm”.

(ITynkr 18)

Komnosnuus mo no00oMy M3 MPEALIeCTBYIOIINX IYHKTOB, I'ZI€ TAHIOCIHPOH WM €ro
bapManeBTHYECKH MPHEMJIEMYIO COJb WM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpALUsl TAHJOCIUPOHA B KpOBH (TUIa3Me) 4dejoBeka B AeHb cocrasisuia ot 0,05 no 20
HI/MJ B Te4eHHue 12 4acoB MM JOJIbIIE.

(ITynkr 19)

Komnosunus no moOoMy M3 MPEALIeCTBYIOLIMX IyHKTOB, I'ZIeé TAHAOCHHPOH HIIM €ro
(dapmaLeBTHYECKH TPUEMIIEMYIO COJb WM MPOJEKAPCTBO BBOIAT TakUM 0Opa3oM, 4YTOOBI
KOHIIEHTpALMsI TaHAOCIUPOHA B KpoBHU (Ij1a3me) denioBeka cocrasisuia oT 0,05 mo 20 Hr/mi B
TedeHHe OT 8 1m0 16 4YacoB moOCie BBENCHHMS TAHAOCIHPOHA WM €ro (apMaleBTHUYECKH
MIPUEMIIEMON COJIM WJIN MIPOJIEKAPCTBA.

(ITynkr 20)

Komnosuuuss mo ro0oMy M3 MPEALIeCTBYIOIINX MYHKTOB, IZI€ TaHIOCIHPOH WM €ro
(apmMareBTHYECKH MPHEeMIIEMasi COJIb HITH TMPOJIEKAPCTBO SBJSIIOTCS JO0OABKOH K JIEBOZIOIIE.

(ITynkr 21)

Komnosnuuss mo mo0oMy H3 MPEIIECTBYIOLINX IYHKTOB, KOTOpPash HCIOJB3YETCs C
JIEBONOTNION B BHIAE KOMOWHAaNMUA C (PUKCHPOBAHHOW JO30H WJIM OJHOBPEMEHHO B BHUJE
OTJEJIbHBIX COCTABOB.

(ITynkr 22)

MenuuuHCKUI mpenapar i JiedeHus: win npodunaktuku Oonesnu IlapkuHcoHa 6e3
COIYTCTBOBaHMUS WM myTeM MuHuMm3anuu PD-LID, conepskaiiuii KOMOMHALINIO TaHIOCTIHPOHA

Wi ero ¢apMalneBTHYECKH NMpHEeMIeMOH conu uiau mnposiekapctsa u (1) nmeBomomy wmm (2)



JIEBOJIONY ¥ UHTUOUTOP METabONM3UPYIOIIero GepMeHTa JIEBOIOMbI, TAe TAHAOCITUPOH WA €ro
(apmaLieBTHYECKH PUEMJIIEMYIO COJIb HJIM MPOJIEKAPCTBO BBOAST MAPEHTEPAIIBHO.

(ITynkr 23)

MenuiuHCKui mpenapar s JieueHus win npouinaktuku Oonesnu IlapkuHcoHa Oe3
CONYTCTBOBAaHUS MM myTeM MuHuMH3auuu PD-LID, copepkamuii TaHAOCIHMPOH WJIM €ro
dapmaLeBTHYECKH MPUEMIIEMYIO COJIb WJIM MPOJIEKAPCTBO, I7€ TAHAOCHHPOH WM €ro
(apMaleBTHYECKH TMPUEMJIEMYIO COJIb HJIM TPOJIEKAPCTBO BBOAST B KoMmOuHaumu ¢ (1)
JIEBOZIOTION Wit (2) JIEBOIOMOM U HHTHOUTOPOM METabONM3UPYIOLIEro (epMeHTa JIEBOAOIIBI, I/1e
TAHIOCIHUPOH WM ero (apMaleBTHYECKH MPUEMIIEMYIO COJIb HJIH TPOJEKapCTBO BBOIST
MIAPEHTEPATBHO.

(ITynkr 24)

MenuiuHCKuiA mpenapar 1isi JieueHus win npoduiaktuku Oosesnu [lapkuncoHna Oe3
COMyTCTBOBaHUsI WM myteM wMmuHMMH3auuu PD-LID, comepxkammii (1) nesomomy wmimm (2)
JIEBOJIONY W MHTHOUTOP MeTabonusupyromero ¢pepmenTta jesononsl, rae (1) nesomony mmu (2)
JIEBOZIONY M HMHIHOUTOP MeTadOMM3HMPYIOIero (hepMeHTa JIEBOIOIBI BBOIST B COYETAHUHU C
TAHIOCITHPOHOM WJIM ero (hapMalleBTHYECKH MPHEeMJIEMON COJbI0 WM MPOJEKAPCTBOM, IIe
TAHIOCIHPOH WM ero (apMaleBTHUECKH MPUEMIIEMYIO COJIb MM MPOJIEKAPCTBO BBOIST
MApEHTEPAIIBHO.

(ITynkr 25)

Komnosuuus i ynydineHHs KauecTBa OTBETAa HA TEPANMIO JIBOAOMOH MalMeHTa C
Gonesnpto [TapkuHCOHA ¢ AMCKUHE3HeH Mpu OOOCTPEHMH, COAepIKalas TAHAOCIHUPOH MM €ro
(apmMaLeBTHYECKH MPUEMIIEMYIO COJb WM IPOJIEKAPCTBO, TA€ TAHJOCHHPOH WIJIH €ro
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb MJIM MPOJIEKAPCTBO BBOAST MAPEHTEPAIIBLHO.

(ITynkr 26)

MeauuMHCKUI Mpenapar Wid KOMIIO3ULHS 10 JIFOOOMY W3 MPEAIIECTBYIOLINX MyHKTOB,
rIe TaHJOCIHPOH WK ero (apMalueBTUYECKU TMpHeMJIeMas COJib HJIM  TMPOJIEKapCTBO
npeacTasisieT co0oit cBOOOMHYIO (PopMy TaHAOCTTUPOHA.

(ITynkr 1A)

Criocob JneueHus, yaydlleHHs WIA TMPENOTBPALIEHHs] JBUTATEIbHBIX OCIOKHEHHUIA,
CBSI3aHHBIX C Tepamuei JeBoaonon mpu OonesHu [TapkUHCOHA, BKITIOYAIOIIUEN MapeHTEpaTbHOE
BBeZleHUEe CyOBekTy 3(h()EeKTUBHOTO KOJHYECTBA TAHIOCIHPOHA WM €ro (hapMareBTUYECKH
NPUEMIIEMON COJIM WUJIH TPOJIEKAPCTBA.

(ITynkt 2A)

Criocob mo mo0oMy M3 MpeAIIeCTBYIOLIMX MYyHKTOB, I7€ MapeHTepajbHOE BBEICHHE
BBIOPAHO M3 TPAHCAEPMAIBHOTO BBEICHMS, BHYTPUKOKHOTO BBEIEHHS, MOAKOKHOTO BBEACHHS,
BHYTPHUMBIIIIEYHOTO BBEICHHSI U X KOMOWHALINH.

(ITyukr 3A)

Crnocob mo mo0oMy M3 MpeAIlecTBYIOLIMX MYHKTOB, IZ€ MapeHTepajbHOE BBEICHHE
UMeeT JOITOCPOUHYIO 3 (HEKTUBHOCTD HITH SIBJISIETCS IJTUTEIbHBIM BBEICHHEM.

(ITyukr 4A)



Croco® mo moOoMy M3 NPEenUIeCTBYIOIIUX IMYHKTOB, I7l€ MAapEHTEPaJbHOE BBEICHUE
BKJIFOUAET TPAHCIAEPMAIbHOE BBEICHNUE.

(ITyukr S5A)

Cnocob mo mo00My W3 MPEenUIeCTBYIOIUX IMYHKTOB, II€ JBHUraTeJIbHbIE OCIIOKHEHUS
BKJIFOYAIOT JIEBOZIONA-UHAYLIUPOBaHHYIO AuckuHesmo (PD-LID).

(ITynkt 6A)

Crnoco0 neueHus, ynydlleHWs WIM TPEJOTBPAIIEHHsS IBUTATEIbHBIX OCJIOKHEHUH,
CBSI3aHHBIX C Tepamnuei jeBoaonoi npu 6onesnu [lapkMHCOHA, BKIFOYAIOLINI TPaHCAEPMAIbHOE
BBeZeHHEe CyOBekTy 3(h()EKTUBHOrO KOJIMYECTBA TAHAOCIHPOHA WM €ro (apMaleBTHYECKH
NPUEMJIEMOM COJTH FJTH MPOJIEKAPCTBA, TaK YTOOBI JIEBOJOMA-UHYyIMPOBaHHAast nuckuHe3us (PD-
LID) perpeccupoBaina 6e3 CHMITOMOB OTCKOKA.

(ITyukr 7A)

Cnocob mo ro0oMy W3 MPEAIECTBYIOMUX MMYHKTOB, 1€ JIEBOAOIA-UHAYLUPOBAHHAS
mucknaesns (PD-LID) BkiroyaeT OUCKUHE3HMIO HA MUKE A03bIL, ABYX(A3HYI0 AUCKHHE3HIO U UX
KOMOWHAIIHIO.

(ITyukr 8A)

Cnoco6 mo so0oMy W3 MPEAIIeCTBYIOIIMX IMYHKTOB, T/ JICYEHHUE, YIy4IICHHE,
NOJaBJIEHUE MPOrPECCUPOBAHUS WM NMPEAOTBPAIIECHNE IBUTATENbHBIX OCJIOKHEHHH BKIFOUAET
yIIy4IIeHHe, TMOJABJICHHE TPOrPECCUPOBAHUS WM MNPOQHIAKTUKY CHMITOMOB JIEBOJOMA-
uHayuupoBaHHot auckuHe3uun (PD-LID), cokpamenune mnepuona NpPOSIBICHUS JIEBOIOMNA-
uHAyurpoBaHHON nuckuHe3un (PD-LID) nmm nx koMOUHAIHIO.

(ITyukr 9A)

Cnoco®  pmocTwkeHHMs — yIydIIeHHs,  TOAABJICHUS  NPOTPECCUPOBAHUS WU
NPEeIOTBPALICHUsS] CHMIITOMOB JieBOONa-UHAyMpoBaHHON nauckunesnu (PD-LID), cokpaienus
nepuo/a MpOosIBJICHUS JIEBOAONA-UHAYUpOoBaHHOH auckunesuu (PD-LID) wnu ux koMOuHaLuy,
BKJIFOYAIOLIMI MapeHTepaibHOE BBeAeHHE CYOBEKTY 3((HEKTUBHOTO KOJHMYECTBA TAaHIOCIIUPOHA
WM ero (papMaleBTHUECKU PUEMIIEMON COJTH WU TIPOJIEKAPCTBA.

(ITyukr 10A)

Cnoco6 mo moOoMy H3 MPEAIIeCTBYIOLIMX MYHKTOB, TINE YJyYIIEHHE CHMIITOMA
JeBopona-uHAyupoBanHoi nuckuHesnn (PD-LID) npencrasnsier coOoi KIMHIYECKH 3HAUUMOE
yJIydineHue wiv OoJbinee.

(ITyukr 11A)

Croco® mo moOoMy M3 TPEenUIecTBYIOIIUX IYHKTOB, TA€ YJIYYIIEHHE CHMITOMA
JeBopona-uHAyIHpoBaHHOH auckuHe3uu (PD-LID) Haxomutcs Ha JOCTAaTOYHOM YpPOBHE MAJIS
TOCTHKEHUS KIIMHUUECKOTo 3 deKTa.

(ITynkr 12A)

Cnoco6 mo mroboMy H3 MPEIIeCTBYIOIIMX IyHKTOB, /1€ TAaHAOCIUPOH WJIH €ro
dapmaneBTHIECKH TpUEMIIeMasi COJIb WJIM MPOJIEKAPCTBO NPEACTABJICHbI B BHIE COCTaBa JJIS
TPaHCAEPMAIIbHOTO BBEACHUS.

(ITynkr 13A)



Cnoco6 mno mroboMy H3 MPEIIeCTBYIOIIMX IyHKTOB, I/I€ TAaHAOCIUPOH WIIH €ro
dapMaeBTHUECKH TpUEMJIeMasi COJIb WIJIM MPOJIEKAPCTBO TPEACTABJIEHBl B BHUAE AAT€3UBHOTO
COCTaBa.

(ITyukr 14A)

Crocob no mro0oMy U3 MPEALIECTBYIOIUX MyHKTOB, T€ COCTAB Ui TPAHCAEPMAIBHOTO
BBEJICHHS IPE/ICTABISIET COOOM JIEHTY/IIACThIPb.

(ITynkt 15A)

Crnoco6 mo oMy M3 MPEnIIeCTBYIOUUX MyHKTOB, A€ 032 TAHAOCIHPOHA HIIH €ro
(bapMaleBTHYECKU MPUEMIIEMOI COJT UK TiposiekapcTBa cocrasisieT oT 0,1 1o 100 Mr B neHb B
BUJIE CBOOOIHOM (DOPMBI TAHTOCTTUPOHA.

(ITyukr 16A)

Crocob6 mo mo0oMy M3 MPENUIeCTBYIOLIUX MYHKTOB, TN€ CTENeHb MPOHUKHOBEHUS
JIEKAPCTBEHHOTO CPEICTBA TAaHIOCIHPOHA WM ero (apMaleBTHYECKH MPHEMIIEMON COJNU WU
nposiekapctBa cocrasisieT oT 0,1 10 20 Mr B IeHb B BUAE CBOOOIHON (POPMBI TAHAOCITHPOHA.

(ITynkr 17A)

Croco® mo mo0OMy W3 TPEAIIECTBYIOIIMX IYHKTOB, I7I€ BBEIEHHE IOCTHUTAeTCs C
MOMOIIBIO COCTaBa Il TPAHCAEPMAIBHOTO BBENEHHUS W 00Iasi IUIOLIagb HAHECEHHUS MO3bI
cocrasisier or 1 10 100 cm’.

(ITyukr 18A)

Cnoco6 mo mroboMy H3 MPEIIeCTBYIOIIMX IyHKTOB, I/I€ TAaHAOCIHUPOH WM €ro
dapMaleBTHYECKH TNPUEMIIEMYIO COJb HJIHM IPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpAIUsl TaHJOCIIUPOHA B KpOBH (TU1a3Me) udejoBeka B AeHb coctasisuia ot 0,05 no 20
HI/MJ B Te4yeHHue 12 4acoB UJIHU JOJIbIIE.

(ITynkr 19A)

Croco®6 mo mo00oMy M3 TMPENUIeCTBYIOLIUX MYHKTOB, I7i€ TAHAOCIUPOH WU €ro
(dapMaleBTHYECKH MPUEMJIEMYIO COJIb WJIM TMPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpAIMsl TaHJAOCIUPOHA B KpoBHU (Ij1a3me) 4dejoBeka cocrasisiia ot 0,05 no 20 Hr/mi B
TedeHHe OT 8 1m0 16 4YacoB mocie BBENCHHMS TAHAOCIHPOHA WM €ro (apMaleBTHUYECKH
NPUEMJIEMON COJIH WJTH TIPOJIEKAPCTBA.

(ITyukr 20A)

Cnoco6 mo nroboMy W3 MPEAIIeCTBYIOIIMX IYyHKTOB, /i€ TAaHAOCIUPOH WM €ro
(apmMareBTHYECKH MTpHEeMIIEMasi COJIb MITH MPOJIEKAPCTBO SIBJSIFOTCS TO0OABKOM K JIEBOJIOTIE.

(ITynkr 21A)

Cnoco6 mno nroboMy W3 TPEOIIeCTBYIOIIMX IYHKTOB, TNI€ TaHAOCITUPOH WJIH €ro
dapmaneBTHYECKH TpUeMIIeMasi COJIb WIJIM TPOJIEKAPCTBO NPUMEHSIOT C JIEBOAOINOW B BHIE
KOMOMHAIMU ¢ PUKCUPOBAHHON J030H MM OJHOBPEMEHHO B BU/I€ OTAEJIbHBIX COCTABOB.

(ITynkr 22A)

Crioco6 neuenns wnu npodunaktuku Oone3nu [lapkuHcoHa O€3 COMYTCTBOBAHUS WU
nyreM muHHME3auu PD-LID y cyObekra, BKrouaromuii BBeneHue cyobekry sddexTuBHoro

KoJn4ecTBa KOMOMHALNHU 3 (PEKTUBHOrO KOJIMUYECTBA TAHJOCIIUPOHA UITH €ro (papMarieBTUIECKH



npuemsieMoll conu wim rnpojekapctsa U (1) sddexruBHOrO KONMMYECTBA JIEBOAOINBI WK (2)
JEBOAONBl M HWHIUOWTOpa METa0ONM3UPYIOIEro (epMeHTa JIeBOAOMbL rae 3(pQPeKTUBHOE
KOJIMYECTBO TAHAOCIHUPOHA MM ero (papMaLeBTUYeCKU MPUEMJIEMOI CONM MM MpPOJIeKapCTBa
BBOJSIT APEHTEPAIIBHO.

(ITynkr 23A)

Croco6 mo ar000oMy M3 MPENUIeCTBYIOIIUX IYHKTOB, /i€ TAHAOCIUPOH WM €ro
(apMaLeBTHYECKH MPUEMJIEMYIO COJIb WJIH TiposieKkapcTBO U (1) mim (2) BBOAST OIMHOBPEMEHHO
WK B Pa3HOE BpeMsi.

(ITyukr 24A)

Komnosuuust [uis ynydineHHs KauyecTBa OTBETa HAa TEPANMIO JIEBOAOMOH MalMeHTa C
Oonesnpto [lapkuHCOHA ¢ AMCKUHE3WeW Mpu OOOCTPEHMH, COAepIKalasi TAHAOCTUPOH MM €ro
(papMaLeBTHYECKU MPUEMIIEMYIO COJb MM MPOJEKapCTBO, rae S(PQPEeKTHBHOE KOJIUYECTBO
TAHJOCMHPOHA HJIK ero (apMaleBTHYECKH MPUEMJIEMO COJNIM WM TPOJEKapCTBAa BBOIST
NapeHTepabHO.

(ITynkr 25A)

Cnoco6 mno mroboMy W3 MPENIIeCTBYIOIINX IYyHKTOB, I/I€ TAaHAOCIUPOH WIIH €ro
bapmMareBTHUECKH NTpHEeMIIEMasi COJIb MPENCTaBIIsAET cO00i cBOOOAHYIO (OPMY TaHIOCTIHPOHA.

(ITyukr 1B)

[IpuMeHeHHe TAaHAOCIHMPOHA WM €ro (papMaleBTUYEeCKH MPUEMIIEMOH CONU WM
NpPOJIEKapCTBA MPU HM3TOTOBJICHUH MEIULIMHCKOTO Ipenapara Ajis JICYeHUs, YJIYULISHUs HIN
NPEOTBPALICHHUS IBUTATEIIbHBIX OCJIOKHEHHH, CBSI3AHHBIX C Teparuei JIEBOAONOH npyu Ooe3HH
ITapxuHCOHA, e MEAULIMHCKUN MTpenapaT BBOASIT NapeHTEPAIbHO.

(ITynkt 2B)

ITpumeneHue No JOOOMY M3 NMPEAIIECTBYIOLUINX MyHKTOB, Te APEHTEPATbHOE BBEICHHE
BBIOPAHO M3 TPAHCAEPMAIBHOIO BBEIEHMS, BHYTPUKOKHOTO BBEIEHUS, NMOJKOXKHOTO BBEICHUS,
BHYTPUMBIIIEYHOTO BBEICHUS U UX KOMOMHALIMH.

(ITyukr 3B)

[TpumeneHHe MO JTFOOOMY M3 MPEAIIECTBYIOLIMX MyHKTOB, T€ MApEeHTEPaIbHOE BBEICHIE
UMeEET J0ITrOCPOUHYIO 3()(HEKTUBHOCTD HITH SIBJISIETCS IJTUTEbHBIM BBEICHUEM.

(ITynkr 4B)

[TpumeneHue Mo JTOOOMY M3 MPEIIECTBYIOLUINX yHKTOB, I7ie MapeHTepaIbHOE BBEACHHE
BKJIFOYAET TPAHCAEPMAJIbHOE BBEICHHE.

(ITyukr 5B)

[lpumeneHre 1O JOOOMYy M3 TMPEALIECTBYIOIUMX IMYHKTOB, TA€ [BUTATeJbHbIC
OCJIOXKHEHHS BKIIFOUAIOT JIEBOJOMA-UHAYLUPOBaHHYI0 AuckuHe3no (PD-LID).

(ITyukr 6B)

[TpuMeHeHne Py U3TOTOBJICHUH MEAULMHCKOTO Mpenapara, CoAepiKallero TaHA0CIUPOH
WK ero (papMaLeBTHYECKH MPUEMIIEMYIO COJIb MM TPOJEKAPCTBO, IS JICUSHHUS, YIYUIICHUS
WIN TIPEAOTBPALLEHHs] BUTATEJbHBIX OCJIOKHEHHH, CBS3aHHBIX C Tepamuel JICBOAOMOH mNpu

6onesnu [lapkuHCcOHa, Ta€ eBoAona-uHAyIupoBaHHas auckuHesus: (PD-LID) perpeccupyer, He



BbI3BIBASI CUMIITTOMOB OTCKOKA, U IZI€ TAHJOCIIUPOH MJH €ro (papManeBTUYeCKH MPUEMIIEMYIO
COJIb WJIU IIPOJIEKAPCTBO BBOIST TPAHCAECPMAIIBHO.

(ITyukr 7B)

IIpumenenne 1o JOOOMYy M3  TPEALIECTBYIOIIUX IMYHKTOB, TIJ€ JIEBOJOIMA-
uHayuupoBaHHas auckuHesus (PD-LID) BximouaeT AMCKMHE3HMIO HAa NMUKE O3Bl IBYX(Pa3HYIO
AVCKUHE3HIO U UX KOMOWHALHIO.

(ITyukr 8B)

[TpumeHeHre mo JOOOMY W3 MPEOIIECTBYIOLUIMX MYyHKTOB, II€ JIEYCHHUE, YJIyYIIEHHE,
MOZIaBJICHUE MPOTrPECCUPOBAHUS WM NMPEAOTBPALIEHNE ABUTATENbHBIX OCJIOKHEHHUI BKJIKOYAET
yJIy4IIeHHe, TONABJICHHUE TIPOrPECCUPOBAHUS WM MNPOPHIAKTUKY CHMITOMOB JIEBOJIOMA-
uHayuupoBaHHoW auckuHe3un (PD-LID), cokpamenne mnepuona NPOSIBIECHHUS JIEBOIOMA-
uHAyuupoBaHHOU nuckuHe3un (PD-LID) nimm ux koMOWHAIHIO.

(ITyukr 9B)

IIpumeneHnne npu U3roTOBICHUM MEAULMHCKOIO NPEnapara, COAePKalero TaHA0CIUPOH
wii  ero (papMaleBTHYECKH MPHEMIIEMYIO COJIb WM TPOJEKAPCTBO, ISl JOCTHIKEHUS
YIIYYIICHUS, TIONABJICHUS TPOTPECCHPOBAHUS WM MNPOPHIAKTUKHA CHMIITOMOB JIEBOJOMA-
uHayuupoBaHHoW auckuHe3un (PD-LID), cokpamienuss mnepuona NPOSIBICHUS JIEBOIOMA-
uHayuupoBaHHOW auckuHe3uu (PD-LID) wmmu mx KOMOWHAUMIO, TA€ TAHAOCHHPOH WIIH €ro
bapmareBTUIECKH IPHEMIIEMYO COJIb UJIH MTPOJIEKAPCTBO BBOIST MAPEHTEPATIBHO.

(ITyukr 10B)

IIpumenenne mo M0OOMy M3 NPEAIISCTBYIOIIUX IMYHKTOB, IZI€ YIYYLIEHWE CHMITOMA
JeBopona-uHAyLupoBaHHoi auckuHesun (PD-LID), mnpeacraBiser coOoOl  KIMHHUYECKU
3HAYMMOE YJIy4IIeHHe WU OoJblIee.

(ITynkr 11B)

[Tpumenenne no gr0OOMy M3 NMPEAIIECTBYIOLUIMX IYHKTOB, A€ YJIyYIIEHHE CHMIITOMA
JeBoAona-uHAyHpoBanHoi nuckuHesnn (PD-LID), HaxomuTcss Ha JOCTAaTOYHOM YPOBHE MJIS
TOCTHKEHUS KIIMHUYECKOT0 3 dexTa.

(ITyukr 12B)

[Tpumenenne mo MoOOMy U3 MPEIIECTBYIOLINX MYHKTOB, TA€ METULMHCKHNA Mpernapat
npeAcTaBisieT COOOH COCTaB IS TPAHCASPMAIBHOTO BBEICHUSI.

(ITyukr 13B)

[Tpumenenne mo M0OOMy W3 MPEAIIECTBYIOLINX MYHKTOB, TA€ MEIUIMHCKHUI Mpernapar
npeAcTaBisieT OO0 aare3MBHBIN COCTaB.

(Ilyukr 14B)

[Ipumenenne mO JOOOMY W3 MPEOIIECTBYIOIMUX NYHKTOB, TA€ COCTaB IS
TPAHCAEPMAIILHOTO BBEACHUS IPEACTABISIET COOOH JIEHTY/IUIACTBIPb.

(ITyukr 15B)

ITpumeneHne 1o JTOOOMY U3 MPENIIECTBYIOMUX IMyHKTOB, TA€ 1032 TAHJOCIIHPOHA HIIH
ero (papMarneBTHYECKH MPUEMIIEMON COJIM Wi TpoJiekapcTa cocrasisier oT 0,1 mo 100 mr B

JeHb B BHIe CBOOOAHOM (POPMBI TAHAOCIIUPOHA.
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(ITyukr 16B)

ITpumenenne no M000MYy M3 MPENIIECTBYIOINX MMyHKTOB, I7l€ CTETIEHb MPOHUKHOBEHUS
JIEKApCTBEHHOT'O CPEICTBAa TaHIOCIHMPOHA MM €ro (apMaleBTHYECKH NMPUEMIIEMOI CONU MU
nposiekapcTBa cocrasinsieT oT 0,1 1o 20 Mr B ieHb B Bue CBOOOHON (OPMBI TAHAOCITHUPOHA.

(ITyukr 17B)

[Tpumenenne 1o JrOOOMy M3 MPENIIECTBYIOIUX MMYHKTOB, IZle MEAMLIMHCKUN Ipernapar
IpeCTaBisieT cOOOH COCTaB ISl TPAHCIEPMAIBHOIO BBEAECHUS M 00INas IUIOMAAb HAHECEHHS
110361 cocTaBsier ot 1 10 100 cm”.

(ITyukr 18B)

[TpumeHeHrne 1o JOOOMYy M3 MPEAIIECTBYIOLIMX MYHKTOB, € TAHAOCIHPOH WJIH €ro
(apManeBTHYECKH MPUEMJIEMYIO COJb WM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, dYTOOBI
KOHIIEHTpAIMsl TAHIOCIIHPOHA B KPOBH (IUIa3Me) YejioBeka B JeHb coctaBisuia ot 0,05 mo 20
HI/MJ B Te4eHHe 12 9acoB MIIH JOJIbIIE.

(ITyukr 19B)

[TpumeneHne 1o JOOOMYy M3 MPEAIIECTBYIOLIMX MYHKTOB, 1€ TAHAOCIHPOH WJIH €ro
(apManeBTHYECKH MPHEMJIEMYIO COJb WM TPOJEKAPCTBO BBOAAT TAaKUM 00pa3zoMm, dYTOOBI
KOHIIEHTPAIUsl TAaHAOCIUPOHA B KpoBHU (Ij1a3me) denoBeka cocraisiia ot 0,05 no 20 Hr/mnu B
TedeHne OoT 8 1o 16 4YacoB mocie BBENEHHWS TAaHAOCHHPOHA WM €ro (apMaleBTHUECKH
MIPUEMIIEMON COJIM WJIN MPOJIEKAPCTBA.

(ITyukr 20B)

IIpumeneHne mo M0OOMy M3 MPEAIIECTBYIOLINX MYHKTOB, TI€ TAHAOCHUPOH HIIH €ro
(dapmMareBTHYECKH ITpHEeMIIEMasi COJIb MJTH MPOJIEKAPCTBO SBJIAIOTCSA 100ABKOMN K JIEBOZOIIE.

(ITyukr 21B)

[Tpumenenne 1o Jr0OOMy M3 MPENIIECTBYIOIUX MYHKTOB, IIe MEAMLIMHCKUN Ipernapar
NPUMEHSIOT C JIEBOAOION B BUAE KOMOMHAIMM C (PUKCHPOBAHHON J030H WM OJHOBPEMEHHO B
BUJIE€ OTZI€JIbHBIX COCTaBOB.

(ITyukr 22B)

Ilpumenenne mpu U3rOTOBIEHUM MEIULIMHCKOTO Mpenapara s JIYeHUs WU
npodunakTuku 6one3nu [lapkuHcoHa 0e3 COmyTCTBOBaHUS WM myTeM MuHuUMm3anuu PD-LID,
r7ie MEIULMHCKHN MpenapaT COASPKUT KOMOWHAIIMIO TAHAOCIIMPOHA WIIH €r0 (hapMaleBTHUECKH
npueMsieMol conmu wiu nponekapctsa U (1) nmeBomomy miu (2) JIEBOAONY M HWHTHOUTOD
MeTa0oIM3upyomero (GpepMeHTa JeBOAOMBL, TA€ TAHAOCIUPOH WM €ro (papMaleBTHYECKH
MIPUEMIIEMYIO COJIb WM MPOJIEKAPCTBO BBOAST MAPEHTEPAIBHO.

(ITyukr 23B)

Ilpumenenne mnpu HM3rOTOBJIEHUM MEIULIMHCKOIO Mpenapara sl JIeYeHUs WU
npodunakTuku 6omne3nu [lapkuHcoHa 0e3 ComyTCTBOBaHUS WM MyTeM MuHUME3anuu PD-LID,
r7ie MEANLIMHCKUH MpenapaT COAEPIKUT TAHAOCIHPOH WK ero (papMareBTUYECKH MPHEMIIEMYIO
COJIb WJIM TPOJIEKAPCTBO, T7I€ TAHAOCIHPOH MK €ro (papMaleBTUYeCKH MPUEMIIEMYIO COJIb HIIH

IPOJIEKapPCTBO BBOAAT B KoMOuHaimu ¢ (1) neBomomoii unm (2) neBOAONON U MHIHOUTOPOM
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MeTa0oaM3upyomero (gepMeHTa JeBOAOMBIL, TA€ TAHAOCHUPOH WM €ro (apMareBTHYECKH
NPUEMIIEMYIO COJIb HJTH MPOJIEKAPCTBO BBOISAT IMAPEHTEPAIBHO.

(ITynkr 24B)

[IpumeHeHHe TpU U3TOTOBJIEHUH MEOMLMHCKOrO Tpernapara Uil JIEYeHUs WM
npodunaktuku Oone3nu [lapkuHCcoHa O3 COMyTCTBOBAaHUS WM MyTeM MuHMMH3auuu PD-LID,
rae MeIUIMHCKUE mpenapar copepxkut (1) meBomomy wimm (2) neBOAOnmy M HHCHOUTOP
metaboamsupyromero gepmenra nesonomnsl, rae (1) neBogony wiu (2) J€BOAONY W MHTHOUTOP
MeTaboMU3UpyIoIIero (epMeHTa JIeBOJOIBI BBOAAT B COYETAHWU C TAHAOCIIHUPOHOM HJIH €ro
(apmMaLeBTHYECKH MPUEMIIEMOI COJIBIO HJIH TMPOJIEKAPCTBOM, M /i€ TAHAOCIHPOH HIIH €ro
(papMaLieBTHYECKH TIPHEMJIEMYIO COJIb HJIH MPOJIEKAPCTBO BBOIST MAPEHTEPABHO.

(ITyukr 25B)

[TpumMeHeHHe MPU U3TOTOBJICHUH MEAULMHCKOTO Mpernapara, COAepIKaIlero TaHA0CIUPOH
WK ero (papMaLeBTHYECKH MPUEMIIEMYIO COJIb MJIM MPOJIEKAPCTBO, Uil YIYYLICHUS Ka4decTBa
OTBETAa HAa TEPANHUIO JIEBOAONON mMauueHTa ¢ Oone3Hblo [lapkuHCOHA € AWCKHMHE3WeH, rae
TAHIOCIHPOH WM ero (apMaleBTHUECKH MPUEMJIEMYI0 COJIb WJIM MPOJEKAPCTBO BBOIST
MAPEHTEPAIIBHO.

(ITyukr 26B)

[Tpumenenune no JrOOOMY M3 MPEIIECTBYIOIINX MYHKTOB, IA€ TAHIOCHHPOH WK €ro
bapmareBTHIECKH TpHEMIIEMasi COJIb MPENCTaBIsAeT coO0l cBOOOAHYIO (POPMY TaHAOCTHPOHA.

(ITynxr 1C)

TanmocnupoH wiu ero ¢apmMaueBTHYECKU MpHeMiIeMasi COJb HIIM MPOJIEKapCTBO MJIS
JIeYEHUs], YJYYLICHUS WM TPEeNOTBPAILEHUS JBHIAaTENIbHBIX OCJIOKHEHHH, CBSI3aHHBIX C
Tepanuel JeBofonoi npu 6onesnu IlapkuHCOHA, rae TAHAOCIIUPOH WK ero (hapMareBTHUECKH
IPUEMJIEMYIO COJIb WJIU MPOJIEKAPCTBO BBOJAT MAPEHTEPAIBHO.

(ITynkr 2C)

TanmocnupoH wuiau ero (GapmaleBTUYECKH MpUEMJIEMasl COJIb WM TPOJEKapPCTBO IO
a000MYy M3 TPEIIECTBYIOIIMX MYHKTOB, [J€ [apeHTepalbHOe BBEIEHHE BBIOPAHO U3
TPaHCIEPMAIPHOIO  BBENEHHs, BHYTPHUKOKHOI'O  BBENEHHs, MOAKOXXHOTO  BBEIEHHS,
BHYTPUMBIILIEYHOTO BBEICHUS U UX KOMOMHALIMH.

