CocrTaB

Oelicmsyrouiee seu,ecmao: nperabdbanuH;
1 kancyna comepxkut 300 Mr niperabanuHa;

8cnomozamebHble 8eu,ecmad: makTo3a MOHOTHUAPAT, KpaxMall KyKyPy3HBIU TaJlbK
000/104YKa KaIICYJIHl: XKeJlaTUH, Bofda, TuTaHa nuokcun (E 171), HaTtpus
JTaypuicynbdaT, KpeMHUSI OUOKCHU KOJIJIOUAHBIM, Kefle3a okcu KpacHbil (E172) (ona
Karcyn no 75 mr u 300 Mr) 4epHUI: LIeJjiakK, XKeje3a oKcupn yepHui (E172),
MIPONUJIEHTIUKOJIb, KaJIhs TUAPOKCU[.

JIekapcTBeHHasi GopmMma

Karmcymsr.
OcHosHble (pu3suko-xumuyeckue ceoticmada

Karmcynet mo 300 Mr: TBepable Hellpo3pauHkble (Oesble / OpaHKeBbIE) JKelaTUHOBLIE
Karcysl, pa3Mepa 0, comepxailue OpoIIoK 6esIoro uam no4YTtu 0esoro uBeTa.
OtneuaTok Ha Kopnyce «PGN 300", Ha Kprilieuke - "Pfizer" yepHbIMU YepHUIaMHU.

QapMaKOTepaneBaneCKaﬂ rpyiiia

[TpoTUBO3NUJIENITUYECKHNE CPECTBA. [Ipyrue IpPOTUBOSIINIENITUYECKHE CPENCTRA.

Kopm ATX NO3A X16.
®apMaKOTUHaAMHKa

IlelicTBYyIOIIIEE BEIIECTBO - MperadaauH, YTO SBJISETCS aHaJIOTOM raMMa-
aMHHOMACJISSHOM KUCIIOTHI [(S) -3- (aMUHOMETHII) -5-MeTUJIreKCaHoBa KUCJIoTa].

MexaHU3M OeNCTBUS

[IperabGanuH CBA3BIBAETCS C JONOJIHUTENBHOU CyObenuHulielr (a2-d 6enoK)
MMOTEHIMATI3aBUCUMbBIX KaJIbIIMEBHIX KaHAIOB B lIeHTpanbHOM HepBHOU cucteme (LTHC).

Knuunyeckas 9hGeKTHBHOCTDL 1 6€30I1aCHOCTD

He#iponatuyeckasi 60JIb.

Bo Bpems uccnemoBaHUM OBIIO IPOOEMOHCTPUPOBAHO 3¢HEKTUBHOCTE IIpernapara ajs
JleueHus nrabeTUYeCcKOU HeMpPonaTUuH, IMOCTrepIleTHYeCcKol HeBPAIT UM U MOPaXKeHusI



CIIMHHOTO MoO3ra. ¢(deKTUBHOCTh IIpelapaTa IIpu OPYTUX BUAaX HeMponaTUudeCcKoun
00JI1 He TTPOXONIIH.

[TperabGanux usydanu B Xxoge 10 KOHTPOIUPYEMBIX KIMHUYECKUX UCCIeI0OBaHUMN
MPOIOOJIKUTENIBHOCTHIO 10 13 Hefesnb C peKUMOM AO3UPOBAaHUS ABaXKIObl B CYTKU U B
X0[e UCCIIeJOBaHUM IIPOAOIKUTEILHOCTHIO A0 8 Heleslb C PeXKMMOM JO3UPOBaHUSA
TPUAKOLI B CYTKH. B 0b1m1em npodunu 6e3onacHOCTH U 3(PpPEeKTUBHOCTH IOJIsT PEKUMOB
OO3UPOBAHUS IBAXKLI U TPUKILI B CYTKU OBIJIM CXOIHBLIMU.

B xome KIMHUYeCKUX HUCCIedOBaHUM IPOOOIKUTEIbHOCTLIO 00 12 Hegenb, B KOTOPHIX
JIeKapCTBEHHOE CPEeJICTBO IIPUMEHSJIN OJIs JIeueHUs HeupornaTudeckKoi 60u,
yMeHbllIeHNe 00T TeprudeprudecKoro U eHTPaIbHOTO IPOUCX0XKAeHUs HabIioganoch
IIOCJie IEePBOM HeOeld U COXPaHsJIOCh B TeUEHNE BCETr0 Mepuoa JedYeHns.

B xome KOHTpOMUPyeMBIX KIIMHUYECKUX NUCCIIeJOBaHUN NeprudeprunIecKoro
HeMporaTuyeckou 6omu y 35% manueHTOB, IMOoTy4YaBIIux nperadbanud, uy 18%
MMaleHTOB, MMOJIy4YyaBIIuX niaiedo, Habmoganocs ynydileHrue Ha 50% 1o mkane
onieHKH Oonu. Cpenu MalleHTOB, Y KOTOPHIX He BO3HUKAIa COHIUBOCTh, TaKOe
ynydileHue Habmoganocsk y 33% manueHToB, Moay4daBinux nperabanu, uy 18%
MalMeHTOB U3 TPYIIH Iane6o. Cpegu MalueHTOB, Y KOTOPHIX BO3HUKAla
COHJIMBOCTB, NOJIS NMAallMeHTOB, OTBETUBIINX Ha Tepamnuio, coctaBuia 48% B rpynmne
nperabanuHa u 16% B rpymnmne mnaie6o.

B Xome KOHTPOIUPyeMOro KIMHUYECKOT0 UCCIIeqOBaHUS HEUPOIIaTUYeCKOM 00Iu
IIEHTPaJIbHOTO IPOUCXOKAEeHUA ¥V 22% IMMallieHTOB, MoJIy4YyaBIIuxX nperadanu, uy 7%
MMaly¥eHTOB, MTOJIy4YyaBIINX nialebo, Haboganocs ynydiuenrue Ha 50% 1o mKane
OIIeHKH OO0JIN.

Snuaencus

IlonoaHumeavHoe sneveHue. Ilperabanuu u3lydanu B xome 3 KOHTPOJIUPYEMBIX
KJIMHUYECKUX MCCIJIeHOBaHUU MIPOOOIKUTEILHOCTRIO 12 Hegenb C peXXUMOM
OO3UPOBaHUS OBaXKObl UJIM TPUKALI B CYTKHU. B 0011em npodunu 6e300acHOCTY U
9 HEKTUBHOCTH AJI PEKUMOB OHO3UPOBAHHUS ABaXKObI M TPUKIABLI B CYTKU OBIJIN
CXOIOHBIMHU.

YMeHbIIeHNE YaCTOTH CyTOPOKHEBIX IIPUMIAAKOB HabII0Ianoch yke Ha IIepBOi HeJeJle.

Hemu. 9bdeKTrBHOCTh 1 6€30IIaCHOCTh IIperabajnnHa B Ka4ueCTBe BCIIOMOTaTEJIbHOIO
CpenCcTBa IIpU SIUJIEIICUU OJIA JgeTel fo 12 jieT u a1 IOAPOCTKOB He YCTaHOBJIEHHI.
[ToGouHBIE PEaKIINU, KOTOPHIE HaO/II04anuch B UCCIIETOBAaHUU 110 U3YYEHUIO
(bapMaKOKMHETHUKU U IEPEHOCUMOCTH, K KOTOPOMY OBIIM BKJIIOUEHHI TAallUeHTHI B
Bo3pacTe oT 3 MecsleB Oo 16 net (n = 65) ¢ mapuuaabHEIMHU CYTOPOXKHBIMHI
npunagkaMu, Obsiu ToJ00HBIE TOOOYHBIX PEaKIUui y B3POCHbIX. Pe3ynbraTe! 12-



HeIOeIbHOTo IIaed0-KOHTPOJIUPYEMOT'0 UCCIeMOBaHMUs C ydyacTueM 295 meTel B
Bo3pacTe oT 4 1o 16 neT u 14-mHeBHOTO I/1a1le00-KOHTPOJINPYEMOT0 UCCIIEONOBAHUS C
yuactueM 175 geTteli B Bo3pacTe oT 1 Mecslia 4O MeHee 4 JIeT, 1IeJIbI0 KOTOPHIX Oblyia
olleHKa 3¢ HeKTUBHOCTHU 1 0e30I1aCHOCTHU nperadannHa KakK OOIIOJITHUTEIbHON Teparuu
MmaplyaabHbIX CyOJOPOKHBIX ITPUIIAAKOB, U OTKPHITOTO MCCIIeqOBaHUs 6€30I1aCHOCTH
IIPOIOOJIKUTENIBbHOCTHIO 1 rof ¢ yyactueM 54 geTeu B Bo3pacTe OT 3 MecsleB a0 16 net
C smuJIeTiIcChel yKa3hIBalOT Ha TO, YTO TaKue MOOOYHBIE peaKIuy, KaK MUPEKCUs U
MHGPEKIINU BEPXHUX ObIXaTeNIbHBIX IyTEH, y JeTel HabJiomaloTcsa Jalle, 4eM y
B3POCJILIX MTAIIMEHTOB C dMuiencuen (cM. pasmensl «Criocod IpUMeHeHUs U OO3bI»,
«ITobouHbIe peakiuu» U «®DapMaKOKUHETHUKA»).

