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OIIMCAHUE U30BPETEHUA
2420-580052EA/042
TEPAIIEBTUYECKOE JJEKAPCTBEHHOE CPEACTBO JJIAA TEYEHUA
JANCKMHE3NN

OobnacTh TEXHUKH

[0001]

Hacrosimee wm300pereHre OTHOCHTCS K  COCTaBy Ui JIEUEHHs  JIEBOJOIA-
WHIyLUPOBAHHOW AMCKHHE3WU Tpu Oosie3Hu [lapkMHCOHA MyTeM MapeHTEepaJbHOTO BBEACHUS
(HampuMep, TPaHCAEPMATbHOTO BBEACHHMs), TJ€ COCTAB COACPKUT TAHAOCIHPOH WJIH €ro
(apManeBTHYECKH MPUEMIIEMYIO COJIb WJIM TPOJIEKAPCTBO, KOTOPBIE MOXKHO HCIOJb30BATH B
KaueCTBE aKTUBHOI'O MHIPEUEHTA AJIs1 MEAULIMHCKOIO Ipenapara.

IIpeanocbiiku n3obperenust

[0002]

bonesus IlapkuHCOHA TpencTaBisieT COOOM TMpPOrpeccHpyrollee HelpoaereHepaTUBHOE
3a0oneBaHre C OCHOBHBIM CHMIOTOMOM HApyIIGHUS  SKCTPANUpPaMUAHON  (YHKIHH.
[TaTonormueckn Habmomaercss motepst NOo(GaMUHEPTHUECKUX HEHMPOHOB U OTIIOKEHHUE ajb(da-
CHHYKJIEWHA B KOMITAaKTHOH 4acTH 4epHOU cyOcTaHimu. KinnHu4ecku mposiBISIIOTCS pa3inyHbIe
JBUraTeJIbHbIE CUMIITOMBI, TAKHME KAK aKMHE3Us, TPEMOpP, PUTHAHOCTDb U MOTEPs] MOCTYPAIBbHBIX
pediiexcos.

[0003]

Tepanmeii Oonesnm IlapkuHCOHa sBiAETCS, 1O CYTH, JIEKQpCTBEHHAs Teparus,
NpeNHa3HAYeHHasl Ulsl JOIOJIHEHHWs] BHYTPUMO3IOBOrO JaomnamMuHa. JIekapCTBEHHOE CpENCTBO,
comepxaiiee Jsesoxony (L-moma), koropas sBAsSeTCA NPEALIECTBEHHUKOM J0(pamMHHa,
UCIOJIB3YETCsl B KaUeCTBE JICKAPCTBEHHOI'O CPENCTBA MEPBOM JMHHUM ISl HA4aJIbHOHN Tepanmuu
Gonesnu IapkuHcoHa. OqHAKO IBUTATENbHbBIE OCIOKHEHUS, TAKHE JIEBOAONA-UHAYLIMPOBAHHAS
nuckuHesuss npu Oonesnu Ilapkuncona (manee takke umenyemass «PD-LID»), mposiBisitoTCS
MOYTH Yy BCEX MALMEHTOB, MPOXOAAIIMX TEPANUIO JIEBOJAOMNON, € MPOrpecCUpOBAHUEM
MATOJIOTMYECKUX COCTOSTHUU.

[0004]

Yacrora passutuss PD-LID 4epe3 S5 ner mnocie HavdaabHOW TEpamuu JIEBOIOIMOU
coctaBnsser ot 30 ngo 50%. Yacrora yBenuuuBaeTCs IO Mepe IPOrpecCUpPOBAHMUS
NaTOJOTHYECKOro cocTosiHust U pocturaer or 50 go 100% uwepes 10 ner mocie HavaabHOM
Tepanuu. JIMCKMHE3UsT MUKOBBIX 03 M3BECTHA Kak TUNWYHBIN cumnToM PD-LID, kotopslit
npeAcTaBisieT cOO0 HENMPOU3BOJIBbHOE ABIDKEHUE JIMLA, S3bIKA, II€H, KOHEYHOCTEH, TYJIOBHIIA
WA TOMY IOA00HOE, KOT1a KOHLIEHTPALIHSI JIEBOAOIBI B KPOBH SIBJISIETCS] BBICOKOH.

[0005]

[TarenTHas mureparypa 1 [smoHckas BbutokeHHast myOymkamust Ne 11-228414] conepkut
OTHCaHNE TPAHCAECPMAIBHO a0COPOUPYEMBIX TAHIOCTTMPOHOBBIX ar€HTOB.

CnHcok NUTHPOBAHHOM JHUTEPATYPBI

IIaTenTHas auTeparypa



[0006]

[PTL 1]

SInoHckas BeUTOKEeHHAs myOmukarmst Ne 11-228414

[0007]

CymmnocTb n3odperenust

Pemenne 3agaun

[0008]

B pesynbrare TIIATENBHBIX MCCIEAOBAHUI aBTOPbI HM300peTeHHsT OOHAPYKWIM, YTO
MOKeT OBbITh TPENJIOKeHA TOJe3HAs TEXHOJOTUS ISl JICYCHUS, YJYYIICHHUS, MOJaBJICHUs
NPOTPECCUPOBAHMSI HIIH MPEJOTBPAILCHHS C BBICOKUM 3(PeKTOM perpeccHpoBaHHs JIEBOIOMIA-
UHIyLUUPOBAaHHOW auckuHe3uu npu Oonesnu [lapkunacona (PD-LID) mmm tomy momoOHOE 1o
CPAaBHEHHI0O C TMEpPOPaJbHBIM BBEICHHEM, MAPEHTEPAIbHbIM  BBEIEHHEM (Hampumep,
TPaHCAEPMAIbHBIM BBEICHHEM, BHYTPUKOXHBIM BBEICHHEM, IIOIKOXXHBIM BBEIEHHEM,
BHYTPUMBIIIEUHBIM BBEEHHEM M TOMY IMOJOOHOE) TAaHIOCIIHPOHA MK €0 (papMarieBTUIECKH
NpUEMJIEMONM COJM WM TpOJeKapcTBa. B HacTosimeM HM300peTeHHH  TPEAsIOKeHbI
bapmarieBTHIECKHE KOMITO3ULUN JIs1 TPAHCAEPMAIBbHOTO BBEIEHHS I perpeccupoBanus PD-
LID, conepxamue TaHAOCHHPOH WM €ro (¢apManeBTUYECKH TMpHeMJIeMas COJb MU
NPOJIEKAPCTBO, W CIIOCOOBI JICYEHUs, YJYYIICHWs, IOJABJIEHUs MPOTPECCHPOBAHUS U
NPEAOTBPALICHNS]  JABHraTelbHBIX  OCIOXHEHWH mpu  Oone3sHn IlapkmHCOHa  myTem
NAPEHTEPAIbHOTO BBEIESHHS, KOTOPbIE BKJIOYAIOT TAHIOCIHUPOH HIIKM ero (papmManeBTHYECKU
NPUEMJIEMYIO COJIb WJIU MPOJIEKAPCTBO.

[0009]

B vactHOCTH, HacTosIee N300pPETEHNE BKIIIOYAET CIENYIOLIEe.

[0010]

(ITynkr 1)

KomMnosuuuss [1st  JIe4eHusi, yJy4IIEHUs, TOJABJECHUS MPOTPECCUPOBAHUS WU
NPEAOTBPALICHUS IBUTATEIbHBIX OCIOKHEHUH, CBA3aHHBIX C Teparuel JeBOAONON pu OOJIe3HH
[MapkuHCOHA, comep:kaiiasi TAHAOCIHPOH WM ero (papMaueBTUYECKH MPUEMIIEMYIO COJIb MU
NPOJIEKAPCTBO, TA€ TAHAOCIUPOH WU €ro (papMaleBTHYECKH NPUEMIIEMYIO COJIb HJIH
NPOJIEKAPCTBO BBOAST MAPEHTEPAIBHO.

(ITynkr 2)

Komnozuuus no ar000My U3 NPenIecTBYIOINX TyHKTOB, TA€ MapEeHTepaIbHOE BBEICHHE
BBIOPAHO U3 TPAHCAEPMAIBLHOTO BBEICHHS, BHYTPHKOHOTO BBEICHUS, IMOAKOKHOTO BBEACHMUS,
BHYTPUMBIIIEUYHOTO BBECHHS U X KOMOWHALIUH.

(ITynkr 3)

Komnoznuus no q000My U3 NPenecTBYIOINX TyHKTOB, II€ MapEeHTepaIbHOE BBEICHHE
UMEET IOJITOCPOUHYIO 3((HEKTUBHOCTD HIH SIBJISIETCS JUINTEIbHBIM BBEICHUEM.

(ITynukr 4)

Komnosuuus no mo0oMy U3 NpeniecTBYOIINUX yHKTOB, T1e MapEHTEPaIbHOE BBEICHUE

BKJIFOYACT TpaHCACPMAJIbHOC BBECHUC.



(ITynkr 5)

Komnosmuuss mo moOOMy U3 TNpenmecTBYIOINUX IYHKTOB, I7l€ JBUTaTENbHbIC
OCJIOXKHEHHS BKJIFOUAIOT JIEBOJOMA-UHAYLIUPOBaHHYIO aAuckuHesmno (PD-LID).

(ITynkr 6)

Komnosunuss nans  nedeHus, yAydlleHWs WIM [PEeJOTBPALICHUs] JBUIATEJbHBIX
OCJIO)KHEHUH, CBS3aHHBIX C Tepamued JjeBomomnoil mpu OonesHu IlapkuHCOHaA, conepskaruas
TaHJOCIIHPOH WU ero (hapMarieBTHUECKH MPUEMIIEMYIO COJIb WIIM MIPOJIEKApCTBO, I/I€ JIEBOOMNA-
uHayuupoBaHHas nuckunesusi (PD-LID) perpeccupyer, He BbI3bIBasi CHMIITOMOB OTCKOKA, U T/I€
TAHAOCTIMPOH WJIU €ro (papMaLeBTUYECKH NPUEMIIEMYI COJb WM TPOJEKAPCTBO BBOIAT
TPAHCIEPMAJIBHO.

(ITyukr 7)

Komnosmuuss mo mrobOOMy W3 NPEAUIecTBYIOIIMX MYHKTOB, [IJ€ JIEBOJONA-
uHayuupoBaHHas auckuHesus (PD-LID) Brimouaer AMCKMHE3WIO HA MUKE O3Bl IBYX(a3HYIO
TUCKHUHE3HIO U X KOMOWHALIUIO.

(ITynkr 8)

Komnosnuus mo moOoMy M3 MPEAIECTBYIOLIMX IMYyHKTOB, IZI€ JICYCHHUE, YIyYIIEHHE,
MOZABJICHUE NMPOTrPECCUPOBAHUS WM NPEAOTBPALEHUE ABUTATENBHBIX OCJIOKHEHHH BKIIHOYAET
yIy4dlIeHHe, TMOJABJICHHE TPOrPECCHUPOBAHUS WM MNPOQHIAKTHKY CHMIITOMOB JIEBOZOIA-
uHayuupoBaHHo auckuuHesun (PD-LID), cokpamenune mnepuona NpPOSIBIEHUS JIEBOIOMA-
uHAyuupoBaHHON nuckuHe3uu (PD-LID) nian ux koMOMHAIHIO.

(ITyukr 9)

Komnosuuuss s OOCTHXKEHMs! YIJIYyYLIEHHs], TOJAABJIECHUS NPOrPECCUPOBAaHUSA WU
NPEAOTBPALIEHNs] CUMITOMOB JIEBOIONIA-UHAYIIMpoBaHHON nuckuHe3un (PD-LID), cokpaienus
Heproza MPOSIBICHHS JIEBOAONA-UHAYMPOoBaHHOH auckuHe3nu (PD-LID) mnn nx komOuHaumy,
cozeprkalasi TAHAOCIIUPOH WM ero (apMaleBTHYECKH MTPUEMIIEMYIO COJIb MIJIM TPOJIEKAPCTBO,
r7ie TAHAOCIHUPOH WU ero (papManeBTUYEeCKH MPUEMJIEMYIO COJIb HJIM MPOJIEKAPCTBO BBOIST
NapEeHTEPAIBHO.

(ITynkr 10)

Komnosuuust mo iro00oMy M3 MPEenmIecTBYIOIIUX MYHKTOB, IZI€ YJIYHYLICHHE CHMIITOMA
JeBopona-uHAyupoBanHoi quckuHesnn (PD-LID) npencrasnsier coOoi KIMHIYECKH 3HAUUMOE
yJIydineHue win OoJbinee.

(ITynkr 11)

Komnosnuus mo mo0oMy M3 MPEenmecTBYIOIIUX NMYHKTOB, IZI€ YJIYYLICHHE CHMIITOMA
JeBOAONa-UHAYIHpOBaHHON nuckuHesnn (PD-LID) HaxomuTcs Ha ypoOBHE, JTOCTATOYHOM JJIst
TOCTHDKEHUS KIIMHIUYECKOT0 3 deKTa.

(ITynkr 12)

Komnosmuuss mno mo0oMy W3 MPEAIIECTBYIOLIMX IMYHKTOB, TJ€ KOMITO3HIIHS
IpesCTaBisieT cOO0H COCTaB AJISl TPAHCAEPMAIBHOTO BBEIEHNUS.

(ITynkr 13)



Komnosmumss mno mo0oMy M3 MPEAIIECTBYIOLIMX IYHKTOB, TIJl€ KOMITO3HIUSA
NpeACTaBIsieT COOOH aare3uBHbIN COCTaB.

(ITynkr 14)

Komnosmuus mno moboMy M3 MNPEAIIeCTBYIOIIUMX IYHKTOB, TIA€ COCTaB s
TPaHCIEPMAIIBHOTO BBEICHUS NMPEACTABIAET COOOMN JIEHTY/TIIACTHIPb.

(ITynkr 15)

Komnosuuus no mo6oMy U3 HpenecTByOINX MyHKTOB, TA€ 1032 TAHAOCIIMPOHA WIN
ero (papManeBTHYECKH MPUEMIIEMOM COJIM MK TpojiekapcTa cocrasisieT oT 0,1 1o 100 mr B
JeHb B BUIe CBOOOTHON (POPMBI TAHAOCITUPOHA.

(ITynkr 16)

Komnosuuus no mo0oMy U3 MPeaIecTBYOMUX MyHKTOB, I7I€ CTENEHb MPOHUKHOBEHHUS
JIEKApCTBEHHOTO CPEICTBA TaHAOCIHPOHA WM €ro (apMaleBTHYECKH MPHEMJIEMON COJNU WU
nposiekapcTBa cocrasysieT oT 0,1 10 20 Mr B IeHb B BUe CBOOOIHON (POPMBI TAHAOCITHPOHA.

(ITynkr 17)

Komnosmuuss mno mo0oMy M3 MPEAIIECTBYIOLIMX IMYHKTOB, TJ€ KOMITO3HIUS
npeacTaBisieT coOOi cocTaB Ul TPAHCAESPMAIBHOTO BBENEHHsI W O0IIas IJIOmaab HAHECEHUs
10361 cocTanser oT 1 10 100 cm?.

(ITynkr 18)

Komnosnuus mo mo0oMy M3 NPEALIECTBYIOIINX NMYHKTOB, I'I€ TAHAOCHHUPOH I €ro
dapmaneBTUYECKH NPHUEMIIEMYIO COJb MJIHM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpAIUsl TAHJOCIIUPOHA B KpOBH (IUia3sMe) udejoBeka B AeHb cocrasisuia ot 0,05 mo 20
HI/MJ B Te4eHHue 12 4acoB MM JOJIbIIE.

(ITynkr 19)

Komnosunus no moOoMy M3 NMPeAmeCTBYIOINX MYHKTOB, TA€ TAaHJOCIUPOH WM €ro
(dapmaLeBTHYECKH TPUEMIIEMYIO COJb WJIM TPOJEKAPCTBO BBOIAT TaKUM 0Opa3oM, 4YTOOBI
KOHIIEHTpAIKsI TAaHAOCIUPOHA B KpoBHU (Ij1a3me) dejoBeka cocrapisiia ot 0,05 go 20 Hr/mi B
TedeHHe OT 8 1m0 16 4YacoB moOcCie BBEACHHMS TAHAOCIHPOHA WU ero (papmMauneBTHYECKH
MIPUEMIIEMON COJIM WJIN MPOJIEKAPCTBA.

(ITynkr 20)

Komnosuuus mo nro0oMy M3 MPEeALIeCTBYIOIINX MYyHKTOB, I/I€ TAHIOCIHPOH WM €ro
(apmarneBTHYECKH MpHEeMIIeMasi COJIb HITH MPOJIEKAPCTBO SIBJSIIOTCS 10OABKOMU K JIEBOJIOTIE.

(ITynkr 21)

Komnosnuuss mo mo0oMy W3 MPENIIeCTBYIOIIUX ITyHKTOB, KOTOpas HCIIOJNB3YETCs C
JIEBOJOTNION B BHAE KOMOWHaUMKA C (PUKCHPOBAHHOW JO30H WJIM OJHOBPEMEHHO B BHUJE
OTIEJIbHBIX COCTaBOB.

(ITynkr 22)

MenuuuHCKUI mpenapar i JedeHust uian npodunakruku OonesHu [lapkuHcoHa Oe3
COIYTCTBOBAHMUS WM ImyTeM MuHuMm3anuu PD-LID, cogepskainii KOMOMHALNIO TaHIOCTIMPOHA

Wi ero ¢apMaleBTHYECKH NMpHEeMIeMO conu uiau mnposiekapctsa u (1) nmeBomomy wmu (2)



JICBOJIONY ¥ MHTUOUTOP METaOOIM3UPYIOIIero GepMeHTa JEBOOIbI, /i€ TAHAOCITUPOH HITH €T0
bapmareBTUIECKH IPHEMIIEMYIO COJIb WIIM MIPOJIEKAPCTBO BBOIST NMAPEHTEPATBHO.

(ITynkr 23)

MenuuuHCKUM npenapar s jgedeHuss uian npodunaktuku OonesHu IlapkuHcoHa Oe3
CONMyTCTBOBaHUS MM myTeM MuHuMu3zauun PD-LID, copeprxaumiuii TaHZOCIHPOH WM €ro
dapmaneBTHYECKH TMPUEMIIEMYIO COJIb WM MPOJIEKAPCTBO, TA€ TAHJOCHUPOH WM €ro
(apMaleBTUYECKH TMPUEMJIEMYIO COJIb HJIM TPOJIEKAPCTBO BBOAST B KoMmOuHaumu ¢ (1)
JIeBOAONON Wi (2) JIeBOIONON U HHTHOUTOPOM METa0OIM3UPYIOLEro pepMeHTa JIEBOAOIIBL, Te
TAHJAOCTIMPOH WJIH ero (papMaleBTUYECKH NPUEMIIEMYIO COJIb WM TPOJEKAPCTBO BBOIAT
MApEHTEPAIBHO.

(ITynkr 24)

MenuuuHCKUIA mpenapar i JedeHust uian npodunakruku OonesHu [lapkuHcoHa Oe3
COMyTCTBOBaHUsI WM myteM MuHMMu3zauuu PD-LID, comepxkammii (1) nesomomy wmimm (2)
JIEBOJIONY W MHTHOUTOP MeTabonusupyroiero ¢pepmenta gesononsl, rae (1) nesogomny wumu (2)
JIEBOAONY W HHTHOMTOP MeTabonM3upyrouiero (gepmMeHTta JI€BONOMNbI BBOIIT B COYETAHHH C
TAHJOCTIMPOHOM WJIHM €ro (papMauneBTUYECKU IMPHEMIEMOH COJNBI0 WM TPOJIEKApCTBOM, I7e
TAHJAOCTIMPOH WMJH €ro (papMalLeBTUYECKH TNPUEMIIEMYIO COJb MM TIPOJEKAPCTBO BBOIAT
MApEHTEPAIIBHO.

(ITynkr 25)

KoMno3uuus aist ynydIneHusl KauecTBa OTBETA HA TEPAIMIO JIEBOJOINOHN MaIMeHTa C
Oone3nbto [lapkuHCOHA € AMCKMHE3WEH MpH OOOCTPEHHH, COnIeprKallast TaHAOCIMPOH WUJIM €ro
dapManeBTUYECKH TPUEMIIEMYIO COJb WJIM NPOJIEKAPCTBO, TA€ TAHIAOCIUPOH WU €ro
bapmareBTUIECKH IPUEMIIEMYIO COJIb UJIH MTPOJIEKAPCTBO BBOIAT MAPEHTEPAIIBHO.

(ITynkr 26)

MeauUMHCKUI Mpenapar Wik KOMIIO3ULHS 10 JIFOOOMY W3 MPEAIIECTBYIOLINX MyHKTOB,
rIe TAHAOCIHUPOH WM ero (apMaueBTHUECKU MpuemiieMas COJb WU  IPOJIEKAPCTBO
npeacTassier co0oit cBOOOMHYIO GopMy TaHAOCTUPOHA.

(ITyukr 1A)

Croco® neuyeHust, yJaydIIEHUS WIA NPEAOTBPALICHUS IBUTATENbHBIX OCJIOKHEHHH,
CBSI3aHHBIX C Tepamuel JeBoaomnon npu OonesHu [[apkUHCOHA, BKIIIOYAIOIIUN MapeHTEPAbHOE
BBeZleHUEe CyOBekTy 3(h()EeKTUBHOrO KONMYECTBA TAHAOCIHPOHA WM €ro (apMaleBTHYEeCKH
NPUEMIIEMON COJIM WUJIH MPOJIEKAPCTBA.

(ITyukt 2A)

Croco® mo mo0oMy M3 TPEnUIeCTBYIOIMUX IMYHKTOB, IZI€ NMApEHTEPAIbHOE BBEIACHUE
BBIOPAHO M3 TPAHCAEPMAIBHOTO BBEICHMS, BHYTPUKOKHOTO BBEACHHS, TIOAKOKHOTO BBEACHHS,
BHYTPUMBIIIIEYHOTO BBECHHSI U X KOMOWHALINH.

(ITyukr 3A)

Croco® mo moOoMy M3 NPEnUIeCTBYIOIIUX MYHKTOB, II€ NMapeHTepaJbHOE BBEACHUE
UMEET IOJITOCPOUHYIO 3((HEKTUBHOCTD MU SIBJISIETCS JUINTENbHBIM BBEICHUEM.

(ITyukr 4A)



Croco® mo mo0oMy M3 MPEenUIeCTBYIOIUX IYHKTOB, I'ZI€ NMapEHTEPAIbHOE BBEICHUE
BKJIFOUAET TPAHCIAEPMAIbHOE BBEICHNUE.

(ITyukt S5A)

Crioco0® mo moOoMy U3 INPEAIIECTBYIOUUX MYyHKTOB, I7l€ ABUraTeNIbHbIE OCIOXHEHUS
BKJIFOYAIOT JIEBOJIONA-UHAYLIUPOBaHHYIO AuckuHesuto (PD-LID).

(ITynkt 6A)

Croco0 neueHus, ynydlleHWs WIM TNPeJOTBPALIEHHUs] BUTATEIbHBIX OCIOXHEHUH,
CBSI3aHHBIX C Teparnuei JeBononoi npu 6ose3un [TapKIHCOHA, BKITFOYAIOIUN TPaHCAEPMATbHOE
BBeZieHHEe CyOBekTy 3(h()EKTUBHOrO KOJIMYECTBA TAHAOCIHPOHA WM €ro (hapMaleBTHYECKH
NPUEMJIEMON COJTH HJTH MPOJIEKAPCTBA, TaK YTOOBI JIEBOIOMA-UHAYIMPOBaHHAas tuckuHe3us (PD-
LID) perpeccupoBaina 6e3 CHMIITOMOB OTCKOKA.

(ITyukr 7A)

Cnocob mo mro0oMy W3 MPEAIECTBYIOIUX MYHKTOB, I JIEBOAOMA-UHAYLUPOBAHHAS
mucknnaesns (PD-LID) BkiroyaeT OUCKUHE3HMIO HA MUKE A03bIL, ABYX(A3HYI AUCKHHE3HIO M UX
KOMOHWHAIIHIO.

(ITyukr 8A)

Crmoco6 mo sro0oMy W3 MPEAIIECTBYIOIIUX IMyHKTOB, TIN€ JICYCHHE, YJIy4IICHHE,
NOJaBJIEHUE MPOTPECCUPOBAHMS WM NPEAOTBPAIICHNE IBUTATEIbHBIX OCJIOKHEHHH BKIFOUAET
yIIy4IIeHHe, TMOJABJICHHUE IPOrPECCHUPOBAHUS WM MNPOQUIAKTUKY CHMITOMOB JIE€BOZOMA-
uHayuupoBaHHoi auckubHesun (PD-LID), cokpamenue mnepuona NpPOSIBIEHUS JIEBOIOMA-
uHAyuupoBaHHOU nuckuHe3uu (PD-LID) nian ux koMOUHAIHIO.

(ITyukr 9A)

Cnoco®  pmocTwkeHHMss — yNy4IIeHHs,  INOAABICHUS  NPOTPECCUPOBAHUS WU
MPEeIOTBPALICHUs] CHMIITOMOB JIeBOONa-UHAyHpoBaHHON nuckunesun (PD-LID), cokpatenus
nepuo/a MpOsIBJICHUs JIEBOAONA-UHAYyUpoBaHHOH auckunesun (PD-LID) wnu ux komMOuHaLuy,
BKJIFOUAIOLIMI MapeHTepabHOE BBECHHE CYOBEKTY 3 (PEeKTHBHOTO KOJMYECTBA TAaHAOCIIUPOHA
WU ero (apMaleBTHUECKU MPUEMIIEMON COJTM WU TIPOJIEKAPCTBA.

(ITyukr 10A)

Crnocob6 mo moOoMy M3 MPEAIIECTBYIOLIMX IMYHKTOB, T YJy4lIeHHe CHUMIITOMA
JeBopona-uHAyuupoBanHoi auckunesnu (PD-LID) npencrasnser co0ol KIMHUYECKU 3HAYNMOE
yJIydineHue win OoJbinee.

(ITynkr 11A)

Croco® mo moOoMy M3 NPEenuIecTBYIOIMUX IYHKTOB, TA€ YJIYYIIEHHE CHMIITOMA
JeBOAONa-UHAYIHpOoBaHHON auckunesuu (PD-LID) Haxomutcs Ha JHOCTaTOYHOM YPOBHE ISt
TOCTHDKEHUS KIIMHIUYECKOT0 3 deKTa.

(ITynkr 12A)

Cmoco6 mo mroboMy H3 TPENUIECTBYIOLINX IMyHKTOB, II€ TAaHAOCIHUPOH WJIH €ro
dapmaneBTUYECKH TpUeMIIeMasi COJIb WIJIM MPOJIEKAPCTBO NPEACTABJICHbI B BHIE COCTaBa JJIS
TPaHCAEPMAIIbHOTO BBEACHUS.

(ITynkr 13A)



Cnoco6 mo mroboMy H3 MPEAIIeCTBYIOIINX IyHKTOB, I/I€ TAaHAOCIUPOH WJIH €ro
(bapmareBTUYECKH MpUEMJIEMasi COJIb WIJIM MPOJIEKAPCTBO TPEACTABICHBI B BHJE aAr€3HMBHOTO
COCTaBa.

(ITyukr 14A)

Crnoco6 no mro0oMy U3 MPEALIECTBYIOIUX MYHKTOB, IJI€ COCTAB Ui TPAHCAEPMAIBHOTO
BBEJICHHS IPE/ICTABIISIET COOOM JIEHTY/IIACThIPb.

(ITynkT 15A)

Crnoco6 mo roboMy M3 MPEOIIeCTBYIOLUIMX MYyHKTOB, T 1032 TAHAOCIUPOHA HIIH €ro
(dbapMaleBTUYECKU MPUEMIIEMOI COJTK UiIH TiposiekapcTBa cocrassieT oT 0,1 1o 100 Mr B neHb B
BUJIE CBOOOIHOM (DOPMBI TAHTOCTTUPOHA.

(ITyukr 16A)

Croco® mo mo0oMy M3 MPEOIIeCTBYIOLIUX MYHKTOB, IN€ CTENeHb MPOHUKHOBEHUS
JIEKApCTBEHHOTO CPEICTBA TAHAOCIHPOHA WM €ro (papMaleBTHUECKH MPUEMIIEMON COJIU TN
nposiekapcTsa cocrasysieT oT 0,1 10 20 Mr B IeHb B BUAe CBOOOIHON (POPMBI TAHAOCITHPOHA.

(ITynkr 17A)

Croco® mo mo0oMy W3 TPEAIeCTBYIOIIMX IYHKTOB, I7€ BBENEHHE MOCTHUTAETCs C
MOMOIIBIO COCTaBa Il TPAHCAEPMAJIBLHOTO BBEAEHUS W OOIIas TUIOIAIb HAHECEHHUS O3Bl
cocrasnser ot 1 1o 100 cm?.

(ITynkr 18A)

Cnoco6 mo mroboMy H3 MPEIIeCTBYIOIIMX IyHKTOB, I/I€ TAaHAOCIUPOH WM €ro
dapmaneBTUYECKH TNPUEMIIEMYIO COJb WJIHM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpALUsl TAHJOCIUPOHA B KPOBH (IUIa3Me) dejioBeka B JieHb coctaBisuia ot 0,05 mo 20
HI/MJI B Te4eHHe 12 4acoB UJIH JOJIbILE.

(ITynkt 19A)

Crnoco®6 mo a000My H3 TPENUIeCTBYIOIIUX IYHKTOB, /i€ TAHAOCIUPOH WM €ro
(dapManeBTUYECKH MPUEMJIEMYIO COJb MJIHM TMPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTPAIKsI TAaHAOCIHUPOHA B KpoBHU (Ij1a3me) 4vejoBeka cocrapisiia ot 0,05 no 20 Hr/mn B
TeueHHe OT 8 1m0 16 4YacoB mocCie BBEACHHMS TAHAOCIHPOHA WIH €ro (apMaleBTHUYECKU
NPUEMJIEMON COJIH WUJTH MPOJIEKAPCTBA.

(ITyukr 20A)

Cnoco6 mno nroboMy W3 TPEAIIECTBYIOIIMX MMYHKTOB, TNl€ TAHAOCIUPOH WJIH €ro
(apmaneBTHIECKH MTpHEeMIIEMasi COJIb MITH MPOJIEKAPCTBO SIBISIIOTCS TO0OABKOM K JIEBOJIOTIE.

(ITynkr 21A)

Cnoco6 mno nroboMy W3 MPEAIIeCTBYIOIINX IyHKTOB, I/I€ TAaHAOCIUPOH WIIH €ro
dapmaneBTHYECKH TIpUEMIIEMasi COJIb WIJIM TPOJIEKAPCTBO NPUMEHSIOT C JIEBOAOINOW B BHIE
KOMOMHAIMU ¢ PUKCUPOBAHHON 0301 MM OJJHOBPEMEHHO B BU/IE€ OTAEIIbHBIX COCTABOB.

(ITynkr 22A)

Croco0 neuenns wnu npodunaktuku Oonesnu [lapkuHcoHa O€3 COMyTCTBOBAHHUS WU
nyreM muHuME3auu PD-LID y cyObekrta, BKIrOUaromuii BBeneHue cyonekry sddexTuBHoro

KoJu4ecTBa KoMOMHaIMU 3 PEeKTUBHOTO KOJIMUYECTBA TAHAOCIIUPOHA HIIH €r0 (papMarieBTUIECKH



npuemiieMoll conu wim npojekapctsa U (1) sddexruBHOrO KONMMUECTBA NIEBOAOINBI MWK (2)
JEBOAONBI W HWHIUOWTOpAa META0ONM3UPYIOIEro (epMeHTa JeBOAONbL, rae 3(pQPeKTUBHOE
KOJIMYECTBO TAHAOCIHUPOHA MM ero (papMaleBTHYECKH MPHEeMJIEMON COJH WM MpPOJIeKapCcTBa
BBOJSIT APEHTEPAIIBHO.

(ITynkr 23A)

Croco6 mo a000My |3 MPENUIeCTBYIOIIUX IYHKTOB, /i€ TAHAOCIUPOH WM €ro
(bapMaleBTHYECKH MPUEMJIEMYIO COJIb WJIH TpoJieKkapcTBO U (1) munu (2) BBOAST OIMHOBPEMEHHO
WK B Pa3HOE BPeMsi.

(ITyukt 24A)

Komnosunus i ynydineHHsl KauecTBa OTBETa Ha TEPArMI0 JIEBOJOMOHN MalMeHTa ¢
Oonesnpro [lapkuHCOHA ¢ AMCKUHE3WeW Mpu OOOCTPEHMH, COAepIKallas TAHAOCTUPOH MM €ro
(papMaLeBTUYECKU MPUEMIIEMYIO COJb HIJIM MPOJEKapPCTBO, rae SPQPEKTHBHOE KOJIUYECTBO
TAHJOCMHPOHA HJIK ero (apMaleBTHYECKH NPHEMJIEMOH COJNM WK MPOJEKapCTBA BBOIST
napeHTepabHO.

(ITynkr 25A)

Crnoco6 mno nroboMy W3 MPEAIIECTBYIOIINX IyHKTOB, I/I€ TAaHAOCIUPOH WJIH €ro
bapmareBTHIECKH TpHEMIIEMasi COJIb MPENCTaBIIsAET c000i cBOOOAHYIO0 (POPMY TaHIOCTTHPOHA.

(ITyukr 1B)

[IpuMeHeHHe TAaHAOCIHUPOHA WM ero (apMaLeBTUYECKH MPUEMIIEMOH COJIH WM
NPOJIEKapCTBA MPU HM3TOTOBJICHUH MEIUIIMHCKOrO IMpenapaTta JJisl JICYSHUs], YJIYULISHUs WIN
NPEOTBPALICHUS IBUTATEIbHBIX OCIOKHEHUH, CBA3aHHBIX C Tepanuei JIeBOAOMNOi npu 0one3Hn
ITapxuHCOHA, rIe MEAULIMHCKUI MTpenapaT BBOASAT NaPEHTEPAIBHO.

(ITynkr 2B)

[TpumeneHue no MoOOMy U3 MPEAIIECTBYIOLINX MyHKTOB, IIe TAPEHTEPAIbHOE BBEICHHE
BBIOPAHO M3 TPAHCIEPMAIBHOIO BBEICHMS, BHYTPUKOKHOTO BBEIEHHS, TIOAKOKHOTO BBEIEHMUS,
BHYTPHUMBIIIEYHOTO BBEICHUS U UX KOMOMHALIMH.

(ITyukr 3B)

[TpumeneHue MO JTOOOMY M3 MPEAIIECTBYIOUIMX MyHKTOB, I7€ MAPEHTEPATbHOE BBEIEHHE
UMEET J0ITrOCPOUHYIO 3()(HEKTUBHOCTD HITH SIBJISIETCS] IJTUTEIbHBIM BBEICHUEM.

(ITyukr 4B)

[TpumeneH#e Mo JTOOOMY M3 MPEAIIECTBYIOLUIMX MyHKTOB, IIe MApEeHTEPaIbHOE BBEIECHHE
BKJIFOUYAET TPAHCAEPMAJIbHOE BBEICHHE.

(ITyukt 5SB)

[lpumeneHre 1O JOOOMYy M3 TNPEALIECTBYIOIUMX TYHKTOB, TA€ [BUTATeJbHbIC
OCJIOXKHEHHS BKIIFOUAIOT JIEBOJOMA-UHAYLIUPOBaHHYIO AuckuHe3mno (PD-LID).

(ITyukr 6B)

[TpuMeHeHHe Py U3TOTOBJICHUH MEAULMHCKOTO Mpernapara, CoAepiKallero TaHA0CIUPOH
WIH ero (papMaLeBTHYECKH MPUEMJIEMYIO COJIb MJIHM MPOJIEKAPCTBO, Ui JICUCHHMS, YIYYIISHUS
WIN TIPEAOTBPALLSHHS] BUTATEJIbHBIX OCJIOKHEHHH, CB3aHHBIX C Tepamuel JICBOAOMOH mNpu

6onesnu [lapkuHCcoHa, Tae eBoaona-uHAyHupoBaHHas auckuHesus: (PD-LID) perpeccupyer, He



BbI3bIBASI CUMIITTOMOB OTCKOKA, U I'I€ TAHJOCIHUPOH WM €ro (apMaleBTUYECKH MPHEMIEMYIO
COJIb WJIU IIPOJIEKAPCTBO BBOAST TPAHCAECPMAIIBHO.

(ITyukr 7B)

IIpumenenne mno JOOOMYy M3 NPEALIECTBYIOINMX IYHKTOB, I7l€ JIEBOAONA-
uHayuupoBaHHas auckuHesus (PD-LID) BximouaeT AMCKMHE3MIO HA INMHUKE O3Bl IBYX(pa3HYIO
AVCKUHE3HIO U MX KOMOWHALIUIO.

(ITyukr 8B)

[TpumeHeHre mo JFOOOMY W3 MPEOIIECTBYIOLUINX MYyHKTOB, I JICYCHHUE, YJIy4IIEHHE,
MO/IABJICHUE MPOTrPECCUPOBAHUS WM NMPEAOTBPALEHNUE ABUTATENBbHBIX OCJIOKHEHUHM BKJFOYAET
yJIy4IIeHHe, TONABJICHHUE TPOrPECCHPOBAHUS WU MNPOQHIAKTUKY CHMIOTOMOB JIEBOJOMA-
uHayuuposanHou auckuHesun (PD-LID), cokpameHne mnepuona NpPOSIBICHUS JIEBOIOMA-
UHAyuupoBaHHOU nuckuHe3nu (PD-LID) nin ux koMOWHAIHIO.

