OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAUMEHOBAHME JJEKAPCTBEHHOI'O ITPEITAPATA
Hynokcenra, 30 Mr, KancyJsbl KHIIEYHOPACTBOPUMBIE
Hynokcenra, 60 Mr, Kancyssl KUILIEYHOPACTBOPHMBIE

2. KAYECTBEHHBI U KOJTUYECTBEHHBI COCTAB

JeiicTBytoliee BEIEeCTBO: TyJIOKCETHH.

JynokcenTa, 30 Mr, Kancysbl KUIIIEYUHOPACTBOPUMBIES
Kaxxnas xarcymna comepxut 30 Mr gyiokceTHHa (B BUE TYJIOKCETHHA THIAPOXIOPHUIA).

Jynoxcenra, 60 Mr, KancyJIbl KHIIEYHOPACTBOPHMBIE
Kaxnas xancymna cogepxut 60 Mr aysnokceTuHa (B BUIE AyJIOKCETHHA IMAPOXIOPUIA).

BemiectBa, Hanuume KOTOPBIX HAlO YYMTHIBATh B COCTaBe JIGKAPCTBEHHOrO IIperapara:
caxaposa (cMm. pazaen 4.4.).

TTomabrit NEepeUCHb BCIIOMOIr'aTCJIbHBIX BEIICCTB IIPUBEJICH B pa3/iciic 6.1.

3. JIJEKAPCTBEHHASI ®OPMA

Kancym,l KHUIIECYHOPACTBOPUMBIE.

JynokcenTa, 30 Mr, KancyJ/bl KUIIEUHOPACTBOPUMBIC

TBep/pie JKenaTHHOBbIe Karncysl Ne 3, Kopiryc Karcysibl 6emoro 1Bera, KpbIiedka Karcyibl
TEMHO-CHHETO 11BeTa. Ha KopIyce Karcyisl YepHBIME YepHUIAMH HaHEeCeHa MapKupoBKa 30.
CoaepkiUMOe Karcyin — MeJIeThl 0eJIoro WM MoYTH OeJIoro IBeTa.

Hynokcenra, 60 Mr, KancyJsbl KUIIEYHOPACTBOPUMEIE

TBepasle skenaTHHOBBIE Karcyiabl Ne 1, KOpIyC KamCyibl >KEITOBATO-3€JICHOTO I[BETa,
KpBIIIeYKa Kalcyjibl TEeMHO-CHHEro IBera. Ha Kopryce Karcyibl YEepHBIMH YSpHHIAMH
HaHeceHa MapkupoBka 60. Comep:kumoe Karcyi — IeUIeThl 0eIoro MU MOYTH OeIoro IBeTa.

4. KJIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHHIO

IIpenapar [lynokceHTa IOKa3aH K IPUMEHEHHIO y B3pOCIBIX B Bo3pacTe oT 18 iyer mo
CIIEAYIOIINM ITOKa3aHHUSIM:
e Jenpeccus;
® TCHEPaIN30BaHHOE TPEBOXKHOE PACCTPOUCTBO;
e OoneBas Gopma nepudepuyeckoit ruadeTHIeCcKoi HelponaTuu;
® XpPOHMYECKHI OOJEBOH CHHIPOM CKEIETHO-MBIIICYHOW CHCTEMBI (B TOM 4YHCIE
00ycIoBIeHHBIH (hpuOpoMuanTuel, a TakxKe XpOHHIECKUIT 00JIEBOH CHHPOM B HIDKHUX
oTJeIaX CIIUHBI ¥ IPU OCTE0APTPO3€ KOJCHHOIO CYCTaBa).

4.2. PesxuM 103UPOBaHUS U CIIOCO0 MPUMEHEHUs



PexxumM J1o3upoBanus

Jenpeccus

Hauanpnas n pexomeHyemast oAepKUBAONIAs 103a cocTaBiseT 60 Mr OJUH pa3 B CYTKH,
BHE 3aBHCHUMOCTH OT IIpHeMa UK. B KIMHHYECKHX McCllefoBaHMX OblIa IPOBe/ieHa OLCHKa
Oe30macHOCTH MpUMEHEeHHd 103 oT 60 Mr 1o MakcuManbHOW 70361 120 Mr B cyTku. Tem He
MeHee, HUKaKUX KIMHHYECKUX MOATBEPKICHUH TOTO, 9TO Yy MAlMeHTOB, HE OTBEYAIOMINX Ha
HavyaJbHYI0 PEKOMEH/IOBAaHHYIO J103y, OTMEUaINCh KaKUe-Tn00 YIydIleHNs IPH YBEIHUCHUH
JI03bl, TOJYYEHO He OBLIO.

OTBeT Ha Tepamuio OOBIYHO OTMEHYaeTcs depe3 2—4 HemenH IOcCie Havana JiedeHus. Bo
n30exaHWe peIUINBA IIOCIE JOCTIKEHHS OTBETa Ha TEPalHio aHTHICTIPECCAaHTAMH
PEKOMEHIyeTCsl IPOJAOJDKATh JICYCHHE B TEUCHHUE HECKOJIBKHX MecsleB. Y MalUeHTOB,
HOJIOKUTENIBHO OTBEYAIOLIMX HA TEPANHUIO YJIOKCETHHOM, C MOBTOPSIOIIMMUCS CIydYasMu
JIETIpeccuyl B aHaMHe3€ BO3MOXKHO JalbHEHIIee JOJITOCPOIHOE IIPOBEICHUE TEPATINH B 103€ OT
60 mr 10 120 Mr B CyTKH.

Tenepanusosannoe mpegoicHoe paccmpoiicmeo

PekomeHayemasi HauajbHas J03a Yy TAIMEHTOB C TI'CHEPAJIM30BaHHBIM TPEBOXHBIM
pacctpoiictBoM coctaBisieT 30 MI B CyTKH, BHE 3aBUCHMOCTH OT BPEMEHH IIpHeMa IHIIn. Y
NaUEHTOB C HEAOCTATOYHBIM OTBETOM Ha TEPAIIUIO BOZMOXHO YBEJIMYCHUE NO3bI 10 60 mr B
cyTKH (0OBIYHAA TOAICPKUBAIOIIAS 1032 Y OOJBITNHCTBA MAIIICHTOB).

YV nanueHToB ¢ COIyTCTBYIOMIEH Jenpeccrueil HadaabHast U ITOIePKUBAONIAs 1032 COCTaBIISIET
60 Mr B cyTkm (CM. TaKKe peKOMEHAanuM BhIe). [Ipn IpoBeAeHHH KIMHHYECKUX
uccienoBanuii Oblia mokazana 3(¢GeKTuBHOCT 103 40 120 Mr B CYTKH, KpOME TOTO,
HPOBOIMIIACH OLICHKA TaKUX JO3HPOBOK C TOUKH 3peHHus Oe3onacHoCTU. I103TOMY y MalueHToB
C HEJIOCTATOYHBIM OTBETOM Ha 103y 60 MI' B CyTKH MOXKET OBITh I1eJIeCO00pa3HBIM YBEIHYCHHE
cyTouHOH 10361 10 90 Mr miu 120 Mr. YBenudeHue 10351 JOIKHO IPOBOJUTHCS HA OCHOBAaHUU
KIIMHAYECKOTO OTBETA M MEPEHOCHMOCTH.

Bo usbexanue peuuanBa nocjie JOCTUKCHUA OTBETA Ha TEPAIINIO PCKOMEHAYCETCA IIPOAOJIKATH
JICYCHUC B TCUCHUEC HCCKOJIBKUX MECALICB.

bonesas popma nepugpepuuecroui ouabemuueckou neiiponamuu

HavanbHast 1 peKOMEHIyeMasi MO/ICPKUBAIOLIas 103a cocTaBisieT 60 M OZIMH pa3 B CYTKH,
BHE 3aBHCHMOCTH OT BPEeMEHHM IpHeMa IUIH. Bo BpeMs KIMHNYECKUX HCCIEOBaHUH TaKxkKe
MIPOBOJMIIN OLIEHKY 0€30IacCHOCTH IPUMEHEHHS 103 OT 60 MTI' B CyTKH 10 MaKCUMAJIbHON 03Bl
120 mr B CyTKH, pa3/ie/IeHHbIX Ha paBHbIC 103bl. KOHIIEHTpalus 1yJI0KCETHHA B I1a3Me KPOBU
XapaKTepU3yeTcs 3HAUNTENIFHON HHANBUIYyIbHOH BapraOenbHOCTHI0. [103TOMY Y HEKOTOPBIX
NaUEHTOB C HEAOCTATOYHBIM OTBETOM Ha 103y 60 Mr B CYTKH MOI'yT OTME€YATbhCA YIYyUIICHUSA
HpH IPUMEHEHHH (0Jiee BBICOKOH JI03BI.

OueHKy OTBETa Ha TEpamui0 CICAyeT MPOBOAUTH Iocie 2 MecsueB. Y MAlMeHTOB ¢
HEJI0CTATOYHBIM HAYallbHBIM OTBETOM YIYUIIICHHE OTBETa MO HCTCUYCHHH JaHHOTO IEpHOIa
BPEMEHH MaJOBEPOSTHO.

Crenyer peryJsipHO POBOJIUTH OIIEHKY TepaneBTHYecKoro 3ddekra (He pexxe, 4eM OJHH pa3
B 3 MecsIa).

Xponuueckuii 601601 CUHOPOM CKeNeMHO-MbIUEYHOU CUCTEMbL (8 MOM YUCIEe-00YCL06IeHHbIl
@ubpomuancueti, xponuueckuiti 001€60lU CUHOPOM 6 HUNCHUX OMOENax CHAUHbL U Npu
ocmeoapmpose KoJIeHHO20 CyCmasa)

HauanbHoe neyeHne: pekoMeHyeMas n03a npenapara JlynokceHra cocraBisier 60 Mr oauH
pa3 B cytku. Tepamuio MOXXHO HayMHATh C 103bl 30 MI' B TEYEHHE OJHON HEIeNH, 4ToObI
MO3BOJIUTH TTAIIMEHTAM aJalTHPOBATHCS K IIPENapary Mepej MOBbIILeHHEM 0361 10 60 Mr oJjuH
pa3 B cCyTkd. JlokazaTelnbcTBa TOTO, YTO OoJjiee BBICOKHE O3Bl IIPEJOCTABIISIOT



JIOTIOJTHUTENIBHOE MPEUMYILECTBO, OTCYTCTBYIOT JajKe Y IMALMEHTOB, KOTOPhIE HE OTBEYAIOT Ha
Tepanuio mpenaparoM B o3¢ 60 Mr B cyTku. Bomee BbicokHe O3Bl CBS3aHBI C OouibLIeit
YacTOTOM BO3HUKHOBEHUS HEXEIATeIbHbIX PEaKIUil.

IMponomxenne nedeHns: 3G(HEKTUBHOCTh MYJOKCETHHA B JIEYCHHH (HOpOMHAITHU ObLIa
HPOAEMOHCTPUPOBAaHA B ILIALE00-KOHTPOIUPYEMBIX HCCICAOBAHUAX JUIMTENIBHOCTBIO 10 3
MecsneB. DPQeKkTHBHOCTs He ObUIa YCTaHOBJICHAa B 0Ooliee AIHMTEIBHBIX HCCIEIOBAHUIX,
OJTHAKO pEIICHHEe O NMPOJODKEHUH JICYEHHS JIODKHO OBITH OCHOBAHO Ha WHAWBHIYAIBHOM
OTBETE MALUCHTA.

Oco0ble rpyInb TaUEHTOB
Jluya nodcunozo ospacma

[ManuenTaM MoXHUIIOro BO3pacTa JUisl JIeUEHHs TeHepaIn30BaHHOTO TPEBOXKHOTO PacCTPOHCTBA
pexoMeHayeTcss HavanbHas no3a 30 Mr B CyTKH B Te4eHHE 2 HeAenb Iepen HadaaioM
MPUMEHEHUsl JYJIOKCeTUHAa B IiesieBoM no3e 60 Mr B cyTku. B manpHeilmeM BO3MOXKHO
NpUMEHEHHe Mpernapara B 103e cBbille 60 MI B CyTKHU JUIsl JOCTH)KEHHUS XOPOLIEro pe3yibTaTa.
CucrtemaTryeckas OLleHKa ITpreMa mpemnapara B 103e cBbiie 120 Mr B cyTKH He IPOBOAMIACK.
IIpn npuMeHeHNN TyJIOKCETHHA MO APYTUM ITOKa3aHUSIM KOPPEKINH 036l B 3aBUCHMOCTH OT
BO3pacTa MalyeHTa He TpedyeTcs.

Tlayuenmul ¢ noueunoli HeOOCMAMoOYHOCMbIO
IMpu xmupence kpearnrnHa (KK) 30-80 mu/mun koppekimu no3el He Tpebyercs, npu KK
Menee 30 MJI/MUH IpEMEHeHne npenapata JlyJIoKCeHTa MPOTHBOIIOKA3aHO.

Tayuenmul ¢ neweHoOUHOU HEOOCMAMOYHOCIbIO
Ilpenmapar JlynokceHTa Hemb3sl Ha3Ha4aTh MalMEHTaM C 3a00J€BaHUAMH IIEUCHH,
COMPOBOXKIAIONIIMICS IEYCHOYHOH HEJOCTATOYHOCTHIO.

eTH
JlynokceTHH He pEeKOMEHIyeTcs NPUMEHSTh JeTIM B Bo3pacTe 10 18 jer B CBS3M C
HE0CTaTOYHOCTHIO JAHHBIX IO €ro 6e30macHOCTH U 3G (HEeKTHBHOCTH IIPU IPUMEHEHHH Y 3TOH
BO3PACTHOM IPyIIBI TALUEHTOB.

Cnocob npyMeHEHNUS
BayTpb. Karncyisl ciieyer mporiaaTeiBaTh HETHKOM, HE Pa3KeBbIBask H HE H3MEIbyasl.

Henpzs ,E[O6aBJ'I$[TI> nperapar B ULy UIN CMEIINUBATH €0 € )XUIAKOCTAMHU, TaK KaK 3TO MOXKET
MOBPEAUTH KUIICYHOPACTBOPUMYIO O6OIIO‘IKy TCJUICT.

OrMeHa Tepanuu
Crenyer nzberatb pe3koil OTMEHBbI Tepanuu. [Ipy npekpalieHny IeueH s 103y TyIOKCeTHHA

CIIeJlyeT MOCTENECHHO YMEHbLIATh B TeueHHe 1—2 Henenb Ul TOro, 4TOOBI CHU3MTH PHUCK
pa3BUTHA CHHAPOMA «OTMEHBD». EciM rmocie CHIDKEHMS O3Bl WM TIOCHE IpeKpanieHHs
JICUCHHS BO3HHKAIOT Bpra)KeHHble CHUMIITOMBI Cl/IHllpOMa «OTMECHBI», TO MOXET 6blTb
pPAaccMOTPEHO MpOJO/DKEHHE IIpUeMa paHee Ha3HAYeHHOW J103bl. BIOCIEACTBHM MOXKHO
MPOJOJDKHUTH CHI)KEHHE JTO3BI, HO ellle oJiee IOCTEeTeHHO.

4.3. IIpoTuBONOKA3aHUS

e T UHep4yBCTBUTENBHOCTh K HYJOKCETHHY MJIM K JI000MY H3 BCIIOMOTaTeIbHBIX
BEI[ECTB, IIEPEUNCIICHHBIX B pazzene 6.1.

e OpHOBpeMeHHOE NpHMEHEeHHe ¢ MHruburopamMu MoHoamuHOKcHaasel (MMAO) (cm.
paznen 4.4.).
HexomrnieHcupoBaHHast 3aKPBITOYTOJIbHAS TIIayKOMa.

e Bospact o 18 ner.
3a0oeBaHMs IEYEHH, CONPOBOXKAAFOIINECS IEYEHOYHON HEJJ0CTATOUHOCTBIO.



e OpHOBpeMEHHOE IIPHMEHEHHWE MOIIHBIX HHruOuTopoB u3odepmenta CYP1A2
(pryBOKCamMuH, TUTPOQIOKCAIIH, SHOKCAIIH).
XpoHHueckas moYeyHas HeloCTaTOuHOCTh Tsbkenoit crenenu (KK menee 30 mi/mMuH).
HexkoHTponupyemas apTepuaibHas THIePTEH3HS.

4.4. OcoOble ykazaHusi U Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

O06ocTpeHne MaHHAKATIbHOTO COCTOSHUS/CYIOPOTH
JIyJIOKCeTHH cleqyeT ¢ OCTOPOXKHOCTBIO NPUMCHATh y TANUEHTOB C OHWITOJISIPHBIM
paccTpoiicTBOM, MaHHAKAIbHBIMU 3MN30/1aMH U (WJIH) CyIOPOraMH B aHAMHE3E.

Munpuas
[Ipu mpueme nynokceTnHa HAOMIOAATHCH CIlydaW MHIpHa3a, MOITOMY CIEAYET IMPOSBISATH

OCTOPOXHOCTE Y IPUMEHEHUU YJTOKCETHHA Y MAIJUEHTOB C ITOBBILEHHLIM BHY TPUTTIA3HBIM
JIaBJIEHUEM MM Y JIMI] C PUCKOM Pa3BUTHS OCTPOH 3aKPBITOYTOJILHOM TI1ayKOMBIL.

IloBbleHNe apTepranbHOro aaBneHus (AJl)

B enuHnuHBIX caydasx orMedancs moapeM A/l B mepro Te4eH s TyTOKCEeTHHOM. DTO MOXKET
OBITH CBSI3aHO C HOPAJPEHEPrHMYECKHM JEHCTBHEM JyJOKCeTHHA. Taioke OBUIM Ciydau
THIIEPTOHUYECKOTO KPH3a y MalMeHTOB, IPUHUMAIOMINX TyJIOKCETUH, OCOOCHHO Y MaI[MeHTOB
C y)Ke UMeIolleicsl aprepuaabHOol runeprensuei. IlosToMy y manueHToB ¢ apTepuanbHON
THIIepTeH3ued W (WIM) MHBIMH CEpAEYHO-COCYANCTHIMHU 3a00JE€BaHUSAMH PEKOMEHIIOBAHO
HPOBOANUTH MOHUTOPUHT AJl, OCOOCHHO B TEYEHHE IEPBOrO Mecsua jedeHus. JyJIoKceTHH
clielyeT MPUMEHSTh C OCTOPOXKHOCTBIO y TMAIMEHTOB, COCTOSHHE KOTOPBIX MOXKET OBIThH
OCJIOKHEHO BCIISICTBUE YBEIMYECHUs] YacTOTHl cepleuHblx cokpamenunit (UCC) wm
nossieHust AJl. Ciaemyer Takxke ¢ OCTOPOXKHOCTBIO IPUMEHSTh TyJTOKCETHH C Ipenaparamu,
KOTOpPbIE MOTYT Hapymiats ero Metabommsm (cM. paszaen 4.5.). Ilpu croiikom nmoBeimeHun A/l
Ha (OoHE IpueMa TYJIOKCETHHA CIIeIyeT PacCMOTPETh BO3MOXKHOCTh KOPPEKIHH O3Bl HIIH
MOCTENIEHHOM OTMeHbI mpenaparta (cM. pazzen 4.8.). He ciemyer mpUMeHSTh TYJIOKCETHH y
MAIMEHTOB C HEKOHTPOJIMPYEMON apTepHaIbHOM THIIepTeH3ueH (cM. pasnen 4.3.).