B 12-HepmenbHOM m1a1ie00-KOHTPOJIMPYEMOM UCCIE0BaHUM AEeTSIM (B Bo3pacTe oT 4 [0
16 neT) Ha3Havanu nperabanuH 1o 2,5 Mr / Kr / cyT (MakcumyM 150 Mr / cyT),
nperabanuu mo 10 mMr / Kr / cyT (MakcumyM 600 mr / cyTku ) unu nnaie6o. 1o
KpauHeu Mmepe 50% yMeHbllleHue NaplualbHbIX CYOOPOXKHBIX IPUIIAOKOB, 10
CPaBHEHUIO C UCXOOHBIM ypOoBHEM, Habmomanock B 40,6% malueHTOB, ITOTy4YaBIIUnX
nperabanuH B mo3e 10 mr / Kr B cyTkH (p = 0,0068 o cpaBHeHu1o ¢ 1aaiebo), 29,1%
MMalMeHTOB, ITOy4YaBIIuX ITperabanux B mo3e 2,5 Mr / Kr / cyT (p = 0,2600 mo
CpaBHeHMUIO C mianebo) u 22,6% Tex, KTO Iojydasnt miamneoo.

B 14-gHeBHOM m1a1ie60-KOHTPOIUPYEMOM HCCIIEIOBAaHUU OeTsM (B Bo3pacTte oT 1
MecslIla [0 MeHee 4 JieT) Ha3Hadanu nperabanul 7 Mr / Kr / cyT, nperabanud 14 mr /
KT / cyT unu mnnanebo. MeguaHHasi CyToYyHas 4acTOTa Cy[IOM Ha MCXOHOM YPOBHE U
Ha 3aK/JII04YUTEIbHOM BU3UTE COCTaBUIIla COOTBETCTBEHHO 4,7 u 3,8 nys nperabanuHa B
mo3e 7 mr / Kr / cyT, 5,4 u 1,4 gnsa nperabanuia B mo3e 14 mr /kr/cytu 2 9 u 2,3 mnsa
mare6o. IIperabanuu B mo3e 14 Mr / Kr / cyT 3HAYUTEJIBHO YMEHbIIaJI
norapudmMudecku npeodpa30BaHHYIO YaCTOTY MapPIMaIbHbIX CyJOPOXKHBIX ITPUIIAKOB
110 cpaBHeHUIO C maiebo (p = 0,0223) nmperabanus B §o3e 7 MT / KT' / CyT He
ITPOAEMOHCTPUPOBA yIIy4IllleHue 110 CpaBHEHUIO C I1aieo.

MonoTepanus (y maleHTOB C BIIEpBbie OIMAarHOCTUPOBaHHBIM 3a00JIeBaHUEM).
[TperabanuH u3ydanu B Xoge 1 KOHTPOIUPYEMOT0 KIMHUYECKOT0 UCCIIeIOBaHUSI
MIPOIOOJIZKUTENBHOCTBIO 56 Heleslb C PeXKMMOM JO3UPOBaHUS OBaXKObl B CYTKU. [1pu
MpUMeHeHuU IperabanrHa He ObIJI0O JOCTUTHYTO OMMHAKOBOI'O YPOBHS
9(pPeKTUBHOCTHU IO CPAaBHEHUIO C IIPUMEHEeHNEM JIaMOTPUIXKNHA, COTJIaCHO OlleHKe
4yepes3 6 MecsAaleB C KOHEYHOU TOYKOU - OTCYTCTBUEM CYOOPOKHBIX ITPUIIadKOB.
[IperabanuH ¥ TaMOTPUOKUH OBITH OOUHAKOBO 0€30IIaCHLEIMU 1 XOPOIIIO
IIEPEHOCUIUCH.

'eHepaTnM30BaHHEIN TPEBOXKHOE PACCTPOMCTBO

[TperabGanuH u3ydanu B Xoge 6 KOHTPOIUPYEMBIX UCCIIeOBaHUM
IPOLOOJIXKUTEJIBHOCTHIO 4-6 Hegesib, OOHOTO UCCJIeJOBaHUS IPOOOJIXKUTEJIbHOCTHIO 8



HeIenb C y4acTHeM NallMeHTOB II0XKMUJIOT0 BO3pacTa ¥ OOQHOTO AJIUTEJILHOTO
HUCCIieqoBaHus ITPO(GUIaKTUKU PeluarnBa C BOBOWHE Clemnou ¢pa30u NpohuIakKTUKHU
penuguBa IPOOOIXKUTEJIBHOCTBIO 6 MECSIIEB.

YMeHbIlIeHrue CUMIITOMOB Ir'eHepaIi30BaHHOTO TPEBOKHOTO PaCCTPOMCTBA COTJIaCHO
mkKase [[aMunbTOHaA A1 OlleHKU TpeBoxXHOCTU (HAM-A) Habnoganoch yKe Ha Hefesne
1.

B xome KOHTPONIHUPYEMBIX KINHUYECKUX UCCIIeJOBAaHUHU (IIPOOOIXKUTETBHOCTHIO 4-8
Hemenb) y 52% IalueHTOoB, IToIy4YyaBHIux rmperabdanut, u' y 38% maiiueHTOB U3 IPYIIITEI
mane6o Habmoganochk yaydlleHnue He MeHee 4eM Ha 50% 1o ob61ieMy KOJIu4eCcTBY
6asnmoB o mKane HAM-A oT UCXOOHOTO YPOBHS A0 KOHEYHOU TOYKHU.

Bo BpeMs1 KOHTPOIUPYEMBIX UCCIIEIOBaHUY HEUYETKOCTh 3PEeHUs Yallle Habsroganach y
MMalMeHTOB, ITOTyYaBIINX ITperabanuH, YeM y mallieHTOB, oJIy4YaBlIux niaiebo. B
OOJIBLIIMHCTBE CJIy4aeB 9TO SBJIEHUE MCYe3alio IIPU NPOAOJIKEHUU Tepalui.
Od¢dranbMmonoruyeckoe obcieqoBaHue (BKJo4asi IIPOBEPKY OCTPOTHI 3PEHUS,
(popManbHYI0 IPOBEPKY II0JISA 3PEHUA U UCCIIeqOBaHUe ITIa3HOr0 OHA IpHU
pacuIupeHHOM 3padyKe) B paMKax KOHTPOJIMPYEMBIX KIIMHUYECKUX UCCIIeIOBaHUM
BRITIOJTHSIJIOCH B 60jiee 3600 manueHToB. Cpedu 3THUX ITAIlMeHTOB OCTPOTA 3PEHUS
yXyQumunach B 6,5% malueHTOB B IrpyIie nperabanuHa u B 4,8% mallieHTOB B I'PYIIIIE
mane6o. U3MeHeHUs MO 3peHus BHISIBIIEHO B 12,4% malMeHTOoB, MOJIy4YaBIIuX
nperabanuH, u B 11,7% nmanueHTOB U3 TPYIIIH I11a1le00. I3MeHeHUs Ha T1a3HOM [HE
oOHapyxkeHH y 1,7% nmanueHTOB, Moy4daBiiux nperabanuf, u B 2,1 % [NaiiueHTOB B
rpymnme nnaue6o.

dubpoMuanrus

9dbdbekTUBHOCTh NpernapaTa JIupuka Obljla YCTaHOBJIEHA B OOHOM 14-HemelbHOM
OBOMHOM CJIEIIOM I1/1alle00-KOHTPOJINPYEMOM MYJIbTUIIEHTPOBOM HccienoBanuu (F1) u
B OOHOM 6-HeOoeJIbHOM PaHIOMH3WPOBAHHOM HcCcCemoBaHuu OoTMeHEH (F2). B atu
KMCCIelOBaHUs IIPUBIEKAJIMCh MAlUEeHTHl C AMarHo30M «pubpoMuanrus» Ha OCHOBE
KpuTepueB AMePHUKAaHCKOTO KOJIJIe[i?Ka PeBMaTOIOTUH (paciIpoCTpaHEeHHBIW 00JIb B
TeuyeHue 3 MecsIeB B aHaMHe3e 1 00J1b, MpucyTcTByeT B 11 unu 6oee u3 18
crnenuduyeckux 60JIeBEIX TOUEK). MccnemoBaHusi MIPOOEMOHCTPUPOBAIU CHUXKEHUE
00111 110 BU3yaJIbHOM aHaJIOTOBOM IIKajie. Y Iy4dllleHre OOIIOTHUTEJIbHO OBIIo
ITPOAEMOHCTPUPOBAHO 110 OOIIEM OlleHKEe MallueHTa U 10 OIIPOCY O BIUSHUU
dubpomuanrum.