(ITyukt 9B)

IIpumenenne npu U3roTOBICHUH MEAULIMHCKOrO Mpenapara, COAEPKalero TaHA0CIUPOH
wii  ero (¢papMaleBTHUECKH TMPHEMIIEMYIO COJb WM TPOJIEKAPCTBO, NS  JTOCTHIKECHUS
yIIyUIICHUS, TIOJABJCHUSI TPOTPECCHPOBAHUS MM MPOPUIAKTUKA CHMITOMOB JIEBOJIOMA-
uHayuupoBaHHo auckubHesun (PD-LID), cokpameHuss mnepuozna NpPOSIBIECHUS JIEBOIOIA-
uHayuupoBaHHOW auckuHe3nu (PD-LID) mnm mx KOMOWHAUMIO, T7€ TAHAOCHHUPOH WM €ro
bapmareBTUIECKH IPHEMIIEMYO COJIb WJIH MPOJIEKAPCTBO BBOIST NMAPEHTEPATBHO.

(ITyukr 10B)

IIpumenenne mo moOOMy M3 NPEAIISCTBYIOIIUX IMYHKTOB, IZI€ YIYYILIEHHE CHMITOMA
JeBopona-uHAyLupoBaHHoN auckuHesun (PD-LID), mnpeacraBiser coOOH  KIMHUYECKU
3HAYMMOE YJIy4IIeHHe WU OoJbLIee.

(ITynkr 11B)

[Tpumenenne no m0OOMy M3 NMPEAIIECTBYIOLUIMX IYHKTOB, A€ YJIyYIIEHHE CHMIITOMA
JIeBOAONa-UHAYHPOBaHHON nuckuHesnn (PD-LID), HaxoauTcsi HA TOCTaTOYHOM YPOBHE MJIst
TOCTHOKEHUS KIIMHUYECKOTO 3 deKTa.

(ITyukr 12B)

[Tpumenenne no moOOMy U3 MPEAIIECTBYIOLIMX MYHKTOB, ITI€ MEIULMHCKHHA Mpernapar
NpeACTaBIsieT COOOH COCTAB IS TPAHCACPMAIBHOTO BBEICHUSI.

(ITyukr 13B)

[Tpumenenne mo moOOMy U3 MPEIIIECTBYIOLINX MYHKTOB, TA€ MEIULIMHCKHNA Mpernapat
NpEACTaBIsIET COOOH aare3MBHBIN COCTaB.

(ITyukr 14B)

[Ipumenenne mo JOOOMY W3 MPEOIIECTBYIOINMX MMYHKTOB, TA€ COCTaB JUIs
TPAHCAEPMAIILHOTO BBEACHUS IPEACTABIISIET COOOH JIGHTY/TIIACTBIPb.

(ITyukr 15B)

IIpumeneHne 1o JMOOOMY M3 MPENIIECTBYIOMUX MMyHKTOB, TAE 1032 TAHAOCIHPOHA WU
ero (papManeBTUYECKH MPUEMIIEMON COJIM UiN mpoJiekapcTBa cocrasisier oT 0,1 mo 100 mr B

JeHb B BUI€ CBOOOAHOM (hOPMBI TAHAOCIIUPOHA.
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(ITyukr 16B)

ITpumenenne o moO0OMy M3 NMPENIIECTBYIOINX MMyHKTOB, I7l€ CTENIEHb MPOHUKHOBEHUS
JIEKApCTBEHHOT'O CPEJCTBAa TAaHAOCIHMPOHA WM ero (apMaleBTHUECKH NMPHEMIIEMON CONU WU
nposiekapcTsa cocrasysieT oT 0,1 10 20 Mr B IeHb B BUuie CBOOOHON (POPMBI TAHAOCITUPOHA.

(ITyukr 17B)

[Tpumenenue 1o Jr0OOMy M3 MPENIIECTBYIOIUX MYHKTOB, IZIe MEAMLIMHCKUN Ipernapar
IpenCTaBisieT cOOOH COCTaB ISl TPAHCIEPMAIBLHOIO BBEACHHS M O0INasi IUIOIagb HAHECEHMS
10361 cocTaBnsger oT 1 10 100 cm?.

(ITyukr 18B)

[TpumeHenne mo J0OOMy M3 MPEAIIECTBYIOLIMX MYHKTOB, TA€ TAHAOCIHPOH WJIH €ro
(dapManeBTHYECKH MPUEMJIEMYIO COJb MJIHM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, dYTOOBI
KOHIIEHTpAIMsl TAHJOCIUPOHA B KpOBH (TUia3Mme) 4dejoBeka B AeHb coctarisuia ot 0,05 mo 20
HI/MJI B Te4eHUe 12 4acoB MIIH OJIBbIIE.

(ITyukr 19B)

[IpumeHeHne mo OOOMYy M3 MPEAIIECTBYIOLIMX MYHKTOB, TA€ TAHAOCIHPOH WJIH €ro
dapManeBTHYECKH MPHUEMIIEMYIO COJb MJIHM TPOJEKAPCTBO BBOAAT TaKUM 00pa3oM, 4YTOOBI
KOHIIEHTpAIUsl TAHAOCIUPOHA B KpoBH (Ij1a3me) denoBeka cocrapisiia ot 0,05 no 20 Hr/mnu B
TedeHne OT 8 1m0 16 4YacoB mocie BBENEHHWS TAaHAOCIHPOHA WIH €ro (papMaleBTHUECKH
MIPUEMIIEMON COJIM WJIN MPOJIEKAPCTBA.

(ITyukr 20B)

IIpumeneHne mo moOOMy M3 NPEAIIECTBYIOLIMX IMYHKTOB, TI€ TAHAOCIHMPOH WJIHM €ro
dapmareBTUIECKH IpHeMIIeMasi COJIb MITH ITPOJIEKAPCTBO SIBJIAIOTCS 100aBKON K JIEBOZIOIIE.

(ITyukr 21B)

[Tpumenenne o m0OOMy M3 MPENIIECTBYIOIUX MYHKTOB, IZle MEAMLIMHCKUN Ipernapar
INPUMEHSIOT C JIEBOAOION B BHAE KOMOMHALMM ¢ (PUKCHPOBAHHON O30H MM OJHOBPEMEHHO B
BUJIE€ OTZI€JIbHBIX COCTaBOB.

(ITyukr 22B)

[IpumeneHne npu M3rOTOBJIEHWH MEAULMHCKOrO IIpernapara [l JIeUeHUs WU
npodunakTuku 6one3nu [lapkuHcoHa Oe3 COmyTCTBOBaHUS WK myTeM MuHUME3auu PD-LID,
r7e MeOUIIMHCKHUN MpenapaT COAeP KUT KOMOMHAIIMIO TAHAOCTIMPOHA WU ero (papManeBTHIEeCKH
npueMJIeMOl conmu win mponekapctea u (1) nmeBomomy wmiau (2) NeBOAONMY W HMHTHOUTOP
MeTaboam3upyomero (gpepMeHTa JIeBOAOMBIL, TAe TAHAOCIUPOH WM €ro (apMaleBTHYECKH
MPUEMIIEMYIO COJIb WJIHM MPOJIEKAPCTBO BBOAST MAPEHTEPAIBHO.

(ITyukt 23B)

IIpumeHeHre npu M3rOTOBIEHHMM MEAMLMHCKOIO Ipenapara [JJsl JIeUEHUs WU
npodunakTuku 6one3nu [lapkuacona 6e3 comyTcTBOBaHUS WK nyTeM MuHUME3auu PD-LID,
r7le MEAULIMHCKUI MpenapaT COAEPIKUT TAHAOCIHPOH WK €ro (papMaleBTUYECKH MTPHEMIIEMYIO
COJIb WJIM TPOJIEKAPCTBO, T7I€ TAHAOCIIMPOH MM €ro (papMaleBTUIECKU MPUEMIIEMYIO COJIb UJIH

IPOJIEKapCTBO BBOAAT B KoMOmHaimu ¢ (1) neBomoroit wimum (2) n1€eBOJONON M MHIHOUTOPOM
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MeTa0oau3upyomero (gepMeHTa JeBOAOMBIL, TA€ TAHAOCHUPOH WM €ro (apMaleBTHYECKH
NPUEMIIEMYIO COJIb FUTH MPOJIEKAPCTBO BBOIAT MAPEHTEPATIBHO.

(ITyukr 24B)

[IpuMeHeHHe TpU M3TOTOBJICHUHM MEOMLMHCKOrO Tpernapara Uil JICYeHHUs WM
npodunaktuku Oone3nu [lapkuHCOHa 0e3 COMyTCTBOBAHUS WM MyTeM MuHMMu3aimu PD-LID,
rae MeTUIMHCKUEA mpenapar copepxkut (1) mesomomy wim (2) neBOAONy M WHTHOUTOP
metabommsupyromero gepmenra nesonomnsl, rae (1) neBogony wiu (2) J€BOAONY U MHTHOUTOP
MeTaboMu3upyroLIero (GpepMeHTa JeBOIONbl BBOAAT B COYETAHHHM C TAHAOCIIMPOHOM HIIH €ro
(apMaLeBTUYECKH MPUEMIIEMOI COJIBIO HJIH TMPOJIEKAPCTBOM, M /i€ TAHAOCIHPOH MM €ro
(papmaLieBTHYECKH TIPUEMJIEMYIO COJIb MJIH MPOJIEKAPCTBO BBOIST MAPEHTEPABHO.

(ITyukr 25B)

[TpuMeHeHHe MPU U3TOTOBJICHUH MEAULIMHCKOrO Mpernapara, CoOaep Kallero TAaHAOCIUPOH
WK ero (papMaLeBTHYECKH MPUEMIIEMYIO COJIb WJIM MPOJEKAPCTBO, Uil YIYYLICHUS KadecTBa
OTBETA HA TEPANHUIO JIEBOAONON NaumueHTa ¢ Oone3Hbro [lapkMHCOHA C IUCKWHE3WEH, Tae
TAHIOCTHUPOH WM ero (apMaleBTHYECKH MPUEMJIEMYI0 COJb MM MPOJIEKAPCTBO BBOIST
MApEHTEPAIIBHO.

(ITyukt 26B)

[Tpumenenune mo JrOOOMy M3 MPEIIECTBYIOIINX MYHKTOB, TA€ TAHAOCHHPOH WK €ro
bapmareBTUIECKH TpHEMIIEMasi COJIb MPENCTaBIsAeT c000i cBOOOAHYI0 (HOPMY TaHIOCTIMPOHA.

(ITynxt 1C)

Tanmocnupon WM ero (papMaLeBTHYECKU NpHeMieMas COJb WM TMPOJICKApCTBO MJIS
JICYEeHUs], YJIYYLICHUS WM TPEeJOTBPAILLCHUS] ABHIAaTENIbHBIX OCJIOKHEHHH, CBSI3aHHBIX C
Tepanuel JeBononoi npu 6osnesnu [lapkuHCOHA, rAe TAHAOCIIMPOH WK €ro (apMareBTHUECKH
NPUEMJIEMYIO COJIb WJIU MPOJIEKAPCTBO BBOJAT MapEHTEPATIBHO.

(ITynkt 2C)

TanmocniupoH wuiau ero (GapmaleBTUYECKH MpPUEMJIEMasi COJIb WM TPOJEKAPCTBO IO
a000My M3 TMPEIIECTBYIOIIMX MYHKTOB, [J€ I[apeHTepalbHOe BBEICHHE BBIOPAHO U3
TPaHCAEPMAIPHOIO  BBENEHHs, BHYTPHUKOKHOIO  BBEOCHMS, TOAKOXKHOTO  BBEICHHUS,
BHYTPUMBIILIEYHOTO BBECHUS  UX KOMOMHALIMH.

(ITynkt 3C)

Tanmocnupon wiau ero (gapMaLeBTUYECKH MpUeMJIeMasl COJib WM MPOJEKapCTBO MO
1r000My M3 MPENLIECTBYIOIUX MMyHKTOB, 1€ MapeHTePAIbHOE BBEACHNUE MMEET JTOJITOCPOUHYIO
3P PEKTUBHOCTD WJIH SIBJIIETCS IJIMUTEIbHBIM BBEJCHHUEM.

(ITynkt 4C)

TanpmocnupoH M ero (GapMaLueBTUYECKH IMpHUeMJIeMash COJb WM MPOJIEKAPCTBO IO
moOOMy M3 TPENIIeCTBYIOIIMX MyHKTOB, TI7€ MapeHTepajbHOEe BBEICHHE BKJIOYAET
TpPaHCAEPMAIIbHOE BBEICHUE.

(ITynxt 5C)
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Tannocnupon wiu ero (gapManeBTUYECKH NpUEeMIIeMas COJIb WIH IPOJEKapCTBO 10
m000My U3 MPEALIECTBYIOIINX MyHKTOB, 1€ IBUraTeIbHbIE OCIOKHEHHUS BKIIIOYAIOT JIEBOJIOMA-
UHIyLUHUpOBaHHYyI0 Auckunesnto (PD-LID).

(ITynxt 6C)

TangocnupoH wnu ero ¢apMaleBTHUECKH INpUeMiIeMas COJlb WIH IMPOJEKapCTBO IS
JIeUYEHUs, YJY4IICHUs WU TNPEAOTBPAILECHUs ABUTATEIbHBIX OCJIOXKHEHUH, CBA3aHHBIX C
Tepanuel eBononol npu Oonesnu IlapkuHCOHA, TAE JIeBOAONA-UHIYLUPOBAHHAS JUCKHHE3HSI
(PD-LID) perpeccupyer, He BbI3bIBasi CHMIITOMOB OTCKOKA, W TI€ TAHAOCIHPOH HWIJIM €ro
(bapMaleBTHYECKH IPHEMJIEMYO COJIb MJIH MIPOJIEKAPCTBO BBOAST TPAHCACPMAIIBHO.

(Ilynkt 7C)

TannocnupoH wim ero ¢apMareBTUYeCKH NpUemieMas COJIb WM TPOJIEKapCTBO TI0
ar000My U3 MPEAIIECTBYIOLINX MyHKTOB, 1€ JIeBOONa-UHAYLpoBaHHas nuckunesus (PD-LID)
BKJIFOYAET TUCKUHE3UIO HA MTHKE JJO3bIL, IBYX(a3HYIO0 TUCKUHE3HIO U UX KOMOWHALHUIO.

(ITynkt 8C)

TangocnupoH win ero ¢apMareBTUYeCKH NpUeMIIeMas COJb MM TPOJIEKApCTBO TI0
moboMy W3 MPENIIeCTBYIOIMUX IyHKTOB, TIAe€ JIEYeHHE, YJy4IIeHHe, IOJIaBJICHUE
MIPOrpeCCUPOBAHNS WU MPEAOTBPAILECHUE ABUrATENbHBIX OCIOKHEHUH BKJIIOYAET yJIy4lLICHHE,
NOJAaBJIEHUE MPOTPECCUPOBAHMS WM MPOPHUIAKTHKY CHMIITOMOB JIEBOJOIA-UHIYIMPOBAHHON
muckuaesnn (PD-LID), cokpammeHue mnepuofa NPOSIBICHUS JIEBOAONA-UHIYLUPOBAHHON
muckuaesnu (PD-LID) unn ux KOMOMHAIUIO.

(ITynxt 9C)

TangocnupoH wnu ero ¢apMaleBTHYECKH IMpHeMIIeMas COJNb WIH TPOJEKapCTBO IS
JOCTYDKEHUST YJIYULIeHUs, TOAABIEHHs IMPOrPEeCCUPOBAHUS WM NPOPHUIAKTUKH CHMIITOMOB
JeBonoNna-uHAyIupoBaHHOH auckuuesun (PD-LID), cokpameHust mnepuopa MpOsBICHUS
JIeBOAONAa-UHAYLIHPOBaHHOM nuckuHesnu (PD-LID) unu ux koMOMHALINY, T/Ie TAHIOCTIUPOH HITH
ero (hapmMaLeBTHUECKU PUEMIIEMYIO COJIb HITH MPOJEKAPCTBO BBOIAT MAPEHTEPATHHO.

(ITynkt 10C)

TannocnupoH wim ero (GapMareBTUYeCKH NpUEeMIIeMas COJIb WIH TMPOJEKapCTBO IO
moboMy W3 TPEAUIeCTBYIOINMX MYHKTOB, TA€ YyJIY4YIIeHHE CHUMIITOMAa JIEBOJOMA-
uHayuupoBaHHo guckmHesun (PD-LID), mpencraBisier co0Oi  KIMHUYECKH 3HAYHMMOE
yJIydineHue win OoJbinee.

(Ilysxt 11C)

TannocnupoH win ero QgapManeBTUYECKH NpUEMIIeMast COJIb WM TPOJEKApCTBO IO
moboMy W3 TNPEAUIeCTBYIOINMX IYHKTOB, TA€ YyJIy4IIEHHE CHMIITOMAa JIEBOJOIA-
uHAyIupoBaHHOU auckuHe3uu (PD-LID), HaxoauTcss Ha AOCTATOYHOM YPOBHE JJISl JOCTHKEHHSI
KJIIMHUYECKOTo 3¢ eKra.

(Ilynxt 12C)

TannocnupoH wiu ero QgapmManeBTUYeCKH NpUEeMIIeMas COJIb WM TPOJIEKApCTBO 10
m000My M3 IPEALIECTBYIOIINX IMyHKTOB B BUJE COCTABA AJIS TPAHCAEPMAIbHOTO BBEIEHUS.

(Ilynxt 13C)
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Tannocnupon wiu ero (gapManeBTUYECKH NpUEeMIIeMas COJIb WIH IPOJEKapCTBO 10
m000My M3 MPEALIECTBYIOINX ITYHKTOB B BUJIE aIr€3MBHOIO COCTABA.

(Ilynxt 14C)

TannocnupoH win ero QgapmaneBTUYeCKH NpUeMIIeMas COJIb WIM TPOJEKapCTBO 10
moOOMy M3 TPEALIECTBYIOIIMX IYHKTOB, TIJ€ COCTaB MJIi TPAaHCAEPMAJIbHOTO BBEIEHUS
IpesCTaBisieT COOO0M JEHTY/TIaCThIPb.

(IlynkT 15C)

TangocnupoH win ero QapMareBTHYECKH MpUeMieMas COJIb WMJIH TPOJIEKApCTBO IO
a000My M3 MPEOIIeCTBYIOIUX MYHKTOB, TA€ 032 TAHAOCIHUPOHA WIH ero (papMaleBTHYECKH
NPUEMJIEMON COJIM WJIH TiposiekapcTBa coctasiysieT oT 0,1 mo 100 mMr B neHb B BHAE CBOOOIHOM
(bOopMBI TAHIOCTIUPOHA.

(IlynxTt 16C)

TannocnupoH wim ero (GapMareBTUYECKH NpUEeMIIeMas COJIb WM TPOJEKApCTBO 10
mo00My M3 TPEIIEeCTBYIOLINX IyHKTOB, A€ CTENEHb NPOHUKHOBEHUS JIEKApPCTBEHHOTO
CpeACTBa JJIsl TAHIOCIIMPOHA MJIH €ro (papMareBTUYeCKU MPUEMIIEMON COJIM WJIM TPOJIEKapCTBa
coctasiisieT oT 0,1 10 20 Mr B ieHb B BUAE CBOOOIHON (POPMBI TAHAOCITUPOHA.

(Ilynxt 17C)

Tannocnupon win ero (gapManeBTUYECKH NpUEMIIeMas COJIb WIHM TPOJEKapCTBO 10
mob0oMy W3 TPEALIECTBYIOIIUX MYHKTOB, TIA€ TaHAOCIUPOH WM ero (apMaleBTHUECKH
npuemsieMasi CoJb WJIM TPOJIEKAPCTBO NPENCTaBIsIET COOON COCTAaB ISl TPAHCIEPMAIBbHOTO
BBEIEHUs U 00IIas TIOIIA b HAHECEHHs 103bl cocTaBnseT oT 1 a0 100 cm?.

(Ilynxt 18C)

TangocnupoH wnu ero QgapmManeBTUYECKH NpUEeMIIeMas COJIb WM TPOJIEKapCTBO 10
moOOMy M3 TPEIIIECTBYIONIMX MYyHKTOB, IJ€ TAHAOCIHUPOH WM €ro (papMaueBTHYECKH
NpUEMJIEMYIO COJb WM NPOJEKapCTBO BBOAAT TaKUM 00pa3oM, 4YTOObI KOHIEHTpaLUs
TaHIOCIHUPOHA B KPOBH (TU1a3Me) YesioBeka B AeHb cocTasisiia oT 0,05 no 20 Hr/mn B TeueHue 12
4acOB WJIU JOJIbLIE.

(IlynxTt 19C)

TannocnupoH win ero (GapManeBTUYeCKH NpUeMJIeMas COJIb WM TMPOJEKapCTBO IO
mo00My W3 TPEALIECTBYIOIIUX NYHKTOB, TA€ TAHAOCIUPOH WIH €ro (apMaleBTHUECKU
NPUEMJIEMYIO COJIb WJIM TPOJIEKAPCTBO BBOIAT TAaKUM 00pa3oM, YTOOBI KOHLIEHTPALHS
TaHJIOCTIMPOHA B KPOBU (Tu1a3me) yenoBeka cocrasisiia ot 0,05 no 20 Hr/mia B TedeHue oT 8 1o
16 yacoB mocyie BBEIEHUS TAaHAOCIMPOHA WJIH €ro (papMaleBTHYECKH MPUEMIIEMON COJIM WIIH
MPOJIEKAPCTBA.

(ITynxt 20C)

Tannocnupon wim ero (GapManeBTUYECKH NpUEMIIeMas COJIb WIH TPOJEKapCTBO IO
mo00My W3 TPEALIECTBYIOIIUX MYHKTOB, TIA€ TAaHAOCIUPOH WIH ero (apMaleBTHUECKH
npuemiieMasi CoJib WK MPOJIEKAPCTBO SBIISIOTCS JOOABKOH K JIEBOJOIIE.

(Ilynxt 21C)
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Tannocnupon wiu ero (gapManeBTUYECKH NpUEeMIIeMas COJIb WIH IPOJEKapCTBO 10
moOoMy M3 TpPEIIEeCTBYIOLIMX ITyHKTOB, KOTOpas HCHOJBb3YeTCsl C JIEBOJAONON B BHIE
KOMOMHAIMU ¢ PUKCUPOBAHHON A030M MM OJHOBPEMEHHO B BUE OT/EIbHBIX COCTABOB.

(ITynxt 22C)

KomOunanust TaHAOCIMpPOHa MM ero (GapMaleBTHYECKH NPUEMIIEMON COJIH WM
nposiekapctea u (1) neBogombl wiam (2) JEBOAONBI M MHIHOMTOpAa MeTabONIU3HPYIOLIETO
depmenTa neBomombl AN JledeHWs wiaM  npodunaktuku  OomesHu  IlapkuHcoHa  Ge3
CONMYTCTBOBaHWsI WM IyreM wmuHuMu3zanuun PD-LID, raoe TaHmocnmupoH WM €ro
(apMaleBTHYECKH MPUEMJIEMYEO COJIb WJIH MPOJIEKAPCTBO BBOIST NMAPEHTEPATBHO.

(IlynkT 23C)

TangocnupoH wiM ero ¢apMaleBTHYECKH MpHEeMIIeMasi COJb WM TPOJEKApCTBO IS
aeyenns wid npodumakTuku OonesHu IlapkumHCOHa ©0€3 COMYyTCTBOBAHHUSI WM IyTEM
muHnMu3anuu PD-LID, rae tanmocnupoH win ero (GapMalueBTHUECKH NPUEMIIEMYIO COJIb HIIH
NPOJIEKAPCTBO BBOIAT B KoMOmHaiwu ¢ (1) nesomomoi wim (2) neBOAONONW U MHTHOHUTOPOM
MeTa0oam3upyomero (GpepMeHTa JEBOAOMBL, TAe TAHAOCHHUPOH WM €ro (apManeBTHUECKH
NPUEMJIEMYIO COJIb FUTH MPOJIEKAPCTBO BBOIAT MAPEHTEPAIBHO.

(ITynxT 24C)

Kombunarus (1) nesomonbl miu (2) n€BOAONBI U MHTHOUTOpPA METaOONU3UPYIOIIEro
dbepMeHTa JIeBOAONBI Uit JiedeHWs: wWin  npodunaktuku OomesHm [lapkuHcona 0Oes
COIYTCTBOBaHUs WM myTeM mMuHuMusauuu PD-LID, roe xomOunauumio (1) nesomomsr winn (2)
JI€BOAOIBI U WHIHOMTOpa METa0OMU3UPYIOIEro (epMeHTa JIEBOJONBI BBOIAT B COUETAHUU C
TAHOCTIMPOHOM WJIM €ro (papManeBTUYECKH MPUEMIIEMON COJIbIO MJIHM INPOJIEKAPCTBOM, U I7e
TAQHAOCIIMPOH MJIU €ro (papMaleBTUYECKU INPUEMIIEMYIO COJb WM IPOJIEKAPCTBO BBOAST
MApEHTEPAIIBHO.

(ITynxT 25C)

TannocnupoH wiM ero ¢papMaleBTHYECKH MpHeMiIeMasi COJb WIH MPOJEKAPCTBO IS
yJIY4IIeHUs] KayecTBa OTBETAa Ha TEPAIHIO JIEBOJIOMON manueHTa ¢ OonesHbro IlapkuHCOHA C
OUCKMHE3WeH, TAe TAHAOCIUPOH WIH ero (apManeBTUYeCKH MPHEMIEMYIO COJIb WU
NPOJIEKAPCTBO BBOAST MAPEHTEPAIBHO.

(IlynxT 26C)

TannocnupoH win ero ¢gapMareBTUYECKH NpUEeMIIeMas COJIb WIH TPOJEKapCTBO IO
Tr000My M3 MPEALIECTBYIOIINX MyHKTOB, KOTOPBIE SIBJISTFOTCST CBOOOAHOMN (POpMOIL.

[0011]

B KOHKpEeTHOM BapuaHTE OCYIIECTBICHHS HACTOsALIlee H300pPETEHHEe OTHOCUTCS K
aire3NBHOMY COCTaBY (Tak)K€ Ha3bIBAEMOMY TPAHCIEPMAJBbHBIM IUIACTBIPEM/KIEHKOHN JIEHTOMN).
Korna nmpuMeHSFOT KJIEHWKYIO JIGHTY MO H300PETEHHIO, CUMITOMBI TUCKUHE3HH, CBS3aHHBIE C
Tepanueil sesomomnoil mpu Oonesnu IlapkuHCOHa, MOryT OBITH OONE€e MPEANOYTUTENHHO
NPEAOTBPALIECHbI MK yiy4ineHbl. Tepanus Oone3Hu IlapkuHcoHa, mpu KOTOpOH pas3oBas 103
W/WIM CYyTOYHAs 1032 JIEBOAOIBI YBEIMUUBAETCS 110 CPABHEHHUIO C MPELIECTBYIONIEH Tepanueil ¢

UCTIONIb30BAaHUEM KJIEHKOW JIEHThl MO H300peTeHHto, 0e3 OOOCTpeHHs] JUCKUHE3HH, MOKET
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NPOBOUTBCS B PEANbHBIX KIMHHYECKUX YCJOBHUSX, KOTrJa KJeHKas JIeHTa MO HM300peTeHHIO
Oonee MPEANOYTUTENIPHO MPUMEHSIETCS] AJsl MPEAOTBPALICHUS] WM YIIYUILIEHHS CHMIITOMOB
TVCKUHE3UH, CBSA3aHHBIX C Teparnuei gesonomnoi npu 6onesnu [lapkuxcoHna.

Tekymast Tepanusi mpeacraBisieT COOOH MOMBITKM JIEYUTh MALUEHTOB C OOJIE3HBIO
ITapkuHCOHa HEOONBIIMMU W YACTBIMHU JO3aMH JIEBOAOMBI U 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)).

[IposiBiieHre AMCKUHE3MM MOKET ObITh TOAABJIEHO, M KOMIIO3HMLHUS, COAEpIKalast
JIEBOZIONY, MOET OBITh CKOPPEKTHPOBAaHA [0 ONTUMAJIbHONH JO3bI MyTEM BBEACHHUS
NapeHTepasbHO BBOAMMON KOMIIO3MLMK TAHAOCIMPOHA, MpeasiaraeMoil B H300pETeHUH.
Jlpyrumu cioBamu, 0Oojiee MpPEANOYTUTENbHAS Tepamnus CUMNTOMOB Ooje3Hu IlapkuHCOHA
BO3MOKHA 0e3 00OCTpeHHs CHMITTOMOB AMCKUHE3HH, Aa)Ke €CJIM OTHOKpPATHAs 103a JIEBOIOIbI
YBEJNMYUBAETCST U1 YMEHBLICHUS KOJMYEeCTBA 703 WM €XKEeIHeBHas J03a JIeBOJAOIbI
YBEJIMYUBAETCS Ul MALMEHTOB C 00Je3HbiO [lapKMHCOHA C MUCKHHE3WeH WM PHUCKOM ee
NPOSIBJICHUSI.

TanpmocnupoH wiu ero (apMaueBTHYeCKH MpHeMieMas COJb WM MPOJEKAPCTBO U
TEPareBTUUECKUI COCO0 MO HACTOSIEMY M300PETEHHIO MO3BOJISIOT MPOBOAUTH TEPAIMIO HIIH
Npo(UIAKTUKY UII YMEHbLICHHS BbI3BAHHBIX JIEBOAOIOW IBUrATEJIbHBIX OCIOKHEHHH WIN
JIeBOZIOTIA-MHAYLIMPOBAHHON MMCKUHE3HMH, BKJIIOYas OOBIMHYIO CYTOYHYIO 03y AJIsl TEparuu
JeBONONON, yka3aHHyl0 B pabore Pakinsonbyo Shinryo Gaidorain 2018 bajon [Parkinson’s
Disease Diagnosis and Treatment Guidelines 2018 version], omyOnukoBaHHO!H SnoHCKUM
00I11eCTBOM HEBPOJIOTOB, WM B COOTBETCTBYIOLIEM pykoBozcTee B CLIIA nnu EBpore.

Kpome Toro, Oonee mnpenmoyturenbHblii S(G(GEKT  yMEHbLIEHUS  JIEBOJOMNA-
uHayuuposaHHoi guckueesun (PD-LID) wunm nomoGHOro mosker ObITh obecrnedeH 1o
CPaBHEHHIO C [EPOpabHbIM BBEIECHHEM IyTEM BBEAEHHs [apPEHTEPANbHO BBOIAUMON
KOMITO3MLIMH TAaHJOCIIMPOHA, TIPEICTABICHHOW B U300PETEHUH.

ABTOpBI U300peTeHNUS BIIEPBbIe OOHAPYKUJIH, YTO NIEPOPATbHOE BBEICHHE TAHAOCTIUPOHA
¢ oxkupaHueMm >(pQexkTa yMEHbLUICHUS AUCKUHE3UH BMECTO 3TOTO MPHUBOIUT K BPEMEHHOMY
obocTpeHuro auckuHesuu. [lpyrumu cioBamu, nzobperarenn OOHAPYKWIM, YTO MEPOpPATbHOE
BBEEHHE TAHJOCIHPOHA HE SIBJSIETCS MPEANOYTUTENbHBIM B KAueCTBE TEPAreBTHUYECKOrO
JIEKAPCTBEHHOTO CPENCTBA Uil YJYYLISHHS AUCKMHE3WH, TOCKOJbKY IMEepOpaibHOe BBEACHHE
BKJIIOYAET «CHUMIITOM OTCKOKa» AMCKHUHe3MH. Kak MCMosib3yercsi B HACTOSIIEM JOKYMEHTE,
TEPMHUH «CHUMIITOM OTCKOKa» IMPEACTaBIsAeT co0oi cumnrom, onmcaHHblil B [0036]. TTockonpky
nepopajgbHOE BBEIEHHE TAHAOCIUPOHA MPUBOAUT K KCUMIITOMY OTCKOKA», YBEJIHUEHHE O3Bl IT
JIEKaPCTBEHHOTO CPENICTBA, COIEPIKALLETO JIEBOONY, SIBJISETCS HEXKEIaTEIbHBIM.

ABTOpBI M300peTeHUsT OOHAPYKWIIM, YTO MapeHTepasibHas KOMIIO3ULUS TaHAOCIHUPOHA
N0 M300pPETEeHHI0 MOXKeT YJYYLIMTh JUCKMHE3HI0 0e3 «CuMnToMa OTCKOKa». OueHka

OUCKUHE3UH MOXeT ObiTh m3MepeHa kak «omenka AlMs» (AIMs mnpencrasisier coOoit
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ab0peBuaTypy OT BBIP@KEHUS «HEHOPMAJIbHBIE HEMPOHM3BOJIbHBIE MABIDKEHHS») CIIOCOOOM,
onucaHHbIM B [0038].

CnenoBarebHO, HacToOsIee H300pETEeHHE MOXKET OBITh pPealn30BaHO Ha NPAKTUKE B
BUZIE CIIEAYIOIINX KOHKPETHBIX BAPHUAHTOB OCYIECTBIICHUS.

(1) Crioco6 mpenoTBpatneHust UM JedeHust Oonesnu [lapkuHCOHA, crmocod perpeccun
AVCKUHE3WH WJIHM CIoco0 MpenoTBpallueHust win jedeHus: OonesHu IlapkuHCOHa ¢ perpeccueit
JUCKUHE3WH, BKJTFOUAFO M

(A) mapeHTepaibHOE BBEICHUE TAHAOCIHPOHA, 1

(B) BBeneHMe yBETMYEHHOMN TO3bI JIEBOAOIBI IO CPABHEHUIO ¢ OOBIMHOM JO3UPOBKOM.

(2) Cnocob mpepoTBparueHust wim JedeHus: Oonesnn [lapkuHCOHA, cocod perpeccuu
OUCKHMHE3MH WM CIOcO0 MpemoTBpalleHus: Wi JeueHus Oone3nn IlapkuHcoHa ¢ perpeccueit
JUCKUHE3UH, BKIIFOYAFO TN

(A) mapeHTepasbHOE BBEIEHNE TAHAOCIHPOHA, U

(B) yBennueHne MO3UPOBKH JIEBOAOIA O YPOBHS, NMPEBBIMIAOINETO OOBIYHYIO Pa30BYIO
103y, VI KOPPEKTHPOBKH KOJMYECTBA CYTOYHBIX JO3HPOBOK.

(3) Cnocob mpepmorBparueHust wim JedeHus: Oonesnn IlapkuHCOHA, crocod perpeccuun
IUCKMHE3NH WM CIOcO0 MpemoTBpaIleHuss Wil JedeHust Oone3nu IlapkuHcOHa ¢ perpeccueit
AUCKUHE3WH Y TIAIIMEHTA C IUCKUHE3NEH UITH C PUCKOM €€ MPOSIBIICHHS, BKIFOYAFOLITHI:

(A) mapeHTepanbHOE BBEIEHNE TAHAOCIHPOHA, U

(B) BBeneHue 1€BOIOMIBI B MOCTOSTHHON MITH YBEJTMYEHHON TO3UPOBKE.

(4) Cnocob mpenmorBpatneHuss wim jedeHus Oonesnu IlapkuHcoHa, croco0 perpeccuun
AUCKMHE3UU WJIU Croco0 mpemoTBpalneHus wiu jedeHus Oonesnu IlapkuHcoHa ¢ perpeccueit
JAUCKUHE3UH Y NAlIMEeHTa C AUCKUHE3Uel UITH ¢ PUCKOM €€ MPOSBIICHS, BKIFOYAIOLIHI:

(A) nobaBneHne MapeHTEPATbHOrO BBEACHHS TAHAOCIUPOHA K TPAAMLIMOHHON Teparuu
JIEBOAOTION; U

(B) yBenmuueHwe O3Bl JIEBOOOMBI 1O TAKOW CTEMEHHW, 4YTOOBI JTUCKUHE3Hs He
ycyryOsiiachk, 1 OHOBPEMEHHOE UCTIOIB30BAHUE MAPEHTEPATHHOTO BBEIEHHUSI TAHIOCITHPOHA.

(5) Cnocob mpenotBparueHust wim JedeHus: 6onesnn IlapkuHCOHA, coco0 perpeccuun
OUCKHUHE3MH WU CIOcO0 MpemoTBpalleHus: wiu JeueHus Oone3nn IlapkuHcoHa ¢ perpeccueit
JUCKUHE3UH, BKJIFOYAFO TN

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

(B) BBEeneHuME JIEBONIOTIBL.

(6) Cnocob mpenmotBparueHust wim JjedeHus: Oose3nn IlapkuHCOHA, crocod perpeccun
OUCKMHE3NH WM CIOco0 MpefoTBpalneHus: wiu JeueHus Oone3nn llapkuHcoHa ¢ perpeccueit
AUCKMHE3NH Y TIALIMEHTA C IUCKUHE3NEH UITH C PUCKOM €€ MPOSIBIICHNS, BKIFOYAFOLITHI:

(A) nopnepskaHue KOHIEHTPALMN TAHAOCTIMPOHA B mia3me ot 0,05 no 20 Hr/mit; u

(B) BBeneHME I€BONIOTIBL.