(ITynkr 3C)

Tanmocnupon uiau ero (GapMaLeBTUYECKH MpUEeMJIeMasl COJIb WM TPOJEKapCTBO IO
ar000My M3 MPENIIEeCTBYIOIIUX MyHKTOB, 1€ MapeHTePAIbHOE BBEICHUE UMEET OJITOCPOUHYIO
3P PEKTUBHOCTD WJIH SIBJIIETCS IJIMUTEIbHBIM BBEICHUEM.

(ITynkt 4C)

TanmocnupoH M ero (gapMaLeBTUYECKH NpUeMJIeMasl COJIb WM TPOJEKapCTBO MO
moOOMy M3 TPENIIeCTBYIOIIMX MYHKTOB, T[J€ MapeHTepajbHOEe BBEICHHE BKJIOYAET
TpPaHCAEPMAIIbHOE BBEICHNUE.

(ITynxr 5C)
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Tannocnupor wim ero (gapManeBTUYECKH NpUEeMIIeMas COJIb WJIHM IPOJIEKApCTBO 10
m000My U3 MPEALIECTBYIOIINX MyHKTOB, I€ IBUraTeIbHbIE OCIOKHEHUS BKIIIOYAIOT JIEBOJIOMA-
MHIyLHUpOBaHHYIO auckuHesuio (PD-LID).

(ITynxt 6C)

Tannocnupon wnu ero ¢apMaleBTUYeCKH MpUeMiIeMasl COJIb MM INPOJEKapCTBO IS
JIeUYEHUs, YJIY4IIeHWs WU TNPEAOTBPAINECHUs ABUTATEIbHBIX OCJIOXXHEHHUH, CBA3AHHBIX C
Tepanuel JeBoonol nmpu OonesHu IlapkHHCOHA, TAE JIEBOAONA-UHAYLHPOBAHHAS JHUCKHHE3HSI
(PD-LID) perpeccupyer, He BbI3bIBas CHMIITOMOB OTCKOKA, W 1€ TAHIAOCIHUPOH WM €ro
(bapMaLeBTHYECKH TPUEMJIEMYIO COJIb WJIH MIPOJIEKAPCTBO BBOAST TPAHCACPMAIBHO.

(ITynkt 7C)

TannocnupoH win ero (GapMareBTUYeCKH NpUeMIIeMas COJIb WM TMPOJEKapCTBO IO
JFOOOMY M3 MPENIIeCTBYOIUX MyHKTOB, e JIEBOAONA-UHAYIIupoBaHHas auckuHe3us (PD-LID)
BKJIFOYAET TUCKUHE3UIO HA MTHKE JT03bL, 1BYX(A3HYIO TUCKUHE3UIO H UX KOMOWHALIHIO.

(ITynkt 8C)

TannocnupoH win ero QgapManeBTUYECKH NpUEMIIeMas COJIb WM TPOJEKApCTBO 10
moboMy W3 MPENIIeCTBYIOIMUX IYyHKTOB, T JIEYeHHE, VJy4IIeHHe, IOJaBJICHUE
MIPOrPECCUPOBAHNS WU MPEIOTBPAIIECHHUE ABUTATEIbHBIX OCJIOKHEHUHN BKJIFOYAET YJy4lIEHUE,
NOJaBJIEHUE MPOTPECCUPOBAHMS WM MPO(PUIAKTHKY CHMIITOMOB JIEBOAOIA-HHIYLUPOBAHHON
muckuaesnn (PD-LID), cokpaimmeHue mnepuopa MPOSIBIEHUS JIEBOAONA-UHAYLUPOBAHHON
muckuae3nu (PD-LID) uinn ux KOMOMHAIUIO.

(ITynxt 9C)

Tannocnupon wnu ero ¢apMaleBTHUECKH IMpHeMJIeMas COJNb WIM IPOJIEKApCTBO IS
JOOCTYDKEHUST YJIYULICHUs, TOAABIEHHsI IMPOrPECCUPOBAHUS WINM NPOPHUIAKTUKH CHMIITOMOB
JeBonona-uHAynupoBaHHoi auckuHesnn (PD-LID), cokpameHust mnepuopa MPOsIBICHUS
JieBOAONa-UHAYHPoBaHHOM nuckuHesnu (PD-LID) unu ux koMOMHALIMY, TI€ TAHIOCTHMPOH WIIH
ero (hapmMaLeBTHUECKU PUEMIIEMYIO COJIb HITH MPOJIEKAPCTBO BBOISAT MAPEHTEPATHHO.

(Ilynxt 10C)

TannocnupoH win ero (GapMareBTUYeCKH NpUEeMJIeMas COJIb WM TMPOJEKApCTBO IO
moboMy W3  TPEALIeCTBYIOINMX IYHKTOB, TA€ YyJY4YIIEHHE CHMIITOMA JIEBOJOIA-
uHayuuposanHoi guckuHesnn (PD-LID), mpencraBisier coOoi  KIMHUYECKH 3HAYHMMOE
yJIydineHue wiv OoJbinee.

(Ilynxt 11C)

TannocnupoH win ero gapManeBTUYECKH NpUEMIIeMas COJIb WM TPOJEKApCTBO 10
moboMy W3 TPEAUIeCTBYIOINMX IYHKTOB, TA€ YyJy4YIIEHHE CHMIITOMa JIEBOJOMA-
uHAynupoBaHHOU auckuHe3uu (PD-LID), HaxoauTcst Ha AOCTATOYHOM YPOBHE IS JOCTHKEHHSI
KJIMHUYECKOro 3¢ deKra.

(Ilynxt 12C)

TannocnupoH wiu ero QgapManeBTUYECKH NpUEMIIeMas COJIb WM IPOJIEKApCTBO 10
m000My U3 MPEALIECTBYIOIINX TYHKTOB B BUJ€ COCTABA JIsl TPAHCAEPMAJILHOTO BBEICHHS.

(IlynxT 13C)
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Tannocnupon wiu ero (gapManeBTUYECKH NpUEMIIeMas COJIb WM TPOJEKApCTBO 10
m000My U3 MPEALIECTBYIOIINX MyHKTOB B BHJIE aIT€3MBHOIO COCTABA.

(Ilynxt 14C)

Tannocnupon wimn ero QgapmaneBTUYECKH NpUEeMIIeMas COJIb WM TPOJIEKApCTBO 10
moOOMy M3 TPEALIECTBYIOIIMX IYHKTOB, TIJ€ COCTaB Uil TPAHCAEPMAJIbHOTO BBEACHUS
npencTaBisieT cOOO0M JeHTY/TIaCThIPb.

(ITynkT 15C)

TannocnupoH win ero (GapmareBTUYeCKH NpUeMJIeMas COJIb WM TMPOJEKapCTBO IO
a000My M3 MPENIIeCTBYIOIUX MYHKTOB, TI€ 032 TAHAOCIHUPOHA WK ero (papMaleBTUYECKH
NpUEMJIEMON COJIM WJIH TiposiekapcTsa coctasisieT oT 0,1 mo 100 mMr B neHb B BHIEe CBOOOIHOM
(bOopMBI TAHIOCTIUPOHA.

(IlynxTt 16C)

TannocnupoH win ero (GapMareBTUYECKH NpUEeMIIeMas COJIb WM IPOJEKApCTBO 10
mo00My M3 TPEIIEeCTBYIOLUINX IyHKTOB, A€ CTENeHb INPOHUKHOBEHUS JIEKApPCTBEHHOTO
CpeAcCTBa JJIsl TAHIOCIIMPOHA MJIH €ro (papManeBTHYeCKU MPUEMIIEMON COJIM WJIH TPOJIEKapCTBa
coctasiisieT oT 0,1 1o 20 Mr B neHb B BUE CBOOOAHON (POPMBI TAHJOCITUPOHA.

(Ilynxt 17C)

Tannocnupon wiu ero (gapManeBTUYECKH NpUEMIIeMas COJIb WM TPOJIEKapCTBO 10
mob0OMy W3 TPEALIECTBYIOIIMX IYHKTOB, TA€ TAaHAOCIUPOH MIN €ro (apMaleBTHUIECKH
npuemsieMasl COJb WJIM IPOJIEKAPCTBO MPENCTaBIsIeT COOON COCTaB Ui TPAHCAEPMAIBHOTO
BBEIGHHS 1 OOIIast TLIOMAb HAHECEHHUS 103bI COcTaBIsieT oT 1 10 100 cm”.

(Ilynxt 18C)

Tannocnupon wiu ero QapmareBTHYeCKd IpUemiieMasl COJb WJIM TPOJIEKApPCTBO I10
moOOMy M3 TPEOIIECTBYIOUIMX MYyHKTOB, TJ€ TAHAOCIUPOH WM ero (¢apMaueBTHYECKU
NpUEMJIEMYI0 COJb WM HPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOObI KOHIEHTpaLUs
TaHIOCMHUPOHA B KPOBH (IU1a3Me) YesioBeka B feHb cocTasssuia ot 0,05 no 20 Hr/mi B TeyeHue 12
4acOB WJIU JOJIbLIE.

(Ilynxt 19C)

TannocnupoH wim ero gapMareBTUYeCKH NpUEeMIIeMas COJIb WM TMPOJEKApCTBO IO
mo00My W3 TPEALIECTBYIOIIUX NYHKTOB, TA€ TAHAOCIHPOH WM €ro (apMaleBTHYECKH
NPUEMJIEMYIO COJIb WJIM TPOJIEKAPCTBO BBOIAT TAaKUM 00pa3oM, 4YTOOBI KOHLEHTpPALIUS
TaHIOCTIMPOHA B KPOBU (Tu1a3Me) dyenoBeka cocrasisiia ot 0,05 no 20 Hr/mia B TedeHue ot 8 1o
16 yacoB mocne BBEIEHUS TAHAOCIHMPOHA WM ero (papMaleBTHYECKH MPHEMIIEMOI CONU HIIH
MIPOJIEKAPCTBA.

(ITynxt 20C)

TangocnupoH win ero QapMareBTUYeCKH NpUeMJIeMasl COJb HJIM TPOJIEKAPCTBO TI0
mo00My W3 TPEALIECTBYIOIIUX NYHKTOB, TIA€ TAHAOCIHPOH WIH €ro (apMaleBTHYECKH
npuemMIeMasi COJIb WM TPOJIEKAPCTBO SBIISIOTCS JOOABKOH K JIEBOJOIIE.

(Ilynxt 21C)
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Tannocnupon wiu ero (gapManeBTUYECKH NpUEMIIeMas COJIb WM TPOJEKApCTBO 10
moO0oMy M3 TMPEIIEeCTBYIOLUIMX ITYHKTOB, KOTOpas HCHOJb3yeTCsl € JIEBOJAONON B BHIE
KOMOMHAIMU ¢ PUKCUPOBAHHOMN 030 MM OJJHOBPEMEHHO B BU/I€ OTAEJIbHBIX COCTABOB.

(Ilynxt 22C)

KomOuHanusi TaHAOCIHMpPOHA MM ero (apMaueBTHYECKH NPUEMIIEMON COJIH WM
nposiekapctea u (1) neBomombl wiau (2) JEBOAONBI M HMHIHOUTOpPAa METaOOJH3UPYIOLIETO
depmenTa neBomombl AN JledeHus wiaM  npoduiaktuku  OomesHu [lapkuHcoHa  Oe3
COMYTCTBOBaHWs WM IyreM wMuHuMu3zanuu PD-LID, raoe TaHmocnmupoH WM €ro
(bapMaeBTHYECKH MPUEMJIEMYEO COJIb UJIH MPOJIEKAPCTBO BBOIST NMAPEHTEPATBHO.

(IlynkT 23C)

TangocnupoH wim ero ¢apMaleBTHYECKH MpHEeMIIeMasi COJb WIH TPOJEKAPCTBO IS
aeyenns win npodumakTuku OonesHn IlapkuHCOHa 0€3 COMYTCTBOBaHHS WJIH IyTEM
muHnMu3anuu PD-LID, rae taHmocnupoH win ero GpapMaleBTHUECKH NPUEMIIEMYIO COJIb HIIH
NPOJIEKAPCTBO BBOIAT B koMOmHaiuu ¢ (1) jmeBomomoit winu (2) neBOJONON M MHTHOUTOPOM
MeTa0oIM3upyomero (GpepMeHTa JeBOAOMBL, TA€ TAHAOCHUPOH WM €ro (papMaleBTHYECKH
NPUEMIIEMYIO COJIb FUTH MPOJIEKAPCTBO BBOIAT MAPEHTEPAIBHO.

(IlynxT 24C)

Kombunarust (1) nesomonsl wiu (2) NeBOXONbI U MHTHOMTOpPAa MeETaOOIM3HPYIOLIETO
dbepMeHTa JIeBOAONBI Ui JiedeHWs Wik npodunaktuku OomesHm IlapkuHcona 0Oes
comyTcTBOBaHUs UK myteM MuHuMmuzauun PD-LID, roe xomOunauuio (1) neBomomnsr wiu (2)
JIEBOAOIBI U WHIHOMTOpa METa0OJU3UPYIOIIEro (epMeHTa JIEBOJONbBI BBOIAT B COUETAHUU C
TAHIOCTIMPOHOM WJIM €ro (papManeBTUYECKU NMPUEMIIEMON COJIbIO MJIM INPOJIEKAPCTBOM, U I7e
TAQHJOCTIMPOH MJIH €ro (papMaLeBTUUECKHU TPUEMIIEMYIO COJb I TPOJIEKAPCTBO BBOIAT
MapEHTEPANIBHO.

(ITynkT 25C)

TangocnupoH wiM ero ¢apMaleBTHYECKH MpHeMiIeMasi COJb WIH MPOJEKApCTBO ISt
yJIY4YLICHHUs] Ka4eCTBa OTBETA HAa TEPANHIO JIEBOJIOMON manueHTa ¢ Ooje3sHbro IlapkuHCOHA C
OUCKHHE3WeH, TAe TaHJOCIUPOH WIH ero (apMareBTUYeCKH MPUEMIEMYI0 COJIb WIH
NPOJIEKAPCTBO BBOIST MAPEHTEPAIIBHO.

(ITynxT 26C)

TannocnupoH win ero (GapManeBTUYECKH NpUEeMIIeMas COJIb WM IMPOJEKapCTBO IO
Tr000My U3 MPEALIECTBYIOIINX MyHKTOB, KOTOPBIE SIBJISTFOTCS] CBOOOAHOH (POpMOIA.

[0011]

B KOHKpEeTHOM BapuaHTE OCYIIECTBICHUS HACTOsALIee H300pETEeHHEe OTHOCUTCS K
aire3NBHOMY COCTaBY (TakK€ Ha3bIBAEMOMY TPAHCIEPMAJBbHBIM IUIACTBIPEM/KIEHKOHN JIEHTOM).
Korna nmpuMeHsSFOT KJIEHKYIO JIGHTY M0 H300pETEeHHI0, CUMITOMBI JUCKUHE3WH, CBSI3aHHBIE C
Tepanueil sesomomnoii mpu Oone3nu IlapkuHcOoHa, MOryT ObITh OOJie€ NPENITOUTHUTEIHHO
NPeAOTBpPALIeHbl WK yIy4llneHbl. Tepanus OGone3Hu IlapkuHcOHa, mpu KOTOpOH pas3oBas 103
W/WM CYyTOYHAs 032 JIEBOAOIIBI YBEIHMUUBAETCS 110 CPABHEHHUIO C NPEALIECTBYIOIIEH Tepanuei ¢

UCTIONIb30BAaHUEM KIIEHKOW JIEHThl NO H300peTeHuro, 0e3 OOOCTpeHUs] MUCKUHE3UH, MOXKET
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NPOBOUTBCS B PEANbHBIX KIMHHYECKUX YCJIOBHUSIX, KOrJa KJeWKas JIeHTa MO0 HU300peTeHHUIO
Ooyee MPEANOYTUTENIHO MPUMEHSETCS IJIsi NPENOTBPALICHUS WM YJIYYLICHHS CHMIITOMOB
OUCKWHE3UH, CBSI3aHHBIX C Tepamnuei ieBonomnoi npu oonesnu [lapkuHcoHa.

Texymas Ttepanusi mnpenacraBisier COOOH MNOMBITKM JIEYUTh NALMEHTOB C OOJIE3HBIO
ITapkuHCOHa HEOONBIIMMU W YAaCTBIMHU JJO3aMH JIEBOAOMBI JUI MPEAOTBPALICHUS TPOSBICHUS
nuckunesun (Pakinsonbyo Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and
Treatment Guidelines 2018 version] (Third edition, Q&A for Parkinson’s disease diagnosis,
Chapter III, Therapy for motor symptoms)).

[IposiBneHne DUCKUHE3MM MOXKET OBITh IONABJICHO, M KOMIIO3HMLHUS, COAep Karast
JEBOAOMY, MOXKET OBITh CKOPPEKTUPOBaHA IO ONTUMAJIBHOW O3Bl TyTEM BBEICHUS
NapEeHTEePAIbHO BBOJUMOW KOMITO3MLIMU TAHAOCIHPOHA, TMpeiaraéMoil B H300pPETEHUU.
Jpyrumu cnoBamu, Oojiee MpeanoOYTHTENbHAS Tepanmusi CUMNTOMOB Ooje3Hu I[lapkuHCOHA
BO3MOXKHa 0e3 000CTpeHHsI CHMIITOMOB JTUCKHHE3UH, JaKe €CJIM OJHOKpPATHAsl 032 JIEBOJOIIBI
YBEJIMYMBACTCSl ISl YMEHBIIEHHMs] KOJHMYECTBA J03 WJIM €KEIHEBHAs 1032 JIEBOJOIIBI
YBEJNIMYMBACTCST JJISl MALMEHTOB ¢ OoJe3Hbro [lapkMHCOHA C NUCKUHE3WEH WM PHCKOM ee
NPOSIBJICHUSI.

TannocnupoH wuimm ero QapManeBTHYECKH INpHEeMJIeMas COJb WM TPOJEKApCTBO MU
TEPANeBTHYECKUI CIIOCO0 MO HACTOSIIEMY H300PETEHHIO MO3BOJISIIOT MPOBOAUTH TEPAIHIO HITH
NpOo(QUIAKTUKY JUII YMEHbBLICHHsS] BBI3BAHHBIX JIEBOAOIOW IBUraTEJIbHBIX OCIOKHEHHH WIN
JI€BOAONA-UHAYLIMPOBAHHON TUCKUHE3MH, BKJIHOYas OOBIMHYIO CYTOYHYIO AO3y ULl TEparuu
JeBONONON, yka3aHHyK B pabore Pakinsonbyo Shinryo Gaidorain 2018 bajon [Parkinson’s
Disease Diagnosis and Treatment Guidelines 2018 version], omyOnukoBaHHOH SnoHcKkuM
00I11eCTBOM HEBPOJIOTOB, WJIM B COOTBETCTBYIOLIEM pykoBozacTee B CLIIA unu Espone.

Kpome Toro, Oonee mnpennmodTuTeNbHbIH  S(PQPEKT  yMEHbLIEHUS  JIEBOJOIA-
uHaynuposaHHoi guckuHesun (PD-LID) wunm nomoGHOro Moker ObITh oOOecrmedeH 1o
CPaBHEHHIO C TMEPOpabHbIM BBEIECHHEM IIyTEM BBEAEHHs [apPEHTEPANbHO BBOAMMON
KOMITO3ULIUH TaHIOCTIUPOHA, MPEACTABICHHON B N300PETeHUH.

ABTOpBI U300peTEHHsI BIIEPBbIE OOHAPYKIIIH, YTO MEPOPATHLHOE BBEACHUE TAHAOCIIHPOHA
¢ oxkupaHueM >(pQexTa yMEHbLUICHUS AUCKUHE3MH BMECTO 3TOrO MPUBOIUT K BPEMEHHOMY
obocTpeHuro auckuHe3uu. [[pyrumu cioBamu, nzobperarenn OOHApPYKWIM, YTO MEPOpaIbHOE
BBEEHHE TAHJOCIHPOHA HE SIBJSIETCS] MPENMOYTUTENbHBIM B KAueCTBE TEPareBTHYECKOrO
JIEKApCTBEHHOTO CPEACTBA JJISl YJIYULICHHS JUCKHHE3WH, MOCKOJBbKY MEepPOpaibHOE BBEICHUE
BKJIIOYAE€T «CHUMIITOM OTCKOKa» MHCKHMHe3MH. Kak HCIONb3yeTcsi B HACTOSLIEM IOKYMEHTE,
TEPMHUH «CUMIITOM OTCKOKa» TMpeAcTaBisieT codoli cummrom, onmucanHbii B [0036]. TTockombky
nepopajbHOE BBEIEHHE TaHAOCIHUPOHA MPUBOAUT K «CUMITOMY OTCKOKa», YBEJIMYEHHE JO3bI I
JIEKAPCTBEHHOTO CPENCTBA, COAEPIKALIETO JIEBOOITY, SIBISIETCS HEXKENATEIbHBIM.

ABTOpBI M300peTeHus] OOHAPYKHIIIK, YTO MapeHTepajbHAs KOMIO3MLIUS TaHIOCIIHPOHA
N0 MW300PETEHHI0O MOXKET VJYUYIINTh JIHUCKUHE3HWI0 Oe3 «cuMmnromMa OTckokay. OreHka

OUCKUHE3UH MOXeT ObiTh m3MepeHa kak «omenka AlMsy» (AIMs mpencrasisier coOoit
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ab0peBuaTypy OT BBIP@XKEHUS «HEHOPMAJIbHbIE HEMPOHM3BOJIbHBIE MABIDKEHHS») CIIOCOOOM,
onucaHHbIM B [0038].

CrnenoBarenbHO, HacTosiiee H300peTeHHE MOXKET OBbITh pealn30BaHO Ha INPAKTUKE B
BUZIE CIIEAYIOIINX KOHKPETHBIX BAPUAHTOB OCYLIECTBIICHHS.

(1) Crioco® mpenoTBpatneHust UM JedeHust Oonesnu [lapkuHCOHA, crnocod perpeccun
AVCKUHE3WH WJIHM CIOco0 MpenoTBpallueHust win jiedeHus: Oonesnu [lapkuHCOHA ¢ perpeccueit
JUCKUHE3WH, BKJTFOUAFO M

(A) mapeHTepagbHOE BBEIEHUE TAHAOCTHPOHA, U

(B) BBeneHue yBEIMUYEHHOMN TO3bI JIEBOAOIBI IO CPABHEHUIO ¢ OOBIYHOM TO3MPOBKOM.

(2) Cnocob mpenoTBpatueHust win JedeHus: Oonesnn IlapkuHCOHA, cocod perpeccuu
IUCKMHE3MH WU CIOCcO0 MpemoTBpalleHus: wiu JeueHus Oone3nn IlapkuHCOHa ¢ perpeccueit
JUCKUHE3UH, BKJIFOYAFO TN

(A) mapeHTepaIbHOE BBEICHUE TAHAOCIHPOHA, U

(B) yBennveHne MO3UPOBKH JIEBOAOIA O YPOBHS, NMPEBBIMIAOINETO OOBIYHYIO Pa30BYIO
103y, U1l KOPPEKTHPOBKH KOJHYECTBA CYTOYHBIX JO3UPOBOK.

(3) Cnocob mpepmoTBparneHust wim JedeHus: Oonesnn IlapkuHCOHA, crocod perpeccuun
IUCKMHE3NH WM CIOco0 MpemoTBpalleHusl wiu JeueHus Oone3nn IlapkuHcoHa ¢ perpeccueit
AUCKUHE3UH Y TIALIMEHTA C IUCKUHE3UEH UM C PUCKOM €€ MPOSIBIICHNUS, BKITFOYAIOIIHI

(A) mapeHTepagbHOE BBEIEHNE TAHAOCIHPOHA, U

(B) BBeneHue 1€BOOMBI B TOCTOSIHHON MIIM YBEJTMYEHHON TO3UPOBKE.

(4) Cnocob mpepmorBparneHuss wim JedeHus Oonesnu IlapkuHcoHa, crocod perpeccun
IUCKMHE3UU WM CIoco0 MpenoTBpalleHus Wiy jedeHus Oone3Hu IlapkuHcoHa ¢ perpeccuei
JAUCKUHE3UH Y NAlIMEeHTa C AUCKUHE3Uel UITH ¢ PUCKOM €€ MPOSBIICHNs, BKIFOYAIOLIHI:

(A) nobaBneHne MmapeHTEPaIbHOTO BBEACHUS TAHAOCIHMPOHA K TPAJULMOHHOW Tepamuu
JIEBOAOTION;

(B) yBenmuueHwe O3Bl JIEBOOOMBI 1O TAKOW CTEMEHHW, 4YTOOBI JTUCKUHE3Ws He
ycyryOJsiiach, 1 OHOBPEMEHHOE UCTIOIb30BAHNE MAPEHTEPATBHOTO BBEIEHHUS TAHIOCITHPOHA.

(5) Cnocob mpenorBpatueHust wim JedeHus: Oosnesnn [lapkuHCOHA, crocod perpeccuu
IUCKMHE3MH WU CIOcOo0 MpemoTBpalleHus: wiu jeueHus Oone3nu IlapkuHcOHa ¢ perpeccueit
JUCKUHE3UH, BKIIFOYAFO TN

(A) mopnepskaHue KOHIEHTPALUH TaHAOCTHUPOHA B ma3me ot 0,05 mo 20 Hr/mi;, u

(B) BBEeneHuUE IEBOOTIBL.

(6) Cnoco0 mpepmoTBparueHust wim JedeHus: Oonesnn IlapkuHCOHA, crocod perpeccuun
IUCKMHE3NH WM CIoco0 MpemoTBpalleHus: wiu JeueHus Oone3nn IlapkuHcoHa ¢ perpeccueit
AUCKMHE3WH Y TIALIMEHTA C IUCKUHE3NEH UITH C PUCKOM €€ MPOSIBIICHHS, BKIFOYAROLITHI:

(A) nopneprxaHue KOHIEHTPALUH TaHAOCTTHPOHA B ma3me ot 0,05 mo 20 Hr/mi;, u

(B) BBEmeHuME 1€BOOTIBL.

B ocHOBe n300peTeHus JTeXUT CaeayoLIee.

*IToCKONBKY y JIEBOAOIBI KOPOTKHH MEPUOJ IMOJYBBIBEACHUS M HEMPOIOJIKUTEIBHOE

AeicTBre, JIeBOIONa OOBIYHO BBOJIUTCSI HECKOJBKO pa3 B J€Hb. MeXay TeM, KOHLEHTpPAaLUs
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TAHJOCMHUPOHA B KPOBU COXPAHAETCS B TeUeHUEe 24 4acoB, KOIrJa TaHJOCIUPOH MO HACTOALIEMY
n300pETEHNIO BBOAST B BUJE KJIEWKOH JIEHTBI, TO €CTh HAHOCAT OAWH JHCT B AeHb. Ilo 3TOM
IPUYUHE B COCTaBax JJisl TPAHCAEPMAJIbHOTO BBEJEHHUS JIEBOAOINY BBOAAT IPHU BO3JEHCTBUU
TAHJOCTUPOHA, HE3aBUCUMO OT TOrO, B Kakoe BpeMs BBOAUTCs jesopomna. C apyroil CTOpOHBI,
ecin Tabnerky Cenuen u JeBOmONMYy BBOIAT (NEPOPAIbHO) B OAHO M TO K€ BpeMs TPU pas3a B
A€Hb, IeBOAONY OyAyT BBOAHT NP CHIDKEHHN KOHLEHTPALUH TAaHJOCIHPOHA B KPOBHU. [Ipyrumu
CIIOBaMH, OCOOEHHOCTb 3aKJIF0YaeTcs B OTJIMYMHM OT INepopaibHOro areHra. Kpome Toro,
NPEATIOYTUTENIbHO, YTOObI KOHLEHTPALMs TaHIOCIHPOHA B KPOBH TMOAAEPKUBANIACH TOCHE
BBEJICHUS JIEBOJOIIBI.

[0012]

B KOHKpeTHOM BapuaHTE OCYIIECTBJICHUS HACTOsALIee HW300pEeTeHHe MOXKeT ObITh
UCTIONIB30BAHO JUISl PA3JIMYHBIX HANpaBJICHUSX NpuUMeHeHus (Tokaszanuii). Hampumep, Takux
NOKA3aHUH, KaK YMEHbIIEHHE TUCKUHE3NH, JeUSHNEe TUCKUHE3UH (HETIPON3BOJIbHBIE IBH)KCHUS)
y TManueHToB ¢ Ooje3Hpro IlapKWHCOHA, MONYYarOIUX TEPAIHio JIEBOAONOH, C IPYTUMHU
JIEKapCTBAMH, KOTOpbIE YCHJIMBAKOT AEWCTBHE NO0(aMHHA B TOJOBHOM MO3Te, MIH Oe3 HUHX,
MOJKET OBITh JOOABJICHO MPENYIPEKACHNE O TPUMEHEHNH MITH STHKETKA (BKJIAbIII B YIIAKOBKY ).

[0013]

Hacrosimee n3o0pereHne mpeaHa3HAYEHO Ui TOTO, YTOOBI OAMH HMJIM HECKOJBKO W3
BBILIEYNOMSIHYThIX MPU3HAKOB MOIJIH OBITh NMPEAOCTABIIEHBI HE TOJBKO KAaK SIBHO ONHCAHHBIE
KOMOWHAIMHY, HO TaK K€ KaK Apyrue KoMOuHamu. JlonoIHUTeNbHbIe BAPUAHTBI OCYIIECTBICHUS
U TPEUMYLIECTBA HACTOSIIEr0 H300peTeHus OyAyT MpHU3HAHBI CIHENMAINCTaMH B JAHHON
00J1acTH TEXHUKH NPHU MPOYTEHUH M TIOHUMAHUU CJIEAYIOIIEro MOAPOOHOr0 OMUCAHUS, €CIIH 3TO
HEoOXOMMO.

Kaxk ucnonb3yercst B HACTOALEM JOKYMEHTE, JBUTATEIbHbIE OCIOKHEHHS U TUCKUHE3Us
OTHOCSITCS K CHMIITOMAaM, CBSI3aHHBIM C Tepamnuei JjieBononoil mpu OonesHu [lapkuHCOHa, u
UCKJTFOYAIOT CHUMITOMBI, TMPOUCXOISAIINE OT JPYyruxX 3a00JeBaHUN, a TakkKe CHMIITOMBI,
CBS3aHHbIE C Tepamueil C MHCIOJIb30BAHUEM COEAUHEHMs], OTJIMYHOTO OT JIeBOJOMBI, €CJIH
CHeIMalIbHO HE YKa3aHO MHOE.

Honoxurenbubie 3¢ ¢ekTHI H300peTEeHUS

[0014]

dapmaneBTHUECKas ~ KOMIIO3MLHUS IO  HACTOALIEMY  H300PETEHHI0  MOXKET
paccMaTpuBaTbCsl Kak TepameBTUYECKOE JIEKAPCTBEHHOE CPEACTBO, perpeccupyoliee
JIEKapCTBEHHOE CPEACTBO, JIEKAPCTBEHHOE CPEACTBO, MNMOJABISIOLIEE MPOrpecCUpOBaHUE, WU
NpOQHUIAKTHUECKOE JIEKAPCTBEHHOE CPEACTBO [UJIsl BBI3BAHHBIX JICBOJOIOW JIBUTATENBbHBIX
ocnoxHeHui npu OonesHu IlapkuHCOHA (HampuMep, JIEBOIONA-UHAYLHMPOBAHHOW AMCKUHE3UH
(PD-LID) mnu Tomy nogo0Hoe). B wactHocTH, papmarieBTiuyeckast KOMIO3HIUS MO HACTOSIIEMY
N300pPETEHNIO MOXET pPAaCcCMAaTPUBATBCA KaK TEPareBTUYECKOE JIEKAPCTBEHHOE CPEICTBO,
perpeccupyroiee JIEKapCTBEHHOE CpPEACTBO, JIEKAPCTBEHHOE CPEACTBO, MOJABISAMOLIEE
MPOrPeCCUPOBaHUE, WU MPOPUIAKTHIESCKOE JIEKAPCTBEHHOE CpeacTBO s siedeHus: PD-LID 6e3

CHUMIITOMA OTCKOKaA.
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KpaTkoe onucanue uyeprexei

[0015]

[@ur. 1]

Ha ¢ur. 1 mpencraBneHa nuarpamMma, IOKa3bIBarOLIash M3MEHEHUs KOHLEHTPALUU B
I1a3Me, KOrja KJIeHKyIo JIEHTY ¢ TaHAOCITUPOHOM IPUMEHSTN Ha 0OBIMHOMN Kpbice. B wacTHOCTH,
WU3MEHEHUs] KOHLEHTpAaLUil TaHAOCIUPOHA B IUIa3Me, MOJy4YeHHbIE NPU NPUMEHEHUHU KIEHKOU
JIEHTBI C TAHZOCIIHPOHOM Ha OOBIMHOMN Kpbice (9 cM”: 312 cM’/KT) MOKa3aHbI B BHJE CPEIHErO
3HAUEHUSAETCTAaHAApTHOEe OTKJIOHeHHe. OCh X TIOKa3blBae€T BpeMsl OT HAHECEHUs, a OChb Y
yKa3bIBa€T KOHIIEHTPALUIO TAaHIOCTIMPOHA B IJIa3Me.