Ietu. Brinno mpoBeneHo aled0-KOHTPOIUPYyEeMOe UCCIiefoBaHUe
IPOOOIKUTENBHOCTHIO 15 Hemenb ¢ yudactueM 107 metent 12-17 net ¢
bubpomuanruen, KOTopble IPpUMeHsIIU npernapaT JIupuka B go3e 75-450 MT' B CyTKH.
ITo pe3ynbTaTaM OLIEHKY NEPBUYHON KOHEUYHOU TOUYKMU 3P(PEKTUBHOCTHU (M3MEHEHUE



o0111et MHTEHCUBHOCTHU 00JI OT 6a30BOT0 YPOBHS A0 Hemenu 15; paccyuTaHo C
rmomo1rbio 11-6amabHOM IITKAJIB OIleHUBaHUSI) ObIJI IPOOEMOHCTPHUPOBAH YHCIIEHHO
OoJibllle yIydIllleHrue COCTOSTHUA MalleHTOB, II0Iy4YaBIIuX ITperabaauH, 10 CpaBHEHUIO
C TMallMeHTaMM, KOTOphle IIPUHUMAIH I1j1a1ie00, HO 9TO YJIYYIIIEeHUS He JOCTUTIIO
CTaTUCTUYECKOU 3HaUMMOCTH. Hanbonee 4acThIMU TOOOYHBIMU pPeaKIUsIMHU, KOTOPBIE
HaOJII0aIuCch B KIMHUYECKUX UCCIIeNOBAHUX, OB/ T'OJIOBOKPYKEHME, TOIITHOTA,
rojioBHas 00Jb, yBeIUUYEHUE MACCHI Tejla U YyTOMJIZeMOoCTh. OOIui mpoduib
0€e30I1aCHOCTH Y IMOAPOCTKOB OBINI MOOOHBEIM TaKOBOMY Y B3POCJILIX C pUOpPOMUAITHEN.

dapMaKOKHHETHKA

dapMaKOKHHETHYEeCKHe MoKa3aTeu nperabaliiHa B PAaBHOBECHOM COCTOSTHUY OBLIH
MMOOOOHBEIMHY YV 3TOPOBLIX JOOPOBOJIBIIEB, MAIIMEHTOB C SIIUJIEIICHEH, KOTOPEIE
MTPUHUMAIX ITPOTUBOSNUJIEIITUYECKHUE IIPeIlapaThl, U Y MallMeHTOB C XPOHUYECKOH
00JIbIO.

Abcopbuus

[Tpera6anuH OLICTPO BCAChEIBAETCS IIPHU ITPHEMe HAaTOUIaK U JOCTUTAaeT MaKCHUMaJIbHOM’
KOHIIEHTPAlMU B I1Jla3Me KPOBU B TedyeHUe 1 yac mocjie OQHOKPATHOT O UJIU
MHOT'OKPATHOT'O ITpUMeHeHus1. PaccunTana OMOOCTYIIHOCTS ITperadainHa mpu
IepopaabHOM IIPUMEHEeHUM CcocTaBasgeT = 90% u He 3aBUCUT OT O03HI. [Ipu
MHOT'OKpPaTHOM IIpUMEHEHNY PaBHOBECHOE COCTOSAHME [OoCTUraeTcs depes 24-48
yacoB. CKOPOCTh BCacChIBaHUs IIperadajiiHa CHUXKAeTCS IPU OOHOBPEMEHHOM IIpUEMe
C IUllley, IPUBOAUT K YMEHBIIIEHNI0 MaKCUMaJIbHOM KOHIIeHTpauuu (Cmax) IpuMepHO
Ha 25-30% u yonuHeHNe 3Ha4YeHUU tmax npuMepHo 0o 2,5 yaca. OgHaKoO Ipuem
nperabanvHa C MUIIEeH He UMeJl KJIMHUYEeCKU 3HaYUMOT0 BIIUSHUS Ha CTEIleHb
abcopOiuu.

PacnpedeneHue

B xome mOKIMHMYECKUX MCCIIeIOBaHUM OBIIO IT0KAa3aHo, YTO nperabdainH IIPOHUKAeT
yepes3 reMaTosHIledamnyecKul 6apbep y MbIIelN, KPhIC 1 00e3bsH. beino
YCTAHOBJIEHO, YTO nmperadajsnuH IPOHUKAET Yepe3 IJIAleHTY Y KPBIC 1 BHIAEISIeTCS B
MOJIOKO KPBIC B IEPUO]I JTaKTalluM. Y YeloBeKa 00beM pacupeneneHus nperabanuHa
IocJjie ImpueMa BHYTpPb cocTaBnseT nmpumepHo 0,56 i / kr. [IperabanuH He
CBsI3BIBAETCS C OeIKaMu IJIa3Mbl KPOBH.

Memaboausm

Y uenoBeka nperabajinH NoaBepraeTcss He3HAYUTEIbHOMY MeTabonusmy. ITocie
BBE[IEHUS OO3bl MEUYEHOT0 pagu0aKTUBHOM MeTKOM nperabanuHa okono 98%
pPaguoOaKTUBHOTO BEMIeCTBA BRIBOOAUJIOCH C MOYOU B HEM3MEHEHHOM BUIE



nperabanuHa. omnst N-MeTUIUPOBaHHBIX ITPOU3BOAHOM IIperabaarHa - OCHOBHOI'O
MeTaboJIMTa IIpemaparTa openesssics B Mode, - coctaBuia 0,9% BBegeHHOM O03bl. Bo
BpeMs OOKJINHUYECKUX MCCIIeHOBaHUM He MPOUCXOOUIIO paleMu3aluu S-sHaHTuoMepa
nperabanuHa B R-aHaHTHOMED.

Bwisoo

ITperaGanuH BEIBOOUTCS U3 CUCTEMHOT0 KPOBOTOKA B HEM3MEHEHHOM BH[IE,
MIPenuMYyIIleCTBeHHO MoYKaMu. [lepuof mosyBeIBeqeHust mperabajanHa cocTaBisier 6,3
4yaca. [Ima3MeHHBIN U ITOYEYHBIN KIIUPEHC nperadaanHa IIpsiMo IponoplroHanbHel KK
(cMm. Pa3gen «®apMakoKnHETHKA. [IoueyHast HEHOCTAaTOYHOCTH»).

[TarmmenTaM ¢ HapyuieHrueM QYHKIUY IOYEK WU ITallieHTaM Ha reMojauasmnse
HeoOxoguMa KoppeKuus no3bl (cM. Pa3gesn «Crioco® IpuMeHeHUs U OO3bI», TabmuIla).

JIuHeliHoCcmb / Hea1uHeuHoOCMb

dapMaKOKMHETHUKA ITperabajnHa SIBASeTCS JIMHENHOM! OJIsi BCeT0 PeKOMeHIOBaHHOT 0
ouana3oHa [03. BapuabenbHOCTh (papMaKOKUHETHUKY nperabasnrHa y NalueHTOB
Huskas (<20%). PapMaKOKMHETHKA IIPY MHOTOKPATHOM IIPUMEHEHUHU IIpeacKa3dyeMa
Ha OCHOBaHMWU OaHHBIX, IIOJIyY€HHBIX IIPU IPUMEHEHUN OOHOKPaTHOM HO3bl. TaKuM
o0pa3oM, HET HEOOXOIMMOCTH B IIJIAaHOBOM KOHTPOJIE KOHIIEHTPAIIuH nperadaarHa B
Ijia3Me KPOBH.