Hapymenne ¢yHKINH modex

V nanueHToB ¢ HapylmeHHeM (QYHKIHMH II0YeK TSDKEJIOW CTENEHH, HaXOMSIIUXCS Ha
remoauanuse (KK menee 30 mur/muH), HaOMI0JaeTCs MOBBIICHNE KOHI[CHTPALIUH TyJIOKCETHHA
B TU1a3Me KpoBH (cM. pazzen 4.3.).

CepOoTOHHHOBBIN CHHAPOM/3JI0Ka4€CTBEHHEIN HeliponenTtuueckuii cuaapoM (3HC)

Kal( u le/l npnmeHeHym }IpyFI/IX CepOTOHI/IHepFI/I‘leCKl/IX npenapaTOB, l'lpl/l JICUCHUU
IyJOKCETHHOM MOKET BO3HUKATh CEepOTOHMHOBBIM cuHApoM umu 3HC — cocrosHue,
MPEJICTABIISAONICE MOTCHIIHATBHYIO YTPpO3y JJIsl )KU3HU, B OCOOCHHOCTH TPH OJTHOBPEMECHHOM
IMPUMEHEHHH C IPYTHMHU CEPOTOHUHEPIMUYECKHMU TpenapaTaMy (B TOM YHCIIE C CEIEKTHBHBIMH
uHrndouTopaMu obparsoro 3axsara ceporonnna (CHO3C), maruduropamu 0OpaTHOTO 3aXBaTa
ceporonnHa u HopagpeHamuHa (MMO3CH), TpUIMKIMYECKHMH aHTHICIPECCAHTAMHU,
TpUunTaHamu, OynpeHOp(GHHOM), HpernapaTamMu, HapyLIAOMIMMKA MeTaboNnu3M CepOTOHHHA,
TakuMi kKak UMAO, nin aHTUTIICHXOTHYECKUMHU TIPEnapaTaMu JIM00 IpyTUMH aHTarOHUCTaMU
nodaMuHa, KOTOphIe MOTYT OKAa3bIBaTh BO3ICHCTBHE HA CHCTEMBI CEPOTOHHHEPTUYCCKOU
Heiporniepenayn (cM. pasaensi 4.3., 4.5.).

CUMIITOMBI CEPOTOHMHOBOTO CHHIPOMA BKIIOYAIOT M3MEHEHMs IICUXHMUYECKOTO COCTOSHHS
(HampuMmep, BO30YXKAEHHE, TaUTIOIMHAILINHA, KOMa), PACCTPOHCTBO BETECTATUBHON HEPBHOM
CHCTeMB! (HampHuMep, TaxUKapaus, JadmibHOCTh AJl, THHEepTepMHUs), HEPBHO-MBIIICUHEIE
HapyIIeHus (Harmpumep, rurneppedIieKcrs, pacCcTPOCTBO KOOPIHMHAIMH) U (M) CHMITOMBI
CO CTOpOHHI kenyaouHo-kummeuHoro tpakta (JKKT) (mampumep, TomHOTa, pBOTa, AHAPEs).
CepOTOHMHOBEIH CHHAPOM B cBoeil Hamboiee Tsokenoil ¢opme moxer HanmommHats 3HC,
KOTOprﬁ BKJIFOYA€T THUIICPTEPMUIO, PUTHAHOCTL MBIIUIL, ITOBBIIICHHAsA KOHILECHETpALUA



KpPEaTHHKMHA3bl B CBIBOPOTKE KPOBH, BEr€TaTHBHYIO HECTAOMJIBHOCTH C BO3MOXKHBIMU
OBICTPBIMH KOJIEOAHUSIMU XKM3HEHHO BAXKHBIX IMOKa3aTelell M M3MEHEHHWSMH IICHXHYECKOTO
cTaryca.

Ecnmun comyTcTByromee JieueHHE MAYJIOKCETMHOM M JIPYTUMH  CEPOTOHHHEPIMYECKUMH
IpemnapaTaMy, KOTOpbIE MOTYT OKa3aTh BO3JCHCTBUE HA CUCTEMbI CEPOTOHMHEPTHUECKOH H
(vmm) nmodaMuHEprudecko HeHpomepenayd, KIMHAYECKH MOKA3aHO, TO PEKOMEHIyeTcs
TIATEJIBHO HAOIONATh 3a COCTOSHHEM IIalleHTa, OCOOEHHO B Hauale JIEUEHUS U NpH
MOBBIIIEHUH JO3BL.

IIpemapatsl 3B8ep000s MPOABIPSIBICHHOTO

Ilpu omHOBpEeMEHHOM TPHMEHEHWU IYJIIOKCETHHA C PACTUTEIBHBIMH IIperapaTrami,
coJiep KaIMMu 3Bepo0Oii MPOIBIPSBICHHBIMN, MOBBIIIACTCS YaCTOTA PA3BUTHS HEKEIATEIBHBIX
peaxkuuii.

CynnunanbHOe TOBEICHUE
Menpeccuss u cenepanuz06aHHOe MPEBONCHOE PACCMPOLUCME0. BO BpeMs IENPECCUH

TOBBIIAETCSI PUCK BO3HUKHOBEHHUS! MbICIEH O CyHIuze, HaHEeCEHHs cebe MOBpEXAeHUN H
cynnuaa (CyHIUAAIBHOTO TIOBeAEHWs). JIaHHBIA pHCK COXpaHSeTCs [0 HACTYIUICHHS
3HAYUTENbHONU pemuccuu. IlockonbKy yiydlleHHe MOKET He HacTylaTh B TE€UEHHE NEPBBIX
HECKOJIBKHX HEJNelb JICUCHHUs] MJIM JOJIbIIe, ClielyeT TIIATEIbHO HaOJIoAaTh 3a COCTOSHHEM
MAUEeHTOB JI0 TeX MOp, TOKA YIIydIIeHHe He HacTynuT. Kak mokaseiBaeT oOmuii KITMHIYECKUH
OIIBIT, PUCK CYNIIM/A MOXKET YBEJIMUMBATHCS HA PAHHHX ATallaX BOCCTAHOBIICHUS.

Jpyrue ncuxuuyeckue COCTOSHMS, A JIEYEHUS KOTOPBIX HAa3HA4aroT IYJIOKCETHH, MOTYT
TaKKe OBITH CBSI3aHBI C MOBBIIIEHHBIM PUCKOM CYHIMAANBHOTO MoBeaeHus. Kpome Toro, atu
COCTOSIHUSI MOTYT COIYTCTBOBAaTh OOJIBIIOMY JETPECCUBHOMY paccTpoiicTBy. [TosTomy mpwm
JICYCHHUH TAIMEHTOB C JPYTHMH IICHXHYECKUMH COCTOSHUSAMHE CIIeqyeT cOOJII0ONaTh TaKue jKe
MepBI IPEAOCTOPOKHOCTH, UTO U TIPH JICUEHUH MALIUEHTOB C Aenpeccueil.

Y CTaHOBIICHO, YTO MALMEHTH C CYHUIUIAIbHBIM IOBEJCHHEM B aHAMHE3€ WIIM MALKEHTHI, Y
KOTOPBIX HAOIIOMAINCh MBICITH O CYHIIH/IC 10 HAYAJIa JICUCHUSI, TI0IBEPIKEHBI OOJIBIIEMY PUCKY
MOSBJIEHUS] MBICJIEH O CYMIIMJE WM CYHLIUAAIBLHOTO ToBeaeHus. HeoOXoauMo TIaTeabHO
CIIEJIUTH 32 COCTOSTHUEM TAKHUX ITAIIMEHTOB B TEYEHHE BCETO MIEPUO/IA JICUCHHs. AHAIUTHYCCKIE
0030pbI Pe3yJIbTATOB Psifia UCCIIEAOBAHMN C MPUMCHEHUEM aHTUACIPECCAHTOB JJIsl JICUCHHS
MCUXUYECKUX PACCTPOMCTB YKA3bIBAIOT HA IOBBIIIEHHBIH PUCK Pa3BUTHs CYHIMIATBHBIX
MbICIel W (W) CYWMIMIAIbHOTO MOBEACHUS Yy MANHEHTOB MIajuie 25 JeT, MOTydYarolnx
AHTHUJICTIPECCAHTBI, IO CPABHEHUIO C TAIMEHTAMH TOM YK€ BO3PACTHOM IPYIIITBI, OTYYarOIIAME
miane6o.

Crnydan MOsIBJIEHHSI MBICJIEH O CyHLUAE M CYHUIUJAIBHOIO MOBEIEHHUS OTMEYalUCh B XOJE
Tepanuu AyJIOKCETHHOM HMJIM BCKOPE MOcJe OTMEHBI Tepanud (cM. pa3zaen 4.8.).

Ha panHmx sTamax nedeHHs, a TakkKe IMOCIEC W3MEHEHHUS 03Bl HEOOXOAMMO TIIATEIBHO
HAOJFOIaTh 32 COCTOSIHUEM ITAllMCHTOB, B OCOOCHHOCTH TEX, KOTOPBIC OTHOCSATCS K TPYIIIe
BBICOKOTO pucKa. [lanneHTOB (M JHI, OCYLIECTBIAIOUIMX YXOX 3a MAalieHTaMH) cieayeT
MpeayNpeanTh 0 HEOOXOIMMOCTH BECTH HAOJIOJCHHE 32 COCTOSIHHEM Ha IMpPEIMET JI000To
KJIIMHUYECKOT0 YXY/IIICHHUS, TIOSBJICHUS CYUIMIaIbHOTO TIOBEASHHS UITU MBICJICH O CYHIIUE U
HEOXKUJIAaHHBIX M3MEHEHHI MOBEACHHUS, a TAKKe 0 HEOOXOJUMOCTH HEMEJICHHOTO 00pamieH s
32 MEIUIIUHCKOM MTOMOIIBIO MIPH MOSBICHUH TAKUX CHMITOMOB.

bonesas ghopma nepugpepuuecxoii ouabemuyeckoti netiponamuu: XKaK W TIPH TPUMEHEHUH
JOPYTMX  JIGKapCTBEHHBIX CPEJICTB C  IIOXOXKHMM  (DapMakoJIOTHYECKUM  JeiicTBHEM
(aHTHOETPECCaHTHl), B XOJ€ TEPANHH AYJIOKCETHHOM HIIM BCKOPE MOCIE OTMEHBI TEPaNHH
OTMEUYAJIUCh OTACIbHBIC CIy4ad IOSABICHUS CYUIUNAIBHBIX MbICICH M CyMIUAAIBHOIO
noBesieHnst (MHGopmarmio o (akTopax pHCKa IMOSBICHHS CYUIHAAIBHOTO MOBEICHUS IPH



JIETIPEeCCuy CM. BbIle). Bpaun no/mkHbl yOequTh MaleHTOB co00maTh 000 BCEX TPEBOXKHBIX
MBICIISIX MM YyBCTBaX B TI000€ BpeMsl.

[IpuMeHeHue y ieTeld 1 moaPOCTKOB Miajme 18 ger

JlyloKceTrH He JOJDKEH NPHMEHSTHCS Ul JeYeHHs JeTedl M MOAPOCTKOB Mianue 18 jer.
CynuuaanbHoe MoBefeHHe (HMOMBITKH CyMIUAa W CYUIHIAIbHBIE MBICIH) U BpaxaeOHOCTh
(TmaBHBIM 00pa3oM arpeccusi, ONIO3WIMOHHOE IIOBEAEHHWE, T'HEB) B XOJAE KIMHHUYECKHX
HCCIIeI0BaHNH Yalle HaOII0JalliCh Y AeTel U IMOJPOCTKOB, IPUHUMABIINX aHTHIETIPECCAHTEI
(o cpaBHEHHMIO ¢ rpynIoi mianedo). Jloarocpoynsle JaHHbIC, Kacarolluecs BIUSHUSA Ha POCT,
CO3peBaHNe, KOTHUTHBHOE M MTOBEJCHYCCKOE Pa3BUTHE OTCYTCTBYIOT (cM. pazzen 4.3.).

KpoBoreuenus
Co0011a10ch 0 HApYIICHUAX, CBI3aHHBIX C KPOBOTCUCHUEM, TAKMX KaK SKXUMO3bI, MypIypa |

kpoBoteuenus B XKKT, B cs3u ¢ npumenerneM CYO3C u MO3CH, B ToM ymcie 1yJI0KCeTHHA.
JlylloKceTHH MOXKeT TIOBBINIATH PUCK Pa3BUTHS MOCICPOTOBOTO KPOBOTEUCHHS (CM.
paszen 4.6.). IIo3TOMy IYTOKCETHH CIEAYeT C OCTOPOXKHOCTBIO NMPUMEHSATH Y MALHEHTOB,
HNPUHUMAIOIINX AaHTUKOATYJISIHTBI U (MJIH) JIEKapCTBEHHBIE IIPEeMapaThl, BIUAOLHME HA GyHKINH
TPOMOOLIMTOB  (HAIpUMeEp, HECTEPOUHbIC IPOTHBOBOCHIAIHUTEIbHBIC —IIpernaparbl WM
alCTWICAIULWIOBAs KUCJIOTa), M Y MAlMEHTOB C YCTAaHOBJICHHOH CKJIOHHOCTBIO K
KPOBOTECYEHHUSIM.

l'unonatpuemus
OTMeyanuch ciaydad THIIOHATPUEMHUH, B TOM YHCJIE CO CHIDKEHUEM COJAEp)KaHUs HaTpus B

CBIBOPOTKE KpoBH MeHee 110 Mmoib/in). [MnoHnatpremMuss MOXeT ObITh CBSi3aHA C CHHIPOMOM
HealleKBaTHOM cekpernu aHTHAMypeTrndeckoro ropmona (CHC A/ITY). BonpmmHCTBO U3 3THX
Clly4aeB OTMEYAIIHCh Y MALHEHTOB MOKHIIOT0 BO3PAcTa, 0COOEHHO B COUETAHUHU C H3MEHEHHEM
BOJIHOTO OajiaHCa B HEJaBHEM aHAMHE3€ WIIM COCTOSHMEM, NPEAPacloaraloliiM K TaKoMYy
U3MEHEHHUIO.

CremyeT TPOSBIATH OCTOPOXXHOCTh IPU JICUCHWH MAIMCHTOB C MOBBIIICHHBIM PHCKOM
pa3sBUTHA TUINOHATPUEMHHM, HAaIpUMep, IMAlUMEHTOB IIOXKWIONO BO3pacra, IALIUCHTOB C
UPPO30M, 00€3BOKMUBAHUEM HIIM NMALUEHTOB, IPHHUMAIOIINX ANYPETHKH.

OTMeHa JIeUeHUst

IIpu npexpamienny 1e4eHns, 0COOEHHO B CITydae pe3KOoH OTMEHBI IIperapara, 4acTo BOZHHKAIOT
CHMIITOMBI CHHJIPOMa «OTMEHBI». B KIMHHYECKHX HCCIIeJOBAaHUIX HEXKeIaTelIbHbIEC PeaKiny,
HaOmoaeMbple TIPH PE3KOil OTMEeHe Tpemapara, BO3HHUKAIM NpuOIM3uTedapHO y 45 %
MaNUEeHTOB, MONYYaBIINX TYJIOKCETHH, U y 23 % MaIueHToB, IOIyYaBIINX Iutane6o. Puck
pa3BHUTHS CHHJpPOMa «OTMEHBI», HaOiomaemoro mpu mnpekpamieHnn npuema CHUO3C u
NO3CH, MOXeT 3aBHCETh OT HECKOJIBKUX (haKTOPOB, BKIOYAs IPOAOIKUTEIBHOCTD IPUEMa 1
703y TIperapaTa, a TaKKe OT CKOPOCTH CHIDKEHMs 103bl. HamOosee pacrpocTpaHEHHBIE
peakuuu mnepeducieHsl B pazgene 4.8. Kak mpaBuiio, peakuuu, CBSI3aHHbIE C OTMEHOH
npernapara, NpOSBISAIOTCS B JIETKOH MO0 yMEPEHHOH CTENEHH, ONHAKO Yy HEKOTOPBIX
MaMeHTOB MOTYT IPOTEKATh TsDKeTI0. CHMITOMBI CHHAPOMA «OTMEHBD» OOBIYHO BO3HHUKAIOT B
TEUeHNE NMEePBBIX HECKOJBKHUX JHEH MociIe OTMEHbI JICYEHHs U IPOXOST CAMOCTOSTENIBLHO B
TeyeHHe 2 HeZelb, XOTA Y HEKOTOPBIX JIML[ MOTYT COXPaHATHCS aojblue (2—3 Mecsua Wiu
6onee). B oueHb peaKHX CiTydasx CHMITOMBI CHHAPOMA «OTMEHBD) Pa3BUBAJINCH Y MALIUCHTOB,
CIly4aliHO TPOIYCTHBIIMX 103y. IIpm mpekpaiieHny JedeHUs PeKOMEHIYeTCsl ITOCTEIEHHO
CHI)KAaTh 03y [YJIOKCETHMHAa Ha IpPOTSDKCHUM HE MeHee 2 Helenlb, B COOTBETCTBHU C
MOTPEOHOCTAMH MAIIEHTOB (cM. paszzaen 4.2.).

JIna noKunoro Bo3pacra

JlaHHBIE O IPUMEHEHHH JYyJIOKCEeTHMHA B 03¢ 120 MI' y NanueHTOB MOXKWIJIOrO BO3pacra ¢
Jenpeccueil W TeHepalu30BaHHBIM TPEBOXKHBIM pacCTPOMCTBOM orpaHuueHsl. Cremyer
IPOSBIIATH OCTOPOXKHOCTh NPH JICYCHUM NAMEHTOB IOXKUIOTO0 BO3pacTa IyJOKCETHHOM B
MaKCUMAJIBbHBIX J103aX (cM. pazaenst 4.2., 5.2.).