[@wur. 2]

Ha ¢wur. 2 mpencrasnena nuarpamMma, MOKa3bIBAKOLIAs PE3yJIbTAThl OLIEHKU CHMIITOMOB
NUCKUHE3UH, KOrJa KJIEHKYIO JICHTY ¢ TaHJOCIHMPOHOM NPHUMEHsUIM Ha KpbICMHOW Mozaenu PD-
LID B ycnoBusix BBeneHusi 1. B 4aCTHOCTH, KJICHKYHO JICHTY C TaHAOCIHUPOHOM MNPUMEHSIIH
TpaHCAepMaIbHO Ha kpbicuHON Moaenu PD-LID, a nesogony BBOauAM yepes 4 yaca AJisi OLCHKH
CHMIITOMOB,  TMONOOHBIX  JUCKUHE3WH. Pe3ynbraThl  yKa3aHbl B BHAE  CPEOHETrO
3HAYEHUSETCTAaHAAPTHOE OTKJIOHeHue. ** oszHadaer p <0,01, 4TO O3HAYaeT 3HAYUTENILHYIO
pa3HHLy IO CPABHEHHWIO C TPYIIOW, B KOTOPOH NPUMEHSUIM KJIEWKYIO JIEHTY ¢ Iuianedo
(xpurepuii cymmel panroB Bunkokcona). Ha ¢urype rpaduk A nmokaspiBaeT U3MEHEHHs OLIEHKH
AlIMs ¢ TeueHneM BpeMeHH Iociie BBeneHus JeBoonbl. ['paduk B nokassiBaeT 001y OLIEHKY
AlIMs 3a 180 munyT. I'paduk C nokassiBaer oburyro oueHky AIMs 3a 100-180 munyT.

[@ur. 3]

Ha ¢ur. 3 nmpencrasnena nuarpamMma, MokasblBarOLIasi pe3ysbTaThl OLEHKH CUMITOMOB
JUCKUHE3UH, KOIZa KJIEHKYIO JIEHTY ¢ TaHJOCHUPOHOM NPUMEHSIM HAa KpbICMHON Mozenu PD-
LID B ycnoBusix BBeneHus: 2. B yacTHOCTH, KJEHKYIO JIEHTY C TaHAOCHHUPOHOM IMPUMEHSIN
TpaHCIepMalbHO Ha KpbicuHOH Momemn PD-LID, y kotopoii ObLn ynaneH poroBoil cClod Ha
MeCTe HaHeCeHHs! KJIEHKOMN JIEHTBI, a yepe3 4 yaca BBOAWIU JIEBOAOIY ISl OLEHKHU CHMIITOMOB,
NOAOOHBIX JUCKUHE3WH. Pe3ysibTaThl yKa3aHbl B BHIE CPEOHEr0 3HAYEHHsIECTaHAAPTHOE
oTKJIOHeHHe. ** o3HadaeT p <0,01, 4TO O3HAYAaeT 3HAYUTENHHYIO PA3HUIY 1O CPABHEHHUIO C
IPYIINOH, B KOTOPOH MPUMEHSITH JIEHTY ¢ Tuianedo (kpurepuil cyMMbl panros Buikokcona). Ha
¢durype rpaduk A mokasbiBaeT u3MeHeHus1 oleHkH AIMs ¢ TeueHHneM BpEeMEeHH 1OCIe BBEICHHUS
aesoponsl. I'padux B nmokaseiBaer oburyro ouenky AIMs 3a 180 munyt. I'paduk C nokaseiBaer
obmryro oreHky AIMs 3a 100-180 MuHyT.

[@ur. 4]

Ha ¢wur. 4 mpencrasnena nuarpamMma, MOKa3bIBAIOLIAsl PE3yJIbTATHl OLEHKU CHMIITOMOB
JUCKUHE3UU TPHU HENPEPbIBHOM IMOAKOXKHOM BBEJAEHUH TAHJOCIHMPOHA HA KPBICUHON MOJENH
PD-LID. B yacTHOCTH, TaHAOCHUPOH BBOJAMJIM MOAKOXKHO U MPOJOJDKUTEIBHO Ha KPBICUHOMN
monenu PD-LID, a neBomomy BBOAIM uepe3 4 4aca AJisi OLEHKU CHMIITOMOB, IMOJOOHBIX
IUCKMHE3UU. Pe3ynbTaTel yKa3aHbl B BHAE CPEAHErO 3HAYEHMSAECTAHNAPTHOE OTKJIOHEHHE. *
obo3Hauaer p <0,05, 4TO O3HAYAET 3HAUUTENbHYIO PA3HULYY IO CPABHEHUIO C IPYIION BBEIECHUS

pacrBopurensi (tect Steel). Ha ¢urype rpaduxk A mnokaspiBaer m3meHeHus Oamna AIMs c
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TE€4YEeHHEM BPEMEHH I0Ciie BBeeHMs JeBoAonbl. I'paduk B mokassiBaer oOmyro oneHky AIMs 3a
180 munyT. I'padux C nokassiaer o0myro oueHky AIMs 3a 100-180 MunyT.

[@ur. 5]

Ha ¢ur. 5 mnpencraBneHa aumarpaMma, IOKa3bIBAIOLIasl PE3YJbTaThl JOJTOCPOYHOM
OLIEHKH CHMIITOMOB, NOZOOHBIX TUCKUHE3NH, TIPH HETIPEPbIBHOM MOAKOKHOW MH(PY3UU LUTpATa
TaHAOCNUPOHA Ha KpbIicuHON Mozaenu PD-LID. B wacTHOCTH, LUTpAaT TaHAOCIMPOHA BBOAMIU
MOJKOKHO M MPOAOJUKUTENPHO Ha KpbICMHON Mozenu PD-LID, u cuMnToMbl, MOIOOHBIE
JUCKUHE3UH, OLIEHUBAJIM B JIEHb Hayaja BBeACeHUS U Ha 13 nenb BBepeHus. OOmumii 6amn AIMs
3a 180 MuUHYT YyKa3blBae€TCsi B BHIE CPEAHEr0 3HAYCHHATCTAHIAPTHOE OTKJIOHEHHe. **
obo3Hauaer p <0,01, 4yTO O3HAUAET, YTO CYIIECTBYET 3HAUYHMTEIbHAS PA3HUIA 1O CPABHEHUIO C
TPYIINON BBEIACHUS pacTBOpHTENs (KpUTepuil cyMMbl panros Buikokcona). Ha ¢urype rpaduk
A moka3bIBaeT pe3yJsbTaThl B IeHb 0 mMIUIanTaimu Hacoca. ['paduk B mokasbiBaeT pe3ysbTaTsl
Ha 13-11 AeHp UMIUTAHTALIMU HACOCA.

[@wur. 6]

Ha ¢ur. 6 mnpexncraBneHa puarpamMma, I[OKa3bIBAKOLIAsl BIUSHUE HENPEPBIBHOM
NOJKOKHOW MH(Y3UU LUTpaTa TAHJOCIUPOHA KpbIicaM, 0OpaboTaHHBIM 6-rHIPOKCUAO(GAMUHOM
C OJTHOM CTOPOHBI MO3r'a, HA pPa3BUTHE TUCKUHE3UH. B yacTHOCTH, 1€BOAOIY BBOJUIIM MOBTOPHO,
a IUTPaT TAHAOCIHPOHA BBOIMJIN MOJIKOXHO M IMPOAOJUKUTENBHO KpbicaM, 0OpabOTaHHBIM Y
OJTHOW CTOPOHE MO3Ta O-THAPOKCUAO(DAMIHOM, AJISi OLIEHKH BJIMSHUS HA JIEBOJIOIY, MOBTOPHOE
BBE/ICHHE BBI3BAJIO IMPOSBJICHUE CHMIITOMOB, MOJOOHBIX IUCKUHE3WH. Pe3ynbTaThl yKa3aHbl B
BUJIE CPEIHEro 3HaUEHHMsECTaHAPTHOE OTKJIOHEHHe. * obo3Hauaer p <0,05, a ** obo3zHavaer p
<0,01, 4TO O3HayaeT, 4TO CYLIECTBYET 3HAYMTENIbHAsl pa3HULA MO CPABHEHUIO C TPYIION
BBeneHus: pactBopurenst (tect Steel). Ha ¢urype rpadux A mnokaswpiBaeT pe3yJIbTaThl
HIOBTOPHOT'O BBEIEHUS JIEBOJOIBI C TEYEHHUEM BpeMeHH, a rpaduk B mokasbiBaeT pe3yabTaTsl Ha
CIIEIYIOLIHI I€Hb [TOCTIE 3aBEPIICHIs BBEACHUS LINTPaTa TAHAOCIIUPOHA (IeHb 16).

[@wur. 7]

Ha ¢ur. 7 npencraenena auarpaMmma, MOKa3bIBAKOINAS PE3yJbTaThl OLEHKH CUMITTOMOB,
NOJNOOHBIX JMCKUHE3WH, KOTAA LUTPAT TAHAOCIUPOHA BBOAWJIM TMEPOPATBHO Ha KPBICHHON
monenu PD-LID. B wactHocTH, umtpar TtanmocnupoHa (10 wmr/kr, 30 mr/kr B BHIe
KOHLIEHTPALMM LUTPaTa) BBOIIIM MEPOPATbHO Ha KpbicMHOH Moxmenn PD-LID, a meBonmomy
BBOJIMJIM Yepe3 5 MUHYT JIJIsI OLEHKH CHMIITOMOB, MIOAOOHBIX AUCKMHE3UU. Pe3ybTaThl yKa3aHbl
B BUJE CPEIHEro 3HAUYCHHUSECTaHOAPTHOE OTKJIOHeHHe. * o3HadaeT p <0,05, yTOo O3Ha4aeT
3HAYUTENBHYIO PA3HHUIYy O CPABHEHHUIO C Tpynmoi BBeaeHus pacteopurens (tect Steel). Ha
¢durype rpadpuk A mokaseiBaeT usMeHenus Oamia AIMs ¢ TedeHHeM BpeMEeHH TOCie BBEICHUS
aesoponsl. I'padux B nmokaseBaer obmyro ouenky AIMs 3a 180 munyt. I'paduk C mokaseiBaer
obmryro onienky AIMs 3a 100-180 MuHyT.

[@ur. 8]

Ha ®urype 8 mokasaHsl pe3ysibTaThl OLEHKU CHUMITOMOB, NOAOOHBIX TUCKUHE3UH, MPU
NEPOPATBHOM BBEAEHUM LIUTpaTa TaHAOCIHPOHA HAa KpbicuHOW moaenu PD-LID. B wactHOCTH,

murpar TaHgocnupoHa (30 wmr/kr, 100 Mr/kr B BuAe KOHLEHTPALMH LUTPaTa) BBOIWUIU
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nepopajipHO Ha KpbicuHOU Mmozenu PD-LID, a nesopomny BBOAWIN Yepe3 5 MUHYT AJIsl OLEHKHU
CUMIITOMOB,  TONOOHBIX  JUCKUHE3WH. Pe3ynbraThl  yKa3aHbl B BHUAE  CPEOHErO
3HaUeHMsAECTaHIapTHOEe OTKiIOHeHHe. Ha ¢urype rpadux A nokaseiBaeT M3MeHeHus Oauia
AlIMs ¢ TeueHneM BpeMeHH Iociie BBefeHus JieBoaonbl. ['paduk B nokassiBaeT 001y OLIEHKY
AlIMs 3a 180 munyTt. I'paduk C nokassiBaer oduryto onenky AIMs 3a 100-180 MunyT.

[@ur. 9]

Ha ¢ur. 9 nmpeacraBieHa pauarpamMma, IOKa3blBalOIIas KapTUHBI AUPPAKLUH
PEHTTeHOBCKHX JIyueil Ha MOpOoIIKe CBOOOIHON (OPMBI TAHAOCIIMPOHA, LIUTPATA TAHIOCTIUPOHA
(ruppata) ¥ LMTpaTa TAaHIOCTIUPOHA (AHTUAPATA).

[@wur. 10]

Ha ¢ur. 10 noka3aHsl pe3ysibTaThl OLEHKH CHMITOMOB, MOAOOHBIX OUCKHHE3HH, NPU
MOAKOXKHOM BBefieHuu 1-PP nuruapoxnopuna Ha kpeicuaelx Mozensax PD-LID. B gactnocry, 1-
PP nurunpoxnopun (10 mr/kr, 30 Mr/kr) BBOAMIIN MOAKOKHO HAa KPBICHHBIX Monensix PD-LID, a
JEBOAONY BBONWIM 4Yepe3 S5 MHHYT Uil OLEHKH CHMIITOMOB, MOJOOHBIX IUCKHHE3HH.
Pe3ynbraThl yKa3aHbl B BUE CPEIHETO 3HAUSHHsIECTaHAapTHOE OTKIIOHeHHne. Ha ¢urype rpaduk
A moka3zpiBaeT m3MeHeHus: Oamma AIMS ¢ TedeHHEM BpPEMEHM IIOCNie BBEACHHUS JIEBOJOIBL
I'paduk B mokaseBaer obmyro oueHky AIMs 3a 180 munyt. I'padpuk C mokassiBaer oO0IIyro
oueHky AIMs 3a 100-180 munyT.

Onucanue BAPHAHTOB OCYLIECTBJICHHSA

[0016]

Hacrosimee n3zoOpereHue MOSCHSETCS HIDKE, WILTIOCTPUPYS €ro jydinue pexumbl. Ha
NPOTSDKEHUM BCETO ONHMCAHUS BbIPAXKEHHE B €AMHCTBEHHOM 4YMCJE CIEAyeT MOHMMAaTh Kak
OXBAaTBIBAIOIIlEE €r0 MOHATHE BO MHOXKECTBEHHOM 4MCJIE, €CJIM CIEeLMaJbHO HEe YKa3aHO HMHOE.
Takum oOpas3om, yka3aHHe MapamMeTpoB B €AMHCTBEHHOM YHCIIE TAKXKe CIEAYyeT NMOHUMATh Kak
OXBATBIBAIOIIME UX KOHLEMLUIO BO MHOXKECTBEHHOM YHCJIE, €CJIU CHELHaIbHO HE YKAa3aHO HHOE.
Kpome Toro, mcrosib3yemble B HACTOSIIIEM JOKYMEHTE TEPMHHBI CJIEAYeT TMOHUMATh B TOM
3HAYEHHH, KOTOPOe OOBIYHO HCHOJB3YETCS B NAHHOW OOJIACTH TEXHHKH, €CIH CHEeLHATbHO HE
ykazaHo uHoe. CrenoBaTenbHO, €CIM HE YKa3aHO WHOE, BCE TEPMHMHBI U HayYHO-TEXHUUYECKUE
TEPMHHBI, KOTOPbIE UCIONB3YIOTCSI B HACTOSIIIEM JOKYMEHTE, UMEIOT Te K& 3HAUeHHs, KaKue
SIBJIIIOTCST OOLIENPU3HAHHBIME B TMMOHMMAaHHWM CHELHAJIMCTOB B JAHHOW 00JAaCTH, K KOTOPOH
OTHOCHTCS HacTosiee n3o0pereHne. B ciaydyae npoTuBOpedrs: MpeuMyILIeCTBEHHYIO CHIIY UMEET
HACTOsIIIee ONMHMCaHue (BKIFOYAst OTPENEITICHNS).

[0017]

(Onpenenenus u T.11.)

Omnpenenenuss w/mnm 0a3oBasi TEXHOJOTHS TEPMHHOB, KOTOPBIE TJIABHBIM 00pa3oM
HCTIONIB3YEOTCSI B HACTOSIIEM JIOKYMEHTE, OIMCaHbI HIDKE 110 Mepe HEOOX OTMMOCTH.

[0018]

Kak ucmonb3yercs B HACTOSLIEM IOKYMEHTE, TEPMHUH «TaHAOCIHPOH» [XUMHUYECKOe
Ha3BaHUE! (1R,2S,3R,4S)-N-[4-{4-(mupumunuH-2-un)nunepaaus- 1 -un } Oyrmn|-2,3-

ourmkiio[2.2. 1 JrenTaHaukapOOKCHUMHUL | IMEET CIEAYIOIYIO CTPYKTYPY.
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Tabnerka Cenmen, comepskaimasi COJb TAHAOCHHPOHA JIMMOHHOW KHCJIOTHI B Ka4yeCTBE
AKTUBHOTO MHIPEIMEHTa, MCIIONBb3YeTCs JUIs Tepanmuu B KadeCTBE CEPOTOHMHEPTrHYeCKOro
AHKCHOJIMTUYECKOTO JIEKAPCTBEHHOTO CPEACTBa (HAIIPUMED, BKJIAJIBIII B YIIAKOBKE MJIH STUKETKA
Cenuen, nepecmotpenHbiii B anpesie 2016 r., 14-e uzganue, Sumitomo Dainippon Pharma Co.,
Ltd.; cM. BbUIOXKEHHYIO SMOHCKYIO myOnukaumio Ne 58-126865). TanpocnupoH OaaroTBOPHO
BJIMSIET HA MaMSITh MIPHU XPOHUUECKOH mm30(peHnd. B 4aCTHOCTH, M3BECTHO, YTO KOTHUTHBHYIO
TUCHYHKIMIO MOXHO YJYYIIUTH MyTEM BBEIEHHs TAHAOCIHPOHA WM €ro (papMaleBTUYECKH
NPUEMJIEMOH COJIM TPH TPONOJUKEHHUH TOINEPKUBAIOIIEH TEparuu C  HUCIOJIb30BAHUEM
TUMUYHOTO HEHWPOJIENTUKA, TAaKOr0 Kak Trajonepuaosa (CM. BBUIOKEHHYIO —SITTOHCKYIO
nyOmkanuio Ne 2002-20291).

[0019]

B kadecTBe AaKTMBHOTO MHIPENMEHTa, HCIOJB3YEMOr0 B  (papMaleBTHYECKON
KOMITO3ULIMK IO H300PETeHNIO, NPEATNOYTUTENbHBIM SBJSIETCS TaHOOCIUPOH (CBOOOIHAS
¢dopma), HO TakuUM k€ 00pa3OoM MOXKHO HCIIOJIb30BaTh (papMaleBTUYECKH MPUEMIIEMYIO COJb
TAHIOCTIMPOHA WJIM TPOJEKAPCTBO TAaHAOCHHPOHA. PapMaleBTUYECKH NPUEMIIEMBbIE COJH U
NPOJIEKAPCTBA TAHAOCIHMPOHA BKJIIOYAIOT COJM HEOPraHMYeCKUX KHCIOT, TaKue Kak
THIPOXJIOpHN, TuapoOpomun, cyibdar u ¢ocdaT, U COMU OPraHUYECKHX KHUCJIOT, TaKhe Kak
areraT, OyTupaT, TapTpar, UUTPaT, MajeaTr u pymapar.

[0020]

ITponexapcTBa TaHJOCHHPOHA OTHOCATCA K JOOOMY KOMIIOHEHTY, KOTOPBIH HMeeT
CTPYKTYPY, OTJIMYHYK) OT TaHAOCIHMPOHA, HO Ui MposiBieHHs 3()(PEeKTUBHOCTH MOKET ObITh
npeoOpa3oBaH B TAHAOCIHPOH MJIM aKTHBHBII MHTPEIUEHT HA €ro OCHOBE MyTeM MeTadoJHr3Ma
TI0CJI€ BBEACHUSI.

[0021]

ITponekapcTBa TaHAOCIIMPOHA OTHOCSTCS K COGOUHEHHUSIM, KOTOpbIE MpeoOpa3yroTcsl B
TAHJIOCTIMPOH TPH B3aUMOACHCTBUH C (PEPMEHTOM WM TOMY MONOOHOE B (PU3HUOJOTHUYECKUX
YCIIOBHSIX B OPTaHU3ME, TO €CTh K COENUHEHHsM, KOTOpble MPeoOpa3yroTcss B TAHJOCIUPOH B
pe3yiabraTe (PepMEHTATUBHOIO OKUCIIEHHSI, BOCCTAHOBJIEHHS], THIPOIN3a UM TOMY MOJOOHOTO.
IIponekapcTBa TAaHIOCIIUPOHA TAKXKE€ MOTYT OBITh COEIMHEHHSIMH, KOTOPBIE MPEeoOpasyrTcs B
TAHIOCTIMPOH B (PM3MOJIOrMYECKUX YCIOBHSIX, TAKUX Kak onmcaHHble B «lyakuhin no Kaihatsu»
[Drug Development], Hirokawa-Shoten Ltd., 1990, Vol. 7, Molecular Design, pp. 163 to 198.

TangocnupoH 1Mo HM300pPETEHHIO HJIM €ro COJb WM IPOJIEKAPCTBO (Hayiee TakKe
Ha3bIBA€MblE TAHIOCIIHPOHAMH) OOJIAAIOT MPEBOCXOIHBIM IEHCTBUEM aKTHBALMH PELenTopa
ceporonuHa 5S-HT1A.

TanpocnupoH Mo H300PETEHHI0 UMEET HU3KYI0 TOKCUYHOCTD U O€30MaceH.
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[0022]

JlekapCTBEHHOE CpPEACTBO C AaKTHBHBIM HHIPEIMEHTOM «TaHAOCIIUPOH LIUTPAT»
KJIMHUYECKH TPUMEHSIETCS] B KaUeCTBE NMEPOPAIbHOIO CPEACTBA B KAYECTBE TEPANEBTHYECKOTO
cpeacta npu (1) mempeccun WM NaHWKE NMPU HEBPo3ax U (2) A JedeHus: (PU3HUecKux
CHMIITOMOB W  JAENPeCCHH, TPEBOTrH, OECIIOKOWCTBA WM  HApPYLIEHUs CHa  IpU
IICUXOCOMAaTHUYeCKOM  3a0oneBaHUM. TaHIOCIUPOH  SIBJISETCS  BBICOKOCENEKTUBHBIM IO
OTHOLIGHHIO K pelenTopaM CepoTOoHMHa 1A (nanee Takke HAa3bIBAEMBIMH «PELENTOpaMHU S-
HT1A»), HO WMeeT HHM3KOE CpPOICTBO K peuenTopam aodamMuHa 2 (Takke Ha3bIBAEMBbIMHU
«peuenropamu D2») nmpu OLIEHKE CBSI3BIBAHUS PELIETITOPA in VItro ¢ pa3siMYHbIMU PELENTOpaMu
Helipomennatopos. 1o 3TON nmpuyMHE CUMTAETCs, YTO TAHAOCHUPOH AKTHUBUPYET peuentop S-
HT1A u u3buparenbHO BO3IEHCTBYET HA CEPOTOHMHOBBIE HEPBBI, OKa3bIBas BIIMSIHHE HA HEBPO3
WA TOMY TIOZOOHOE.

[0023]

Kak ucnonb3yercs B HACTOSIIEM AOKYMEHTE, TEPMHUH «JIEBOAOMNA» (B IIUPOKOM CMBICTIE)
BKJIFOYaeT JieBogonmy B y3kom ompeneiennn  (L-3.4-murunpokcudenmnananuH - (10
HomeHkJatype IUPAC (S)-2-amuno-3-(3,4-auruapokcu@HI)IPONaHoBasi KHCIOTA), TaKKe
Ha3bpiBaeMylo L-moma), a Taxke moOble Ipyrue JeKapCTBEHHbIE CPEencTBa, 0ONafarome TaKkoi
xe s¢pdexruBHOCTBIO, Kak L-3.,4-murngpokcudennnananud. I[Ipumepsl Takux ApPYrux
JIEKAPCTBEHHBIX CPEJCTB BKJIOYAIOT, HO HE OrPAaHMYMBAIOTCS WUMH, CIOXHbIe >pupbl L-3,4-
auruapokcupeHmnatainia - ero  comud.  llpumepsr  cnoxkHbIX  3¢upo  L-3.4-
IUTUAPOKCU(EHMNIATaHNHA BKIFOYa0T STHIOBBIN 3¢up nesogonsl (LDEE; stun(2S)-2-amuno-
3-(3,4-nurunpokcueHmT)IPonaHoaT), MPOMIIOBbI 3(GUp JEBOAOIBL, NPONMIOBBIA 3hup
aesoponel  (mponui(2S)-2-amuno-3-(3,4-muruapokcudeHn)ponaHoaT), MeTWIOBBIH 3dup
aesononbl  (MeTm(2S)-2-amuno-3-(3,4-quruapokcudenmn)nponaHoar) . TOMy NOHOOHOe.
Cnoxueiii  >pup L-3,4-nurunpoxcupeHnnananiHa  MOXKeT ObITh, HAamlpUMep, COJIBIO,
BKJIFOYAIOLIEH THAPATHPOBAHHYIO COb. COJb CIOXKHOTO 3(upa JIEBOAOIBI MOKET BKIIFOYATh, HO
0e3 orpaHUYeHus, ONHY U3 CICOYIOLINX. OKTAHOAT, MUPUCTAT, CYKI[UHAT, TUTUAPAT CYKIMHATA,
¢ymapar, aguruppar ¢ymapara, Me3WwiaT, TapTpaT W rHapoxJopun.  lIpumepsl
CYKLMHATIeruapaTa WIM CyKOHHaTa cioxkHoro »s¢upa L-3.4-nurnapoxcudennnananuna
BKJIIOYAOT CYKIHMHAT 3TrioBoro 3¢upa jesogona (LDEE-S) u muruagpar stunmoBoro sgupa
nesonomnsl (LDEE-S-nurunpar umu LDEE-S(d)).

[0024]

Kak ucnonb3yercst B HACTOALIEM JOKYMEHTE, TEPMUH HHTHOUTOP METaOOIM3HPYIOLIETO
(depMeHTa NEBOAOMBI» OTHOCHTCS K JIFOOOMY JIEKAPCTBEHHOMY CPENCTBY, OONamaroimemMy
s¢dexTom MHrHOMpOBaHHSI MeTAa0OTU3Ma JIEBOJOMBI B INMPOKOM CMBICNIE JII YCHJICHUS €€
neiictBusi. Ero mpumepbl BKIIOUArOT HHruOWTOpHI noma-nekapbokcunasbl (DCI), koropsie
NPEAOTBPALIAOT MpeoOpa3oBaHUE JIEBOAONBI B 1OO(paMHUH B KHINEYHUKE, TI€YEHH WIIH
KPOBEHOCHBIX COCyJax (MX MpHUMEpbI BKIIOYAIOT KapOupomy, a-merwngomny, oercepasun (Ro4-
4602), a-mupropmernn-JOPA (DFMD), ux conu u ToMy 1nooOHOe), HHTUOUTOPBI KaTexo-O-

metunrpanchepasel (COMT-I), koTopble aHATOrMYHBIM 00Pa30M MPENOTBPALIAIOT Pa3JIOKEHUE
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JIEBOAOMBI TEpeN IMONajaHHeM B MO3T (MX NPUMEphbl BKJIIOYAIOT SHTAKAIOH), MHTHOUTOPHI
mMoHoamuHokcHuaasbl (MAO-I), koTopele MpenoTBpAINAIOT Pa3siokeHUe N0paMHHA B TOJOBHOM
Mo3re (ero mpuMepbl BKITIOYAIOT CEJIETHIINH) U TOMY TTOIOOHOE.

[0025]

(3aboneBanue/paccTpONCTBO)

[0026]

Kak ucnone3yercst B HAacTOALIEM NOKYMEHTE, TEPMHMH «ABUTATENIbHbBIE OCIOKHEHUS)
OTHOCUTCSI K JI0OOMy JABHUraTebHOMY CHMIITOMY, KOTOPBIA SIBJsieTCss  mpOOJIeMOid,
HYKIAIOLIEHCsT B JIEYCHUH, OOHAPYKMBAEMOH Yy TALMEHTOB C 3alylleHHOW OOJIe3HBIO
[Mapkurcona. Ero mpumepsl BKIIIOYAOT JUCKUHE3HIO (JIEBOAOA-HHAYLIUPOBAHHYIO JUCKHHE3HIO
(PD-LID)), xoTopasi mpencrasisier coOOH HENMpOM3BOJBHOE IBH)KEHHUE, CBSI3AHHOE C Teparuei
JIEBOAOMOW, M TOMY IOAOOHOE CUWTAETCS, YTO ABHraTENIbHbIE OCJOXKHEHUS OCHOBAaHBI Ha
YpE3MEPHOM JEHCTBUH JIEBOJOIIBL, HO UX MEXaHU3M He 0053aTeIbHO BBISICHEH.

[0027]

Kak wucnonb3yercs B HacTOALEM [OKYMEHTE, TEPMHUH <«JIE€BOAONA-UHAYLHUPOBAHHAS
OUCKUHE3Ms, <HEenmpom3BoJbHOe nBwkeHne™> (PD-LID)» oOTHOCHTCS K HENPOHU3BOJIBHOMY
JABUKEHUIO PYKHM, HOTHM WU Teja, HeNpeAHaMEPEeHHO HENpaBUIbHOMY, KOTOpPOE BBI3BAHO
Nepeo3UPOBKOI J1eBOIONBI. 3BECTHO, YTO NUCKWHE3Us JIETKO MPOSIBISIETCS, €CIIH OOJbIIOE
KOJINYECTBO JIEBOAOIBI IIOCTOSIHHO JO3UpyeTcss Oonblie, 4eM HeOoOXOAMMO, HauuHas C
HauanbHOU (pa3el 3a00JeBaHus, U €€ OYeHb TPYIHO KOHTPOJMPOBATh, KOTJA OHA IMPOSBIIAETCS,
Jake €CNU JO3UPOBKA JIEBOAONBI BIOCIEACTBHHM OyJeT VyBENIWYeHAa WM YMEHBIIEHA [0
pa3IU4YHBIX YpOBHEHN. JIMCKMHE3Usl MUKOBBIX A03 W3BECTHAa Kak TUNWYHBbIA cumnrom PD-LID.
CuMnToOM MpOSIBIISIETCS HA JIMLIE, S3bIKE, IIee, KOHEYHOCTSX, TYJOBHUINE U TOMY MOJO0HOE, KOTraa
KOHLIEHTpALUs JIEBOAOIBI B KPOBU BBICOKA.

[0028]

HenpoussonpHOE NBHXKEHHE (TUCKUHE3MsI) OTHOCUTCS K YacTU TeJia, KOTOpasi IBHXKETCS
HEeMPOU3BOJBHO MJIM HE OCTAHABJIMBAETCS, MPHUKYChIBAaHHE TIyD, 3aTpyIHEHHE pEeYH,
HECIOCOOHOCTh OCTABAThCS HA MECTEe WJIM 3aTPYOHEHUE ABIDKEHHH PYKOH WM HOTOH, Kak
NPEATONArajoch, W SIBISIETCS JBHIaTEJIbHBIM PACcCTPOHCTBOM, IMPH KOTOPOM HAOIIOJAFOTCS
HETPOU3BOJIbHBIC JIBWKCHUSI KOHEUHOCTSMH W/WIM PTOM, WU JIMLOM, W/WIA OCBIO TeJa.
Juckune3us, HaOMIOAaeMasi y manueHToB ¢ PD, mpoxXonsiux Tepamuro JIEBOAOION, U3BECTHA
KaK JjeBojona-uHayiupoBanHas nuckunesus (LID), xotopasi BcTpeuaercss Oojiee deMm y
MOJIOBMHBI MaLIMEHTOB ¢ PD, nony4yaBmux Tepanuro JIEBOAONON B TedeHue nocnennux 5-10 ner.
ITpouent (%) manuenTtos, crpanatomux LID, yBenndyuBaercs: ¢ TedeHneM BpeMeHH (auist 0630pa
cM., Hanpumep, Encarnacion and Hauser, (2008), «Levodopa-induced dyskinesias in Parkinson’s
disease: etiology, impact on quality of life, and treatments», Eur Neurol, 60(2), pages 57 to 66).

[0029]

JINCKMHE3UsT Ha THKE J[A03bl MpPencTaBiseT coOOH HENPOW3BOJIbHBIE JIBIIKEHMS,

BbI3BAHHBIC YPE3MEPHBIM TMPUEMOM MPOTHUBOMAPKUHCOHUYCCKUX JICKAPCTBEHHBIX CPCACTB.
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Hudasnas AUCKUHE3Us MPENCTABIAET COOOH NUCKWHE3UIO, MPOSBILSIIOIYIOCS B IBYX (pazax: B
Hauase U OJKe K KOHIY AeHCTBUS MPOTUBONAPKIHCOHHMYECKOTO JIEKAPCTBEHHOTO CPENICTBA.

[0030]

Kax ucnonb3yercs B HacToALIEM IOKYMEHTe, «(papMaleBTHUECKH MpUeMIIeMasi COJbY»
BKJIFOYAET COJM KHUCJIOTHI W/HWJIN OCHOBaHMsA, OOpa3OBaHHbIE C HEOPraHUYECKOW W/MUIH
OpPTraHUYECKOM KUCIOTON 1 ocHOBaHUEM. VX mpuUMephl BKJIIOUAKOT COJIM MPUCOEANHEHUS] KUCIIOT
U COJIM NMPHUCOEAMHEHUs] ocHOBaHUH. [Ipumeprl KMCIOTHO-aAMUTUBHBIX COJIEH BKIFOYAIOT COJIU
HEOPraHMYECKUX KHCJIOT, TaKHe Kak THAPOXJIOpuA, ruapodpommun, cynbdat, ruapoioamn,
HUTpat u ocdar, U ConM OPraHUveCcKUX KUCIIOT, TAKHE KaK [IUTPAT, OKcajart, ¢pranar, Gymapar,
Majiear, CyKIUHAT, MaJjaT, aueratr, (opMmuar, NpomuoHaT, OeH3oat, TpudTOpalerar,
MeTaHCyIb(pOoHAT, OeH30iCYNb(pOHAT, M-TOIyodcyib(oHaT U kampopcynbdponat. ITpumepst
COJIeH TPUCOENMHEHHs] OCHOBAHUN BKJIOYAIOT COJM HEOPTaHWYECKHX OCHOBAHHM, TAKHUE Kak
COJIb HATPHS, COJIb KaJIUs, COJIb KaJbLUS, COJIb MarHusi, COJIb Oapusi M COJIb aJTFOMHHHUS, M COJIH
OPTaHHUYECKUX OCHOBAHUH, TAKUX KaK TPUMETHJIAMHH, TPUATHIIAMHH, MTUPUAWH, TUKOJHH, 2,6-
JYTHIIVH, 3TaHOJIAMUH, IVSTaHOJIAMUH, TPUSTAHOJAMUH, TPOMETaMUH
[TpuC(THAPOKCHUMETHII)METUIIAMUH |, TPET-OYTHJIAMUH, LIUKJIOT€KCUIIAMUH, AULUKIOTEKCHIIAMHIH
u N, N-gubensmwmtunamud. Kpome Toro, mpumepbl «papMaleBTHUECKHA MPHUEMIIEMOH COJNY
BKJIFOYAIOT AMUHOKHUCJIOTHBIE COJIM OCHOBHOM WJIM KHCJIOH aMHUHOKHUCJIOTBL, TAKOW KaK apryuHUH,
JW3UH, OpPHUTHH, aclaparuHOBas KHCIOTAa W TJyTaMHHOBas Kuciota. PapmaneBTHUECKH
npreMJIeMbIe COJI XOPOIIO HM3BECTHBI B MaHHOW oOnactu. Hampumep, Berge et al. monpoOHo
OMHUCBIBAIOT (papMarieBTUYECKH IpuemieMblie conu B padore J. Pharmaceutical Sciences (1977)
66: 1-19.