Ilona

Pe3ynmbTaThl KITMHUYECKUX UCCIIEI0OBAaHUN CBUIETEIILCTBYIOT 00 OTCYTCTBUHU
KIIMHUYEeCKH 3HAYMMOI'0 BJIMSHUS TT0JIa Ha KOHIIEHTpaluu mperabajnHa B IIjIa3Me
KPOBH.

IToueuHass HeOocmMamoyHOCMb

KnupeHc nmperabanuHa IpsMo IIPOIIOPIIMOHAaNIeH KINPEeHCYy KpeaTuHUHa. Kpome aToro,
nperabanuH 3¢pGEeKTUBHO yOalasieTCss U3 IJIa3Mbl C IIOMOIIbIO reMoauasnu3a (mocne 4
4acoB reMoauann3a KOHIleHTpalus nperadaanHa B IJla3Me KPOBU YMEHbIIIaeTC s
npuMepHO Ha 50%). IToCKObKYy npenapaT BEIBOOUTCS B OCHOBHOM IIOYKaMU,
nmany¥eHTaM C ITOYeYHOM HeJOCTaTOYHOCThI0O HEOOXOAMMO YMEHbIIaTh 03y IIpelapara,
a ImocJjie reMofuanu3a - IPUMEHSATh JOIOIHUTENbHYIO o3y (cM. Pasgen «Cmocob
MMPUMEHEHUS U [03bI», TabIuIa).

ITeueHOYHas1 HeOOCMAMOYHOCMb

CrnemnuanbHbBIX GapMaKOKUHETUYECKUX UCCIIeNOBaHUM Y MMAllMEHTOB C IIeYeHOYHOU
HEeIOOCTaTOYHOCThIO He IMTPOBOAUIINCE. [IOCKONIBbKY nperabanni He TPETEPIIUT
3HAYUTENILHOTO MeTaboIru3Ma U BEIBOJUTCS C MOYOM MPEUMYIIIECTBEHHO B



HEen3MEeHEHHOM BHuOeE, TO MaJIOBEPOATHO, YTOOBI HapylleHue (bYHKI_II/II/I IIe4YeHU MaJlo
3Ha4YMMO€ BIIMSAHHME Ha KOHIEHTPaIlHuIo npera6aHHHa B IIJIa3Me€ KPOBH.

Iemu

dapMaKOKMHETUKY IIperabanrHa OlleHUBaJIM C yYaCTHUEM OeTel C 3Muserncuen
(Bo3pacTHBIe rpynnksl: OT 1 oo 23 mecsues, oT 2 0o 6 neT, or 7 go 11 net u ot 12 go 16
JieT) IpU npuMeHeHuu 003 2,5 Mr /kr / cyTt, Smr /kr /cyT, 10 Mmr / kr / cyt u 15 mMr /
KT / CyT B XO[le UCCJIefOBaHUSA (papMaKOKNHETUKY U IIEPEHOCUMOCTH.

[Tocne mepopanbHOrO IPUMEeHeHus peradaarHa OeTsM HaTOIaK BPeMs TOCTHUKEHUS
MaKCHUMAaJIbHOU KOHIIEHTPAIUH B IIJIa3Me OBIT B I1€JIOM aHaJIOTUYHBIM BO BCEX
BO3PACTHHIX I'PyITax u coctaBui oT 0,5 9aca mo 2 9acoB ITOC/Ie IpueMa.

3HauyeHre Cmax ¥ MIOLIagu Mo KPUBOU 3aBUCUMOCTH KOHIIEHTPAIlUd OT BpEMEHU
(AUC) nperabanuHa poCiIu JIMHENHO C YBeIMUEHUEM 03Bl B KaXK/I0M BO3PaCTHOMU
rpynie. Y meted ¢ maccou Tena mo 30 kr 3HayeHue AUC Obinu Huxke Ha 30%, 4To
o0yciioBieHO yBenuueHueM Ha 43% KIupeHca, CKOPPEKTUPOBAHHOTO 110 Macce Tena, y
STUX ITAIlMEHTOB II0 CPAaBHEHUIO C NTallleHTaMu C Maccou Teyna = 30 KT.

KoHeuHbIN TepUO ITOTYBEIBEIEeHUS IIperabanrHa COCTaBIsII B cCpegHeM OKoJo 3-4
4acoB B Bo3pacTe 1o 6 neT u 4-6 4acoB B BO3pacTe OT 7/ JIeT.

B xome monynsnimoHHOT0 (hapMaKOKMHETHYECKOT0 aHasu3a ObIJIo IT0Ka3aHo, 4YTo
KJIUPEHC KpeaTUHUHA OB/ 3HAYMMOM KOBapHaTOIO OJIs KIMPEeHca nprueMa
nperabanrHa, a Macca Teja Oblyla 3HAYMMOM KOBapHATOIO OJIsi BooOpazkaeMoro
o0beMa paclpepfesieHus IpueMa nperabasnrHa, U 3Ta CBsI3b Obllla @aHAJIOTUYHBIM Y
oeTey ¥ B3POCIILIX ITAallieHTOB.

dapMaKOKHMHETUKY ITperabajrHa y IallieHTOB B BO3pacTe MeHee 3 MecsIla He
usyvanu (cm. Pasgen «Cnocob mpuMeHeHus U [03bl», «[I000YHBIE peaKIIuu» 1
«PapMaKoOuHaAMUKa»).

ITauueHmul nodcu1020 8o3pacma

Knupenc nperabannHa uMeeT TEHIEHIIUIO K YMEHBIIIEHUIO C BO3pacToM. Takoe
yMeHbIIIeHre KIUpeHca nperabannHa Ipu ero IpUMeHeHU BHYTPh COTIaCyeTcs C
YMEeHbIIIeHHEeM KJIupeHca KpeaTUHHHA, CBI3aHHLIM C YBeIMYEeHHEeM BO3pacTa.
[TarimeHTaM C HapylleHueM QYHKIUHU II0YeK, CBI3aHHEIM C BO3PAaCTOM, MOXKET
nmotpeboBaTLCS YyMeHbIIIeHNEe O03H nperabanuua (cM. Pazgen «Criocob npuMeHeHUs 1
OO3BI», TaOmuia 1).

KopmaeHus 2pyovio



dapMaKOKMHETUKY ITperabajrHa Npu ero npuMeHeHuu B go3e 150 Mr kKaxkmawie 12
yacoB (cyTouyHas mo3a 300 mr) omeHuBanu B 10 XKeHIIIMH, KOTOPEIE KOPMUJIN I'PYObIO,
10 MeHbIlled Mepe dyepe3 12 Henenb nocse pogoB. KopMileHre IpyOblo He BIIUSAIIO UJIU
MaJIo He3HaUYUTEeNbHOE BIMSHUE Ha PapMaKOKUHETUKY nperabanuHa. [Iperabanua
rnomnagaa B TPygHOE MOJIOKO, IIPU 9TOM €Tr0 CpefHNEe KOHIIEeHTPallui B paBHOBECHOM
COCTOSIHUHU COCTAaBJISIIIN OKOJIO 76% KOHIIeHTPalluM B II1a3Me KPOBU MaTEPH.
PaccuuTtaHHas mo3a, KOTOPYIO IMoydaeT pebeHOK C TPYOHBEIM MOJIOKOM (IIpU CpegHeM
nmorpebneHun Mosoka 150 M1 / KT / CyT) OT KEHIINHBI, KOTOPasi IPpUHUMAaEeT
nperabanuH B go3e 300 Mr / cyT Uiy B MaKCcuMaabHOU mo3e 600 Mr / cyT, cOCTaBisieT
0,31 unu 0,62 Mr / Kr / CyT COOTBETCTBEHHO. DTH PaCCYUTaAHHBI JO3bI COCTABIISIOT
npuMepHOo 7% o0Illelt CyTOYHOM A03bl MaTeEPU B IlepecyeTe Ha MT / KT.

IToxka3aHus

HetiponaTuyeckuit 60b.

IMpenapat JIupuka noka3aH OJisl JIieUeHUST HelpornaTudeckoi 6omu reprudepuieckoro
WUJIN LIEeHTPabHOTO TPOUCXOKIOEHUSA Y B3POCHIX.

OTUJIeTICUud.