B ocHOBe H300peTeHHs IeXKUT CeayoLee.

*I1oCKONBKY y JIEBOAOIBI KOPOTKHUI MEPUOJ TOJNYBBIBEACHUS M HEMPOIOJLKUTEIbHOE

nercTBre, J1eBOONa OOBIYHO BBOJIUTCSI HECKOJBKO pa3 B A€Hb. MeXIy TeM, KOHLEHTpPALUs
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TAHJOCTIHPOHA B KPOBU COXPAHAETCS B TeUeHUE 24 4acoB, KOTr[a TaHJOCIHUPOH MO HACTOALIEMY
N300pETEHUIO BBOAST B BHUJE KJIEWKOH JIEHTBI, TO €CTh HAHOCAT OAMH JHCT B AeHb. [lo 3TOM
IPUYUHE B COCTaBax IJisl TPAHCAEPMAJIbHOTO BBEIEHUS JIEBOAOINY BBOAAT IPU BO3JEHCTBUU
TAHJOCTIHPOHA, HE3aBUCUMO OT TOTO, B Kakoe BpeMs BBOAUTCS Jjesogona. C Apyroil CTOPOHHI,
ecin Tabnerky Cenmen u JeBOAOMY BBOIAT (IEPOPabHO) B OAHO M TO K€ BpeMs TPH pas3a B
I€Hb, JIEBOAOMY OyAyT BBOAMT NP CHIDKEHHN KOHLIEHTPALUH TAaHJOCIHPOHA B KPOBU. JIpyriumu
CIIOBaMH, OCOOEHHOCTb 3aKJIF0YaeTCs B OTJIMYMH OT MepopajbHOro areHta. Kpome Toro,
NPEATIOYTUTENIbHO, YTOObI KOHLEHTPALMs TaHIOCIHUPOHA B KPOBU TMOAAEPIKUBANIACH TOCHE
BBEJICHUS JIEBOJOTIBI.

[0012]

B KOHKpeTHOM BapuaHTE OCYIIECTBJICHUS HACTOsALIee W300pEeTEeHHEe MOXKeT OBbITh
UCTIOJNIB30BAHO JUISl PA3JIMYHBIX HANpaBJICHUSX NMpuMeHeHus (mokasanuii). Hampumep, Takmx
NOKA3aHUH, KaK YMEHbIIEHHE NUCKUHE3NH, JCUSHNEe TUCKUHE3UH (HETIPON3BOJIbHBIE BH)KECHUS)
y TManueHToB ¢ Oosne3Hpro IlapKHHCOHA, MONYYArOIIUX TEPANHUI0 JIEBOAOMOW, C JAPYrHMMH
JeKapCTBaMHM, KOTOpbIE YCHJIMBAIOT ACWCTBHE No(aMUHA B TOJOBHOM MO3re, Wi 0e3 HUX,
MOJKeT OBITh TOOABJIEHO MPENYNPEKACHNE O TPUMEHEHNH MITH STHKETKA (BKJIAbIII B YIIAKOBKY).

[0013]

Hacrosimee m3o0pereHne mpeaHa3HAYEHO AJI TOTrO, YTOObI ONMH HMIIM HECKOJBKO W3
BBILIEYNOMSIHYThIX MPU3HAKOB MOTJIM OBITh NMPEAOCTABIIEHBI HE TOJBKO KaK SIBHO ONHMCAHHBIE
KOMOMHAIIMHY, HO TaK K€ KaK Apyrue KoMOuHamy. J{onoIHUTeNbHbIE BAPUAHTBI OCYIIECTBICHUS
U TPEUMYLIECTBA HACTOSILIET0 H300peTeHus OyAyT MpH3HAHbI CHELUAIUCTAMH B JaHHOM
00J1aCTH TEXHUKH IPU NMPOYTEHUH M TTOHUMAHUU CJIEAYIOIIEro MOAPOOHOr0 OMUCAHUS, €CIIH 3TO
HeoOX0MMoO.

Kaxk ucnonb3yercst B HaCTOALEM JOKYMEHTE, JBUTATEIbHbIE OCIOKHEHHS U TUCKUHE3Us
OTHOCSITCS K CHMITOMAaM, CBSI3aHHBIM C Tepamnueil jeBomornoi mpu Oonesnu IlapkuHcoHa, n
UCKJIFOYAIOT CHUMITOMBI, MPOUCXONAIIME OT JPYyrux 3a00JeBaHUN, a TakXKe CHMIITOMBI,
CBS3aHHBIE C Tepamueil C MHCIONb30BAHUEM COEOUHEHMs, OTJIUYHOrO OT JIeBOJOIMbI, €CIH
CHeIMaIbHO HE YKa3aHO MHOE.

HonoxurensbHbie 3¢ ¢ekTHI H300peTEeHUSs

[0014]

dapmaneBTHUECKas ~ KOMIIO3MLMS MO  HACTOALIEMY  H300PETEHHI0  MOXKET
paccMaTpuBaTbCsl Kak TepameBTUYECKOE JIEKapCTBEHHOE CPEACTBO, perpeccupyroliee
JIEKapCTBEHHOE CPEACTBO, JIEKAPCTBEHHOE CPEACTBO, MNOJABISIOLIEE MPOTrPecCUPOBAHUE, WU
NpOQHUIAKTHUECKOE JIEKAPCTBEHHOE CPEIACTBO [UIA BBI3BAHHBIX JIEBOAOMNON JBUTATENIbHBIX
ocnoxHeHui npu Oonesnu IlapkuHCOHA (HampuMep, JIEBOAONA-UHAYLHMPOBAHHOW AMCKUHE3UH
(PD-LID) nnu Tomy nogoOHoe). B uactHocTH, papmMarieBTHUECKast KOMITO3UIHS 10 HACTOSIIIEMY
M300pPETEHHIO MOXET pPAaCCMATPUBATBCA KaK TEPaNeBTUYECKOE JIEKAPCTBEHHOE CPENCTBO,
perpeccupyrolee JIEKapCTBEHHOE CPEACTBO, JIEKAPCTBEHHOE CPEJCTBO, MOJABIAIOLIEE
MPOrPECCUPOBAHUE, HITH MPOPUIAKTHIECKOE JIEKAPCTBEHHOE cpencTBo aiist tederust PD-LID 6e3

CHUMIITOMA OTCKOKaA.
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KpaTkoe onucanue uyeprexei

[0015]

[@ur. 1]

Ha ¢ur. 1 mpencraBneHa nuarpamMma, MOKas3blBAKOLIasi M3MEHEHUS KOHLEHTPALUU B
IU1a3Me, KOrjia KJIEHKYIO JIEHTY € TaHAOCITUPOHOM IPUMEHSIN Ha OOBIMHOMN Kpbice. B wacTHOCTH,
W3MEHEHUs] KOHLEHTPAaLMi TaHAOCHUPOHA B IIA3Me, MOJy4YeHHbIE NPU NPUMEHEHUHU KIEHKOU
JIEHTHI ¢ TAHJOCITHPOHOM Ha 0ObIUHOI Kpbice (9 cm?: 31+2 cM*/KT) MOKa3aHbl B BUE CPEIHErO
3HAUEHUSAETCTAaHAApTHOE OTKJIOHeHHe. OCbhb X TMOKa3blBaeT BpEeMs OT HAHECeHWs, a OChb Y
yKa3bIBaeT KOHIIEHTPALMIO TAaHIOCIIUPOHA B IJIa3Me.

[@wur. 2]

Ha ¢wur. 2 npencrasnena nuarpamMma, MOKa3bIBAOLIAs PE3yJIbTATHl OLIEHKA CHMIITOMOB
OUCKUHE3UH, KOrJa KJIEHKYIO JICHTY ¢ TaHJOCIHUPOHOM NPUMEHSUIM Ha KPbICMHOW Moznenu PD-
LID B ycnoBusix BBeneHusi 1. B wacTHOCTH, KJIEHKYIO JIEHTY C TAHIOCIHPOHOM MPUMEHSIIN
TpaHCAepMaIbHO Ha kpbicuHON Moaenu PD-LID, a nesogony BBOAUAM yepes 4 yaca AJisi OLEHKH
CUMIITOMOB,  TMONOOHBIX  JUCKWUHE3WH. Pe3ynbraThl  yKa3aHbl B BHAE  CPEOHETrO
3HAYEHUSTCTAaHAAPTHOE OTKJIOHeHue. ** osHayaer p <0,01, 4TO O3HAYAET 3HAYUTEIBHYIO
pa3HHLy IO CPABHEHHWIO C TPYIIOW, B KOTOPOH NPUMEHsUIM KJIEWKYIO JIEHTY ¢ Iuianedo
(xputepuii cymMmbl paHroB Bunkokcona). Ha gurype rpaduk A moka3piBaeT U3MEHEHHUsI OLICHKH
AlIMs ¢ TeueHneM BpeMeHH IOciie BBeAeHus JieBoaonbl. ['paduk B nmokassiBaeT 0OIIyr0 OLIEHKY
AlIMs 3a 180 munyT. I'paduk C nokassiBaer oburyro oueHky AIMs 3a 100-180 munyT.

[@ur. 3]

Ha ¢ur. 3 nmpencrasnena nuarpamMma, MoKa3blBarOLIasi pe3yJbTaThl OLIEHKH CHMITOMOB
JAUCKUHE3UH, KOIZla KJIEHKYIO JICHTY ¢ TaHJOCIUPOHOM NPUMEHSIN Ha KpbICUHON Mozenu PD-
LID B ycnoBusix BBeneHus: 2. B wacTHOCTH, KJEHKYH JIEHTY C TaHAOCHHUPOHOM IMPUMEHSIN
TpaHCIepMaIbHO Ha KpblcuHOH Mmomenmu PD-LID, y xotopoii Obul ynaneH poOroBoi cioi Ha
MeCTe HaHeCeHHs KJIEHKOMN JIEHTBI, a yepe3 4 yaca BBOAWIU JIEBOAOIY ISl OLEHKHU CHMIITOMOB,
NOAOOHBIX JUCKUHE3WH. Pe3ynbTaThl yKa3aHbl B BHIE CPEOHEr0 3HAYCHUSECTAHAAPTHOE
oTKJIOHeHHe. ** o3HadaeT p <0,01, 4TO O3HAYAaeT 3HAYUTENBHYIO PA3HUIY MO CPAaBHEHUIO C
IPYIINOH, B KOTOPOH MPUMEHSUTH JIEHTY ¢ Tuianedo (kpurepuil cymmbl panros Buikokcona). Ha
¢durype rpaduk A mokasbiBaeT u3MeHeHUs1 oueHKH AIMSs ¢ TedeHneM BpeMEHH NOCIe BBEIEHHS
aesoponsl. ['padux B nmokaseiBaer obmyro ouenky AIMs 3a 180 munyt. I'paduk C nokaseiBaer
obmryro orieHky AIMs 3a 100-180 MuHyT.

[@ur. 4]

Ha ¢wur. 4 mpencrasnena nuarpamMma, MOKa3bIBAIOLIAsl PE3yJIbTAThl OLIEHKU CHMIITOMOB
JUCKUHE3UU TPHU HENPEPbIBHOM IMOAKOKHOM BBEJAEHUH TAHJOCIMPOHA HA KPBICUHON MOJIENH
PD-LID. B yacTHOCTH, TaHAOCIHUPOH BBOAWIM MOAKOXKHO M MPOAOJIKUTEIBHO HA KPBICHHOU
moneimu PD-LID, a nesomomy BBOAmIM uepe3 4 uaca IJisi OLEHKA CHMIITOMOB, IMOJOOHBIX
IUCKUHE3UU. Pe3ynbTaThl yKa3aHbl B BHUIE CPEAHErO 3HAUEHUSECTAHAAPTHOE OTKJIOHEHHE. *
obo3Hauaet p <0,05, 4TO O3HAYAET 3HAUNTENBHYIO PA3HUIY IO CPABHEHUIO C TPYIION BBEACHUS

pactBoputensi (tect Steel). Ha ¢urype rpapuxk A mnokaspiBaer m3MeHeHus: Oamna AIMs c
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TE€YEHHEM BPEMEHH IOCiie BBeAeHMs JieBoaomnbl. I paguk B nokassiBaer o0uyro onenky AIMs 3a
180 munyT. I'padux C nokassiaer o0myro oreHky AIMs 3a 100-180 MunyT.

[@ur. 5]

Ha ¢ur. 5 mnpencraBneHa auarpaMma, IOKa3blBaKOIIas pPe3yJbTaThl JOJTOCPOYHOM
OLIEHKH CHMIITOMOB, MOAOOHBIX AUCKUHE3UH, IPU HEMPEPBIBHON MOAKOXKHOM MH(Y3UH LUTpaTa
TaHAOCNIUPOHA Ha KpbIcuHON Mozaenu PD-LID. B wacTHOCTH, LUTpAaT TaHAOCHHPOHA BBOAMIU
MOJKOKHO M TMPOAOJUKUTENBHO Ha KpbICMHON Mozenun PD-LID, u cuMnToMel, momoOHbIe
JUCKUHE3UH, OLIEHUBAJIM B JI€Hb Hayaja BBeAeHUS U Ha 13 nenb BBepeHus. OOumumii 6amn AIMs
3a 180 MuHYT YyKa3blBae€TCsi B BHAE CPEAHEr0 3HAYCHHSTCTAHIAPTHOE OTKJIOHEHHe. **
obo3Hauaer p <0,01, 4yTO O3HAUAET, YTO CYIIECTBYET 3HAYMTENIbHAS PA3HHULA 1O CPABHEHHIO C
TPYIINON BBEICHUS pacTBOpHUTENS (KpUTepuil cyMMbl paHros Bumkokcona). Ha ¢urype rpaduk
A moka3bIBaeT pe3ysbTaThl B IeHb O MMIUIaHTalmK Hacoca. I'paduk B mokaseiBaeT pe3ysbTaTsl
Ha 13- AeHp UMIUTAHTALIMU HACOCA.

[@wur. 6]

Ha ¢wur. 6 mnpencraBmeHa puarpamMma, MOKa3blBAOLIAsl BIUSHUE HENPEPBIBHON
NOJKOKHOW MH(Y3UU LUTpaTa TAHJOCIUPOHA KpbIcaM, 0OpabOTaHHBIM 6-THIPOKCUAO(GAMUHOM
C OJTHOM CTOPOHBI MO3r'a, HA pa3BUTHE TUCKUHE3UU. B uacTHOCTH, 1€BOAOIY BBOJUIIHU MOBTOPHO,
a IUTPaT TAHAOCIHPOHA BBOIMIIM MOJKOXKHO M IMPOAOJUKUTENBHO KpbicaM, 0O0pabOTaHHBIM Y
OJHOW CTOPOHE MO3Ta O-THAPOKCUAO(PAMHUHOM, AJISI OLIEHKH BJIMSHHS HA JIEBOJOIY, MOBTOPHOE
BBE/ICHHE BBI3BAJIO INPOSBJICHHE CHMIITOMOB, MOJOOHBIX TUCKWHE3WH. Pe3ynbTaThl yKa3aHbl B
BUJIE CPEIHErO 3HAYEHMAECTAaHIAPTHOE OTKJIOHEHHE. * obo3HavaeT p <0,05, a ** obo3Hauaer p
<0,01, 4TrO O3HA4aeT, 4TO CYyLIECTBYET 3HAYUTENbHAsl pPA3HULA N[O CPABHEHUIO C TIPYIIIOH
BBenieHus1 pactBopurenst (tect Steel). Ha ¢urype rpadux A mnokasplBaeT pe3yJbTaThl
HIOBTOPHOT'O BBEACHUS JIEBOAONBI C TEUEHUEM BpeMeHH, a rpaduk B mokassiBaeT pe3ynbTaThl HA
CIIETYIOLIHI I€Hb [TOCTIE 3aBEPIICHNs BBEACHUS LINTPaTa TAHAOCIIUPOHA (IeHb 16).

[@wur. 7]

Ha ¢ur. 7 npencrasnena auarpamMma, MOKa3bIBAIOIIAS PE3yJIbTAThl OLEHKH CHMITTOMOB,
NOJOOHBIX JAMCKUHE3WH, KOTAAa LUTPAT TaHAOCIUPOHA BBOIWIM TEPOPATBHO HA KPBICHHOM
monenu PD-LID. B wactHocTH, umtpar TtaHmocnupoHa (10 wmr/kr, 30 mr/kr B BHIE
KOHLIEHTPALMM LUTpPaTa) BBOIAWIM TEPOPATbHO Ha KpbicuHOW Mozenu PD-LID, a meBonmomy
BBOJIMJIM Yepe3 5 MHUHYT JIJIsl OLEHKH CHMITTOMOB, TIOAOOHBIX AUCKMHE3UU. Pe3ybTaThl yKa3aHbl
B BUJE CPENHEro 3HAUYCHUSECTAHOAPTHOE OTKJOHeHHe. * o3HadaeT p <0,05, yTO O3HadaeT
3HAYUTENBPHYIO PA3HHULy [0 CPaBHEHUIO C TPyNIol BBeneHus pacteoputens (tect Steel). Ha
¢durype rpadpuk A mokaseiBaeT usMeHeHus Oamna AIMSs ¢ TedeHHeM BpeMEHH TOCJe BBEICHUS
aesoponsl I'padux B nmokassiBaer obmyro ouenky AIMs 3a 180 munyt. I'paduk C nokaseiBaeT
obmryto onienky AIMs 3a 100-180 MuHyT.

[@ur. 8]

Ha ®urype 8 mokasaHbl pe3yJbTaThl OLEHKH CUMOTOMOB, MOJOOHBIX JAUCKUHE3UH, MPH
NEePOPANBHOM BBEAEHUM LIUTpaTa TaHAOCIHPOHA HAa KpbicuHOW moaenu PD-LID. B gwactHOCTH,

murpar TaHgocnupoHa (30 mr/kr, 100 Mr/kr B BuAe KOHLEHTpPALMU LUTPaTa) BBOIUIH
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nepopajipHO Ha KpbicuHOU Mmonenu PD-LID, a nesopony BBOAMIN Yepe3 5 MUHYT JJII OLEHKHU
CUMIITOMOB,  TONOOHBIX  JUCKUHE3WH. Pe3ynbraThl  yKa3aHbl B BHUAE  CPEOHErO
3HaueHHsAECTaHnapTHOe OTkiIoHeHne. Ha ¢urype rpadux A mnokaspiBaer u3meHeHus: Oajuia
AlIMs ¢ TeueHneM BpeMeHH Iociie BBeAeHus JeBoaonbl. ['paduk B nokassiBaer 001Iyr0 OLIEHKY
AlMs 3a 180 munyTt. I'paduk C nokassiBaer oburyro onenky AIMs 3a 100-180 MunyT.

[@ur. 9]

Ha ¢ur. 9 nmpeacraBieHa pauarpamMma, IIOKa3blBAIOINAsl KapTUHBI AU(PPAKLIUH
PEHTTeHOBCKHX JIyueil Ha MOpPOIIKe CBOOOIHON (OPMBI TAHAOCIIMPOHA, LIUTPATA TAaHIOCITHPOHA
(rupparta) ¥ LMTpaTa TAHIOCITHPOHA (AHTUAPATA).

[@wur. 10]

Ha ¢ur. 10 nmoka3aHsl pe3yibTaThl OLEHKA CHMITOMOB, MOJOOHBIX TUCKHHE3WH, MpPH
MOAKOXKHOM BBefieHuu 1-PP nuruapoxnopuna Ha xpeicubix Moaensax PD-LID. B wactrocty, 1-
PP nuruapoxnopun (10 mr/kr, 30 Mr/kr) BBOAMIIN MOAKOKHO Ha KPBICHHBIX Moxelsix PD-LID, a
JIEBOAONY BBOOWIM 4Yepe3 S5 MHHYT Uil OLEHKH CHMIITOMOB, IONOOHBIX IUCKHHE3HH.
Pe3ynbraThl yKa3aHbl B BUIE€ CPEIHETO 3HAYCHUAECTAHAAPTHOE OTKIIOHeHHe. Ha durype rpadux
A moka3piBaeT m3MeHeHus: Oayta AIMS ¢ TedeHHEM BpPEMEHM IIOCJE BBEACHUS JIEBOAOIIBL
I'paduk B mokaseBaer obmyro omeHky AIMs 3a 180 munyt. I'padpuk C mokaseiBaer oO0Iyro
oueHky AIMs 3a 100-180 munyT.

Onucanne BADHAHTOB OCYLIECTBJICHHS

[0016]

Hacrosimee n3zoOpereHue MOSCHSETCS HWKE, WILTIOCTPUPYS €ro jydinue pexumbl. Ha
NPOTSDKEHUHM BCETO ONHCAHUS BBIPAXKEHHE B €IMHCTBEHHOM YHCIE CJIEAYeT IOHHUMATh Kak
OXBaTBIBAIOIIlEE €r0 MOHATHE BO MHOKECTBEHHOM HHCIIE, €CJIU CIELHUAIbHO HE YKa3aHO HHOE.
Takum oOpa3oM, yka3zaHHe NMapamMeTpOB B €AMHCTBEHHOM YHCIJIE TAKXKe CIEeAyeT IMOHUMAThb Kak
OXBATBIBAIOIINE UX KOHLEMLUIO BO MHOXKECTBEHHOM YHCJIE, €CIIH CIELHUABHO HE YKa3aHO UHOE.
Kpome TOro, mcrnosnb3yemble B HACTOSIIIEM JOKYMEHTE TEPMHHBI CJIEAyeT TMOHUMATh B TOM
3HAYEHHH, KOTOPOE OOBIYHO HCMONB3YETCS B NAHHOW OOJIACTH TEXHHKH, €CIH CHEeLHATbHO HE
yka3aHo uHoe. CJeoBaTeNbHO, €CIM HEe YKa3aHO WHOE, BCe TEPMHHBI U HAYYHO-TEXHHYECKUE
TEPMHHBI, KOTOPbIE UCIONB3YIOTCSI B HACTOSIIIEM JOKYMEHTE, UMEIOT Te K& 3HAUeHHs], KaKHhe
SIBJIIIOTCST OOLIENPU3HAHHBIME B TMOHMMAHHM CHELHUAJIMCTOB B JAHHOW OOJAaCTH, K KOTOPOH
OTHOCHUTCS HacTosIIIee n300peTeHne. B ciydyae npoTUBOpeUns MPeUMYLIECTBEHHYO CHITy HMEEeT
HACTOsIIIee ONHMCaHue (BKIFOYAst OTPENEIICHNS).

[0017]

(Onpenenenus u T.11.)

Omnpenenenuss w/mnm 0a3oBasi TEXHOJIOTHS TEPMHMHOB, KOTOPBIE TIJIABHBIM 00pa3om
UCTIONB3YEOTCS B HACTOSIIEM IOKYMEHTE, OMHICAHbI HIDKE 10 Mepe HEOOX OTMMOCTH.

[0018]

Kak ucmonb3yercs B HACTOSIEM OKYMEHTE, TEPMHH «TAaHIOCHHUPOH» [XUMHUYECKOE
Ha3BaHUE! (1R,2S,3R,4S)-N-[4-{4-(mupumuauH-2-un)nunepaaus- 1 -un } Oytmn|-2,3-

ourmkiio[2.2. 1 jrenTaHIUKapOOKCHUMHIT| IMEET CIEAYIOIYIO CTPYKTYPY.
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[Xum. 1]
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Tabnerka Cenmen, comepskainasi COJlb TAHAOCHHPOHA JMMOHHOHM KHCJIOTHI B KaueCTBE
AKTUBHOTO MHIPEIMEHTa, MCIIONBb3YeTCs JUIs TEepanmuy B KauecTBE CEPOTOHMHEPTrHYeCKOro
AHKCHOJIMTUYECKOTO JIEKAPCTBEHHOTO CPEACTBA (HANpUMeEp, BKJIAIBIII B YIIAKOBKE MJIH STHKETKA
Cenuen, nepecmotpenHbiii B anpene 2016 r., 14-e uzganue, Sumitomo Dainippon Pharma Co.,
Ltd.; cM. BBUIOXKEHHYIO SMOHCKYIO myOnukaumio Ne 58-126865). Tanpocnupon OaaroTBOPHO
BJIMSIET HA MaMSITh MIPU XPOHUUECKON MU30(PPEeHNH. B 4aCTHOCTH, U3BECTHO, YTO KOTHUTHUBHYIO
IUCHYHKIIMIO MOXHO YJIYYIIUTh MyTeM BBEIEHHsS TaHAOCIHPOHA WM €ro (papMaleBTUIECKH
NPUEMJIEMOH COJIM TPH TPONOJDKCHHUH TOANEP)KUBAIOIIEH TEparuu C HUCIOJIb30BAHUEM
TUMUYHOTO HEHWPOJIENTHKA, TAKOr0 Kak Trajonepuaos (CM. BBUIOXKEHHYIO —SITOHCKYIO
nyomukaruio Ne 2002-20291).

[0019]

B kadecTBe AaKTMBHOTO MHIPEIMEHTa, HCIOJb3YEeMOTO B  (papMaleBTHYECKON
KOMITO3UIIUH IO H300PETeHHIO, MPEANOYTUTENbHBIM SIBJSIETCS TAHAOCIUPOH (cBOOOMHAsS
¢dopma), HO TakuUM k€ 00pPa3OoM MOXKHO HCIIONB30BaTh (papMalleBTUYECKH MPHEMIIEMYIO COJb
TAHIOCTIMPOHA WJIM TPOJIEKAPCTBO TAaHAOCHHPOHA. DapMaleBTUYECKH NPUEMIIEMBIE COJH U
IpOJIEKapCTBA TAHAOCHHMPOHA BKJIIOYAIOT COJM  HEOPTaHMYECKHMX KHUCJIOT, Takue Kak
THIPOXJIOpHN, TuapoOpomun, cyibdar u ¢ocdaT, U COMU OPraHUYECKHX KHUCJIOT, TaKHe Kak
aneraT, OyTupar, TapTpar, LUTPaT, MajeaTr u Gymapar.

[0020]

ITponexapcTBa TaHIOCHHPOHA OTHOCATCS K JMOOOMY KOMIIOHEHTY, KOTOPBIH HMeeT
CTPYKTYpPY, OTJIMYHYIO OT TAHAOCIHPOHA, HO JUIA MPOSBIECHUsS 3((PEKTHBHOCTH MOXET ObITh
npeoOpa3oBaH B TAHAOCIHPOH WM aKTHBHBII MHIPEIMEHT HA €ro OCHOBE MyTeM MeTaboJm3Ma
TIOCJI€ BBEACHUSI.

[0021]

[IponekapcTBa TaHAOCTIHMPOHA OTHOCSTCS K COCOUHEHHUSIM, KOTOpbIE MPeoOpa3yroTcsl B
TAHJOCTIMPOH TPH B3aMMOJAEHCTBUH C (PEPMEHTOM WM TOMY MOJO0OHOE B (PH3HOJOTHYECKUX
YCIIOBUSIX B OPTaHU3ME, TO €CTh K COEINMHEHHsIM, KOTOpbIe MPeoOpa3yroTcsl B TAHAOCIHUPOH B
pe3yabraTe PepMEHTATUBHOIO OKUCIIEHHsS], BOCCTAHOBJICHUS], THAPOJHM3a HIH TOMY MOJOOHOTO.
[IponekapcTBa TAaHIOCIIUPOHA TAKXKE€ MOTYT OBITh COEIMHEHHSIMH, KOTOpBIE NMPeoOpasyroTcs B
TAHIOCTIMPOH B (PM3HOJOrMYECKHX YCIOBHSIX, TAKUX Kak onucaHHble B «lyakuhin no Kaihatsu»
[Drug Development], Hirokawa-Shoten Ltd., 1990, Vol. 7, Molecular Design, pp. 163 to 198.

TangocnupoH 1O M300pPETEHHIO HWJIM €ro COJMb WM IPOJEKAPCTBO (Jayiee TakKe
Ha3bIBA€MblE€ TAHIOCIIHPOHAMH) OOJIAAIOT MPEBOCXOMHBIM NEHCTBUEM aKTHBALMU PELENnTopa
ceporonuHa 5S-HT1A.

TanpocnupoH Mo H300PETEHHI0 UMEET HU3KYIO TOKCUYHOCTD U O€30MaceH.
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[0022]

JlekapCTBEHHOE CpPEACTBO C AaKTHUBHBIM MHIPEAUEHTOM «TaHJOCIUPOH LIUTPAT»
KJIMHUYECKH TPUMEHSIETCS] B KaUeCTBE MEPOPATBbHOTO CPEACTBA B KAUECTBE TEPANEBTHUECKOTO
cpeacta npu (1) mempeccunm WM NaHMKE NMPU HEBPo3ax W (2) A JeueHus: (PU3HUecKux
CHMIITOMOB W  JAENpPeCCHH, TPEeBOrH, OECHOKOWCTBA MM  HApyWeHHs CHAa TpH
IICUXOCOMAaTHUYeCKOM  3a0oneBaHuM. TaHIOCIUPOH SIBJISAETCS  BBICOKOCENEKTHBHBIM IO
OTHOLIGHUIO K pelenTopaMm CepoToHMHa 1A (fanee Takke Ha3bIBAEMbIMU «pELENITOpPAMH S-
HT1A»), HO WMeeT HHM3KOe CpPOICTBO K peuenTopaMm aodamMuHa 2 (Takke Ha3bIBAEMbIMHU
«peuenropamu D2») npu OLIEHKE CBSI3bIBAHUS PELIETITOPA N VItro ¢ pasiMYHbIMU PEeLENTOpaMU
Helipomennatopos. 1o 3TON nmpuyYMHE CUMTAETCs, YTO TAHAOCHUPOH AKTUBUPYET peLentop S-
HT1A u u3buparenbHO BO3AEHCTBYET HA CEPOTOHMHOBBIE HEPBBI, OKa3bIBas BIIMSIHHE HA HEBPO3
WA TOMY TIOZOOHOE.

[0023]

Kak ucnonb3yercs B HaCTOSIIEM AOKYMEHTE, TEPMHUH «JI€BOAOMNA» (B LIMPOKOM CMBICTIE)
BKJIFOWaeT JieBogony B y3kom  ompeneiennn  (L-3,4-murunpokcudenmnasanud - (I0
HomeHkiatype IUPAC (S)-2-amuno-3-(3,4-auruapokcueHm)IponaHoBasi KHCIOTa), TaKkKe
Ha3bpiBaeMylo L-moma), a Taxke moOble npyrue JeKapCTBEHHBIE CPENCTBa, OOJaaroIe TaKoi
xe s¢pdexruBHOCTBIO, Kak L-3,4-murmnpokcudennnanadud. [lpumepel Takux ApPYyrux
JIEKAPCTBEHHBIX CPEJCTB BKJIOYAIOT, HO HE OrPAaHMUYMBAIOTCS WMH, CIOXHBbIE 3pupbl L-3,4-
auruapokcudeHmnatainia U ero  comud.  llpumepbr  cnokHBIX  3¢upoB  L-3,4-
IUTUAPOKCU(EHMNIATAHNHA BKIIOYAOT 3THIIOBBIN 3¢up nesoponsl (LDEE; stun(2S)-2-amuno-
3-(3,4-nurunpokcueHm)IPoNaHoaT), MPOMMJIOBbIM 3(GUpP JEBOAOIBL, MPONWIOBBIA 3pup
aesoponel  (mponui(2S)-2-amuHO-3-(3,4-TUruAPOKCUPEHUT)ITPONIAHOAT), METHJIOBBIH  3dup
aeBononbl  (MeTm(2S)-2-amuno-3-(3,4-quruApoKkcudeHm)nponaHoar) M TOMYy MOHOOHOE.
Cnoxueiii  >pup L-3,4-purunpoxcupeHnnananiia  MOXeT ObITb, HampuMmep, COJIbIO,
BKJIFOYAIOLIEH THAPATHPOBAHHYIO COb. COJIb CJIOXKHOTO 3(upa JIEBOAOIBI MOXKET BKIIFOYATh, HO
0e3 OrpaHUYeHus, ONHY U3 CIENYIOIUX. OKTAHOAT, MUPHUCTAT, CYKLIMHAT, TUTHAPAT CYKI[MHATA,
dymapar, aguruapar ¢ymapara, Me3WiaT, TapTpaT W rugpoxyopua.  IIpumepst
CYKLUMHATIErHapaTa WM CyKOMHaTa cioxkHoro »s¢upa L-3,4-gurnapoxcudenmnnanannnia
BKJIIOYAOT CYKUHMHAT 3TrioBoro 3¢upa nesogona (LDEE-S) u murunpar stunoBoro sgupa
aesoponsl (LDEE-S-nmurunpat wiu LDEE-S(d)).

[0024]

Kak ucnonb3yercst B HACTOALIEM JOKYMEHTE, TEPMUH «MHTHOUTOP METaOOIU3UPYIOIIEro
(depmMeHTa NEBOOMBI» OTHOCHTCS K JIFOOOMY JIEKAPCTBEHHOMY CPENCTBY, OONamaroImemMy
s¢pdexTom uHrHOMpOBaHHS MeTabOJNU3Ma JIEBOJAOMBI B IIMPOKOM CMBICHIE Ui YCWICHUS €€
neiictBusi. Ero mpumepsl BKIIIOUArOT HHruOWTOpbl noma-nexapdokcunasel (DCI), koropsie
NPEAOTBPALIAOT MpeoOpa3oBaHUE JIEBOAONBI B 1O0(paMHUH B KHINEYHUKE, TIE€YEHH WIIH
KPOBEHOCHBIX COCyJax (MX MpHUMEpbI BKIIOYAIOT KapOuporny, a-merwiaomny, oeHcepasun (Ro4-
4602), a-mupropmernn-JOPA (DFMD), ux conu u Tomy nogo0Hoe), HHrHOUTOpHI KaTexoi-O-

metuntpanchepasel (COMT-I), koTopble aHATOTUYHBIM 00pPa30M MPENOTBPALIAIOT Pa3JIOKEHUE
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JIEBOAOMBI TEpeN IMONajaHHeM B MO3T (MX NPUMephbl BKJIIOYAKOT SHTAKAIOH), MHTCHOUTOPHI
mMoHoamuHokcuaasbl (MAO-I), koTopele MpenoTBpAINAIOT Pas3sioskeHHe NopaMHHA B TOJOBHOM
MO3re (ero mpuMepbl BKIFOYAIOT CEJIETHIINH) U TOMY TOJO0HOE.

[0025]

(3aboneBanue/paccTpONUCTBO)

[0026]

Kak ucnonb3yercst B HAacTOSLIEM NOKYMEHTE, TEPMHMH «ABUTATENIbHBIE OCIOKHEHUS)
OTHOCUTCSL K JIOOOMy JABHUraTelbHOMY CHMIITOMY, KOTOPBIA SIBISIETCS  MPOOJeMOH,
HY)KIAIOLIEHCsT B JICYCHUH, OOHAPYKMBAEMOH Yy TALMEHTOB C 3amylleHHOW OOJe3HbIO
[Mapkurcona. Ero mpumeps! BKIIFOYAOT JUCKUHE3HIO (JIEBOAONA-HHAYLIUPOBAHHYIO TUCKUHE3UIO
(PD-LID)), xoTopasi mpencrasisier coOOH HEMPOU3BOJIbHOE BUKEHUE, CBSI3AHHOE C Tepamuei
JI€BOAOMONW, M TOMY IOAOOHOE CUWTAETCS, YTO ABUTATENIbHBIE OCJOKHEHHUS OCHOBAaHbBI Ha
YpE3MEPHOM ACHCTBUH JIEBOJOIIBL, HO UX MEXaHU3M He 0053aTeIbHO BBISICHEH.

[0027]

Kak wucnonb3yercs B HacTosAlLeM JOKYMEHTE, TEPMHUH <«JI€BOAOINA-UHAYLIUPOBAHHAS
IUCKUHE3Ns, <HEenmpom3BoJbHOEe nBwkeHne™> (PD-LID)» oTHOCHTCS K HENPOHU3BOJIBHOMY
JABUKEHUIO PYKHM, HOTHM WM Teja, HeNpeAHAMEPEHHO HEMNpPaBUIbHOMY, KOTOpPOE BBI3BAHO
Nepeo3UPOBKOI J1eBOONBI. 3BECTHO, YTO AMCKWHE3Us JIETKO MPOSIBISIETCS, €CIH OOJbIIOe
KOJINYECTBO JIEBOJOIBI IIOCTOSIHHO JO3UpyeTcss Oounblie, 4eM HeOOXOAMMO, Ha4yHMHas C
HauvanbHOU (pa3el 3a00J€BaHusA, U €€ OUYeHb TPYJHO KOHTPOJIUPOBATh, KOTJA OHA MPOSIBIIAETCS,
Jake €CNIM JO3UPOBKA JIEBOAONBI BIOCIEACTBHHM OyJeT VyBENIWYeHAa WM yMEHBIIEHA [0
pa3NIUYHBIX YpOBHEHN. JIMCKMHE3Usl MHUKOBBIX 103 M3BECTHA KakK TUIWYHBbIA cumnTom PD-LID.
CumnToM nposIBIISIETCS HA JIMLE, A3bIKE, IIee, KOHEYHOCTSX, TYJIOBHIIE U TOMY OA0OHOe, Korna
KOHLIEHTpALUs JIEBOAOIBI B KPOBU BBICOKA.