[0031]

Tanmocrniupon wiau ero (papMaleBTHYECKH NpUeMiieMasl COJb WM IPOJIEKAPCTBO WM
MEIULMHCKUH TpenapaT Mo u300peTeHHI0 MOXKET COAepKaTh HOCHTEINb, €CIIH 3TO HEOOXOAUMO.
Kak wucnone3yercss B HACTOALIEM JOKYMEHTE, TEPMHUH «HOCHTEIb» OTHOCHUTCS K
(apMaleBTHYECKH MPHEMJIEMOMY BEIIECTBY, KOMIIO3HIMM WJIM HAIMOJHHUTENIO0, TaKOMY Kak
JKUJKUHA WM TBEPIbIA HATOJHUTENb, pa30aBUTeNb, NOOABKA, PACTBOPHUTEIb, OCHOBHOW areHT
WIN areHT, CIIOCOOCTBYIOIIMI MPOHUKHOBEHHIO Yepe3 KOXKY, KOTOPBIH CBSI3aH C HJIU TO3BOJISIET
TPAHCIIOPT WK MEPEHOC LEJeBOro (hapMaleBTHUECKOTO COSNUHEHHS 13 OPraHa/TKaH! Tejla M
€ro 4acTH B JPyrHe OpraH/TKaHb Tejla WU ero 4actb. «PapMaleBTHUECKH MPUEMIIEMBIN»
O3Ha4YaeT COBMECTHUMOCTh C JPYTUMH CHIPbEBBIMH BELIECTBAMH B COCTaBE M OE3BPEIHOCTH IS
cyOBekTa.

[0032]

3a0oneBaHus, KOTOpbIE TOAMAIOTCS JICUEHHIO B COOTBETCTBUM C  HACTOSIIUM
n300peTeHneM, BKJIIOYAIOT JIIOOBIE JBUTATENbHBIE OCIOXKHEHUs npu OojnesHu IlapkuHCOHa,
BBI3BAHHBIE JIEBOAOIOMN.

[0033]

B KOHKpeTHOM BapHaHTE OCYIIECTBJIEHHs MAILUEHT, KOTOPBIA MOANAETCS JICYEHUIO B

COOTBETCTBHH C HACTOSIIUM U300pETEHHEM, BKIFOYAET MalUeHTOB ¢ Oojne3Hbto [lapkuHCOHA, Y
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KOTOPBIX UMEETCsI WIIH €CThb BO3MOXXHOCTb MPOSIBJICHUS] JBUTATEIbHBIX OCJIOKHEHUH, BbI3BAHHBIX
JEBOAOMNOMN. JIBUTraTeNbHbIE OCJIOXKHEHHs], BBI3BAHHBIC JIEBOAOIOH, BKJIIOYAIOT JEBOAOMNA-
UHAYLHUPOBAHHYIO JUCKUHE3UIO.

[0034]

D¢ dexT perpeccun B OTHOIIEHNUH JIEBOAOA-HHIYIUPOBAHHOMN TUCKHHE3UH MPpU OONIE3HH
ITapkuHCOHA B HACTOSINEM HM300pPETEHHMM MOXET OBbITh KJIMHMYECKH MOATBEPXKAEH C
UCIOJB30BAHUEM [HEBHMKA TALIMEHTAa WM UIKajJdbl KIWHUYECKOH OLICHKH, TaKOH Kak
yauduuupoBanHas mkana oueHku nauckuHesun (UDysRS), mkana OIEHKM KIMHHYECKOH
nuckube3un (CDRS) wiy mikajga aHOMAaJbHBIX HEMpPOW3BOJIbHBIX HBIKeHHH (AIMS). Dddekt
perpeccun TUCKHMHE3MH TaKKe€ MOXKET OBbITh MOATBEPIKIEH C MOMOIIBK) OLEHKH aHOMAJIbHOTO
HETPOU3BOJIBHOIO JBUTATENIbHOTO TOBEACHMS, MOAOOHOTO AMCKHMHE3WH, HA JIOKIMHUYECKOM
mozenu PD-LID nHa xpeicuHOil Mozmenu. C MOMOIIBIO 3TOrO MOAXOAAa MOKHO H3MEpPUTh
perpeccuro, MOAABJIEHUE MNPOTrPECCUPOBAHUS WM MPEAOTBpALIEHHE CHUMITOMOB JI€BOAOMA-
uHayuupoBaHHoW puckuHesun (PD-LID), a Takke COKpallleHHe TMepHoAa MpPOSBICHUS
JIeBOJIOMA-UHAYIMPOBaHHON nuckunesnu (PD-LID).

[0035]

Hacrosimee nzo0pereHue MOKET MOATBEPAUTD, yeyryoussercst mu cumntoM PD-LID, mo
3HAUUTEIBHOMY YXYJALIEHUIO IIKaJbl KJIMHUYECKON OLEeHKHU AuckuHesuu, Takoil kak UDysRS,
CDRS mnmu AIMs, o CpaBHEHUIO C MPENLIECTBYIOLIEH Tepanuel TaHIOCITUPOHOM. DTO TaKXKe
MOJKET OBITh MOATBEPIKIEHO TEM, HAOOAETCs JIU IBHOE OOOCTPEHNE CUMIITOMOB, CBS3aHHBIX C
OUCKUHe3uel, u3 paHeBHMKa nauuenta. (ConpoBoXgaeTcs JM CHUMITOM  JIeBOJAOMA-
MHIYLUPOBAHHON TUCKUHE3UH, OOJIbIO, MOXKET OBITh ITOATBEPKACHO B HACTOSIIEM JJOKYMEHTE C
MOMOILBIO KJIMHUYECKUX 3aMUCEH, TAKUX KaK JHEBHUK ITallUEHTA.

[0036]

B Hactosmem u300peTeHMM «CHMOTOM OTCKOKa»  JIEBOAONA-HHAYLHPOBAHHOM
muckuaesnu (PD-LID) otHocuTcst K (peHOMEHyY, P KOTOPOM TOKa3aTelb TUCKHHE3HU CKOpee
BPEMEHHO YCYryOseTcsi TepamneBTUYeCKUM JIEKAPCTBEHHBIM CPEACTBOM U PErpecCuu
nuckruHe3nd. «CHUMITOM OTCKOKa» MpPEACTaBIsieT COOOW siBIeHHE C 0ojiee BBIPAKEHHBIM
o0oCTpeHHeM TMpH OUCKUHE3WH, YeM B ciyd4ae Oe3 Tepamuu C HCIOJIb30BAHUEM
TEPANEBTUYECKOrO  JIKAPCTBEHHOI'O CPEACTBA, PErpeCcCUPYIOLIEro JUCKUHE3HUIO, IOCIHe
UKOBOTO mepuona (Hampumep, 1 4Yac) NMPOTUBONAPKUHCOHMYECKOTO NEHCTBHS JIEBOIOIMBI BO
BpeMsl Tepaluu C HCIOJIb30BAaHUEM JIEKapCTBa, PEerpeccUpyrolero AuckuHesnro. Oxkupaercs,
YTO CUMIITOM MPOSIBUTCSA 4Yepe3 1-6 4acoB Mocse npuema JICBOAObI.

[0037]

B Hacrosiimem M300peTeHHH perpeccuro JIEBOIOMAa-UHAYIUPOBAHHON nuckuHesuu (PD-
LID) Ge3 cuMnToMa OTCKOKa O3Ha4aeT, 4YTO OOIIast OLIEHKA IUCKUHE3WH YJydlIaercs Oe3
00OCTpeHUs] IUCKHHE3WH, Oake€ BPEMEHHO, IO CPaBHEHHMIO CO CcllydaeM 0Oe3 Tepanmuu
JIEKaPCTBEHHBIM CPEACTBOM, PErpPECCUPYIOLIUM NUCKMHE3UIO, NTOCNE BBEAECHUs J1eBOononbl. «bes
000CTpeHNsT TUCKUHE3UW» OTHOCUTCS] K COCTOSIHUIO ¢ TUCKuHe3nel (oueHka AIMS 2 wnu Bblme

B cucreme oueHku AIMs noknmHndeckoit monenu PD-LID Ha kpricax) u Oe3 3HaAYUTEIBHOTO
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YXYAUIEHNUs] OLIEHKH AMCKUHE3WH MO CPABHEHMIO CO CIydaeM Oe3 Tepanuu ¢ UCMOJIb30BAHUEM
JIEKaPCTBEHHOT'O CPEACTBA, PErPECCUPYIOINErO JUCKUHE3HIO.

[0038]

CumMnToM OTCKOKa JeBOAona-uHAyHupoBaHHOW auckunHesuun (PD-LID) moker ObITh
OLIEHEH C TIOMOLIBIO $IBHBIX CHUMNOTOMOB JuckuHe3sun (oueHka AIMs 2 wunm  Bbime),
HaOmonaemeix uepe3 120-140 MuHyT mocne BBeneHHs JieBoAombl, obmero Oamia AIMs uepes
100-180 MUHYT WM Kak MHIUKATOp B cucTeMe oleHkH AIMS HOKIMHMYECKONH MOIENIH KpbIC
PD-LID. Perpeccuro AMCKMHE3MHU MOXHO OLIEHUTh No obmemy Oamny AIMs uepes 180 muHyT
nocye BBeleHus jesononbl. B aToli cucreme onenku AIMs mozenu kpsic PD-LID, onenxa
AIMs 2 wmu BbIlIe AUATHOCTHPYETCSl KaK AMCKUHE3Ws, a Oojbllee 4YUCIO O3Ha4daeT Ooee
TsoKenyro auckuHesno. Onenka AIMs meHee 2 03Ha4aeT OTCYTCTBUE TUCKUHE3UH.

[0039]

ABTOpBEI HM300peTeHHss OOHAPYKWJIM, YTO TNEPOPAIbHOE BBEACHHWE TaHAOCIHPOHA
MPUBOAUT K CUMIITOMY PELIMINBA, IO3TOMY OH He noaxoauT ajs tepanuu PD-LID. Mexny Tem,
n3o0peraTenu OOHAPYKWIIM, YTO TAPEHTEPATbHOE BBEACHHE TAHIOCIHUPOHA, KaK B HACTOSLIEM
n300peTeHNH, YJIyUILIaeT JIEBOAONA-UHAYIUPOBaHHYO auckunesnto (PD-LID) 6e3 cumnroma
oTcKOKa. TepameBTHUECKUH pEeXHM MPEeINOYTUTENbHO TMPENCTaBIsAeT CcoOOH UIMTENbHOE
NapeHTepaJbHOE BBEIEHHE TAaHJIOCIHMPOHA WIM MAapeHTepaJbHOE BBEIEHHE COCTaBa C
3aMeUIEHHBIM BBICBOOOXKIEHHEM U, Oosiee MPEANOYTUTENbHO, TPAHCAEPMAIbHOE BBEICHUE
TAHJOCTHPOHA.

[0040]

Kak wucnonb3yercs B HACTOALIEM JOKYMEHTE, TEPMHUH «H00aBKa» OTHOCHTCA K
JIEKApPCTBEHHOMY CPENCTBY, OTJIMYHOMY OT JIEKAPCTBEHHOI'O CPENCTBA C OCHOBHBIM JIEHCTBHEM.
Ecnn neBomoma siBisieTCS OCHOBHBIM areHTOM, TAHAOCIHMPOH U TOMY IOJOOHOE SIBISIETCS
n00aBKOH B HACTOSIEM U300PETEHNH.

[0041]

CyTouyHasi n03a OCHOBHOIO areHTa JIeBOJOMNA, YKa3aHHAas B HACTOSIIEM JOKYMEHTE,
SIBJISIETCST HOPMAJIbHOM 1O30M Uil TepamuM JIeBOJOINON, yka3aHHOW B pabore Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version] win B coorBercTByrOIeM pykoBoacTse B CIIIA wnu Espome. OObIHO HOpMajbHASI
CyTOUHAasi 703a JieBoAoMbI cocTaBysieT oT 50 no 1200 mr/neHs u, npennodrutenbHo, oT 100 mo
600 Mr/neHp npu OAHOBPEMEHHOM NMPUMEHEHUN WJIM B KAYeCTBE KOMOMHUPOBAHHOTO CPEICTBA C
nepudepudeckuM HHruOuTopoM noma nekapookcmnaszel  (DCI). Hampumep, SINEMET
(3aperucTpupoBaHHasi TOproBasi Mapka) (koMOWMHHMpOBaHHasi TabjeTka KapOWaOMa-JIeBOAONA)
(HoBOe nekapctBeHHOEe cpenctBo (NDA) #017555), onobpennniii FDA, mpenocrasnsieTcs: Kak
KOMOMHHUpOoBaHHas TabneTka ¢ cooTHouenueMm 1:4 (25 mr kapbupomna-100 mr nesoxonsl) u 1
KOMOMHHUpOBaHHas Tadnerka ¢ coorHouenueM 1:10 (10 mr kapOumonsl-100 mr ieBomomnsl MK
25 wr kapOuponel-250 wmr gesomomel). Cytounas mnoanepxwuBaromas noza SINEMET

(3aperucTpupoBaHHasi TOProBasi Mapka) BBOOUTCS TakuM oOpa3oM, dTOOBI KapOumoma
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coctaBysiia ot 70 mo 100 mr. SINEMET (3apeructpupoBaHHasi TOProasi Mapka) BBOAHUTCS B
MaKCHUMaJIbHOM CyTO4HOMH f03€ 10 200 Mr B BuAE KapOUAOMBL.

Tannocnupon, ero QapmareBTHYeCKH IpueMJeMas COJb WM IPOJEKapCTBO, HIIU
TepaneBTHYECKUI Crocod, ONUCAHHBIE B HACTOSIIEM JOKYMEHTE, MOTYT JaThb BO3MOKHOCTb
YMEHBIIUTh ABUTATEIbHBIE OCJOXKHEHMs, CBSI3aHHBbIE C BBEICHHEM HOPMAJbHOW O3Bl NPHU
Tepanuu JeBOJONON WIH MPEIOTBPATUTD ABUTaTENIbHbIE OCIOXKHEHHUS.

[0042]

JI03UpOBKa JIEBOZOMBI MOXKET OBITh COOTBETCTBYIOLIMM O0Opa3oM CKOPPEKTHPOBAaHA
NyTeM BBEIEHHUS TaHIOCIHUPOHA WM ero (apManeBTHYeCKH MNPUEMJIEMON COJMH  HIIH
npoJsiekapcTBa No u3obpereHuro. Jlo3upoBka MOKeT ObITh YBEIMYEHA B IpenesiaX pa3oBOH U
CYTOYHOH IO3MPOBOK, YKa3aHHBIX, Harpumep, B padore Pakinsonbyo Shinryo Gaidorain 2018
bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018 version],
onyOIMKOBaHHOW  SIMOHCKMM  OOINECTBOM  HEBPOJIOTOB, WJIM B  COOTBETCTBYIOIIUX
pexomennauusx B CIIA unu Esporne.

[0043]

Kak wucnonp3yercs B HACTOSINEM JOKYMEHTE, TEPMHUH «HUMEET JOJTOCPOYHYIO
s exTuBHOCTEY MOXKeT OBITH ONpeNeeH CHelHaluCTaMu B JaHHOHW O0JacTH myTeMm
UCTIONb30BAHUST M3BECTHBIX PE3yJbTATOB B MAHHOH OONACTH TEXHWKH NPH PACCMOTPEHUH
NPUBEIEHHbIX B HACTOALIEM JOKYMEHTe oOmnMcaHuii. B yacTHOCTH, JOJArOCpOYHast
3¢ (eKTUBHOCTD MOXET OBITh OIpeAesieHa KakK MOANEpKAHME KOHIEHTPALUHU JIEKapCTBEHHOTO
CpeAcTBa B KPOBU B TE€UEHHE INMPOAOJDKUTENBHOIO MEPHOAAa BPEMEHM U MposiBieHHE >(deKTa
MPOAJIEHHONW OUOIOrnYecKoit mosy>ku3Hu. [Ipumepsr koMmo3unuii, 00JaIar0IUX T0ITOCPOUHOM
3¢ (EeKTUBHOCTBIO, BKJIIOYAIOT pPAa3JIMYHblE COCTaBbl JJIsI TPAHCAEPMAJIBHOIO BBEACHUS,
onucaHHbie B [0051], pa3nu4yHble MHBEKIIMOHHBIE Ar€HThI C 3aMEIJIEHHBIM BBICBOOOKIACHHEM,
onucanHblie B [0089], pa3nuuHble MMIUTAHTUPOBAHHbIE areHThl, onucaHHble B [0090], u Tomy
nonobHoe. Kak ucmonb3yercs B HACTOSIIEM JOKYMEHTE, TePMHH «UIMTEJIbHO BBOIWUMBII
OTHOCUTCSI K TMPOJO/UKUTEIPHOMY BBENEHHIO AKTUBHOIO HWHIPEAHEHTa B HACTOSIIEM
n300peTeHNH U3BHE BHYTPH TeJIa, YTO MOXKET OBITh TOCTUTHYTO NOCPEACTBOM TPAHCAEPMAIbHOM
abcopObumu, MHBEKUUH, WHPY3UH WU TOMY NOAOOHOE NPU BBIOOpPE MAPEHTEPATBbHOTO IyTH
BBEAEHUs, OImucaHHoro B [0048].

[0044]

Kak ucnonb3yercss B HaCTOSIIEM TOKYMEHTE, TEPMUH (KJIMHUYECKU 3HAYMMBbIN MEPHOI»
MOJKeT OBITh OIpEIeNieH CIEeHaTNCTaMi B TaHHOH OOJIACTH IMyTeM HCIIOJb30BAHHS W3BECTHBIX
pe3yJBTATOB B JNAHHOW OOJNACTH MPU PACCMOTPEHUH NPUBENCHHBIX B HACTOSIIEM JTOKYMEHTE
onucaHnii. B dWacTHOCTH, e€cCiu TPOABISAETCS 3HAUMTENbHBIH 3Q@deKT, Takol Kak
npeaynpexaeHue, JJeIeHNe WIN OOJIerYeHne ABUraTeIbHbIX OCJIOKHEHUH, SBIISFOLIMXCS LETIBbIO
HACTOSIIEr0 H300peTeHus, MEPHOA BPEMEHH MOXKET OBITh OnpeAeNeH KaK KIMHHYECKH
3Ha4YUMBIN nepuon. Uto xacaercs «KIMHUYECKH 3HAYMMOTO YJYUILIEHHUs», KaK HUCIOJb3yeTCs B
HACTOSIIEM  JOKYMEHTE, €CIM TPOSBIAETCS  3HAYMTENbHbIN  3ddexr, Takol  Kak

NpeaynpeKaACHUC, H3JICHCHUE WU obOnerueHue ABUTATCIIbHBIX OCJ'IO)KHeHI/II\/'I, SABJIAO HITNX CsA
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LIEJIBI0 HACTOSIIEr0 N300PETEeHUs], COCTOSIHAE MOXKET ObITh aHAJIOTHYHBIM 00pa3oM OIpPEeNeIeHO
KaK KIMHUYECKH 3HauYuMoe yiy4uenue. [Toaxon Kk B3MepeHuio TaKoro MeproAa Uitk yIIydIeHUs
MOXeT OBITb COOTBETCTBYIOIIMM OOpa3oM BBIOpaH CIHEUAJUCTOM B JAaHHOW 00JacTu.
Hanpumep, MOXHO paccMOTpeTh JT000H OMUCaHHBIN B HACTOALIEM NOKyMeHTe Meroa. OmHako
criocod 3TUM He orpaHuuuBaercsi. Hanpumep, Takke MOXKHO UCTonb30Bath paboty Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version], onmyOsuKoBaHHYIO SMOHCKUM OOIIECTBOM HEBPOJIOTOB. AJIBTEPHATHBHO, COOOINAETCS,
YTO WHJAEKC KiMHu4eckoi oueHku auckunesun (MDS UDysRS, gacte III) cocrausier 2,32
6amna (Parkinsonism Relat Disord 21: 1349, 2015). Meron mMoxeT ObITh COOTBETCTBYIOLINM
oOpa3om ompeneneH nyreM paccMmoTpenus (1) cpaBHeHus ¢ ianedo, (2) 10 U Mocjie Teparnuu
IUTSL KQXKIIOTO MALEeHTa UITH TOMY MTOI00HOe.

[0045]

Kak ucmnonb3yercs B HACTOSIIEM IOKYMEHTE, TEPMHUHBI «IOCTATOUHBIA TMEPHOA IS
OOCTH)KEHUS] KIIMHUYECKOoro 3¢QexTa» U «IOCTATOYHBI ypPOBEHb JJISI  JTOCTHIKEHUS
KJIMHUYECKOro 3¢ ¢deKTa» Takke MOryT OBbITh ONpeAesieHbl CHEeNHaJNCTaMH B JaHHOH 00iacTH
TEXHUKH C WCIOJb30BAHWEM H3BECTHBIX PE3YJIBTATOB B JAHHOW OOJIACTU MPH PACCMOTPEHHUH
NPUBEACHHBIX B HACTOSINEM JOKYMEHTE OIHCAaHWH. B 4acTHOCTH, €ClIM MOXKHO H3MEpHUTh
NIePHOJ WK YPOBEHb, MPU KOTOPOM MOKET OBbITh JOCTHIHYT KIMHUUYECKHi 3dekT, Takoh Kak
npeaynpexaeHue, Tepanusi Uik 00Jier4eHne IBUraTeNNbHbBIX OCIOKHEHUH, HA KOTOPBIE HALIETIEHO
HacTosiee n300peTeHune, MePHoA WIH YPOBEHb MOJKHO OLIEHUTh KaK MEPUOJ, JOCTATOUHBIH JJIs
TOCTIDKEHUsT KinHudeckoro s¢¢exra. [logxon Kk ompeneneHuro Takoro mepuoja WM YPOBHS
MOKET OBITh COOTBETCTBYIOIIMM O0Opa3oM BbIOpaH CHELUAJUCTOM B JAaHHOW 00JacTu.
Hanpumep, MOXXHO paccMOTpeTh JIF0OO0H ONMUCAHHBIN B HACTOSIILEM AOKyMeHTe mMeron. OmHako
criocod 3TUM He orpaHuuuBaercsi. Hanpumep, Takke MOXKHO ucnonb3oBath paboty Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version]|, onyOJuKOBaHHYIO SMOHCKUM OOINECTBOM HEBPOJIOTOB, MM COOTBETCTBYIOIIUM
pykoBoactsoM B CIITA unu Espore.

[0046]

Kak ucronb3yercs: B HACTOSIIEM JOKYMEHTE, BBIPAKEHHE KHET» «OOOCTPEHUS] CUMITTOMA
aeBopona-uHAynupoBaHHoi auckunesuu (PD-LID) y manumentra ¢ Oosesnbto [lapkuHCOHA»
O3HA4aeT, YTO YK€ PAa3BUBIIUNCS CHMIITOM JIHUCKUHE3UH HE YCYryONseTcss N0 KIMHUYECKH
3HAYUMOH CTENEHH WM CYIIECTBEHHO He OOOCTPSETCs, MEepUON MPOSBICHUS AUCKUHE3MH HE
SIBJIIETCS TIPOJOJDKUTENbHBIM, CUMIITOM HE OOOCTPSIETCSI 3HAUUTENbHO, Jake BPEMEHHO, KaK B
cJlydae MOBTOPHOTO CHMITTOMA THUCKWHE3WH, VTN AMCKHHE3HWs HE BO3HHUKAET BHOBb. CHMITOM
IUCKMHE3NH MOXKET OBbITh MOATBEPKACH, HANpPHUMEpP, NMYTEM ONPEAENCHHUs C HCIOJIb30BAHUEM
UPDRS, UDysRS, CDRS, AIMs uiau ToMy MOAOOHOE, WIH KJIMHUYECKOH 3aiCH, TaKOH Kak
JTHEBHUK MALHEHTA.

[0047]

Kak ucronp3yercsi B HaCTOALIEM AOKYMEHTE, TEPMUH «OOOCTPEHHE KauecTBa OTBETA Ha

TeparuIo JEBOAONON y maiueHTa ¢ 0one3Hbto IlapkuHCOHa» OTHOCHUTCS K JIFOOOMY CHIDKEHHIO
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peaknMyM TNanMeHTa Ha Tepanuio Jeogomnoi. Takoe o0oCTpeHHe KadecTBa OTBETA MOXKHO
OLIEHUTH 110 CUMIITOMY JUCKHWHE3UH UM TOMY ITO00HOMY. «Perpeccus» «o0oCTpeHus KauecTBa
OTBETA HAa TEPANUIO JIEBOJAONOW Yy mauueHTa ¢ Ooje3Hbto IlapkMHCOHa» OTHOCHUTCS K
YJIYUYILIEHUIO CTENEHH CHUMIITOMA AMCKUHE3UH NPH TEPanuy JEBOAOINONH Yy KaKIOro MalUeHTa.
Perpeccust moxxer ObITh OATBEpIKIEHA ompeneseHneM ¢ ucnoib3oBaHrneM UPDRS, UDysRS,
CDRS, AIMs uiu ToMy Mono0OHOe, HITH KIMHUYECKOW 3aIUCH, TAKOW KaK JHEBHHUK MAI[HEHTA.

[0048]

Kak wucnosp3yercsi B HAcTOSIIEM IOKYMEHTE, TEPMHUH «IAPEHTEPAbHOE BBEICHHUE»
OTHOCHUTCSI K JIEKapCTBEHHOH (hopme Iiisi MF0OOro myTH, KOTOPBIH HE SIBISIETCS MEPOPaTbHBIM
BBeicHUEM. [IpenmouTHTENhbHO WCIONB30BaTh JIIOOOW PEKUM BBEACHUS TAHIOCIHUPOHA B
pe’KuMe U Ha YpPOBHE, KOTOpble 3(P(EKTUBHBI JJISI BBI3BAHHBIX JIEBOJIOMON JIBUTATEIbHBIX
ocnoxHeHuit mnpu Oonesnu IlapkuHcona. IlpuMepsl CpeACTB MapeHTEPAJIbHOTO BBEIEHHS
BKJIFOYAIOT BBEJEHHE IOCPEACTBOM TPAHCACPMAIBHONW a0COpOLMH WM TPaHCMYKO3aJbHON
abcopbumu, a Takke UHBbEKUMH, HHPY3MH u wux KomOuHammu. Hampumep, BBeneHue
MOCPEICTBOM TPAHCIEPMANLHON abCOpPOLMM MM TPAHCMYKO3aJIbHOW a0CcopOLMK OKa3bIBaeT
3¢ ekt 3a cueT KOHTaKTa JIEKAPCTBEHHOI'O CPEICTBA, BBOAMMOIO uepe3 KOXKYy, TAKOro Kak
nacTooOpa3HbIi AreHT, aAre3UBHBINA COCTaB WM CIPEH, Ha KOXKY WJIH CIU3UCTYIO OOOJIOUKY, TaK
YTO JIEKAPCTBEHHOE CPEICTBO B COCTABE MUIPHPYET B OPTaHU3M uepe3 KOXKY WU CIH3HCTYIO
obomouky. Ilpumepsl BBemE€HHS MOCPENCTBOM HWHBEKIMU WIHM HHQY3UH  BKIOYAIOT
BHYTPUBEHHOE, BHYTPHKOXKHOE, IIOAKOXKHOE, BHYTPHUMBIIIEYHOE M OSHTEPAIbHOE BBEIECHHE
(xmmeynass uHQY3Us), KOTOPOE TaKXK€ MOXKHO OCYLIECTBISITH B BHAE Oomoca u/HiIH
NPONOILKUTENbHON MHPY3UH. [ nHBEKIH UM MHQY3UH MOXHO HCIOJNB30BaTh CYCHEH3HIO,
KUIKUHA areHT, SMYJbCHIO WM HMMIUIAHTUPOBAHHBIN areHT B MAacCJsIHOM WM BOXHOW cpene,
COZiep KAl APyroe BEIIeCTBO KOMIIO3MLIMHM, TakOe€ KaK CYCNEHAMPYIOIIMH  areHT,
cTabMIM3aTop W/WIIK JHCIIepraTtop. ODHTepajbHOE BBeNeHHE (KHUIIEeYHAs WH(QY3UsA) MOXKET
00eCTeYnThb JUIMTENbHYIO TOCTABKY JIEKAPCTBEHHOI'O CPEICTBA B MPOKCUMAIIBHBIN OTIEN TOHKON
KUK C HWCIOJB30BAHUEM TPYOKH WM TOPTATHBHOTO MH(Y3HOHHOTO HAcoca MyTeM
TPAHCACPMAJIBHOW  SHAOCKOMUYECKOH TacTpOCTOMHH. B MpeamodYTUTeNIbHOM — BapHaHTE
OCYIIECTBIIEHHs] TAPEHTEPATbHOE BBEIEHHE MOXKHO TIPOBOAWTH B (OpME JIIHTEIHHOTO
BBEICHUS. Takoe JUTEIbHOE BBEJEHHE MOXHO OCYIIECTBIIATh C MOMOIIBIO TPAHCAEPMAIBbHOTO
TUTACTBIPSI/ KIIEHKOH JIEHThI WJIH TOJOOHOTO, MHBEKINH, HH(Y3UU HITH TOXOOHOTO.

[0049]

B HacTosiiem n300peTeHnH TaHIOCTIUPOH WK €ro (papManeBTUIECKH TPUEMIIEMYIO COJb
WIA TIPOJIEKAPCTBO, MPEANOYTUTENBHO, BBOIAT CHOCOOOM, KOTOPBIA MOXKET MOIAEPKUBATH
KOHLIEHTPALIUIO JIEKAPCTBEHHOT'O CPEZICTBA B KPOBH B TeUEHHE IUTENBHOTO MEPHOAA BPEMEHH,
u, Oonee MPENNOYTHTENBHO, BBOIST CIIOCOOOM, KOTOPBIH MOXKET IMONABJIATH OOpa3OBaHUE
metabonuToB. Ilpumepsl crocoOOB BBENEHUs BKIIOYAIOT TPAHCAEPMAIbHOE BBEIEHHE U
MHBEKLINH, TaKHe KaK MOIKOXXHOE, BHYTPUKOKHOE M BHYTPUMBILIEUHOE BBeneHHE. HBEeKIHs,
Takas KaK MOJKO)KHOE, BHYTPUKOKHOE€ M BHYTPUMBILIEUHOE BBEIEHHUE, IMPENNOYTHTEIBHO

ABJIACTCA METOAOM BBCIACHUA, KOTOprfI noAACPKUBACT KOHLICHTPALIUIO B KPOBH. B YaCTHOCTH,



30

TpaHCIEpMaJIbHOE BBEICHHUE SIBIISIETCS HauOOJee MPeANOYTUTEIbHBIM, MOCKOJIBbKY 3TO METOJ
BBENIEHHs, KOTOpPbI MMEeT HHU3KYK) CTENeHb WHBAa3UBHOCTH U He TpeOyeT MOCeleHus
OOJIBHULIBL

[0050]

B HacrosimeM n300peTeHnH JieueHre, yy4lleHre, MoAaBIeHHe IPOrpeCCUPOBAHUS HITH
IPEeNOTBPALICHNE IBUTATEIbHBIX OCIOKHEHHUI, CBA3aHHBIX C TepaIuel JeBOAOMNOMN npu Oone3Hn
ITapkuHCOHA, TyTeM NAPEHTEPAIbHOIO BBEAECHMs, BKJIIOYAas TAHAOCIHMPOH MM  €ro
(bapmMaLeBTHYECKH TPUEMIIEMYIO COJIb HJIH IPOJIEKAPCTBO, SIBJISETCS MPEANOYTHTEIbHBIM 10
CPaBHEHHIO C Teparueil ¢ UCTONb30BAaHHEM AKTHBHOTO UHTPEIHEHTA, OTIIMYHOTO OT HACTOSIIErO
U300peTeHus], WIN TEeParneBTHYECKUX METOAOB M KOMIIO3HLMH, OTJIHYHBIX OT OIMHCAHHBIX B
HACTOSIIIIEM JOKYMEHTe H300peTeHUi, ¢ TOYKH 3PEHUs OTCYTCTBUSI HEOIArOmpHUsITHOrO
BO3MEICTBUsI B  Mpollecce [OeHCTBUS  JIeBONOMbI  (BpeMsi  BKIIFOYEHHsI), OTCYTCTBUS
HeONaronpusTHOrO BO3JCWCTBHS HAa CHUMIITOMBbI MApKUHCOHM3Ma (MOKET OBbITb OLIEHEHO C
nomotnpio UPDRS wnu Tomy monodHoe), orcyTeTBusi ocnabnenus: 3ddexra mo m3o0peTeHuro
NpU MOBTOPHOM BBEAECHUH, CIIOCOOHOCTh YMEHBIIATh KOJIMYECTBO 103 JIEKAPCTBEHHBIX CPEACTB
JIEBOZIOTIbI B JIEHb 33 CUET YBEJIMYEHHs JIEKAPCTBEHHOI'O CPEICTBA JIEBOJOIBI 0 ONTHMAIbHON
10361 0e3 000CTPEHNUS IBUTATENbHBIX OCIOKHEHUH U TOMY MOJO0HOE.