AKaTn3us/IICUXOMOTOPHOE BO30YKACHHE

IIpumenenne  gymokceTwHa  OBUIO  ACCOLMMPOBAHO € pa3sBUTHEM  aKaTH3HU,
XapaKTepU3yIOIeHcs: CyObeKTHBHO HENPHUSTHBIM I PacCTPauBaIOIIAM BO30YXKICHHBIM
COCTOSIHUEM U TOTPEOHOCTHIO B JBM)KCHHH, YacCTO COIPOBOXIAIOLICHCS HECIIOCOOHOCTHIO
CIIOKOHHO CHJETh WIIM CTOSTh. E€ BO3HMKHOBEHHE HamOojee BEPOATHO B TEUEHHE MEPBBIX
HECKOJBKMX Hezenb jedeHus. [lanmueHTaM, y KOTOPBIX pa3BUBAIOTCA TAKHE CHMIITOMBI,
HIOBBILICHUE O3Bl MOKET HAaHECTH BpE/l.

JlekapcTBEHHBIE Mpenaparsl, CoAeprkaniie JyIT0KCETHH

JIyJlIOKCeTHH TPHMEHSeTCSl TMOJA Pa3HBIMH TOPTOBBIMH HAMMEHOBAHHSAMH II0 HECKOJIBKUM
MOKa3aHUsAM  (JIedeHHe OoyieBoM  (GOpMBI  IHAOETHYECKOH HEHWpOomaThuy, JeNpeccuH,
TeHepaIM30BaHHOTO TPEBOXKHOTIO PACCTPONCTBA U CTPECCOBOro Hefep:kaHus Moun). Ciemyer
n30eraTb OJJHOBPEMEHHOTO ITPUMEHEHUSI IPETIapaToB, COASPIKAIIIX TYTOKCETHH.

T'enarut/moBEIIIEHNE AKTUBHOCTH ()EPMEHTOB TIEYCHH B IIa3ME KPOBH

IIpy npuMeHeHHH IyJIOKCETHHAa OTMEYAINCh CIIydaW MOPaXXEHHs IIeYeHH B TOM 4YHCIE C
BBIP2)KCHHBIM TIOBBILICHHEM aKTUBHOCTH (epMeHToB mneuenu (Oomee dem B 10 pa3 mo
CpPaBHCHHIO C BEpXHEW TpaHHICH HOPMBI), rematuTa W xKenTyxu (cMm. pasmen 4.8.).
BonbIIMHCTBO M3 HUX BO3HUKAJIM B TEYCHHE IEPBBIX MECSIIEB JiedeHNs. [IoBpexIeHne edeHu
HOCWJIO, TJIaBHBIM 00pa3oM, TeNaTOLEUIIONAPHBIA Xapaktep. JlyJOKCeTHH ClefyeT ¢
OCTOPOJKHOCTBIO Ha3HAuYaTh MAI[MCHTaM, IOJYYalOIIMM JPYrUe JIeKapCTBEHHbBIC CPE/ICTBA,
KOTOPBIE MOTYT HOBJIUSTE HAa COCTOSTHHE ITCUSHU.

CexkcyanbHasi TUCHYHKINSA

IIpuem CUO3C/MO3CH MoryT BBI3BIBaTH CHMITOMBI CEKCYyalIbHOM TUCHYHKIHNA (CM. pa3aesn
4.8.). Coobmanoce O UIMTENBHOH CEeKCyalbHOH MUCOYHKIHH, CHMITOMBI KOTOPOIt
coxpaHsutick 1 nocie npekpanienus npuema CUO3C/MO3CH.

BcnomorarensHble BELIECTBA

Caxaposa

[NaneHTaM € peIKO BCTPEUAOIIEHCS HACIEACTBEHHOH HENEPEeHOCHMOCTBIO (PYKTO3BI,
IITI0K030-TAJIAKTO3HOH MasibabcopOLueit mim AeUIMTOM caxapas3bl-MU30MalibTa3bl HE CIEAyeT
MIPUHUMATh JAHHBIN J€KapCTBEHHBIN Ipenapar.

4.5. B3auMmopneiicTBHE € JAPYrHMH JIEKAPCTBEHHBIMH MNpenapaTaMu W [pyrue BUABI
B3aHMoOJ el cTBUS

HUMAO

W3-3a pucka pa3BHTHS CEpOTOHMHOBOI'O CHHJIPOMA JIYJOKCETHH HE CIIEAYeT NPHMEHSTH B
komOuHanuu ¢ UMAO u B TeueHue, Kak MUHHUMYM, 14 IHEH mocie mpeKpamieHus JTeYeHus
MMAO. OcHOBBEIBasiCh Ha NPOAODKHTENLHOCTH TIepHoAa HoiyBeIBeneHHs: u3 kposu (TY%2)
IYJIOKCETHHA, CIeyeT CIeaTh epephiB, Kak MUHUMYM, Ha 5 JTHEel 1ocie OKOHYaHUs pueMa
nyJaokceTuHa nepen npuemom MMAO.

He cnemyer omHOBpeMEHHO NMpHMEHATH MyJIOKCEeTHH U cenekTuBHble IMAQO obpatumoro
JIeWCTBUs, TakWe Kak MokjoOemwun. IlarpeHTaMm, IPHHUMAIOIINM MYJIOKCETHH, HE CIeIyeT
Ha3HaYaTh aHTHOMOTHK JIMHE30JH/, T. K. OH siBJsgeTcss HeceneKTuBHBIM MAQO obparumoro
JelcTBus.

HNurudurops! nzopepmenra CYP1A2

B cBmu ¢ Ttem, uro m3opepment CYPLA2 yuactByer B MeTaboim3Me JIyJOKCETHHA,
OJIHOBPEMEHHBIH IPHEM JYJIOKCETHHA C IMOTCHUHAIBHBIMH WHTHOMTOpaMH H30(EepMEeHTa
CYP1A2, BeposTHO, TpPHUBENET K MOBBIMICHUIO KOHICHTPAIlMH TYJIOKCETHHA. MOIIHBII
nunruourop usopepmenta CYPLA2 ¢myBokcamut (100 Mr oguH pa3 B IeHb) CHI)KAI CPEIHUM
TUIa3MEHHBIH KIMPEHC MyJNOKCEeTHHA MPpUMepHO Ha 77 % ¥ yBeIM4YMBall 3HAUCHHE MTOKa3aTeNs
«UIomafb TOJ KpPUBOH «IIa3MEHHas KOHIEHTPAMA-BpeMs» C MOMEHTa MpHeMa J0
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MoCyIe/IHel orpeessieMol KOHICHTpalui Bo BpeMeHHoi Touke t» (AUCo+) B 6 pa3. Takum
o0pa3oM, He CliefyeT MPUMEHATh TYJIOKCETHH OJAHOBPEMEHHO C MOLIHBIMH HHIMOUTOpaMu
nm3opepmenta CYPLA2 (manpumep, diayBokcamun). Cienyer coOm0maTh OCTOPOKHOCTD TIPH
NPUMEHEHUH JyJOKceTHHa ¢ uHruburopamu wuzodepmenrta CYPLA2 (mampumep, c
HEKOTOPBIMU XUHOJIOHOBBIMU aHTHOMOTUKAMH) M PACCMATPHBATh BO3MOXKHOCTH PUMEHEHHS
MEHBIINX JI03 TyJIOKCETHHA.

IIpenapatsl, BIUAONINE HA IICHTPAIbHYIO HEPBHYIO CHCTEM HC

Puck ogHOBpEMEHHOro TpPUMEHEHUs! IyJIOKCETWHAa C JPYTMMM TIpernapaTtamMu, aKTHBHO
BiustforMu Ha LIHC, cuctemarnueckn He n3ydanucs, 3a HCKIIOYEHHEM CIydaeB, OMMCAHHBIX
B JaHHOM paszgene. Ciienyer NposBISATE OCTOPOKHOCTh NP IPHMEHEHHH IyJIOKCETHHA
OJIHOBPEMEHHO ¢ JPYIHMH IIpernapaTtaMy U cpenctBami, Biaustommmu Ha ITHC, ocobenHo ¢
TeMH, KOTOPbIE UMEIOT CXO0XKHI MEXaHU3M JeHCTBUS, BKIFOUAst 3TAHOT M CEAaTHBHBIE CPEICTBA
(6benzonmazenuHel, MOPOUHOMHUMETHKH, aHTUIICUXOTHKH, (eHobapOuTan, cenaTHBHEBIC
aHTUTUCTAMUHHBIE TIpenapatrsl). OAHOBPEMEHHOE MPUMEHEHHE C APYTUMH MpernapaTami,
oOagaromyMu cepoToHHHEpriudeckuM aeiicteueM (Hampumep, MO3CH, CUO3C, Tpuntasst
U TpaMajioll), MOKET IIPHBOJIUTE K Pa3BUTHIO CEPOTOHHHOBOTO CHHIPOMA.

CepoTOHMHOBEIN CHHJIPOM

B pemkux caywasx mnpu oaHoBpemeHHoM mnpumeHenun CHO3C u HO3CH c
CEPOTOHMHEPIMYECKUMU TIperapaTaMi HaOJII0AaJICsS CepOTOHMHOBBINA cuHIpoM. Heobxomumo
cOONIoNaTh  OCTOPOXXKHOCTh ~ ITIPH  INPUMEHEHHWH  TYJIOKCETHHa  OJHOBPEMEHHO  C
CepOTOHMHEeprudeckuMu mpenapatamu, Takumu kak CHUO3C, MO3CH, Ttpumukindeckue
AQHTUIETIPECCAHTHI (KIOMHUIIPaMHUH WK aMuTpuntiuimg), UMAO (Hanpumep, MokimobeMu nu
JMHE30JIUA), Tpenapatel  3Bepo0Os  HPOJBIPSBIECHHOrO, BeHIa(aKCHH, TPHIITAHHI,
OynpenopduH, TpaManoi, IETHAUH U TpUOTODaH.

BausHue 1ynoKceTHHA Ha IPYrUe NpenapaTsl
Ipenapamei, memabonuzupyrowuecs usogpepmenmom CYPLA2

OnHOBpeMEHHOE IpUMEHEeHHe IyilokceTHa (60 Mr JBa pa3a B CyTKH) HE OKa3bIBaJIO
3HAYUTENBHOTO BIMSHMA HA papMaKOKMHETUKY TEO(QHIUINHA, KOTOPBIH SBIAETCS CyOCTpaToM
CYP1A2.

Ipenapamwi, memabonuzupyrowuecs uzogpepmenmom CYP2D6

JynokceTnH siBisieTcsi yMepeHHbIM HHruoutopom usopepmenta CYP2D6. Ilpu mpueme
JyJIOKCeTHHa B 03¢ 60 M /iBa pa3a B CYTKH OJHOBPEMEHHO C OJHOKPATHBIM IPHEMOM
nesunpamuHa, cyocrpara wnszodepmenta CYP2D6, 3HaueHns 1uromaam mox  KpUBOI
«koHueHTpauus-spems» (AUC) nesunpamuHa nosbimanick B 3 pasa. OHOBpEMEHHbIH NpHeM
nynokceruHa (40 mr 1Ba pasa B cyTku) nosbimai 3uadennsi AUC tonrepoanua (2 mr 1Ba pasa
B cyTkd) Ha 71 %, HO He OKa3blBal BIWSHUS Ha (hapMakOKUHETHKY €ro akTHBHOrO 5-
TUJIPOKCUMETa00IINTa, TIO3TOMY KOPPEKIMHU 103bl He TpeboBaiock. Takum oOpa3oMm, cieayer
HPOSIBIATH OCTOPOXKHOCTh IIPH NPUMEHEHHH IyJOKCETHHA C IIpenapaTamu, KOTOpbIE B
OCHOBHOM MeTabommupyrorcss ¢ rmomompbio  m3odpepmenta CYP2D6  (pucnepuioH,
TPULUKIINICCKUE AHTUACIIPECCAHTEI, TaKue KakK HOPTPUIITUIINH, AMUTPUIITUINH nu
HMHIIPAMUH), OCOOCHHO €CIM OHH HMEIOT Y3KHIl TepameBTHUECKHH HHIACKC (Hampumep,
¢rexanHU, nporadeHOH U METOIPOJION).

HUneubumopwl uzopepmenma CYP2D6

Tak xak nzodepment CYP2D6 yuactByeT B MeTaboiau3Me AyJOKCETHHA, OJHOBPEMEHHOE
NpUMEHEeHHe [yJIOKCEeTHHAa C MoUHbIMH wuHrHOuTopamu wuzodepmenta CYP2D6 moxer
MPUBECTH K MOBBIICHNIO KOHIIEHTpauy ayjokceTiHa. [TlapokcernH (20 Mr ofuH pa3 B CyTKH)
CHIKaN CpelHUI KIMpeHe AylokceTuHa npuMepHo Ha 37 %. [Ipu npuMeHeHun qynoKceTHHa
¢ wunrubutopamu m3odepmenta CYP2D6 (manpumep, CHUO3C) crmemyer cobmoaaTh
OCTOPOKHOCTb.

Koumpayenmueul 01 npuema 6nympbo u opyaue cmepouoHvle npenapamal

8



PesynpTatThl nccienoBaHui, NPOBEACHHBIX B YCIOBUAX in vitro, CBHUJIETEJILCTBYIOT O TOM, YTO
OYJTOKCeTHMH HE HWHAYLHPYET KaTalUTHYeCKyl akTuBHOCTh wu3odepmenta CYP3A.
Crenuduyeckre HCCICIOBAHUS JICKAPCTBEHHBIX B3aUMOJCHCTBHII B yCIOBHsAX iN VIVO He
IPOBOJIMIIHCH.

Aunmuxoazynsinmel u anmumpombomuuecKue npenapamol

B cBa3M ¢ mMOTEHIWANBHO TOBBIIICHHBIM PHCKOM KPOBOTCUYCHHUH, CBS3aHHBIX C
(hapMaKOTMHAMUYECKUM B3aMMOJICHCTBUEM, HEOOXOIMMO MPOSBIATH OCTOPOKHOCTH TPH
OJHOBPEMEHHOM IPHMEHEHHHU JYJOKCETHHA ¥ aHTHKOATYJITHTOB WIIM aHTHTPOMOOTHYECKUX
npenapatoB. Kpome Toro, mpum OTHOBPEMEHHOM NPUMEHEHHH IYyJOKCETHHA W BapdapuHa
MOBBINIANIOCH 3HAYCHUE MEXKIYHAPOJHOTO HopManu3oBaHHoro otHorreHus (MHO). Tem He
MeHee, OJTHOBPEMEHHOe NpHUMEHEHHEe TYJIOKCeTHHA U BapdapHHa B CTAOWIBHBIX YCIOBHAX Y
3IOPOBBIX JOOPOBOJIBIIEB B paMKaX KIIMHUYECKOTO HCCIeI0BaHUS (DapMaKOJIOTHH HE BBISIBUIO
KIIMHUYECKH 3HAUMMOTo u3MeHeHHus mnokazarens MHO ot cpenHero wuiau u3MEHEHUS
(hapMaKOKMHETHKH MPaBO- UM JIEBOBPAIIAIOIIETO H30Mepa BapdapuHa.

Bausnue APYTUX NpernapaToB HA AYJIOKCETUH
AHmauu()bz u anmazonucmol Ho-eucmamunoswix peyenmopoe

OnHOBpEeMEHHOE IPHMEHEHHE TYJIOKCeTHHA U aJlFOMUHHMI-, MarHUICOJIepIKaIlUX aHTAlUI0B
WIH JAyJOKCeTMHAa W ()aMOTHAMHA HE OKa3bIBAJIO 3HAYMTEIBHOIO BIUSAHHMA HAa CTENEHb
abcopOUUH TyJTOKCETHHA ITPH PUMEHEHHUH 10351 40 MT.

HUnoyxkmopuwr uzogpepmenma CYPLA2

IonyasauoHHbIH (papMaKOKHHETHUECKUH aHAIU3 OKa3all, YTO, 110 CPABHEHHUIO C HEKY PALIMH
HalMeHTaMH, y KypsAIUX NalMeHTOB KOHUEHTPaIMs AyJOKCETHHA B IJ1a3Me KPOBU IOYTH Ha
50 % Hmxe.

IIpenapamul, 6 6bICOKOI CMEneHU CéA3bIBAIOWUECS C OETKAMU NAA3MbL KDOBU

JIynOKCEeTHH B 3HAYMTEIBLHOM CTENEHH CBs3bIBACTCA C Oenkamu Iwia3mbl kpoBu (> 90 %).
TlosTOMy IpUMEHEHHE MyJIOKCETHHA Y MallMeHTa, KOTOPBIA MPUHUMAET APYroi mpermapar, B
BBICOKOH CTEIEHH CBA3BIBAIOIIMICS C OEnKaMH IUTa3Mbl KPOBH, MOXET MPHBECTH K
MOBBIIICHHUIO KOHIIEHTPAIMU CBOOOAHBIX (hpaKiuii 000MX Mpenaparos.

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTDb M JIAKTALUS

bepemenHocTh
HccnenoBannsi Ha >KUBOTHBIX TOKa3alHd PENPOAYKTHUBHYIO TOKCHYHOCTh HPU CHCTEMHOM

3KCTIO3UIUN HUKE MAaKCUMAJIbHON KIMHUYIECKOM.

B CIIA wu EBpore ObUTH NMpOBEACHBI J1Ba HAOJIIOJATEIBHBIX HCCICIOBAHUSA, PE3yJIbTAThI
KOTOPBIX IIOKa3aJd, 4YTO TNpPH MIpUeMe AYJIOKCETHHA MXCHIIMHAMU B IIEPBOM TPHMECTpE
OepeMEHHOCTH PHCK BOZHUKHOBEHHS CEPhE3HBIX BPOXKICHHBIX IOPOKOB Pa3BUTHS Yy IUIO/A HE
noBbImaetcs. [Ipy 3TOM B OTHOMICHUH CHICIIU(DUUCCKUX TIOPOKOB Pa3BUTHS, TAKAX KaK MIOPOKH
cepna, ONpeeIeHHBIX PE3YJIbTaTOB MOIYy4YeHO He ObLIO.

B eBpoIelCKOM HCCIIEOBaHUM NPUMEHEHUE IYJIOKCETHHA y OEpeMEHHBIX JKCHIMH Ha
MO3JHUX cpoKax OGepeMeHHOCTH (1ocie 20 Hemenu recTanyy) ObUIO CBSA3aHO C HOBBIIICHUEM
pHCKa TPEXKIEBPEMEHHBIX POJIOB (PUCK MOBBINIAJCA He Ooyiee, 4eM B JBa pasa, 4TO
COOTBETCTBYET IPUMEPHO 6 JOMOIHUTEIBHBIM CIIy4asiM Pa3BUTHUS IIPEKACBPEMEHHBIX POJIOB
Ha 100 >keHIHH, TOTyYaBIINX JyJTOKCETHH Ha ITO3JHAX CPOKaX OepeMeHHOCTH). bonpmmHCTBO
Clly4aeB MNPEKAEBPEMEHHBIX pPOJOB Obuth Ha 35-H m 36-if Hemensix OepeMeHHOocTH. B
uccnenoBanuy, nposeaeHHoM B CLIA, mogoOHas 3aKOHOMEPHOCTh HE Ha0II0aaach.