[0028]

HenpoussosbHOE NBHKEHHE (TUCKUHE3Ms) OTHOCUTCSI K YaCTH TeJla, KOTOpasi IBUXKETCSI
HEeMPOU3BOJBHO MJIM HE OCTAHABJIMBAETCS, MPHUKYChIBAHUE TIyD, 3aTpyIHEHHE pPeuH,
HECIOCOOHOCTh OCTABAThCS HA MECTE€ WJIM 3aTPYAHEHUE JBIKCHHH PYKOH WM HOTOH, Kak
NPEANONarajoch, M SIBJSIETCS JBHTATEJbHBIM PAcCCTPOHCTBOM, MPH KOTOPOM HAOJIONAKOTCS
HETPOU3BOJIbHBIC JIBIDKEHUSI KOHEYHOCTSMH W/WJIM PTOM, WM JIMLIOM, W/WJIA OCBIO Tela.
JuckuHe3us, HaOMOAaeMasi y nanueHToB ¢ PD, mpoxoasimux Tepanuo JIEBOIOMON, U3BECTHA
KaKk JjeBojona-uHayiupoBanHas nuckunesust (LID), xotopas BcTpeuaercss Oojee dem y
MOJIOBMHBI MaLIMEHTOB ¢ PD, nmony4yaBmux Tepanuro JIEBOAONON B TeueHue nociaennux 5-10 ner.
IIpouent (%) manuenTtos, crpanatommx LID, yBenudnBaercs: ¢ TeueHneM BpeMeHH (st 0030pa
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]

JluCKUHe3uss Ha TMKE JA03bl MPENCTaBiseT COOOH HENMPOW3BOJIbHBIE JIBHIKEHMS,

BbI3BAHHBIC YPE3MEPHbBIM IMPUEMOM TMPOTHUBOIMIAPKUHCOHUYCCKUX JICKAPCTBEHHBIX CPCACTB.
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HudasHas AUCKUHE3Us MPENCTaBIsAeT COOONW AMCKUHE3UIO, MPOSBISIOIIYIOCS B IBYX (as3ax: B
Hauase U OJKe K KOHIY AeHCTBHS MPOTUBOMAPKUHCOHMYECKOTO JIEKAPCTBEHHOTO CPEICTBA.

[0030]

Kax ucnonb3yercs B HacTosALIEM IOKYMEHTe, «(papMaleBTHUECKH NMpUeMiIeMasi COJb»
BKJIFOYAET COJM KHUCJIOTHI W/HJINW OCHOBaHMsA, OOpa3OBaHHblE C HEOPraHWYECKOH u/miun
OpPTraHNYeCcKOM KUCIOTOH 1 ocHOBaHUEM. VX mpuMepbl BKIIIOUAIOT COJIM MPUCOESANHEHUS KUCIOT
U COJIM NMPUCOEAUHEHUs] ocHOBaHUH. [Ipumeprl KMCIOTHO-aAUTUBHBIX COJIEH BKIFOYAIOT COJIU
HEOPraHMYECKUX KHCJOT, TaKHe KakKk THIPOXJOPHI, THapoOpoMun, cyabdaT, THAPOHOAMN,
HUTpat u ocdar, U CoNMM OPraHuIecKUX KUCIOT, TAKHE KaK [IUTPAT, OKcajat, ¢pranat, pymapar,
Majeatr, CyKIUHAT, MajaT, aueratr, Qopmwuar, mnpomnuoHat, OeH3oar, TpudTOpalerar,
MeTaHCyJIb(pOoHAT, OeH30JCyNb(pOHAT, N-TONyodcyib(oHaT U kampopcynbdponar. IIpumepst
COJIEH TPUCOEIMHEHHs] OCHOBAHUN BKJIOYAIOT COJM HEOPTAaHWYECKHX OCHOBAHMM, TaKHUE Kak
COJIb HATPHSI, COJIb KaJIUs, COJIb KaJIbLIUS, COJIb MAarHUs, COJb Oapusi U COJIb ATFOMHHUS, U COJIH
OPTaHWYECKUX OCHOBAHUH, TAKUX KaK TPUMETHJIAMHH, TPUATHIIAMHH, MUPUANH, TUKOIUH, 2,0-
JTYTHIVH, 3TaHOJIAMUH, IU3TaHOJAMUH, TPUSTAHOJIAMUH, TPOMETAMUH
[TpuC(TMAPOKCUMETIII)METUIIAMUH |, TPET-OYTHIIAMUH, LUKJIOT€KCUIIAMUH, AULHUKIOTEKCHIIAMUH
u N, N-gubensmmTunamud. Kpome Toro, mpumepb! «papMaleBTHUECKA MPHUEMIEMOH COJNY
BKJIFOYAIOT AMUHOKHUCJIOTHBIE COJIM OCHOBHOM WJIM KHUCJIOH aMHUHOKHUCJIOTBI, TAKOW KaK aprUHUH,
JM3UH, OPHUTHH, acHaparuHoBas KHCIOTAa W TJYTaMHUHOBAas KUCIOTa. PapMaleBTHUECKH
npreMJIeMbIe COJI XOPOIIO M3BECTHBI B JaHHOW oOnactu. Hampumep, Berge et al. monpoOHo
OTHUCBIBAIOT (papMarieBTUYECKH MpuemMiemMblie conu B padore J. Pharmaceutical Sciences (1977)
66: 1-19.

[0031]

Tanmocniupon winn ero (papManeBTHYECKH NMpUeMIIeMasi COJb WM IPOJIEKapCTBO WU
MEIULMHCKUH TpenapaT Mo u300peTeHHI0 MOXKET COAep:KaTb HOCHTEINb, €CIIH 3TO HEOOXOIMMO.
Kak wucnojme3yercss B HACTOALIEM JOKYMEHTE, TEPMHUH «HOCHUTENb» OTHOCUTCA K
(dapManeBTHYECKH MPHEMJIEMOMY BEINECTBY, KOMIIO3HIIMU WJIM HAIMOJHHUTENIO, TaKOMY Kak
JKUJKUHA WM TBEPIbIA HATOJHUTENb, pa3OaBUTENb, NOOABKA, PACTBOPHUTEIb, OCHOBHOW areHT
WIN areHT, CIIOCOOCTBYIOIIMI MPOHUKHOBEHUIO Yepe3 KOXKY, KOTOPBIH CBsI3aH C MJIM MO3BOJISIET
TPAHCIIOPT WK MEPEHOC LEJEBOro (HapMaleBTHUECKOTO COSNUHEHHS 13 OpraHa/TKaHH TeJla WIN
€ro 4YacTH B JPyrW€ OpraH/TKaHb Tejla WU ero 4actb. «PapMaleBTHUECKH MPUEMIIEMBIN)
O3Ha4YaeT COBMECTUMOCTb C JPYTUMH CBHIPbEBBIMH BELIECTBAMH B COCTaBe M OE3BPEIHOCTH IS
CyOBeKTa.

[0032]

3a0oneBaHusi, KOTOpbIE TOAMAIOTCS JICUEHHIO B COOTBETCTBUM C  HACTOSIIUM
n300peTeHneM, BKJIIOUYAIOT JIFOOBIE IBUTATENbHbIE OCIOKHEHUs npu Oone3Hu IlapkuHcoHa,
BBI3BAHHBIE JIEBOAOIOMN.

[0033]

B KOHKpeTHOM BapHaHTE€ OCYINECTBJICHHUS MALMEHT, KOTOPBIM MOANAETCS JICUSCHHIO B

COOTBETCTBUH C HACTOSILIUM M300pETeHHEM, BKIIKOYAET MallUEeHTOB ¢ Oone3Hbro [lapkuHCOHa, y
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KOTOPBIX UMEETCsI WIIM €CThb BO3MOXXHOCTD MPOSIBJICHUS JBUTATEIbHBIX OCJIOKHEHUH, BbI3BAHHBIX
JEBOAOINON. JIBUTraTeNbHbIE OCJIOXKHEHHs], BBI3BAHHBIC JIEBOAOIOH, BKIIOYAKT JIEBOAOMNA-
WHIYLHUPOBAHHYIO JUCKUHE3HIO.

[0034]

D¢ dexT perpeccur B OTHOIIEHNUH JIEBOAONA-UHIYIUPOBAHHON TUCKHHE3UH MPpU OONE3HH
ITapkuHCOHa B HACTOSIEM HM300pPETEHHM MOXET OBbIThb KJIWHMYECKH MOATBEPXKIEH C
UCIOJb30BAHUEM [HEBHMKA TALIMEHTAa WM UIKajJdbl KJIWHUYECKOH OLICHKH, TaKOH Kak
yauduumpoBanHas mkana oueHku auckuHesun (UDysRS), mkana OneHKM KIWHHYECKOH
nuckune3un (CDRS) wnm mikajga aHOMallbHBIX HEMpPOU3BONIbHBIX ABMkeHu (AIMs). Dddekt
perpeccu IUCKHMHE3MH TaKKe€ MOXKET ObITh MOATBEPIKIEH C MOMOILIBI OLEHKH aHOMAJIbHOTO
HETPOU3BOJBHOTO JBUTATENILHOTO TOBEACHHs, MOAOOHOTO IUCKHUHE3WH, HAa JOKIMHHYECKON
monenu PD-LID nHa xpeicuHOil Mozmenu. C MHOMOIIBIO 3TOrO MOAXOAAa MOXKHO H3MEPUTH
perpeccuro, MOAABJIECHUE MPOrPECCUPOBAHUS WM MNPEAOTBPALIEHWE CUMITOMOB JI€BOAOMNA-
uHayuupoBaHHoW nuckuHesmn (PD-LID), a Takxke COKpalleHHe TMepHoAa MpPOSBICHUS
JeBOAONa-UHAYHPOBaHHOM nuckunesnu (PD-LID).

[0035]

Hacrosimee nzo0pereHne MOKeT MOATBEPANTH, yeyryomsiercs au cumnrom PD-LID, mo
3HAUUTEIBHOMY YXYJALIEHUIO IIKaJbl KJIMHUYECKON OLlEHKM AUCKuHe3uu, Takoi kak UDysRS,
CDRS nnmu AIMs, o CpaBHEHUIO C MPEILIECTBYIOIMIECH Tepanuei TaHIOCITUPOHOM. DTO TaKXKe
MOJKET OBITh MOATBEPIKIEHO TEM, HAOIOIAETCS U IBHOE OOOCTPEHHE CUMIITOMOB, CBSI3aHHBIX C
AUCKUHe3uel, u3 paHeBHMKa nauuenta. (CompoBoXkpgaeTcss JM CHUMITOM  JIeBOJAONA-
MHyLUPOBAHHON TUCKUHE3UH, OOJIBIO, MOXKET OBbITh MOATBEPKACHO B HACTOALIEM IOKYMEHTE C
MOMOILBIO KJIMHUYECKUX 3aMMUCEH, TAKUX KaK JHEBHUK ITallUEHTA.

[0036]

B Hactosmem u300peTeHMHM «CHMOTOM OTCKOKa»  JIEBOIONA-MHAYLMPOBAHHOM
nuckuresuu (PD-LID) otHocuTcst K (heHOMEHY, pU KOTOPOM TOKa3aTesb TUCKHHE3HH CKOpee
BPEMEHHO YCYyryOseTcsi TeparneBTUYeCKHM JIGKAPCTBEHHBIM CPEIACTBOM [UII  PErpeccHH
auckuHesnn. «CHUMIOTOM OTCKOKa» MpPencTaBiisieT coO0Oi siBIeHHE ¢ 0Oosee BBIPAKEHHBIM
o0ocTpeHHeM TMpH JUCKUHE3WHM, YeM B cly4ae Oe3 Tepanmuu C HCHOJb30BAHUEM
TEPANeBTUYECKOIO  JIEKAPCTBEHHOI'O CPEACTBA, PErpecCUPYIOINEero IUCKUHE3HUIO, IOCIHe
MUKOBOrO mepuona (Hampumep, 1 4Hac) MPOTUBONAPKUHCOHMYECKOTO NEHCTBHS JIEBOIOIMBI BO
BpeMsl Tepaluy C HCMOJb30BAaHHEM JIEKapCTBa, PerpeccUpyrolero auckuHesuro. Oxkunaercs,
YTO CUMIITOM MPOSIBUTCSA 4Yepe3 1-6 4acoB Mocie npruema JeBOAOMbL.

[0037]

B HacrosimmeM M300peTeHHH perpeccuro JIeBOIOMAa-WHAYLIMPOBaHHONW auckunesnu (PD-
LID) Ge3 cuMnTOoMa OTCKOKAa O3Ha4aeT, 4YTO OOIIas OLEHKa IUCKHMHE3WH yiydlaercs Oe3
00OCTpeHHs1 IUCKUHE3WH, Aake€ BPEMEHHO, IO CPAaBHEHHMIO CO CcllydaeM 0e3 Tepanmuu
JIEKapCTBEHHBIM CPEICTBOM, PErPECCUPYIOLIUM AUCKUHE3UIO, MTOCNE BBEACHUs J1eBOAONbL. «be3s
000CTpeHUs] TUCKUHE3NW» OTHOCUTCS] K COCTOSIHUIO C TUCKMHe3uel (onenka AIMs 2 nunu Bbiie

B cucteme oueHku AIMs noknuHndeckoit monenu PD-LID Ha kpricax) u Oe3 3HaAYUTEIBHOTO
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YXYALUIEHNUs] OLIEHKU AMCKUHE3WH MO CPABHEHHIO CO ciaydaeMm Oe3 Tepamuu C HCIOJIb30BAaHHEM
JIEKApCTBEHHOTO CPEICTBA, PErPECCHPYIOLIETO TUCKUHESHIO.

[0038]

CumMnToM OTCKOKa JeBOfONa-UHAyHHMpoBaHHONW auckunHesun (PD-LID) mosker ObITh
OLIEHEH C TIOMOLIBIO SIBHBIX CHUMNOTOMOB JuckuHe3sun (oueHka AIMs 2 wunm  Bbime),
HaOmonaembix uepe3 120-140 MuHyT mocne BBeneHHs JieBOAOmbl, obmero Oamia AIMs uepes
100-180 MHUHYT WM KaKk UHAMKATOP B cucTeme OuLeHKH AIMS MOKJIMHUYECKOW MOIEIH KPbIC
PD-LID. Perpeccuro AMCKHHE3MH MOKHO OLeHUTH 1o obmemy Oamny AIMs uepe3 180 muHyT
nocne BBeneHus jesononbl. B aTol cucreme ouenku AIMs monenu kpeic PD-LID, onenxa
AIMs 2 wiu BbIlle AUATHOCTHPYETCS KaK AMCKUHE3Ws, a OOJibllee 4YMUCIO O3HavaeT Oosee
TsoKeNnyro auckuHesno. Onenka AIMs MeHee 2 03Ha4aeT OTCYTCTBUE TUCKUHE3UH.

[0039]

ABTOpBI U300peTeHHst OOHAPYKWJIM, YTO TMEPOpPANbHOE BBEACHHE TAHIOCIHPOHA
MPUBOAUT K CUMIITOMY PELIMANBA, IO3TOMY OH He noaxoauT ajs tepanuu PD-LID. Mexny Tem,
u3o0peraTesn OOHAPYKWIM, YTO MAPEHTEPATbHOE BBEICHHE TAHAOCIHPOHA, KaK B HACTOALIEM
n300peTeHNH, YJIy4IIaeT JIEBOAONA-UHAyIHPOBaHHYO auckunesnto (PD-LID) 6e3 cumnroma
OTCKOKa. TepamneBTHUECKUH peXHUM MPEeINOYTUTENbHO MPENCTaBIsseT coO0l IHMTenbHOE
NApeHTEePAbHOEe BBENEHUE TAHIOCIIMPOHA WM TapeHTEpajbHOE BBEIACHHWE COCTaBa C
3aMeUIEHHBIM BBICBOOOXKIEHHEM U, Ooyiee MPEATIOYTUTENBHO, TPAHCAEPMAIbHOE BBEACHUE
TaH/IOCTIUPOHA.

[0040]

Kak wucrnonp3yercs B HAcCTOALIEM JOKYMEHTE, TEPMHUH «H00aBKa» OTHOCHTCA K
JIEKApCTBEHHOMY CPENCTBY, OTJIMYHOMY OT JIEKAPCTBEHHOT'O CPENCTBA C OCHOBHBIM JI€HCTBUEM.
Ecnun neBomoma siBisieTCs OCHOBHBIM areHTOM, TAHIAOCIHMPOH M TOMY IOIOOHOE SIBIISIETCS
n00aBKOH B HACTOSIIEM U300PETEHNUH.

[0041]

CyTouHasi 103a OCHOBHOIO areHTa JIEBOAOMA, YKa3aHHAs B HACTOSILEM JOKYMEHTE,
SIBJISIETCST HOPMAJIbHOM 1O30M Ui TepamuM JIeBOJOINON, yka3aHHOW B pabore Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version] win B coorBercTByroeM pykoonactse B CIIIA wmm Eppomne. OObMHO HOpMabHAs
CyTOUHAsi 03a JieBoombl coctapysieT oT 50 no 1200 mr/aeHs u, npennodtutesbHo, oT 100 mo
600 Mr/neHp mpu OTHOBPEMEHHOM NMPUMEHEHUN W B KA4€CTBE KOMOMHUPOBAHHOTO CPENCTBA C
nepudepudeckuM HHruOuTOopoM noma nekapookcmnaszel  (DCI). Hampumep, SINEMET
(3aperucTpupoBaHHasi TOproBasi Mapka) (KomMOWHHMpOBaHHasi TabjieTka KapOWaOma-JeBOAONa)
(HoBoe nekapctBeHHOe cpenctBo (NDA) #017555), onobpennniit FDA, mpenocrasnsieTcs: Kak
KOMOMHHUpOBaHHas TabneTka ¢ cooTHouenneM 1:4 (25 mr kapbupomna-100 mr nesomormel) u 1
KOMOMHHUpOBaHHas Tadnerka ¢ coorHouerneM 1:10 (10 mr xapbunonsi-100 mr jeBomomBl I
25 wr kapOupomnel-250 wmr gesomomel). Cytounas mnoanepxwuBaromas noza SINEMET

(3aperucTpupoBaHHasi TOProBasi Mapka) BBOOUTCS TakuM oOpa3om, dYTOOBI KapOumomna
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coctaBysiia ot 70 mo 100 mr. SINEMET (3apeructpupoBaHHasi TOproBasi Mapka) BBOIUTCS B
MaKCHUMaJIbHOHN CyTOYHOH f03e 10 200 Mr B BUAE KapOUAOIBL.

Tangocnupon, ero QapmareBTHYeCKH IpHeMJeMas COJb WM IPOJEKapCTBO, HIIU
TEpaneBTHYECKUI Crocod, ONMUCAHHbIE B HACTOSIIEM JOKYMEHTE, MOTYT NaTh BO3MOKHOCTb
YMEHBIUINTh ABHUraTelbHbIE OCJIOXKHEHMs, CBS3aHHbIE C BBEIEHHEM HOPMAJbHON 03Bl IpU
TepaInuy JIEBOJONON WM NPEAOTBPATUTD JIBUTATENIbHBIE OCIOKHEHUS.

[0042]

JI03UpOBKA JIEBOZOMBI MOKET OBITh COOTBETCTBYIOIIMM 00pa3oM CKOPPEKTHPOBAHA
IyTeM BBEICHHUS TAHIOCIHUPOHA WU ero (QapManeBTHYeCKH TNPUEMJIEMON COJMH WM
npoJsiekapcTBa No u3odpereHuro. J{o3upoBka MOKeT ObITh YBEIMYEHA B MpeaesiaXx pa3oBOH U
CYTOYHOH IO3MPOBOK, YKa3aHHBIX, Harpumep, B padore Pakinsonbyo Shinryo Gaidorain 2018
bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018 wversion],
onyOJIMKOBaHHOW  SIMOHCKMM  OOIIECTBOM  HEBPOJIOTOB, WJIM B COOTBETCTBYIOIIUX
pexomennanusx B CIIA unu Esporne.

[0043]

Kak wucnone3yercs B HACTOSINEM JOKYMEHTE, TEPMHH «HMEET IOJTOCPOUYHYIO
3¢ exTuBHOCTEY MOXKET OBITH OMNpeneieH CHeuaJuCTaMu B JaHHOW o00JacTh myTeM
UCTIONb30BAHUSI M3BECTHBIX PE3YJbTATOB B MAHHOW OOJIACTH TEXHMKH IPH PACCMOTPEHUH
NPUBEACHHbIX B HACTOSIIEM JOKYMEHTe OnucaHuid. B  dYacTHOCTH, JOJrOCpovHast
3¢ (eKTUBHOCTD MOXET OBITh OIpeneNeHa Kak MOAJEp’KaHHe KOHLEHTPALUU JIEKAPCTBEHHOTO
CpeAcTBa B KPOBU B TE€UEHHE IMPOAOJDKUTENBHOrO MEpPHOAa BPEMEHU U MposiBieHHE >ddeKTa
MPOIJIEHHON OUOIOrHYecKoi mosy>Ku3Hu. [Ipumepsr koMmo3uuuii, 00JIaIal0IUX T10ITOCPOUHOM
3¢ (EeKTUBHOCTBIO, BKJIIOYAIOT pPAa3JIMYHblE COCTaBbl JJII TPAHCIEPMAJbHOTO BBEICHMS,
onucanubie B [0051], pa3nu4yHble MHBEKIIMOHHbIE Ar€HThI C 3aMEJIEHHBIM BBICBOOOKICHUEM,
onucanHblie B [0089], pa3nuuHble MMIUTAHTUPOBAHHbBIE areHThl, onucaHHblie B [0090], u Tomy
nogobHoe. Kak ucrnonb3yercs B HACTOSALIEM JOKYMEHTE, TePMHUH «UIMTEIbHO BBOIMMBIID
OTHOCUTCSI K TPONOJUKUTEIBHOMY BBEICHHIO AKTUBHOIO HWHIPEOUEHTa B  HACTOSIIEM
n300peTeHNH U3BHE BHYTPH TEJIA, YTO MOXKET OBITh JOCTUTHYTO NOCPEACTBOM TPAHCAEPMATbHOM
abcopOumu, MHBEKIUH, WHPY3UH W TOMY NOJOOHOE MPH BBIOOPE MAPEHTEPATBHOTO IyTH
BBEAEHUs, OImrcaHHoro B [0048].

[0044]

Kak ucnonp3yercst B HACTOAIIEM TOKYMEHTE, TEPMHUH «KJIMHHYECKH 3HAYMMBbII TIEPUOI»
MOJKeT OBITh OIpEeNeNieH CIEHATNCTAMU B TaHHOH OOJIACTH MyTeM HCIIOJIb30BAHMS W3BECTHBIX
pe3yJbTATOB B JAHHOW OONACTH MPU PACCMOTPEHUH NPUBEACHHBIX B HACTOSILIEM JOKYMEHTE
ornucaHnii. B wacTHOCTH, ecnu TposABIAETCA 3HAUMTENbHBIA  3(dekr, Takoil Kak
npeaynpexaeHue, JeUeHne Wi O0OJIerdeHne IBUraTebHbIX OCJIOKHEHUH, SBIISIOIINXCS LIEbIO
HACTOSIIEr0 H300pEeTeHus, MEepPHOA BPEMEHU MOXKET OBITh OnpefeNieH KaK KIMHHYECKH
3HaYUMBIN nepuoz. UTo Kacaercs: «KJIMHHYECKH 3HAYUMOTO YJYUYIIEHUS», KaK MCIOJb3yeTCsl B
HACTOSIIEM  JOKYMEHTE, €CIM TPOsBIAETCS  3HAYMTENbHbIM  3ddexr, Takolt  Kkak

NpeaynpeKaACHUC, H3JICHCHUE WU obOnerueHue ABUTATCIIbBHBIX OCHO)KHeHHﬁ, SABJIAO HITMX CsA
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LIEJIBI0 HACTOSIIETO N300PETEeHNUs], COCTOSIHUE MOXKET ObITh AaHAJIOTMYHBIM 00pa3oM OMNpeneseHO
KaK KJIMHUYECKH 3HauYnuMoe yiyuiienue. [Tonxon Kk i3MepeHuio TaKoro nmeprosia Wik Yy dIeHHs]
MOET OBITb COOTBETCTBYIOIIMM OOpa3oM BbIOpaH CHELHAJUCTOM B JaHHOW 00JacTu.
Hanpumep, MOXHO paccMOTpeTh J000H ONMCAaHHBIN B HACTOSLIEM JOKyMeHTe Meron. OmHako
crocod 3TUM He orpaHuuuBaercs.. Hanpumep, Takke MOKHO HCTonb30BatTh padboty Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version], onyOauKoBaHHYIO SAMOHCKUM OOIIECTBOM HEBPOJIOrOB. AJIBTEPHATHBHO, COOOIaeTCs,
YTO WHJAEKC KinHu4eckoi oueHku auckunesun (MDS UDysRS, gacte III) cocraBusier 2,32
6amna (Parkinsonism Relat Disord 21: 1349, 2015). Meron mMoxeT ObITh COOTBETCTBYIOLIHM
oOpa3om ompenesnieH myteM paccMmoTpenus (1) cpaBHeHus ¢ 1uianebo, (2) 40 u Mmocie Tepanuu
IUTSL KQXKIIOTO MAIMEeHTa WK TOMY MTOI00HOe.

[0045]

Kak ucmnonb3yercs B HAcTOSIIEM AOKYMEHTE, TEPMHHBI «JIOCTATOYHBIH MEPUON IS
IOOCTIDKEHUS]  KIIMHUYECKOro 3¢dexTa» M «IOCTATOYHBI ypPOBEHb JJISI  JTOCTHIKEHUS
KJIMHUYECKOTrO 3¢ (eKTa» Takke MOTYT OBbITh ONpeAeNieHbl CHEeHaINCTaMU B JaHHOH 0o0jacTu
TEXHUKH C WCIOJb30BAHHEM HM3BECTHBIX PE3YJIbTATOB B JAHHOW OOJACTH MPU PACCMOTPEHUH
NPUBEICHHBIX B HACTOSINEM JOKYMEHTE OINHCAaHWHA. B 4acTHOCTH, €ClIM MOXKHO H3MEpHUTh
NePHOJ WK YPOBEHb, MPU KOTOPOM MOXKET OBITh JOCTHTHYT KJIMHUYECKUI 3(PQeKT, TaKoil Kak
npeaynpexaeHue, Tepanusi Uik 00Jier4eHne IBUraTeNbHbBIX OCIOKHEHUH, HA KOTOPBIE HALIETIEHO
HacTosiIee N300peTeHne, MePHOA WIH YPOBEHb MOJKHO OLIEHUTH KaK MEPUOJ, JOCTATOUHBIH JJIs
TOCTIDKEHUsT KinHudeckoro s¢ggexra. [logxon k ompeneneHuro Takoro mepuoja WM YPOBHS
MOKET OBITb COOTBETCTBYIOIIMM OOpa3oM BbIOpaH CIHELUAJUCTOM B JaHHOW 00JacTu.
Hanpumep, MOXXHO paccMOTpeTh JIFOOOH ONMUCAHHBIN B HACTOSIEM AOKyMeHTe Meron. OmHako
criocod 3TUM He orpaHnuuBaercs.. Hanpumep, Takke MOXKHO HCTIONb30BaTh padboty Pakinsonbyo
Shinryo Gaidorain 2018 bajon [Parkinson’s Disease Diagnosis and Treatment Guidelines 2018
version]|, omyOJUKOBaHHYIO SMOHCKMM OOINECTBOM HEBPOJIOTOB, MU COOTBETCTBYIOIIUM
pykosoactsoM B CIITA unu Espore.

[0046]

Kak ucronb3yercss B HACTOSIIEM JOKYMEHTE, BBIPAKEHHE «HET» KOOOCTPEHHUsI CHMITOMA
aeBopona-uHAyHupoBaHHON auckunesuu (PD-LID) y manumenta ¢ Oosesnbto [lapkuHCOHA»
O3HA4aeT, YTO YK€ DPa3BUBIIUNCS CHMIITOM IUCKUHE3UH HE YCYryONseTcss N0 KIMHUYECKH
3HAYUMOH CTEMEHH WM CYIIECTBEHHO He OOOCTPSETCS, MEePHON MPOSBICHUS TUCKUHE3MH HE
SIBJIIETCS TIPOJOJDKUTENBHBIM, CUMIITOM He OOOCTPSIETCS] 3HAUUTENIbHO, ke BPEMEHHO, KaK B
cJlydae MOBTOPHOTO CHMITTOMA TUCKWHE3MH, WJIM AUCKHHE3Ws HE BO3HUKAeT BHOBb. CHUMITOM
IUCKHMHE3NH MOXKET OBbIThb MOATBEPKACH, HANpPHUMEpP, NMYyTeM ONPEAETCHHs C HCIOJIb30BAHUEM
UPDRS, UDysRS, CDRS, AIMs umu ToMy nogoOHOe, WIN KIMHUYECKOW 3aIUCH, TaKOH Kak
JTHEBHUK MALHEHTA.

[0047]

Kak nucrionp3yercsi B HaCTOAIIEM JAOKYMEHTE, TEPMUH «OOOCTPEHHE KauecTBa OTBETA HA

TepanuIo JEBOAONON y manueHTa ¢ 0one3Hbto IlapkuHCOHa» OTHOCHUTCS K JFOOOMY CHIDKEHHIO
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peaknMy TanMeHTa Ha Tepanuio JeBomornoil. Takoe o0ocTpeHHe KauecTBa OTBETA MOYKHO
OLIEHUTb 110 CUMIITOMY JUCKHHE3UH UM TOMY OAo0HOMY. «Perpeccust» «0OOCTpeHHs KauecTsa
OTBETA HA TEPAINUIO JIEBOJAONON y mauueHTa ¢ Oone3Hpro IlapkMHCOHa» OTHOCHUTCS K
YJIYUYLIEHUIO CTENEHH CHUMIITOMA JUCKUHE3UH NPHU TEPAruM JIEBOAOINONW Yy KaXKIOro MalUeHTa.
Perpeccust moxxer ObITh OATBEpIKIEHA ompexnenenueM ¢ ucnonb3oBanreM UPDRS, UDysRS,
CDRS, AIMs uiu ToMy Momo0HOe, HITH KIMHUYECKOW 3aIUCH, TAKOW KaK JHEBHHUK MAI[HEHTA.

[0048]

Kak wucnosp3yercsi B HACTOSIIEM IOKYMEHTE, TEPMHH «IapEeHTEPaJbHOE BBEICHUE)
OTHOCUTCSI K JIEKapCTBEHHOH (popme aisi MoOO0ro myTH, KOTOPBIA HE SIBJISIETCS MEPOpPabHBIM
BBeicHUEM. [IpenmouTUTENhbHO WCIONb30BaTh JIIOOOW PEKUM BBEACHUS TAHIOCIHUPOHA B
pe’KuMe U Ha YpPOBHE, KOTOpble 3(P(EKTUBHBI JIS1 BBI3BAHHBIX JIEBOJOMOH BUTATEIBHBIX
ocnoxHeHuit npu Oonesnu IlapkuHcona. IlpuMepsl CpeACTB MapeHTEPATbHOTO BBEISHHS
BKJIFOYAIOT BBEJEHHE IOCPEACTBOM TPAHCACPMAIBHONW abCOpPOLMHM MM TPaHCMYKO3aJIbHOM
abcopbumu, a Takke UHbEKUMH, HWHPY3UH u wux kKomOuHammu. Hampumep, BBeneHHe
MOCPEICTBOM TPAHCIEPMAJIbHON abcopOLMK WM TPaHCMYKO3aJbHOW aOCOpPOIMN OKa3bIBaeT
3¢ ekt 3a cueT KOHTAKTa JIGKAPCTBEHHOI'O CPEACTBA, BBOIHUMOIO Hepe3 KOXKy, TaKOro Kak
nacToOOpa3HbIN AreHT, aAre3UBHBINA COCTAB WM CIPEH, Ha KOXKY WJIH CIU3UCTYIO OOOJIOUKY, TaK
YTO JIEKAPCTBEHHOE CPEACTBO B COCTaBE MHUIPHPYET B OPTaHU3M uepe3 KOXKY HIIU CIM3HCTYIO
obomouky. Ilpumepsl BBeAEHHS TIIOCPENCTBOM HWHBEKIMHM WM WHQY3UH  BKIOYAIOT
BHYTPUBEHHOE, BHYTPHKOXKHOE, IIOAKOXXHOE, BHYTPUMBIIIEYHOE U SHTEPAJIbHOE BBEIEHUE
(xumeynass wuHQY3Us), KOTOPOE TaKXKE MOXKHO OCYILIECTBISATH B BHAe Ooiroca u/wiu
NPONOILKUTENBHON MHDY3UH. [ MHBEKINN Ui HHQY3UU MOXHO HCIOJIb30BaTh CYCHEH3HIO,
KUJIKUHA areHT, SMYJbCHIO WJIM HMIUIAHTUPOBAHHBIN areHT B MAaCJSIHOM WJIM BOJXHOW cpene,
COZiep KAl Apyroe BEIIeCTBO KOMIIO3MLIUHM, TaKOe€ KaK CYCNEeHAMPYIOIIMH  areHT,
CTaOMIM3aToOp W/WIIM JHCIepraTop. ODHTEpajbHOE BBeNeHHe (KHUIIEeYHAs HHQY3USA) MOXKET
00eCTeYnTh JUIUTEbHYIO TOCTABKY JIEKAPCTBEHHOTO CPENCTBA B MPOKCUMAIIBHBIN OTAEN TOHKOM
KUIIKK C HCIOJB30BAHMEM TPYOKM WM TIOPTATUBHOIO HMH(Y3HOHHOTO HAacoca MyTeM
TPAHCAEPMABHOW  SHAOCKOMUYECKOH TacTpOCTOMHH. B MpeamodTUTENbHOM  BapUaHTE
OCYIIECTBIICHHsS] TAPEHTEPAIIbHOEC BBEICHUE MOXKHO TIPOBOAUTH B (opMe UIMTENTBHOTO
BBeICHUS. Takoe JJUTEIbHOE BBEJEHHE MOXKHO OCYIIECTBIIATh C MOMOIIBIO TPAHCAEPMAIBbHOTO
TUTACTBIPS/KJIEHKOH JIEHTHI WIIH IOAO00HOTO, MHBEKIMH, HH(Y3UU HITH TOXOOHOTO.

[0049]

B HacTosiiem n300peTeHnH TaHIOCTIUPOH HIIH €10 (papManeBTUIECKH MTPUEMIIEMYIO COJIb
WIA TIPOJIEKAPCTBO, MPEANOYTUTENBHO, BBOIST CHOCOOOM, KOTOPBIH MOXET MNOIIEPKUBAThH
KOHIICHTPALIUIO JIEKAPCTBEHHOT'O CPE/ICTBA B KPOBH B TEUEHHE JIMTENBHOIO MEPHOAA BPEMEHH,
u, Oonee MPENNOYTHTENBHO, BBOIAT CIIOCOOOM, KOTOPBIH MOXKET MONABJIATH OOpa3OBaHUE
metabonutoB. Ilpumepsl cnocoOOB BBENEHHUs BKIKOYAIOT TPAHCIEPMAJIbHOE BBEICHHE W
MHBEKLIUH, TaKUe KaK MOIKOXKHOE, BHYTPUKOKHOE M BHYTPUMBIIIEUHOE BBeneHHe. MHBbeKIus,
Takas KaK MOJKO)KHOE, BHYTPUKO)KHOE€ M BHYTPHMBIIIEUYHOE BBEIEHHUE, NPEANOUYTUTEIHHO

ABJIACTCA METOAOM BBCIACHUA, KOTOprfI NoAACPXKUBACT KOHLICHTPALIMIO B KPOBHU. B YJaCTHOCTH,
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TpaHCIepMaJIbHOE BBEICHHUE SIBIISIETCS HauOOJee MPeANOYTUTEIbHBIM, MOCKOJIBKY 3TO METOJ
BBENIEHHs, KOTOpPbI MMEET HHU3KYK0 CTEleHb MHBAa3UBHOCTH U He TpeOyeT MOCeIeHus
OOJIBHULIBL

[0050]

B HacrosimeM n300peTeHNH JIeueHre, yydlleHne, MoJaBIeHne POrPecCUpOBAHUS UITH
NpEeNOTBPALICHUE IBUTATEIbHBIX OCIOKHEHHUI, CBA3aHHBIX C Tepanuel JeBOAONOH npu Oone3Hn
ITapkuHCOHA, TyTeM NAPEHTEPAIBPHOTO BBEIACHMs, BKIIOYAs TAHAOCIHMPOH MM  €ro
(apmMaLeBTUYECKH TPUEMIIEMYIO COJIb WJIH MPOJEKAPCTBO, SIBJISETCS MPEINOYTUTENBHBIM 10
CPaBHEHHIO C Teparueil ¢ UCTIONb30BAaHHEM AKTUBHOTO MHTPEIHEHTA, OTJMYHOTO OT HACTOSIIErO
U300pETeHus], WM TEParneBTHYECKUX METOAOB M KOMIIO3ULIUM, OTJIMYHBIX OT OMHCAHHBIX B
HACTOSIIIIEM JIOKYMEHTE H300peTeHUi, ¢ TOYKH 3PEeHHs] OTCYTCTBHUSI HEONArompHsTHOrO
BO3MEICTBUsI B  Mpollecce [OeHCTBUS  JIeBOAOMbI  (BpeMsi  BKIIFOYEHUsI), OTCYTCTBHUS
HeONaronpusITHOrO BO3JACHCTBHS HAa CHUMITOMBI MApKUHCOHM3MA (MOKET OBbIThb OLEHEHO C
nomotbio UPDRS wnu Tomy monobHoe), oTcyTcTBUsi ocnabienus 3¢gdexta mo u300peTeHUro
NpU MOBTOPHOM BBEICHUH, CIIOCOOHOCTh YMEHBIIATh KOJMYECTBO 703 JIEKAPCTBEHHBIX CPEICTB
JIEBOZIOTIbI B JICHb 33 CUET YBEJMYEHHs JIEKaPCTBEHHOI'O CPEACTBA JIEBOJOMBI IO ONTHUMAJbHOM
10361 0e3 000CTPEHNUS IBUTATEIbHBIX OCIOKHEHUH 1 TOMY MOJ00HOE.