[0051]

«CocTaB Uil TPAaHCAEPMAJBbHOTO BBEICHUS» OTHOCHTCS K MAacTOOOPa3HOMY areHry,
aIre3MBHOMY COCTaBy WJH crpero (adpo3oso). KoHkpeTHble mpuMepbl aire3MBHBIX COCTABOB
BKJIIOYAIOT KJIEHKHE JIEHThl (TpaHCASPMAJbHbIA ILIACTBIPb), MPUIAPKH, IUIACTBIPb U TOMY
nonoOHOe, ¥ MPHUMEpPbI MAaCTOOOPa3HBIX AreHTOB BKJIIOYAIOT Mas3b, KPeM, JIOCHOH, JIMHMMEHT,
JKUIKUH areHT, reiib U ToMy nopoOHoe. JlekapCTBeHHOE CpPeACTBO ISl TPaHCAEPMAJIbHOTO
BBENICHMs, IPEOIOYTUTENIbHO, TPENCTaBsieT coOOW  aare3uBHBIH  cocTtaB W, Ooljee
IPEANOYTUTENIPHO, IUIACTBIPh (TPaHCIEPMANbHBIN IUIACTBIPD). IIOCKONbKY «KIIEHKas JIeHTa»
SIBJISIETCS] CHHOHUMOM IUTACTBIPST» B HACTOSIIEM H300PETEHHH, B HACTOSIEM JOKYMEHTE OHH
TaKke 0003HAYAKOTCS KaK «KJIeHKasl JIEHTa/TIIaCThIPbY.

[0052]

CocrtaB 1isi TpaHCAEPMAIbHOIO BBEICHHS] H3TOTABJIMBACTCS H3BECTHBIM CIIOCOOOM C
HCIIOJIb30BaHUEM (hapMalLeBTHUECKH MTpUeMIieMoil 1o0aBku. B onHOM BapuaHTe OCYILIeCTBIECHHS
KOMITO3HMLIUST [T TPAHCAEPMAIbHOTO BBEICHHUS, MCIOJb3yeMasi B HACTOSIIEM H300pETEeHHH,
UMEET a/Ire3UBHBIN CJIOH, HAHECEHHBIN HA OCHOBY, U aAT€3UBHBIN CJIOH MOXKET OBbITh U3TOTOBJICH
nyTeM  BKJIOYEHHs  TEPMOIUIACTHYHOTO  3jacToMepa  WJIM  TOMy  NOAOOHOTrO.
«TepMoruiacTUYeCKUi 3J1aCTOMEP» MpeACTaBisieT coOOoi 37IacTOMEp, KOTOPbIH pa3Msirdaercs u
NPOSIBJISIET TEKY4YeCTh IMPHU HArPEBAHWH U MPOSIBJISET TEPMOILIACTUYHOCTh, BO3BpALIAsCh K
PE3HHONOAO0HOMY 3JIACTUYHOMY BEIIECTBY NPH OXJaKAeHUH. [IpuMephl BKIFOYAIOT pa3invHbIe
TEPMOIUTACTUYECKHE 3JIACTOMEPBI, TAKUE KaK 3JIACTOMEPHI Ha OCHOBE YpeTaHa, aKpujia, CTUPOJIa

u oyiepuHa.
[0053]
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B xommosunmu mo U300peTeHHI0 MU TPaHCASPMAJIbHOTO BBEINEHUS aJAre3UBHBIN CIION
MOJKET COZIEpsKaTh HeJleTyuee YIIIeBOJOPOJHOE Macyo. B kauecTBe HeneTy4nx yrieBOoJOPOAHBIX
MaceJ MPeANOYTHTEIbHBIMHE SIBIISIOTCS CBSI3aHHBIE HACBHILEHHBIE YTIIEBOJOPOABI U3 0KoJo 20-40
aTOMOB yIJIepOfa WM CBSI3aHHBIE HEHACBILIEHHBbIE YITIEBOAOPOAbI M3 OKoio 20-40 atoMoB
yraepona. Ilpumepbl BrimOwaroT kMAKUN mnapaduH, CKBaJieH, CKBaJaH, INPHCTAaH U TOMY
nopobHoe. B wactHocTH, kMAkuii mapaduH Oosiee MPEANOUYTHTENEH C TOYKH 3peHHs
nocrynHocTy. XKunkuii napadun npeacrasiser coOoi cMech OECLIBETHBIX JKHIKUX AJKaHOB 0e3
3amaxa w3 20 wim Oonee aToMoB yruiepoga. B HacTosmeM HM300pETEHHUH MOXKHO,
NPEATIOYTUTENIbHO, UCTIONB30BATh JKUAKHI NapadpuH, KOTOPbIH COOTBETCTBYET Crelu(HKaimy,
ykazaHHoW B @apmakonee Amnonmu, Papmakonee CIIA wm Tomy mnonobOHoe.
[IpennoyTHTENbHBIM SIBJIIETCSl HEJIETy4ee YIJIEBOJOPOAHOE MAciO C BBICOKOW BS3KOCTBIO.
Hcnonp3oBaHue XKUIKOro mapaguHa C BBICOKOH BA3KOCTBIO OCOOEHHO MPEANOYTHTEIBHO C
TOUKH 3PEHHUS aATE3UH.

[0054]

AZre3uBHBIA CJIOH TakKe MOXKET COAep:KaTb NPU HEOOXOIHWMOCTH CPENCTBO IS
NOBBIIIEHNST KJIEHKOCTH. ATEHT Ui TOBBIMIEHHS KIEHKOCTH OOBIMHO TpencTaBisieT coOoit
CMOJITy, KOTOpasi OOBIYHO HCIIONIB3YETCs] B OOJACTH aAre3MBHBIX COCTABOB JJIsI PUAAHUS KOXKE
ounkocTH. IIpumepsl BKIFOYAOT CMOJIy HAa OCHOBE KaHU(OIM, IMOJUTEPHEHOBYIO CMOIY,
KyMapOH-MHJEHOBYI0O CMOJy, CMOJly Ha He(TSHOH OCHOBe, TEpHeH-()EeHOJbHYI CMOIY,
ANNIUKIMYECKYI0 HACBIIIEHHYIO YIJIEBOAOPOAHYIO CMOIY M TOMy momoOHoe. M3 HMX MOXXHO
BBIOPATh M UCIIOJIB30BATh OHY MJIM HECKOJIBKO U3 HUX.

[0055]

Ecnu npenycMaTtpuBaercs TpaHCcAepMalbHOE BBEACHUE, 3TO TAK)XKE€ MOXKHO OCYIECTBHUTH
IyTeM HAHECEHUsS Ma3H Ha KOXY.

[0056]

JlekapcTBeHHasi popma ISt MapEeHTEePaIbHOTO BBEICHUS (HATPUMEp, TPAHCAESPMATBHOTO
BBEJICHUS) TaHAOCIHPOHA WM ero (apMaleBTHYECKH MPUEMIIEMOH COJIM WM MPOJIEKAPCTBA,
ONMUCAHHBIX B HACTOALIEM IOKYMEHTE, KpOME KJIEHKOW JIEHTBI/TUIACTBIPS, MOXET BKJIOYATb
MOPOLLIOK, COPEH, Ma3b, MACTY, KPEM, JIOCBOH, I'eJib U JKUJIKUN PacTBOP.

[0057]

Masb, macra, KpeM H Trejib MOTYT COAepXkaTb, MOMHUMO TaHAOCIHPOHA WIH €ro
(apmMareBTHUECKH TPUEMJIEMON COJIM UJIH MPOJIEKAPCTBA, OMUCAHHBIX B HACTOSIIIEM JTOKYMEHTE,
n00aBKy, TAaKyl KakK JKUBOTHBIH M PACTHTEIBHBIA JKUp, MAacjo, BOCK, mapaduH, Kpaxmal,
TparakaHT, MPOM3BOJHOE IIEJUTIOJIO3bI, MOJIUATHICHIJINKONb, CHIIMKOH, OCHTOHUT, KPEMHHEBAs
KHCJIOTA, TAJIbK WJIM OKCHUZ LINHKA, UJIH UX CMECh.

[0058]

ITopomok u cripeil MOTYT COAepKaTh, B JONOIHEHNE K (hapMaleBTHYECKOH KOMITO3HIIUH,
ONUCAHHON B HACTOSINEM JOKYMEHTe, N00aBKy, TaKyl KaK JIaKT03a, TajbK, KPEMHHUEBas
KHCJIOTA, TUAPOKCH] AJFOMUHUS, CHIIMKAT KaJbLHs WIA MOPOLIOK MOJMAMHUAA WM UX CMECh.

Cropeit MOXeT IOMOJHHUTEIBbHO CONIEp’KaTh OOBIUHBIN Tra3 BBICOKOTO IAaBJICHHS, TaKOH Kak
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XJOp(TOPYIIIEBONOPO, WM JIETy4YUil HEe3aMELIeHHbIH YIIeBOAOPOA, TAaKOH Kak OyTaH WK
IIPOTIAH.

[0059]

B nomonHeHme K Masu, MOPOLIOK, PacTBOP M TOMY IIOJOOHOE TaKXKe CUUTAITCA
BXOMAIIMMH B OOBEM HACTOSILNEr0 OIMCAHMS, €CIM OHU IOAXOAAT JUId MapeHTepabHOIO
BBEIICHMUSL.

[0060]

Komnosunus, noaxopsimas ajs NapeHTEPAJbHOIO BBEAEHUS, MOXET COAEpKaTb IO
MEHbLIeH Mepe OAMH BUA (apMALEBTHYECKH MPUEMJIEMOrO aceNTUYECKOr0 HM30TOHHYECKOTO
BOAHOTO WJIM HEBOAHOIO PacTBOpA, AUCIEPCUH, CYCIEH3UH, SMYJbCHM, WMILIAHTHPOBAHHOTO
areHTa WM aceNTUYECKOro MOPOIIKA, KOTOPbIE HEMOCPEACTBEHHO NEpen MPUMEHEHHUEM MOTYT
OBITH MPeoOpa30BaHbI B ACENITUYECKHIA PACTBOP IJIsI UHBEKIMN WIIA IUCTIEPCHIO.

[0061]

Komno3nuusi, onvcaHHas B HACTOSIIEM JOKYMEHTE, MOXKET OBbITh M3TOTOBJIEHA B BUAE
CYIIMO3UTOPHUSl JJIsl PEKTAJbHOIO WJIM BaruHaJbHOrO BBeneHUs. Kommosuuus Moxker ObITh
W3TOTOBJICHA MyTEM CMELIMBAHUS OJAHOIO MJIM HECKOJBKUX COCJUHEHUN COrJIaCHO HACTOSILIEMY
OINHCAHHIO C OJHOW WJIM HECKOJNbKMMH IMOIXOMSIIUMHI HE CTUMYJIHMPYIOIUMH A00aBKaMH WA
HOCHTEJISIMH, BKJIIOYAst MaclIO KaKao, NOJU3THIEHITIMKOb, BOCK AJIS CYNIIO3UTOPUEB, CAJTULIAIIAT
i ToMy rono0Hoe. Kommosuius sinsieTcst TBepIoi Mpu KOMHATHOM TeMneparype, HO KHIKOM
npu Temmneparype Tena. TakuM o0pa3oM, KOMIO3HMLMS IUIABUTCS B MNPAMOH KHIIKE WIN
BJIATAJIUIIHON TIOJIOCTH C BBICBOOOXKIEHHEM COEUHEHMs], ONTMCAHHOTO B HACTOSINEM OIMHMCAHUM.
dapmaneBTUYECKass KOMIIO3ULUSA, TTOAXOAAIIAs UIsl BATUHAJIBHOIO BBEACHUS], MOKET BKJIIOYATh
neccapum, TaMIIOH, KpPeM, Iellb, IacTy, MEeHy WM COCTaB B BUJE CIIPEsi, COAEPIKALIUN HOCUTEIID,
KOTOpBIH, Kak H3BECTHO, SBJSIETCS MNOAXOASAIIMM COMIACHO MPEALIECTBYIOLIEMY YPOBHIO
TEXHUKHU.

[0062]

Kak wncnone3yercss B HacToOsLEM AOKYMEHTE, TEPMHUH «IO3UPOBKA JIEKAPCTBEHHOI'O
CPEACTBa» O3HA4YaeT KOJMUYECTBO JIEKAPCTBEHHOI'O CPEACTBA, COAEPIKAIIErOCs B KOMIO3ULIUU.
Kak wucnonesyercs B  HACcTOALIEM JOKYMEHTE, TEPMHH «CTENEHb IPOHUKHOBEHUS
JIEKaPCTBEHHOI'O CPEACTBA» O3HAYAET KOJIMYECTBO JIEKAPCTBEHHOIO CPENCTBA, NOCTYIHUBIIETO B
opraumsM. Ecmm koMmo3uuusi mpencTaBisieT cOoOONW KOMIIO3UIMIO U TPAHCAEPMAIBHOTO
BBEJICHUS, «CTETMEHb IPOHUKHOBEHHUS JIEKAPCTBEHHOTO CPENCTBA» MPEACTaBIsieT COOOi
KOJIMYECTBO JIEKAPCTBEHHOT'O CPENCTBA, KOTOPOe aOCOpPOMpOBANIOCh KOXKEH W3 KOMIIO3HLIHH,
NPUMEHSIEMON ISl TPAaHCAEPMAIBHOTO BBEACHHUS, M TMPEACTABISIET COOOW  BENMYHHY,
PACCUMTBIBAEMYIO TO CIEAYIOLEMY ypaBHEHHIO. «KonM4ecTBO OCTATOYHOrO JIEKAPCTBEHHOI'O
CpencTBa» TPEACTABIsIET COOOH KOJNMYECTBO JIEKAPCTBEHHOTO CPENCTBA, OCTABIIEECsS B
KOMITO3ULIUH JJIs1 TPAHCAEPMAJIbHOIO BBEACHUS, KOTOPOE OTCIOUJIOCH MOCJE HAHECEHHs. JTO
KOJINYECTBO MOXKET OBbITh OIpPENeNeHO KOJIUYECTBEHHO CIOCcOOOM, OMHCAHHBIM B IPHMEPax

(ccputounslii mpumep usrorosienus [0098~0101]), nnu monoOHBIM.
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BenuunHa NpOHUKHOBEHHS! JIEKAPCTBEHHOTO CPEACTBa (MI/IeHb)=NT03UPOBKA JIEKAPCTBA
(Mr/neHb)-KOJIMUeCTBO OCTATOYHOIO JIEKAPCTBEHHOTO CpeacTBa (Mr/IeHb)

[0063]

B mHacrosimmem wu300peTeHMM JO3UPOBKA  JIEKAPCTBEHHOIO  CPENCTBA, CTENEeHb
MIPOHUKHOBEHUsI JIEKAPCTBEHHOTI'O CPEACTBA, KOJIMYECTBO OCTATOYHOIO JIEKAPCTBEHHOTO
CpeACTBa M KOHLEHTpALMsl TAHIOCIUPOHA B KPOBH (TJ1a3Me) SIBJISIOTCS KOJHYECTBAMHU,
NepeCUUTaHHBIMH Ha (popmMy, CBOOOIHYIO OT TAHIOCIUPOHA, €CJIU CIELHATBHO HE YKa3aHO HHOE.

[0064]

B Hacrosiiem u3o0peTeHrH J03UPOBKA MU KOJIMYECTBO MPOHUKHOBEHHS TAHIOCTIUPOHA
WIH €r0 COJIU MOXKET ObITh COOTBETCTBYIOIIMM OOpPa3oM CKOPPEKTUPOBAHO B 3aBHCUMOCTH OT
TUTA COEAMHEHUs], CUMITOMA/BO3pacTa/Beca Teya/QyHKLIUU TOYEeK WM TeYeHU TMallMeHTa WU
Tomy mnonobHoro. Hampumep, cyrouHas no3a jekapcrBa coctaBisier ot 0,1 mo 100 mr wu,
npennoututesibio, ot 0,2 no 50 mr wium tomy momoOHoe. Ilpumepsl BepxHero mnpenena
BKro4yaroT 100 mr, 80 mr, 50 wmr, 30 mr, 15 mr u Tomy nopobHoe IIpumeps! HIDKHETO Tpenena
BKro4aroT 0,1 mr, 0,2 mr, 1 wmr, 2 mr, 3 Mr u Tomy nogoOHoe. [Ipumepbl MpeAnOYTHTETHFHOTO
IUana30oHa BKIIFOYAKOT JEOOYI0 KOMOWMHALMIO 3THX BEPXHUX M HIDKHHUX mpenesioB. CyrodHas
MPOHULIAEMOCTD JIEKapCTBa MOKET cocTaByiATh OT 0,1 g0 20 mr, npeanoururensHo, oT 0,2 a0 10
mr. IIpumeps! Bepxnero npeaena xiaro4aroT 20 mr, 10 mr, 8 mr, 7 mr, 5 Mr, 3 Mr u Tomy
nonodnoe. Ilpumepsl HmwkHero npepena Bkiaro4aroT 0,1 mr, 0,2 mr, 1 mr, 1,5 Mr u tomy
nonoduoe. IIpuMepsl MPEANOYTUTENLHOTO AMANA30HA BKJIIOYAIOT JIIOOYH0 KOMOWHAIIMIO STHUX
BePXHUX W HIDKHUX mpeaesoB. YacToTy HO3UPOBAHUS MOXHO COOTBETCTBYIOIIMM OOpa3oM
OTPEryJIMpPOBaTh B 3aBUCUMOCTH OT CBOMCTBA KOMITO3UIMHU. ECIM KOMMO3UIUS MpPEaCTaBIsieT
co00#1 cocTaB Al TPAHCAEPMAIBHOTO BBEAEHHS, YaCTOTa COCTABISIET, HAIPUMEpP, OT OJHOTO
pasza kaxkapie 12 4acoB O OAHOTO pasa Kaxkablie 7 aHel. Takske MoxkerT ObITh BbIOpaHa jro0ast
NEePUOIUYHOCTh MEKAY HUMH, HAPUMEpP, OAUH pa3 Kaxkable 2 NHs, OAUH Pa3 Kaxjable 3 JHs,
OIIMH pa3 Kaxable 4 MHS Wik ToMy noxoOHoe. Eciu koMmo3uius npeacrasiiser coboit cocTan
IJIsl MTHBEKIUN, YaCTOTa COCTABJIIET, HAIpUMeEp, OT OJHOIO pa3a B JEHb JO OIHOIrO pas3a B 3
Mecsiia. Mexay HUMHU MOKET ObITh BbIOpaHa Jr00asi 4acTOTa, HANPUMEP, Pa3 B HENEN0, pa3 B
IBE HEeNH, pa3 B 4 Helenu, pa3 B 3 Mecsla u ToMmy nofaooHoe Takske BO3MOXKHO PEryJHpOBaTh
BpeMsi JO3UPOBAHUSI B 3aBUCUMOCTH OT CHUMIITOMA C MOMOIIBI) aBTOMATUYECKOTO MHXKEKTOpa
HAaCOCHOTO THWIA JJIsl JJIUTEJbHOTO BBEICHUS B TeUeHUE 24 YacOB WJIM IJIs1 BBEIAEHUS TOJIBKO
TOrJa, KOTAa MalueHT OOAPCTBYeT. ATEHT MOXKHO CMEIIHMBAaTh C COCTaBOM, CONEPKalIUM
JIEBOZOITY, U BBOAHUTH €T0 JJIUTEIBHO.

[0065]

B HacrosiimeM n300peTeHNN TaHIOCIUPOH WJIH ero (apMarleBTHYECKH MTPUEMIIEMYIO COJTb
WIA TPOJIEKAPCTBO, MPENIOYTUTEIBHO, BBOIST TaK, YTOObI KOHLIEHTpALMs TAHIOCIHUPOHA B
KpoBH (11a3me) denoseka cocrasisuia oT 0,05 mo 20 Hr/ma B nepecuere Ha cBOOOIHYIO (hopmy
3a MEpPHOJ, B T€YEHHE KOTOPOrO JIEBOJOMA JKEJATEIbHO SIBJSIETCS akTHUBHOW. B wactHOCTH, B
J€Hb NEPUO COCTABJISIET |2 4acOB WM [OJbLIE, TPEANOUYTUTEIBHO 16 YaCOB WJIM JOJbLIE.

[0066]
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ITpuMeps! KOHIIEHTPALUU TAHAOCIIUPOHA B KPOBHU (IU1a3Me) uenoBeka BKio4aT ot 0,05
1o 20 Hr/Ma u ToMy nogo0HOe B mepecuere Ha cBoOOnHYI0 (hopmy. [Ipumeps! BepxHEro mpenena
BKirovaroT 20 Hr/mut, 15 wvr/mo, 10 vr/mun, 8 Hr/miu, 5 Hr/mMa u tomy momoOHoe. ITpumepsr
HkHero npexpena Bkimo4aroT 0,05 wr/mo, 0,1 ar/ma, 0,2 ar/mu, 0,5 vr/miu, 1 HI/MI u TOMy
nopobHoe. IIpumepsl MPENMOYTUTENIPHOTO JHAa30Ha BKIIKOYAIOT JIIOOYI0 KOMOHMHALIMIO 3THX
BEPXHUX U HIDKHHUX TNpEeAeoB. BpllleynoMsHyTas KOHLEHTpalus TaHJOCIHUPOHA B KpPOBH
(ma3me) 4enoBeka MOKET ObITh JOCTUTHYTa MPU OZHOKPATHOM BBEIEHHM HJIM B KauecTBE
MO ICP>KUBAIOIIEH KOHLIEHTPALIMH MTPH TIOBTOPHOM BBEICHUH.

[0067]

B Hacrosem n300peTeHnH MpruMepbl MaKCUMalbHOTO 3HaYeHus1 (Cmax) KOHLEHTpaIH
TAHJIOCTIMPOHA B KpoBH (Tuiazme) denoBeka BkIrOYaoT ot 0,1 1o 20 Hr/mi u ToMy mogoOHOe B
nepecueTe Ha KOJIM4YeCTBO B cBoOomHO# (opme. Ilpumepnr BepxHero mpepena BKIOHarOT 20
Hr/mi, 15 vr/mon, 10 vr/mn, 8 Hr/mn, 5 HI/Ma u Tomy nogodHoe. TIpuMepsl HIKHETO Tpenena
BmovaroT 0,1 wr/mu, 0,2 wr/mo, 0,5 Hr/mu, 1 Hr/Mn u Tomy mnomoOHoe. Ilpumepsr
NPEATIOYTUTENIPHOTO AMANa30Ha BKIKOYAT JIOOYI0 KOMOMHALMIO 3THX BEPXHUX M HUYKHUX
NPEIEIIOB.

[0068]

B Hactosmem wu300peTeHMHM TpUMEpPHl IUIOMAAW TMOJ KPHUBOW  3aBUCHUMOCTH
KOHLeHTparuu TaHxocnupoHa ot BpeMeHu (AUC) B kpoBH (IJ1a3Me) YesoBeKa BKIIOYAIOT OT 3
no 700 Hr*4/mn u ToMy nofoOHOE B MepecdeTe Ha KOJM4YECTBO B cBOOOAHON (opme. ITpumepst
BepxHero mpezaena BkiIro4aroT 700 Hr¥*u/mu, 600 mr*u/mu, 400 ar*u/mu, 300 wr*u/mmu, 200
Hr*u/mi u Tomy nogoOHoe. [Ipumeps! HIDKHEro npenena BKIKOYaT 3 Hru/mi, 5 Hr*u/mi, 10
Hr¥*u/min, 30 Hr*y/mMa u Tomy nopoOHoe. [IpuMepsl peAnoYTHTENPHOrO JUaNa30Ha BKIIOYAIOT
moOyI0 KOMOMHAIMIO 3TUX BEPXHUX U HUKHUX IPEIENIOB.

[0069]

B HacrosimmeM wu300peTeHUH KOMIIO3MLMS, COAEpKallas TaHIOCIUPOH WU €ro
(apMaleBTHYECKH TPUEMIIEMYIO COJIb HJIH MPOJIEKAPCTBO, MPEACTABISIET COO0M KOMITO3ULIHIO,
XapaKTEPU3YIOIIYIOCS BBEACHUEM TaKUM OOpa3OM, UYTO KOHLIEHTPAILMs TAHAOCIHPOHA B KPOBU
(masme) denoseka coctasisieT oT 0,05 mo 20 Hr/mn B TeueHue 8-16 4acoB mociie BBEICHUS
TAHIOCTIMPOH HJIH €ro (hapMaLeBTHUECKU MPUEMIIEMON COJIM WJIN TPOJIEKApCTBa.

[0070]

B HacrosimmeM wn300peTeHHMM, €CIM KOMIO3ULUS, COIeprKaliasl TaHAOCIHPOH MK €ro
dapManeBTHYECKH MPHEMIIEMYIO COJIb WJIM TPOJIEKAPCTBO, MPEACTABISIET COOON KOMITO3ULHEO
IUI TPAHCAEPMAIBHOTO BBEICHMS, IUIOMIANb €€ NMPUMEHEHHS OOBIMHO MPH HEOOXOAMMOCTH
MOJKeT OBITh CKOPPEKTHPOBAaHA, HO OOMIas IUIOLIagb MPUMEHEHHUS O3bl, MPEANOYTHTEIBHO,
cocrasisier ot 1 10 100 oM. IIpumeps! BepxHero npeaena BkiIo4aroT 100 cM?, 50 oM, 40 o’
30 cm?, 20 cM” 1 ToMy nogobHoe. [Ipumepsl HUXKHETO npezena BKII0YAT | oM’, 2 oM, 4 ev’, 9
cM® u ToMmy monoOHOe. ITpuMepbl MPEANMOYTHTEIBHOTO IHANA30HA BKIIOUAIOT JIHOOYIO
KOMOMHAIIMIO 3THX BEPXHUX M HIDKHUX T[PenesoB, KOTOpass IMO3BOJSIET JOCTHUYb

NPEATIOYTUTENIBHOTO TeparneBTudeckoro s¢dexra.
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[0071]

TannocnupoH wiu ero QgapManeBTUYeCKH NpUEMIIeMas COJIb WM IPOJEKApCTBO 10
HACTOSIIEMY HM300PETEeHHIO TMPEBBINAIOT HIDKHEE NpPEAeNbHOE 3HAaueHHe KOHLEHTPALUH
TAH/IOCTIMPOHA B KPOBH (TU1a3Me) YeslOBeKa B TE€UEHHE 8 4acoB, MPEANOYTHUTEIBHO, B Ipenenax 6
4acoB M, Ooyiee TPENNOYTUTENIbHO, B Te4YeHHe 4 4YacoB TIOCIe€ OMHOKPATHOH O3Bl H
KOHLIEHTPALMs] TaHJOCHHPOHA B KPOBH (IUla3Me) uesNoBeKa MNOAJMEPXKUBACTCS B JUANA30HE
MEKy BEPXHUM U HIDKHHUM TIpefesioM a0 16 4acos, mpeanouTuTeNnsHo, 10 18 vacos u, Oosee
MPEeANOUYTUTENBHO, A0 20 YacOB MOCe ONHOKPATHOM O3B

[0072]

B Hacrosimem M300peTeHHWH COCTaB TAaHAOCIHMPOHA JUI TPAHCAEPMAJIBbHOTO BBEACHHUS
NpPeAOoCTaBIsIeTCS Aisl Tepanuu Oone3Hu [TapKMHCOHA TyTeM OIHOBPEMEHHOTO MPUMEHEHHUs C
COCTaBOM, COIEPIKALIUM JIeBOAOMY. MOXHO OKHIATh, YTO KOMITO3ULHS JUJISI TPAHCIEPMATBHOTO
BBEJICHUS TAHIOCIHUPOHA IO HACTOSIIEMY H300pETeHHIO OyAeT HMMeTh NPEeNNOYTHTEIbHbIHI
3¢ ekt npu BBEACHUN KOMITO3ULINH, COAepIKaIIel IEBOIOITY, Yepe3 6 4acoB, MPEANOYTUTENBHO,
yepe3 8 4acoB u, OoJIee MPEeaNOYTUTENBHO, Yepe3 12 4acoB mociie MPUMEHEHHs] KOMITO3ULIUHU JJIS
TPaHCAEPMAIBHOTO BBENEHUs TaHAOCMUpOHAa. Kpome TOro, CTaOMiIbHBIA TepaneBTHUECKUN
3¢ ekt nocTuraeTcs BHE 3aBHCUMOCTH OT BPEMEHH BBEIEHHS COCTABa, CONEPIKAIIETO JIEBOIOY,
IyTEM MHOTOKPATHOTO BBEICHHUS COCTaBa, BBOAWMOTO TPAHCIEPMAJBHO C TaHIOCIHPOHOM,
IyTEM 3aMEHBI COCTaBa Yepe3 KaXKAble 3aJaHHbIE TPOMEXKYTKH BPEMEHU.

[0073]

Jlanee omnuceIBaeTCsl Croco0 M3TOTOBJEHUS KOMITO3UIMM IO H300pPETeHHIO s
TPaHCAEPMAJIBHOIO BBEACHHUS, HO HACTOsALIEe N300pETEHNE SITUM HE OrPaHUYUBAETCS.

[0074]

CoctaB 1Mo M300pETEHHIO IJIsl TPAHCAEPMAJIbHOTO BBEACHUS MOXKET ObITh M3TOTOBJIEH
obmen3BecTHBIM criocodoM. Kueiikast jeHTa 1Mo HM300peTEHHIO MOXKET OBbITh H3TOTOBJICHA,
HarpuMep, COTJIACHO CIIEAYIOLIEMY TIPUMEPY U3TOTOBIEHHS 1.

[0075]

(ITpumep m3rorosienus 1)

Omnwcan oOmuit METO M3TOTOBJICHUS KICHKHX JICHT (TPaHCAEPMAIbHOTO IJIACTHIPST).

Kneiikasi neHTa 1O W300pPETEHHIO MOKET OBITh M3TOTOBJIEHA OOBIYHBIM CIIOCOOOM.
Hanpuwmep, kielikasi JieHTa MOXKET ObITh M3TOTOBJIEHA KaK OMNHCAHO B paszesie, MOCBSIIEHHOM
npounsBoncTBy 1uacteipeii, B «Keihi Tekiyo Seizai Kathatsu Manyuaru» [Development manual
for transdermally applied formulation], mon pykooacTeom Mitsuo Matsumoto (1985). Knetikast
JIEHTa TaK)K€ MOXET OBITh U3TOTOBJIEHA, HATIPUMED, C MTOMOIIBIO YCTPONUCTBA, CIIOco0a UM TOMY
nonoOHoro, onmcaHHBIX B padore «Development of Portable Equipment for Manufacturing
Transdermal Patches (MEMBRANE), 32(2), 116-119 (2007))».

[0076]

B gactHOCTH, OOBIYHBIN CTIOCOO M3TOTOBJIEHUS KJICHKOH JIGHTHI MOXKET MPUMEHSITHCS JJIsI
o0pa3oBaHMUsl AAT€3WBHOTO CJIOSI TpPH NPOM3BOACTBE KJIEHKONW JIEHTHI 10 HACTOSIIEMY

n3o0peTeHn0. TUNMHYHBIM TPUMEPOM 3TOTO SBJIAETCS CIIOCOO HAHECEHWs] MOKPBITUS U3
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pacTBOpUTENSi, HO TaKKe MOJKHO HCIOJB30BaThb CHOCOO HAHECEHUS] TMOKPBITHUSI U3 TOPSYETrO
pacmiaBa, Crioco0 MOKPBITUS SMYJIbCUEH OTBEPKACHHEM 3JIEKTPOHHBIM H3JIYYCHHEM WU TOMY
moapo0Hoe.

[0077]

UroObl cHOpMHUPOBATh aAre3UBHBIN CJIOH C KCIOJNB30BAHHMEM METONA TMOKPBITHS U3
pPacTBOpUTENIA, TAHAOCIHUPOH, CMECh, COAEPKALIYIO AaAre3UB, YCUJIUTENb MNPOHULAEMOCTH,
OTBEPAUTEIb U APYTHe KOMIIOHEHTHI COCTABa CMELINBAIOT ¢ OPraHUYECKUM PACTBOPUTENEM JIs
MOJYYEHUs] CMECH aJre3UBHOTO CJIOS, U CMECh HAHOCSAT Ha OAHY CTOPOHY MOIJIONKKH WJIH
CbEMHOM IUJIEHKH M CYLIAT, 3aTe€M YAAJISIOT OPraHUYeCKUH PacTBOPUTENb WU HAKJIEHUBAIOT
AHTUAT€3UOHHYIO TUICHKY WJIU MOJIOKKY A0 WIH MOcae Cylku. ToNmuHa aAre3MOHHOTO CJI0st
KJIEHKOM JIEHThI 0CO00 HE OTPAHUYUBAETCS, HO, MPEANOYTUTENBHO, COCTABIISIET OT OKOJIO 10 MKM
1o okoJyio 400 MkM, 6oJiee PEAMOYTUTENBHO, OT 0K0Jio 20 MKM 110 okosio 200 MkM, erne Oosee
MPEINOYTUTENBHO, OT OKOJIO 50 MKM 10 okojio 180 MKM U, OCOOEHHO MPEANOYTUTENBHO, OT
okoyio 70 MkM 10 0k0J10 150 MKM.

[0078]

(ITpumep m3roToBIEeHNUS 2)

IIpuroroBneHue Ipyrux COCTaBOB JJIsl MAPEHTEPAIbHOIO BBEICHUS

[0079]

Ma3p MOHO H3rOTOBUTH OOIIEM3BECTHBIM CIIOCOOOM. Macio-kupoBasi Ma3b OOBIYHO
MOJKET OBbITh M3TOTOBJICHA IMyTE€M HArpeBaHHs W IUIABJICHUS MACISTHO-JKMPOBOTO CyOCTparta W3
yIJIEBONOPOAOB WJIM TOMY IMONOOHOrO, TakOro Kak Maclio W JKHpP, BOCK WWIH mapaduH,
n00aBJIeHHs] AKTHBHOTO UHTPEANEHTA, TIEPEeMEIINBAHS JIJIs1 PACTBOPEHUS WIIH JUCTIEPTUPOBAHHUS
AKTUBHOIO HWHIPEAMEHTA U IEPEMEUIMBAHUSA WU 3aMELIMBAHMS, IIOKa BCS CMECh HE CTaHET
onHOpoaHOH. BomopacTBopuMasi Ma3b OOBIMHO MOKET OBITh M3TOTOBJICHA MyTEM HArpeBaHUs U
IUIABJICHUS BOAOPACTBOPUMOIO CyOCTpaTa, TAaKOro Kak Makporoj, H00aBiIeHHs aKTHBHOTO
WHIPEAUEHTa, a TAaKK€ CMEIIMBAHHUS U 3aMEIIMBaHUS JO TeX IOp, MOKa BCS CMECh HE CTaHET
TOMOT'E€HHOM.