[Tpemapat JIuprKa mokKa3aH B3POCJILIM B Ka4eCTBe MOIIOTHUTEJILHOTO JIeUeHUS IIPU
MMapIlMaabHbIX CYOOPOXKHBIX ITPUMNAKaX C BTOPUYHON reHepanu3almen unu 6e3 Hee.

I'eHepann30BaHHOE TPEBOXKHOE PACCTPOHCTBO.

[Tpenapat JIupuKa ImoKas3aH [OJIs JIeYeHUs TeHepaIn30BaHHOT0 TPEBOXKHOTO
PacCTPOMCTBa Y B3POCIIBIX.

dubpoMuanTus.
ITporuBONIOKa3aHUA

['MnepyyBCTBUTENBHOCTD K OENCTBYIOILIEMY BEIIECTBY UJIH K JIIOOOMY U3
BCIIOMOTATENIbHBIX BEIIECTB, IIEPEYUCIeHHBIX B pa3aese «CocTaB».

B3auMoaeHCTBHE C IPYrHMH JIeKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHIbI
B3aMMOIEeHUCTBUHA

[TockonbKy mperabaiiH BLIBOOUTCS IIPEUMYIIEeCTBEHHO B HEM3MEeHEeHHOM BUE C
MOYOM, UCIIBITEHIBAET HE3HAUYUTEJIPHOTO MeTaboInu3Ma B opraiu3Mme yenoBeka (= 2%
OO3bI BBEIAEJISIETCS C MOUOM B BUIe MeTaO0IUTOB), He MHTUOUPYyeT MeTab0Iu3M OPYTUx
IIperapaTosB in vitro u He CBsI3LIBaeTCs ¢ OeJIKaMH I1JIa3MEI KPOBH, TO MaJIOBEPOSITHO,
4yTO nmperadajiiH MOXKET BhI3LIBaTh (hapMaKOKMHETHYECKOEe B3aUMOIeNCTBUE NN OBITh



00BEKTOM TAaKOI'0 B3aMMO/IeMCTBHSI.
HccaedosaHus in vivo u nonyaAauUOHHbIU (papMaKoKuHemuyeckKul aHaaus

TakuM 00pa3oM, B UCCIeIOBAHUAX in vivo He HabI0aanoCch KIMHUYECKU 3HAUUMOT'0
(bapMaKOKMHETHYECKOTO0 B3aUMOAENCTBUS MEeXKAY IIperabanuHoM U (GeHUTONHOM,
KapOaMa3eIlnHOM, BaJIbIIPOEBOM KUCJIOTOM, ITaMOTPUOXKUHOM, TaOAIIeHTUHOM,
jilopa3ernamMoM, OKCUKOOOHOM MIIA 3TaHOIOM. [TonmynsiimOHHBIN
bapMakokKMHEeTHYECKUI aHAJIM3 IT0Ka3aJl, YTO mepopasibHbIe ITPOTUBOANAOeTHYECKUE
Cpe[cTBa, OUYPETUKU, MHCYIUH, ¢peHoOapOuTan, TuarabuH u TonmupaMaT He UMeIOT
KJIMHUYECKU 3HAaUYMMOT0 BIUSHUS Ha KJIMPEHC nperadanuHa.

ITepopasavHble KOHMpauenmuevl, HOPIMUCMepPoH u (uau) SMUHUAICMPAOUON

OJIHOBpeMeHHOG IIpPUMEHEeHue Hpera6aHHHa C OpaJIbHBIMHU KOHTPaAIlEeIITHBAMH,
HOpSTI/ICTepOH nu (I/IJ'II/I) ITUHUJI3CTPAANOJIA HEe BIIMAET Ha (bapMaKOKI/IHeTI/IKy
PaBHOBECHOI'O COCTOAHHKUSA OOHOI'O M3 3TUX JIEKAPCTBEHHHBIX CPENCTB.

JlekapcmaeeHHble cpedcmaa, sauswouw,ue Ha ITHC

[IperabanuH MoxKeT ycunuBaTh 3(peKTH 3TaHOJa U Jiopa3enaMa. B nmepuon
IIOCTMapKEeTUHTOBOT0O HaZl30pa COO00IasoCh O Cliydasax AblXaTelbHOU
HEeOOCTAaTOYHOCTHU, KOM€e U CMePTHU y MallueHTOB, IPUHUMAaBIINX ITperadaauH BMECTe C
ONMMOUAaMM U / UIU OPYTUMHU JIEKaPpCTBEHHBIMU CPEICTBaMU, YTHETAIOIINMU (QYyHKITAIO
IIHC. IIperabanuH, BepPOSATHO, YCUINBAET HapYyIIeHNS KOTHUTUBHBIX ¥ OCHOBHBIX
MOTOPHBIX (PyHKITUY, BEI3BAHHBIE OKCUKOJOHOM.

Bzaumooeiicmeus y nayueHmos Nnoicu,1020 803pacmada

CrienmmanbHBIX UCCII€OOBaHUM q)apMaKOJII/IHaMI/ItIeCKOFO B3aMMOJEUCTBUSA C Y4daCTueMm
JIOGpOBOJIBLIeB ITIO2KUJIOTO BO3PACTa He IIPOBOOUIINCE. HccnemoBaHue B3aMMOENCTBUSA
JIEKAaPCTBEHHEIX CPEOCTB IITPOBOONIIN TOJIBKO Y B3POCJIEIX ITAIIMEHTOB.

OCco0eHHOCTH IPUMEHEHU ST

ITauyuenmul ¢ caxapHuiM Ouabemom

CornacHO JeNCTBYIOIIeN KIMHUYEeCKON NPAKTUKKA, HEKOTOPHIE MAIlMeHThl C CaXapPHBIM
nuabeToM, Macca Teja KOTOPBIX YBEIUYHUIIaCh BO BPEMSI Tepalluu nperabaanHomM,
MOTYT IOTPe0oBaTh KOPPEKIMU AO03BI CAaXapOCHUKAOIINX JIEKAPCTBEHHBIX CPEICTB.

Peakuuu 2unepuyscmaumenbHocmu

[Tocse BEIXOOA ITpelapaTa Ha PHIHOK COOOIIAIOCh O PAa3BUTHU PEAKITUN
TUIIEPYYBCTBUTEIBHOCTH, BKITIOYAsi aHTHOHEBPOTUYECKHUM OTEeK. [Ipr BO3BHUKHOBEHUHU



TaKUX CUMIITOMOB aHTHOHEBPOTUYECKOT'0 OTeKa, KaK OTeK JIMIla, IIePUoPaIbHBINA OTEeK
WUJIM OTEK BEPXHUX ObIXaTeJIbHBIX IIyTEeH, IpuMeHeHue rperabaarHa cjiengyeT
HeMeJIJIEHHO IIPEeKPaTUTh.

FOﬂOBOprDfC@Hue, COH/1UB0CMYb, NOMepsA CO3HAHUA, CNYMAHHOCMb CO3HAHUA U
HapyuweHue ncuxurku

[TpumeHeHue nperabajrHa CONPOBOXKOAIOCH MOSIBJIEHHEM I'OJIOBOKPYXKEHUS U
COHJIMBOCTH, YTO MOZKET YBEJINUUTh PUCK BO3HUKHOBEHUS TPABMaTUYECKUX CIIydaeB
(mageHue) y MalfieHTOB ITOXKHUJIOT0 BO3pacTa. TaKzKe II0CJie BEIXOAa IIpelapaTa Ha
PBIHOK COOOIIAJIOCh O CIIy4Yasx MOTepPU CO3HAHUS, COYTAaHHOCTH CO3HAHUS U
HapyIllleHue IICUXUKU. B CBSA3U C 9TUM ITallieHTaM CJIedyeT PeKOMeHIOoBaTh COOMI0OaTh
OCTOPOIKHOCTbD, ITOKa UM He CTaHYT U3BECTHHI BO3MOXKHBIE 3()(HEeKTH 3TOT0 Impernapara.