[0051]

«CocTaB Uil TPaHCAEPMAJBHOTO BBEACHMS» OTHOCHTCS K MAacTOOOPa3HOMY areHry,
aIre3MBHOMY COCTaBy WJH crpero (adpo3ono). KoHkpeTHble mpuMepbl anre3MBHBIX COCTaBOB
BKJIIOYAIOT KJIEHKHE JIEHThI (TPaHCAEPMAJbHbIA IUIACTBIPb), MPUNAPKH, IUIACTBIPb U TOMY
nonpoOHOe, ¥ MPHUMEpPbl MAacTOOOPa3HBIX AareHTOB BKJIIOYAIOT Ma3b, KPEM, JIOCHOH, JIMHHMEHT,
JKUIKUH areHT, reiib U TOMy nopoOHoe. JlekapCTBEHHOE CpPeACTBO Ul TPaHCAEPMAJIbHOTO
BBENICHHs, IPEOIOYTUTEIbHO, TMPENCTaBisieT coOOi  aare3uBHBIH  COCTaB W, OoJjee
IPEANOYTUTENBHO, IUIACTHIPh (TPAHCAEPMANbHBIN IUIACTBIPD). [IOCKONbKY «KIIeHKas JIeHTa»
SIBJISIETCS] CHHOHUMOM «ILTACTBIPST» B HACTOSINEM H300PETEHHH, B HACTOSIIEM JOKYMEHTE OHH
TaKke 0003HAYAKOTCS KaK «KJIeHKasl JICHTA/TIaCThIPhY.

[0052]

CocraB [isi TpaHCAEPMAIbHOTO BBEICHUS H3TOTABIMBAETCS H3BECTHBIM CIIOCOOOM C
UCIIOJIb30BaHUEM (hapMaLIeBTHUECKH MpUeMIIeMOil 1o0aBki. B 0MHOM BapuaHTe OCYIIECTBICHUS
KOMITO3HMLIUST [T TPAHCASPMAIbHOTO BBEICHUS, MCIOJb3yeMas B HACTOSLIEM H300pETEeHUH,
UMEEeT aire3UBHBIN CJIOH, HAHECEHHBINH HA OCHOBY, M a[I€3UBHBIN CJIOH MOXKET OBITh H3TOTOBJIEH
nyTeM  BKJIOYEHHs ~ TEPMOIUIACTMYHOrO  3jacToMepa  WJIM  TOMy  MOAOOHOrO.
«TepMorIacTUYECKUil 3J1aCTOMEp» MPEACTaBiseT coOO0M 37IacTOMEp, KOTOPBI pa3Msirdaercs u
NPOSIBJISIET TEKY4YeCTh MPHU HAPEBAHUH U MPOSIBJISET TEPMOIUIACTUYHOCTb, BO3BpALIAsICh K
PE3MHONONO0HOMY 3JIACTUYHOMY BEINECTBY MPH OXJakAeHUH. [IpuMepbl BKIFOYAIOT pa3iH4YHbIe
TEPMOIUIACTUYECKHE 3JIACTOMEPBI, TAKHUE KaK 3JIaCTOMEPbI HA OCHOBE ypeTaHa, akpHja, CTUpPOJa
u oniepuHa.

[0053]
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B xommosunmu mo u300peTeHHI0 MU TPaHCASPMAJIbHOTO BBEIEHUS aAr€3UBHBIN CIION
MOJKET COJIEPKATh HEJleTyuee YIIIeBOAOPOAHOE Macio. B kauecTBe HeleTy4unx yrieBOJOPOAHbIX
MaceJl MPEANOYTUTEIbHBIMU SIBJISIFOTCS CBA3aHHBIE HACBILLIEHHBIE YTIJIEBOAOPOABI U3 0k0J10 20-40
aTOMOB yIJIepOJa WM CBSI3aHHBIE HEHACBILIEHHBIE YIJIEBOAOPOAbI M3 OKoio 20-40 atoMoB
yraepona. Ilpumeps! BkIOHarOT KUAKUN mnapaduH, CKBaJIeH, CKBaJaH, INPHCTAaH U TOMY
nopobHoe. B wactHocTH, kMAkuii mnapaduH OoJee NPEeNNnOYTUTENIEH C TOYKH 3PEHHUsS
nocrynHocTy. XKunkuii napadus npeacrasiser coOoi cMech OECLIBETHBIX JKHIKUX aJKaHOB 0e3
3amaxa w3 20 wium Oonee atoMoB yriepoga. B HacTosmeM H300pETEHUH MOMKHO,
NPEATIOYTUTENIbHO, UCTIONB30BATh JKUAKUI NapadpuH, KOTOPbIH COOTBETCTBYET CHelU(UKALINY,
ykazaHHoW B @apmakonee fAmnonmu, Papmakonee CIIA wm Tomy mnonobOHOe.
[IpennoyTurensHbIM SIBJISIETCS HeJleTy4dee YTJEBOJOPOAHOE MAacCjO C BBICOKON BSI3KOCTBIO.
Ucnonp3oBaHue XKUIKOrO mapaduHa C BBICOKOH BA3KOCTBIO OCOOEHHO MPEANOYTHTEIBHO C
TOUYKH 3PEHUS aAre3UH.

[0054]

ANTe3uBHBIA CJIOH TakKe MOXKET COAep)KaTb NPU HEOOXOOUMOCTH CPENCTBO IS
NOBBIIIEHNST KJIEHKOCTH. ATEHT Uil TOBBIMIEHHS KIEHKOCTH OOBIMHO TpEncTaBisieT CoOOit
CMOJTy, KOTOpasi OOBIYHO HCIIONIb3YETCSl B OOJACTH aAre3MBHBIX COCTABOB JJISI MPUAAHUS KOXKE
ounkocTH. llpumepsl BKIIOYAIOT CMOJIy Ha OCHOBE KaHU(ONH, MOJUTEPIIEHOBYIO CMOIY,
KyMapOH-MHJEHOBYI0O CMOJy, CMOJly Ha He(TSHOH OCHOBe, TepHeH-()EeHOIbHYI CMOIY,
ANNIUKIMYECKYI0 HACBIIIEHHYIO YTIEBOAOPOAHYIO CMONY U TOMy mnomgoOHoe. M3 HMX MOXKHO
BBIOPATh M UCTIOJIB30BATh OHY MM HECKOJIBKO U3 HUX.

[0055]

Ecnu npenycmaTtpusaercs TpaHCAEPMAaIbHOE BBEACHHE, 5TO TAKXKE MOXKHO OCYLIECTBUTH
IyTe€M HAaHECEHUsI Ma3H Ha KOXY.

[0056]

JlekapcTBeHHasi popma ISl MApEeHTEPaTbHOTO BBEACHHUS (HAIPUMED, TPAHCAESPMAIBLHOTO
BBEJICHUS) TAHIAOCIHPOHA WM €ro (apMaleBTHYECKH MPUEMJIEMONW COJIM HIIM TPOJIEKAPCTBA,
OMUCAHHBIX B HACTOALIEM IOKYMEHTE, KPOME KJICHKOW JIEHTBI/TUIACTBIPS, MOXET BKJIOYAThb
MOPOLLIOK, COPEH, Ma3b, MACTY, KPEM, JIOCbOH, I'€Jib U JKUAKUU PacTBOP.

[0057]

Ma3sp, macra, KpeM M Treilb MOTYT COJep:KaTb, IOMHUMO TaHIOCIHPOHA HWJM €ro
(apmareBTHIECKH PUEMIIEMOI COJIM UJIH MPOJIEKAPCTBA, ONMUCAHHBIX B HACTOSIIIEM JOKYMEHTE,
n00aBKy, TaKyl0 KaK JXHBOTHBIH W PACTHTENBHBIA JKHUP, MAacjo, BOCK, mapaduH, Kpaxmal,
TparakaHT, MPOM3BOJHOE IIEJUTIOJIO3BL, MOJUATHICHIJIUKONb, CHJIUKOH, O€HTOHUT, KPEeMHHEBAs
KMCJIOTA, TAJIbK UM OKCUJ] [IUHKA, UJIH UX CMECh.

[0058]

ITopomok u cripei MOTYT COAepKaTh, B AONOJIHEHNE K (hapMaleBTHUECKOW KOMITO3HIIUH,
OMMCAHHON B HACTOSINEM JOKyMEHTe, N00aBKy, TaKyl KakK JIaKTo3a, TalbK, KPEeMHHEBas
KMCJIOTA, TUAPOKCUA ATFOMUHUSA, CUJIMKAT KaJbLMs WM MOPOLIOK MOJHAMUAA WM UX CMECh.

Copeil MOXeT IOOMOJHHUTEIBHO CONep:KaTh OOBIYHBIN Tra3 BBICOKOTO IAaBJICHHsS, TaKOH Kak
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XJOP(TOPYIIIEeBONOPO, WM JIETy4YUil HE3aMELIeHHbIH YIJeBOAOPOA, TaKoH Kak OyTaH wiH
IIPOIIaH.

[0059]

B nomonHeHme K Masu, MOPOLIOK, PacTBOP M TOMY IIOJOOHOE TaKXKe CUUTAITCA
BXOIAIIMMH B OOBEM HACTOSINErO OIMMCAHMS, €CIM OHU IOAXOAAT Ul MAapeHTepabHOrO
BBEIICHMUSL.

[0060]

Komnosunus, noaxopsimasi Iis NapeHTEPAJbHOIO BBEACHHUS, MOXET COAEPKaTb IO
MEHbLIeH Mepe OAMH BUA (apMaLEBTHYECKH MPUEMJIEMOrO acCeNTHYECKOrO HM30TOHHYECKOTO
BOAHOTO WJIM HEBOJHOIO PacTBOpA, AUCIEPCUH, CYCHEH3UH, SMYJbCUH, WMILIAHTUPOBAHHOTO
areHTa WM aceNTUYECKOro MOPOIIKA, KOTOPbIE HEMOCPEACTBEHHO NepeA NPUMEHEHHUEM MOTYT
OBITH MPe0OpPa30BaHbI B ACENITUYECKHIA PACTBOP IJIsl UHBEKIMHA WIIA UCTIEPCHIO.

[0061]

Komno3nuusi, onrcaHHas B HACTOALIEM AOKYMEHTE, MOXKET OBbITh M3TOTOBJIEHA B BHUJE
CYIMO3UTOPHUSl JJIsl PEKTAJBbHOIO WM BardHaJbHOrO BBeneHus. Kommosuumss MoxeT ObITh
W3rOTOBJICHA MyTEM CMEUIMBAHUS OAHOTO MJIM HECKOJIBKUX COCJUHEHUN COIJIACHO HACTOSILIEMY
OINHCAHMIO C OTHOW WJIM HECKOJNBbKMMH IMOIXOSIUMH HE CTUMYJIUPYIOIIMMU TOOaBKAMHU HIIH
HOCHTEJISIMH, BKJIIOYAst MacJIO KaKao, MOJUSTHIIEHITIMKOb, BOCK JJIS CYNIIO3UTOPUEB, CAJTMLIAIIAT
i ToMy nonooHoe. Kommosuius siBnsieTcst TBepAOi Py KOMHATHOH TeMITEpaType, HO JKUIKON
npu Temmneparype Tena. Takum o00pa3oM, KOMIO3HMLUS IUIABUTCS B TNPSMON KHUIIKE MWIIH
BJIATAJIUIIHON TOJIOCTH C BBICBOOOXKIEHHEM COEUHEHMs], OMMCAHHOTO B HACTOSINEM OIMHMCAHUM.
dapmaneBTUYECKass KOMIIO3ULIUSA, OAXOAAIIAs UIsl BATUHAJIBHOIO BBEIEHUs, MOXKET BKJIKOYAaTh
neccapui, TaMIIOH, KpeM, Iellb, MacTy, MEHy WIM COCTaB B BUJE CIPEsl, COAEPKAIUUN HOCUTEb,
KOTOPBIM, Kak H3BECTHO, SBJSIETCS MNOAXOASAIIMM COMIACHO MPEALIECTBYIOIEMY YPOBHIO
TEXHUKHU.

[0062]

Kak wucnonpdyercss B HacToslleM AOKYMEHTE, TEPMUH «JIO3UPOBKA JIEKAPCTBEHHOI'O
CPEACTBA» O3HA4YaeT KOJMYECTBO JIEKAPCTBEHHOIO CPENACTBA, COMAEPIKAILIErOCsl B KOMITO3ULUU.
Kak wucnonesyercs B  HAcTOSALIEM JOKYMEHTE, TEPMHH «CTENEHb IPOHUKHOBEHUS
JIEKaPCTBEHHOI'O CPEACTBA» O3HAYAET KOJIMYECTBO JIEKAPCTBEHHOIO CPENCTBA, MOCTYMIHUBIIETO B
opraum3M. Ecmm xoMmmo3uuusi mpencTaBisieT cOOONW KOMIO3WIMIO I TPAHCAEPMAJIBHOTO
BBEICHUS, «CTETNEHb IPOHUKHOBEHHUsS JIEKAPCTBEHHOIO CPEINCTBa» MPEACTABIsIET COOOMH
KOJIMYECTBO JIEKAPCTBEHHOT'O CPENCTBA, KOTOpPOe aOCOpPOMpOBATIOCh KOXKEH W3 KOMITIO3HLIHH,
NPUMEHSIEMON [UIsI TPAaHCACPMAIBHOTO BBEACHHUS, M MPEICTABISIET COOOW BEIMYHHY,
PACCUMTBIBAEMYIO IO CIEAYIOLEMY ypaBHEHHIO. «KOJM4eCTBO OCTATOYHOrO JIEKapCTBEHHOTO
CpencTBa» TPEACTABIsIET COOOH KOJNMUYECTBO JIEKAPCTBEHHOTO CPENCTBA, OCTABIIEECS B
KOMIIO3ULUH JJIs1 TPAHCAEPMAIbHOIO BBEACHUS, KOTOPOE OTCIOMJIOCH INOC/IE HaHECEHUs. JTO
KOJINYECTBO MOXKET OBbITh OMpPENENeHO KOJWYECTBEHHO CHOCOOOM, ONMMCAaHHBIM B IpUMepax

(ccbutounslit mpumep u3rorosienus [0098~0101]), nnu monoOHBIM.
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BenuunHa MpOHUKHOBEHHS! JIEKAPCTBEHHOTO CPEACTBa (MI/IEHb)=I03MPOBKA JIEKAPCTBA
(Mr/neHb)-KOJIMUeCTBO OCTATOYHOIO JIEKAPCTBEHHOTO CpeACTBa (Mr/1eHb)

[0063]

B mHacrosimem wu300peTeHMM OO3MPOBKA JIEKAPCTBEHHOT'O  CPEICTBA, CTEICHb
MIPOHUKHOBEHUsI JIEKAPCTBEHHOI'O CPEICTBA, KOJIMYECTBO OCTATOYHOIO JIEKAPCTBEHHOTO
CpeACTBA M KOHLEHTpALMsl TAaHAOCIUPOHA B KpPOBH (IU1a3Me) SIBJSIIOTCS KOJHUYECTBAMH,
NepeCUNTAaHHBIMH Ha (pOopMy, CBOOOIHYIO OT TAHAOCIIMPOHA, €CJIN CIELUANBHO HE YKA3aHO HHOE.

[0064]

B Hacrosiiem u3o0peTeHrun 103MPOBKA UK KOJHMYECTBO MPOHUKHOBEHUS TaHIOCITUPOHA
WM €r0 COJIU MOKET OBITh COOTBETCTBYIOIIUM 0O0pPa3oM CKOPPEKTHPOBAHO B 3aBUCHMOCTH OT
TUTA COEAMHEHUs, CUMITOMA/BO3pacTa/Beca Tesa/QyHKIMKU TOYEK WIIM TMEUEHU MalUeHTa WU
TomMy mnonobHoro. Hampumep, cytodnas nmo3a jekapcrBa coctaBisier ot 0,1 mo 100 wmr wu,
npeanoututesibio, or 0,2 no 50 mr wam Tomy mnomoOHoe. [Ipumepbl BepxHero mpenena
BKro4aroT 100 mr, 80 mr, 50 mr, 30 mr, 15 mr u Tomy nopobHoe IIpumeps! HIDKHETO Tpenena
BKiro4aroT 0,1 mr, 0,2 mr, 1 wmr, 2 mr, 3 Mr u Tomy nogodHoe. [Ipumepbl MPeANOYTHTETEHOTO
Auana3oHa BKIIFOYAKOT JEOOY0 KOMOWHALIMIO 3THX BEPXHUX M HIDKHUX mpenenioB. CyTouHas
MPOHULIAEMOCTD JIEKapCTBa MOKET cocTaByiATh OT 0,1 g0 20 mr, npeanourutensHo, oT 0,2 g0 10
mr. IIpumeps! Bepxnero mpeaena kiaro4daroT 20 mr, 10 mr, 8 mr, 7 mr, 5 Mr, 3 Mr u Tomy
nonobnoe. [Ipumepsl HmwkHero npepena Bkiao4aroT 0,1 mr, 0,2 mr, 1 mr, 1,5 Mr u tomy
nonobunoe. IlpuMepsl MPEeANOYTUTENLHOTO AMANa30Ha BKJIIOYAOT JIOOYI0 KOMOWHAIIUIO STHX
BePXHUX U HIDKHUX MpeaesioB. YacTOTy AO3UPOBAHUS MOKHO COOTBETCTBYIOIIMM O0Opa3oMm
OTPEryJIUPOBaTh B 3aBUCUMOCTU OT CBOMCTBAa KOMITO3UIMH. ECIM KOMMO3UIUS MPEACTABISIET
co00# cocTaB Al TPAHCIEPMAJILHOTO BBEACHHS], YaCTOTa COCTABJISIET, HANPUMEpP, OT OJHOTO
pasza kaxzapie 12 4acoB 0 OAHOrO pasa kaxablie 7 aHel. Takske MoxkeT ObITh BbIOpaHa jro0as
NEePUOIUYHOCTh MEKAY HUMH, HAPUMEpP, OAUH pa3 Kaxkaple 2 NHs, OAUH Pa3 Kaxzable 3 JIHS,
OIIMH Pa3 Kaxkable 4 MHS WK TOMY MoaoOHoe. Ecnu koMmosuius npencrasisier coOoi cocTaB
IJIsT MHBEKIUN, YaCTOTa COCTABJIIET, HAIpUMeEpP, OT OJHOTO pa3a B JAE€Hb IO OJHOrO pasza B 3
Mecsiia. Mexay HUMHU MOKET ObITh BbIOpaHa Jr00asi 4aCcToTa, HANPUMEP, pa3 B HENEN0, pa3 B
JBE HEeNH, pa3 B 4 Helenu, pa3 B 3 Mecsna u Tomy nofo0Hoe Takske BO3MOXKHO PEryJHpOBaTh
BpeMsi JO3UPOBAHUS B 3aBUCUMOCTH OT CHMIITOMA C MOMOINBI) aBTOMATHYECKOrO WHKEKTOpa
HACOCHOTO THMA JJIsl JJIUTEJbHOTO BBENEHUS B T€UeHWE 24 4acOB WJIM IJIs1 BBEIAEHUS TOJIBKO
TOTJa, KOTAa MalUeHT OOApPCTBYeT. ATEHT MOXKHO CMEIIMBAaTh C COCTABOM, COJAEpIKAIUM
JIEBOJOITY, U BBOAHUTH €T0 JJIUTEIIBHO.

[0065]

B nHacrosiimeM n300peTeHrH TaHJOCITUPOH WK €ro (hapMaLleBTHYECKH TPHEMIIEMYIO COJIb
WIA TPOJIEKAPCTBO, MPENNOYTUTEIPHO, BBOAST TaK, YTOObI KOHLEHTPAIMs TAHIOCIHUPOHA B
KpoBH (11a3me) denoBeka cocrasisuia oT 0,05 no 20 Hr/min B nepecueTe Ha CcBOOOAHYIO hopmy
3a MEPHUOJ, B T€YEHUE KOTOPOro JIEBOAOMNA >KEJATENbHO SIBJISIETCS aKTUBHOW. B uwacTHOCTH, B
J€Hb NEPUO COCTABIISIET |2 4acOB MIIM [OJbLIE, TPEANOUYTUTEIBHO 16 4aCOB WJIM JOJbLIE.

[0066]
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ITprMeps! KOHIIEHTPALUK TAHIOCIIHPOHA B KPOBHU (IU1a3Me) uenoBeka BKIo4aroT ot 0,05
1o 20 Hr/Mi 1 ToMy oo0HOe B mepecueTe Ha cBOOOnHYIO (opmy. IIpumeps! BepxHero mpenena
BKirovaroT 20 Hr/mut, 15 wvr/mo, 10 vr/mon, 8 Hr/mu, 5 Hr/mMa u tomy mnomoOHoe. Ilpumepsr
HIkHero npexaena Bkimo4daroT 0,05 vr/mi, 0,1 vr/min, 0,2 ar/mia, 0,5 Hr/mu, 1 HI/MI U TOMY
nopobHoe. Ilpumepsl MPENmOYTUTENIPHOTO AWANa30Ha BKIOYAIOT JIIOOYI0 KOMOMHALIMIO 3THX
BEPXHUX U HIDKHHUX TNpeAesoB. BpllleynoMsHyTas KOHLEHTpalus TaHIOCIUPOHA B KpPOBH
(nnasme) yenoBeka MOXKET ObITb JOCTUTHYTa NMPU OAHOKPATHOM BBEIEHUM HIIM B KauecTBE
NOJICP KUBAIOIIEH KOHLIEHTPALIMH MTPH TOBTOPHOM BBEICHUH.

[0067]

B Hacrosem n300peTeHnH MpuMepbl MaKCUMaIbHOTO 3HaYeHus1 (Cmax) KOHLEHTpaIH
TAHJIOCTIMPOHA B KpOBH (Tu1a3Me) denoBeka BkIrO4aoT ot 0,1 1o 20 Hr/mi u ToMy monoOHoe B
nepecueTe Ha KOJIMYeCTBO B cBoOOomHO# Qopme. Ilpumepsr BepxHero mpeaena BKIo4aroT 20
Hr/mi, 15 vr/mon, 10 ar/mn, 8 Hr/mn, 5 Hr/Mn u Tomy nogodHoe. [lpuMepsl HUXKHETO Tpenena
BmoyaroT 0,1 wr/mu, 0,2 wr/mo, 0,5 Hr/mu, 1 Hr/Mn u Tomy mnomoOHoe. Ilpumepsr
NPEATIOYTUTENIPHOTO AMANa30Ha BKIIIOYAIOT JHOOYI0 KOMOMHALMIO 3THX BEPXHHUX M HUKHUX
NPEIEIIOB.

[0068]

B Hactosmem u300peTeHMHM TpUMEphl IUIOLMIAAW TOJ KPHBOH 3aBUCHMOCTH
KOHLEeHTparun TaHnocnupoHa ot BpemeHu (AUC) B xpoBH (IJ1a3Me) YeOBeKa BKIIIOYAIOT OT 3
no 700 Hr*u/mn u ToMy nonoOHOE B MepecyeTe Ha KOJMUYeCTBO B cBOOOAHON (opme. ITpumepst
BepxHero mpeaena BkiIrO4aroT 700 Hr¥*u/mu, 600 mr*u/my, 400 wr*u/mu, 300 wr¥*u/mu, 200
Hr*u/mi u Tomy nogoOHoe. [Ipumeps! HIDKHEro npenena BKIOYaoT 3 Hr*u/mu, 5 Hr*u/mi, 10
Hr¥*u/mi, 30 Hr*y/mMa u Tomy nopoOHoe. IIpuMepsl MPEeANOYTHTEIBHOTO UANa30Ha BKIFOUAIOT
moOy0 KOMOMHAIMIO 3TUX BEPXHUX U HUKHUX IPEIEINIOB.

[0069]

B HacTosimmem wu300peTeHHWH KOMIIO3MLMS, COAEpKaIlas TaHIOCIUPOH WU €ro
(apMaleBTHYECKH TPUEMIIEMYIO COJIb HJTU MPOJIEKAPCTBO, MPEACTABIsieT cOO0 KOMITO3ULIUIO,
XapaKTEePU3YIOIIYIOCS] BBEACHUEM TaKUM OOpa3oM, 4TO KOHLIEHTPALUs TAHAOCIUPOHA B KPOBU
(nasme) denoseka coctasisier oT 0,05 no 20 Hr/ma B TeueHue 8-16 4acoB mociie BBEACHUS
TAHIOCTIMPOH HJIH €ro (hapMaLeBTHUECKU IPUEMJIEMON COJIM WJIN TPOJIEKApCTBA.

[0070]

B HacrosimeM mn300peTeHHH, €CIM KOMIIO3HMLIMS, CONIepsKamas TaHAOCIHPOH WM €ro
(apManeBTUIECKH MTPHEMIIEMYIO COJIb HJIM TPOJIEKAPCTBO, MPEACTABIET COOOH KOMITO3HIIHIO
Il TPAHCAEPMAIBHOTO BBEICHMS, IUIOMIANb €€ NMPUMEHEHHS OOBIMHO MpPH HEOOXOAMMOCTH
MOJKeT OBITh CKOPPEKTHPOBaHA, HO OOMIasl IMJIOIIab NMPUMEHEHUS O3bl, MPEANOYTHTEIBHO,
cocrasisier ot 1 1o 100 cm?. Ilpumeps! BepxHero npexena skmoudaoT 100 cm?, 50 cm?, 40 cm?,
30 cm?, 20 cm? u Tomy nonoOHoe. [IpuMepsl HUKHEro npeaena BkmouaoT 1 cm?, 2 cm?, 4 cm?, 9
cM’ U ToMy momoOHoe. IIpuMepsl TPENMOYTHTENBHOIO [MAaNa30HA BKJIKOYAIOT JHOOYIO
KOMOMHAIIMIO 3THX BEPXHUX M HIDKHUX T[PeNesoB, KOTOpas IMO3BOJSIET JOCTUYb

NPEANOYTUTENBHOTO TeparneBTuIeckoro sgdexra.
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[0071]

TannocnupoH wiu ero QgapmManeBTUYeCKH NpUEeMIIeMas COJIb WIH IPOJEKApCTBO 10
HACTOSIILEMY HM300PETEHUIO TMPEBBINAIOT HIDKHEE MPEeNbHOEe 3HAUY€HHE KOHIEHTPAaLUU
TAHOCIIMPOHA B KPOBH (T1a3Me) HesloBeKa B TE€UEHHE 8 4acoB, MPEANOYTUTENBHO, B Ipeaenax 6
4acoB M, Ooyiee TPENNOYTUTENIPHO, B TeYeHHe 4 4YacoB TIOCJHEe OMHOKPATHOH O3Bl H
KOHLIEHTPALUs] TaHJOCHHPOHA B KPOBU (IUIa3Me) 4eNIOBEeKa MOANEP)KUBACTCS B JHMANAa30HE
MEKy BEPXHUM U HIDKHHUM TIpenesioM a0 16 4acos, mpeanouyTutenpHo, 10 18 dacos u, Gonee
MPEeANOUYTUTENBHO, A0 20 YacOB MOCe ONHOKPATHOMN AO3BI.

[0072]

B Hacrosimem M300peTeHHH COCTaB TAHAOCIHMPOHA Ui TPAHCAEPMAIBHOTO BBEICHHUS
NpeOoCTaBIsAeTCS sl Tepanuu Oose3Hu [TapkMHCOHA MyTeM OIHOBPEMEHHOI'O MPUMEHEHHsS C
COCTaBOM, COIEPIKALIUM JIeBOAOMNY. MOXHO OKHUAATh, YTO KOMIIO3ULHS JUISI TPAHCAEPMAIbHOTO
BBEJICHUS TAHIOCIHUPOHA IO HACTOSIIEMY H300pETeHHIO OyIeT HMMeTh NPEeNNOYTHTEIbHBIN
3¢ ekt mpu BBEACHUH KOMITO3ULINH, COAEp KAILEH JIEeBONOMY, Yepe3 6 4acoB, MPEANOYTHTENBHO,
yepe3 8 4acoB u, OoJee MPeanoYTUTENBHO, Yepe3 12 4acoB mociie MPUMEHEHHs] KOMITO3ULIUH JJIst
TPAHCAEPMAIBHOTO BBENEHUs TaHAOCIUpoHAa. Kpome TOro, CraOMibHBIA TepaneBTHUECKUN
s¢ ekt nocTuraeTcs BHE 3aBHCUMOCTH OT BPEMEHH BBEICHHUS COCTABa, COAEPIKALIETO JIEBOOITY,
IyTeM MHOTOKPATHOTO BBEICHHS COCTaBa, BBOJWMOTO TPAHCAEPMAIBHO C TAHAOCIHPOHOM,
IyTEM 3aMEHBI COCTaBa Yepe3 KaXKable 3aJJaHHbIe TPOMEXKYTKH BPEMEHH.

[0073]

Jlanee omnuceIBaeTCsl Croco0 M3rOTOBICHUS KOMITO3UIMM IO H300pPETeHUIO IS
TPaHCAEPMAJIBHOIO BBEACHHUS, HO HACTOsALIEe N300peTEeHNE STUM HE OrPaHUYUBAETCS.

[0074]

CoctaB 1Mo M300pETEHHIO IJIsl TPAHCAEPMATBbHOTO BBENEHHUS MOXET OBbITh M3TOTOBIIEH
obmen3BecTHBIM criocodoM. Kueiikast neHTa mo HM300peTEHHIO MOXKET OBbITh H3TOTOBJIEHA,
HarpuMep, COTJIACHO CIEAYIOLIEMY IPUMEPY U3TOTOBJICHHS 1.

[0075]

(ITpumep m3rotosienus 1)

Omnwucan o0muit METO M3TOTOBJICHUS KJIEHKHX JIEHT (TPAaHCAEPMAIBHOTO IUIACTHIPSI).

Kneiikasi neHTa 1O W300pPETEHHIO MOKET OBITh M3TOTOBJIEHA OOBIYHBIM CIIOCOOOM.
Hanpuwmep, kielikas JieHTa MOXKET ObITh M3TOTOBJICHA KaK OMHCAHO B paszelie, MOCBAICHHOM
npounsBoncTBy 1uacteipeii, B «Keihi Tekiyo Seizai Kaihatsu Manyuaru» [Development manual
for transdermally applied formulation], mon pykooacTeom Mitsuo Matsumoto (1985). Kinetikast
JIEHTA TaK)K€ MOXET OBITh U3TOTOBJIEHA, HAIPUMED, C TIOMOLIBIO YCTPOMCTBA, CIIoco0a UITH TOMY
nofoOHoro, onmcaHHeIX B padore «Development of Portable Equipment for Manufacturing
Transdermal Patches (MEMBRANE), 32(2), 116-119 (2007))».

[0076]

B gactHOCTH, OOBIYHBIN CTTOCOO M3TOTOBJICHUS KJICHKOH JICHTBI MOKET MPUMEHSTHCS IS
0o0pa3oBaHUsl AAT€3WBHOTO CJIOSI TPH NPOM3BOACTBE KJIEHKONW JIEHTHI 10 HACTOSIIEMY

n3o0peTeHno. TUMHYHBIM TPUMEPOM 3TOTO SBJIIETCS CIIOCOO HAHECEHWs] MOKPBITHS U3
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pacTBOPUTENIS, HO TaKKe€ MOXKHO HCIOJb30BaTh CHOCOO HAHECEHUsS MOKPBITHS U3 TOPSYEro
pacruiaBa, crioco0 MOKPBITHS SMYJIbCUEH OTBEPXKACHHEM 3JICKTPOHHBIM H3JIyYCHUEM WUJIH TOMY
nono0Hoe.

[0077]

UtoObl chOpMHUpPOBATh AATE3UBHBIA CIOW C HCIOJb30BAHHEM METOAA MOKPBITUS U3
PacTBOpPUTEJIsI, TAHAOCIHUPOH, CMECh, COAEPKALIYIO AaAre3uB, YCUJIUTENb NPOHULAEMOCTH,
OTBEPAUTENb U APYrHMe KOMIIOHEHThI COCTABa CMELINBAIOT ¢ OPraHUYECKUM PAaCTBOPUTENEM IS
MOJYUYEeHUs] CMECH aJIr€3MBHOTO CJIOS, U CMECh HAHOCST Ha OAHY CTOPOHY MOMJIONKKH HWJIH
CbEMHOM IUJIEHKH M CYyLIAT, 3aTe€M YAAJSIOT OPraHWYECKU PacTBOPUTENb U HAKJIEHBAIOT
AHTUA/IT€3UOHHYIO TJICHKY WJIM MOJIOKKY A0 WIM MOCie Cymku. TOMmuHa aAre3uOHHOTO ClIos
KJIEHKOM JIEHThI 0CO00 HE OTPaHUYUBAETCS, HO, IPEAMOUTHUTENBHO, COCTABIISIET OT OKOJIO 10 MKM
1o okoJyio 400 MkM, 6oJiee PEANOYTHTENBHO, OT 0K0Jio 20 MKM 110 okoJyio 200 MkM, erne Oosee
MPEIMOYTUTENBHO, OT OKOJIO 50 MKM 110 0k0jio 180 MKM U, OCOOEHHO MPEANOYTUTENBHO, OT
okoyio 70 MM 10 0k010 150 MKM.

[0078]

(ITpumep m3roToBIECHUS 2)

IIpuroroBneHue Ipyrux COCTaBOB JJIsl MAPEHTEPAIBbHOIO BBEICHUS

[0079]

Ma3bp MOKHO H3rOTOBUTH OOIIEM3BECTHBIM CIIOCOOOM. Macnmo-xupoBasi Ma3b OOBIYHO
MOJKET OBbITh M3TOTOBJICHA IMyTE€M HArpPeBaHUSl M IUIABJICHUS MACIISTHO-)KMPOBOTO CyOCTpaTta W3
yIJIEBONOPOAOB WM TOMY IMONOOHOTrO, TaKOro Kak Macjio M JKHpP, BOCK MWIM mapaduH,
n00aBJIeHHS AKTHBHOTO UHTPEANEHTA, TIEPEeMEIINBAHS JIJIs1 PACTBOPEHUS WIIU JUCTIEPTHPOBAHUS
AKTUBHOIO HWHIPEAMEHTA U MEPEMELIMBAHUS M 3aMELIMBAHMS, IIOKA BCA CMEChb HE CTAaHET
oxHOpoaHOH. BomopacTBopuMasi Ma3b OOBIMHO MOXKET ObITh M3TOTOBJICHA MyT€M HArpPEeBaHUS U
IUIABJICHUS BOAOPACTBOPUMOIO CyOCTpaTa, TAKOro Kak Makporoj, H00aBjeHHs aKTHBHOTO
WHTPEUEHTa, a TaKK€ CMEIIMBAHUS W 3aMEIIMBaHUS A0 TeX IOp, MOKa BCA CMECh HE CTaHET
TOMOT'E€HHO.

[0080]

Ma3p MOKeT OBbITb W3rOTOBJIEHA MyTeM CMEIIMBAHWS TaHAOCIHUPOHA C BBICIIMMHU
CIIUPTaMH, TAaKUMH KaK LETAaHOJ WJIM CTEAPUJIOBBIM CHHUPT, BBICIITUMHU >KUPHBIMH KHUCIOTAMH,
TaKUMH Kak MHUPUCTHHOBAs KHUCJOTA, JIAYPUHOBAs KHUCJIOTA, TMNAJbMUTHUHOBAs KHUCJIOTA,
CTeapUHOBAsl KUCJIOTA, JIMHOJNEBAas KHUCJIOTa WM WX CJIOXKHBIH 3(HUp, BOCKOM, TaKHUM Kak
OUMILEHHBbIN JIAHOJWH WU CIEePMALET, MOBEPXHOCTHO-aKTUBHBIM BEIECTBOM, TAaKUM Kak
CJIOKHBIA 3Qup copOuTaHa M KUPHOH KHUCJIOTHI WM CIOXHBIA 3(up caxapo3bl U JKUPHOM
KHCJIOTBI, U YIJIEBOJAOPOAAMH, TAKUMHU KaK THAPOMIIIbHBIA METPONATYM, KUAKUN napaduH uim
miactubaza. Kommosuimsi Takoil masu Birodaer, Hampumep, or 0,5 mo 10% mo wmacce
tanpocnupona, ot 0,1 no 5% mno macce Beicmiero cnupta, ot 1 no 15% mo macce Boiciiei
JKUPHOM KHCJIOTBI WM €€ CIOKHOro 3¢upa, or 1 10 10% mo macce mOBEPXHOCTHO-aKTUBHOTO
BewiecTsa, oT 4 1o 10% no macce Bocka u ot 50 no 80% no macce yriesopopona. Masp MOXeT

ObITb  TONy4YeHAa, HANpUMep, CHOCOOOM  H3rOTOBJEHUs, BKIIOYAOLMM  J00aBlICHHUE
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TAHJOCTIHPOHA U  BBILIEYNOMSHYTBIX JOIMOJHUTENbHBIX KOMIIOHEHTOB U  CMELIMBaHUE
UHIPEANEHTOB NPYU HAarpeBaHUM U MOAJEp:KaHuU Temnepatypbl oT 50 go 100°C, u xak TONbKO
BCE€ MHIPENUEHTHbI CTAHYT MPO3PAUYHBIM PACTBOPEHHBIM PACTBOPOM, FOMOT€HHOE CMEIINBAHUE
UHIPEANEHTOB C TOMOINBIO MHUKCEpPA-rOMOI€HH3aTopa, U 3aTeM IepeMelIMBaHue IpU
OXJIAKIEHUH U OCTBIBAHUSI CMECH.