[0080]

Ma3p MOkeT ObITb HW3rOTOBJIEHA MyTeM CMEIIUBAaHUS TAHIOCIHPOHA C BBICIIUMU
CIIUPTaMH, TAaKUMH KaK LETAaHOJ WJIM CTEAPUJIOBBIM CIHPT, BBICITUMHU >KUPHBIMH KHUCIOTAMH,
TaKMMH Kak MHUPUCTHHOBAs KHCJOTA, JIAypUHOBAs KHUCJIOTA, MaJbMUTHUHOBAs KHUCJOTA,
CTeapuHOBAsl KHCJIOTA, JIMHOJNEBAas KUCJIOTA WM WX CJIOXKHBIA 3(Qup, BOCKOM, TaKUM Kak
OUMILEHHBbIN JIAHOJWH WU CIEePMALET, MOBEPXHOCTHO-AKTHUBHBIM BELIECTBOM, TAaKUM Kak
CJIIOKHBIA 3pup copOuTaHa M KUPHOH KHUCJIOTHI WM CIOXHBIA 3(up caxapo3sl U KUPHOM
KHCJIOTBI, ¥ YIJIEBOJAOPOAAMH, TAKUMHU KaK THAPOMIIIbHBIA NETPONATYM, KUIKUN napaduH wim
miactubaza. Kommosuimsi Takoil masm BKrodaer, Hampumep, or 0,5 mo 10% mo wmacce
tannocnupona, ot 0,1 no 5% mno macce Beicmiero cnupta, or 1 no 15% mo macce Boiciieit
JKUPHOU KHCJIOTBI WM €€ CJIOKHOTro 3¢upa, or 1 1o 10% nmo macce mOBEPXHOCTHO-aKTUBHOTO
BewlecTsa, oT 4 1o 10% no macce Bocka u ot 50 no 80% no macce yriesogopona. Masp Moxer

ObITb  MONy4YeHAa, HANpUMep, CHOCOOOM  H3rOTOBJEHUs, BKIIOYAOLIMM  J00aBlICHHUE
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TAHAOCNHPOHA U  BBILIEYNOMSIHYTBIX JOIMOJHUTENbHBIX KOMIIOHEHTOB M CMELIMBaHHUE
MHIPEMEHTOB NIPU HAarpeBaHUU U Noajep:kaHuu Temnepatypel oT 50 no 100°C, u xak TOJBKO
BCE€ MHTPEAMEHTHI CTAHYT MPO3PayHbIM PACTBOPEHHBIM PACTBOPOM, FOMOI€HHOE CMEIIMBAHUE
UHIPENEHTOB C TIOMOINBIO MHKCEpa-rOMOI€HH3aTOpa, W 3aTeM MepeMelIMBaHue IpU
OXJIAKIEHUH U OCTBIBAHUSI CMECH.

[0081]

WHBbEeKUMOHHBI areHT WIM COCTaB JJisl  MOAKOKHOIO, BHYTPUKOXKHOTO — HJIU
BHYTPUMBIIIEUHOTO BBEJECHUS MOXKET ObIThb HM3rOTOBJIEH OOIIeH3BeCTHbIM criocobom. Takoii
UHBEKIUOHHBIN OOBIYHO MOKET ObITh M3TOTOBJIEH CIAEAYIOLIUM CIIOCOOOM.

(1) AKTUBHBIN UHTPEIUEHT 3aTOIHIETCS] HETOCPEICTBEHHO, HITH aKTUBHBIA HHTPETUESHT C
nobaByieHueM HO00AaBKU PaCTBOPSIETCS, CYCHEHOUPYETCS MM SMYJIbCHPYETCs B BOAE JUIS
UHBEKLUH, JPYroM BOJHOM HJIM HEBOIHOM pPACTBOPE WM MOAOOHOM M TOMOTE€HU3HUPYETCS, U
pacTBOp  3aJMBAaEeTCs B  KOHTEHHEpP JJi HMHBEKLUH, TEepPMETUYECKH 3aKpbITbII U
CTEPUJIN30BAHHBIN.

(1) AKTHBHBI WHTPEOUEHT 3aNOJHIETCS HANPSMYIO, MM AKTUBHBIH HMHIPEIHEHT C
nobaByieHHeM HO00AaBKU PpacCTBOPSETCS, CYCHEHAUPYETCS WM 3MYJbCHPYETCs B BOAE UL
UHBEKLHUH, IPyroM BOJHOM MJIM HEBOIHOM PACcTBOPE MIIHM TOMY NOJOOHOE U TOMOT€HH3HPYETCH,
U pPacTBOpP CTEPWIbHO (UIBTPYETCS WIJIM TPHUTOTABIMBAETCS M TOMOTEHHU3UPYETCS B
aCeNTUYECKUX YCJIOBUSX, & 3aT€M IOMELIAETCsl B KOHTEWHEep MJIsl UHBEKLUH U TepMEeTUYECKU
3aKpbIBAETCSI.

[0082]

HMHBEKIIMOHHBIN areHT Tak)Ke MOXKET ObITh M3TOTOBJIEH B BHUAE JTHOQUIM3HPOBAHHOTO
UHBEKIMOHHOTO areHTa WU MOPOIIKOBOIO HMHBEKLMOHHOIO AareHTa [Jisl MpeaOTBPALICHUs
pa3sI0XKeHUs] WM MHAKTUBALMU aKTUBHOI'O MHIPEAUEHTA B PaCTBOPE.

[0083]

JInopuIM3NpOBaHHBIA MHBEKLMOHHBI areHT OOBIMHO MOXKET ObIThb U3TOTOBJIEH MyTEM
HEMOCPEICTBEHHOIO 3allOJIHEHUsl AaKTHUBHBIM MHIPEJUEHTOM WM 3alOJHEHUs AaKTHUBHBIM
UHTPEIUEHTOM W JOOABKOH, TakOHW KaK SKCLUUITHEHT, KOTOPbIE PACTBOPSIOTCS B BOAE IS
UHBEKUUH W aCenTU4YeCKu (QUIBTPYIOTCS, KOHTEHHepa [JIsi WHBEKIMOHHOTO areHra ¢
nocnenyromei muodriuzanvei, wiv aruoQUIN3aUell WHIPeIUEeHTa B CIEeHUATH3UPOBAHHOM
KOHTelHepe C MOCIeNY0IIHUM HEMOCPEICTBEHHBIM 3alI0JIHEHUEM UM KOHTelHepa.

[0084]

[TopowKOBEIi WHBEKLIMOHHBIH areHT OOBIMHO MOKET OBITh HW3TOTOBJEH IyTEM
3aIOJIHEHNsI KOHTEHHepa 11 MHBbEKLMOHHOTO areHTa MOPOLIKOM, MOJyYeHHBIM (uibTparmei
HA aceNTHYECKOM (PHIIbTPE U MOCIENYIOIeH KPUCTAJUTN3ALNEH, NI TIOPOIIKOM ¢ 100aBIeHeEM
CTepUITM30BAHHON JTOOABKH.

[0085]

Hanpumep, pacTBOp akTUBHOIO MHIPEANEHTA MOJIYy4al0T PACTBOPEHUEM TaHIOCIIUPOHA B
BOJZI€, OPTraHUYECKOM PAaCTBOPUTEINE WJIM CMECU BOJBI U OPraHUYECKOrO paCTBOPUTEINST BMECTE C

IIOBEPXHOCTHO-aKTUBHBIM BemnecTBOM. [lonyueHHBI pacTBOp MOXKHO MNpOQUIBTPOBATH U
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CTEPUJIM30BATh C MOMOIIBIO CTEPUIM3ALMOHHOIO (UIbTPa AJIsl MPUTOTOBJICHHUS ACENTHYECKOrO
pacTBOpa aKTMBHOTO HWHIPEAMEHTa. B 3TOM OTHOIIEHMH PacTBOPUTENb, HCIOIb3YEMbIH IS
pacTBOpeHHst (BOIA, OPraHUYECKHI pACTBOPHUTENb WJIM CMECh BOIAbl U OPraHUYECKOrO
pacTBOpUTENs), MPEANOYTUTENIBHO, MPEACTaBIsAeT COOOH OpraHMYeCKHi pPacTBOPUTENb HIIH
CMeCh OPTaHUYECKOTO PACTBOPHUTEIIS U BOABL, H, O0JIee MPEANOYTUTEIBHO, CMECh OPraHUIECKOT0
pactBoputenst u Boabl. Crepuiam3aumoHHbIH (uiabTp ddexTHBeH AT QUIABTPALUH U
CTePUIM3ALMK, & TAKXKe Ui YOAJIeHHs MOCTOPOHHUX MPEAMETOB M3 ChIPbSl WIM SK30T€HHBIX
MIOCTOPOHHUX TPEIMETOB, IPUMELIAHHBIX B MPOLIECCE MPOU3BOICTBA.

[0086]

[TprMepsl MOBEPXHOCTHO-AaKTUBHBIX BELIECTB BKJIIOUAOT mojucopbar 80, mommcopOar
20

THAPUPOBAHHOE KacTOpoBoe Macyo 60, nojokcamep 188, MOIMOKCUITUIIEH-KAaCTOPOBOE Maco,

, TIOJMOKCHATUJIEH-TUAPOT€HU3UPOBAaHHOE KacTopoBoe Macio S50, MONHOKCHU3THUIIEH-
XJIOpUA OEH3AJIKOHMS, JaypUIICyIbhaT HATPHUA U TOMY NOJOOHOE, M TaKXKe MOKHO HUCTIOIb30BATh
nBa win Oojee U3 HUX. [IOBEPXHOCTHO-aKTUBHOE BEIIECTBO, MPENNOYTHTEIBHO, MPEACTABISAET
coboti monmucopdat 80. IToBepXHOCTHO-aKTUBHOE BEIECTBO, MPENNOYTHTEIBHO, UCIIONB3YETCS B
kosaecTe oT okojio 0,005% (mac./06.) no okono 10% (Mac./00.).

B xauecTBe BOABI MCHIOJIB3YETCSI OUMIIEHHAS BO/A, BOJA TOTO e MM OoJiee BBICOKOTO
KadeCTBa, 4YE€M O4YHINCHHasA BOJ4, WJIKW BOJAa IJIA PIH"beKL[PIfI. HpI/IMepbl OPraHnu4€CKoOro
pPacTBOPUTENST BKIIIOYAIOT CHUPTOBBIE PACTBOPUTENN (HANpPUMEp, METAHOJN, STAHOI U TOMY
nonoOHOE), ampOTOHHBIE pPACTBOPUTENHM (Hampumep, aueToH, aumerwicyibdokcun, N, N-
AUMETUIIAlIETAMUA U TOMY HOI[O6HO€) H TOMY HOI[O6HO€, WK MOXHO HCIIOJNB30BAaTh ABAa HUJIH
Oonee pactBoputeneii. OpraHUYeCKU pacTBOPUTENb, MPENNOYTHTEIBHO, MPEACTABIAET COOO0M
l-mpomaHoy, METaHOJ, 3TaHOJ, 2-MPOMAHON, AaueToH, auMmerwicyiabpokcua wmwin N, N-
IUMEeTUJIaleTaMuU.

UHBEKIIMOHHBI areHT MO H300PETeHUI0 MOXKHO BBOAMTH BHYTPHMBIIIEUHO WJIH
MOAKOXKHO IOCJIC MNMPHUCOCOAUHCHUA I/IH’beKLII/IOHHOfI HIJIbl K MPEABAPUTEIIBHO 3aIllOJJHCHHOMY
mmnpuny, HaroJHEHHOMY COCTaBOM. HH"beKL[PIOHHbeI Ar'€HT TAKXKEC MOXET 6bITb BBCACH IIYTEM
acIUpalliy COCTaBa M3 KOHTEHHepa, TAKOro Kak (PJIakoH, 3arMOTHEHHBIN COCTABOM, B LITIPHUIL JJIsI
I/IH’beKLII/Iﬁ H€PE3 UMHBCKIUOHHYKO Uy W MNOCJICAYIOLICrO BBECACHUA COCTaBa BHYTPUMBIIICYHO
WiIn IIOAKOXHO. KpOMe TOro, CcoCraB MOXKET 6I:>ITI:> J'II/IO(I)I/IJ'II/ISI/IpOBaHHbIM COCTaBOM,
NOJIYYEHHBIM IIyTEM HATOJHEHUSI COCTaBa B KOHTEHHepP, TaKOH Kak (pyakoH, M JHOpMIM3aLUei
COCTaBad, UK COCTABOM C IMOPOLIKOM, MOJYYCHHBIM 3aIIOJHCHUEM BbICYIICHHBIX KPUCTAJIJIOB
MOpOoIIKa, TMMOJNYYCHHbIX NTYTEM BBIACICHUA W 3aTEM CYLHKOI\/'I KPpUCTAJIJIOB AKTUBHOI'O
UHTPEIUEHTa B COCTaBe B KOHTEHHepe, TakoM Kak (pumakoH. JInouan3oBaHHbIE COCTaBBI H
COCTaBbl, HAIMOJHCHHBIC MOPOMIKOM, MOXHO BBOAWTL BHYTPUMBIIICYHO HJIM IMOAKOXHO IIOCIE
acrpauuy CyCIEH3WM, IMOJYYEHHOH IyTeM CYCIHEeHIUPOBaHUsA COCTaBa B KOHTEHHEpE C
CYCIEH3UOHHBIM pPAacTBOPOM B IIPOLIECCE HCIMONb30BAHUA M3 KOHTEWHEpa B LIMPHUL IS
UHBEKLUUH Yepe3 NHBEKLHMOHHYIO UIy. MIHbEeKIMOHHBIA areHT MO M300PETEHUI0 TAKKe MOYKHO
BBOAUTb BHYTPHUMBIIICYHO WM IMOAKOXHO IIOCJIE TTOMCIICHUA KOHTeﬁHepa, 3aII0OJIHCHHOI'O

COCTaBOM, Ha O€3bITOJIbHBIN MIMPUIL (IIMPHLL, JOIMYCKAIOUIUH BBeAeHHE 0€3 HHbEKIIMOHHOM UTJIbI
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3a CUET UCIOJIb30BaHUs AABJIEHUs, CO3AaBAEMOr0 ra3oM, HHULMUPYIOLIUM areHTOM, MPY>KUHOU
WIA TOMY NOAOOHBIM, BCTPOCHHBIM B YCTPOMCTBO AJII UHBEKIMU U MMEIOIINM MEXaHU3M IS
BBIITyCKa PacTBOPA JIEKAPCTBEHHOTO CPEZCTBA, 3aNI0JHEHHOTO B KOHTEHHEpe).

[0088]

IIpumep M3roToBIEHUS] HHBEKLIMOHHOTO HACOCA AJIs JJIUTEIbHOTO BBEIEHUS

MHBEKIMOHHBI areHT NO H300pPEeTeHHI0 MOXKHO BBOIHTH JUIUTEIBHO, HCIONB3Ys
KOMMEPYECKU MOCTYIHBbI HMHBEKLMOHHBIA HACOC sl AJIMTENBHOIO IMOAKOXKHOTO BBEIECHUS.
WHBEKIMOHHBI HAcOC Ui JJIUTENBbHOTO TOAKOXHOTO BBENEHHs NPEACTaBisieT CcoOoi
YCTPONCTBO JJIsl YCTOMUMBOM MOAKOKHOM MHBEKIIUH JIGKAPCTBEHHOI'O CPEICTBA MALIUEHTY YEPE3
UHBEKLUOHHYIO TPYOKy, UMeroIee OJOK IJIsl XpaHeHHs JIEKAPCTBEHHOTO CPEACTBA M HACOC IS
JUTTEIbHOW HWHBEKLWHU JIEKAPCTBEHHOTO cpeacTBa. Takoe yCTPOMCTBO OOBIYHO HMMeEET
BCTPOEHHBIE YacChl M MPOrpaMMy, KOTOpas MOXKET H3MEHATb KOJUYECTBO HMHBEKLHMHU 32
ONpENENEeHHbIN NMepruoa BpeMeHH. EquHuna XpaHeHus JIEKapCTBEHHOIO CPEACTBA MPENCTABIISAET
coboi repMETUYHBIN KOHTENHED, 3aIMIOJIHEHHBIN JIEKaPCTBEHHBIM PacTBOpOM,
OTPEryJHPOBAHHBIM 1O KOHLEHTPALMK JIEKAPCTBEHHOTO CPENCTBA, HEOOXOOMMOHN IS
3¢ (eKTUBHOCTH JIEKAPCTBEHHOT'O CPENCTBA, COAEPKALIMH BIYCKHOW M BBIMYCKHOW MaTpyOOK
IUIA JIEKApCTBEHHOTO CPENCTBA ISl MOACOeNWHeHWst K Hacocy. Hacoc mpencrasnsier coboit
HACOC, KOTOPBIM MOKET JJINTEIBHO UHBELUPOBATH PACTBOP JIEKAPCTBEHHOIO CPEACTBA TOYHO B
MUHUMAJIBHOM KOJIMYECTBE, KOTOPBIM MPENCTaBisieT COOOH YCTPOWCTBO, KOTOPOE IO3BOJISIET
MHBELUPOBATh HEOOJIBIIOE KOIUYECTBO JKUAKOCTH OT mpumepHo 0,1 mn/menp mo 10 mi/gac.
EMkxocTe 111 XpaHeHHsl JIEKapCTB 3allOJHEHAa W COXPaHseT pacTBOP TaHAOCIHMPOHA C
COOJIIO/IEHNEM TIPABUJT ACETITUKH.

[0089]

Cpenctso Uil IJIUTENbHOW WHBEKLUUH IPEACTaBiseT COOOH CPEACTBO Ul WHBEKLUH,
KOTOpPO€ TPHMEHSIETCS] MOIKOKHO, BHYTPUKO)KHO, BHYTPHMBIIIEYHO HJIM TOMY MOAOOHOE ISt
BbICBOOOKIICHHsI AKTUBHOTO HMHIPEAMEHTAa B TE€YCHHE NJIUTEIbHOrO MEePHOAa BPEMEHU. ATEHT
IUI JUTUTEIbHOW WHBEKIUU MOKET ObITh HM3TOTOBJIEH OOIIEH3BECTHBIM CIIOCOOOM, OOBIMHO
IyTeM PACTBOPEHUsI UM CYCHEHAMPOBAHUs AKTUBHOIO MHIPEIUEHTA B PACTUTEIBHOM Maclie
WIK TONOOHOM, WM TIyTeM IMPHUTOTOBJIEHUS CYCHNEH3MH MHKpocdep ¢ HCIOIb30BAHUEM
OnopasnaraeMbIX MaKpOMOJIEKYJISIPHBIX COETUHEHH.

[0090]

WMITaHTHPOBAHHBIM areHT TNPEACTaBIsieT COOOW TBEpAbIH WM  TeleoOpa3HbIi
HUHBEKLMOHHBII areHT, IPUMEHsIeMbIH C TOMOIIBI0 HHCTPYMEHTA JJIs1 UMILIAHTALIU 11071 KOXKY, B
MBIy WA TOMY TOAOOHOE, WJIM XUPYPTHYECKHUM IyTeM, YTOOBI BBICBOOOXKIATh AKTHBHBIH
UHIPEIUEHT B TE€UYEHUE IJIMTENBHOrO Mepuona BpeMeHH. MMIUIaHTUPOBAHHBINA areHT MOXKET
OBITh M3TOTOBJIEH OOILIEN3BECTHBIM CIIOCOOOM. IMIUTAHTHPOBAHHBIN areHT OOBIYHO MOXKET OBbIThH
NOJIy4eH C UCIOJNb30BAaHUEM OHOpA3araéMoro MaKpPOMOJIEKYJISIPHOTO COEAWHEHHs IS
NPUTOTOBJIEHUS TPaHyJI, MEKpoc]ep MK reneoOpa3HbIX COCTABOB.

[0091]

(KomOuHMpOBaHHOE JIEKAPCTBEHHOE CPEICTBO)
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CoctaB mo M300pETEHHIO JUISI TPAHCIEPMAJbHOTO BBEICHHUS MOXHO HCIOJIb30BAThH
OJHOBPEMEHHO C CYILIECTBYIOIIUM TEPaNeBTUYECKUM areHTOM Ui JieueHus OoJe3HH
ITapkuHCOHA, OTIIMYHBIM OT JI€BOAOMBL IIpuMepsl TAKOro CYINECTBYIOLIETO TePaneBTUYECKOTO
JIEKapCTBEHHOTO CpeACTBa Ui JiedeHuss Oone3Hu [lapkuHCOHA  BKJIIOYAIOT, HO HeE
OrpPaHUYMBAIOTCS MMM, AaroHUCTBl JodamuHa (Hampumep, OpPOMOKPHUNTHUH, MEProJH,
TAJUNEKCON, KaOeproiuH, MpPaMHUIEKCO], PONHHUPOJ, POTUTOTHH M TOMY HOAOOHOE),
UHrHOUTOpEl MOHOamMHuHOKcHAa3sl B (MAOB) (Hampumep, CcenerwivH, pasarwiviH W
cauramun), UHrHOUTOPHI Karexod-O-merunrpanchepassr (COMT) (Hampumep, SHTAKAIOH),
aMaHTaJAMH, anoMopduH, UCTpaaeGUIUINH, AHTHUXOJMHEPTUYECKHE JIEKAPCTBEHHBIE CPEICTBa
(Hampumep, OunepuneH, TpurekcudeHwt, NpoPeHUINH U Ma3aTUKOJ), THATPUA, APOKCHIONA,
KapOUIONa, 30HUCAMU]T U TOMY MOHAOOHBIE.

[0092]

Hacrosimmee wusobperenne Oojee mOAPOOHO OMUCAHO CO CCBUIOYHBIMH TPUMEPAMH,
NpUMEPaMH U TECTOBBIMH IPUMEpPaMH, HO HACTOsALIee M300pEeTeHHEe UMM HE OTPaHHYHUBAETCSL.
Haspanus coeqnHeHU, NCNIOIB3yEMbIE B CIEAYIOLINX CChIIOYHBIX MTPUMEpaX, MPUMEPax U TOMY
nonobHoe, He 00s3aTeNTbHO COOTBETCTBYIOT HOMeHKatype IUPAC.

IIpumepsl

[0093]

IIpumeps! ONUCaHbI HUXKE.

[0094]

XOoTs TPOAYKTHI, ONMHUCAHHBIE B IPUMeEpax, HCIOJb30BAINCH B KAa4eCTBE KOHKPETHBIX
pEareHToB, MPOAYKTBI MOTYT OBbITb 3aMEHEHbl SKBUBAJEHTHBIMU NPOAYKTAMU OT JAPYIHX
npousBonurene (Sigma-Aldrich, Wako Pure Chemical, Nacalai Tesque, R&D Systems, USCN
Life Science INC, unu Tomy nogo0Hoe).

[0095]

(ITpumep M3rOTOBJIECHUS)

Ccbutounslii mpuMep u3rotosieHus 1: M3roroeneHne TaHaoCIUpOHA

Taunocnupos ((1R,2S,3R,4S5)-N-[4-[4-(mupumMuanH-2--ui) nunepaaus- 1-wmn|oytun]-2,3-
OourmkIo[2.2. 1 JrenTaHIUKapOOKCUMHUI) UMEET XUMUYECKYI0 (hOpMyIy, HU300paKEHHYIO HUKE.
Croco® ero mojy4eHus: OnucaH B SIMOHCKOH BbUIOKeHHOH myOnmkammu Ne 58-126865. Ee

OMHUCAHUE BKIIFOYEHO B HACTOSIIIINI JTOKYMEHT B KQU€CTBE CChUIKH.
[Xum. 2]

g (<)
N/\/\‘/ \N /
C

[0096]
(Ccputounblii mpuMep U3roToBJIeHHs: M3roTOBNIEHNE KIIEWKON JIEHThI ¢ TAHAOCITUPOHOM)

(M3roroBieHue KIEHKOH JEHTHI C TAHAOCITHPOHOM)



41

CwmemuBamu akpuiiobiii anre3uB (MAS683, CosMED Pharmaceutical Co. Ltd., 35,6%
o Macce TBepAbIX BemecTs, 12,5068 r), stunanerar (1,5 M) U NOTMOKCHA THIICHIIAYPUIIOBBIH
s¢up (0,2530 r). T'oroBunu pactBop Tanmocmupona (0,32512 r) B stmnanerare (5,5 o),
n00aBIISATM K CMECH aJre3uBa U TIIATENBHO nepeMernBaii. [1oayueHHy0 cMeCh BBIKJIAbIBAIN
Ha TOJUIOKKY M CYLIWJIM B TE€UEHHME CYTOK NP KOMHATHOM TemriepaType. 3aTeM K HeMy
NPUKJIEUBAIN aHTUAIN€3MOHHYIO TUIEHKY JJIl U3TOTOBJICHUS KJIEMKOMN JIEHTBI C TAHIOCTIHPOHOM.

(UsroroBneHue KIEHKOI JEHTHI ¢ mianedo)

CwmemuBanu akpuiioBbiii anresuB (MAS683, CosMED Pharmaceutical Co. Ltd., 35,6%
IO Macce TBepIbIX BemmecTs, 18,6962 r), stunanerat (5,5 MJI) U NOJHOKCHUA THIICHIIAYPUIIOBBIH
s¢up (0,3520 r) u TuiarenbHO nepemMerBain. [TonyueHHYI0 CMeCh BBIKJIAbIBATIHN HA MOIOXKKY
U CyIIWIM B TEYCHHE CYTOK NPU KOMHATHOH TeMmmepaTrype. 3areM K HeMy MpPUKJIEHBAIN
AHTHAATE3UOHHYIO MPOKJIAJIKY ISl U3TOTOBJIEHUS! KJIEHKOH JIEHTHI ¢ rianeo.

[0097]

B kauecTBe MOMJIOKKH UCTIONB30BaIH 50,8 MKM JJAMHUHATHOMW IUIEHKH W3 COMOJMMEpPA
noJusTUIeHTepedTanara w/wuian sTwieHBuHmnanerata (Scotchpak #9732) or kxommanmm 3M
Health Care Ltd. B kauecTBe pasnenutenbHON MPOKJIAIKK HCIONb30Bau Bynasheet 64S-018B
ot kommnanuu Fujimori Kogyo Co., Ltd.

[Tabmuma 1]

Tabmuna. ConepskaHue JIEKApCTBEHHOTO CPENICTBA B KIICHKOH JIEHTE ¢ TAHAOCITHPOHOM

Tonmuna Copnep:xanue TaHAOCIIUPOHA
(MKM) (mr/cm?)

Cocras 1 99 0,6

Cocras 2 94 0,6

Cocras 3 114 0,7

Cocras 4 105 0,7

Cocras 5 150 1,0

[0098]

M3mepeHne KoJaW4ecTBa JIEKAPCTBEHHOTO CPEACTBA (MO3MPOBKA JIEKAapCTBA) H
OCTaTOYHOT'O KOJINYECTBA JIEKAPCTBEHHOI'O CPEJCTBA B KJICHKOH JIeHTe

XOTsl HI)KE OIHUCAH MPHUMEpP YCJIOBHHA W3MEPEHUS! TO3UPOBKHU JIEKAPCTBEHHOTO CPENCTBA
U KOJNMYECTBA OCTATOYHOIO JIEKAPCTBEHHOI'O CPENCTBA, BMECTO HEr0 MOXKHO HCIOJB30BATh
APYrol MeTon HM3MEpPEHUs, MPOBEPEHHBbIH Ha NPEeIMEeT BO3MOJKHOCTH W3MEPEHHUS TO3UPOBKHU
JIEKapCTBEHHOTO CPEACTBA WJIM KOJHMYECTBA OCTATOYHOTO JIEKAPCTBEHHOTO CPENCTBA
TaHJOCIIHPOHA.

<IIpumep yClIOBHI U3MEPEHUS>

ITpuroToBieHne CTAaHAAPTHOTO PAaCTBOPa

I'oToBsT pacTBOp TaHmocnupoHa (okouso 4, 20 wnu 100 MKr/mi).

IIpuroroBnieHue pacTBopa cOCTaBa
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(1) Knefikyro neHTy momernaroT B KoHTelHep. JlobaBmsror 10 M aneroHa u o0iydaroT

yJABTPa3BYKOBOW BOJIHOU B TedeHue 30 MUHYT.

(2) 1 mx meranona nobasystoT Kk 1 Mt skcTpakTa (1) U mepeMermmBaoT.

(3) PactBop punptpyrot yepes punbTp (Millipore: Millex-FH (0,45 mxm, PTFE)).
[0099]

VYcnoBust BBICOKO3(GEKTUBHON KUAKOCTHON Xpomarorpaduu (BDXKX)
Kononka: YMC-Pack ODS-AM 250%4,6 MM (pa3Mep 4acTHLL 5 MKM)

Tepmocrar kononoku: 40°C

Jerexktop: ynbTpaduoneToBblii abCOPOLMOHHBINA crekTpodoToMeTp (AJIMHA BOJIHBI

usMepenusi: 240 HM)

Cxkopoctb niotoka: 0,9 mi/mMuH.

Bsenennoe xonnuectso: 10 Mxn

[MoneuwxHas ¢aza: cmech 10 MM docatHoro Oydepa (pH 6,8)/aueronutpuna (35:65))
[0100]

(OLieHKA KOHLIEHTPALIMHU B ILUIA3ME)

1. Meroaunka uccienoBaHui
1.1. Meron nmpenBapuTeNbHON 00paboTKH

50 wxn oOpasma rmiuasmMbl  KPBICHI  (DPAKIHMOHUPOBAIM B  IOJHIIPOIMIEHOBBIE

mukpornpodupku. Jodasmsmu 50 Mk Meranosia (50 MKJI CTaHAAPTHOTO pacTBOpa st oOpasma

KaJanOpoBOUYHOH KpuBoi) 1 200 MKJI pacTBOpa BHYTPEHHETrO cTaHmapTa (pactBop Oe3adubpara B

meranone: 200 HMmonw/n, 200 MK MeTaHONAa Ui XOJOCTOro oOpasma) M IepeMeLIHBajIH

MuKcepoM B TedeHue okoso 10 cexyna. Llenrpudyruposamm (4°C, 4500 o6/mun, 10 muH), u

3aT€M CYINEpHATAaHT MOABEPrajIn BaKYYMHOﬁ (I)I/IJ'II:;TpaI_II/II/I C HUCIOJIb30BAHHUCM (bI/I.]'[pra

(FastRemover MF 0,2 mxm). K 70 mka nmonydenHoro ¢unbtpata nodasmsuin 70 MKJI BOXHOTO

pacTBOpa aumerata aMMOHUS ¢ KOHLeHTparued 10 MMOJIB/JT 1 epeMeInBaIi B TeYE€HHE OKOJIO

10 cexyH ¢ TOMOIIBIO MUKCEPA C MOJy4YeHreM oOpasua i U3MEePEHHSI.

KoHIeHTpauuo TaHAOCTUPOHA H3MEPSITH METOIOM *KHIKOCTHOM XpoMaTorpaguu-macc-

CHEKTPOMETPUH.

[0101]

1.2. Ycnosus usmepenus

Kononka: XSELECT CSH C18, 3,5 mkwm, BHyTperauit nuametp 100%3,0 mm.
Temneparypa xononku: 50°C

ITonewxHas ¢asza A: BOOHBIN pacTBOp arjerata aMMOHHs 10 MMOJIB/JI.
ITonewxHas ¢aza B: meranon

Cxkopoctb notoka: 0,6 MiI/MUH.

I'panuentHsle yCIOBUS:

[Tabauma 2]

Bpewmst (mMuH)

0

0,10

5,00

6,00

6,01

9,00

IMonsmxuas dasa B (%)

15

15

95

95

15

15

Mertoa HOHU3ALIUU: HOHU3alUs SJICKTPOPACTIBIIICHUEM
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Meton oOOHapy>XeHHs: MOHUTOPUHI HECKOJBKHX PEaKIHH, pPEeXUM OOHapYKEeHUS
MOJIOXKUTEIBHBIX HOHOB

Monurop-uon: 384,2/122,1 (tangoctmpon Q1/Q3, m/z), 362,02/138,9 (6ezadubpar
Q1/Q3, m/z)

[0102]

(ITpumep 1: Ouenka M3MEHEHUI KOHLEHTpPALMU B IUIa3Me IPU NMPUMEHEHUHU KIIEHKOM
JIEHTBI C TAHAOCTIMPOHOM Ha OOBIYHOI KpBICE)

(Meron uccienoBaHusi)

Hcnonb3oBanu camioB kpbic junun Wistar (Bospact 14 wHenmens, Japan SLC, Inc)).
AOnomuHabHBIE O0JACTH KPbIC BBIOPHBAJIM IEpel NAaTOW OLEHKH KJIEHKOW JIeHThl, W Ha
OpromrHbie 00JIACTH B I€Hb OLIGHKH HAHOCWIIU KIIEHKYIO JIeHTy opmydsl 1 (pasmep coctasisit 9
CMZ). KpoBb cobupanu uepe3 2, 4, 6 u 24 dyaca mocje BBEICHHS HAHECEHHEM IS aHAJIN3a
KOHLIEHTPALMK TAaHAOCIHPOHA B IUIa3Me. Pe3ysnbTaThl yKa3aHbl B BHAE CPEOHETO
3HAYEHHSTCTAHIAPTHOE OTKJIOHEHUE.

[0103]

(PesynbraTen)

W3MeHeHNsT KOHLEHTpPAMM TaHAOCIHPOHA B IUIa3Me, ITOKa3aHHble Ha Qurype 1,
HAGTFOIAJIMCh TIPH TIPUMEHEHNH KJISHKOH JIGHTBI ¢ TAHZOCTIPOHOM (9 cM™: 31£2 cm?/kr). Boino
NOATBEPKIEHO, 4YTO KJEWKas JIeHTa CIUQKWBaja ¢ TOAJEPXKHMBaja KOHLIEHTPALHIO
TaH/IOCTIUPOHA B KPOBH.