Paccmpoiicmea 3peHus

Bo BpeMs KOHTPOJIMPYEMBIX UCCIIEIOBAaHUNM HEUYETKOCTb 3peHus dallle Habnioganach y
MalueHTOoB, IPUHUMABIINX IperabdannH, 4yeM y IalleHTOB, IT0oJy4YaBIIuX Iiane6o. B
OOBIIMHCTBE CIIy4YaeB 9TO SIBJI€HUE UCYe3asio IIPU IIPONOJIKEeHUU Tepanuu. B xone
KJIMHUYECKUX UCCJIeJOBaHUM, B KOTOPHIX IPOBOAUIIN OPTaIbMOJIOTHYECKOE
o0cnemoBaHUe, YaCTOTa CIIyYaeB YXYOIIEHUS OCTPOTHI 3PEHUS U U3MEHEHUS OIS
3peHus Obljla BRIIIE Y ITAIlMEHTOB, ITOTy4YaBIIUX ITperabaauH, 0 CpaBHEHUIO C
nanueHTaMM U3 IPYIIIH I1alie60; 4aCcTOTa BO3HMKHOBEHUS N3MEHEHUN Ha I'JIa3HOM
OHe Oblyla BRIIIE Y IAIlMEeHTOB U3 IPyNH I1anebo (cM. pa3gen «®apMakKoguHaMUKa»).

[Tocne BrIXOAa mpelapaTa Ha PHIHOK TaKXKe CO00IIasoCch 0 IIOOOYHBIX PeaKIUsIX CO
CTOPOHBI OPTaHOB 3PEHUS, BK/II0Yas NOTEPI0 3PEeHUsI, HeYeTKOCTh 3PEeHUS WU Opyrue
M3MEHEHHUS OCTPOTHI 3PEHUSI, MHOTHE U3 KOTOPHIX OBLIM BpeEMEHHBIMU. [1ocie OTMEHBI
nperabanrHa 3TU CUMIITOMBI CO CTOPOHBI OPTaHOB 3PEHUS MOT'YT UCUYE3HYTh UJTU
YMEHBIIUTHCS.

IToueuHas Hedocmamo4yHOCMb

Coo011as10ch 0 ciy4asix pa3BUTHUS II0UYEYHONM HEIOCTaTOYHOCTH, KOTOpas MHoraa Oblnna
oOpaTUMOI IMocjie OTMEHEHI IIperadanuHa.

OmmeHa conymcecmsyrouw,ux npomugoanusienmudeckKkux npenapamos

[Toka HemoCTaTOYHO MAaHHLIX O TOM, MOXKHO JIM OTMEHSITh CONYTCTBYIOIINE
ITPOTUBO3NUJIEIITUYECKME ITPEenapaThl IIOC/Iie TOTro, KaK B pe3ynbTaTe JoOaBIeHUs
nperabanuHa B Tepanuu OyaeT OJOCTUTHYTO KOHTPOJIS 3a CyOoporaMu, YTOOLI MeperuTHn
Ha MOHOTEepPAIuio nperadbaainHoOM.

CumMnmombvl OmMeHbl



Y HEKOTOPHIX MAllMEHTOB IIOCJIEe IPeKpallleHusI KPaTKOCPOYHOM UJIN OJTUTETbHON
Tepanuu nperadbajarnHoM HaGIOOanuch CUMIITOMEL OTMEHHI ITpenapaTa. Coo06111anoch 0
TaKUX SBJIE€HUAX: O€CCOHHUIIA, TOJIOBHas 00JIb, TOUTHOTA, TPEBOXKHOCTh, AUapes,
TPUNIONONO0HBIN CHHOIPOM, HEPBO3HOCTD, menpeccusi, 007b, CyIOPOTrH, TUIIEPTUOPO3 U
T'OJIOBOKPYXK€EHH1Ee, KOTOPhIe YKAa3bIBalOT Ha GU3UYECKYIO0 3aBUCUMOCTD. Ty
“H(POPMAIUIO ClieAyeT COOOIIUTD MallueHTy Neped HavyaloM Tepalluu.

Cymoporu, B 4aCTHOCTH 3MUIENTUYECKUN CTaTyC U OO0JIbIlINE CYIOPOXKHbBIE IIPUIIAAKH,
MOTYT BO3HUKATh BO BpeMs Tepalnuu nperabajvHOM MM BCKOPE II0CJIE €0 OTMEHHI.

IlaHHEBIE 00 oTMeHe Hpera6aHHHa II0CJI€ OJIMTEJIPHOI'O ITPUMEeHEeHNA YKAa3bkIBAlOT Ha TO,
YTO YaCTOTa BOSHUKHOBEHHUA U CTEIIEHDb TAXKECTHU CUMIITOMOB OTMEHEI MOT'YT 3aBHUCETH
OT OO3HI.

3acmotiHas cepdeuHas HeAOCMAmMo4HOCMb

[Tocne BeIXOMa ITpemapaTa Ha PHIHOK CO00Iaroch O 3aCTOMHYIO CEPOEYHYIO
HEeIOCTaTOYHOCTDb Y HEKOTOPHIX ITAllMeHTOB, IIPUHUMAaBINNX ITperabanul. Takast
peakius HabJoganachk B OCHOBHOM MIPH JIeYeHUH IperabarrnHoM HEMpOoIlaTUudeCKou
00711 y malMeHTOB IMOXKUJIOTO BO3pacTa C yKe CYIIeCTBYIOIINMU CEPAEYHO-
COCYOUCTHIMU HapylIeHUusIMU. TaKUM ITallieHTaM IIperadbaiuH cleqyeT MPUMEHSTD C
OCTOPOXKHOCTRIO. [Ipu IIpekpalleHuu nprueMa nperadaarHa 9TO SIBIeHHEe MOXKeT
WCYE3HYTh.

JleueHue Heliponamu4eckol 601U UueHmMpasabHO20 NPOUCX0AHCOeHU S 8ciedcmaue
nopasceHusi CNUHHO20 Mo32a

Bo BpeMs nedeHus HelponaTU4YeCKOU 00T LEHTPaJIbHOTO IPOUCXOXKIEHNS,
BBI3BAHHOT'O ITOPaXkKeHWEeM CIIMHHOI0 M0O3ra, YBeJIMYMUBajach 4aCcToTa IT0O0YHBIX
peakuuil B 11eJIOM, a TaKxKe IT0O0YHBIX peaKIIUui CO CTOPOHBI LIEHTPaIbHON HEPBHOM
CUCTEMBI U 0COOEHHO COHJIMBOCTH. JTO MOXKET OBITh CBSI3aHO C aAdUTUBHOMU
OEeuCTBUEM COIyTCTBYIOIIVX JIEKAPCTBEHHKIX CPEACTB (HallpuMep aHTUCIIaCTUYEeCKUX
penapaToB), HEOOXOOUMBIX OIS JIEYEHUS 3TOI0 COCTOSIHUS. DTO 0OCTOSATEIECTBO
clenyeT yUYHUTHIBaTh, Ha3Hadas nperabaivH IPU TaKOM COCTOSHUU.

CyuuudanvHble MblwjaeHUe U nogedeHue

Coo011a10Ch 0 CIyYasx CyUIIUOaIbHOTO MBIIIJIEHUS U IIOBeOEeHUs y MallueHTOB,
MIOJIyYaBIIIUX TEPAITHUIO IMPOTUBOINUIIEIITUYECKMMU IIpenapaTaMu 10 HEKOTOPHIM
IMoKa3aHusIM. [To pe3ynbTaTaM MeTaaHaIu3a JaHHBIX, IIOJTYYEHHBIX B X0O[Ie
PaHIOMHU3UPOBAHHBIX I11a1le00-KOHTPOJIUPYEMBIX UCCIIEIOBAHUM
ITPOTUBOIMUJIEIITHYECKUX IIPenapaToB, TakKxke HabJ1i00aIoch HeOOJILIIIOE TTOBHIIIEHNE
PHCKa MOSIBJIEHUST CYUIIMIAIbHOTO MBIIIJIEHUS U IToBedeHusi. MexXaHu3M
BO3HMKHOBEHUS 3TOT0 PUCKa HEM3BECTEH, @ UMEIOIINeCs HaHHbIe He UCKIII0YAlO0T



BO3MOZKHOCTH CyIII€CTBOBAHMS ITOBHIINIEHHOI'O PHCKa IIPU IIPMMEHEHNH npera6aHHHa.

B cBs3u ¢ aTUM HeO6XO,'E[I/IMO TIIaTEJIBHO Ha6HIOJIaTB 3a IIalMeHTaMU OJId BBISABIICHUA
IIPU3HAKOB CYHIINMOAJIBHOTO MEIIIJIEHWA U ITIOBEJEHUA U PAaCCMOTPETH
HeHeC006pa3HOCTb Ha3HA4YE€HUA COOTBETCTBYIOIIIETO JIEHECHU . B CJIy4dae IIOSABJIEHUA
IIPU3HAKOB CYHIIMOAJIBHOT'O MEIIIJIEHWA UJIN ITIOBEOEHHWA ITallMEeHTa (I/I JINIIQa,
YXaXKHUBaAIOIIIHEe 3a HHMH) OOJI2KHEI O6paTI/ITbCH 3a MEOUIIMHCKON IIOMOIIBIO.