Jlanusie uccnenoBanus, nposereHHoro B CIIIA, cBUIETENBCTBYIOT O NOBBIIIEHHOM PHUCKE
MOCJIEPOZOBOTO KPOBOTEUECHUsI (MEHEee 4eM B J[Ba pa3a) y JKEHIIMH II0Cie HPHUMEHEHHS
JIyTOKCETHHAa 3a MeCSIl 10 POAOB IO CPaBHEHMIO C JKECHIIUHAMM, HE TNPUHHMAaBIIMMHU
JIYTIOKCETHH 3a MECSIII 10 MPEANONaraeMbIX POJIOB.
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OnueMHONOTHYECKUE JAHHBIE CBUJIETENBLCTBYIOT 0 ToM, uTo mpuMmeHenne CHO3C Bo Bpems
OGepeMEeHHOCTH, B OCOOEHHOCTH Ha TO3OHUX CPOKAaX, MOXKET YBEIUYUBATH PHCK
nepcucTupyiomeil JjerodHoil rumepreHsun HoBopoxiaeHHBIX ([IJIFH). Hecmorps Ha
OTCYTCTBHE HccaefoBaHuil mo usydenuto B3aumocBszu IIJIIH u npumenenns CHO3C,
MNOTEHIMANBHBIH PHCK HE MOXET ObITh WCKIIOUEH, YYHWTHIBas MEXaHHW3M JAeHCTBHA
IyJTOKceTHHa (HHruOupoBaHue 0OpaTHOTO 3aXBaTa CEPOTOHNHA).

Kak ¥ mpu nmpuMeHEeHHH ApYTHX CEPOTOHHHEPIHYECKHX IPenaparoB, CHHIPOM «OTMEHBD)
MOJKET HaOJIOJAThCsl Y HOBOPOXKIEHHBIX B ClIydae NMPUMEHEHHUS JYJIOKCETHHA MaTepbio Ha
MO3JJHEM CPOKE OEpEeMEHHOCTH.

CHHIIPOM «OTMEHBI» BKIIIOYAET CIEAYIOIINe CUMIITOMBI: CHIKeHHe AJl, TpeMop, CHHIPOM
MOBBIIICHHOH HEPBHO-PEIICKTOPHOI B030YyMMOCTH, TPYAHOCTH KOpMJICHUS],
PEeCIHMpPAaTOPHBIN JUCTPECC-CHHAPOM, CyAOPOTH. BOIBIIMHCTBO CHMITOMOB HAOIIOJAIOCHh BO
BpEMs1 POJIOB WIIU B NIEPBHIE HECKOJIBKO JHEH IOCIIE POJOB.

Ipemapat [lynokceHTa cieqyeT Ha3HA4aTh BO BpeMs OEPEMEHHOCTH TOJIBKO B TOM CIlydae,
€CJIM MOTEHLIMAIbHAS OJIb3a UL MaTePU 3HAYUTENILHO MPEBBILIACT MOTCHIUATIBHBIA PUCK TS
wiona. IlanMeHThl JOJDKHBI OBITH MpPEIYNPEXICHbI, YTO B Cilydyae HACTYIUICHUS WA
TUTAaHAPOBAHMS OEPEMEHHOCTH B IIEPHOJ JICYCHHUS TyJTOKCETHHOM, UM HEOOXOANMO COOOIIUTD
00 3TOM CBOEMY JieHallieMy Bpady.

JlakTamms

JIyJOKCeTHH TPOHUKAET B IPyJHOE MOJIOKO B OYCHb HEOONBINIUX KOJMYecTBaX. MitajeHel
nosrydaet okosno 0,14 % no3bl, moaydyeHHOH Marepblo. BBHIY TOro, 4To HET JAaHHBIX O
0e30IacHOCT TMPUMEHEHHs JAYJIOKCeTHHAa y TPYIOHBIX MIIAJCHIEB, HE PEKOMEHAyeTcs
KOPMJICHHUE TPY/IbIO BO BpEMs TEPAIUH TyJTIOKCETHHOM.

DepTUILHOCTh
B nccnenoBaHusIx Ha JKMBOTHBIX JyJIOKCETHH HE OKa3bIBa BIMSHUS HA PePTUIIBHOCTH CAMIIOB.

Bausaue Ha OpraHu3M CaMOK OBLIO BBISBIEHO TOJIBKO TIpU IPUMEHEHUHU 103, OKa3bIBAIOIIUX
TOKCHYCCKOC I[eﬁCTBPIe Ha OpraHusm GepeMeHme CaMOK.

4.7. BiusiHue HA CIIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPeACTBAMH U padoTarth ¢
MeXaHH3MaMH

HccnenoBanust BO3IEHCTBHSL AYJIOKCETHHAa Ha CIIOCOOHOCTH YHPABISATH TPAHCIIOPTHBIMH
CpeicTBaMM M pabOTaTh C MEXaHH3MaMM He MpoBoAuiMCh. IIpuem mpemapata JlynmokceHTa
MOXET OBITh CBSI3aH C DPa3BUTHEM CENAIlMM U TOJIOBOKpYXeHWs. llarueHTOB ciemyer
IpeayIpeauTh O TOM, YTO, €CJIM Y HUX BOSHUKHET Ce/laliyisl UM TOJIOBOKPY>KEHHUE, OHU JOJIKHBI
u3beraTb MOTEHIHAJIbHO ONACHBIX BHAOB JESITENBHOCTH, TaKHX KaK YHpaBJICHHUE
TPaHCIOPTHBIMHU CPEJCTBAMHU U paboTa ¢ MEXaHU3MaMHL.

4.8. HexxenateJbHble peakuu

Pesrome nnpoduiisg 6e300acHOCTH

Haunbonee 4acTo BCTPEYAIONIMMHUCS —HEOKEIATCIbHBIMU — PCAKIMSIMH Y  TAIUCHTOB,
NPUHAMAIOIINX TYJIOKCETHH, ObLIM TOLIHOTA, TOJOBHAS 00JIb, CYXOCTh CIH3HCTOH 000IOUYKH
MOJIOCTH PTa, COHJIMBOCTh W TOJNIOBOKpYXeHue. Tem He MeHee, OOJBUIMHCTBO OSTHX
HEXKEJATEeNbHBIX PeaKInii ObUTH JITKUMH M YMEPCHHBIMH, BOSHUKAIN B Ha4yaje TEPaIluK, U B
JanbHEHIIeM X BBIPAKEHHOCTh YMEHBILAIACK.

TabnuyHoe pe3roMe HeKeNaTeNbHBIX PeaKIni
Hwxe mpencTaBineHbl HeXenaTeNbHbIE PEaKIy M OTKIIOHEHHS B JTA0OPAaTOPHBIX MTOKA3aTEIsX,

OTMEUYEHHbIE B KJIMHMYECKUX MCCIENOBAaHUAX U (WJIM) B IOCTPETUCTPALIMOHHOM IIE€PUOJE.
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HexenarenbHble peakiuu CrpynmnupoBaHbl B COOTBETCTBUH C IOPSAAKOM Ha OCHOBAaHWUU
CHUCTEeMHO-0praHHbIX KiaccoB (COK).

YacToTy BCTPEIAEMOCTH ONPEAEISIIN CIEMYIONNAM 00pa3oM:
ouensb yacto (> 1/10);

gacto (> 1/100

, Ho < 1/10);

Heyacto (> 1/1 000, mo < 1/100);

pexxo (> 1/10 000, xo < 1/1 000);
oueHb peaxo (< 1/10 000);
YacToTa HEM3BECTHA (Ha OCHOBAHMU MMEIOIUXCS JAHHBIX OLIEHUTH HEBO3MOKHO).

Ouenn Ouenn Yacrtora
Yacro Heuacro Peaxo
4acTo penko HeU3BeCTHA
HNudexnun 1 HHBA3HU
- \ - \ Jlapunrur | - -
HapymieHunst co cTOpOHbI HMMYHHOIi CHCTEMBI
- - - Anacdwunakru- -
yeckast
peakius
I'umepuys-
CTBUTEILHOCTh
OHIOKPHHHBIE HAPYLIEHHUS
- \ - \ - | l'unoTtupeos -
HapymieHnsi MeTa00/1M3Ma H MUTAHUS
- CHmxeHne I'uneprivkemus | O6e3BoXkuUBa- -
anrneTura (ocobOeHHO yacTo | HuUe
ormedaercst y | ['mmonaTpu-
MAIEHTOB c | emus
CaxapHbIM CHC AZII®
nabeTom)
Icuxuyeckue HApyIeHUs!
- Becconnnrma Cynnupnansasle | CynnuaaabHO -
AskuTanus MbIcn®’ ¢ noBeieHne’’
CHmxeHne Hapyuienue cua | Manus
buao Bpykcuzm lanmronuna-
Tpesora JlesopueHtanus | nuu
Hapymenue Anarus Arpeccuss u
oprasma spocts?
HeoGbrunbie
CHOBUJICHUS
HapymeHnnsi co cTOPOHBI HEPBHOIA CHCTEMBbI
T'onoBHas lomoBokpyxke- | Muokmnonndec- | CepoTOHHHO- -
6011B HUE KHe CyIOpOoTH BBl cunapom®
ConnuBocts | Jleraprus Axartuzus’ Cymoporu®
Tpemop HepBosnocts IIcuxomorop-
[Tapecre3us Hapymenue HOE
BHHMaHUS BO30YyxIeHHe’
Jucres3us DkcTpanupa-
Juckunesns MHJTHBIE
Cunapom paccrpoiicraa’
0eCIOKOHHBIX
HOT
CHmxeHne
Ka4yecTBa CHa

HapyuieHusi co CTOPOHBI OpPraHa 3peHust
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- Heuerkocth Munpuas I'mayxkoma -
3peHHUst VxynueHue
3peHust

HapymeHnusi co CTOPOHBI OPraHa ¢Jiyxa M JJaGMpUHTa

- llym B ymax® | Bepturo - -
Bboib B yiax
HapyuieHusi co cTOPOHBI cepaua
- Omyuienue Taxuxapaust - CrpeccoBast
cepaueduenus | Hamxemynouko- Kapauo-
Basi apUTMUs, B MUOIIATUSL
OCHOBHOM (xapawno-
¢bubprLTIIMS MUOTIATHS
npejcepanit Takomy60)
HapyuieHusi co CTOPOHBI COCY/10B
- INoBsImenue O6MOpOK? I'umepTronn- -
ALl Aprepuanbnas | ueckwuii kpusz>®
Tunepemus runeprensus>’
(BrITIOYAST OprocTaruuec-
«IIPUITHBBD») Kasi TUIIOTEH3UsI
IToxononanue
KOHEYHOCTEH
HapyuieHusi co CTOPOHBI AbIXaTeJIbHOI CHCTeMBbI, OPraHOB IPYIH
CpeoCTeHust
- 3eBoTa UyBcTBO WHurepcrunm- -
CTECHEHHUS B | aJbHAs
ropie 6one3np
Hocosoe nerkux
KpPOBOTEUCHHE D03UHOHITB-
Hast
ITHEBMOHHMS®
HapyuieHnsi co CTOPOHBI JKeJIYI0YHO-KHILIEYHOT0 TPAKTa
TomHoTa 3amop XKenynouno- CromaTur -
CyxocTb [uapes KHILIEYHbIE 3amax u30 pra
CITU3HUCTON Boxb B kuBOTE | KpoBOTeueHus' | [emaroxesus
000J104KH PBora Tactposntepur | Mukpockomnu-
nosnocty pra | Jucnencus OTpbDKKa ueckuif komut®
MeTteopusm I'actpur
Jucoarus
HapyuieHnsi co CTOPOHBI MeYeHH U jKeT4eBbIBOAAIIMX MyTeil
- Tenatut® ITeuenounas -
[ToBeimenune HEN0CTaTou-
AKTHBHOCTH HoCTB®
«meueHounsx» | Kenryxa®
(hepmeHTOB
(aJTaHUHAMUHO-
TpaHcdepasbl
[AJIT],
acrapTaTaMruHO-
TpaHchepasbl
[ACT],
IIEIIOYHON

¢docdarazer) B
1a3Me KpoBu
Octpoe
HOpaKECHHE
He4YeHU

Hapyuenusi co CTOPOHBI KOKH H MOJKOKHBIX TKaHeH
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- IloBeIeHHOE Hounoe Cunapom Kosxnprit
noTooTaeneHue | noroorneneHne | CruBeHca- BaCKYJIUT
Koxnast cpinp Kpanmsanma Jixoncona®
KonTtakTHbIi AHTHOHEBPO-
JIEPMaTUT THYECKUH
XO0JIOIHBIA IIOT orex®
Peaxmus
¢oroceHcnoOu-
JIM3aIHu
[ToBermenHast
CKJIOHHOCTh K
00pa3oBaHUIO
CHHSIKOB
HapynieHunst co CTOPOHBI MBIIIEYHOI, KOCTHOI U COeIHHUTEIHHOH TKAaHU

- CkenetHo- MpeimreaHoe Tpusm (cmasm | -
MBbIIIEYHAst O0NIb | HANPSDKCHUE JKEBATEJIbHBIX
Mpbl1e4HbIH MpbleuHbIe MBIIIIIT)
crasm CYAOpOTH

HapymieHnsi co cTOPOHBI MOYeK U MOYEBBIBOASAINUX MyTeii

- Huzypus 3anepkka MOYM | AHOMAIIBHBIH | -
(paccTpoiicTBO | 3aTpyAHEHHOE 3amax Mo4u
MOYEHCITyC- Havano
KaHMs) MOYCHCITyCKa-
Tonnaknypust HUS
(ydamieHHOE Hukrypust
MOYEHCITyC- IMonuypust
KaHue) CHmxeHne

II0OTOKa MOYH

Hapymemm CO CTOPOHBI pel’lpOHyKTl/lBHOﬁ CHUCTEMbI U MOJIOYHBIX KeJ1€3

- DpeKTuiibHas I'unekosnoru- CuMITOMBI -
mucyHKIUs YecKue MEHOMay3bl
Hapymenune KPOBOTEUCHHS TanaxTopest
ceMsAn3BepIKe- Hapymenue I'mnepmpo-
HUS MEHCTPYalbHOIO | JAKTUHEMUS
3anepixka LUKJIa TlocnepomoBoe
ceMsn3BepKe- CexkcyanbHast KpOBOTEUEHHE
HUS uChYHKIHSA 6
Bouib B snukax
OOmue HAPYLIEHHS] M PeaKIHH B MeCTe BBE/ICHHUSI
- [anenuns® Boxs B rpym’ - -
VroMiasieMocTh | AHOMAaJIbHbBIC
OLIYLICHUSI
Omynienne
X0J10/1a
Kaxna
O3H00
Henomoranue
Ouryuienue
Kapa
Hapymenue
MTOXOJIKU
JlaGopaTopHble H HHCTPYMEHTAJIbHbIE TaHHbIE
- CHIKCHHE VBenuueHue IToBbiieHNE -
Macchl TeJa Macchl TeJa KOHIIEHTPALUH
IloBbieHne XOJIECTEPHHA B
AKTUBHOCTH 1a3Me KpoBU
KkpeatrH(pocho-
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kuHa3sl (KOK) B
IUIa3Me KpOBU
[oBbItIeHNE
coJepiKaHus
KaJlusl B IUIa3Me
KpPOBH

! Criyuau cy10por 1 iyMa B ylIax Takke OTMEUYAIUCh U TIOCIE OTMEHbI TEPANUH.

2 Criyyau OpTOCTaTHYECKOH THIIOTEH3MM H 0OMOPOKa OTMEUAIMCh Yallle B Hauajle TepanuH.

3 Cwm. pasnen 4.4.

4 Crtyuau arpeccuy U ipoCTH OTMEYAITUCh OCOOEHHO B HAyalle JIeYeHUs JyJOKCETHHOM WIIM MOCTIE 3aBEpLIEHNUs
Tepamnuu.

5 Cityyau CyMIMIAIbHBIX MBICIEH MM CyMIMIATBHOTO MOBEAEHHS OTMEYAINICH BO BPEMs TEPAITHH LYJIOKCETHHOM
WM Cpa3y MOCIIE 3aBEPILICHHUS TePaIiH.

6 OueHouHas 4YACTOTA HEXENATENbHBIX PEAKIHi, COOOIIEHHS O KOTOPBIX ObLIM MOJYYEHBl B MEPHOJ
HOCTPErHCTPALMOHHOTO HAONIONEHNs, JaHHBIE PeaKliy He HaOIOfainch BO BpeMs MpPOBEACHHs IUIane6o-
KOHTPOJIMPYEMBIX KJIMHUYECKHX HCCIIE/I0BaHHIA.

" CTaTCTUYECKH 3HAYMMBIE OTIIMYHUS OT 1160 OTCYTCTBYIOT.

8 [Tajienus yare OTMEYANMCH Y MAMEHTOB TIOKUIIOT0 Bo3pacTa (> 65 ner).

® OrleHOYHAs YACTOTA HA OCHOBAHMH JAHHBIX BCEX KJIMHUUECKUX MCCIIE10BAHMUIA.

10 OneHo4HAas 4ACTOTA HAa OCHOBAHHH JAHHBIX TIAe60-KOHTPOIMPYEMBIX KITMHHYECKUX HCCIIEIOBAHMH.

Onucanue omoenbHbIX HedCelamenbHbiX peaKyuil

OTMeHa npueMa TyJoKCeTHHa (0COOEHHO pe3Kas) yalle BCEro NPUBOJUT K BOSHUKHOBEHHUIO
CHH/IPOMa «OTMEHbI», BKJIIOYAIOLIETO CICIYIOLINE CUMIITOMBI: TOJIOBOKPYKEHHE, CECHCOPHbIC
HapyIIeHHMs (BKJIIOYas MapeCTEe3HI0 MM OIIyIIEHHE yapa 3JIeKTPUIECKHM TOKOM, 0COOEHHO B
00J1aCTH rOJIOBBI), HAPYLICHHs CHa (BKIIIOYasi OECCOHHUILY U HEOOBIUHBIE (SIPKHE) CHOBHICHHS),
c11abocTh, COHIMBOCTD, AXKUTALMIO MIIH TPEBOTY, TOIIHOTY U (WJIM) PBOTY, TPEMOP, TOJIOBHYIO
00JIb, MHAIITHIO, PA3PaXKUTEILHOCTD, IUAPEI0, THIICPTUAPO3 U BEPTUTO.