[0104]

(ITlpumep 2: Ouenka >ddexra KISHKOH JIEHTbI C TAaHJOCIUPOHOM, CHMKAIOIIETro
JTUCKUHE3HIO )

Monens nopaMUHEPTUYECKON EHEePBALUH MOJIOCATOrO TeNla Y KPBIC C UCIIOJIBb30BAHUEM
MECTHOTO BBeIeHUsI 6-ruapokcuaopamMuHa (B JagbHelIneM Takxke HasbiBaemoro «6-OHDAY) B
OIIHy CTOPOHY MO3ra M3BECTHAa KaK THUIHYHAs SKCrepuMeHTaibHass moneib PD-LID (kpwichl,
nojiy4aBmue ¢ onHoit ctoponel 6-OHDA (kpbicel ¢ nopaxennem 6-OHDA)). AnomanbHbIe
HETPOU3BOJIbHBIC JBIDKEHHs, TONOOHbIe nuckuHesuu (AIMS), MpoOsBIAIOTCS B yKa3aHHOH
monenu mnpu mnoBTopHoM BBeaenuu Jesonmombl (Lundblad et al., European Journal of
Neuroscience, 2002, 15: 120-132, Winkler et al., Neurobiology of Disease, 2002, 10: 165-186).

[0105]

(Meron uccnenoBaHusi)

JUIsl IPUTOTOBNIEHHS JKUBOTHBIX MOZEJEH HCIIONb30BaIN caMLIOB Kpbic Wistar (Bo3pact
12 nmenens, Japan SLC, Inc.). BHYTpHOpPIOIIMHHO BBOOWIM JAE3HWIIpPaMHuHA ruapoxsiopun (25
mr/kr; Wako Pure Chemical). UYepe3 30 MuHYT Tociie BBEACHUS KpPBIC TOABEPTaU
MHTILMOHHON aHeCTe3MH U30(IIypaHOM C HCIOJNb30BAHHEM amrmapara oOIIel aHeCTe3Ud AJIs
SKCIIEPUMEHTAIbHBIX JKUBOTHBIX. Ilon aHecresmel M30(aypaHOM KpbIC MMMOOWIM30BAIN Ha
CTEPEOTAKCUUECKOM HMHCTPYMEHTe aisi Mosra. Koy Ha rojioBe paspesaln XUPYpPrHYECKHM
CKasbIeneM, 4ToObl OOHaXXUTh depen. Omnpenersiin KOOPAUHATHI OperMbl, MUCIONIb30BAHHONW B

kadectBe ucrounuka (AP: 0, ML: 0, DV: 0), u KoOpAuHATHl MPABOro MEIUAIBHOIO IyYKa



44

nepenHero mosra (AP: -44 mm, ML: 1,5 mm, DV: 7,8 MM ot Opermsi). Ilocne BcTaBku
MHBEKLIMOHHON TPYOKH Ui BBEEHMS B M3MEPEHHBIX KOOpAMHATaX MecTHO BBOmmiIM 6-OHDA
(9 mkr/4 wmkim;, Sigma-Aldrich), BeBbIBatOmy0 AoaMUHEPTHUYECKYIO AeHepBauuio. Yepe3 2
HeNleJqM ToCie OIepalui MOAKOXKHO BBOAMJIM IONYruapat anomopduna ruapoxiopuma (0,5
mr/kr; Wako Pure Chemical) u HaOnromanu BpalnateiabHOE IBHXKEHHE B MPOTHUBOIMOJIOKHYIO
cropony ot Mecra uHbekumu 60-OHDA. Kpeic ¢ 7 oboporamu wuiam Oonee B MHUHYTY
MCTIOJIB30BAJIM B Ka4eCTBE KPbIC, 00pabOTaHHBIX ¢ OHOM cTopoHbl 6-OHDA.

[0106]

Urobbl co3nate Mopens PD-LID, cmech rumpoxiiopuna CIOKHOTO METHIIOBOTO 3(upa
aesogona (6 wmr/kr; Sigma-Aldrich), pacTtBopeHHOro B (PH3HOJOrHMYECKOM pacTBOpe, U
rugpoxiopuna oencepasuna (15 mr/kr; Sigma-Aldrich) (manee Takke Ha3bIBa€MBIH «PacTBOP,
COZEP AL JIEBOIOIY» ) BBOAUIN BHYTPHOPIOLUIMHHO OJUH Pa3 B ACHb KPBICAM C MOPAKEHUEM
6-OHDA. PactBOp, comepskamuii JIEBOAOIMY, BBOAWUJIN TOBTOPHO B TE€YEHUE 3 HEAETb WU
JOJbINe Ui HAOJIONEHUS] U OLEHKH IMOBENEHUs. 32 MOBEACHHEM HAONONANId M OLICHHUBAIU B
MIPO3PAYHOMN aKPUJIOBOH KJIETKE B TedeHue | MUHyThI kaxkable 20 MUHYT dyepe3 20 MUHYT MocCie
BHYTPUOPIOLTMHHOTO BBEICHUSI PAcTBOPA, COAEPIKAIIETO JIEBOAOMY, BIUIOTh A0 3 YacOB MOCHE
BBeneHus. HaOmroneHue 3a moBeneHHeM ObUIO KJIACCU(ULIIMPOBAHO MO LENSIM KOHEYHOCTEH
(HEeTIPOM3BOJIbHOE CrHOaHUE WIIM PACTSDKEHUE MEePEeNHUX KOHEYHOCTEH Ha MPOTHBOMOJIOXKHOM
CTOPOHE pAacCCTPOMCTBA, pPAa3KUMAaHHE/CXKIMAHUE JIall, IOBM)KEHHE 3aIsiCThsi BBEPX M BHH3,
TPEMOp, OXOXKUH Ha XOPEI0, JKECTKOCTbh, MOXOXKYI0 Ha TUCTOHUIO), oceBble AIMs (CkpyunBaHue
BEPXHEH YacTH Tena/Iien B CTOPOHY, NMPOTHUBOIOJIOKHYIO HAPYLIEHHIO, TIOTEPs PAaBHOBECUS U
najieHue WM COXPaHEHHe HeCTaOMJIbHOW MO3bl), OpoJuHrBanbHbie AIMs (npokaHue 4entoCcTH
WIN pe3KOe BBICOBBIBAHME sI3blKa BIIEPEI) U JIOKOMOTOPHOE IOBEAEeHUE (BpalleHue B APYTYIO
CTOPOHY OT HapyuieHus), U aasanu 6at ot O no 4 (0: Het, 1. menee 30 cekyH MpOSIBICHUS, 2
30 cexyHn mu Oosiee MPOSIBJICHNUS, 3 MOCTOSHHO, HO OCTAHOBJIEHO CTHMYJIOM, TAaKUM Kak 3BYK,
U 4. TOCTOSIHHOE TPOSIBIIEHHE, KOTOPOE HE MPEeKpaIaeTcss ¢ MOMOLIBI CTHMYJIA, TAaKOTO Kak
3Byk). Cymma OGamnoB mns AIMs koHeuHocTel, oceBbix AIMs u oponuHrBaibHbIX AIMSs 3a 3
Yyaca HMCIOJIb30BaIach B KadecTBe obmero Oamna AIMs. ManuBuayymel ¢ obmum Oajiom 1o
AIMs wmenee 10 WHCKIIOYANNCh M3 HCCIEAOBAHUS, TaK KaK HE MPOSBISUIM CHMIITOMOB
OUCKMHE3WH. 3a TOBEACHHEM HaOJIIOfall M OLEHUBAJIM O AAThl OLEHKH JIEKAPCTBEHHOT'O
cpenctBa. Kpbic pacnpenensiv mo KakKAoW TIPYIIe JTO3UPOBAHMUS, UCTIONB3Ys 3-4acoBOM Oa
AlIMs, nokasarenb JIOKOMOTOPHOTO TOBENEHHUs] M BEC Tesla KPbICHl B Ka4eCTBE MHIMKATOPOB,
KOTOPBIE HUCTIOIB30BAJIH TSI OLIEHKHU JIGKAPCTBEHHBIX CPENICTB.

[0107]

(TpancnepmanbHoe BBenenue (yciaosue 1))

IIpu oLeHKe KJIEHKOM JIEHTHI IO JaThl OLEHKU Y KPbIC HA OPIOLTHON MOJIOCTH COpUBAIIH
Boslochl. Kiefikyro eHTy ¢ cocTaBOM 2 HAHOCHJIM Ha OproInHbIe 00JIaCTH KPBIC B IEHb OLIEHKU B
no3e 60 cm/kr (37 mr/kr). Uepes 4 uaca mocie HAHECEHHs PacTBOP, COAEPKAIIMIT JIEBOIONY,
BBOJIUJIM BHYTPHOPIOIIWHHO U1l HAOIOAEHUS M OLIEHKH MoBeneHus. NHIUBUIYyyMBI, Y KOTOPBIX

BO BpeMms Tecta comio 50% wnu Oosee KIEHKOHM JIeHTBI, HUCKIOYanuch u3 aHanmsa. [locne
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3aBeplIeHUs] HAOMIOAEHNsT U OLIEHKH MOBEAEHHS TU1a3My COOMpaH AJIs aHaJIN3a KOHIEHTPALUU
TAH/IOCTIMPOHA B IJIa3Me.

[0108]

(TpancnepmanbHoe BBeneHue (yciaosue 2))

ITpu oueHke KJIEHKOH JIEHTBI B YCJIOBHUSIX CHATHUS POTOBOTO CJiosl (YCIIOBUS C BBICOKOM
CTENEeHbIO BO3AEHCTBHS TAHIOCIUPOHA), yIaleHne mpoBoamiock 10 pa3 B OpromHOi obnactu
KPBIC C HCIOJIb30BAHHEM XHUPYPrHUecKOH JieHThI transpore (3M) B 1€Hb OLEHKH, a 3aTeM
HAHOCHIIN KJIGHKYIO JISHTY C COCTAaBOM 3 u3 pacdera 60 cm”/kr (45 mr/kr). Uepes 4 uaca mocie
HAHECEHUs PAaCTBOP, COAEPIKALIMI JIEBOIOIMY, BBOAWIM BHYTPUOPIOIIMHHO JJIsl HAOTIONEHUS U
OLIeHKH moBefeHus. UHIUBUAYYMBI, Y KOTOPBIX BO BpeMsi TecTa couuto S0% wiu Oonee Keikoi
JIGHTBI, MCKIFOYATNCh W3 aHanu3a. llocie 3aBepuieHHss HAOMIONEHHMS W OLICGHKU ITOBENEHUS
TUIa3My COOMpAIH 1T aHAJTN3a KOHLIEHTPALIH TaHIOCIIHPOHA B IJIa3Me.

[0109]

IIpn oueHKe CHMNTOMOB, TNOAOOHBIX IUCKUHE3WH, B KaudecTBe OammoB AlMs
ucronb3oBaitack cymma Oamnos anst AIMs kxoneuHocTel, oceBbix AIMS M OpOJHMHIBAJIBHBIX
AIMs B kxaxmoil Touke oneHkH. CTaTHCTUYECKWH aHaiIu3 pe3yJbTaTOB TECTA BBINOJHSIH C
MOMOIIBIO TECTA CYMMbI PAHTOB BHIJIKOKCOHA € MCIIONBb30BAaHMEM B Ka4eCTBE MTapaMeTPOB OOIINX
bannos AIMs, koTopsie mpeacTasisin codoit cymmy OamioB AIMs 3a 3 yaca, u obmux OaioB
AIMs 3a 100-180 munyT. **03nagaer p <0,01, 4TO O3HA4YaeT 3HAYUTEIBHYIO pPA3HUILY IO
CPaBHEHUIO C TPYIINOW, B KOTOPOH MPUMEHsUM KJICHKYIO JieHTy ¢ muianebo. Pesynbprarel Ha
YepTeskax yKa3aHbl B BUJE CPEIHETO 3HAUEHHSIECTaHAAPTHOE OTKJIOHEHHUE.

[0110]

(PesynbraTen)

Korma TanmocrupoH abcopOupoBajcs TpaHCAEPMANbHO MyTeM HAHECEHUs KIIEHKOM
JEHTBl C TaHAOCIHUPOHOM (COCTaB 2. IO3MPOBKA JIEKAPCTBEHHOrO cpencTtsa 37 MI/KT)
MOCPENCTBOM TPaHCAepMaIbHOTO BBeneHus (yciaosue 1), oOmuit 6amn AIMs cocrassit 12,6. TTo
CPaBHEHHUIO C MPUMEHeHueM Iianedo-eHThl 0e3 TaHmocnupoHa oot 6amn AIMS CHU3UIICS
Ha 17,7, Tak 4T0 HAOMIOOANIOCH 3HAYUTEIBHOE YIIYUIIEHHE CUMITOMOB, OJOOHBIX THCKHMHE3UU
(¢urypst 2-A u B). Kpome Toro, siBHbII CUMIITOM, MONOOHBIA AUCKHHE3UU (CpemnHUi Oaymt mo
mkane AIMs 2 wiu Bbie), He HAOMIOANCS B IPYyNIe NPUMEHEHUsT KJIEHKOH JIEHTHI ¢ Tuianedo
WIW B IPyIIe NPUMEHEHUs KJIEHKOW JIEHTBI ¢ TaHAocnupoHOM uepe3 120-140 munyT nocrie
BBEJICHUS JIEBOZIONBI. M ey ABYMS IPyIIamMu He ObU1o OOHAPY)KEHO CYLIECTBEHHOW Pa3HULIbI B
obmem Oamre AIMs uepe3 100-180 mumyt (¢pur. 2-C). CpenHee 3HaueHHE KOHLEHTPALUU
TAH/JOCTIMPOHA B IJIa3Me, M3MEPEHHOE MMOCTe 3aBEpLICHNsT HAOMIOAEHUS U OLICHKH TTOBEICHUS,
coctaBJsuio 71,8 Hr/MiL

[0111]

Korma TaHmocnmupoH € BBICOKOH  CTeNmeHbIO  BO3neicTBus — aOcopOmpoBacs
TPAHCAEPMAIBHO NYTEM HAHECEHMs KJIEWKOH JIEHTHI C TaHAOCHUPOHOM (cocTaB 3: no03a
JgekapcTBa 45 MI/Kr) B YCJOBUSX CHSTHS POTOBOTO CIJIOS TOCPEACTBOM TPAHCIEPMAJIBHOIO

BBeieHus (ycioBue 2), obummit 6amn AIMs cocrasisin 5,8. Ilo cpaBHEHMIO C IPUMEHEHHEM
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KJIeHKOH JieHThI ¢ muianedo 6e3 TannocnupoHa obmmii Oamt AIMs cHmkancs Ha 27,1, Tak 49TO
HaOJIF01aJIOCh 3HAYUTENbHOE YJIyYIIeHHe CHMIITOMOB, MOAOOHBIX AUCKUHE3UHU. bonee BbICOKUI
s¢ ekt ynyumeHus HaOMIOAANCS NMPU YCIOBHM BBENEHHUS 2, 4eM IIPHU YCIOBHHM BBeAEHUs |
(purypst 3-A u B). Kpome Toro, siBHBIII CUMITOM, MOJOOHBINA AUCKMHE3UU (CpenHui Oamt o
mwkaige AIMs 2 uiu Belne), He HAOMIOAAJICS B TPYIIE NPUMEHEHUs KJIEHKOH JIeHTHI ¢ uianebo
WIM B IPyNNe NPUMEHEHMs KJIEHKOW JIEHThl ¢ TaHAaocnupoHoM uepe3 120-140 muHyT mocne
BBEJICHHs JICBOJOIBI B YCJIOBHSAX CHATHS POrOBOTO cjosi. Mexay OByMs Trpymnmnamu He ObLIoO
OOHapy’KeHO CYINEeCTBEHHOH pasHHLbI B o0mmem Oamne AIMs depe3 100-180 munyt (dur. 3-C).
Cpennee 3HaueHHe KOHLIEHTPALMU TaHIOCIHPOHA B IUIA3Me€, W3MEPEHHOE IOCNe 3aBEepIICHMUS
HaOJIFOIEHUsST M OLIEHKH TOBENEHUs], COCTaB/suI0 269 Hr/mu. CpenHee 3HaYeHHE KOHLICHTPALUH
TAHJIOCTIMPOHA B IIa3Me TPU YCIOBUHU BBeAeHHs 2 ObUIO B 3 pa3a WM BBIIE, YEM NP YCIOBUU
BBENCHUA 1.

[0112]

IIpyHumas BO BHUMaHHE BbIIIEyKa3aHHbIE pPE3YyJbTaThbl, JIEKAPCTBEHHbIE CPEACTBA
TAHJOCTIMPOHA, BBOIUMBIE TPAHCAECPMAIBHO, yiydmain cuMmntoMmbl PD-LID 6e3 cumnroma
OTCKOKA.

Kpome Toro, Obuto oOHapyskeHO, YTO BIUsHUE TaHgocmupona Ha PD-LID wu
AQHKCUOJIMTUYECKOE NEHCTBUE MPOSIBJIAECTCS B OJHOM U TOH K€ NO3UPOBKE B JOKIMHUYECKOHN
MOJeNnu. AHKCHOJNMTUYECKOE IEeHCTBHE OLICHMBAJIHM C MHCIOJIb30BAHWEM MOJIENU KOH(DIUKTA
Vogel Ha kpricax, a BnusHue Ha PD-LID ouenmBanu Ha kpbicax ¢ mopaxkenueM 6-OHDA.
CnenoBarenbHO, TepaneBTUYECKUH 3(PGEKT Mo H300pEeTEeHHI0 MpPOSBIAETCS NPU TOH JKe
KOHIIEHTPAllU! B KPOBH, 4TO U ¢ TabyieTkamMu LuTpara TaHaocrnupoHa (tabnerku Cenwmen),
KOMMEPYECKU AOCTYIHBIMH B KQ4€CTBE aHKCUOJIUTUYECKUX JIEKAPCTBEHHBIX CPECTB.

[0113]

(ITpumep 3: Ouenka 3¢ ¢exTa yMeHbLUICHUS] AUCKUHE3UU ITPU HENPEPbIBHON MOIKOXKHOM
UH(Y3UN TAHIOCITUPOHA)

D¢ hekTUBHOCTD TAHAOCTUPOHA B OTHOLICHHHM CHMIITOMOB, MOJOOHBIX IHUCKUHE3WH,
OLIEHUBAJIU TMyTEM HETPEPBIBHON MOAKOXKHON MH(PY3UU TAaHIOCITUPOHA HA KPBICUHBIX MOZEIISX
PD-LID.

[0114]

(Meron uccienoBaHusi)

Kak u B nmpumepe 2, pacTBOp, COAEp KALUN JEBOAONY, NOBTOPHO BBOAWIN KPBICAM C
nopakenneM 6-OHDA B TedeHue 3 Henenb WK AOJNbLIE s HAOMIOACHUS U OLIEHKH ITOBEIEHHSL.
3a moBeneHNEM HAOMIONANIM M OLEHWBAIM O JAThl OLEHKH JIEKAPCTBEHHOTO cpenctsa. Kpbic
pacTpeneisiyii o KaXI0H rpyrie JO3HPOBAHMS, UCTIOIB3Ysl 3-uyacoBoi Oamn AIMs, mokasareinb
JIOKOMOTOPHOTO TIIOBEAEHMsI M BEC Tela KpbICbl B KauecTBE HHAMKATOPOB, KOTOpbIE
UCTIONB30BAJIM JUUTsI OLIGHKU JIEKAPCTBEHHBIX CPENCTB. TeM He MeHee, HHAWBUAYYMbI C OOIINM
6amiom AIMs meHee 10 HCKITIOYAIHMCh U3 UCCIEOBAHNUS, TaK KaK Y HUX OTCYTCTBOBAJI CHMIITOM,

noo0HbIN nuCKUHE3NH. MHIUBUIYyMBI C BECOM Tena, OTKiIoHsromumes Ha 10% wnnm Gonee ot
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CpPEIHero Beca TeJa, TAKXKe UCKII0YAIICh U3 UCCIIeI0BaHMS, YTOObI MUHUMU3UPOBATh BapHUaLIUU
JO3UPOBKH ISl K&JKAOTO HHIUBUIYYMA.

[0115]

Tannocnmpon (ceoboxHasi ¢dopma) pacteopsii B 1 M comsiHoit kuciore (Nacalai
Tesque), pasbaBnsuin usuosornueckum pactsopom u gooawnu o 0,05, 0,25 wmm 1,25
mr/kr/gac. IIpuroToBieHHbIH pacTBOP HCIIOIb30BAIN MOCIE WHBEKLHH B OCMOTHYECKUI HACOC
ALZET MODEL 2ML1 (3apeructpupoBanHas Toprosas mapka) (9,68 mxi/gac; DURECT).

[0116]

OcMOTHYECKHIT HACOC, B KOTOPbI BBOAWJIM TAHJOCIHPOH WM PACTBOPHUTED,
MMILIAHTUPOBAJIA MOA KOXKY KpBbIC B Ka)kaoul rpymnme ¢ n=6. Uepe3 4 yaca BBOAWUIN pPacTBOD,
COZIep KaLUil JIEBOOIY, JJIsl HAOMIOAeH!sST U OLleHKH ToBeneHus. [lociie HaOOqeH s U OLIEHKH
MIOBE/IEHHsI Y KPBIC B IPYIINE BBEACHUS TAHAOCIIUPOHA Opasii KpOBb [JIsl aHAJIH3a KOHIIEHTPALMU
TaHIOCIHPOHA B IIA3Me.

[0117]

PesynbraThl Ha uepTekax yKasaHbl B BHIAE CPEIHEr0 3HAYEHHSTCTaHIAPTHOE
OTKJIOHeHHe. Pe3ynbTaThl HUCCeIOBaHHs ObUTH CTATUCTHYECKH MPOAHAIM3UPOBAHBI MyTEeM
CpaBHEHHsI C TPYIIMOH BBENEHHS PACTBOPHUTENS C MOMOLIBI0 TecTa Steel ¢ HCMONIb30BaHHEM
obmero Oamma AIMs 3a 3 waca u obmero Oamma AIMs 3a 100-180 MuHYT B KaudecTBe
napameTpoB. * o3HauaeT p <0,05, 4TO O3HAYAET 3HAUYUTEIBHYIO PA3HULLY.

[0118]

(PesynbraTen)

HenpepriBHast monkokHast HHQY3Hs TAHJOCIHUPOHA B 3aBUCUMOCTH OT O3Bl YJIydllaja
CHMITTOMBI JUCKMHE3UH, M 3HAYUTENbHOE yJydlleHne HaOmoaanoch npu pose 1,25 mr/kr/gac
(purypser 4-A u B). SABHbIX cumnToMOB AuckuHe3nH (cpennuil 6amn mo AIMs 2 unu Bbie) He
ObUTO0 OOHAPYKEHO HU B IPYIINE BBEACHUS PACTBOPUTEISI, HU B IPYIIE BBEACHUS TAHAOCIIHPOHA
yepe3 120-140 wmuHyT mnocne BBeneHust Jesomonbl. Kpome Toro, obmmuit Oamn AIMs
N0303aBHCUMO CHIDKAJICSI TIPH  HEMPEPHIBHOM IMOJKOKHOM BBEIEHHH TAHAOCIHPOHA, W
3HAYUTENbHOE yiyulneHue Habmonanoch npu 1,25 mr/kr/4ac B obwmem Gamne AIMs uepes 100-
180 munyT (¢pur. 4-C). CpenHee 3HaYCHHE KOHIEHTPALUU TAHAOCIHPOHA B TUIA3Me, H3MEPEHHOE
nocjie 3aBepiieHus: HAaOJMIOJEHHs W OLEHKU ToBeneHus, coctaByisuio 23,5 ur/mum mpu 0,05
mr/kr/gac, 119 ur/mn npu 0,25 mr/kr/9ac u 541 ar/mn npu 1,25 mr/kr/4gac.

[0119]

[lpuHuMass BO BHHMAaHHME pe3yJbTaThl, HEMpepbIBHAs  MOAKOXHAS  HMHQPY3Hs
TaHIOCMHPOHA J0303aBHCUMO YJydllaja CHUMITOMbI JUCKUHE3MU. BBeneHue He NMpPUBOAMIO K
MOSIBJICHHIO CUMITTOMOB OTCKOKa MU JIF000# U3 T03UPOBOK.

[0120]

(ITpumep 4: OueHka TOATOCPOYHOrO YIYUIIEHUS AUCKHHE3WH 3(pdexra HempepbIBHON

NOJKOKHOW MH(Y3UU TAHIOCITHPOHA)
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O¢ddexTuBHOCTh HEWCTBUS TAHIOCIHPOHA B OTHOLIEHWH CHMITOMOB, MOIOOHBIX
OUCKHHE3UH, OLEHHBAJIN IyTeM HENpPEepbIBHOW TMOAKOKHONW HMH(PY3UHM TaHAOCHHUPOHA Ha
kpbicuHOU Moaenu PD-LID B TeueHue 2 Henens.

[0121]

(Meron uccnenoBaHusi)

PacTBop, coneprxauii 1eBoaoINy, NOBTOPHO BBOAUIM KpbicaM ¢ 6-OHDA-nopakenuem
B TeUeHHe 3 Hexenb wiu Oojiee st HaOMIOIeHNs M OLIEHKH TTOBECHUS TAKUM ke 00pa3oM, Kak B
npumepe 2. MuauBuayymbl ¢ obmum Oamiom AIMs MeHee 15 MCKITIOYAHMCH U3 HUCCIIENOBAHMS
KaK He MpPOSBJSIIOIHAE CHMIITOMOB, TMOAOOHBIX IMCKHUHE3MH. 3a TMOBENEHHEeM HaOMonamu |
OLIEHUBAJIU JI0 1aThl OLIEHKHU JIEKapCTBEHHOTO cpeacTBa. Kpbic pacnpenensiiu no Kaxaou rpymme
JIO3UPOBAHUS, UCTIONB3Ys 3-4acoBoil Oann AIMs, mokasareb JOKOMOTOPHOTO MOBEEHUS U BEC
TeJa KPBICHI B KaueCTBE HMHIUKATOPOB, KOTOpbIE MCIONb30BAIN ISl OLIEHKH JIEKapCTBEHHBIX
CpPEeICTB.

[0122]

Hutpar TamgocnupoHa pactBopsiii B 1 M consHol kucnore (Nacalai Tesque),
pa3baBmsuin  (PU3HOJOTMYECKHMM pPAacTBOPOM UM JOBOAWJIM [0 KOHUeHTpauuu 60 mr/min
(xoHUeHTpaums nuTpara). [IPpUrOTOBJIEHHBIH pACTBOP HCIONB30BAIA IIOCJE WHBEKIHH B
ocmotnyecknii Hacoc ALZET MODEL 2ML2 (3apeructpupoBaHHasi Toproass mapka) (4,53
mkJi/gac; DURECT) nnst BBICBOOOXKIEHHSI pacTBOpA JIEKAPCTBEHHOTO CPEACTBA CO CTAOMIIBHOM
CKOPOCTBIO B TEYEHHE 2 HEEIb.

[0123]

OcmoTuueckuii HacoC, B KOTOPbIN BBOAWIM LUTPAT TAHAOCIHPOHA WJIM PACTBOPUTEND,
UMIUTAHTUPOBAJIHU TMOA KOXY KpBIC B Kaxao#l rpymnmne ¢ n=8. Uepe3 4 uyaca BBOAUIM PacTBOp,
COZIep KA JIEBOAOMY, Ul HAOMIOAEHHS U OLIEHKH MoBeneHus (AeHb 0 UMIUIAHTAllUN HacoCa).
ITocne sToro mpoaosKaiu MOBTOPHOE BBEIEHUE PACTBOPA, COAEPIKALLETrO JIEBOAONY, OAMH pa3 B
IeHb. 3a TMOBENEHUEM TakXe HaOJIonaiu W OLEeHHMBaIW Ha 13-H JneHb Mmocie WUMILIAHTALUU
Hacoca. [Tocie kaxmoro HaOMIOAEHHUS U OLEHKH MOBENEHUs Y MOJIOBUHBI KPbIC (n=4) B rpyrmme
BBEICHUS TAHJOCITUPOHA Opasii KPOBb JJISl aHAJIM3a KOHIIEHTPALUY TAHAOCITHPOHA B TIa3Me.

[0124]

Pesynpratel Ha uepTekax yKasaHbl B BHIE CpPEOHEr0 3HAUYEHUsSECTaHIAPTHOE
oTkyoHeHne obmux OamioB AIMs 3a 3 daca. Pe3ynbTaThl uccienoBaHUs ObUTH CTaTUCTUYECKH
NPOAHANIU3UPOBaHbl C  HCIOJb30BAaHUEM KpPUTEpUs CyMMbl paHroB BuikokcoHa c
UCTIOJIb30BAaHUEM B KadecTBe mapamerpa odmero Oamma AIMs. ** osnasaer p <0,01, yto
O3HAay4aeT 3HAYUTENbHYIO Pa3HHULLy 110 CPABHEHUIO C IPYIIION BBEAESHUs paCTBOPUTEIS.

[0125]

(PesynbraTer)

3HAaYNTENIbHOE YIJIYULIEHHE CHUMITOMOB, MOAOOHBIX IUCKHMHE3WH, HAOIIONANOCh II0
CPaBHEHHUIO C TPYIIOW pacTBOpuUTesiss B AeHb 0 MMIUIAHTALMM HAcocCa IOCJE HENpPEepbIBHOU
NOAKOKHOW MH(QY3uM nutpara Tangocnupona (60 mr/mu: B cpeaneM 0,78 mr/kr/dac B BuAe

nuTpara tanpocnupona) (purypa 5-A). CpenHee 3HaueHHE KOHLEHTPALMNA TaHIOCITHUPOHA B
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mia3mMe (3HaueHue, MmpeodpasoBaHHOE B CBOOOIHYIO (popMy), M3MEPEHHOE IMOCHe 3aBEPIICHHS
HAOIOIEHUs] W OLIEHKH NOBEAEHHUs, cocTaBsuio 281 Hr/mi 3HaYUTENbHOE YIydIIEHUE
CHUMIITOMOB, TOJOOHBIX IUCKWHE3WH, IO CPAaBHEHHIO C TPYIIONW pPACTBOPUTENS TaKXKe
HaOmonanock Ha 13 peHp mocne umrutaHtauuu Hacoca (¢ur. 5-B). Cpennee 3HaueHue
KOHLIEHTPALMI TaHAOCIHPOHA B IUIa3Me (3HaueHHe, mpeoOpa3oBaHHOE B CBOOOIHYIO (opmy),
M3MEPEHHOE TOCIIe 3aBEePLICHUs] HAOIIOAEHHS U OLIEHKH MMOBENEHMs1, COCTaBIISIO 143 Hr/MIL

[0126]

C yuerom pesyabratoB 3¢dext ynyumenus cumntomoB PD-LID coxpansuics naxke
NOCJIe HENPEPbIBHON MOAKOXKHOW HH(Y3UU TaHAOCIIHPOHA B TeYeHHe 13 qHei.

[0127]

(ITpumep 5: OueHka BIUSHUS HENPEPHIBHON MOAKOKHOHW WH(Y3UM TaHAOCIHPOHA Ha
npeaynpexIeHNe/ TIONABICHHE TPOSIBICHUS] TUCKUHE3HH)

AHOpMallbHOE HEMPOHM3BOJIBHOE ABIKEHHE, MOA0OHOE TUCKUHE3UH, MPOSBILIIOCH, KOTIA
JIEBOZIOIY TOBTOPHO BBOIWJU Kpbicam ¢ 6-OHDA-mopakennem. B cBsi3u ¢ 3TUM BIUsIHUE
TAQHJOCTIMPOHA HAa TMPENOTBPALICHUE TMPOSBICHUS CHMIITOMOB, MOJOOHBIX JWCKUHE3UH,
OLICHUBAJIM TyTEM IOAKOKHOTO JUIMTEJIBbHOIO BBEIEHHs TaHIOCIHMpPOHA Cpa3y Iocie Hauajia
MOBTOPHOT'O BBEJI€HUS JIEBOAOIIBL.

[0128]

(Meron uccnenoBaHusi)

Hutpar TamgocnupoHa pactBopsin B 1 M comsHoit kucnore (Nacalai Tesque),
pa3baBisi (PU3HOJIOTHUECKUM PACTBOPOM M TOBOAWUJIM A0 KOHUeHTpauuu 60 mr/mu umu 30
mr/mi. IIpUroToBieHHBI PacTBOP HCHONB30BAIM IOCHE HWHBEKIMH B OCMOTHYECKHI Hacoc
ALZET MODEL 2ML2 (3apeructpupoBaHHas Toprosas Mapka) (4,53 mxi/gac; DURECT).

[0129]

Kpeicet ¢ 6-OHDA-nopaxkenneM OBbUIM OTHECEHBI K KaXXIOHW TpyImIe BBEICHUS,
UCTIONB3Ysl  KOJHMYECTBO  IOBOPOTOB, HMHAYLHUPOBAHHBIX  TOJYTHAPATOM  anoMopguHa
TUJIPOXJIOPUTA, U BEC Tesla B Ka4ecTBe MHAUKATOpOB. OCMOTHYECKHI HaCOC, B KOTOPBII BBOAUIH
LUTPAT TaHIOCIHPOHA WIM PACTBOPUTENb, UMILIAHTHPOBAIU TMOJ KOXY KPBIC Ha CIEAYIOLIUI
JeHb TIOCie Hayaja IOBTOPHOTO BBEAEHHs PacTBOpA, COAEPIKAIIEero JIEBOAOIMY C TeM XKe
COCTaBOM, YTO U B mpuMepe 2. 3a moBeneHHeM HaOJIONali M OLEHUBAJIN, UCTOJB3YS TOT K
METOJ, YTO U B npumepe 2, Ha 3, 5, 9 u 15 AeHp nociie Havana NOBTOPHOTO BBEACHUS JIEBOJOMDI.
OcMoTHuecKkuii HacoC, WMIUIAHTHPOBAHHBIA TTOAKOXHO, HW3BJIEKAIHM TOCHE HAOMIONCHUS |
OLIEHKH ToBeieHus Ha 15-i neHb. [ToBeneHne Taxke HaOMOMAMN U OLICHUBAJIH Ha CIEIYOLIUI
nenb (16-1 1eHb TOBTOPHOTO BBEICHUS).