YxyoweHnue ¢pyHKUUU HUNCHUX O0MOe108 JHceayO0oUHO-KUWe4YH020 mpakma

[Tocse BEIXOMAA ITpelapaTa Ha PHIHOK COOOIIAIOCh O SBIEHUS, CBSI3aHHEIE C
yXyameHueM GYHKIIUY HUKHUX OTOEJIOB XKeJTyqOYHO-KUIIIeYHOT0 TPaKTa (HampuMmep,
HEIIPOXOAUMOCTh KHIIIeYHWKA, apaTuTUYeCcKasi HelTPpOXOOUMOCTh KHIIIeYHHUKA,
3amop), Ipu IpUMeHeHUHn IIperabaaruHa BMecTe C JIeKapCTBEeHHBIMHU CPeCTBaMH,
KOTOPBI€ MOTYT BEI3BATh 3alI0pP, HATPUMEP OMHMOUTHBIMHU aHaIbreTuKaMu . [Ipu
OOHOBPEMEHHOM ITPUMEHEeHUH IperabdajrHa U OIMHOUI0B CIeqyeT IIPUHSITL MePHI s
MPOoGUITAKTHKY 3alI0POB (0COOEHHO y XKEHIIMUH U MallieHTOB ITOXKHUJIOT0 BO3pacTa).

OOHoBpeMeHHOe npuMeHeHue ¢ onuoudamu

PekoMmeHpgyeTcs coboaTh OCTOPOXKHOCTD IIPU Ha3HaUYeHUH ITperabainHa
OOHOBPEMEHHO C OMMOUAAMHU U3-3a puUcKa yraueTenus ¢ynkmuu [THC (cm. Pa3zgen
«B3aumopernicTBrMe C OPYTUMHU JIEKaPCTBEHHBIMU CPEICTBAMU U OPYTHUe BUIBI
B3aMMOOENCTBUS»). B vccnemoBaHum Cly4ai-KOHTPOIIb JIUII, ITPUMEHSIONINX OITMOUOHI,
MTOBHIIIIEHHBIM PUCK CMEPTHOCTH, CBI3aHHOM C OMUOUIaMu, ObLI ¥ ITAllUEHTOB,
MMOJIy4YaBIINX Teparuio mperadbainHoM OQHOBPEMEHHO C OIIMOUOLI, II0 CPaBHEHUIO C
TAKOBBIM ITPU IIPUMEHEHUH TOJILKO OITMOUI0B (CKOPPEKTUPOBAHHOE COOTHOIIEHUE
mancoB [aOR], 1, 68 [95% [IH, 1,19-2,36]). Takoi mOBHIIIIEHHBIN PUCK HaOIIOOaICs
IIPU HU3KUX go3ax nperadanuua (= 300 mr, 1,52 aOR [95% [OU, 1,04-2,22]) c
TEeHOeHIINel K YBeIUUYeHUIO PHUCKa IIPU BRICOKUX Ao3ax nperadanuHa (> 300 mr, 2,55
aOR [ 95% OU 1,24-5,06]).

HenpasusivHoe npumeHeHue, 310ynompebieHue ujau 3as8ucumoCmb

Coo00111a10Ch 0 CIy4asXx HeIPaBUIbHOTO IIPUMEHEHUsI, 3I0YIOTPeOIeHUS U
3aBUCHUMOCTH. CJIeZIyeT C OCTOPOXKHOCTHIO IPUMEHATH Iperapar IalueHTaM Co
3noynoTpebieHreM pPa3IUYHLIMU BellleCTBaMM B aHaMHe3e Heo0XoouMo HabmonaTh
3a MaIMeHTOM [IJIST BEISIBJIEHUSI CUMIITOMOB HEMIPABUJIBHOTO IPUMEHEHHS,
3n0ynoTpebsieHrs UIh 3aBUCUMOCTHU OT mperabasnnHa (Coo01I1anoch o ciaydasax
Pa3BUTHUS IIPUBBIKAHUS, TPEBHIIIEHNE TTPEeIHAa3HAYEeHHOM MO3kI TOBEOEHNUS],
HaAIPaBJIEHHOT' 0 Ha MTOJy4YeHue Irpernapara).

SHuepasonamus



Coob11anock o cinydasx sHiedasonaTi, BOSHUKAIU ITPEUMYIIIECTBEHHO YV ITAIlUEHTOB
C COITyTCTBYIOIIMMU 3a00JIeBAHUSIMU, KOTOPEIE MOT'YT CIIPOBOLIMPOBATH
sHIle(danonaTuio.

HenepeHocwvzocmb /dKMo3bsl

[Tpenapart JIupuKa comepKUT J1aKTo3y. [larmeHTaM ¢ pegKUMU HaCleACTBEHHBIMU
3a00JIeBaHUSIMH, KaK HEIIePeHOCUMOCTD TaJlaKTO3hI, JIJaKTa3Has HeJOCTaTOYHOCTD
Jlamrma Uiy CUHAPOM ManbabCcopOIIUy TTI0KO3BI U TaJIaKTO3Hl, HE CJIeAyeT IIPUMEHSITh
3TOT IIpemapar.

CnoCcoOHOCTH BJIMSITh Ha CKOPOCTH PEaKIIHH IPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM pPadoTe ¢ MexaHHu3MaMH

JIuprKa MOXKeT OKa3blBaTh HE3HAUYUTEJIbLHBIU UJIM YMEPEHHOE BIIMIHUE Ha
CIIOCOOHOCTD YIIPaBJIATh TPAHCIIOPTHBIMU CPECTBaMM U paboTaTh C APYTUMU
MexaHu3MaMu. JIupuKa MOXKeT BBI3BaTh I'0OJIOBOKPYKEHUE U COHJIMBOCTDH, U TAKUM
o6pa3oM, BNUSATH Ha CIIOCOOHOCTH YITPaBJIATh TPAHCIIOPTHLIMY CPEeNCTBaMU U paboTaTh
C IPyTr¥MHU MeXaHW3MaMU. B CBSI3U C 9TUM IallueHTaM CJiefyeT PeKOMEHO0BaTh
BO30EPKUBATHCS OT YIIPABJIEHUS TPAHCIIOPTHLHIMU CPeICTBaMU OT PabOThI CO CJIOKHOM
TEXHUKOU U OT OPYrou MOTEHIIMAIbHO OIlaCHOU [OesTeJIbHOCTU, II0OKa He CTaHeT
M3BECTHO, BIIMSIET 3TO JIEKAaPCTBEHHOE CPEeICTBO Ha UX CIIOCOOHOCTDL K TaKOH
OesiTEeIbHOCTH.

HpnmeHeHHe B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUs I'Ppyadblo

2KeHIMHEBI penpoOaYKTUBHOI'O BO3pacTa / CpencTBa KOHTPALEIIUU A1 KEHIIWH U
MYy2KYHH.

HOCKOT[LKY MOTEHIIMAIbHBIN PHUCK OJIsd 9eJIOBEKa HEN3BECTEH, 2KEHIITNHBI
PENMPOAOYKTHUBHOI'O BO3PaACTa, OOJIZKHBI UCITOJIE30BATh S(bd)eKTI/IBHBIe cpencTBa
KOHTpPalellInun.

EepemeHHOCMb

Hapnexkalime maHHBIE TI0 TPUMEHEHUIO IIperabanrHa 6epeMeHHBIMY KeHIITMHaMU
OTCYTCTBYIOT.

B xome uccrnemoBaHUM HaA XKUBOTHHIX OBINIa IIPOOEMOHCTPHUPOBaHaA PEIIPOOYKTHUBHAA
TOKCUYHOCTG. [IoTeHIIMaIbHBIN PHUCK OJIsd 9€eJIOBEKa HEN3BECTEH.

[Ipenapat JIupuka He clegyeT NPUMEHATH B epuop 0epeMeHHOCTH 6e3
HeoO6X0OMMOCTH (KOTJa I10JIb3a [AJIsi MaTePH SIBHO IIPEBHIIIaeT BO3MOXKHBIM PUCK AJIS
Ijioma).