O6buno mpu nprieMe CMO3C u MO3CH 3TH sBICHUS UMEIOT ClIa0yl WM YMEPEHHYIO
CTeTIeHb BBIPXEHHOCTH U OTpaHMYCHHBIN XapakTep. TeM He MeHee, Y HEKOTOPhIX HallueHTOB
9TH SIBJICHUS MOTYT OBITH 00JIee TSHKETBIMY U (MJIH) UTHTENEHBIME. [103TOMY TIpH OTCYTCTBUH
HEOOXOIMMOCTH B JallbHEUIICH Tepamuu JTyJTOKCETHHOM PEKOMEHIYeTCS IPOBOJUTH
MOCTETICHHOE CHIDKEHHUE 0361 (CM. paszaensl 4.2., 4.4.).

B Tpex xnmHMUeCKMX HccieqoBaHMAX (40 12 Henmenmp) MpW NMPUMEHEHHUHM TyJIOKCETHHA Y
ManUeHTOoB ¢ 0oyeBoi GopMoil mepudepudeckoil nuadbeTndecKkoil HelponaTul HaOII0JaI0Ch
HE3HAYNTEIbHOE YBEIWYEHHE KOHIEHTPAIMM TJIIOKO3bI B KpoBHM HaTtomak. Ilpum sToM
KOHIIEHTpALUsl TIIMKO3WIMpoBaHHoro remoriobuua (HDALC), kak y npHHHMAaBIIHX
IOyJIOKCeTHH, TaKk M B TpyIIe Ianedo, ocraBanach CTaOWIbHOW. IIpH HPOICHHHM 3THX
uccieoBaHui (0 52 Helelb) ObUI0 0TMEUEHO HEKOTOPOEe yBelnnueHuHe KoHleHTpauun HbAlc
U B IpyINE NAUMEHTOB, IOJIYYaBIIUX IYJIOKCETHH, U B IPYIIE MalMEHTOB, MOTYYaBIIHX
OOBIYHYIO TEpaInio, OJHAKO B IPYIIIIe, MOTyYaBIle QyoKceTrH, noseimeHie HHAL 6buto Ha
0,3 % Bblimie. B oTHOLIEHMM KOHIEHTPALM IJIFOKO3BI HATOIIAK M OOIIEro XOJecTepuHa B
IIa3Me KpOBH Yy TALMEHTOB, IPUHHMABIIMX [yJOKCETHH, HaOIonagock HeOOJIbIIoe
YBEJIHMYCHHE ITUX IOKa3aTeleil M0 CPaBHEHHIO ¢ HEOONBIINM CHIDKCHHEM, OTMCUCHHBIM B
TpyIIIe TalMEeHTOB, ITOJYYaBIINX OOBIYHYIO TEPAIIHIO.

Koppuruposannass (otHocutenbHo YCC) BenuunHa wuHTepBaia QT y mHanMeHTOB,
MPUHAMABIINX JyJIOKCETHH, HE OTINYANach OT JAHHOTO MOKa3aTeNs B IpyIIIe miamne6o.
KinHndecky 3HAYNMBIX pa3inunii Mexxay nokasarersiMu naTepBaioB QT, PR, QRS mwm QTcB
B IPYIIIE MAlEHTOB, IPUHIUMABILIHX IYJIOKCETHH, U B TPYIIe M1anedo He BBISBICHO.

Co00I1IeHHE 0 TTOI03PEBACMBIX HE)KEIATEIbHBIX PEAKIIUIX

BaxHo c000mmaTh O MOJ03PEBAEMBIX HEKEIATENbHBIX PEAKIHUAX II0CIe PETHCTPAIUK
JICKQpCTBEHHOTO ~ Mperapara ¢ [eNbl0  O00ECIEeYeHUs] HENpPEephIBHOTO MOHHUTOPUHTA
COOTHOILICHHUS «I0JIb3a — PUCK» JIEKapCTBEHHOTO Mpernapara. MeauIUHCKHM pabOTHUKAM
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peKOMeHIyeTcss coo0Lare O JIIO0BIX  MOAO3PEBAEMbIX  HEXENATEJbHBIX  PEaKLHUIX
JIEKapCTBEHHOTO IIperapara depe3 HaI[HOHAIbHBIE CHCTEMBI COOOIICHUS O HEXeNaTeIbHBIX
peaknusax rocyaapcTB — 4ieHOB EBpa3uiickoro 3KOHOMUYECKOTO COI03a.

Poccuiickas @enepanus

DenepanpHas ciayx0a o Ha30py B cdepe 3ApaBoOXpaHEeHHS

109012, r. MockBa, CiaBstHCKas 1Iiomans, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec anexTponHo# moutsl: pharm@roszdravnadzor.gov.ru umu npr@roszdravnadzor.gov.ru
Caiit B MH(POPMAITIOHHO-TEJICKOMMYHHKAIIMOHHON CeTH «HTepHET»:
https://roszdravnadzor.gov.ru

PecnyOnuka benapych

VII «lleHTp sKcnepTU3 U UCHBITAHUH B 3[paBOOXPaHEHUU

220037, r. Munck, ToBapuieckuii nep., 1. 2a

Tenedon: + 375 (17) 242 00 29

Daxc: +375 (17) 242 00 29

Anpec 3NeKTpOHHOM MOYTHL: repl@rceth.by

CaiiT B ”HQOpPMaLHOHHO-TEIEKOMMYHHKAIIMOHHO# cetr «HTepHeT»: https://www.rceth.by

Pecny6nuka Kasaxcran

PT'TI na I[IXB «HanuoHanbHbIN HEHTP SKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAULUHCKUX
m3gennit» Komurera MemunmHcKoro u  (hapMareBTHUECKOTO KOHTPOJs MUHHCTEpCTBa
3apaBooxpanenust Pecriy6nuku Kasaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. ImaHoBa, 1. 13, BL[ «Hypcaymret 2»

Tenedon: +7 7172 235 135

Anpec snexrponHoii noursl: farm@dari.kz

Caiit B iHQOpPMAIHOHHO-TETIEKOMMYHHKAIIMOHHOM ceTr «HTepHeT»: https://www.ndda.kz

4.9. Ilepeno3upoBka

CuMOTOMBI

M3BecTHO 0 citydasx NMEpefOo3MPOBKH B KIMHUYECKUX HCCIENOBAHHUSIX C OJHOMOMEHTHBIM
npueMoM BHYTpb 710 5 400 Mr nyjokceTHHa Kak OJHOTO, TaK M B COYETAHHU C JPYTMMH
npemnapaTamu. bpuio 3a)MKCHPOBAHO HECKOJIBKO JIETATBHBIX HCXOIOB, 10 OOJIBIIEH YacTH IIpU
Hepeo3upOBKe HECKOIBKUMH TIpenapaTaMy OgHOBpeMeHHO. OIHAKO B OZHOM ciydae ObLIa
3auKCHpOBaHa NEePe03UPOBKA TYJIOKCETHHOM (03 KOMOMHALIMH C IpyTHMH NpernapaTamMu) B
no3e okoio 1000 mr.

[lepemo3upoBka  gynokceTMHa  (M30MMpPOBAaHHAs  HWIM  KOMOWHHPOBAHHAs)  MOXKET
COINPOBOXKIATECS CIEAYIONIMMH CHMITOMaMH: COHJIMBOCTb, KOMa, KIOHHYECKHE CYHOpOrH,
CepOTOHl/IHOBbIﬁ CUHAPOM, PBOTA U TaXUKapausl.

Jleuenue

Crnenndudeckuii aHTUIOT HEU3BECTEH, OJJHAKO B CIydae Pa3BUTHS CEPOTOHHHOBOTO CHHAPOMA
BO3MOXKHO KOPPEKLIHMOHHOE JIEYEeHHWE IMIPOTeNTaAMHOM M IPUMEHEHHE METOIOB
HOpMaJM3aluu TeMiepaTypel Tena. CieqyeT oOeclneuuTh JOCTATOYHBIH NPUTOK CBEXKETO
BO31yxa. PexoMeHayeTcss MPOBOANTh MOHHTOPUHT CEpACYHOHN AEATETBHOCTH M CIEIHUTH 32
OCHOBHBIMH ITOKA3aTEISIMHU KHU3HEIEITEILHOCTH HapsiIy C IPOBEICHNEM CHMIITOMaTHYECKOTO
U TIoAepKUBAroIIeTo eueHus. [IpoMbpIBaHNE JKeTyaKa MOXKET OBITh TOKa3aHO B TOM CIIydae,
€CIIM TPOIDIO Majo BPEMEHM C MOMEHTa IpHeMa MpernapaTra BHYTpb, JHOO B paMKax
CHMITOMaTHYECKOTO JIeUeHHs. B Ienmsx orpaHW4eHHs BCachbIBaHHS MOXET OBITH NMPHUMEHEH
AKTUBHPOBAHHBIH yroiib. JlyJTOKCETHH XapaKTepu3yeTrcs 0oablnM 00beMOM pacipeeneHus,
B CBM3HM C 4YeM H(PQPEeKTUBHOCTH (OPCHPOBAHHOTO IMype3a, remomnepdysuu, OOMEHHOMH
nepQy3un IpeICTaBIsAETCS] COMHUTEIBHOM.
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5. ®APMAKOJIOI'MYECKHE CBOMCTBA

5.1. @apmakoaMHAMHYeCKHe CBOHCTBA

dapmakoTepaneBTHUeCKass — IPyINa:  IICUXOAHATENTUKH;,  aHTUACNPECCAHTHI,  APYTUe
AQHTUJCTIPECCAHTBL.

Kox ATX: NO6AX21.

MexaHu3M AeHCTBUS

Mexanu3m AeHCTBHSA IyJOKCETHHA IMPH JICYCHUH IENPECCHU 3aKI0YaeTCs B IOAABICHUU
00paTHOTO 3axBaTa CEpOTOHWHA W HOPAJpCHAJMHA, B pPE3YJIbTaTe YEro ITOBBIIIACTCS
CEepOTOHMHEPruvecKas u HopajapeHepruueckas Heiiporpancmuccus B [THC.

JynokceTrH o0naiaeT HEHTPATLHBIM MEXaHH3MOM IIOJIaBJICHUsI OOJICBOTO CHHAPOMA, UTO, B
MEPBYI0 OYepelb, MPOSBISIETCS TOBBIIIEHHEM TIOpora OONEBONH YyBCTBUTEIFHOCTH TIPH
00JIEBOM CHHIPOME HEUPOATUIECKOW M BOCITATUTEILHON STHOJOTHH.

dapmakoTHAMUYECKUE D PEKTHI

HynokceruH siBnsercs antuaenpeccantom, MO3CH u cnabo moaasisieT 3axBaT fo(paMiHa, He
obnagasi 3HAYUMBIM  CPOACTBOM K  TIMCTaMHUHEPIHYECKHM, J0(aMHHEPTHYECCKHM,
XOJMHEPTHYECKUM ¥ aIpeHEPTHYECKIM PELieNTOpaM.

Knununyeckast 3¢ hekTHBHOCTE 1 6€30MacHOCTb

Jenpeccus

B KJIMHHYECKHX HCCIIEOBaHMAX IO MOKA3aHUIO Jenpeccust ydacTBoBano 3 158 marmeHToB
(1285 mamueHTO-NIeT) ¢ JAMArHO30M, COOTBETCTBYIOIIUM KPUTEPHSM JIMarHOCTHYECKOrO H
CTATUCTHYECKOTO PYKOBOJICTBA 110 IICHXHYECKMM paccTpoiictBam, uznaunue IV (DSM-I1V) niust
nenpeccul.  OPQeKTHBHOCTH MyJTOKCeTHHA B Jgo3e 60 Mr oxwH pa3 B CyTKH Obuia
MPOJEMOHCTPHUPOBAHA B TPEX M3 TPEX IPOBEICHHBIX PAHIOMU3MPOBAHHBIX JBOMHBIX CIIETIBIX
1a1e00-KOHTPOIMPYEMBIX KPATKOCPOUHBIX HcciaeqoBaHui. DPPEeKTUBHOCTD AyJIOKCETHHA B
npozax or 60 mo 120 Mr omuH pa3 B CyTKH ObLIa NPOJEMOHCTPHPOBAHA B IISITH W3 CEMH
NPOBEACHHBIX  PAaHIOMH3MPOBAHHBIX  JBOMHBIX  CIENBIX  IUIAne00-KOHTPOJIMPYEMBIX
KPaTKOCPOYHBIX UCCIIEA0BAHHH.

JIyJIOKCeTHH TMOKa3aJl CTATHCTHYECKOE IMPEBOCXOJCTBO Mepea Iuanedo, ompenenseMoe Ha
OCHOBaHUWH YITydIlIeHHUs] CyMMapHoro 6aiuta o 17-6amieHoii [Ikame 'aMunbToHa 1711 OLIEHKH
nenpeccun (Hamilton Depression Rating Scale, HAMD) (Bkitouast U 3MOIMOHANBHBIC, U
COMaTHYEeCKHE CUMIITOMBI Jienpeccru). YacToTa pa3BUTHSA OTBETa Ha TEPANUIO M PEMHICCHH
OBUTH TaK)Ke CTATUCTUYECKH 3HAYMMO BBIIIE TP MPUMEHEHUH JTyJIOKCETHHA IO CPAaBHEHHUIO C
iane6o.

Tsoxenas crenenp nenpeccuu (MCXonHbIN mokasarens HAMD > 25) nabaronanack TOJNBKO Y
HEOOJIBLION JIOJIH HALIMEHTOB, BKIFOYCHHBIX B 0230BbIC KIMHHYECKHUE HCCIICJOBAHMS.

B wuccrnenoBaHMM NpOQUIAKTHKKA pPENUAWBOB IIAI[MEHTHI, OTBETHBINNE Ha 12-HemenpHOE
KPaTKOCPOYHOE OTKPHITOE JICUCHHE TYJIOKCETHHOM B 03¢ 60 MI OfMH pa3 B CyTKH, ObUIH
PaHIOMHU3UPOBAHbI VIS IPUEeMa AyJOKCeTHHA B 103¢ 60 MI' OMH pa3 B CYTKH N IIIanedo B
TedeHue eme 6 mecsmues. JlymokceTHH B 1o3e 60 M OIMH pa3 B CyTKH IPOJEMOHCTPUPOBAI
CTaTHCTHYECKH 3HAYNMOE IIPEBOCXO/ICTBO M0 cpaBHeHHIO ¢ manedo (P = 0,004) mo ocHoBHOMY
KPUTEPUIO  OLEHKH A(P(GEKTHBHOCTH — IPEJOTBPAILCHHIO  PELUIMBA  JIETIPECCHH,
oIIpeeNsieMOMy 110 BPEMEHH JI0 IPOSIBIICHUS pernuauBa. YacTora penuauBoB coctasmia 17 %
B Tpymme gynokcetuna u 29 % B rpymnme miamne6o.

B teuenne 52-HenenbHOTo IIane00-KOHTPOINPYEMOTO JIBOHHOTO CIIEHOro IepHoa JIeUeHHS
Yy nojiyd4aBHIMX AYJIOKCETHH ITAIIMEHTOB C PEUUAUBOM ACHPECCUU IEPUOJ oe3 POSIBJICHUS
CHUMIITOMOB OBUT 3HAUNTENHHO noJbie (P < 0,001), 4eM y mannueHToB, paHAOMH3UPOBAHHBIX B
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rpynmy l_lJ'laLICGO. Bce IMalUCHTBI, Y4aCTBOBABIINE B JaHHOM HCCJICIOBAHUH, PAHEC OTBETUIIN
Ha JICYCHUE JYJIOKCETHHOM B XOJI€ IEPHO/ia OTKPBITOH Tepanyy TyJIOKCETHHOM (B TeyeHue 28—
34 menmensp) B mo3e or 60 nmo 120 mMr B cytku. B Teuenme S52-HenmenbHOro Inrare6o-
KOHTPOJIMPYEMOTr0 IBOWHOTIO CJICIIOro MepHo/ia JICUeHHUs BO3BPAIEHHE CHMITOMOB JICIIPECCHU
HabOmronanoce y 14,4% mnanueHToB, MONy4YaBIIMX AylokceTHH, u 33,1 % manueHTos,
nonyvaBumx miame6o (p < 0,001).

[Ipumenenue nynokceTrHa B 103€ 60 MI OZIMH pa3 B CYTKH y MAIIMEHTOB IOXKUIIOT0 BO3pacTa ¢
nernpeccueit (=65 ner) u3y4anaoch B OTAEIBHOM HCCIEIOBAaHHM, MPOAEMOHCTPHPOBABIIEM
CTaTUCTHYECKH 3HAYMMOE pa3nuire B cHkeHnn 60amuta HAMD-17 y manueHToB, moTy4aBIImx
IYJIOKCETHH, II0 CPaBHEHHMIO C IalMeHTamy, noiydyaBmmmu Ioiane6o. IlepeHocumMocTb
JyJIOKCeTHHa B mo3e 60 Mr OJMH pa3 B CyTKH Yy MalMEHTOB INOXWJIOrO BO3pacTa ObuLia
COMOCTAaBHMOH C IEPEHOCUMOCTHIO, HAOTI0aBIIIeiics y 60iee MOJIOABIX B3POCIBIX HAIlHEHTOB.
OpHako JaHHBIE 10 NPUMEHEHHWIO Yy IIaI[MEeHTOB IIOKMJIOTO BO3pacTa JyJOKCETHHA B
MakcuManbHOW mo3e (120 Mr B cyTkH) orpaHudeHsl. JleueHne NaHHOW TPYMIbl NAlMEHTOB
PEKOMEHIyeTCsl IPOBOAUTH C OCTOPOKHOCTBIO.

TI'enepanusosannoe mpegodichoe paccmpoicmeo

Ilo mnoka3aHMIO TeHEpPaTM30BAHHOE TPEBOKHOE PAcCTPOMCTBO JYJOKCETHH IIOKa3al
CTaTHCTUYECKH 3HAaYMMOE MPEBOCXOACTBO Mepes Itanedo B MATH M3 ISTH MPOBEASHHBIX
KIMHIYECKUX HCCIIEJOBaHMUI, B TOM YMCIIE B YETHIPEX PAaHIOMHU3NPOBAHHBIX ABOMHBIX CIEIBIX
IUI1ae00-KOHTPOJIUPYEMBIX ~ KPAaTKOCPOYHBIX ~ WCCIEAOBAHMSAX W B HCCIEIOBaHUH
NpOGUIAKTUKY PELMAMBOB Y B3POCHBIX MALMEHTOB C TI'CHEPAIU30BAHHBIM TPEBOXKHBIM
paccTpoicTBOM.