[0081]

WHbEeKUMOHHBI areHT WIM COCTaB sl  MOAKOJKHOTO, BHYTPUKO)KHOTO — WJIH
BHYTPUMBIIIEUHOTO BBEICHUS MOXKET OBbITb HM3rOTOBJIEH OOIIen3BeCTHbIM criocobom. Takoii
UHBEKI[UOHHBIN OOBIYHO MOKET ObITh M3TOTOBJIEH CIEAYIOLIUM CIIOCOOOM.

(1) AKTUBHBIN MHTPEIUEHT 3aTOJHIETCS HETIOCPEICTBEHHO, HITH AKTUBHBIA UHTPETUESHT C
nobaByiieHUeM HO00AaBKU PpAcCTBOPSIETCS, CYCHEHOUPYETCS MM SMYJIbCHPYETCs B BOAE JUIS
UHBEKLUH, JPYroM BOJHOM HJIM HEBOIHOM pPACTBOPE WJIM MOJOOHOM M TOMOTE€HU3HUPYETCS, U
pacTBOp  3aJMBAETCS B  KOHTEHHEpP [UIA MHBEKLUH, T[EePMETUYECKHU 3aKpbITBId U
CTEPUJIN30BAHHBIN.

(1) AKTHBHBI WHTPEOUEHT 3arOJHAETCS HANPSMYIO, WM AKTUBHBIH HMHIPEAMEHT C
nobaByneHHeM NO00AaBKU PpacTBOPSETCS, CYCHEHOUPYETCS WIJIM 3MYJbCHPYETCs B BOAE UL
WHBEKLHUH, IPyroM BOJHOM MJIM HEBOJAHOM PACTBOPE MJIM TOMY IMOAOOHOE U TOMOTE€HU3UPYETCS,
U PacTBOp CTEPWIbHO (QUIBTPYETCS WIM MPHUTOTABIMBACTCS W TOMOTEHH3HPYETCS B
acCeNTUYECKUX YCJIOBUSAX, @ 3aT€M IOMELIAETCsl B KOHTEWHEp ISl UHBEKLUH U TepMEeTHUYECKU
3aKpbIBAETCS.

[0082]

WNHBEKIIMOHHBIN areHT Tak)Ke MOXKET ObIThb M3TOTOBJIEH B BHIE JHODUIM3UPOBAHHOTO
UHBEKLMOHHOTO areHTa WKW MOPOLIKOBOIO HMHBEKIMOHHOIO areHta [Jisl NpeJOTBpALICHUs
Pa3JI0XKEeHNs WM MHAKTUBALMU aKTUBHOI'O MHIPEAUEHTA B PaCTBOPE.

[0083]

JInopUIM3NPOBAHHBI MHBEKIHOHHBIA areHT OOBIMHO MOXKET OBbITh HU3TOTOBJICH MyTEM
HEMOCPEICTBEHHOIO 3allOJIHEHUSI AaKTHUBHBIM MHIPEIUEHTOM WJIM 3arlOJHEHUs AaKTHUBHBIM
UHTPEIUEHTOM W JOOABKOW, TaKOH KaK OSKCLUHUIHMEHT, KOTOPbIE PAaCTBOPSIIOTCS B BOHE IS
UHBEKUUH W aCeNnTU4YeCKU (UIBTPYIOTCS, KOHTEHHepa [JIs WHBEKIMOHHOTO areHra cC
nocnenyromei muodunuzanuei, WM THOPUIN3ALUEH HHIPEIUEHTa B CIELUATH3UPOBAHHOM
KOHTeIHepe C MOCIeAYOIHUM HEMOCPEICTBEHHBIM 3all0JJHEHUEM UM KOHTelHepa.

[0084]

ITopoIIKOBBEIE WHBEKIMOHHBIH AareHT OOBIMHO MOKET ObIThb H3TOTOBIEH MyTEM
3aIOJIHEHNsI KOHTEWHEepa [JIs1 HHBEKLMOHHOTO areHTa MOPOLIKOM, TMOJYYEeHHBIM (priIbTpauueit
HA aCeNTHYECKOM (PHIIbTPE U MOCIENYIOIeH KPUCTAIUIN3ALUEH, HITH TTOPOIIKOM ¢ J0OaBIeHUEM
CTepUTN30BAaHHON TOOABKH.

[0085]

Hanpumep, pacTBOp akTUBHOTO MHIPEAUEHTA MOJIy4aloT PACTBOPEHUEM TaHIOCIIUPOHA B
BOJZI€, OPTraHUYECKOM PAaCTBOPUTEINE MJIM CMECH BOABI U OPraHUYECKOrO PACTBOPUTEJNSI BMECTE C

IIOBEPXHOCTHO-aKTUBHBIM BemnecTBOM. [lonyueHHBI pacTBOp MOXKHO MNpPOPUIBTPOBATh U
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CTEPUJIM30BaTh C MOMOINBI) CTEPUIM3ALUOHHOTO (HUIBTPA AJISl MPUTOTOBJICHUS ACENTHYECKOTO
pacTBOpa aKTMBHOTO HHIPEAMEHTa. B 3TOM OTHOIIEHHM pPACTBOPUTENb, HCIOJIB3yEeMbIH s
pacTBOpeHust (BOIA, OPraHUYECKHI pACTBOPHUTENb WJIM CMECh BOJAbl U OPraHUYECKOro
pacTBOpUTENIS), MPEANOYTUTENIPHO, TMPEACTaBIsIeT COO0H OpraHMYecKHi pPaCTBOPUTENb HIIH
CMeCh OPraHUYECKOrO PACTBOPUTENSI U BOABL, U, OOee MPeanoYTHTENBHO, CMECh OPTaHUYECKOTO
pactBoputenss u Boabl. Crepuiam3aumoHHbIH (GuiabTp d¢dexTHBeH AN QUIBTPALUH U
CTePWIM3ALMK, & TAKXKe Ui YOAJEHHS NMOCTOPOHHUX MPEAMETOB M3 ChIPbS JIM SK30T€HHBIX
MIOCTOPOHHUX TPEIMETOB, IPUMELIAHHBIX B MPOLIECCE MPOU3BOCTBA.

[0086]

[TpuMepsl MOBEPXHOCTHO-AaKTUBHBIX BELIECTB BKIIOUAOT mojucopbar 80, mommcopbar
20

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

, TIONIMOKCUATUJIEH-TUAPOT€HU3UPOBAHHOE KacTopoBoe Macio 50, MONHOKCHATHIIEH-
XJIOpUA OEH3AIKOHMSL, JaypuiICyIbdaT HATPHUS U TOMY NMOJOOHOE, B TAaKXKe MOYKHO HCIIOJIb30BATh
naBa win Oojee u3 HUX. [IOBEPXHOCTHO-aKTUBHOE BEIIECTBO, MPENNOYTHTEIBHO, MPEACTABISAET
coboti monmucopdat 80. IToBepXHOCTHO-aKTUBHOE BEIIECTBO, MPENNOYTHTEIBHO, UCIIONB3YETCS B
kosuectTBe oT okojio 0,005% (mac./06.) no okono 10% (Mac./00.).

B xauecTBe BOABI MCHIOJIB3YETCsl OYMINEHHAS BOJA, BOJA TOTO e I O0Jiee BBICOKOTO
Ka4deCTBa, 4Y€M OUYHIINCHHAasA BOJ4, WKW BOJA IJIA PIH"beKL[PIfI. HpI/IMepbl OpPraHu4€CcKoro
pPacTBOPUTENS BKIIIOYAIOT CHUPTOBBIE PACTBOPUTENHU (HANpPUMEp, METAHOJN, 3TAHOI U TOMY
nonoOHOE), ampOTOHHBIE PACTBOPHUTENH (HAampuMep, aueToH, auMerwicynbdokcun, N, N-
AUMETUIIAlIETAaMU U TOMY HOI[O6HO€) H TOMY HOI[O6HO€, NI MOXXHO HCIIOJNB30BATHh JABAd HIIH
Oonee pactBoputeneii. OpraHUYecKU pacTBOPUTENb, MPENNOYTHTEIBHO, MPEACTABISIET COOO0M
l-mpomanoy, MeTaHOJ, 3TaHOJ, 2-MPOMAHON, aueToH, auMmerwicyiabdokcuny wmm N, N-
OUMEeTUJIaleTaMuU.

UHBEKIIMOHHBI areHT MO M300PETeHUI0 MOKHO BBOJAWUTH BHYTPUMBILIEYHO WU
MOAKOXKHO IOCJIC MNMPHUCOCAUHCHUA I/IH’beKLII/IOHHOfI HIJIbI K NPEABAPUTCIIBHO 3aIlIOJJHCHHOMY
mmnpuuy, HaroJHECHHOMY COCTaBOM. I/IH"beKL[PIOHHbeI Ar'€HT TAKXKEC MOXET 6BITI> BBCACH IIYyTEM
acIHUpalliy COCTaBa M3 KOHTEHepa, TAKOTrO Kak (pJIaKOH, 3aMOJJHEHHbIN COCTABOM, B IIMPHIL AJIs
I/IH’beKLII/Iﬁ H€PE3 UMHBCKIMOHHYKO Uy W MNOCJICAYIOLICrO BBECACHUA COCTaBa BHYTPUMBIIICYHO
HiIn IIOAKOXHO. KpOMe TOro, Cc€OoCraB MOXKET 6I:>ITI:> J'II/IO(I)I/IJ'II/ISI/IpOBaHHbIM COCTaBOM,
NOJIYYeHHBIM IIyTEM HAIOJHEHHUSI COCTaBa B KOHTEHHEP, TaKOH Kak (pyakoH, M JHOpMIM3aLuei
COCTaBa, UK COCTAaBOM C IMOPOLIKOM, MNOJYYCHHBIM 3aIIOJHCHHUEM BLICYILICHHBIX KPUCTAJIJIOB
MOpPOIIKa, TMOJNYYCHHbIX NTYTEM BbBIACIICHUA W 3aTEM CYLHKOﬁ KPUCTAJLJIOB AaKTUBHOI'O
UHTPEIUEHTa B COCTaBE B KOHTEHHepe, TakoM Kak ¢uakoH. JIMOQMIM30BaHHBIE COCTaBBI U
COCTaBbl, HAIMOJHCHHBIC MOPOMIKOM, MOXHO BBOAWUTHL BHYTPUMBIIICYHO WM MOAKOXHO ITOCIEC
acrpauuy CyCIEH3WM, IMOJYYEHHOH IyTeM CYCHEeHIUPOBaHUs COCTaBa B KOHTEHHEpPE C
CYCIEH3UOHHBIM pPAacTBOPOM B IIPOLIECCE HCIOJb30BAHUS W3 KOHTEHHEpa B LIMPHUL JIA
MHBEKLUI Yepe3 UHBEKIHOHHYIO UTy. MIHBEKIIMOHHBIH areHT MO M300PETeHHI0 TaKXKe MOXKHO
BBOAUTb BHYTPHUMBIIICYHO WK IIOAKOXHO IIOCJIC MNOMEIICHUA KOHTeﬁHepa, 3aITI0OJIHCHHOI'O

COCTaBOM, Ha O€3bITOJIBHBIN MIMPUILL (IIMPHLL, JOMYCKAIOUIUN BBeASHHE 0€3 MHBEKIIHOHHOUW UIJIbI
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3a CUET UCIOJIb30BAaHUs AABJIEHUs, CO3AABAEMOr0 ra3oM, HHULIMUPYIOLUM areHTOM, MPY>KUHON
WIA TOMY TOAOOHBIM, BCTPOCHHBIM B YCTPOMCTBO AJISI UHBEKIMU U MMEIOIINM MEXaHU3M IS
BBIITyCKa PacTBOPA JIEKAPCTBEHHOTO CPEZCTBA, 3aIIOJHEHHOTO B KOHTEHHEpE).

[0088]

IIpumep M3roToBIeHUS] HHBEKLIMOHHOTO HACOCA AJI AJIUTEIbHOIO BBEIEHUS

NHBEKIMOHHBII areHT N0 H300PEeTeHHI0 MOXKHO BBOAMTH JJIUTEIBHO, HCIIONB3YS
KOMMEPYECKU MOCTYIHBbI HMHBEKLHUOHHBIA HACOC ISl AJIMTENBHOIO IMOAKOKHOTO BBEIECHUS.
WHBEKIMOHHBI HACOC Ui JJIUTENBHOrO TOAKOXHOTO BBEIEHUS MPENCTaBISIET COOOM
YCTPONCTBO JJIs1 YCTOMYMBON MOJAKOKHON MHBEKLIMM JIEKAPCTBEHHOI'O CPECTBA NALUEHTY Yepes
UHBEKLUOHHYIO TPYOKy, UMeroIee OJOK IJisi XpaHEHHs JIGKAPCTBEHHOTO CPEACTBA M HACOC IS
JUIUTEJIbHOW HWHBEKLWH JIEKAPCTBEHHOrO cpeacTBa. Takoe yCTpOHCTBO OOBIMHO HUMeEeT
BCTPOCHHBIE Yacbhl M MPOrpaMMy, KOTOpash MOXKET HM3MEHATh KOJWUYECTBO HHBEKLIUH 34
ONpENENEHHBIN Mepruoa BpeMeHH. EquHuna XpaHeHus JIEKapCTBEHHOIO CPEACTBA MPENCTABIISAET
coboi repMETUYHBIN KOHTEHHED, 3aMOJIHEHHBIN JIEKAPCTBEHHBIM PacTBOpPOM,
OTPEryJHPOBAaHHBIM 1O KOHLEHTPAMU JIEKAPCTBEHHOTO CPENCTBA, HEOOXOAMMON s
3¢ (eKTUBHOCTH JIEKAPCTBEHHOT'O CPENCTBA, COACPIKAIIMN BITyCKHOW M BBITYCKHOH MaTpyOok
AJIL JIEKApCTBEHHOTO CPENCTBa AJIsl MOACOeAMHEHHMs K Hacocy. Hacoc mpencrasiser coOoit
HACOC, KOTOPBIM MOKET JAJIUTEIBHO UHBELUPOBATE PACTBOP JIEKAPCTBEHHOI'O CPEACTBA TOYHO B
MHUHUMAJIBHOM KOJITYECTBE, KOTOPBIA MpPEncTaBisieT cOOOH yCTPOHCTBO, KOTOPOE MO3BOJISIET
UHBELUPOBATh HEOONBIIOE KOIUYECTBO >KUAKOCTH OT mpumepHo 0,1 mn/menp mo 10 mi/gac.
EMkxocTe 111 XpaHeHMsl JIEKapCTB 3allOIHEHA W COXPAaHseT pacTBOP TaHAOCIHpPOHA C
COOJIIOIEHNEM TIPABUJT ACETITUKH.

[0089]

CpencTso Uil IJIUTENbHOW MHBEKLUH TNPEACTaBiIsAeT COOOH CPEACTBO U MHBEKLUH,
KOTOpPOE€ TPHMEHSIETCS] MOIKOKHO, BHYTPUKO)KHO, BHYTPHMBIIIEYHO WM TOMY NMOAOOHOE ISt
BBICBOOOKJICHHsI AKTUBHOTO MHIPEAMEHTAa B TE€YCHUE MJTUTEIHHOrO NMEepUoja BPEMEHH. ATEHT
I JUTMTEbHOM WHBEKIUH MOXET ObITb HM3rOTOBJICH OOILIEH3BECTHBIM CIIOCOOOM, OOBIMHO
IyTEM PACTBOPEHUsI UM CYCHEHAMPOBAHUs AKTUBHOIO HUHIPEIUEHTA B PACTUTEIBHOM Macle
WK TONOOHOM, WJIM IyT€M MPHUTOTOBJIEHHUS CYCHEH3UH MHKpocdep ¢ HCIOIb30BAHUEM
OnopasnaraeMpIx MaKpOMOJIEKYJISIPHBIX CO€TUHEHH.

[0090]

WMITaHTHPOBAHHBIM AreHT TMPEACTaBIsIeT COOOW TBEPAbIH WM  TeleoOpa3HbIid
WHBEKLNOHHBIN areHT, IPUMEHSIEMbIN ¢ TOMOIIBIO HHCTPYMEHTA JUIsl UMIUIAHTALUH NIOJ KOXKY, B
MBIy HJIK TOMY TOAOOHOE, WJIM XUPYPTrHYECKUM IyTeM, YTOOBI BBICBOOOXKIATH AKTHUBHBIN
WHIPEIUEHT B TE€UYEHUE UINTEIBHOrO MEepHuona BpeMeHH. MMIUIaHTUPOBAHHBIM areHT MOXET
OBITh M3TOTOBJIEH OOLIEN3BECTHBIM CITOCOOOM. MMIUTAHTHPOBAHHBIN areHT 0OBIYHO MOXKET OBbITH
NOJy4eH C UCIONb30BAaHUEM OHOpPA3/iaraéMoro MaKpPOMOJIEKYJIIPHOTO COCOMHEHUS IS
NPUTOTOBJICHUS TPaHyJI, MEKpOc]ep MK reneoOpasHbIX COCTABOB.

[0091]

(KomOuHMpOBaHHOE JIEKAPCTBEHHOE CPEICTBO)
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CoctaB mo M300pETEHHIO [UIsI TPAHCIEPMAJBHOTO BBEICHHUS MOXHO HCIOJIb30BAThH
OJHOBPEMEHHO C CYILIECTBYIOIIUM TEPANeBTUYECKUM AareHTOM /Uil JIeYeHus OONe3HU
ITapkuHCOHA, OTJIIMYHBIM OT JIEBOAOMBL IIpuMepsl TAaKOro CyIEeCTBYIOLIETO TepaneBTUYECKOrO
JEKapCTBEHHOTO CpeACTBa Ui JjiedeHuss Oone3Hu [lapkuHCOHA  BKJIIOYAIOT, HO HeE
OrpaHUYMBAIOTCS MMM, AaroHUCTBl JAodamuHa (Hampumep, OpPOMOKPHUNTHUH, MEProju,
TAJIUIEKCON, KaOeproiuH, MpPaMHUIIEKCOJ, PONMHUPOJ, POTUTOTHH M TOMY HOAOOHOE),
UHruOuTOpEl MOHOamMuHOKcHAassl B (MAOB) (Hampumep, CcenerwiuH, pasarwidH U
caduramun), uHrHOUTOPHI Karexod-O-merunrpanchepassl (COMT) (Hampumep, >HTAKAIOH),
aMaHTaJWH, anoMop(duH, UCTpaaePUIUINH, AHTHXOJMHEPTMYECKHE JIEKAPCTBEHHBbIE CPEICTBA
(marpumep, OunepuneH, TpurekcudeHwt, NpoGEeHUANH U Ma3aTUKOI), THATIPUJ, JPOKCUIOIA,
KapOuIOMNa, 30HUCAMU]T U TOMY MOAOOHBIE.

[0092]

Hacrosimee wnsoOperenne Oojee mOAPOOHO OMUCAHO CO CCBUIOYHBIMH TPUMEPAMH,
NpUMepaMu U TECTOBBIMH NPUMEPAMH, HO HACTOsIIIee N300peTeHHEe MUMH HE OrPaHUYHBACTCS.
Haspanus coeqnHeHU, NCNIOIB3yEMbIE B CIEAYIOLINX CChIIOYHBIX MPUMEpaX, MPUMEPax U TOMY
nonoOHoe, He 00s3aTeNTbHO COOTBETCTBYIOT HOMeHKaType IUPAC.

IIpumepsl

[0093]

IIpumeps! OnMcaHbl HUXKE.

[0094]

XOTs TPOAYKTHI, ONMHUCAHHBIE B IMPUMEPAX, HCIOJB30BAINCH B KAa4eCTBE KOHKPETHBIX
pEareHToB, MPOAYKTBI MOTYT OBbITb 3aMEHEHbl SKBUBAJEHTHBIMM MPONYKTAMHU OT JAPYIHX
npoussogureneit (Sigma-Aldrich, Wako Pure Chemical, Nacalai Tesque, R&D Systems, USCN
Life Science INC, unu Tomy nogo6Hoe).

[0095]

(ITpumep M3roTOBJICHNS)

Ccbutounsblit npuMep U3rotosieHus 1: M3rorosiaenue TaHnocnupoHa

Taunocnupos ((1R,2S,3R,4S5)-N-[4-[4-(mupumMunnH-2--ui) nunepanus- 1-un|0ytui]-2,3-
Oourmkno[2.2. 1 JrenTaHAUKapOOKCUMHUT) UMEET XUMUYECKYI0 (hOpMyIy, H300paKEHHYIO HUKE.
Croco® ero mojy4eHus: OmucaH B SIMOHCKOW BbUIOKeHHOH myOnmkammu Ne 58-126865. Ee
OIMCAHKE BKIFOYEHO B HACTOSIIIUIN TOKYMEHT B KAY€CTBE CCHUIKHL.

[Xum. 2]

N
/\/\\/N\_/N_<\N3

[0096]
(Ccputounblii mpuMep U3roToBJICHHs: M3roTOBNIEHNE KICWKON JICHThI ¢ TAHAOCITUPOHOM)

(M3roroBneHue KJIEHKOH JEHTHI C TAHAOCITHPOHOM)
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CwmemuBamu akpuoBeiii aare3uB (MAS683, CosMED Pharmaceutical Co. Ltd., 35,6%
o Macce TBepAbIxX BemecTs, 12,5068 r), stunanerar (1,5 M) U NOTHMOKCHA THIICHIIAY PUIIOBBIH
s¢up (0,2530 r). T'oroBunu pactBop Tanmocrmpona (0,32512 r) B stmnanerare (5,5 wmu),
n00aBJISATM K CMECH a[Ir€3UBa U TIATENBHO MnepeMennBaii. [1oay4eHHy0 cMeCh BBIKIIAIbIBAIIH
Ha TOJUIOKKY U CYLIWIM B TEUEHHME CYTOK IPU KOMHATHOM TemIiepaType. 3aTeM K HeMmy
NPUKJIEUBAIN aHTUAIN€3MOHHYIO TUIEHKY JJIl U3TOTOBJICHUS KJICHKON JIEHTBI C TAHIOCIIHPOHOM.

(UsroroBieHune KIEHKOI JeHTHI ¢ mianedo)

CwmemuBanu akpuioBbiii aare3us (MAS683, CosMED Pharmaceutical Co. Ltd., 35,6%
IO Macce TBepAbIX BemmecTs, 18,6962 r), stunanerar (5,5 M) U NOJHOKCHUA THIICHIIAY PHIIOBBIH
s¢up (0,3520 r) u TuiarenbHO nepemenrBaii. [1onyuyeHHYI0 CMeCh BBIKJIAbIBATIH HA MOIJIOKKY
U CyIIWIA B TEYCHHE CYTOK NPU KOMHATHOH TeMmepaTrype. 3aTeM K HeMy NPHUKICHBAIH
AHTHAATE3UOHHYIO MPOKJIAJIKY ISl U3TOTOBJICHUS KJICHKOH JIEHTHI ¢ Tu1anedo.

[0097]

B kauecTBe MOMJIOKKH UCMONB30BaIM 50,8 MKM JJAMHUHATHOMW IUJIEHKH W3 COMOJMMEpPA
noJusTUIIeHTepedTanara wwuinn stuieHBuHmnanerata (Scotchpak #9732) or xommanmn 3M
Health Care Ltd. B kauecTBe pasmenuTenbHON MPOKIAIKH UCTONb30Bau Bynasheet 64S-018B
ot kommnanuu Fujimori Kogyo Co., Ltd.

[Tabauma 1]

Tabmuna. CopeprkaHue JIEKAPCTBEHHOTO CPEACTBA B KJICHKOM JICHTE ¢ TAHAOCITUPOHOM

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

Cocras 1 99 0,6

Cocras 2 94 0,6

Cocras 3 114 0,7

Cocras 4 105 0,7

CocraB 5 150 1,0

[0098]

M3mepeHne KoJaW4ecTBa JIEKAPCTBEHHOTO CPEACTBA (MO3MPOBKA JIEKAapCTBA) W
OCTaTOYHOTO KOJINYECTBA JIEKAPCTBEHHOTO CPENICTBA B KIICHKON JIEHTe

XOTsl HIKE OIMUCAH MPHUMEP YCIOBHH U3MEPEHUs TO3UPOBKH JIEKAPCTBEHHOTO CPEACTBA
U KOJNMYECTBA OCTATOYHOIO JIEKAPCTBEHHOT'O CPENCTBA, BMECTO HEr0 MOXKHO HCIOJNB30BATh
APYro MeTOon HM3MEpPEHUs, MPOBEPEHHBbIH Ha NPEeIMEeT BO3MOKHOCTH HM3MEPEHHS JO3UPOBKU
JEKapCTBEHHOTO CPEACTBA WJIM KOJHMYECTBA OCTATOYHOTO JIEKAPCTBEHHOTO CPENCTBA
TaHJOCIIHPOHA.

<IIpumep ycClOBHI U3MEPEHUS>

ITpuroToBieHne CTaHAAPTHOTO PAacTBOpa

I'otoBst pacTBop TanmocnupoHa (okouso 4, 20 wnu 100 MKr/mi).

IIpuroroBneHue pacTBopa cocTaBa
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(1) Knefikyro neHty nmomemaroT B KoHTelHep. Jobasmsror 10 M aneroHa u o0nydaroT

yABTPa3ByKOBOW BOJIHOU B TedeHUe 30 MUHYT.

(2) 1 mn meranona nobasysroT k 1 Mt skcTpakTa (1) U mepeMermmBaoT.

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

VYcnoBus BBICOKO3((GEKTUBHON KUAKOCTHOM Xxpomartorpaduu (BDIKX)
Komnonka: YMC-Pack ODS-AM 250%4,6 MM (pa3mep 4acTHIl. 5 MKM)

Tepmocrar xononoku: 40°C

Herektop: ynbTpaduoNeToBblii aOCOPOLMOHHBINA CrHeKTpodoTOMeTp (AJIMHA BOJIHBI

usMepenus: 240 Hm)

Cxkopoctb notoka: 0,9 mi/MuH.

Bsenennoe xonuuectso: 10 Mxn

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

(O1eHKa KOHLIEHTPALIMH B ILUIA3ME)

1. MeTonuka uccienoBaHui
1.1. Meron mpenBapuTeNbHON 00paboTKH

50 wmxnm oOpasma rmuasmbl  KPBICEI  (DPAKLIHOHUPOBAIA B MOJUIPONUICHOBBIE

mukponpodupku. Jlobasmsmu 50 Mk meranosa (50 MKJI CTaHAAPTHOTO pacTBopa st obpasma

KamnOpoBouHOH KpuBoi) 1 200 MKJI pacTBOpa BHYTPEHHETO cTaHmapTa (pactBop Oe3adudpara B

meraHone: 200 HMonb/n, 200 MKJI MeTaHOJA Ul XOJOCTOro o0pasla) U IepeMeLInBali

MuKcepoM B TedeHue okoso 10 cexynn. Llentpugyruposanu (4°C, 4500 o6/mun, 10 mMuH), u

3aTeM CYINEpHATAaHT MOABEPrajIn BaKYYMHOﬁ (I)I/IJ'II:;TpaI_II/II/I C HUCIOJb30BAHHUECM (bI/I.]'[pra

(FastRemover MF 0,2 mxm). K 70 mkn nmony4denHoro ¢unbtpara nobasisuin 70 MKJI BOIXHOTO

pacTBOpa amerata aMMOHUS ¢ KOHLeHTpauued 10 MMOJIb/T U NepeMeIIuBaIi B TeUEHHE OKOJIO

10 cexyH ¢ TOMOIIBIO MUKCEPA C MOJy4YeHHeM o0pa3ia i U3MEPEHHSI.

KoHIeHTpauuo TaHAOCTUPOHA U3MEPSITH METOIOM *KHIKOCTHOM XpoMaTorpaguu-macc-

CIICKTPOMETPUH.

[0101]

1.2. Ycnosus usmepenus

Komnonka: XSELECT CSH C18, 3,5 mxwm, BHyTperauit ruametp 100%3,0 mMm.
Temnepatypa xononku: 50°C

ITonewxHas ¢asza A: BOOHBIN pacTBOp arierata aMMOHMs 10 MMOIIB/JT.
ITonewxHas ¢aza B: meranon

Cxkopoctb notoka: 0,6 Mi/MUH.

I'panuentHsle yCcnoBus:

[Tabauma 2]
Bpewmst (MuH) 0 0,10 5,00 6,00 6,01 9,00
IMonemxnas ¢aza B (%) 15 15 95 95 15 15

MeTton MOHU3ALIMU: HOHU3alUs SJICKTPOPACTIBIIICHUEM
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Meton oOOHapy>XeHHs: MOHUTOPUHI HECKOJBKHX PEaKIHH, pPEeXUM OOHapYKEHUs
MOJIOXKUTEIIbHBIX HOHOB

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

[0102]

(ITpumep 1: Ouenka M3MEHEHUI KOHLEHTpPALMU B IUla3Me MNPU NMPUMEHEHUHU KIIEHKOM
JIEHTBI C TAHAOCIIMPOHOM Ha OOBIYHOI KpBICE)

(Meron uccienoBaHusi)

Hcnonb3oBanu camioB kpbic junuu Wistar (Bospact 14 wemens, Japan SLC, Inc.).
AOnoMuHanbHbIE O0JACTH KPbIC BBIOPHBAIM MEpeA AaTOH OLEHKH KJEHKOW JIGHThl, M Ha
OpromrHble 00JIACTH B IEHb OLIGHKU HAHOCWIIU KIIEHKYIO JieHTy dopmydsl 1 (pasmep coctasisit 9
cm?). Kposb cobupanu uepes 2, 4, 6 u 24 yaca mocie BBENEHHS HaHECEHMEM ISl aHaIu3a
KOHIIEHTPALMM TAHAOCIHPOHA B IUIa3Me. Pe3ynpTaThl yKa3aHbl B BHAE CPEOHETO
3HAYEHHSTCTAHIAPTHOE OTKJIOHEHUE.

[0103]

(PesynbraTer)

W3MeHeHNsT KOHLEHTpAMM TaHAOCIHPOHA B IUIa3Me, NOKa3aHHble Ha dQurype 1,
HaOOIaKCh NPU IPUMEHEHNH Kielikoil TeHTsl ¢ TangocmuporoM (9 cm?: 31£2 cm*/kr). Bbito
NOATBEPIKIEHO, YTO KJEWKas JieHTa CriaXuBajla W MOAJEpKHBaja KOHLIEHTPALHIO
TAH/IOCTIMPOHA B KPOBH.

[0104]

(ITlpumep 2: Ouenka >ddexta KISHKOH JIEHTBI C TAHJOCIUPOHOM, CHIIKAIOIIETrO
JTUCKUHE3HIO )

Monens nopaMUHEPrU4ecKol JeHEePBALUH MOJI0CATOrO Tejla Y KPbIC C UCIIOIb30BAHUEM
MECTHOTO BBEIeHUsI O6-ruapokcuaodamrHa (B gagbHENIIeM Takke HazbiBaeMoro «6-OHDAY) B
OIIHy CTOPOHY MO3ra M3BECTHA KaK THUIHYHAs SKCrepuMeHTanbHas moneib PD-LID (kpwichl,
nojy4aBmue ¢ onHoil ctopoHel 6-OHDA (kpbicel ¢ mopaxennem 6-OHDA)). AnomanbHbIe
HETPOU3BOJIbHBIE JBIDKEHHs, TOAO0OHbIe auckuHe3un (AIMs), TpOSIBIAIOTCS B YKa3aHHOM
monenu mnpu mnoBTopHOM BBeaenuu JieBomombl (Lundblad et al, European Journal of
Neuroscience, 2002, 15: 120-132, Winkler et al., Neurobiology of Disease, 2002, 10: 165-186).

[0105]

(Meron uccnenoBaHwsi)

JUisl IPUTOTOBNIEHHS JKUBOTHBIX MOAEJEH HMCIIONb30BaN caMLIOB Kpbic Wistar (Bo3pact
12 nmenens, Japan SLC, Inc.). BHYTpHOpPIOIIMHHO BBOOWIM AE3HWIIPaMHHA ruapoxsiopun (25
mr/kr; Wako Pure Chemical). Uepes 30 MuHYT TOClieé BBEACHUS KPBIC TOABEPrad
MHTAJILMOHHOW aHeCTe3MH M30(IypaHOM C HCIOJIB30BAHHEM ammapara oOIel aHeCTe3uu I
SKCIIEPUMEHTAJIbHBIX JKUBOTHBIX. Ilon aHectresmel m30(aypaHOM KpbIC MMMOOWIM30BAIN Ha
CTEPEOTAKCUUECKOM HMHCTPYMEHTe aisi Mo3ra. Koky Ha rojioBe paspesaln XUPYpPrHYECKHM
cKaybIieneM, 4yToObl OOHaXUTh dyepen. Onpenensyii KOOPAUHATHI OperMbl, MCIOJIb30BAHHON B

kadectBe ucrounuka (AP: 0, ML: 0, DV: 0), u xoopauHaTel NpaBOro MEIUAIBHOIO IydKa
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nepenHero mosra (AP: -44 mm, ML: 1,5 mm, DV: 7,8 MM ot Opermsi). Ilocne BcTaBku
MHBEKLIMOHHON TPYOKH Uil BBEIEHUS B M3MEPEHHBIX KOOpAWHATAaX MecTHO BBOnmiM 6-OHDA
(9 mkr/4 wmki;, Sigma-Aldrich), BeBbIBatOmy0 A0(aMUHEPTHUYECKYIO AeHepBaluio. Yepes 2
HelleJqM TOCie OIepaluy IMOAKOXKHO BBOAMJIM IMONyruapar anomopduna ruapoxiopuma (0,5
mr/kr; Wako Pure Chemical) u HaOnromanu BpalnareiabHOE IBUXKEHHUE B MPOTHBOMOJIOKHYEO
cropony ot Mecra uHbekuuun 6-OHDA. Kpeic ¢ 7 oboporamu wuiam Oonee B MHUHYTY
HCTIOJIb30BAJIA B KAYE€CTBE KPBIC, 00pabOTaHHBIX ¢ OAHON cTOpoHbl 6-OHDA.

[0106]

Urtobsl co3nate Moaenb PD-LID, cMech ruapoXJiopuaa CIOXKHOTO METHIIOBOTO 3dwupa
nesomona (6 wr/kr; Sigma-Aldrich), pacTBopeHHOro B (PU3MONOrHMYECKOM pPacTBOpE, W
rugpoxiopuna 6encepasuna (15 mr/kr; Sigma-Aldrich) (manee Take Ha3bIBa€MBIH «PacTBOP,
COAEP AL JIEBOJOITY» ) BBOAUIN BHYTPUOPIOIIMHHO OJUH Pa3 B ACHb KPbICAM C MOPAKEHUEM
6-OHDA. PactBop, coxmep:kaluii J€eBOJONY, BBOAMJIM IOBTOPHO B TEUEHHUE 3 HeAenb WU
JOJbINe Ui HAOJIOMEHUs] U OLEHKH IMOBENEHUs. 32 MOBEACHHEM HAONOJANId M OLICHHUBAIU B
MIPO3PAYHON aKPUJIOBOH KJIETKE B TedeHue | MUHyTHI kaxkable 20 MUHYT yepe3 20 MUHYT MocCe
BHYTPUOPIOLINHHOTO BBEICHUS PACTBOPA, CONEPIKAIIETO JIEBOAOITY, BILUIOTH O 3 4YAacOB IOCIE
BBeneHus. HaOmronmeHue 3a moBeneHHEM ObUIO KJIACCH(QULIMPOBAHO MO LM KOHEYHOCTEH
(HEeTIPOM3BOJIbHOE CrHOaHUE WM PACTSDKEHUE MEePEeIHUX KOHEYHOCTEH Ha MPOTHBOIOJIOKHOM
CTOPOHE pAaCCTPOWCTBA, pPAa3KUMAHHME/CXKMMAHUE Jall, IBM)KEHUE 3aIsICThsi BBEPX M BHU3,
TPEMOP, OXOXKUN Ha XOPEI0, JKECTKOCTb, IMMOXOKYI0 Ha IUCTOHUIO), oceBble AIMs (CkpyunBaHue
BEPXHEH YacTH Tena/lien B CTOPOHY, NMPOTUBOIOJIOKHYIO HApyIIEHHIO, TIOTEPs PAaBHOBECUS U
NaJieHue WM COXPaHEHHe HeCTaOWJIbHOW MO3bl), OpoJauHrBanbHbie AIMs (npokaHue 4emocTu
WIN pe3KOe BBICOBBIBAHME sI3blKa BIIEPEA) M JIOKOMOTOPHOE IOBEAeHHUE (BpallleHHe B APYTYIO
CTOPOHY OT HapyuieHusi), u aasaiau 6amn ot 0 no 4 (0: Het, 1: MeHee 30 ceKyHA MpPOsIBIEHUS, 2
30 cexyHn mium OoJjee MpOsIBJICHMUS, 3. MOCTOSHHO, HO OCTAHOBJIEHO CTHMYJIOM, TAKHM KakK 3BYK,
U 4. TOCTOSIHHOE TPOSIBIIEHHE, KOTOPOE HE MPEKPAINAeTCs ¢ MOMOLIbI0 CTUMYJA, TaAKOTO Kak
3ByK). Cymma OGamnoB mns AIMs koHeuHocTel, oceBbix AIMs u oponmuHrBaibHbIXx AIMSs 3a 3
Yyaca HMCIOJIb30Baach B KadecTBe obmero Oamna AIMs. ManuBuayymel ¢ obmum Gajuiom 1o
AIMs wmenee 10 WHCKIIOYANUCh W3 HCCIEAOBAHUS, TaK KaK HE TPOSBISUIM CHMIITOMOB
OUCKMHE3WH. 3a TOBEACHHEM HAOJIOfall M OLEHUBAIM IO AAThl OLEHKH JIEKAPCTBEHHOTO
cpenctBa. Kpbic pacnpenensiv mo KakAoW TPYIIe TO3UPOBAHMS, UCTIONB3Ys 3-4aCcoBOM Oa
AlIMs, nokasarenb JIOKOMOTOPHOTO TOBEACHUS M BEC Tella KPBIChl B KA4eCTBE MHIUKATOPOB,
KOTOpbIE HCTIOIB30BAJIH IJII OLIEHKHU JIEKAPCTBEHHBIX CPENICTB.