[0130]

PesynpraTel Ha uepTekax yKasaHbl B BHAE CpPEAHEr0 3HAYEHHUSECTaHIApPTHOE
oTkyioHeHne obmux OamioB AIMs 3a 3 daca. PesynbraThl ucciaenoBaHusl ObUTH CTATUCTUYECKH
IPOaHAIU3UPOBAHbl MyTEM CPAaBHEHMs C IPYINION BBEAEHUs] PACTBOPUTENS C HCIOJIb30BAHHEM

tecta Steel ¢ obmum G6amiom AIMs Ha 16 neHb MOBTOPHOTO BBEIAEHMS JIEBOJOIBI B KaueCTBE
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napamerpa. * obosznaudaet p <0,05, u ** obosznauaer p <0,01, 4TO O3HAUYAET, YTO CYIIECTBYET
3HAYUTENbHAS PA3HHLA IO CPABHEHUIO C TPYIIION BBEACHUS PACTBOPUTEIS

[0131]

(PesynbraTen)

HenpepsiBHast nonkoskHass uHQy3us nurpara TaHpocnupoHa (30 wmr/mi cpenHee
sHauenne 0,41 wmr/kr/gac umum 60 mr/mi cpenHee 3HaueHue 0,83 Mr/kr/4ac) monasJsiia
yBennueHue obOmero Oamma AIMs, CBSI3aHHOrO C IOBTOPHBIM BBEIEHHEM JIEBOZOIMDI, 10
CPAaBHEHHMIO C TPYMIoW BBeneHus pacteoputeneii (purypa 6-A). OOmwmit Oann AIMs Obun
3HAYUTENPHO HUKE B TPYIIE, MOJy4YaBLISH IUTPAT TAHAOCIHPOHA, MO CPABHEHUIO C TPYIION
BBEJICHUS PACTBOPUTENI HA CIEAVIOIIMH JeHb [OCe 3aBEPLICHHs BBEACHHUS LIUTpaTa
TaHpocnupoHa (¢purypa 6-B).

[IpyaMMas BO BHHUMAaHHE pPe3yJbTAThl, HENpepbIBHA MOAKOXKHAs  HHQy3us
TaHAOCMUpPOHA MpenoTepamana Hadano PD-LID, u sdgdekxt Takke COXpaHsICS Ha CIEAYIOIUN
IeHb MOCHIe MOCeNHEH 03Bl TAHAOCITUPOHA.

[0132]

(CpaBuutenpHblli mpumep 1: OreHka nepopasbHOTO TpUEMa TaHAOCIUPOHA TIPU
CHUMIITOMAX TUCKUHE3UH)

[0133]

(Meron uccnenoBaHusi)

3a noBeneHneM HaOJIOJAIN U OLIEHUBAJIHN, HCIIONB3Ys TOT K€ METOJ, YTO U B IpuMmepe 2.
utpar TanmocnupoHa cycneHauposanu B 0,5% pacTBOpe METWILEIUIIOIO3bI U MEPOPATBHO
BBOIMUIM KpbicaM. Yepe3 5 MMHYT BHYTPHOPIOIIMHHO BBOIWJIM pAacTBOP, COAEp KAl
JIEBOZIONY, M HAONIOMAIM U OLICHHBAJIH MOBeACHUE. Pe3ynbTaThl Ha YepTekax yKa3aHbl B BHIE
CpemHero  3HAYCHUS+CTAaHIAPTHOE  OTKJIOHEHHe.  Pe3ynbpraThl  HCCIENOBaHMSA  ObUIN
CTaTUCTHYECKH IMPOAHAIU3UPOBAHBI MYyTEM CPABHEHUsS C IPYMION BBEAEHUS PACTBOPUTENS C
NoMoIIbi0 TecTa Steel ¢ UCTONB30BaHHEM B KaudecTBE mapameTpoB obmero Oamma AIMs 3a 3
yaca u obOmero Oamra AIMs 3a 100-180 munyT. *o3Hauaer p <0,05, 4yro oO3Ha4aeT
3HAYUTEIIbHYIO Pa3HULLY.

[0134]

(PesynbraTer)

(1) CumriToM, IOXOXKHIA HA TUCKHHE3HIO

B rpynmax mepopansHoro BBenenus Tanmocnupona uutpara (10, 30 win 100 mr/kr B
BUAE€ KOHLEHTPALMH LUTpPaTa) 3HAYUTENLHOIO W3MeHeHuss obmero Oamra AIMs He
HaOJIIOIaJIOCh 1O CPAaBHEHHUIO C TPYMIION BBeAeHHs pactBopurens (purypel 7 u 8-A u B).
Pesynbrarel nokaspiBaroT, uto PD-LID Henp3st peBepcupOBaTh ¢ MOMOULIBIO JIEKAPCTBEHHOIO
CpPEeACTBa /sl IEPOPATBHOTO BBEACHUS TAHAOCITHPOHA.

[0135]

Uepes 120-140 MuHYT mocie BBEAEHUS JIEBOIOMBI CUMIITOMBI, MONOOHBIE NTUCKUHE3UH,
UCUe3aJqu B TPYNIE BBEICHUS PACTBOPUTENS, HO SIBHBIM CHMITOM, MOAOOHBIN JHUCKUHE3UH

(cpennuit 6amn no mxane AIMs 2 wnu Bblile), HAOMONANCA B IPYIIE MEPOPATBHOTO IpremMa
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tanpoctmpona murpata (30 nim 100 mr/kr). Kpome Toro, xoraa rpyrmniy BBEIEHHsS PaCTBOPUTENS
U TPYMITy NMEPOPaTbHOTO BBENEHHS TAHIOCIIMPOHA LIUTPATa CPABHUBAJIN C HCIOJIb30BAHUEM B
KadecTBe MHAMKaTopa obmero 6amna AIMs uepe3 100-180 MuUHYT, 3HAUUTENBHOE yBETUUECHUE
obmero 6amia AIMs HabmrOgaNOCH B TPYIIE NMEPOPATBHOIO BBEAEHHUS] TAHIOCIHPOHA LIUTPATA
(30 nym 100 Mr/kr) mo cpaBHEHHIO ¢ Ipymmnoil BeemeHust pactsopurens (purypst 7 u 8-C).
Pesynbrar npennosaraer BO3MOKHOCTD MPOsIBIICHUS] (PEHOMEHA C OTCPOUYEHHBIM MPOSIBICHHEM U
00OCTpeHHEM CHUMNTOMOB, MONOOHBIX IUCKUHE3MM (BO3BPATHBIH CHMITOM IUCKHHE3WUH) B
COCTaBe i1 EPOPANIbHOTO BBEICHHSI TAHIOCITUPOHA.

[0136]

BBuy BBIIEH3IOKEHHOTO, YJIYUIIEHHE CUMITOMOB AMCKHHE3MHM HE HAaOI0ANIoCh Ha
KpbICHHBIX Mozessix PD-LID B rpymnmne nepopaibHOTO BBEIEHUs] TaHAOCTUpOHA (Tabmuna 3-(1)).
CuUMITOM OTCKOKa TUCKUHE3UH HAOMIONANCS B TPYIINE MEPOPATBbHOTO BBEACHHUS BBICOKHX 103
(trabmuna 3-(ii)). IlpuHuMass BO BHUMAaHHE MOJYYSHHBIE PE3YJIbTAThI, MEPOPAIbHBIA TPUEM
TAQHJIOCTIMPOHA HMEET HEeNOCTATOYHBIA 3(P(EeKT yiydlleHus AUCKUHE3UH M HMEET PHCK
NPOSIBJICHUS] CUMITTOMa OTCKOKa. ClieoBaTeNbHO, KOMOWHUPOBAHHAS TEPANHs JIEKAPCTBEHHBIM

CpE€ACTBOM JIEBOAOIIA, BO3BMOXKHO, HC IMOAXOAUT.

[0137]
[Tabauma 3]
CpaBHEHHE OIIEHOK CHMIITOMOB IUCKUHE3WHM NPU TPAHCAEPMAIBHOM U IEPOPATBHOM
BBEICHUN
(1) Uunukarop §
Jlo3upoBka (1) Uanukarop
CTETIEHU YIIYYLIeHUs
(mr/kr) CUMITOMA OTCKOKA
CHUMIITOMA
Ycnosue JUCKUHE3UH
JTUCKUHE3UU
TpancnepmanbHOe
BBEJICHHE 37 Y aydiieHnue Her s¢dexra
(ycnosue 1) (6e3 3aumcTkm) | 17,7%%* -0,1
(mpumep 2)
TpancnepmanbHOe
BBEJICHIHE 45 Y ny4ienue Her s¢dpexra
(ycnosue 2) (c 3auuctkom) | 27,1%%* 0,9
(mpumep 2)
IlepopanbHOE BBENEHHE Obocrpsromasics
be3 ynyumenus
(cpaBHUTENBbHBII 6,7 31 TEHIACHLNS
npumep 1) , -3.5
IlepopanbHOe BBEAEHUE -0 be3 ynyumenus Oboctpenne
(cpaBHMTENBHBIN -6,5 (purypa 7) -9,1*(¢urypa 7)
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npumep 1) -8,6 (purypa 8) -8,5*(¢urypa 8)
IlepopanbHOe BBEAEHUE

be3 ynyumenus Oboctpenne
(cpaBHMTENBHBIN 67

2,9 -10,1*
npumep 1)

JlosupoBka ObUta ONMMCaHA KaK YUCIOBOE 3HAUEHHE, MPeoOpa3oBaHHOE B CBOOOIHYIO
¢dopmy TanmocnupoHa. Pasnuna B obmem Oae AIMs 3a Tpu vaca (#1) ucmonb3yercs: Kak
MHIUKATOp CTENEHU YJy4IIEeHHs CHMITOMOB IUCKHHE3WH, a pasHuna B obmem Oamte AIMs
yepe3 100-180 munyT (#2) HCNIOIB3YETCs] KAK HHAUKATOP PUKOLIETHBIH CUMITTOM JUCKUHE3HH.

(#1) Paznnua B obmem Oamte mo AIMs 3a 3 uwaca=(oOwmwmit 6amn AIMSs st KJeHkoin
JEeHThl ¢ Tutanebo WM TPyNIbl BBEACHHs pacTtBoputess)-(oOmmii Oamn AIMs st rpynmsl
BBEJICHUS TAHJIOCTTHPOHA)

(#2) Pasanua B obmem kommuectBe OamoB AIMs 3a 100-180 munyT=(0Ommii Oan
AlMs 3a 100-180 MuHYT KJIEHKOW JIEHTHI ¢ IUaled0 WIIM TPYMIbl BBEICHUS PACTBOPHUTEIIS)-
(obmuit 6amn AIMs gepe3 100-180 MUHYT [JIs TPYTIITBI BBEAEHHS TAHIOCTIHPOHA)

**: ecth 3HaUMMas pasauua (p <0,01), *: ectb 3HaunMas pasuuua (p <0,05)

[0138]

Kak mnokazano B Tabmmue 3, 3HAYUTEIBHOrO PA3IUYUs B YJYUYIIEHUH CHMIITOMOB
JI€BOAOMA-UHAYIIMPOBAHHON IMCKUHE3NH HE ObUIO OOHAPYIKEHO NPHU NMEPOPATHHOM BBEIEHHH,
HO 3HAQYUTEJIbHOE YIy4IIeHHe OblJI0 OOHAPYKEHO NP TPAHCAEPMATbHOM BBEICHUU.

Taxxke HemaBHO OBUIO OOHAPY’KEHO, UTO NMEPOPAJIbHBIN NMPHEM BBI3BIBAET BO3BPATHBIN
CUMIITOM AWCKHHE3WH, TaK YTO Tepamusl TaHAOCIMPOHOM NEpOpaibHO OblIa NpU3HAHA
HEeXXeJaTeNbHOW. Mexay TeM, TMpU TpPaHCAEPMAIbHOM BBEIEHHH He Ha0I0Janoch
PELUANBHUPYIOLIETO CUMITOMA TUCKUHE3HH.

BBuay BBIIEH3JIOKEHHOTO TepaneBTUYeCKUNl >(PQeKkT mnepopaibHOro BBEACHUS
TaHJOCIIHPOHA B OTHOLIEHUH CHMIITOMOB JIEBOJONA-UHAYIIMPOBAHHOW AUCKUHE3UH OIPAHUYEH,
YTO TMO3BOJISIET TMPEANONIOKUTh, YTO TPAHCAEPMATbHOE BBEACHHUE TAHIOCIIHUPOHA SIBJISIETCS
NPEATIOYTUTENIbHBIM.

[0139]

(CpaBHutenpHbli mpumep 2: Ouenka MeradonuTta TaHAOCIHPOHA HA CHMITOM
TUCKUHE3UH )

[0140]

OuenuBanu nericterue MeTaboinuTa TAHIOCIUPOHA 1-(2-mupuMuIuI)UunepasuHa (naiee
TaK>Ke Ha3bIBaeMbli «1-PP») Ha cuMnToMsl, momoOHbBIE TUCKUHE3NH.

[0141]

(Meron uccnenoBaHusi)

3a nmoBeneHneM HaOJIOJAN ¥ OLIEHUBAJIN, UCTIONB3YsI TOT JK€ METOJ, YTO U B pumepe 2.
1-PP murunpoxmopun (Tokyo Chemical Industry) pactBopsuin B (PU3HOJIOTHYECKOM PAaCTBOPE U
BBOJIMJIM KpbICAM TIIOAKOXHO. Yepe3 5 MuUHYT BHYTPHOPIOIIMHHO BBOAMJH PAacTBOP,

conepmamm‘/'l JICBOAOIY, MJIA Ha6J'II'OI[eHI/I$I U OLHCHKU ITOBCACHUA. PGSYJ'H:TaTbI Ha Y€pPTEeIKax
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yKa3aHbl B BUJE CPENHEro 3HAUYCHUS+CTAHIAAPTHOE OTKJOHEHHE. Pe3ynbpTaThl HCCIeNOBaHUS
OBUIN CTATUCTHYECKHU MPOAHATU3UPOBAHBI TyTEM CPABHEHHSI C IPYNIION BBEACHUS PACTBOPHUTE
C TIOMOIIBIO0 TecTa Steel ¢ UCTOMB30BaHMEM B KadecTBe mapamerpos obOmero Oamta AIMs 3a 3
yaca u obmero 6anna AIMs 3a 100-180 MuHyT.

[0142]

(PesynbraTsl)

CywmectBeHHOro m3MeHeHusi obuiero Oamma AIMs He ObUIO OOHApy)KeHO B TpyIIe
noakokHoro BeeneHusi 1-PP muruppoxmnopuaa (10 wnu 30 MI/KT) MO CpaBHEHUIO C TPYIIIOH
BBeieHUs pacTBopures (purypol 10-A u B).

[0143]

UYepes 120-140 mMunyT nociie BBEAEHUs JIEBOAOIBI B IPYIINE MOAKOKHOIO BBeAeHus 1-PP
nurugpoxyiopuna (10 wmum 30 wMr/kr) HaOMOOAiCs OTYETIMBBIA CHUMIITOM, MOJOOHBIN
nuckrHesnu (cpennuit 6amn mo AIMs 2 unm Beiue). Korma rpynny BBeIeHHsI pacTBOPUTENS U
rpynny BeeaeHus 1-PP  puruppoxmopupma CpaBHHUBaiud C HCIOJIB30BAHMEM B KAaueCTBE
uHaukatopa obmero Oamma AIMs 3a 100-180 muHyT, B Tpymme, mnoiydasmeid 1-PP
OUTHAPOXJIOPUA, HaOM0Janach TEHACHLMS K yBenmueHHro oOmero Oamma AIMs, XoTs U He
3HaYMMasi, TI0 CPABHEHMIO C TpyNNoH, mony4asiied pactBopurens (purypa 10-C). Pesymprar
npearnonaraeT crnocodHocTh MerabonuTa TaHnocnupoHa 1-PP BeI3bIBaTE MOBTOPHBIA CHUMITOM
IVCKIHE3UH.

[0144]

Pesynbrar mpenmosaraer BO3MOXHOCTb IOBTOPHOTO TMPOSIBJICHUS JUCKUHE3UH B
YCJIOBUSIX BBEIEHUS, TeHEepHUPYmMUx MeTadbonut tangocnupona 1-PP. Jlpyrumu cinoBamu, mis
TaHJOCIHPOHA CIOCO0 BBENEHMS, KOTOPBI MOMKET NOAaBIITH BhIpaOOTKy 1-PP, okasbiBaer
MeHblIIee BIMSHUE HA CUMIITOMbI TIOBTOPHON TUCKUHE3UH U SIBJISIETCS IPEATIOUTUTEIbHBIM.

[0145]

(mpumep 6: JIleMOHCTpaIHsi B KIMHUYECKOM MPOTOKOJIE)

Oddexr monrocpounoit spdexktuBHOCTH PD-LID ¢ MCrnonb30BaHUEM COEOUHEHHS IO
HACTOSIIEMY M300PETEHUIO WIM KOMOMHUPOBAHHOTO JIEKAPCTBEHHOT'O CPEACTBA MO HACTOSLIEMY
N300pETEHHI0 MOXKET OBITh TMOATBEPIKIACH KJIMHUYECKUM HCCISIOBAHUEM B COOTBETCTBHH C
METO/IOM, OITMCAHHBIM B CIEAYIOLIEM CIpaBOYHOM paokymente | (amantamuH P3), kak
KJIMHUYECKOE MCCIENOBAHUE C MOAXOASIIMM AU3aiHOM, KOTOpoe MoxeT oueHusats PD-LID
(ccbutounsiii nokymeHT 1: JAMA Neurology 2017; 74 (8) 941-949; cChIIOYHBIN TOKYMEHT 2:
Movement Disorders 2015; 30 (19) 1343-1350).

[0146]

bonee xonkperHo, 3¢gdexT perpeccn PD-LID moxer ObITh MOATBEPIKIEH, HANpPUMED,
BBEJICHUEM TAHIOCIIUPOHA HIIH €ro (papMaleBTHUECKH PUEMIIEMON COJIM WJIH MPOJIEKapCTBA 110
M300pETEeHUIO WM KOMOWHUPOBAHHOTO JIGKAPCTBEHHOI'O CPEACTBA IO M300OPETEHHUIO B TEUCHHE
OTPENENIEHHOr0 Mepuoja J03UPOBaHMs (MX NPUMEPbl BKJIIOYAIOT, HO HE OrPAaHUYMBAKOTCS
cpokoM ot 8 no 12 Henenp) manueHtaMm B Bo3pacte 20 JieT U crapiue ¢ TUAarHO30M OOJe3HH

HapKI/IHCOHa U CpaBHCHUA IICPpUOAA TMPOABJICHUA OUCKHHE3MM Ha OCHOBAHMU OHEBHUKA
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nanuenta wim Oamios, Takux kak UPDRS, UDysRS, CDRS wnu AIMs, 1o u mocie nepuon
JIO3UPOBAHUS WJIK TOMY TIOJJOOHOE.

[0147]

VYcnoBus, Takue Kak LENEeBOM MAalMeHT, MepUON AO3MPOBAHUS, NO3UPOBKA areHra U
METO]] OLIEHKH, MOTYT OBITh COOTBETCTBYIOIIUM O0Pa30M N3MEHEHbBI B BBIIIEYIOMSIHYTOM TECTE.

[0148]

(ITpumeuanwue)

Kak omucaHo BbIlIe, HACTOsIIEe M300pPETEHHE WILIFOCTPUPYETCS] MCIOJBb30BAHUEM €ro
NPEATIOYTUTENIbHBIX BapUAHTOB OCYyIecTBIeHUs. OIHAKO TMOHSTHO, YTO OOBEM HACTOSIIETO
n300peTeHNs! ClIelyeT MHTEPIPETUPOBATh UCKITIOYUTENIbHO HA OCHOBE (hOPMYIIbI H300pETEHHS.
ITo Hacrosimel 3asiBKE HCIpamruBaeTcsi npuopureT 3asBku Ha mateHT CIIA Ne 16/395531,
NIOJTHOE COJIepKaHNe KOTOPOH BKJIFOYEHO B HACTOSLIMHA TOKYMEHT MOCPENCTBOM CChUIKHU. Takke
NOHATHO, 4YTO JEOOOH maTeHT, Jr00as mMaTeHTHas 3asBKa M JIOObIE Jpyrue CChUIKH,
NPOLMTHPOBAHHBIE B HACTOALIEM JOKYMEHTE, TOJDKHBI OBITh BKJIFOUEHBI B HACTOSIIUI TOKYMEHT
MIOCPENCTBOM CCBUIKH TaKMM XK€ 00pa3oM, Kak MX COAep)KaHHe KOHKPETHO OINMCAHO B JAHHOM
TOKYMEHTE.

IIpoMbInIeHHAS TPHMEHUMOCTh

[0149]

CocraB TaHIOCIIMPOHA, BBOJUMBIN MAapeHTEPAIbHO, MOJKHO HCIOJB30BATh B KAUeCTBE

TEepPaNeBTUYECKOrO JIEKAPCTBEHHOI'O CPeACTBa, yay4dmaroiero PD-LID.
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®OPMYVYJIA H30BPETEHUA

1. Komnosuuus [isi JI€4EHUs, YIyYIICHUs, IOAABJICHUs NPOrPECCUPOBAHUS WIIU
NPEAOTBPALIEHNS] ABUTAaTEIbHBIX OCJIOKHEHUH, CBSI3aHHBIX C Tepamuei JieBoiona npu OOJe3HH
ITapkuHCOHA, conep:kalasi TAHAOCIMPOH WM €ro (papMauneBTUYEeCKU MPUEMIIEMYIO COJIb WU
NPOJIEKAPCTBO, TA€ TAHAOCHUPOH WM €ro (QapMaleBTUYeCKH NPUEMIIEMYIO COJIb WJIH
IIPOJIEKAPCTBO BBOJSAT NAPEHTEPAIIBLHO.

2. Komnosumust 1o 1.1, rae napeHTepanbHOe BBEIEHHE BBIOPAHO U3 TPAHCAEPMAIBHOTO
BBEJICHUsI, BHYTPUKOKHOI'O BBEAECHUS, NMOJKOKHOIO BBEAECHUS, BHYTPUMBIIIEYHOTO BBEACHUS U
X KOMOWHALIWH.

3. Komnosuumss no mn.l unu 2, rae nmapeHTepajbHOE BBEICHHE UMEET JOJTOCPOUYHYHO
3¢ (eKTUBHOCTD WU SIBJISIETCS JUTUTENIbHBIM BBEICHUEM.

4. Komnosuuusi mo modOomy w3 mm.l-3, rae mapeHTepajbHOE BBENEHHE BKIIIOYAET
TPaHCAEPMAJILHOE BBEJICHHUE.

5. Kommnosumusi mo yrodomy w3 mm. 1-4, rae IBHraTeNbHbIE OCJIOMXKHEHHUS BKITFOUYAOT
JIeBOAONA-UHAYLIHPOBaHHY0 nuckuaesno (PD-LID).

6. Kommosuuuss pnns JjedeHus, YJAy4dIIEHUs WM MPEeNOTBPALICHUs ABUIATENbHBIX
OCJIOXKHEHHUH, CBSI3aHHBIX C Tepamnued JeBomonoil mpu OonesHu IlapkuHCOHa, comepskamias
TAHIOCTIMPOH WJIH €ro (apMaleBTHYECKH PUEMIIEMYIO COJIb WIIHM MPOJIEKAPCTBO, TE JIEBOIOMA-
uHayuupoBaHHas nuckuHesus: (PD-LID) perpeccupyer, He BbI3bIBasi CAMIITOMOB OTCKOKA, U T7Ie
TAQHAOCTIMPOH MM €ro (papMaLeBTUUECKH TNPUEMIIEMYIO COJb HWJIM TIPOJIEKAPCTBO BBOIAT
TPaAHCAEPMAJIBHO.

7. Komnosuuus mno m.6, rae JeBojona-uHayuupoBaHHass auckunesus (PD-LID)
BKJIIOYAET TUCKUHE3NIO Ha THKE 03B, 1BYX(PasHYIO JUCKHHE3UIO, U UX KOMOHHALHIO.

8. Komnosunus no 1.6 uiu 7, rae JedeHue, yaydlleHue, OAaBIeHNe IPOrpecCupOBaHus
WIM MPeJOTBPALIEHHE [BUTATENIbHBIX OCJIOKHEHUI BKJKYAET YJy4lIeHHWE, MOJaBICHHUE
NPOTrPECCUPOBAHMS WM MPOGUIAKTHKY CHUMITOMOB JIEBOAOMNA-UHAYLUPOBAHHON AMCKHUHE3UU
(PD-LID), cokpalieHue mneprofa MpOsBIIEHUS JIEBONOMA-UHIYLMPOBaHHOW nuckuHe3uu (PD-
LID) min nx KoMOMHALHIO.

9. KoMnosunus s AOCTUXKEHHUs YJYYIICHMs, IMOAABIEHUS IPOrPECCUPOBAHUS WU
NPEAOTBPALICHNS] CHMIITOMOB JIEBOZIONA-UHAYIIMPOBaHHOW nuckuHe3un (PD-LID), cokpamenus
TIepPHUO/A MPOSIBJIICHUS JIEBOIONA-HHIYLIUPOBaHHOHN AuckuHe3uu (PD-LID), wiu ux xoMOMHAIUH,
cozepKaliasi TAHAOCIHPOH WM €ro (apMaLeBTHYECKH MPUEMIIEMYIO COJIb WJIH MPOJIEKAPCTBO,
r7ie TAHOOCHHUPOH WM ero (papMaleBTUYECKU MPHEMJIEMYIO COJIb WMJIM TPOJIEKAPCTBO BBOIST
MapEeHTEPAIBHO.

10. Komnosunmsa no n.9, rge yiayduleHHME CHMITOMA JIEBOAONA-UHAYLMPOBAHHON
mucknaesnu (PD-LID) npencrasisier co00# KIMHUYECKH 3HAUUMOE YIYUIIEHHE UITH OOJIbIIee.

11. Komnosuuus no n.9 unu 10, rae yaydieHue CUMITOMA JIEBOAONA-UHAY HIUPOBAHHON

muckuaesnn (PD-LID) HaxomuTcst Ha ypOBHE, AOCTATOYHOM JUIS JOCTHMIKEHUS KIMHUYECKOTO

spdexra.
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12. Komnosuuus no modomMy u3 mm.9-11, roe KoMno3umus npeacTasisieT coboil cocta
17151 TPAHCAEPMAIbHOTO BBEIEHUSI.

13. Kommozumust mo moOomy u3 m.9-12, rme KOMHo3WIuMs TNPENCTaBIsieT COOOH
aATE€3UBHBIN COCTaB.

14. Kommnosuuus no modomMy u3 nm.9-13, rae cocta Uit TPAHCASPMAIBHOTO BBEIEHHS
NpeACTaBIIsieT COOON KJIUKYIO JIEHTY/TIIaCThIPb.

15. Komnosumusi mo mobomy u3 nm9-14, rme no3a TaHIOCIHUPOHA WM  €ro
(dbapMaleBTHYECKU MPUEMIIEMOI COJTK UK TposiekapcTBa cocrassieT oT 0,1 o 100 Mr B neHb B
BUJIE CBOOOIHOM (DOPMBI TAHTOCTTUPOHA.

16. Komnozurust o jmodomMy u3 m.9-15, rue creneHb MPOHUKHOBEHHS JIEKAPCTBEHHOTO
CPeACTBa TAHIOCIHPOHA WK €ero (papManeBTHYECKH NPUEMIIEMOH COJH WM TMPOJIEKapCTBa
coctasiisieT oT 0,1 1o 20 Mr B ieHb B BUi€ CBOOOIHON (hOPMBI TAHJOCITUPOHA.

17. Komnozuuus no rodoMy u3 mim.9-16, rae KOMno3uuus npeacTaBisieT coO0oi cocTa
IUTSL TPAHCIEPMAIILHOTO BBEEHHUSI U 00INas MJIOIalb HAaHECeHUs J03bl cocTanisier oT 1 mo 100
oM.

18. Komnosuuus no mobomy u3 nmn.9-17, roe TaHOOCIUPOH WK ero (papManeBTHIECKH
NPUEMJIEMYIO COJIb HWJIM TPOJIEKAPCTBO BBONAT TAaKUM 00pa3oM, dYTOOBI KOHLIEHTPALHS
TaHIOCMHUPOHA B KPOBH (TU1a3Me) YesioBeka B AeHb cocTtassuia ot 0,05 no 20 Hr/mu B TedeHue 12
4aCOB WJIX AOJIbLIE.

19. Komnosunus no mobomy u3 nmn.9-18, rne TaHAOCIUPOH WK ero (papManeBTHIECKH
NPUEMJIEMYIO COJIb WJIM TIPOJIEKAPCTBO BBOIAT TAaKUM 00pa3oM, 4YTOOBI KOHLIEHTPALHS
TaHIOCTIIMPOHA B KPOBHU (IU1a3me) yenoseka coctasisia ot 0,05 no 20 Hr/mi B TedeHue oT 8 10
16 yacoB mocne BBeIEHUS TAHAOCIHMPOHA WUJIM ero (papMaLeBTUYECKH NMPHEMIIEMOI COMU WU
IIPOJIEKAPCTBA.

20. Kommnosuuus o modomMy u3 nm.9-19, rae TaHAOCIMPOH WM ero apMaLeBTHIECKU
npuemMiieMasi CoJib WK MPOJIEKAPCTBO SBIISTFOTCS TOOABKOH K JIEBOJOIIE.

21. Kommnosuiusi mo grobomy u3 . 9-20, KOTopasi UCIONIb3YeTCsl ¢ JIEBOAOION B BUJIE
KOMOMHaIMU ¢ PUKCUPOBAHHOMN 030 MM OJHOBPEMEHHO B BU/I€ OTACJIbHBIX COCTABOB.

22. MeaMUMHCKH TpernapaT ajisi jJedeHus: win npodunaktuku oonesnu [lapkuHcoHa 6e3
COIYTCTBOBAHUS WK myTeM MuHuMm3anuu PD-LID, congepskamiiii KOMOMHALIMIO TaHIOCTIUPOHA
Wil ero ¢apMaleBTHYECKH MPHEMIEMON coiu wuiau mnposiekapctsa u (1) nmeBomomy wmm (2)
JIEBOJIONY ¥ MHTUOUTOpP METaOONM3UPYIOIero epMeHTa JIEBOJONbI, I/Ie TAHAOCITUPOH HITH €ro
bapMareBTHYECKH TPHUEMIIEMYEO COJIb UJIH MPOJIEKAPCTBO BBOIST MAPEHTEPATBHO.

23. MeaMUMHCKHI TIpenapaT ajisl jJjeueHus: win npodunaktuku oonesnn [TapkuHcona 6e3
COMYTCTBOBAaHMUS WM nyTeM MuHuMmuszauuu PD-LID, coxpepxamuil TaHAOCIHPOH WM €ro
dapManeBTHYECKH TPUEMIIEMYIO COJNb HJIM MPOJEKAPCTBO, TJ€ TAHIOCIUPOH WIH €ro
dapManeBTHYECKH TNPUEMJIEMYIO COJIb HJIM TPOJIEKAPCTBO BBOASAT B KoMmOmHammu ¢ (1)
aeBoponoi wi (2) 1eBofonoi 1 HHrHOUTOPOM METa0OIM3UPYIOLEro pepMeHTa JIEBOAOIIBL, Te
TAQHAOCTIMPOH MJIH €ro (papMaleBTUUECKH TNPUEMIIEMYIO COJb HJIM TPOJIEKAPCTBO BBOMST

NMapeHTEPAJIbHO.
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24. MeaMUMHCKHN MpenapaT Ajis jJedeHus: win npodunaktuku oonesan [TapkuHcona 6e3
COnmyTCTBOBaHMs Wiu myteM wMmuHMMH3auuu PD-LID, comepskammii (1) nesomomy wmmm (2)
JIEBOJIONY ¥ MHTHOUTOP MeTabonusupyromero ¢pepmenra jgesonomnsl, rae (1) nesogony wiu (2)
JIEBOAONY M HMHruOUTOp MeTabonm3upyrouiero (GepMeHTa JIEBOIONbI BBOAST B COUYETAHUU C
TAHJOCIIMPOHOM WJIHM €ro (papmMaleBTUYECKH IMPUEMIIEMOH CONbI0O WM MPOJIEKapCTBOM, I7e
TaHJOCIHPOH WM ero (apMaleBTUUECKH NPUEMIIEMYIO COJIb MM MPOJEKAPCTBO BBOST
MapEeHTEPANIBHO.

25. KoMno3uuus ais yJydlieHHs] KauecTBa OTBETA Ha TE€PAIUIO JIEBOAOION MalMeHTa C
Oone3nbto [TapkuHCOHA ¢ AMCKUHE3WeH Mpu OOOCTPEHHH, COIeprKallasi TaHIAOCITHPOH WUJIH €ro
(apMaleBTHUECKH TPUEMIIEMYIO COJIb WJIM TPOJIEKAPCTBO, TA€ TAHAOCIUPOH WU €ro
(apMaLeBTHUECKH PUEMJIEMYEO COJIb WJIH MPOJIEKAPCTBO BBOIST MAPEHTEPATBHO.

26. MeauuuHCKUH npenapar Uil KOMITO3ULIHUS 1Mo JJro0oMy U3 1. 1-25, rie TaHaoCIupoH
Wik ero (apMaueBTHYECKH TMpHEeMJIeMas COJIb WM MPOJIEKAPCTBO TNPEACTaBIsIET COOOi
cBOOOIHYIO (POPMY TaHIOCTTHPOHA.

ITo noBepenHocTn
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