D¢ HEeKTHBHOCTH OMpe/IENsIach Ha OCHOBAHHM YIYHIICHHS 110 cymMMapHoMy Gamry L[lIkasmbr
tpeoru amunsrona (Hamilton Anxiety Scale, HAMA) u 6amty o6miero GyHKIHOHAIBHOTO
Hapymenns lIkanel onenkn wuBanmumusanuu [luxana (Sheehan Disability Scale, SDS), a
TaKe IO YacTOTe Pa3BUTHS OTBETA HA TEPAIUIO H PEMUCCHH.

B wuccrnenoBanuu MpOQHIAKTHKH PEIMIHMBOB MAIMECHTHI, OTBETHBIIME HA 6-MeCsIYHOE
KPaTKOCPOYHOE OTKPHITOE JICUCHHE IyJOKCETHHOM, OBUIM BKIIOYEHBI B NajibHeiilee 6-
MECSIYHOE MCCIICIOBaHUE M PAaHIOMU3UPOBAHEI B TPYIIY MYJIOKCETHHA WM TPYIITy Iu1anedo.
Jynokcerun B 1o3ax ot 60 1o 120 Mr oguH pa3 B CyTKH IPOAEMOHCTPUPOBAJ CTATUCTUUYECKU
3HaYUMOE MpeBocxoAcTBO mepen manedo (p < 0,001) ¢ Touku 3peHHs NperoTBPALICHUS
PEUMINBOB, OLIEHMBAEMOTO MO BPEMEHH O PETUCTPALMU peuuanBa. Yactora penuanBOB B
TEYEHUE 6-MECSIHOTO JBOIHOTO CIIENOTO MEpUoJa MOCIEAYIONIEro HaOI0ACHUS COCTABIIIIA
14 % npu npuMeHeHnH JynokceTHHa U 42 % npyu nNpUMeHeHuH uiane6o.

B uccnenoBannu 3 pekTHBHOCTH IyJIoKceTHHA B 103aX 30—120 mr (rubkue 103b1) OMUH pa3 B
CYTKH y TAaIHeHTOB IOXWIOTO Bo3pacTta (> 65 JeT) ¢ IeHepalM30BaHHBIM TPEBOXKHBIM
paccTpoicTBOM HaOIIONAIOCh CTAaTUCTUYECKH 3HAYMMOE YIy4IIeHHEe CyMMapHOro Oaiia
HAMA y nanueHToB, OJIy4YaBIINX AYJIOKCETHH, 10 CPABHEHHUIO C HAIMEHTAMH, MTOYYaBIINMU
wrane6o. [Tokazarenn 3 peKTHBHOCTH U 6€30IIaCHOCTH TyJIOKCeTHHA B 103ax 30—120 Mr oguH
pa3 B CyTKH Yy HaIlMEeHTOB IIOXWIOTO BO3pPAacTa C TI'€HEPaIM30BAHHBIM TPEBOXKHBIM
paccTpoiicTBOM OBUIN IOXOXKH Ha T€, YTO HAOIIOAAIMCH B MCCIIENOBAHUAX C ydacTHeM Ooiiee
MOJIOJBIX B3POCIBIX MaleHTOB. OMHAKO JaHHBIC ITO MPUMEHEHUIO Y TAI[MEHTOB MOXUIOTO
BO3pacTa AyJOKCETHH B MaKCUMaJIbHOM 103e (120 Mr B CyTKM) orpaHnyeHsl. JleueHne naHHOM
TPYHIbI MAHEHTOB PEKOMEHIYETCS IPOBOIUTH C OCTOPOXKHOCTHIO.

bonesas popma nepugepuueckoii ouabemuyecxou Hetiponamuu

D¢ dekTUBHOCT, MyNOKCETHHAa IO IOKa3aHMIo OoseBas (opma mepudepuaeckoit
nuabeTnyeckoll HeWponaTHu OblIa yCTaHOBJEHA B 2 PaHIOMHU3MPOBAHHBIX 12-HeIENIBHBIX
JIBOMHBIX CJIENBIX MIIa1e00-KOHTPOIMPYEMbIX UCCIIEOBAHUAX CPEM B3POCIBIX MAIUEHTOB (B
Bo3pacTe oT 22 1o 88 J1eT) ¢ mpuMeHeHHeM Ipernapara B (GHUKCHPOBAaHHEIX Jo3ax. Kpurepuem
BKJIFOYCHUS] B HCCIEJOBAaHME SBISUIOCH Hannuue OoseBod (GopMel mnepudeprudeckoit
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nuaberyeckoll  HeWpormaTHM B TeYEHHE Kak MHHUMYyM 6 MecsueB. [laumeHrsl,
YIOBJIETBOPSAIOIINE TUATHOCTHYECKUM KPUTEPUSIM JIETIPECCUH, HE JOIMYCKAINCh K YJacTHIO B
JaHHBIX HccienoBaHUAX. [lepBudHBIM KpuTepueM 3¢ (GEKTHBHOCTH OBUT €KeHeIeTbHBII
CpelHHMH TIOKa3aTelb CPEAHECYTOYHOH WMHTCHCHBHOCTH OOJIM, KOTOPBIH E€XEIHEBHO
OILIEHUBAJICS MAIIMEHTaMH B JHEBHUKE ¢ ToMomIbo 11-6ammpHoit mkainsr Jlaiikepra.

B o0boux uccienoBaHmsx mprueM QyJIoKceTHHA B 1o3e 60 MT ofuH pa3 B CyTKH 1 60 Mr 1Ba pasa
B CYTKH ITPUBOJII K 3HAUUTEIEHOMY CHIDKEHHUIO OOJIH [0 CPaBHEHHIO C IIane60. Y HEKOTOPBIX
nanueHToB d¢dekT Habmromancs yxe B MEpBYIO HEIENo JieueHus. Paszinuune 1o cpemHeMy
YIYHIIEHHIO MEXAY ABYMsI TPYIIIaMH aKTHBHOTO JICUCHUS HE ObIIO 3HaYMMBIM. CHIDKEHHE
6o kak MuHMMyM Ha 30 % oTMedanoch NpHMepHO y 65 % manueHTOB, HOJy4YaBIINX
JIYJIOKCETHH, 110 cpaBHEHHIO ¢ 40 % IanueHToB, Mody4yaBUMH Iuane6o. CHikeHne 0011 Kak
muHUMYM Ha 50 % ormedanock y 50 % manueHTOB, MONyYaBIINX JYJIOKCETHH, H y 26 %
MaNUeHTOB, MOTydYaBIIMX Iurane6o. Yactora pa3BUTHS KIMHHYECKOTO OTBETa (KyIHpOBAaHHE
6omu Ha 50 % wiam Oonee) Obula NMpPOAHATM3UPOBAHA HCXOIS W3 TOTO, MCHBITHIBAIN JIH
MAlUEeHTH COHJIMBOCTh B XOJ€ JiedeHUs wiaM HeT. Cpean ManueHTOB, HE HCIBITHIBABIINX
COHJIMBOCTH, KIIMHIYECKUI 0TBeT Habmonancs y 47 % mannueHToB, MOIyYaBIINX TYJIOKCETHH,
1y 27 % maunueHToB, moiydyaBUIMX Iniane6o. YacTora KIMHUYECKOTO OTBETA Y MAI[EHTOB,
UCTIBITHIBABIINX COHIIMBOCTB, cocTaBisiia 60 % npu npueme gynoxcetnHa u 30 % npu npueme
wiane6o. Y ManueHToB, Y KOTOPHIX HE OTMEYaloch CHIbkeHme 6omm Ha 30 % B TedeHHe
60 nHeit eyeHus1, yaydIIeHHe COCTOSHUS IIPH TOCIISAYIOIIEM JISYEHHHN ObLJIO MaTOBEPOSITHBIM.
B OTKpBITOM JONTOCPOYHOM HEKOHTPOIHPYEMOM HCCIESJOBAHUM YMCHBIICHHE OOIH Yy
MalUeHTOB, OTBETHBININX Ha §-HEIeIbHOE KPATKOCPOUHOE JICUYCHHE IYTOKCETHHOM B 03¢
60 Mr oauH pa3 B CyTKH, COXPaHsUIOCh B TEUCHUE JAJbHEHIINX 6 MECAIEB, YTO ONPEAeIsIOCh
Ha OCHOBaHWU H3MEHEHHI Oajula cpegHeCyTOYHONH WHTeHCHBHOCTH Oomu mo Kpatkomy
omnpocHUKY st orieHku Gonu (Brief Pain Inventory, BPI).

Xponuueckuii 601601 CUHOPOM CKENEMHO-MbIULEYHOU CUCTEMbl

Dubpomuancus

O¢ddexTHBHOCTh TpPUMEHEHHs MyJNOKCETWHA s JieueHHs (GUOPOMHANTHH y B3POCIBIX
MalUeHTOB ObUla yCTaHOBJIEHA B JABYX PAaHIOMH3UPOBAHHBIX JIBOMHBIX CIIETBIX IUTanedo-
KOHTPOJIMPYEMbIX HCCIIENOBaHUAX C (UKCHPOBAHHOM J030H Yy B3POCIBIX IMAIUEHTOB,
OTBEUAOIINX KPUTEPHAM (HHOPOMHUAITHH 110 OIEHKE AMEPHKAHCKOH KOJIIIETHH PEBMATOIOTOB
(reHepanmu3oBaHHas 00JIb B TCUCHUE 3-X MeCsIEeB B aHaMHe3e U 6oab B 11 1 Gonee 60eBhIX
Touek M3 18, xapaxkrepHbix mna GpuOpomuanruu). OQHO HCCIEAOBAHUE UTMIIOCH 3 MecAla U
BKJTIOYAJ0 TOJBKO >KEHIIMH. BTopoe mcciemoBaHme ATHMIOCH 6 MECAIEB M BKIIOYAIO Kak
JKCHIMH, Tak U MyxuuH. [IpumepHOo 25 % yuyaCTHUKOB MMENH COIyTCTBYIOUIMHA JHAarHo3
nenpeccuy. B ncciaenoBaHUsIX HPHHSUIM ydacThe B oOmieid crnokHocTH 874 manueHTta, w3
KOTOpBIX 541 (62 %) mponuin nccaeqoBaHus MOTHOCTHIO. VicxoaHebi 6amt 6011 y marueHToB
cocrtasist 6,5 o 11-6ampHoi mKane, ot 0 (orcyrcTBue 60mm) 10 10 (crupHeHmas 607b).

[ManreHTH! OBUTM PaHIOMH3HUPOBAHBI B TPYIIIBI AyJIOKCeTHHA B J103¢ 60 Mr wiu 120 Mr omuH
pa3 B CYTKHU U B rpymny Iwiane6o. B 6-Meca4HOM HUCCIeI0BaHUH Ha MPOTSUKEHUHN TMEPBBIX TPeX
MECSIIIEB JIOTIOJIHUTEIBHO CPaBHUBAIH TYJIOKCETHH B J103¢ 20 Mr ¢ 1uiane6o.

IIpumenenue nynokceruHa B fo3ax 60 mr miau 120 Mr exeIHEBHO CTaTUCTHUECKU 3HAYHUMO
YIIYUIIAIO CPEAHUE MTOKA3aTeNU 00JIM B KOHCYHOM TOUKE 110 CPABHEHHIO C HCXOJHBIM YPOBHEM
U YBENIMYWIO IONIO TAIMEHTOB, y KOTOPBIX MO KpaifHelt mepe Ha 50 % yMEHBIIHIOCH
KOJIMYECTBO OAJUIOB IPH OIEHKE OOJIM MO CPAaBHECHHUIO C MCXOMHBIM YPOBHEM. YMCHBIICHHUE
6011 HAOIFOIAIOCH Y TIAIIMEHTOB KakK ¢ COMYyTCTBYIOIICH nenpeccueii, Tak u 6e3 Hee. OHAKO
CTETeHb YMEHBIICHUs! 00JH MOXKET OBITh 0oJiee BhIpa)keéHa y MAIlEHTOB C COIMYTCTBYIOIIEH
Jenpeccueii. Y HEKOTOPBIX MAIlMEHTOB CHMKEHUE 00M HaONroqanock yxe Ha 1-if Hemene u
COXPAHSJIOCH HA MPOTSHKEHUH BCETO UCCIICOBAHUSI.
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ViyudieHue Takke 6bUI0 MPOJEMOHCTPUPOBAHO 10 OLICHKE TT0Ka3areliel (pyHKIMOHHPOBAHHSI
naenra (Fibromyalgia Impact Questionnaires — OnpocHukH BiustHES (QUOPOMHAITHA) |
obuieMy BIeYaTICHUIO naueHTa 00 usMenenun cocrostaus (PGI, Patient Global Impression).
Hu omHO M3 MccienoBaHUi HE MPOJEMOHCTPHPOBATIO MPEHMYINECTBA IYJIOKCETHHA B 103
120 mr o cpaBHEeHHIO ¢ 1030it 60 Mr, TP ITOM OoJiee BRICOKAst JO3UPOBKA aCCOIMUPOBAIIACh
c Ooyiee 4YaCTHIMH HEXKENATCIBHBIMUA PEAKIMIMU M TPEKACBPEMEHHBIM IPEKpalieHUEM
JICUCHHUSL.

JIOTIONHUTEIBHO B OTIENBHOM HCCIIEIOBAHHM OLICHUBAIM 1€71€CO00Pa3HOCTh IOBBILICHHS
JI03BI TIPH OTCYTCTBHHM OTBETA HA TEPANUIO IyJIOKCETHHOM B 03¢ 60 Mr B cyTku. B3pocisie
HAlUEHThl CHavala NMPUHUMAIM IyJIOKCeTHH B n03e¢ 60 Mr OnuH pa3 B CYTKHM B TEUCHHE
8 Henenb  OTKPBITOrO JIeUEHMs. 3aTeM MalWeHTHl, 3aBepIIMBIIHE JTy a3y, ObuH
PaHZOMU3HUPOBAHbI HA ABOWHOE CIIETIOE JIEIEHHE MyJIOKCETHHOM B 103€ 60 MT OZIMH pa3 B CyTKH
w 120 Mr oxuH pa3 B cyTKH. OTBETHBIIMMH Ha TEPAINIO CYUTAINCH HAIlMEHTHI, Y KOTOPBIX
M0 OKOHYAHUHM 8 He/leNIb OTKPBITOM Tepanuu 0oJeBble OMIYLIEHUS] YMEHBIIHINCH 110 KpaiHe
mepe Ha 30 % 10 CpaBHEHHUIO C UCXOAHBIM ypoBHEM. IIpu OTCYTCTBHM OTBETa Ha JIEUCHHE B
nepBble 8 HeZleNb BEPOSTHOCTb YIY4IIEHHUs NPH JanbHeiIeM IBOWHOM CIEHNOM JIEUCHHH B
rpyIIe NalyueHToB, MOdy4aBIINX TyJTOKCETHH B Jo3e¢ 120 Mr, He oTiMyanack OT TaKOBOH B
TPyIITE MAIEHTOB, MOIYYaBIINX TyITOKCETHH B 03¢ 60 M.

XpoHnuueckuil 601601 CUHOPOM 8 HUNCHUX OMOeaax CHUHbL

Db dekTHBHOCTh NPUMEHEHHS TyJIOKCETHHA Y B3POCIBIX MAIIUEHTOB ¢ XPOHHYECKUM OOJICBHIM
CHHIPOMOM B HW)KHHMX OTIEJNaxX CIHMHBI OL[CHHUBAJIaCh B [BYX IBOMHBIX ClembIX Iuianedo-
KOHTPOJIMPYEMBIX PAHIOMHU3MUPOBAHHBIX KIMHHYECKUX HUCCIIETOBAHUSX IPOIODKUTEIBHOCTHIO
13 Henmens ¥ OJHOM HCCIIEIOBAHUH MPOJOJDKUTEILHOCTRIO 12 Hemenb. Pe3ynbTarsl ABYX U3
TpeX MPOBEICHHBIX UCCICIOBAHUI MPOAEMOHCTPHPOBaIK 3)(HEKTUBHOCTD IyJIOKCETHHA TIPH
JICYEHHH XPOHUYECKOr0 OOJIEBOrO CHHAPOMA B HIDKHHX OTJ/ENaX CIHHBL Y MAlHUCHTOB,
MPUHUMABIINX YYaCTHE B UCCIICIOBAHIX, HE HAOIIOIAI0OCh CHMIITOMOB PaIUKYJIOMATHH FITH
CTEHO3a [TO3BOHOYHOI'O KaHAJIa.

B ognom u3 AByX 13-HenenpHBIX UCCIENOBAHUM NMPHHSIN ydacTre 236 B3pOCIbIX MAIlMEHTOB
(115 momywanu mymokcerus, 121 — mane6o), u3 Hux 182 (77 %) 3aBepumim 13-HepensHyr0
¢a3y neuenus. [locne 7 Henenb JieueHUs MALMEHTaM M3 TPYIIIBI IYJIOKCETHHA, Y KOTOPBIX
Ha0JII01aI0Ch CHIKEHHE CpeJHECYTOUHOI 0011 MeHee ueM Ha 30 % U criocOOHBIX TEPEHOCUTD
o3y 60 Mr ofuH pa3 B CyTKH, JO3HPOBKA TyJIOKCeTHHa Oblia yBemmdeHa 1o 120 mr oquH pa3s
B CyTKM Ha OCTaBILIMICS Iepro uccienoBanus. CpeHsist HCX0IHas OLleHKA 00N y TTalMeHTOB
coctaBmsia 6 0ajuIOB MO YMCIOBOM oueHouHoW mikaime oT O (orcyrcrBue Gomm) mo 10
(cunpHelmas 60mb). [locne 13 Henenp JieueHNs y MAMEHTOB, PUHIMABIIAX TYJIOKCETHH B
noze 60-120 wmr/cyr, mokaszatenb OOJM 3HAUUTENHFHO YMEHBLIWICS [0 CPaBHEHHIO C
MalMeHTaMH, MoNy4yaBmIMMH Iuiane6o. Pangommsamus Obima  crpatuduIMpoBaHa IO
UCXOIHOMY CTaTycy HpPUMEHEHUs MNaleHTaMH HECTEPOHIHBIX IMPOTUBOBOCIIATUTEIBHBIX
npenapatoB (HIIBIT). Aramu3 moxarpyni He BBISBHI pa3iduMid B pe3yibTaTax JICUYCHUS B
3aBUCUMOCTH OT npumeHenus HIIBII.

B npyrom 13-menensHoM wuccinenoBanun 404 mnamueHTa ObUTM PaHAOMH3HPOBAHBI IS
HoTydeHus GUKCHPOBAHHBIX 103 MYJIOKCETHHA OJIMH Pa3 B CyTKH WM Iutanedo (59 manuenTos
TOJTy4dau JyJOoKceTuH B j103e 20 mr, 116 — B no3e 60 mr, 112 — B no3e 120 mr, 117 nanuenron
noyvaiu 1iane6o), u3 Hux 267 (66 %) NanneHTOB MOJHOCTHIO 3aBEPIIIIN HCCIECIOBAHHE.
Tlocme 13 Hemens JedeHWs HH OJHA W3 TPEeX JMO3MPOBOK IYJIOKCETHHAa HE IIOKas3aja
CTaTHCTHYECKH 3HAUMMOTO NPEUMYIIECTBA B YMEHBIIEHUH OOJIH 110 CPaBHEHHIO C Iu1aneto.