[0107]

(TpancnepmanbHoe BBenenue (yciaosue 1))

IIpu oLeHKe KIIEHKOM JIEHTBI A0 JaThl OLEHKU Y KPbIC HA OPIOLTHON MOJIOCTH COpUBAIIH
BoJIoChlL. Kiteiikyro NeHTy ¢ cocTaBOM 2 HAHOCHIIM Ha OprOIIHbIE 00JaCTH KPBIC B A€Hb OLICHKH B
nose 60 cm*/kr (37 mr/kr). Uepes 4 yaca mocjie HAHECEHMsI PACTBOP, COAEP AU JEBOIOMY,
BBOJIUJIM BHYTPHOPIOIIWHHO U1l HAOMFOAEHUS U OLIEHKH MoBeneHus. MHaIuBUIyyMBl, Y KOTOPBIX

BO BpeMs Tecta comyio 50% wnu Oosee KIEHKOM JIEHTBI, UCKIIOHYANUCh U3 aHanuza. Ilocne
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3aBepIIeHUs] HAOMIOAEHNsI U OLIEHKH MOBEASHHS TUTa3My COOMpaH AJIs aHaJIN3a KOHIEHTPALUU
TAH/IOCIIHPOHA B IJIa3Me.

[0108]

(TpancnepmanbHoe BBeneHue (yciaosue 2))

Ilpu oueHke KJIEHKOH JIEHTBI B YCJIOBUSIX CHATHS POTOBOTO CJOs (YCIIOBHSI C BBICOKOM
CTENEHbIO BO3AEHCTBHS TAHIOCIUPOHA), yAaJleHHe mpoBoamiock 10 pas B OpromHOi obnactu
KPBIC C HCIOJIb30BAHHEM XHUPYPrHUecKOH JieHTHI transpore (3M) B 1€Hb OLEHKH, a 3aTeM
HAHOCHJIU KJIEHKYIO JIEHTY ¢ cocTaBoM 3 u3 pacuera 60 cm*/kr (45 mr/kr). Uepes 4 uaca nocie
HAHECEHUs PaCTBOP, COAEPIKAIIMIA JIEBOJOIY, BBOAWIN BHYTPUOPIOIIMHHO I HAOMIOIEHUS U
OLIEHKH moBefeHus:. UHIUBUAYYMBI, Y KOTOPBIX BO BpeMsi Tecta counto S0% wau Oonee Keikoit
JICHTBI, MCKIIOYANNCh M3 aHanu3a. llocie 3aBepuieHnss HAOMIOOEHHWS W OLICHKU IOBENEHHUS
TUIa3My COOMpANH I aHAJTN3a KOHLIEHTPALMH TAaHJOCITUPOHA B TUIA3Me.

[0109]

IIpy oOueHKe CHMNTOMOB, TOAOOHBIX JUCKUHE3WH, B KaudecTBe OammoB AlMs
ucronb3oBatack cymma Oamnos anmst AIMs kxonedHocTel, oceBbix AIMS M OpOJHMHIBAJIBHBIX
AIMs B kxaxmoil Touke OneHKH. CTaTHCTUYECKMH aHAU3 pe3yJbTaTOB TECTAa BBIMOIHSIN C
MOMOIIBIO TECTA CyMMbI PAHTOB BHIJIKOKCOHA € MCIIONIb30BAaHMEM B Ka4eCTBE MTapaMeTPOB OOIINX
bannos AIMs, koTopsie mpeAcTaBisIn codoit cymmy OamuioB AIMs 3a 3 yaca, u o0mux GaioB
AIMs 3a 100-180 munyT. **03Hagaer p <0,01, YTO O3HAYAET 3HAYUTENLHYIO pPA3HUILY IO
CPAaBHEHUIO C TPYIIOW, B KOTOPOH MPUMEHsUM KJICWKYIO JieHTy ¢ muianebo. Pesynbprarel Ha
YepTeskax yKa3aHbl B BUJE CPEIHETO 3HAUEHUATCTAHIAPTHOE OTKJIOHEHHUE.

[0110]

(PesynbraTer)

Korga Ttanpmocnupon abcopOupoBajics TpaHCIEPMAIbHO IyTeM HAHECEHHs KIEHKOM
JEeHTBl C TaHAOCIUPOHOM (cocTaB 2: [O3MPOBKA JIEKAPCTBEHHOrO cpeacTta 37 MI/KT)
MOCPENCTBOM TPaHCAepMaIbHOTO BBeneHus (yciaosue 1), oOmuit 6amn AIMs cocrassit 12,6. o
CPaBHEHHUIO C MPUMEHEeHUEeM Iianedo-eHThl 0e3 TaHmocnupoHa oOuuil 6amn AIMs cHU3MIICS
Ha 17,7, Tak 4TO HAOMIOAAIOCHh 3HAYUTENBHOE YIYYIIEHHEe CUMIITOMOB, TTOAOOHBIX TUCKUHE3UH
(¢urypsr 2-A u B). Kpome Toro, siBHbIII CUMITOM, MOJOOHBIA AUCKUHE3UU (CpenHUd Oayut mo
mkane AIMs 2 wiu Bbie), He HAOMIOANCS B IPYyNIe NPUMEHEHUsT KJIEHKOH JIEHTHI ¢ Tuianedo
WU B TPYIIE NPUMEHEHUs KJIEHKOW JIEHTBI ¢ TaHAOCHUPOHOM depe3 120-140 mmuuyT nocne
BBEJICHHUS JIEBOZIOTBI. MKy ABYMs IPyIIaMu He ObUI0 OOHAPY)KEHO CYLIECTBEHHOW Pa3HULIbI B
obmem Oamre AIMs uepe3 100-180 munyt (¢pur. 2-C). CpenHee 3HaUeHHE KOHLEHTPALUU
TAHJIOCTIMPOHA B IJIa3Me, U3MEPEHHOE MOCTe 3aBEPLICHNUsT HAOMOAEHNSI M OLEHKH MOBEISHHS,
coctapJsuio 71,8 Hr/miL

[0111]

Korma TaHmocmupoH ¢  BBICOKOH  CTEMEHbIO  BO3NEHCTBUSL  aOCcopOMpoBasCs
TPaHCAEPMAJIBHO MYTEM HAHECeHUs KJIEWKOH JIEHTBI C TaHAOCHUPOHOM (cocTaB 3: 103a
jgekapcTBa 45 MI/Kr) B YCIOBUSX CHSTHS POTOBOTO CJIOSI NOCPEACTBOM TPAHCAEPMAIBHOTO

BBeieHus (ycioBue 2), obummit 6amn AIMs cocrasimsin 5,8. Ilo cpaBHEHMIO C IpPUMEHEHHEM
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KJIeHKO# JieHThI ¢ muianedo 6e3 TannocnupoHa obmmii Oamn AIMs cHmkancs Ha 27,1, Tak 49TO
HaOJF01aJIOCh 3HAYUTENbHOE YIy4IIeHHe CUMITOMOB, NOAOOHBIX AMCKHHE3UU. bornee BbIcOKMit
s¢dext ynyumeHnus HaOMIOAANCS NMPU YCIOBHM BBENEHHUS 2, 4YeéM IIPHU YCIOBHHM BBeAEHUs |
(purypst 3-A u B). Kpome Toro, siBHBII CUMITOM, NMOJOOHBINA AUCKUHE3UU (CpenHUN Oamt 1o
mkaise AIMs 2 niu Belne), He HAOMIOAAJICA B TPYIIE NPUMEHEHUs KJIEHKON JIEHTHI ¢ mianedo
WIM B TPyNIe NPUMEHEHMs] KJICHKOW JIEHTBl ¢ TaHAOCHUpOoHOM uepe3 120-140 mmuyT mocie
BBEJICHHs JICBOJIOINBI B YCJIOBHSX CHATHS POrOBOTO Cjosi. Mexay OByMsl rpymnnamu He ObLIoO
O0OHapy’KeHO CYIIECTBEHHOH pa3HHLbI B 00meM Oanne AIMs depe3 100-180 munyt (dur. 3-C).
CpenHee 3HaueHHEe KOHIIEHTPALMH TAHJOCIHUPOHA B IJIa3Me, U3MEPEHHOE MOCJe 3aBEPIICHUs
HaOJIFOIEHUsST M OLIEHKH TOBENEHUs, COCTaBsuI0 269 Hr/mu. CpenHee 3HaYeHHE KOHLICHTPALIUH
TAHJOCIHMPOHA B IJIa3Me TPHU YCIOBHUU BBEAEHHs 2 ObLIO B 3 pa3a WM BBIIIE, YeM IPU YCIOBHU
BBeJCHUSA 1.

[0112]

IIpyHumas BO BHHMaHHE BbIIIEyKA3aHHbIE pPE3YyJIbTaThbl, JIEKAPCTBEHHbIE CPEACTBA
TAH/JOCIIMPOHA, BBOOUMBIE TPAHCACPMAIBHO, yiydmanun cumntoMmbl PD-LID 6e3 cumnToma
OTCKOKA.

Kpome Toro, Obuto oOHapykeHO, YTO BIUsiHUE TaHgocmupoHa Ha PD-LID wu
AHKCUOJINTUYECKOE NEHCTBUE MPOSIBIAECTCS B OOHOM U TOH K€ NO3UPOBKE B JOKIMHUYECKOU
MOJeNnu. AHKCHOJNMTUYECKOE IEHCTBHE OLICHMBAJIHM C MHCIOJb30BAHHUEM MOJIENU KOH(DIUKTA
Vogel Ha kpricax, a BnusiHue Ha PD-LID ouenuBanmu Ha kpbicax ¢ mopakeHnem 6-OHDA.
CnenoBarenbHO, TepaneBTUYECKMH 3(P(eKT Mo H300pEeTEeHHI0 NPOSIBISETCS NPU TOH XKe
KOHLEHTPALlU! B KPOBH, YTO M ¢ TabyieTkamMu LuTpara TaHpocnupoHa (tabnerku Cenmen),
KOMMEPUYECKU AOCTYMHBIMHU B KQ4€CTBE AHKCUOJIUTUYECKUX JIEKAPCTBEHHBIX CPECTB.

[0113]

(ITpumep 3: Ouenka >¢pdeKxTa yMEHbIIEHUs] AUCKUHE3HH NIPU HEMPEPbIBHOM IOIKOKHON
UH(Y3UN TAHIOCITUPOHA)

D¢ hekTUBHOCTD TAHAOCHTUPOHA B OTHOLICHHHM CHMIITOMOB, TMOJOOHBIX THUCKUHE3WH,
OLIEHUBAJIU TMyTEM HENPEPBIBHON MOAKOXKHON MH(PY3UH TaHIOCITUPOHA HA KPBICUHBIX MOAEIISX
PD-LID.

[0114]

(Meron uccienoBaHusi)

Kak u B mpumepe 2, pacTBOp, COAEpKALUN JIEBOAOIY, MOBTOPHO BBOAWIM KPBICAM C
nopakenneMm 6-OHDA B TedeHue 3 Henenb WiH AOJbLIE s HAOMIOACHUS U OLIEHKH ITOBEIEHHSL.
3a moBeneHNEM HAOMIONANM M OLIEHWBAIM O JAThl OLEHKH JIEKAPCTBEHHOTO cpenctsa. Kpeic
pacrpenesyii Mo KaXI0H rpyIie JO3UPOBaHUs, UCTIONB3Ysl 3-uyacoBoi Oan AIMs, mokasareinb
JIOKOMOTOPHOTO TIOBEAEHMsI M BEC TeJla KpbIChl B KaueCTBE HWHAMKATOPOB, KOTOpbIE
UCTIONBb30BAJIM JUUIsI OLIGHKU JIEKAPCTBEHHBIX CPENCTB. TeM He MeHee, HHAUBHAYYMBI C OOLINM
6amnom AIMs meHee 10 HCKITIOYAIHMCh U3 UCCIEOBAHMUS, TAK KaK Y HUX OTCYTCTBOBAJI CUMIITOM,

noo0HBIN nuCKUHE3NH. MHIUBUIYyyMBI C BECOM Tena, OTKiIoHsromumes Ha 10% wunu Gonee ot
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CpPEIHEro Beca TeJa, TAKXKe UCKIIOYAIICh U3 UCCIeI0BaHMS, YTOObI MUHUMU3UPOBATh BapUallin
TO3UPOBKH ISl KOJKAOTO HHIUBUIYYMA.

[0115]

Tannocnmpon (ceoboxHasi ¢dopma) pacteopsii B 1 M comsiHOM kucnore (Nacalai
Tesque), pasbaBmsuin usuosoruueckum pactsopom u gosoawnu go 0,05, 0,25 wmm 1,25
mr/kr/gac. IIpUuroToBneHHbIH pacTBOP HCIIOIB30BAIN MOCIE WHBEKLUH B OCMOTHYECKUI HACOC
ALZET MODEL 2ML1 (3apeructpupoBanHas Toprosas mapka) (9,68 mxi/gac; DURECT).

[0116]

OCMOTHYECKHIT HACOC, B KOTOPbI BBOAWJIM TAHIOCIHPOH WIH PaCTBOPHUTEJb,
MMILUIAHTUPOBAJIM MOA KOXKY KpBIC B Ka)kaoul rpymnme ¢ n=6. Uepe3 4 yaca BBOAWUIN PacTBOD,
COZep Kaluil IEBOOIY, AJisi HAOMIOeH!sT U OLleHKH ToBeneHus. [locne HabMOAeH s 1 OLEHKH
MIOBE/IEHHsI y KPBIC B IPYIINE BBEACHUS TAHAOCIIUPOHA Opasid KPOBb [JIsl aHAJIH3a KOHIIEHTPALIMU
TaHIOCIHPOHA B IIA3MeE.

[0117]

PesynbTaThl Ha uepTeKax yKaszaHbl B BHAE CPEAHEr0 3HAYEHHSTCTaHIAPTHOE
OTKJIOHeHHe. Pe3ynbTaThl HUCCeAOBaHHs ObUTH CTATUCTUYECKH IMPOAHATU3UPOBAHBI MyTeM
CpaBHEHHsI C TPYIMOI BBENEHHs PAcTBOPHUTENS C MOMOLIbIO Tecta Steel ¢ HCMOIb30OBaHHEM
obmero Oamma AIMs 3a 3 waca u obmero Oamma AIMs 3a 100-180 MuHYT B KaudecTBe
napameTpoB. * o3HavaeT p <0,05, 4TO O3HAYAET 3HAUUTEIBHYIO PA3HULLY.

[0118]

(PesynbraTen)

HenpepriBHast monkokHast HHQY3Hs TAaHJOCIHUPOHA B 3aBUCUMOCTH OT O3Bl yJIydllaja
CHMITTOMBI JUCKMHE3UH, U 3HAYUTEJIbHOE yJy4lleHne Habiroaanoch npu aose 1,25 mr/kr/gac
(purypser 4-A u B). SBHbIX cumnToMOB auckuHe3nu (cpenHuit 6amn mo AIMs 2 wum Bbie) He
ObUT0 OOHAPYKEHO HU B IPYIIIE BBEICHUS PACTBOPUTENSI, HU B IPYIIE BBEACHUS TAHAOCIIUPOHA
yepe3 120-140 muHyT mnocne BBeneHust Jyesomonbl. Kpome Toro, obmmuit Oamnm AIMs
J0303aBHCHUMO CHIDKAJCSI TIPH  HEMPEPHIBHOM IMOJKOKHOM BBEIEHHWH TAHAOCIHPOHA, W
3HAYUTENIbHOE yJyulleHrue Habmoaanoch npu 1,25 mr/kr/gac B obmem Oamte AIMs uepes 100-
180 munyT (¢ur. 4-C). CpenHee 3HaAYCHHE KOHIEHTPALUU TAHAOCIHPOHA B TUIA3Me, H3MEPEHHOE
nocJie 3aBepiieHus: HAaOJMIOJEHHs] W OLEHKU ToBeneHus, coctaBimsuio 23,5 ur/mm mpu 0,05
mr/kr/gac, 119 ur/mu npu 0,25 mr/kr/4ac u 541 ur/mi npu 1,25 mr/kr/4ac.

[0119]

[lpuHuMass BO BHHMAaHHME pe3yJbTaThl, HEMPepbIBHAs  MOAKOXKHAs  HHQPY3Hs
TAHJOCIHPOHA [0303aBHCUMO yJydYllaja CUMITOMbI TUCKHHE3UH. BBeneHne He MPUBOAMIO K
MOSIBJICHHIO CUMITTOMOB OTCKOKA MU JIF000# U3 T03UPOBOK.

[0120]

(ITpumep 4: OueHka TOATOCPOUHOrO YIYYIIEHUS AUCKUHE3UH 3(dexra HempepbIBHON

MOJKOKHOW MH(Y3UU TAHAOCITHPOHA)
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O¢ddexTuBHOCTh AEHCTBUS TAHIOCIMPOHA B OTHOLIEHWH CHMITOMOB, MOIOOHBIX
OUCKMHE3UH, OLEHHBAJIU IyTeM HENPEepbIBHOW TMOAKOKHOW HMH(PY3UHM TAHAOCHUPOHA Ha
kpbicuHOU Moaenu PD-LID B TeueHue 2 Henens.

[0121]

(Meron uccnenoBaHusi)

PactBop, conmepskamuii 1eBoony, NOBTOPHO BBOAWIN Kpbicam ¢ 6-OHDA-nopaxenuem
B Te4YeHHe 3 Henenb wiu Oosiee st HaOMIOIeHNS M OLIEHKH TTOBESHUS TAKUM ke 00pa3oMm, Kak B
npumepe 2. MuauBuayymsl ¢ obmum Oanaom AIMs meHee 15 UCKIHOYAIUCH U3 UCCIIEIOBAHMS
KaK HE MpPOSBJSIIOIHAE CHMIITOMOB, TMOAOOHBIX MMCKHUHE3MH. 3a MOBENEHHEeM HaOMonamu |
OLIEHUBAJIU /10 1aThl OLIEHKHU JIEKapCTBEHHOTO cpeacTBa. Kpbic pacnpenensiiv no Kaxxaou rpymme
JO3UPOBAHUS, UCTIONB3Ys 3-4acoBoil Oamn AIMs, mokasaresb JJOKOMOTOPHOTO TIOBEJEHUS U BEC
TeJla KPBICHI B KaueCTBE€ MHIUKATOPOB, KOTOpbIE MCIIONb3OBAIU ISl OLIEHKHU JIEKAPCTBEHHBIX
CpPEICTB.

[0122]

Hutpar TamgocnupoHa pactBopsii B 1 M comsHoi kucnore (Nacalai Tesque),
pa3baBmsuin  PU3HOJIOrMYECKHMM pPACTBOPOM U JOBOAMJIM 1O KOHLEHTpauuu 60 mr/miu
(xoHUeHTpaumss nuTpara). [IPpUTOTOBJIEHHBIH pAcTBOP HCIOJNB30BAIA IIOCJIE WHBEKIHH B
ocmotnyecknii Hacoc ALZET MODEL 2ML2 (3apeructpupoBaHHasi Toproass mapka) (4,53
mkJi/gac; DURECT) nnst BBICBOOOXKIEHHST pacTBOpA JIEKAPCTBEHHOTO CPEACTBA CO CTAOMIIBHOM
CKOPOCTBIO B TEYCHHE 2 HEEIb.

[0123]

OcmoTtuueckuil HacoC, B KOTOPbIN BBOAWIM LUTPAT TAHAOCIHUPOHA WJIM PACTBOPUTEIND,
UMIUTAHTUPOBAJIM MOA KOXY KpBIC B Kaxaoil rpymnne ¢ n=8. Uepe3 4 uvaca BBOAUIM PacTBOp,
COZIepIKALIUI JIEBOAOMY, Ul HAOMIOAEHHS U OLIEHKH ToBeneHus (AeHb 0 MMIUIAaHTAIlH HAcoCa).
ITocne sTOro mpoaoKai NOBTOPHOE BBEIEHUE PACTBOPA, COAEPIKALLETrO JIEBOAONY, OAMH pa3 B
IeHb. 3a TMOBENEHUEM TaKXe HaOJIoNadu W OLEHMBAIM Ha 13-H 1MeHb Mocjie WUMILIAHTALUU
Hacoca. [locie kaxmoro HaOMIOASHHs U OLEHKH MOBENEHHsI Y MOJIOBHHBI KPbIC (n=4) B rpyrmnrme
BBEICHUS TAHJOCITUPOHA Opasii KPOBb JJISl aHAJIM3a KOHIIEHTPALUY TAHAOCITHPOHA B TIA3Me.

[0124]

Pesynpratel Ha uepTekax yKasaHbl B BHIE CpPEOHEr0 3HAUYEHUsSECTaHIAPTHOE
oTkjioHeHne obmux OamioB AIMs 3a 3 daca. Pe3synbraThl HCCaenOBaHUS ObLUTH CTATUCTUYECKH
NPOAHANIU3UPOBaHbl C  HCIOJb30BAHUEM KpPUTEpUs CyMMbl paHroB BunkokcoHa c
UCTIOJIE30BAHUEM B KadecTBe mapamerpa obmero Oamma AIMs. ** osnasaer p <0,01, yto
O3Hay4aeT 3HAYUTENbHYIO Pa3HULly 110 CPABHEHUIO C IPYIION BBEAECHUs paCTBOPUTEISL.

[0125]

(PesynbraTen)

3HAYNTENIBHOE YIYYLIEHHE CHUMITOMOB, MNOAOOHBIX IUCKUHE3WH, HAOIIONANOCh II0
CPaBHEHHUIO C TPYIIONW pacTBoputresis B AeHb O MMIUIAHTALMM HAcocCa IOCJE HENpPEepPbIBHOM
NOJKOKHOW MH(QY3MM nuTpata TaHgocnupona (60 mr/miu: B cpeanem 0,78 wmr/kr/dac B Buze

nuTpara taHgocrupona) (urypa 5-A). CpenHee 3HaueHUE KOHLIEHTPAIMI TaHIOCITHUPOHA B
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mia3me (3HaueHue, MnpeodpasoBaHHOE B CBOOOIHYIO (popMy), M3MEPEHHOE IMOCHe 3aBEPIICHHS
HAOJFOIEHUs] W OLIEHKH NOBEAEHHUs, cocTaBsuio 281 Hr/mi 3HauUTENbHOE yIydIIEHUE
CHUMIITOMOB, TOAOOHBIX IUCKWHE3UH, [0 CPAaBHEHHIO C TPYIIONW pACTBOPHUTENS TaKKe
HaOmonanoce Ha 13 peHp mocne umiutaHtauuu Hacoca (¢ur. 5-B). Cpennee 3HaueHue
KOHLIEHTPALMI TaHAOCIHpPOHA B IUIa3Me (3HaueHHe, mpeoOpa3oBaHHOE B CBOOOMHYIO (opmy),
M3MEPEHHOE TOCIIe 3aBEPLICHUs] HAOIIOAEHHS U OLIEHKH MMOBEESHNUS, COCTAaBIISLIO 143 HI/miL

[0126]

C yuerom pesyabratoB 3¢gdext yayumenus cumntomoB PD-LID coxpansuics naxke
NIOCJIe HENPEPbIBHON MOAKOXKHON HH(Y3UU TaHAOCTIHPOHA B TeYeHHE 13 mHEi.

[0127]

(ITpumep 5: OueHka BIUSHUS HENPEPBIBHON MOAKOKHOHW WMH(Y3UM TaHAOCIHPOHA Ha
NpeaynpexIeHNe/ TIONaBICHHE NPOSBICHUS TUCKUHE3UH )

AHOpMallbHOE HEMPOHM3BOJIBHOE ABIKEHHUE, MONOOHOE TUCKUHE3UH, MPOSBILIIOCH, KOTTIA
JIEBOZIOIYy TIOBTOPHO BBOIWJU Kpbicam ¢ 6-OHDA-nmopakennem. B CBsisu ¢ 3TUM BIUsIHUE
TAQHJOCTIMPOHA HAa TMPENOTBPALICHUE TMPOSBICHUS CHMIITOMOB, TOAOOHBIX IUCKUHE3WH,
OLICHUBAJIM MyTEM IOAKOKHOTO JJIMTENIbHOTO BBENEHHs TaHIOCHHpPOHA cpasy Iocje Hauajia
MOBTOPHOT'O BBEJI€HUS JIEBOAOIIBL.

[0128]

(Meron uccnenoBaHusi)

Hutpar TamgocnupoHa pactBopsin B 1 M comsHoit kucnore (Nacalai Tesque),
pazbaBisii (PU3HOIOTHUECKUM PACTBOPOM M JOBOIWJIHM N0 KOHUeHTpauuu 60 mr/mu wimm 30
mr/mi. IIpUroToBieHHBIH PacTBOP HCHOJB30BAIM I1OC/IE HWHBEKIMHU B OCMOTHYECKHI HAacoc
ALZET MODEL 2ML2 (3apeructpupoBaHHas Toprosast Mapka) (4,53 mxi/gac; DURECT).

[0129]

Kpeicet ¢ 6-OHDA-nopaxxennem ObUTM OTHECEHBI K KaXIOW TpyIIe BBEACHUS,
UCTIONB3Ysl  KOJMYECTBO  IMOBOPOTOB, HMHAYLHUPOBAHHBIX  TMOJYTHAPATOM  anoMopguHa
TUIPOXJIOPUIA, U BEC TeJla B Ka4eCcTBe MHAUKATOPOB. OCMOTHYECKHI HACOC, B KOTOPBII BBOAUIH
LUTPAT TaHIOCIHPOHA WIM PACTBOPUTEINb, UMIUIAHTUPOBAIM IO KOXY KPBIC Ha CIEXYHOLIHI
JeHb TIOCie Hayaja IOBTOPHOTO BBEAEHMS] PAcCTBOpA, COAEPIKAINEero JIEBOAOINY C TEM XKe
COCTaBOM, YTO U B mpuMepe 2. 3a moBeneHHeM HaOJIOAaNN M OLEHUBAJIN, UCTOJB3YS TOT K€
METOJ, YTO U B pumepe 2, Ha 3, 5, 9 u 15 aeHpb nociie Havana MOBTOPHOTO BBEACHUS JIEBOIOIMDL
OcMoTHUeCKUil HAcOC, WMIUIAHTHPOBAHHBIM TMOAKOXKHO, M3BJIEKATH TOCIE HAOMIOOEHHUS U
OLIEHKH TOBeieHus Ha 15-i1 neHb. [loBeneHne Taxke HaOMIOMAMN U OLICHUBAJIH HA CIECIYOLIUI
nenb (16-1 1eHb TOBTOPHOTO BBEICHUS).

[0130]

PesynpTatel Ha uepTekax yKa3aHbl B BUIE CPEOHEr0 3HAUYEHUsAECTaHIAPTHOE
otkyoHeHne obmux OamioB AIMs 3a 3 daca. PesynbraThl HCCaenOBaHUsT ObLUTH CTATUCTUYECKH
IIPOAHAIU3UPOBAHbl MyTEM CPaBHEHMs C IPYINION BBEIAEHUs PACTBOPUTENS C HCIOJIb30BAaHHEM

tecta Steel ¢ obmum 6amtom AIMs Ha 16 neHb MOBTOPHOTO BBEIEHUS JIEBOJOIBI B Ka4eCTBE
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napamerpa. * obosHauaer p <0,05, m ** obozHauaer p <0,01, 4TO O3HAUAET, YTO CYILECTBYET
3HAYUTENbHAS PA3HHLA IO CPABHEHUIO C TPYIIION BBEACHUS PACTBOPHUTEIS

[0131]

(PesynbraTen)

HenpepsiBHast noakoskHass uHQy3us nurpara TaHpocnupoHa (30 wmr/mi cpennee
sHauenne 0,41 wmr/kr/gac wimum 60 mr/mu: cpenHee 3HaueHue 0,83 Mr/kr/dac) mopaBisiia
yBenmueHue ooOmero Oamma AIMs, CBSI3aHHOTO C IOBTOPHBIM BBEIEHHEM JIEBOJOIDBI, IO
CPAaBHEHHMIO C TPYMIoOW BBeneHus pacteoputeneii (purypa 6-A). OOmwmit Oann AIMs Obut
3HAYUTENPHO HUKE B TPYIIE, MOJyYaBLISH HHUTPAT TAHAOCITUPOHA, IO CPABHEHHIO C TPYIION
BBEJICHUS PACTBOPUTENSI HA CIEAVIOIIMHA JeHb I[OCHe 3aBEPIICHHs] BBEACHUS LIUTpaTa
taHgocnupoHa (urypa 6-B).

[IpyaMMas BO BHHUMAaHHE pPe3YyJbTAThl, HENpEpbIBHAS MONKOXKHAsA  HHPy3us
TaHAOCMUpPOHA MpenoTpamana Hadano PD-LID, u addekt Takke COXpaHSIICS HA CIETYIOIIUN
IeHb MOCIIe MOCIeNHEN 03Bl TAHAOCITUPOHA.

[0132]

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

[0133]

(Meron uccnenoBaHusi)

3a noBeneHneM HaOJIOATN U OLIEHUBAJIH, UCTIONB3Ys TOT JK€ METOJ, YTO U B IpuMepe 2.
utpar TanmocnupoHa cycneHaupoBaiu B 0,5% pacTBOpe METWILEIUIIONO3bI U MEPOPATBHO
BBOIMIM KpbicaM. Yepe3 S5 MMHYT BHYTPHOPIOIIMHHO BBOIWJIM pAacTBOP, COAEP ALl
JIEBOZIONY, W HAOJIIOAAIM U OLIEHHBAJIH IMOBEACHUE. Pe3ynbpTaThl HA YepTekax yKa3aHbl B BUJE
CpemHero  3HA4YeHMS+CTAHIAPTHOE  OTKJIOHEHWe.  Pe3ynbTaThl  HCCIENOBAaHHS  ObUIM
CTaTUCTHYECKH IMPOAHAIU3UPOBAHBI MyTE€M CPAaBHEHUs C I'PYNION BBEAECHUS PACTBOPUTENS C
oMol TecTa Steel ¢ MCIONB30BaHHEM B KauecTBEe mapameTpoB obmero Oamaa AIMs 3a 3
yaca u oOmero Oamra AIMs 3a 100-180 mwuuyt. *o3Hawaer p <0,05, 49TO O3Ha4YaeT
3HAYUTEIbHYIO Pa3HULLY.

[0134]

(Pesynbraten)

(1) CumriToM, IOXOXKHNA HA TUCKTHE3HIO

B rpynmax nepopanbHOro BBemeHusi Tanpocnupona murpara (10, 30 wim 100 mr/kr B
BUAE€ KOHLEHTPALMH LUTPaTa) 3HAUUTENPHOrO M3MeHeHus1 obmero Oamma AIMs He
HaOJMIOIAJIOCh 1O CPABHEHHUIO C TPYMIION BBeneHHs pactBopurens (¢urypel 7 u 8-A u B).
Pesynbrarel nokaseiBaroT, uto PD-LID Henb3st peBepcupOBaTh ¢ MOMOIIBIO JIEKAPCTBEHHOIO
CpeACTBa /JIsl IEPOPATBHOTO BBEACHUS TAHAOCITHPOHA.

[0135]

Uepes 120-140 MuHYT mOCJIE€ BBEAEHUS JIEBOIOIBI CUMIITOMBIL, MMOJOOHBIE TUCKUHE3UH,
UCUe3a]M B TPYNIE BBEIEHUS PACTBOPUTENS, HO SIBHBIM CUMITOM, MOAOOHBIN JHUCKUHE3UH

(cpennuit 6amn no mxane AIMs 2 wnu Bblle), HAOMONANCA B IPYIE MEPOPATBHOTO IpruemMa
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taHpocnupona mutpara (30 nim 100 mr/kr). Kpome Toro, koraa rpymiy BBeIE€HUs] pACTBOPUTEIS
U TPYIIy MEPOPaIbHOTO BBEISHHS TAHIOCIIMPOHA LUTpPATa CPABHUBAIN C HCIOJIb30BAHHUEM B
KadecTBe MHAMKaTopa obmero 6amna AIMs uepe3 100-180 MuHYT, 3HAUUTENBHOE yBETUUYECHUE
obmero 6amna AIMs HabmOgaNOCH B TPYIITE MEPOPATBHOTO BBENEHUS TAHAOCIHUPOHA UTpaTa
(30 um 100 mr/kr) mo cpaBHEHHIO ¢ rpynmnoil BBeaeHus pactsoputens (puryper 7 u 8-C).
Pesynbrat npennosnaraer BO3MOKHOCTD MPOsIBJICHUS] (PEHOMEHA C OTCPOUYEHHBIM MPOSIBICHHEM U
00OCTpeHHEM CHUMITOMOB, IMOJOOHBIX AWCKUHE3UH (BO3BPATHBIN CHUMITOM IUCKHHE3WUH) B
COCTaBe 151 EPOPATIbHOTO BBEACHHSI TAHIOCTUPOHA.

[0136]

BBuny BBIIEHU3IOKEHHOTO, YJIYYLIIEHHE CUMITOMOB AMCKHHE3MH HE HAaONI0ANIOCh Ha
KpbICHHBIX Mozessix PD-LID B rpymmne nepopaibHOro BBEACHUS TaHIOCTMpoHa (Tabnuna 3-(1)).
CHUMITOM OTCKOKa TUCKUHE3UH HAOJIONAJICS B IPYIIE NMEPOPATHHOIO BBEICHHS BBICOKHX 103
(trabmuna 3-(ii)). IlpuHuMass BO BHUMAaHHE IMOJYYEHHBIE PE3YJIbTAThI, MEPOPAIBbHBIA MPUEM
TAHJOCTIMPOHA HMEET HEeNOCTATOYHBIH 3(Q(EKT yiIydlIeHHss ANCKHHE3UH H HUMEET PHUCK
NPOSIBJICHUsS] CUMITTOMa OTCKOKa. ClieoBaTesIbHO, KOMOWHUPOBAHHASL TEPAIHsl JIEKAPCTBEHHBIM

CpE€ACTBOM JIEBOAOIIA, BO3BMOXKHO, HC IMOAXOAUT.

[0137]
[Tabauma 3]
CpaBHEHHE OIIEHOK CHMIITOMOB IUCKUHE3WHM NPU TPAHCAEPMAIBHOM U IEPOPATHHOM
BBEICHUU
(1) Manukarop §
Jlo3upoBka (1) Munukarop
CTETIEHH YJIyULIeHUs
(mr/kr) CUMITOMA OTCKOKA
CHUMIITOMA
Ycnosue JTUCKUHE3UH
JTUCKUHE3UU
TpancnepmanbHOe
BBEJICHHE 37 VY nyuinenue Her s> dekra
(ycnosue 1) (6e3 3aumcTkm) | 17,7%* -0,1
(mpumep 2)
TpancnepmanbHOe
BBEJICHUE 45 VY nyuinenue Her s¢dexra
(ycnosue 2) (c 3aumcrkom) | 27,1%* 0,9
(mpumep 2)
IlepopanbHOE BBENEHHE Oboctpsromasics
be3 ynyumenus
(cpaBHUTEIBbHBII 6,7 TEeHEHLIMS
-3,1
npumep 1) -3,5
IlepopanbHoe BBEAEHUE 0 be3 yny4menus Oboctpenne
(cpaBHUTENBHBIN -6,5 (purypa 7) -9,1*(¢urypa 7)
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npumep 1) -8,6 (purypa 8) -8,5*(¢urypa 8)
IlepopanbHOe BBEAEHUE

bes ynyumenus Oboctpenue
(cpaBHUTEIbHBIN 67

2,9 -10,1*
npumep 1)

Jlo3upoBka ObLla OMKMCaHA KaK YHCIOBOE 3HA4YEHHE, MPeoOpa3oOBaHHOE B CBOOOMHYIO
¢dopmy Tanmocnupona. Pasnuma B obumiem Oamne AIMs 3a Tpu uvaca (#1) ucmosb3yercs: Kak
WHIUKATOp CTENEHU YIy4IIeHHs CHMITOMOB TUCKHMHE3WH, a pasHuia B oOmem Oamte AIMs
yepe3 100-180 munyT (#2) HCNOIB3yeTCs KAK MHAUKATOP PUKOLIETHBIH CUMITTOM JUCKUHE3HH.

(#1) Paszauma B obmem Oamte mo AIMs 3a 3 uwaca=(oOmmit Gann AIMS st Kielkou
JEeHThl ¢ Tutanebo WM TPyNIbl BBeACHHs pacTBOputesisi)-(oOmmii Oamn AIMs st rpymnmsl
BBEJICHUS TAHIOCTTHPOHA)

(#2) Pazanua B obmem kommuectBe OamoB AIMs 3a 100-180 munyT=(0oOmmii Oamn
AlMs 3a 100-180 MuHYT KJICHKOW JIEHTHI ¢ TUIAle00 WM TPYNIbl BBEIEHUS PACTBOPHTEINS)-
(obmuit 6amn AIMs gepe3 100-180 MUHYT [JIs TPYTIITBI BBEAEHHS TAHIOCTIHPOHA)

**: ecTb 3HaUMMas pasauua (p <0,01), *: ectb 3HaunMas paszuuua (p <0,05)

[0138]

Kak mnokazano B Tabmmue 3, 3HAYUTEIBHOrO PA3UYUs B YJYUYIIEHHH CHMIITOMOB
JI€BOAONA-UHAYIIMPOBAHHON IUCKUHE3NH HE ObLIO OOHAPYKEHO INPH NMEPOpPaTbHOM BBEICHHH,
HO 3HAQYUTEJIbHOE yIydIleHHe OblI0 00HAPY’KEHO NPU TPAHCAEPMATbHOM BBEIEHHH.

Taxxe HemaBHO OBUIO OOHAPYKEHO, UTO MEPOPAJIbHBIN NMPHEM BBI3BIBAET BO3BPATHBIN
CUMITOM AWCKMHE3WH, TaK 4YTO Tepamus TaHAOCIHPOHOM MEpOpaibHO OblIa IpU3HAHA

HeKeNmaTeabHOW. Mexay TeM, @pU TpaHCAEPMaJbHOM BBEICHUU He HAOJIOAANOCh

>
PELUANBHUPYIOLIETO CUMITOMA TUCKUHE3HH.

BBuay  BBIIEH3JIOKEHHOTO TepaneBTHYECKUl >(PQeKkT mepopaibHOro BBEACHUS
TAH/OCIIMPOHA B OTHOLIEHUU CHMIITOMOB JIEBOJONA-UHAYLIUPOBAHHON JNUCKUHE3UH OrPaHUYEH,
YTO TMO3BOJISIET TMPEANONIOKUTh, YTO TPAHCASPMATIbHOE BBEIEHHE TAHIOCIHUPOHA SIBISIETCS
NPEANOYTUTENbHBIM.

[0139]

(CpaBuutenpHbli mpumep 2: Ouenka MerabonuTta TaHAOCHHUPOHA HA CHMITOM
JUCKUHE3UH)

[0140]

OunenuBanu nefictBue MeTabonuTa TaHAOCHHPOHA 1-(2-mupuMuani)nunepasvHa (nanee
TaKXKe Ha3biBaeMblil «1-PP») Ha cuMnTOMBI, MOOOHBIE AUCKUHE3HUH.

[0141]

(Meron uccnenoBaHwsi)

3a noBeneHneM HaOIOAN ¥ OLIEHUBAJIN, UCIIONB3YsI TOT JK€ METOJ, YTO U B Ipumepe 2.
1-PP murunpoxnopun (Tokyo Chemical Industry) pactBopsuin B (PU3HOIOTHYECKOM PACTBOPE U
BBOIMJIM KpbICAM TMOAKOXHO. Yepe3 5 MuHYT BHYTPHOPIOIIMHHO BBOJMIIN PacTBOP,

conepmamnﬁ JICBOAOIY, MJIA Ha6J'II'OI[eHI/I$I U OLCHKU ITOBCACHUA. PGSYJ'H:TaTbI Ha Y€pPTEIKax



53

yKa3aHbl B BUJE CPEIHEr0 3HAYEHHMsI+CTAHAAPTHOE OTKJOHEHHE. Pe3ynbpTaThl HMCCIEeNOBaHUS
OBUIM CTATUCTHYECKHU MPOAHATM3UPOBAHBI yTEM CPABHEHUS C TPYIION BBEIEHUS PACTBOPHUTEIS
C TIOMOIIBIO0 TecTa Steel ¢ UCTIOMB30BaHUEM B KadecTBe mapamerpos oOmero Oamta AIMs 3a 3
yaca u odmero 6anna AIMs 3a 100-180 MuHyT.

[0142]

(PesynbraTs)

CywmectBeHHOr0 u3MeHeHusi obuiero Oamna AIMs He ObulO OOHApy’k€HO B TpyIIe
noakokHoro Beenenus 1-PP muruppoxmopuaa (10 wnm 30 MI/Kr) mo CpaBHEHHUIO C TPYMION
BBeieHUs pacTBopures (purypol 10-A u B).

[0143]

UYepes 120-140 MuHyT nocne BBEAEHUS JIEBOAOMDI B IPYyMIe NOAKOKHOIO BBeAeHus 1-PP
aurugpoxyopuna (10 wmum 30 wmr/kr) HaOMOOancs OTYETIIMBBIA CHMIITOM, TOJOOHBIM
nuckuHesuu (cpemuuit 6amn mo AIMs 2 wnwm Beine). Kornma rpynmy BBeeHUs] paCTBOPUTENS U
rpynny BeeaeHuss 1-PP  pguruppoxmopupa cpaBHHUBaiuM C HCMNOJIB30BAHMEM B KAaueCTBE
uHaukatopa obmero Oamma AIMs 3a 100-180 muHyT, B Tpymme, mnonydaBmeid 1-PP
OUTHAPOXJIOPUA, HaOMOanach TEHAEHLHs K yBenuueHHro odmiero Oamma AIMs, XOoTs u He
3HaYMMasi, TI0 CPABHEHMIO C TPYNIOH, mosy4asiiel pactBopurens (purypa 10-C). Pesymprar
npeanoiaraeT crnocodHocTh MerabonuTa TaHnocnupoHa 1-PP BeI3bIBaTH MOBTOPHBIA CHUMOTOM
OUCKUHE3UH.

[0144]

Pesynbrar mpegnosaraer BO3MOXKHOCTb IOBTOPHOTO IIPOSIBJIEHUST JUCKUHE3UH B
YCJIOBUSIX BBEIEHUS, TeHEepHUPYymUX MeTadbonut taHgocnupona 1-PP. Jlpyrumu cioBamu, muis
TaHJOCIHPOHA CIOCO0 BBENEHMS, KOTOPBI MOMKET MOAABIATH BhIpaOOTKy 1-PP, okasbiBaer
MeHblIIee BIMSHUE HA CUMIITOMBI TIOBTOPHON AUCKUHE3UH U SIBJISIETCS MPEATNIOYTUTENBHBIM.

[0145]

(mpumep 6: JIleMOHCTpaLHsi B KIMHUYECKOM MPOTOKOJIE)

Oddexr monrocpounoit sdpdexktuBHOCTH PD-LID ¢ MCrnonb30BaHWEM COSAUHEHHS IO
HACTOSIIEMY M300PETEHUIO UM KOMOMHHUPOBAHHOTO JIEKAPCTBEHHOTO CPENICTBA TI0 HACTOSIIIEMY
U300pETEHHI0O MOXKET OBITh MOATBEPIKIEH KIMHUYECKUM HCCIENOBAHHEM B COOTBETCTBUHU C
METO/IOM, OITMCAHHBIM B CIICAYIOLIEM CIpaBOYHOM pAokymente | (amantamuH P3), kak
KJIMHUYECKOE MCCIENOBAHUE C MOAXOAAIIMM 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, 3dgdext perpeccun PD-LID moxer ObITh NOATBEPIKIEH, HaNpUMED,
BBEICHUEM TaHIOCITUPOHA WJIH €ro (papMarieBTUIECKH PUEMIIEMOI COJIM WIIN MIPOJIEKAPCTBA I10
U300pETEeHNIO WM KOMOWHUPOBAHHOTO JICKAPCTBEHHOTO CPEACTBA MO U300PETEHUIO B TEUCHHE
OTIPENEIEHHOr0 Mepuoja M03UPOBaHMs (MX NPUMEpPbl BKJIIOYAIOT, HO HE OrPAaHHUYHBAKOTCS
cpokoM ot 8 no 12 Hemenp) manpeHtaMm B Bo3pacte 20 JieT M crapiue ¢ TUArHO30M OOJe3HH

HapKI/IHCOHa U CpaBHCHUA TNICpUOAa TMPOABJICHUA MAUCKUHE3MU Ha OCHOBAHUU OHCBHUKA
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nanuenta wim Oamios, Takux kak UPDRS, UDysRS, CDRS wnu AIMs, 1o u mocie nepuon
JIO3UPOBAHUS WJIM TOMY TIOJJOOHOE.

[0147]

VcnoBusl, Takue Kak LEJNEeBOM MalUeHT, NMepuoj AO3UPOBAHUs, NO3MPOBKA areHTra U
METOJ] OLIEHKH, MOTYT OBITh COOTBETCTBYIOIINM 0OPa30M N3MEHEHBI B BBIILIEYIOMSHYTOM TECTE.

[0148]

(ITpumeuanwue)

Kak omucano BbIlIe, HACTOsIIEe M300PETEHHE WILIFOCTPUPYETCS] UCIOJNb30BAHUEM €ro
NPEATIOYTUTENIbHBIX BapUAHTOB OCYyIIEeCTBIeHHs. OIHAKO MOHSTHO, YTO OOBEM HACTOSIIETO
n300peTeHNs! CIeAyeT MHTEPIPETHPOBATh UCKIIOUUTENIbHO HA OCHOBE (hOPMYJIbI HU300PETEHUSI.
[To Hacrosimmel 3asiBKE HCIpamIuBaeTcsi npuopureT 3asBku Ha mateHT CIIA Ne 16/395531,
NIOJTHOE COJepPIKaHNEe KOTOPOH BKJIFOYEHO B HACTOSIIMN JTOKYMEHT MOCPEACTBOM CCBUIKH. Takxke
NOHSATHO, 4YTO JOOOH maTeHT, Jr00ass TAaTeHTHas 3asBKa M JIOObIe JPYrHe CCBHUIKH,
NPOLMTHPOBAHHBIE B HACTOALIEM JOKYMEHTE, TOJDKHBI OBITh BKJIFOUEHB! B HACTOSIIUIN TOKYMEHT
MOCPEICTBOM CCBUIKH TaKHM XK€ 00pa3oM, Kak MX COAep:KaHHe KOHKPETHO OMHCAHO B JAHHOM
TOKYMEHTE.

IIpomMbInIeHHASI TIPHMEHUMOCTD

[0149]

CoctaB TaHAOCTIMPOHA, BBOJUMBIN MapeHTEPAIbHO, MOJKHO HCIIONB30BATh B KAueCTBE

TEPaNeBTUYECKOrO JIEKAPCTBEHHOI'O CPEACTBa, yay4dwaroimero PD-LID.

1. Komnosuuus [isi J€YEHUs, YIyYIICHUs, IOJABJICHUs NPOrPECCUPOBAHUS WIIU
NPENOTBPALICHUS IBUTATEIbHBIX OCJIOKHEHUH, CBSI3aHHBIX C Tepamuel JieBojomna npu Oone3Hu
ITapkuHCOHA, comeprKamasi TAHAOCIHPOH MM ero (apMaleBTUYECK! MPUEMIIEMYIO COJIb HIIH
IPOJIEKAPCTBO, TIN€ TAHAOCIHMPOH MM €ro (QapMaueBTHYECKU IPUEMIIEMYIO COJIb WU
MIPOJIEKAPCTBO BBOAST NAPEHTEPAIIBHO.

2. Komnosunust mo 1.1, rae mapeHTepanibHOE BBEIEHHE BBIOPAHO U3 TPAHCAECPMAIBHOTO
BBEJICHMs], BHYTPUKOKHOIO BBEACHUS, MOJKOKHOIO BBEAECHUS, BHYTPUMBILIEYHOIO BBEIEHUS U
WX KOMOWHALIWH.

3. Komnosuums no n.l unu 2, rae nmapeHTepajbHOE BBEICHHE UMEET IOJTOCPOUYHYHO
3¢ (eKTUBHOCTD WU SIBJISIETCS JUTUTENIbHBIM BBEICHUEM.

4. Komnosuuusi mo moOoMmy u3 mi.l-3, rae mapeHTepaibHOE BBENEHHE BKIIFOYAET
TPaHCAEPMAJIBHOE BBEJICHHUE.

5. Kommnosumusi mo yrodomy w3 mm.1-4, rae nBHUraTesibHbIE OCJIOMXHEHUS BKITFOUYAOT
JI€BOAONA-UHAYIUPOBAHHYIO nuckuHe3nio (PD-LID).

6. Kommosuuuss pana JjedeHus, yAy4dIIEHUsS WM MPENOTBPALICHUs ABUIATENbHBIX
OCJIOXKHEHHUH, CBsI3aHHBIX C Tepanued JjeBojomnoi mnpu Oone3Hn I[lapkuHCOHa, copepskarmas
TAHIOCTIMPOH WM €ro (papMareBTHYECKH MPUEMIIEMYIO COJIb WIIH MIPOJIEKAPCTBO, TE JIEBOIOMA-

uHayuupoBaHHas auckunesus: (PD-LID) perpeccupyer, He BbI3bIBasi CAMIITOMOB OTCKOKA, U 7€
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TAHAOCIMPOH HMIH €ro (papMaLeBTUYECKH TNPUEMIIEMYIO COJb WM TIPOJIEKAPCTBO BBOIAT
TPAHCAEPMAJIBHO.

7. Kommosuuumss mno m6, rae JeBojoma-uHAyuupoBaHHas nuckuHesus (PD-LID)
BKJIFOYAET TUCKUHE3UIO HA MTUKE JT03bl, 1BYX(a3HYIO0 TUCKUHE3HIO, U MX KOMOMHALIUIO.

8. Komnosunus no 1.6 unu 7, rae JedeHue, yaydlleHue, NOAaBIeHNne IPOrpecCupoBaHus
WIM MpeJOTBPALleHHe [BUrATEJIbHBIX OCJOKHEHUN BKJIIOYAET YJy4dlIeHHe, IOJaBICHHUE
IPOrPECCUPOBAHUS WM NMPOPUIAKTUKY CHMIITOMOB JIEBOAONA-UHIYLUPOBAHHON THUCKUHE3UH
(PD-LID), cokpalneHue mepuoaa MPOsBIECHUS JIEBOAONMA-UHIYLUPOBAaHHON nuckunesnn (PD-
LID) mnu ux xoMOMHALHIO.

9. KoMnosuuus s AOCTUKEHUs YJIY4YIIECHMs], IMOAABJIEHUS NPOrPECCUPOBAHUS WM
NPEAOTBPALICHUS] CUMIITOMOB JIEBOIOTA-UHAYIIMPOBaHHOM auckuHe3un (PD-LID), cokpamenus
nepuo/a MPOSIBICHHS JIEBOJONA-MHAYLUPOBAaHHOH auckuHe3nu (PD-LID), numn nx KoMOWHALNH,
cozep Kaliasi TAHAOCIHUPOH MM €ro (apMaleBTHYECKH MPUEMIIEMYIO COJIb WJIH MPOJIEKAPCTBO,
r7ie TAHAOCIHUPOH WM ero (papMameBTUYECKH MPHEMJIEMYIO COJb HJIH TPOJIEKAPCTBO BBOIST
MapEeHTEPATIBLHO.

10. Komnosunmsa no n.9, rae yiaydlleHHE CHMIOTOMA JIEBOJONA-UHAYLMPOBAHHON
mucknaesnu (PD-LID) npencrasisieT coO0i KIIMHUYECKH 3HAUNMOE YIIy4IIeHHe W OoblIee.

11. Komnosuuus no n.9 winu 10, rae yaydiieHne CUMITOMA JIEBOAONA-UHAY IUPOBAHHON
mucknaesnn (PD-LID) HaxonmuTcst Ha ypOBHE, AOCTATOYHOM JUIS JOCTHIKEHUS KIMHUYECKOTO
spdexra.

12. Komnosuuus no modomMy u3 mm.9-11, roe koMno3uius npencTaBiser co0oi cocTan
17151 TPAHCAEPMAIbHOTO BBEIECHUS.

13. Komnosummsa mo moGomy u3 mm.9-12, rme KOMIO3WLMS MPEACTaBisieT CcOOOM
alre3suBHbBIN COCTAB.

14. Kommnoszuuus no modomMy u3 mr.9-13, rae coctas Ay TPAHCAEPMAIBHOTO BBEIEHHS
npeacTaBisieT COOO0M KIIEUKYIO JIEHTY/TIacThIPh.

15. Kommosumusi mo mobomy u3 nm9-14, rme no3a TaHOOCIHUPOHA WM €ro
(bapMaleBTHYECKU MPUEMIIEMOU COJTU WK TposiekapcTBa cocrapisieT oT 0,1 no 100 Mr B neHb B
BUJE CBOOOIHOM (DOPMBI TAHTOCTTUPOHA.

16. Komnozumust o jro0oMy u3 mi.9-15, roe creneHb NPOHUKHOBEHHS JIEKAPCTBEHHOTO
CPeACTBA TAHIOCIHPOHA WK €ro (papManeBTUYECKH NPUEMIIEMON COJH WM TPOJIEKapCTBa
coctasisieT oT 0,1 10 20 Mr B eHb B BUi€ CBOOOHOMN (hOPMBI TAHIOCTIUPOHA.

17. Komnozuuus no modoMy u3 m.9-16, rae KOMIO3HIUS MPEnCcTaBisieT co00i cocTan
IUTSE TPAHCIEPMAITBHOTO BBEIEHUSI U 00INas TUIOIIa b HAHECEHUs A03bl cocTaBisier oT 1 qo 100
oM.

18. Komnosuuus no mobomy u3 nn.9-17, roe TaHAOCIHUPOH WK €ro (papManeBTHIECKH
NPUEMJIEMYIO COJIb WJIM TPOJIEKAPCTBO BBOIAT TAaKUM 00pa3oM, YTOOBI KOHLIEHTPALHS
TaHAOCIUPOHA B KPOBH (TU1a3Me) YesioBeka B AeHb cocTassuia oT 0,05 no 20 Hr/mi B TedeHue 12

HaCOB UJIN OOJIBIIC.
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19. Komnosnuus no nobomy u3 n.9-18, rne TaHAOCIIUPOH WM ero (papManeBTHIeCKH
NPUEMJIEMYIO COJIb HWJIM TIPOJIEKAPCTBO BBOIAT TAaKUM 00pa3oM, dYTOOBI KOHLIEHTPALHS
TaHIOCIHPOHA B KPOBHU (IU1a3Me) yenoBeka coctasisia or 0,05 no 20 Hr/mia B TedeHue oT 8 1o
16 yacoB mocne BBeIEHUs TAHAOCIMPOHA WUJIM ero (papMaLeBTUYECKH MPUEMIIEMOI COU WU
IIPOJIEKAPCTBA.

20. Kommnosuuus o modomMy u3 nm.9-19, rae TaHAOCIMPOH WM ero (papMaLeBTHIECKU
npuemiieMasi CoJib M IPOJIEKAPCTBO SBJIIIOTCS TOOABKOH K JIEBOAOTIIE.

21. Kommnosuiusi mo jgrobomy u3 . 9-20, KoTopasi HCIONb3YeTCsl ¢ JIEBOAOION B BUJIE
KOMOMHAIMK ¢ PUKCUPOBAHHOW 0301 MJIM OHOBPEMEHHO B BUJIE OTIENbHBIX COCTABOB.

22. MeaMUMHCKHIA TpenapaT aJist jJedeHus win npodunaktuku oonesnn [TapkuHcona 6e3
COIYTCTBOBAHUS WK myTeM MuHuMm3anmnu PD-LID, cogep:kamnii KOMOMHALINIO TaHIOCTIMPOHA
win ero ¢apManeBTHYECKH MPHEMIEMON coiu uiau mposiekapctBa u (1) mesomomy wmm (2)
JIEBOJIONY W MHTUOUTOpP METaOONHM3UPYIOINero hepMeHTa JIEBOJONbI, /i€ TAHAOCITHUPOH HITH €r0
(bapmMareBTHIECKH MPUEMIIEMYIO COJIb WJIH MPOJIEKAPCTBO BBOIST MAPEHTEPATBHO.

23. MeaMUMHCKHN TIpenapaT AJist jJedeHus win npodunaktuku oonesan [TapkuHcona 6e3
COMYTCTBOBAaHMS WM nyTeM MuHuMu3zauuu PD-LID, coxmepxamuii TaHZOCIHPOH HIH €r0O
dapManeBTUYECKH TPUEMIIEMYIO COJb HJIM NPOJIEKAPCTBO, TA€ TAHAOCIUPOH WU €ro
bapManeBTUYECKH NPHUEMJIEMYIO COJIb HJIM TPOJIEKAPCTBO BBOASAT B KoMmOmHammu ¢ (1)
aeBoponoi wi (2) 1eBofonol 1 HHruOUTOPOM METaOOIU3UPYIOIIEro (epMEHTa JIEBOOIIBL, I1e
TAHAOCIMPOH MM €ro (papMaleBTUYECKH TNPUEMIIEMYIO COJb WM TIPOJIEKAPCTBO BBOIAT
MapEeHTEPATBHO.

24. MenMUMHCKUN TIpernapaT AJist JeueHus: win npodriaktuku oonesnn [Tapkuncona 6e3
CONyTCTBOBaHUs Wiu myteM MmuHuMuzauuu PD-LID, copepxkammii (1) nesomony wumm (2)
JIeBOAOMNY U MHrubuTop Merabonusupyromiero ¢pepmenta gesogornsl, rae (1) aesogony wim (2)
JIEBOZIONY M HMHIHOUTOpP MeTa0OoMM3HpYyrOIero (epMeHTa JIEBOJOIBI BBOISIT B COYETAHUU C
TAHJAOCIHPOHOM MJIH €ro (papMaueBTUYEeCKU MPUEMJIEMOH COJBIO HIIM TMPOJIEKAPCTBOM, T
TAHAOCIHPOH WU ero (papMaLeBTUYECKH NPUEMIIEMYI COJb WM TPOJIEKAPCTBO BBOIAT
MapPEHTEPAIBHO.

25. KoMno3unus as yJaydlleHHs] Ka4ecTBa OTBETA HAa TEPAaIUIO JIEBOAOION MAllUEHTa C
6one3npro [lapkuHCOHA ¢ AUCKUHE3WEW MpU OOOCTPEHHUH, COAepIKaIlas TaHAOCITUPOH WM €ro
dapManeBTHYECKH TPUEMIIEMYIO COJb HJIM TPOJIEKAPCTBO, TA€ TAHAOCIUPOH WU €ro
(bapMareBTHYECKH MPUEMIIEMYEO COJIb WJIH MPOJIEKAPCTBO BBOIST MAPEHTEPATBHO.

26. MeanuuHCKUH npenapar Uil KOMITO3UIHS 1Mo JJro0oMy U3 1. 1-25, rie TaHgoCIupoH
Wi ero (apManeBTHYECKH TMpHEeMJIeMas COJIb HIJIM MPOJIEKAPCTBO MPEACTaBIsieT COOOi
cBOOOAHYIO (hOPMY TaHIOCTIHPOHA.

ITo noBepennocTn
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POPMYVYJIA U3OBPETEHUA
1. Criocob neuenus, yay4IneHus, MOaBIeHNs IPOrPECCUPOBAHNS WIH NTPEIOTBPALECHUS
JBUraTeNbHBIX OCJIOKHEHHUH, CBS3aHHBIX C Tepanueil nesonomna npu Oonesnu IlapkuHCOHA y
cyObeKTa, BKIIOYAIOLIUM NapeHTepalbHOe BBelAeHHE CyOBekTy 3((eKTHBHOro KoindecTBa
TaHJIOCTIUPOHA WJIH €ro (hapMalleBTUYECKH PUEMIIEMOI COJIN WITH MPOJIEKapCTBa.

2. Crmocod mo m.l, rae mapeHTepanbHOE BBEACHHE BBIOPAHO M3 TPAHCAEPMAIBHOTO
BBEJICHUsI, BHYTPUKOKHOIO BBEIECHMsI, MOAKOKHOTO BBEIECHHsI, BHYTPUMBILIEUYHOIO BBEACHUS U
UX KOMOUWHAIIHH.

3. Croco0 1o 1.1, roe mapeHTepansbHOE BBEACHUE UMEET JOATOCPOUHYIO 3((HEKTHBHOCTD
WIU SIBJII€TCS IJIUTENBbHBIM BBEIEHUEM.

4. Cnoco0 mo 1. 1, rae mapeHTepansbHOE BBEACHHUE BKIIOUAET TPAHCAESPMAIBHOE BBEICHHE.

5. Cmoco6 mo ml, raoe JBUTATENbHBIE OCJIOKHEHHS BKJIIOYAIOT  JIEBOJOIIA-
UHIYUUPOBaHHYIO auckuHesnto (PD-LID).

6. Cnoco0 nedeHus, yIydlIeHUS WK TPENOTBPAILEHUS JBUTATENbHBIX OCJIOKHEHHH,
CBSI3aHHBIX C Tepamueil sieBomonoil mpu OomesHn IlapkuHCOHa y CyOBeKTa, BKIIFOYAOIIUN
MapeHTepaIbHOe BBeNeHUE CYOBEeKTY 3(P(EeKTHBHOrO KOJUYECTBA TAHIOCIHPOHA HIIH €ro
dapmManieBTHYECKH TPUEMIIEMOH COJM HJIM TPOJEKAPCTBA, TAE JIEBOAOMA-WHAYLMPOBAHHAS
muckunesns (PD-LID) perpeccupyer, He BbI3bIBasi CHMITOMOB OTCKOKa Y CyOBEKTa.

7. Cnocob mo m.6, rne neBojona-uHAyUMpoBaHHas auckunesus (PD-LID) Bkimrouaer
IVCKUHE3HIO Ha MUKE A03bI, ABYX(Pa3HYI AMCKMHE3NIO, U UX KOMOMHALIUIO.

8. Crocod mo m.6, rae sedeHue, yJaydllIeHHE, MOAABIECHHE NPOTPECCUPOBAHMS HIIU
NpeAOTBpALICHUE  JBUraTeNbHBIX  OCJIOXKHEHWH  BKJIOYAeT  yJy4Yll€HUEe, MOJaBICHHE
NPOTPECCUPOBAHUS WIN NMPOPUIAKTHKY CHUMITOMOB JIEBOAONA-UHAYLIMPOBAHHON JMCKUHE3UU
(PD-LID), cokparenue mnepuoga MpOsBIEHUS JIEBONONA-UHAYLIUPOBaHHONW nuckunesnu (PD-
LID) mmu ux KOMOMHALIUIO.

9. Cnoco®d nOCTHKEHUs  YAyYIIeHHs, [ONABJCHUS  MPOrPECCUPOBAHUS WU
NPEIOTBPALICHUS CUMIITOMOB JIEBOIOTA-UHAYLIMPOBaHHOM nuckune3uu (PD-LID), cokpamenus
nepuo/a MPOSIBICHHS JIEBOJONA-MHAYUPOBaHHOH nuckunesuu (PD-LID), nnn nx koMOuHaImi,
BKJIFOYAIOLINH MapeHTepalbHOE BBEACHHE CYOBEKTY 3(h()EKTUBHOTO KOJMYECTBA TAHIOCIHUPOHA
WK ero (hapMaLeBTHYECKH PUEMIIEMON COJIH HIJIH TIPOJIEKAPCTBA.

10. Cnocod mo 1.9, rae yaydiueHne CUMIITOMA JIEBOOTA-HHIYIUPOBAHHON IHUCKUHE3HH
(PD-LID) mpencrapinsier co00# KIMHUYECKH 3HAUNMOE YIIy4IIeHHe WK Oonbliee.

11. Cnocob mo 1.9, rae yaydiueHne CUMIITOMA JIEBOAOTA-MHIYIUPOBAHHON IHUCKUHE3HH
(PD-LID) HaxoguTcst Ha ypOBHE, JOCTATOYHOM ISl TOCTHKEHUST KIIMHUYECKOro 3(dexra.

12. Criocob o 1.9, rae KOMIO3UIUs MPENCTaBIsAeT COO0H COCTAaB I TPAHCASPMAIBHOTO
BBEJICHMUSI.

13. Criocob mo 1.9, rae KOMITO3ULIUS TIPEACTABISIET COOOH anre3UBHBIN COCTAaB.

14. Croco6 mo m.9, rae coctaB IJIsl TPAHCASPMATBHOTO BBEICHUS MPEACTABISIET COOOM

KJIEWKYIO JIEHTY/IUIaCThIPb.
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15. Crioco6 o 1.9, rae 1o3a TaHAOCMPOHA UITH ero (hapMareBTHUECKH PUEMIIEMOMN COJTU
wiy riposiekapcrsa cocrasisiet ot 0,1 1o 100 Mr B neHb B BUae CBOOOAHOH (POPMBI TAHAOCTIHPOHA.

16. Cnoco®0 mo m9, rme creneHb NPOHUKHOBEHUS JIEKAPCTBEHHOTO CPEACTBA
TaHJIOCIIUPOHA WK €ro (papMaLeBTHUECKU MPUEMIIEMOH COJIM WM MPOJIEKAPCTBA COCTABISAET OT
0,1 1o 20 Mr B eHb B BUze CBOOOIHOM (HOPMBI TAHIOCTIUPOHA.

17. Cnocob o 1.9, rae KOMIO3HLKS MPEACTABIAET COOOH COCTaB IS TPAHCAEPMAIBHOTO
BBEZIEHHUs M 00IIast MIoMaib HAHEeCEHH sl 103kl cocTasseT oT 1 1o 100 cm?.

18. Criocob mo 1.9, rae TaHaOCTIMPOH WITH ero (papMalieBTUYECKH MPUEMIIEMYEO COJIb HITH
NPOJIEKAPCTBO BBOAST TAKUM 00pa3oM, 4TOObI KOHIIEHTPALUS TAHAOCIHPOHA B KPOBH (IUIa3Me)
yejioBeka B eHb cocTapisia ot 0,05 no 20 Hr/mit B TedeHne 12 4acOB WK AOJIbIIE.

19. Cniocob mo 1.9, rae TaHaOCTIMPOH WITH ero (papMalieBTUYECKH MPUEMIIEMYEO COJTb WITH
NPOJIEKAPCTBO BBOASAT TAKUM 00pa3oM, 4TOOBI KOHIEHTPALUS TAHAOCIHPOHA B KPOBH (IU1a3Me)
yejoBeka cocrasiasiia oT 0,05 mo 20 Hr/mia B TedeHue OT 8 10 16 yacoB mocje BBENEHUS
TaHIOCTIMPOHA WJTH €r0 (papMarieBTHIECKH MPUEMIIEMOI COJIH HITH TPOJIEKapCTBa.

20. Crioco0 mo 1.9, rme TaHAOCIUPOH WK ero (papMaleBTUYEeCKH PpUeMJIeMast COJTb WJTH
NPOJIEKAPCTBO SBIISTIOTCS JOOABKOM K JIEBOJOIIE.

21. Cnocob mo 1.9, re TaHAOCIUPOH WK ero (papMaleBTUYEeCKH pUeMIIeMast COJTb WJTH
NPOJIEKAPCTBO BBOIAT C JIEBOAONOW B BHAE KOMOMHAUMH C (PUKCHPOBAHHON MO30M WIH
OJHOBPEMEHHO B BH/I€ OTIEJIbHBIX COCTABOB.

22. Criocob nevenus winn npopuiaktuku 6ose3nu Ilapkuncona 6e3 comyTCTBOBaHMS WU
nyreM MuHAMH3auud PD-LID, Bxirouaromuil mHapeHTepasbHOE BBEIEHHE CYOBEKTY
3¢ eKTUBHOrO KOJIMYeCTBa KOMOWHAIINH TAHAOCIIMPOHA WIH €r0 (hapMaLeBTHUECKH IPUEMIIEMON
cou wu nposiekapcetsa u (1) nesomony wiu (2) JeBOAONY U MHTHOUTOP METa0OJH3UPYIOIIETO
(bepMeHTa JIeBOIOTIBI.

23. Cnoco0 neuenus win npodrakTuku 6onesnu IlapkuHcona 6e3 COnyTCTBOBAHUS HIIH
nyteM MuHUMH3auud PD-LID, BkIOYalOmuMi MHapeHTEepasbHOE BBEIEHHE CYObEKTY
3¢ EKTUBHOrO KOJMYECTBA TAHIOCIHMPOHA WM €ro (hapMaleBTHYECKH MPUEMIIEMON COJIU WU
nposiekapcTea B komOuHaumu ¢ (1) neBomomoi wiau (2) JEBOXONMOW U HHTHOUTOPOM
MeTa0OM3UPYIOIIEro (hepMeHTa JIEBOIOTIBI.

24. Criocob neuenus win npopuiaaktuku 6ose3nu [lapkuHcona 6e3 ComyTCTBOBAHMS WITH
nyreM MuHEMIBamu PD-LID, BkIro4aroImuii BBeAeHHE CyOBeKTy 3((PEeKTHBHOIO KOJIUYECTBA
(1) neBomomnbl unu (2) JEBOIONBI U MHTUOWTOPA METa0ONU3UPYIOIIEro epMeHTa JIEBOIOMbI B
COYETAaHNH C TAHAOCIHPOHOM WM €ro (apmManeBTUYeCKU NPUEMIIEMOH CONBIO HWIIH
NPOJIEKAPCTBOM, TA€ TAHAOCIUPOH WM €ro (apMaueBTHYECKH NPHEMIIEMYIO COJIb MU
NPOJIEKAPCTBO BBOAST MAPEHTEPAIBHO.

25. Croco0 ynydIneHus: KadecTBa OTBETA HAa TEPAIHIO JIEBOAOMON MaIeHTa ¢ OOJIE3HBIO
[TapkuHCOHa € OUCKUHE3WEH mnpH OOOCTPEHUH, BKIIOYAOIIUI MapeHTepaJbHOE BBEICHHE
cyOpekTy 3(pPeKTUBHOrO KOJIMYECTBA TAHIOCTIMPOHA WK €ro (papMaleBTHUECKH MPHEMIIEMOM

COJIK UJIHN MPOJICKAPCTBA.



58

26. Cnocob6 mo modomy ogHomy w3 mil, 6, 9 u 22-25, roe TaHOOCIHUPOH WIH €ro
(bapmaneBTUYECKH MTPUEMIIEMAst COJIb HITH ITPOJIEKAPCTBO MPEACTABIISIET COO0M CBOOOAHYIO hopmy
TAHIOCTUPOHA.

ITo noeepennocTu
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I:I TTIOCJIEAYIOIUE TOKYMEHTHI YKa3aHbI B ITPO JOJKEHUN rpa(bm

* Oco0ble KATETOPUH CCBUIOYHBIX JIOKYMEHTOB:

«A» - TOKYMEHT, OLPE/ICIISIONIU OOIHH YPOBSHb TEXHUKH

«D» - TOKyMeHT, NIpHUBeACHHBIN B eBpa3uiickoil 3asBke

«E» - Gosiee paHHUI TOKYMEHT, HO ONMyOJIMKOBAHHBIN Ha ATy HOJAUH

€Bpa3HicKOH 3asiBKU WM IIOCHIe Hee

«O» - TOKYMEHT, OTHOCSIIIUHCS K YCTHOMY PaCKpPBITHIO, SKCIIOHUPOBAHHIO)
H T

"P" - TOKyMEHT, OIyGIUKOBAHHBIN JIO JIAThI HOJIAUH €BPA3HICKON 3a5BKH,
HO TOCJIC JaThl HCTIPANIUBACMOTO MpUopuTeTa”

«T» - Goslee MO3AHUN JOKYMEHT, OIyOIHKOBAHHBIN MOC)Ie JaThl IPHOPUTETA H NIPH-
BeJIeHHBIH JUIS1 HOHUMAHHUS H300pSTeHHSI

|« X» - JOKYMEHT, HMeIoIUH HanGosiee GIM3K0e OTHOMEHHE K IIpeIMeTy IIOHcKa,
MOPOYAN[HH HOBU3HY HIIH H300peTaTeNIbCKUH YPOBEHb, B3SITHIH B OTASILHOCTH

«Y» - TOKYMeHT, UMeIoIUH HanGosiee GIM3K0e OTHOMCHHE K IIpeIMeTy IIOHUcKa,
MOpOYaI[UH H300peTaTeNLCKHH YpOBeHb B COUCTAHHH ¢ JPYTUMH JOKyMEHTAMH
TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

«L» - TOKYMEHT, IPUBEACHHBIN B IPYTUX IEIIX

I[aTa IIPOBEJACHUS IIATEHTHOT'O ITIOUCKA.
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