B 12-memensHoMm wuccnenoBanuu 401 mampeHT ObUT  paHIOMHM3UpPOBaH AJs  IIpHEMa
(hukcupoBaHHO# 10361 Aynokceruna 60 Mr oxuH pa3 B cyTku win miae6o (N =198 u N = 203
COOTBETCTBEHHO), U3 HUX 303 (76 %) manueHTa NponuTd UCCIIeI0BaHIE IOTHOCTRI0. CpeHss
MCXO/IHas OLICHKA 0O0JIM y MAIMEHTOB COCTaBIIsIa 6 OAJUIOB MO YUCIIOBOH OLICHOYHOI IIKae OT
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0 (orcyrcrBue 6osn) no 10 (cunmbHeiimas Gonp). Ilocne 12 Hepenp jedeHus y HalHEHTOB,
NPUHUMABIIUX JYJOKCETHH B 103 60 Mr, MOKa3aTess 00NN 3HAYUTEIBHO YMEHBIIHICS 10
CPaBHEHHMIO C MAIUEHTAMH, IIPHHUMABIIMMH IU1AI1e00.

Ocmeoapmpo3 KonenHo20 cycmasa

D¢ dexTHBHOCTD IPUMEHEHNUS AyJOKCETHHA Yy B3POCIBIX MAMEHTOB C XPOHHYECKOH 00JIbI0,
BBI3BAaHHOM  OCTEOApTPUTOM, OIEHUBATACh B JBYX JBOHHBIX CJIENBIX Iutanedo-
KOHTPOJIMPYEMBIX PAaHIOMHU3UPOBAHHBIX KIIMHHYECKUX UCCIIET0BAHUSX ITPOIOIDKUTEILHOCTHIO
13 Henens. Bce mnamueHTsl B 00OMX HCCICIOBAHMAX OTBEYAIM KJIMHUYECKMM H
peHTreHorpaguIecKkuM KputepusiM AMepHKaHckoil koiutermn pemaronoroB (ACR) mist
Ki1accH(UKAMU MANONATHYECKOTO OCTE0apTPUTA KOJIICHHOTO cycTaBa. PannoMusanus Obuia
CTpaTU(HUIMPOBAHA [T0 HCXOTHOMY CTAaTyCy npuMeHeHus naunentamu HIIBII.

B 000HX MCCIIE0BaHUAX MAlUEHTHI, MOTy4YaBIINe AyJOKCETHH, HAYMHAIM JEYCHUE C JO03bI
30 Mr oxuH pa3 B cyTku B TedueHwe 1 Hemenu. Iocne mepBoii Hemenmu 103y IyJTOKCETHHA
yBenuuuBaiu 10 60 Mr onuH pa3 B cyTku. Ilocie 7 Henenb geueHus AyJIOKCETHHOM B J103e 60
MT OZIMH Pa3 B CyTKH B OJIHOM M3 HCCIIEJIOBAHUIl AalMEHTaM ¢ Cy0ONTHMAIBHBIM OTBETOM Ha
tepamuio (< 30 % ymeHbIeHUs 6011) U MEPEHOCSIINM AyJIOKCETHH B 03¢ 60 Mr oIuH pa3 B
CYTKH /103y yBennuuBaiu 10 120 Mr onuH pa3 B CyTKU. [Ipu 5TOM BO BTOPOM HCCIIEIOBaHUM
BCE IAIMCHTbI, HE3aBUCUMO OT MX OTBETa Ha TEpaluio 4epe3 7 Henenb, ObUIM MOBTOPHO
PaHIOMHU3UPOBAHBI JUIsl POAODKEHHS IIpHeMa JyJIOKCEeTHHA B 1103¢ 60 MI' OIMH pa3 B CyTKH
WM yBENWYeHHs 036l 10 120 Mr oJuH pa3 B CYTKH Ha OCTaBIIHUICS MEPHOJ UCCIEIOBAHUSL.
ITaneHTH B IpyNmax JIeueHHs IU1ane0o B 000MX HMCCIEIOBAaHMAX IOJNyYasld IUIalebo B
TEYEHHE BCEro MEepHojJa IMPOBEACHUS HCCIeNOBaHMH. B 000MX HCCIIEOBaHUAX aHAIH3
3¢ PeKTHBHOCTH NPOBOAWIICS IIyTEM CpPaBHEHMsI KOMOWHHPOBAHHBIX JaHHBIX, IIOJyYEHHBIX B
rpymmnax ayjokceTiHa B 1o3e 60 mr u 120 Mr oJiMH pa3 B CyTKH, C JaHHBIMHU IPYIIIBI II1ane0o.

B nepBom uccnenoBannu npuHsM yyactue 256 manuentos (128 momywanu mynokcerus, 128
— mrane6o), m3 Hux 204 (80 %) mammeHTa MPOILIM HCCIENOBAHHE IMOTHOCTHIO. CpemHss
HCXOJHAsI OLIEHKA OOJIM Y MAIIMEHTOB COCTABIIsUIA 6 OAJIIOB 10 YUCIIOBOH OLIEHOYHOH IIIKaJe OT
0 (otcyrcrBue 6omu) o 10 (cunpHeimas 6ons). [locne 13 Henmens JeyeHHs y MAIKMEHTOB,
NPUHAMABIINX TYJIOKCETHH, IT0Ka3aTeldb OO 3HAUUTENHFHO YMEHBIIHMJICS MO CPaBHEHHIO C
MalMeHTaMH, NPUHUMAaBIIMMHU Iutane0o. AHaaM3 IMOATPYNIN HE BBIABHI DPa3IHYMil B
pe3ysibTaTax JeueHus B 3aBUCUMOCTH oT npumeHenus HITBII.

Bo BTopom uccnenoanun npuss ydactue 231 mamment (111 nomydanu mynokcerus, 120 —
wiane6o), w3 HUX 173 (75 %) mammeHTa NPONIIM HCCIENOBaHUE ITOMHOCTHIO. CpenHuii
MCXOJIHBIH ypOBEHb OOJH Y MALMEHTOB COCTaBIsT 6 6aIoB MO HUQPOBOH OLIEHOUHOM IIKaie
ot 0 (orcytctBue 60mm) 1o 10 (cunmpHeiimas 6omb). [locne 13 Henenb neueHns y MAIMEHTOB,
NPUHAMABIINX JyJOKCETHH, HEe HAOII0JaJ0Ch 3HAUYMMO OOJIBIIETO YMEHBIICHHUS ITOKa3aTews
60111 110 CPABHEHMIO € MAleHTaMH, IPUHUMABIIMMH I11a11e00.

CTH
,HyJ'IOKCGTI/IH HE M3YyYaJICA y MalUCHTOB B BO3pAaCcTC MJIalIC 7 ner.

Jenpeccus

HBa PaHAOMHU3UPOBAHHBIX ﬂBOﬁHle CJICTIBIX IapaJUICJIbHBIX KJIMHHUYECKHUX HCCJICIAOBAHUA
mpoBoIIINCh ¢ yaacTueM 800 mamueHToB ¢ Aenpeccuerd B Bospacte oT 7 go 17 met. OTu nBa
uccienoBaHus BKmModanu 10-HemeNpHYI0 KPaTKOCPOUHYIO (a3y ¢ KOHTpoJeM Inanebo H
AKTHBHBIM IpernapaToM KOHTPOJsS ((IyOKCeTHH) ¢ MOCIEYIONMM 6-MECSYHBIM IePUOIOM
HPOJUICHHOTO JICYEHHSI C aKTHBHBIM IIpernapaTtoM KoHTpois. Hu rpymma aynoxcernHa (30—
120 mr), HE Tpymnma mpenapara akTUBHOTO KOHTpois (¢iayokcerun B noze 20—40 mr) B
CTaTHCTHYECKOM OTHOIICHUH HE OTIMYAINCH OT TPYIIIHI IUIAe00 10 U3MEHEHUIO CYMMapHOTo
Gamna [lepecMoTpeHHO# mKansl oeHku aenpeccun y aereit (Children's Depression Rating
Scale-Revised, CDRS-R) or ncxoqHoro ypoBHs 0 KOHEYHOH TOYKH. YacToTa MpeKpaiieHus
JICYCHHsS 110 IPHYMHE HEXKENATeNbHBIX peaklMi Obula BBINIE y TAlMEHTOB, ITPUHUMAIOIINX
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JAYJIOKCETHH, 110 CPaBHEHUIO C IMAallMCHTAMH, I10JYyYaBIINMU (bHyOKCeTI/IH, TrJIaBHBIM 06pasoM
U3-3a TOIIHOTHL. B Teuenue 10-HeneIbHOrO KPAaTKOCPOYHOTO MEPHOJA JICUSHHS OTMEYaInuCh
cllydad cyuuuaanbHoro mosenenus (maynokcetur 0/333 [0 %], dumyokcerun 2/225 [0,9 %],
mnane6o 1/220 [0,5 %]). Ha npoTsbxenun Bcero 36-HeAenbpHOro Neproaa UCCleIoBaHus y 6 u3
333 manuMeHTOB, M3HAYAIBHO PAaHAOMHU3MPOBAHHBIX IS MpUEMa OYJIOKCeTHHa, U 'y 3 u3 225
MAlUeHTOB, W3HAYANGHO PaHIOMH3UPOBAHHBIX IS HpHeMa (IyOKCETHHA, OTMEJanoch
CYHIUAANBHOE TOBEJCHUE (4acToTa, CKOPPEKTHPOBAHHAS 110 JJIHUTEIBHOCTH BO3ACHCTBHS:
0,039 siBneHus Ha manueHTo-roA A ryiaokcetnHa u 0,026 nns payoxcernna). Kpome toro, y
OJHOTO MAIMEHTa, IIePEeBEJCHHOT0 ¢ IpHeMa Iuanedo Ha IpHEM IYJIOKCEeTHHA, OTMEJanoch
CYMIUAANEHOE MOBE/ICHNE MIPH ITPUEME YJIOKCETHHA.

[enepanusosannoe mpegoicHoe paccmpoiicmeo

PaHzoMH3MpOBaHHOE  JABOWHOE  clenoe  Iuianebo-KOHTPOJIMPYeMOe — MCCIIEOBAaHHUE
MPOBOJMJIOCH C ydacTheM 272 TanneHTOB B Bo3pacTe 7—17 meT ¢ reHepalH30BaHHBIM
TPEBOXKHBIM ~ paccTpoiictBoM. Mccnenosanue  Brimoyano  10-HenmenbHyro — Itane0o-
KOHTPOJIMPYEMYIO KpaTKOCpOUYHyI0 a3y C TMOCIHeAyImUM |8-HeAeNbHEIM MEPUOIOM
MPOJUICHHOTO JIEYeHNs. B TaHHOM HCCIIeJOBaHUH MCIIOIB30BAJICS PEXHUM C THOKHMH J03aMH
npenapara Juisi BO3MOXXHOCTH MEIJICHHOTO YBEJIM4YeHHs 103bl ¢ 30 MI OJJMH pa3 B CYyTKHU JIO
Oomee BbICOKOW (MakcumMyM 120 Mr oaumH pa3 B cytkw). [Ipu JledeHUH HyIOKCETHHOM
HaOIO#anock  CTaTHCTHYECKH ~ 3HaYyMMO  Oojbliee  KyNHUPOBAaHWE  CHMIITOMOB
reHepaIn30BaHHOIO TPEBOXKHOTO PACCTPOMCTBA, olpexaensieMoe 1o mokaszarenro Lllkasl
ouenku tpesoru y nereii (Pediatric Anxiety Rating Scale, PARS) mist reHepann30BaHHOTO
TPEBOXKHOTO PACCTPOHCTBA (CpeHee pa3Iudue MeXIy TPyIIIaMHy TyJIOKCeTHHa U I1are6o: 2,7
6amna [95% AU 1,3-4,0]) nocne 10 Henens sedenusi. CTOMKOCTh 3 dekTa He OLEHHBANACH.
He HaOmomanoch CTaTHCTHYECKH 3HAYMMOTO Pa3iM4ds 10 YacTOTE OTMEHBI JICUCHUS
BCIICZICTBUE PAa3BUTHS HEXKENATEIBHBIX SBICHUI MEXy TpyHIaMH TyJIOKCETHHA U IUIanedo B
Teuenne 10-HeneNbHOI KpaTKOCPOUHOIT a3kl JedeHus. Y NBYX NalMEHTOB, EPEBEACHHBIX C
npuema IUTanebo Ha IpUEeM IYJIOKCeTHHa Iocie KpaTKOCpO4HO# (asbl, oTMedanoch
CyHIMAaNbHOe TOBeJeHHe Ha (OHE NMpHeMa MyJIOKCeTHHA B TedeHHe (a3bl MPOIIEHHOTO
JedeHus. 3aKiodeHre 00 001eM COOTHOLIEHHH MOJIB3bI U PUCKA B IAHHOW BO3PACTHOM IpyIiIe
cZIeNIaHo He ObLIO.

Qubpomuaneus

Beiio  mpoBeneHO OIHO HCCIENOBaHWE C ydYacTHEM IAlMeHTOB JETCKOT0 BO3pacTa C
IOBEHWIBHBIM CHHIPOMOM IIe€pBHYHOI (pUOpOoMManTuu, B KOTOPOM TIpyMIa, IOJNy4aBIIas
JIeYeHHE IyJIOKCeTHHOM, HE OTJIMYagach OT TPYHIBI Mianebo Mo MepBHYHOMY KPHUTEPHUIO
oneHkH 3¢ pexTuBHOCTH. [IoaTOMY HaHHBEIE 00 S EKTUBHOCTH B ITOH IOITYJISIIIUH ITAI[HEHTOB
JETCKOTO BO3pacTa OTCYTCTBYIOT. PaHIOMM3MpOBaHHOE [BOWHOE ciernoe Iuiane6o-
KOHTPOJHMPYEMOe MapajieIbHOE HCCIEJOBAaHUE TyJOKCETHHA OBLIO NMPOBEIECHO MPH yIaCTUH
184 monpocTkoB B Bo3pacte oT 13 no 18 et (cpemnuii Bozpact 15,53 rona) ¢ IOBEHUIEHBIM
CHHJIPOMOM IepBHYHOM (rOpomuanruu. B naHHOM ucciaenoBanuu Obul mpemycMorpeH 13-
HEJIENbHBIN TBOWHOH CIIETON Meproi, B paMKax KOTOPOTO MAUEHTHI ObLIH PaHIOMU3UPOBAHbI
JUTS TIOJTyYeHHs TyJToKceTrHa B o3ax 30 mMr/60 Mr wiw mrane6o oauH pa3 B cyTku. [Ipu npueme
JyJIOKCEeTHHA He Halr0/1a10ch 3G OEKTHBHOCTH B OTHOLICHHH YMEHBILICHHUsSI OOJNN COTNAacHO
OIIPENENEHNIO C MOMOIINBIO IMEPBUYHOTO KPUTEpHUs OLEHKHU, ycpenHeHHoro Gamria Kpatkoro
onpocHuka s oueHku Gomu (Brief Pain Inventory, BPI): cpennexBaapatudHoe cpenHee
n3MeHeHne ycpenHenHoro 6ayuta BPl oT ucxonnoro nokasaresnst Ha Henene 13 cocTaBisio —
0,97 B rpymne miuaue6o u —1,62 B rpymme, mosyyaBmueil xyiaokceTHH B goze 30/60 mr
(p=0,052). PesympTaThl 1Mo 0€30MACHOCTH B JaHHOM HCCICIOBAHHH COOTBETCTBOBAJIU
YCTaHOBIICHHOMY NPOQUIII0 0€30IaCHOCTH JyJIOKCETHHA.

EBporneiickoe areHTCTBO JICKAPCTBEHHBIX CPEICTB OTIOKHIIO HCHOIHEHHE 00513aTeNnbCTBa MO
MPEIOCTABICHUIO PE3yIbTATOB MCCIEJOBAHUI TYJIOKCETHHA BO BCEX IOATPYMIAX AETCKOH
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MOMYJIALMU HPH JICUCHHU JIETIpecCHH, 00neBoi (opmbl auabeTHdeckol HeHWpomatiu H
TeHEPaJIN30BaHHOIO TPEBOKHOIO PACCTPONUCTBA.

5.2. ®apmakoKHHeTHYeCKHe CBOHCTBA

HynokcernH obummpHO MeTabonusupyercs okucnurensHbiMu  (epmentamu (CYPLA2 u
nommoppueiMu  CYP2D6) ¢ mocnexyrommMm  KoHBIOTHpoBaHHeM. (DapMakOKHHETHKA
JIYJIOKCETHHA JIEMOHCTPUPYET BBICOKYIO MEeXKUHIUBHIyalbHYI0 BapuabeapHocTh (50-60 %) u
MOJKET MEHSATBCS B 3aBUCUMOCTH OT I10J1a, BO3PACTa, OT TOTr0, KypPUT MALIUEHT HJIN HET, a TaKKe
ot aktuBHOCTH U30(pepmenta CYP2D6.

AGcopOrus
JIyJIOKCETHH XOPOILIO BCACHIBACTCS PH MTPHEME BHYTPh. BeackiBaHre HauHHAETCS Yepes 2 yaca

rocIie mpreMa npemnapara. MakcuMmanbHast KOHIEHTpaIws B mia3Me KpoBH (Cmax) IyJTOKCETHHA
JOCTUTaeTCs CIyCTs 6 4acoB Mocie npuemMa. AGCOIIOTHAs OHOOCTYIIHOCT IPH EePOPaIbHOM
BBeZCHHHU BapbupyeTcst oT 32 10 80 % (B cpextem — 50 %).

ITpuem nuum He BauseT Ha Cmax JYJIOKCETHHA, HO YBEIHYMBACT BpeMsl JNOCTHKEHHS Cmax €

6 ao 10 9acoB, YTO HE3HAYUTCIIbHO YMCHBIIACT CTCICHBb BCACBbIBAHUA (HpI/I6III/I3I/ITeJ'H)HO Ha
11 %).

Pacnpenenenue
Kaxymmiics obbem pacmpenenenuss cocraBmsier okomo 1| 640 1. JlyJoKCeTHH XOpOIIo

cBsI3bIBaeTCs ¢ Oenkamu 11a3Mbl kpoBU (> 90 %), B ocHOBHOM C ans0yMHHOM W aibga-1-
KHUCJIBIM TJIMKOIIPOTEHMHOM, OJJHAKO HAapyLICHHsI CO CTOPOHBI IIEUYSHHU MU MOYEK HE OKa3bIBAIOT
BIIMSIHUS HA CTENEHD CBA3BIBAHMSA ¢ OEIKaMHU I11a3Mbl KPOBH.

Bbuorpanchopmarus

JlyJmoKCceTHH akTHBHO METa0OIU3HPYETCs]; €ro MeTabOoINTH B OCHOBHOM BBIBOJISITCS IIOYKAMU.
Kak m3odpepment CYP2D6, tak u usopepment CYPLA2 karanusupyioT obpa3zoBaHue IBYX
OCHOBHBIX ~ MeTabonmnuToB  (4-THAPOKCHAYJIOKCETHHAa  TIIIOKYPOHHA,  S5-THAPOKCH,0-
MeToKcuayiaokcetnHa  cynbdar).  [upkynaumpyromme — merabonmtbl  He — o0iiafarot
(hapMakonoru4eckoit akTMBHOCThI0. DapMaKOKHHETHKA TYJIOKCETHHA Y MAlUSHTOB C HU3KOM
akTuBHOCTBIO n30odepmenta CYP2D6 He m3ydanach, OAHAKO OTPAaHUYEHHBIC NAHHBIC JAIOT
OCHOBaHHUE MPEAIONAraTh, 4T0 KOHIIEHTPALUs JYJIOKCETHHA Y TAKNX ITaI[MEHTOB BBIILIE.

DnuMuHanus

JautensHocTh TY% IynokceTHHa Bapbupyercs oT 8 no 17 wacoB (B cpenHem — 12 yacos).
CpenHuil IIa3MEeHHBIH KIMPEHC AyJIOKCETHHA Bapbupyercs oT 33 mo 261 i/4 (B cpemHeM
cocrapinsiet 101 yi/4ac).

Oco0ble rpynITbl MaKEHTOB

Ion

HecmoTpst Ha TO, YTO OBUIM BBISIBJICHBI pa3innuus (HapMakOKWHETHKH NyJIOKCETHHA Y MYKYHH
M JKCHIIMH (CPeIHHUH KIMPEHC AYJIOKCeTHHA HiDKe y keHIMH Ha 50 %), HeoOXomuMocTH B
KOPPEKIMH JI03bI B 3aBUCUMOCTH OT I10J1a HET.

Bospacm

HecmoTpst Ha TO, 4YTO OBUIM BBIABIEHB pa3znnuusl (apMaKOKWHETHKH JIyJIOKCETHHA Y
MALUEHTOB CPEIAHETO U MOXKUIIOTO BO3pacTa cTapire 65 neT (y NalueHTOoB MOKHIOro Bo3pacTa
AUC Bpimre u ymrensHocTs T2 npemapaTa 6ombine Ha 25 %), HEOOXOIUMOCTH B KOPPEKIIUU
JI03bI B 3aBUCUMOCTH OT BO3PAcTa MalMeHTa. PekoMeH1yeTcst cOOII0AaTh OCTOPOKHOCTD IIPH
MPUMEHEHUH JyJOKCETHHA NMAllMeHTaMU MTOXKUIIOT0 BO3pacTa.

ITloueunas Hedocmamounocmo
vy ManquEeHTOB € HapyHICHUEM beHKIII/IPI TOYEK TSIKETION CTETIeHH (TepMI/IHaIII)HEUI cragus
XpOHI/I'-IeCKOf;I MMOYCUHOMN HeI[OCTaTO‘IHOCTI/I), HaxXoJAIUXCs Ha rEMOANAIN3E, 3HAUCHUSA Cmax 1
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AUC nynoxceTHa yBEJNIMYMBAIMCh B J(Ba pa3a. B CBA3M ¢ 3THM clieqyeT paccCMOTPETb
1Ie/IeCO00Pa3HOCTh YMEHBIICHHS JO3bI IYIOKCETUHA Y MALUEHTOB C KIMHHYCCKU BBIPAXKCHHBIM
HapymeHreM (yHkuy nodek. OrpaHHYeHB! JaHHBIE 10 (hapMaKOKHHETUKE JYIOKCETHUHA Y
MaLHEeHTOB C HapylIeHHeM (QYHKIMU [TOYEK JIETKOW U CpelHel CTeNeHHN TSHKECTH.

Ieyenounas HedoCMamoyHocmy

Hapymenune ¢yHkuun nedeHu cpenHeil creneHu TspkecTd (kinacc B mo mkane Yaiina-I1pio)
BIUSIOT Ha (papMaKOKHHETHKY JIyJIOKceTHHA. I10 CpaBHEHHIO CO 310POBBIMH JOOPOBOJIBLIAMU
y TAlMEeHTOB C HapyIIeHHeM (QYHKIUHM IEYEHH CpEJHEH CTENeHH TSDKECTH IUIa3MEHHBIH
KkiupeHc Obi1 Ha 79 % Huwke, T% B 2,3 paza nonbuie, # 3HadeHus AUC B 3,7 pa3 Beie.
@DapMaKOKHHETHKA JIYJIOKCETHHA HE H3yYallach y MAlMCHTOB C HAPYIICHUEM [IEYCHHU JISTKOU 1
TSDKEJION CTETICHH TSKECTH.

Jlakmayus

BnusiHue QynokceTHHa U3ydanaoch y 6 )KEHIIMH B IEPUOJe JaKTAlUH, Y KOTOPBIX MPOILIO HE
MeHee 12 Henelmb ¢ MOMEHTa POJOB. JyJTOKCETHH BBIICNISCTCS B TPYAHOE MOJIOKO, TZIE €ro
paBHOBECHAsI KOHIIGHTPALMSI COCTABISET OKOJO Y4 OT KOHIEHTpALMH B Iuia3me Kposu. [Ipu
npueMe ayiokceTnHa B mo3e 40 Mr 1Ba pa3a B JCHb €ro KOJHWYECTBO B TPYIHOM MOJIOKE
COCTaBISET OKOJNIO 7 MKr/mu. JlakTamuss He OKasbIBaeT BIHSHUS Ha (HapMaKOKHHETHUKY
JIYJIOKCETHHA.

eTn
®dapMaKOKWHETHKA TYJIOKCETHHA y JIeTe B Bo3pacTte oT 7 1o 17 JeT ¢ Jaempeccuer mocie
HepopaybHOTO HpreMa B 103ax ot 20 1o 120 Mr oxuH pa3 B cyTKH ObUIA ONHCaHa C IIOMOLIBIO
aHaIM30B MOIMYJISIMOHHOTO MOJETUPOBAHUS HA OCHOBAaHUH JAHHBIX U3 TPEX MCCIeI0BaHHM.
CrporHo3upoBaHHasl 1I0 MOJAENH IUIA3MEHHAas KOHIEHTPAIHs TyJTOKCETHHA B PaBHOBECHOM
COCTOSIHUM y TAIlMEHTOB IETCKOTO Bo3pacTa ObUIa B OCHOBHOM B TIpefeiaX Juana3oHa
KOHIICHTPALIMH, HAOIIOaeMOii Y B3POCIIBIX MAUEHTOB.

5.3. JlaHHbIe TOKJIMHUYECKOI 0€301aCHOCTH

JlynokceTuH He ObUI T€HOTOKCHYHBIM B CTaHAAPTHOM Habope HCCICIOBAaHMI M HE ObLI
KaHIIEPOTEHHBIM B MCCIEJOBAaHUSAX Ha KpbIcax. MHOTOsAEpHBIE KIETKH HaONIONaNuCh B
MEeYeHH B OTCYTCTBHUHM JAPYTUX THCTONATOJOTMYECKHX HW3MEHEHHH B HCCIEIOBaHUH
KaHILEPOTeHHOCTH Ha Kpbicax. Jlexaliuii B OCHOBE 3TOr0 MEXaHM3M M KIMHHYEcKas
3HAQYNMOCTh HE YCTAHOBICHBL. Y CaMOK MBIIIEH, MONTy4YaBIINX JyJIOKCETHH B TeUEHHE 2 JIET,
OblIa MOBHIIIEHAa YaCTOTa BOSHUKHOBEHHMS T€IATOIEIUTIONISIPHBIX aIeHOM U KapI[THOM TOJIBKO
npu  BbICOKOW 03¢ (144 MI/Kr/cyTkn), HO OHHM CUUTAINCh CIEICTBUEM HHIYKIUH
MHKpPOCOMAJbHBIX ()EPMEHTOB IEYEeHH. 3HAUMMOCTh 3THX MAHHBIX y MbIIIEH Ui JIFOIeH
HEeW3BECTHAa. Y CaMOK KpBIC, MOTYYaBIIMX IyJIOKCETHH (45 MI/KI/CyTKH) IO U B TEUCHHUE
Heprojia CliapuBaHus, a Takke Ha PAaHHUX JTalax OepeMEeHHOCTH, HAOIIOaIoCh CHIDKCHUE
noTpeOIeHHsT UM ¥ MacChl Tejla y Marepel, HapyIIeHUs] ACTPAIBHOTO LUKJIA, CHIDKCHHUE
KOJIMYECTBA KHUBOPOXKACHHBIX JETEHBINIEH U MoKa3aTenell BBDKUBAHUS IMOTOMCTBA, a TaKXKe
3aMeUIeHHe pocTa MOTOMCTBA NPH YPOBHE CHCTEMHOTO BO3JCHCTBHUS, IPHYEM, COTIIACHO
OLICHKE, OOJIBIIMHCTBO CIy4aeB BO3HUKAJIO IIPH MaKCHMAaJIbHOM KIMHHYECKOM YpOBHE
BosneiictBust (AUC). B uccnenoBanui SMOPHOTOKCHYHOCTH Ha KpOluKax 0Oojiee BBICOKAs
YacTOTa BPOXKIECHHBIX MAaTOJOTHH CEepAEYHO-COCYANUCTOH CHCTEMBI M CKeJleTa Halmoaanach
P ypPOBHE CHUCTEMHOTO BO3JEHCTBHS HIDKE MAaKCUMAaIbHOTO KIMHHYECKOTO YPOBHS
BosneiictBusi (AUC). Hukakux BpOXKICHHBIX MaTOJOTMH HE HAOJIOJANOCh B JPYroM
HCCIIEIOBAaHNH, B KOTOPOM H3ydanach Ooyiee BBICOKAasl J103a JPyrod coiau myloKceTHHa. B
HCCIIEI0BAHMSX IPEHATALHOH/IOCTHATAIBHOM TOKCHYHOCTH Ha KPBICAaX TyJIOKCETHH BBI3BIBAJT
HeXeJlaTeNbHbIe IOoBeJeHYeckHe d(PGeKTl y MOTOMCTBA IPU  3KCIO3MIMH  HUKE
MaKCHMaJIbHOTO KIIMHMYECKOTo ypoBHs Bo3aeicTeus (AUC).
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B wuccienoBaHMAX Ha HEMOJIOBO3PENBIX KpPBICAX ObLIO BBIABICHO KPATKOBPEMEHHOE
BO3ICHCTBUE HA HEHpPOIOBENECHME, a TAKKE 3HAYMTENBHOE CHIDKCHHME MAacChl Telna U
noTpeOiIeHns MUK, UHAYKOUS (QEepMEHTOB NEYeHH M BaKyONM3alus KIETOK HEeYeHH IIpU
45 mr/kr/cytku. OOmui npouib TOKCHYHOCTH JYJIOKCETHHA y HEIOJIOBO3PEIbIX KPBIC ObLI
CXOJIHBIM C IIPO(GHIEM y B3POCTBIX KPBIC. JI0301, HE BBI3BIBAIOLICH PA3BUTHS HEXKEIATEIbHBIX
s¢dexToB, Obl1a onpexneneHa 1o3a 20 MI/Kr/CyTKH.

6. ®APMALIEBTUMECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeJIbHBIX BellleCTB

Jynoxkcenra, 30 Mr, KarcyJsl KHIIEYHOPACTBOPUMbIE

CaxapHas KpyInka

l'umpomeniosa 6¢P

Caxapo3a

I'mnpomenossl ¢pranar HP-50

Tanbk

Tpustunuurpar

Teepovie srcenamunosnle kancynvl Ne 3

Kopmyc: Tutana guoxcun (E171), xxenatun

Kpemmeuka: naaurokapmud (E132), tutana nuokeun (E171), xenatun

Cocmae  uepnun: wmwemtak  (E904), osranon (E1510)*, wusompomanon®, GyraHon™*,
npormtenraukons (E1520)*, amvmuak Bomusiii (E527)*, kpacurenb skeie3a OKCHA YEpHBIH
(E172), kanus ruapokcun (E525)**, Bona ounmienuas™*

* OTCYTCTBYeT B TOTOBBIX JKEIATHHOBBIX KalCyJlaX, TaK KaK HCHapsercs IOCie CTaJuH
HAaHECCHHs] MAPKUPOBKHU U CYIIKH.

** OcTaercs B CIEIOBBIX KOJIMYECTBAX B BHJE KAJIUEBOW COJNHM B OCTABIIMXCS Ha Karcylie
YepHUIIaX.

Hynokcenra, 60 Mr, Kancysbl KUIIEUHOPACTBOPUMBIE

CaxapHas Kpynka

T'unpomennosa 6¢P

Caxapo3sa

T'unpomerossr ¢pranatr HP-50

Tanbk

Tpustunuurpar

Teepovie srcenamunosvie kancynvi Ne 1

Kopmyc: Turana muokenn (E171), nanurokapmus (E132), kpacuTens xene3a OKCHI KEITHIH
(E172), xxenatun

Kpsimeuka: nanuroxkapmud (E132), Turana nquokeun (E171), xenatun

Cocmas  uepnun: wemnak (E904), osranon (E1510)*, wusonpomanon®, Oyranoi™*,
npormtenraukons (E1520)*, amvmuak Bomusiii (E527)*, kpacurenb jxeie3a OKCHA YEPHBIIt
(E172), kanust ruppokcun (E525)**, Bona ounienHas*

*OTCyTCTByeT B T'OTOBBIX JKCJIATHUHOBBIX KaIICyJjlaX, TaK KaK HCIIApAE€TCA IIOCIIC CTaauu
HaHECCHUA MAapKUPOBKU U CYIIKHU.

** Ocraercs B CJICAOBBIX KOJMYCCTBaxX B BUAC KaJIMCBOW COJIM B OCTABIIMXCS Ha KaricyJse
HepHUIIax.

6.2. HecoBmecTMOCTH
Henpumenumo.
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6.3. Cpok rogHOCTH (CPOK XpaHeHHUs1)

2 rona.

6.4. Oco0bie MepbI MPeJOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTb IpH TeMneparype He Boiie 25 °C, B OpUrHHAIBHON YIaKOBKE.
6.5. XapakTep u cojep:kaHHe YIaKOBKH

Hynokcenra, 30 Mr, KancyJsbl KUIIEYHOPACTBOPUMBIE

Ilo 7 wmm 10 xamcyn B Gmuctepe u3 koMmOuHUpoBaHHOTO Marepuana OIIA/An/IID + JIEC u
AIIOMHHUEBON (OIIBTH.

IMo 1, 2, 4 wim 12 6auctepos (6iucrep mo 7 xancyin) win 1o 1, 2, 3 unn 9 6nuctepos (Onuctep
o 10 karcyi) BMecTe ¢ JIUCTKOM-BKJIBIIIEM TOMEMIAIOT B TAYKy KapTOHHYIO.

Iynokcenra, 60 Mr, KarcyJibl KHIIEYHOPACTBOPUMBIC

ITo 7 wmn 10 xamcyn B Giuctepe n3 komOuHnpoBaHuoro matepruana OITA/An/IID + JIEC u
AIIOMHHUEBOW (OJIBTH.

Io 1, 2, 4, 8 wmu 12 6mucrepos (Onmctep mo 7 xamcyn) wid no 1, 2, 3 wnu 9 Gnuctepos
(6mmcrep o 10 Kamncyi) BMECTe C JIMCTKOM-BKJIABIIIEM TOMENIAIOT B TaYKy KapTOHHYIO.

He Bce pa3sMeEphl YITaKOBOK MOI'yT OBITH JOCTYIIHBI I p€ajin3aluu.

6.6. OcoOble Mepbl NPEAOCTOPOKHOCTH MNPH  YTHIM3AIUM  HCNOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara WJIX OTXOA0B, MOJYYeHHBIX TMOCIe TNpPHMeHEeHHUs
JIEKAPCTBEHHOTI'0 Mpenapara, U [pyrue MaHUMYJISIIIUH ¢ IpenapaToM

Oco06sble TpeOOBaHHS OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUS

CrnoBenust

AO «KPKA, n.1., HoBo mecTo»
[Imapsemika necra 6, 8501 Hoo mecto
Tenedpon: +386 73312111

®daxc: +386 7 332 15 37

Anpec anexrpornoit mourst: info@krka.biz  Koa nons namenen

7.1. TIpeacTraBuTe/Ib AepaKaTeIs] PeTHCTPALMOHHOIO Y10CTOBEPEHHS

[IpereH3un moTpeOUTEIEH HATPABIATH 110 aAPECY:

Poccuiickas @enepanus

000 «KPKA-PYC»

143500, MockoBckas 0011, T. Mctpa, yin. MockoBckasi, 1. 50
Tenedon: +7 (495) 994 70 70

Dakc: +7 (495) 994 70 78

Azpec 31eKTpOHHOM MOYTHI: Akrka-rus@ krka.biz [ Kop nons namenex

Pecniybnmka benapych

IMpencrasurensctBo AximonepHoro obmrectsa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecmry6nuka CiioBenusi) B Pecrybnuke bemapycn

220114, r. MuHCk, yn. @unnMoHoBa, a. 25T, oduc 315

Tenedon: 8 740 740 9230

dakc: 8 740 740 9230
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Anpec aextponHoit outsl: info.by@krka.biz

Pecny6muka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Tenedon: + 7 (727) 311 08 09

Anpec anexrponnoit noursl: info.kz@krka.biz

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHHUSI
JITT-Ne(000186)-(PT-RU)

JIIT-Ne000186-T'TI-BY

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlekapcTBEHHBIH IpenapaT OTHOCUTCS K KATETOPHH OTITyCKa «II0 PELENTY».

OOmass XapakTepUCTHKa JIEKapCTBEHHOro Ipenapara JlylIOKCeHTa JIOCTyIHa. B €IMHOM
peecTpe 3aperMCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBpa3sHiCKOro 3KOHOMHYECKOTO
CO103a M Ha OQUIMAILHOM CaiiTe YIIOJHOMOYEHHOTO Oprana (SKCIepTHO# opranusarmu) https:
https://Ik.regmed.ru/Register/EAEU_SmPC.
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