KopmaeHus 2pyovio

HebomnbItoe KonuuecTBO IIperabanuHa Oblyla 0OOHapyzKeHa B MOJIOKe KOPMSIIUX
rpynbio. CaemyeT cOOOMIUTE KOPMJIEHUS TPYOBIO, YTO KOPMJIEHHE TPYIObI0 He
PEKOMEHOyeTCs IPpu NPUMeHeHUHU IIperadannHa.

depmusibHOCMb

Knuuudyeckue maHHBIE O BIUSHUU ITperadainHa Ha QepTUIPHOCTD XKEHIINH
OTCYTCTBYIOT.

Bo BpeMs KIMHUYECKOTO UCCJIeqOBaHUS BIUSHUS nperabaarnHa Ha NOABUKHOCTD
CIIepMaTO30UA0B 300POBhIE HOOPOBOJIBIIEI MYZKCKOT'0O I10JIa IPUMEH AU TperabaauH B
no3e 600 mr / cyT. [locne mpuMeHeHUs IIpenapaTa B TedeHue 3 MeCsLleB HUKaKOoro
BIMSHUS Ha IIOOBUXKHOCTh CIIEpMaTO30MI0B He 0OHapyKeHO.

B xone uccnemoBanusi GepTUIBHOCTHA Y CaMOK KpBIC HabOIiogascs HexXeJlaTeIbHOe
BO3OEMCTBUE Ha PEIpPOAyKTUBHYIO GYHKIINIO. B Xome nccieqoBanust GepTUIBHOCTH Y
caMIIOB KpHIC HabOrogancs HexenaTeIbHOe BO3[IEeNCTBUE Ha PENIPOAYKTUBHYIO
dynKIIMIO U pa3BuTHEe. KnMHNYecKass 3HAUUMOCTh 3TUX Pe3y/IbTaTOB HEM3BECTHA.

Cnnoco0 nmpuMeHeHUsI U 1036l

[Tpenapart Jlupuka NpuHUMAOT HE3aBUCHUMO OT IIpUeMa IUILHU.

IlaHHOE JIeKapCTBEHHOE CPEICTBO NpeaHa3HaYeHO UCKITIOYUTEJIbHO OIS
IIEPOPAILHOIO IPUMEHEHHS].

o35l

IInana3oH 003 npenapaTa MOXeT U3MeHIThCs B npepesnax 150-600 Mr B CyTKHA.
CyTouHYIO [O3Y OelIAT Ha 2 uinu 3 rpueMa.

Hetiponamuueckuti 601b

Tepamnuio nperabalinHOM MOXKHO Ha4daThb C A03H 150 MT B CyTKM, pa3fesieHHON Ha 2
unu 3 npuema. B 3aBUCUMOCTH OT UHOMBUAYAJIBPHOIO OTBETA U IEPEHOCUMOCTH
npenapaTa ImaueHTOM 03y MOXKHO yBenuduTh 70 300 Mr B cyTKH 4epe3 3-7 OHeH, a
ITpU HeOOXOOMMOCTH - 10 MaKCUMaIbHOU m03kl 600 MTI' B CYTKU ellle 1ocje 7 OHe.

Snuaencus

Tepanuio nperabainHOM MOXKHO HadaThb C O03H 150 MT B CyTKM, pa3fiesieHHON Ha 2
unu 3 nIpuema. B 3aBUCUMOCTHY OT MHOUBHUAYAJIbHOTO OTBETA U IIEPEHOCUMOCTH
penapaTa ImaueHTOM 03y MOXKHO yBenuduTh 0 300 MI B CyTKH IIOCJiE€ IEPBOU



Hefesnu jedeHus. Yepe3 OOHY HeOeslr 003y MOXKHO yBEeJIUYUTh 4O MaKCUMaJIbHOU -
600 Mr B CyTKHU.

T'eHepaiu3osaHHOE MPEBOHCHOE PACCMPOUCMBO

I[To3a, KOTOPYIO OEeIAT Ha 2 Uin 3 IprueMa, MOXKeT U3MEeHIThCs B npeaenax 150-600 mr
B CyTKHU. [lepuoguydecKu cjiegyeT IpocMaTpuBaTh HEOOXOOUMOCTH IIPOAOJIKEHU A
Tepamnuu.

Tepamnuio nperadaInHOM MOXKHO HavaThb C O03Hl 150 Mr B cyTKu. B 3aBUCUMOCTH OT
UHOWBUOYaJIbHOIO OTBETA U IEPEHOCUMOCTHU IIpenapara nalueHToOM 003y MOXKHO
yBenuuuTh 00 300 MI B CyTKU [IOCJIe IEPBOY Hefenu edyeHus. [loce eine ogHOU
HeJesy npreMa 03y MOXKHO yBenUuduTh 70 450 Mr B CyTKH. HYepe3 oOgHY HeOe 003y
MOZKHO yYBEJINUYUTH A0 MaKCHUMaJIbHOU - 600 MI' B CyTKH.

dubpomuanaus

PekoMmeHnpgyemast mo3a miis nedenus: pubpomuanruu cocrasnsieT or 300 mo 450 mr B
CyTKH. JledeHne cilegyeT HaUMHATh C IPUMEHEHHUS OO3bl 75 MI OBaxKAbl B CyTKH (150
MTI B CyTKH). B 3aBuCUMOCTHU OT 3 PEKTUBHOCTU U IEPEHOCUMOCTHU J03y MOKHO
yBenuuuBaTh 40 150 mr gBaxkabl B cCyTKH (300 Mr B CyTKH) B TeUEeHUE OOHOU HEOEIIH.
[71g manmeHTOoB, OJI1 KOTOPBIX MpuMeHeHre O03b 300 MI' B CyTKM HEJOCTAaTOYHO

9 HEeKTUBHBIM, MOXKHO YBEJIMYUTD A03y OO0 225 MI ABaXkAHl B CyTKHU (450 MT B CyTKH).
XOTs CylIeCTByeT UCCJiefOoBaHUs MpuMeHeHusa 003kl 600 MI B CYTKH, JOKa3aTEeIbCTB
TOT'0, YTO MPUMEHEHNE 3TON HO3bI OyIeT UMETh IOIIOJITHUTEIbHOE ITPENMYIIIECTBO, HET;
TaKzKe TaKas go3a AOJIKHa XyAIIYIO IIepeHOCUMOCTh. [I[pruHrMas BO BHUMaHUe
D0303aBUCUMBI TOOOYHBIE peaKIUuu, IpuMeHeHue 103 450 MT B CYyTKH He
pekoMeHayeTcsi. [TockonbKy JInprKa BEIBOOUTCS ITIOYKaMU, ClIedyeT KOPPEKTUPOBaTh
OOo3y IIpelaparTa IallieHTaM C HapylleHueM (QyHKIIUU IOYeK.

OmmeHa npeaabaauHa

CormacHO Oe’CTBYIOIEeN KIMHNYECKON ITPaKTUKHU, ITpeKpallaTh TePanunio
nperabaInHOM PEKOMEHIYETCS ITOCTEIIEHHO, B TeYeHUe He MeHee OJHOU Heesu,
He3aBUCUMO OT IMoKa3aHuu (cM. Pa3mesnsl «OcoOeHHOCTH ITpUMeHeHUsI» U «I10004YHbIE
peakmum»).

HapyweHue ¢pyHKUUU noyek

[TperaGanuH BEIBOOUTCS M3 CUCTEMHOI'0 KPOBOTOKA B HEM3MEHEHHOM BHUIIE,
IIPEenMYIIIeCTBEHHO MoYKaMu. [TI0OCKOJIbKY KIUPEHC ITperabanuHa IpsMo
IpoHopLKMOHAalIeH KJIUpPeHCcy KpeaTuHuHa (cM. Pa3sgen «®apMakKOKUHETHKA»),
yMeHbBIIaTh 403y MallieHTaM C HapyIlleHueM QyHKIIUU IT0Y€eK ClIenyeT
UHOWBUOYyaIbHO, KakK IT0Ka3aHo HuxXke, B cooTBeTCcTBUHU ¢ KK (CLcr), KoTophid



omnpepnernsieTcs no gopmye:

CLlcr (M /muH) =[ 1,23 x (140 - Bo3pacT (rogbi) X macca tena (kr)) ]/
YPOBEHBb KpeaTHHHHA B IJIa3Me KPOBH (MMOIb / 1) (X 0,85 mis1 2keHIITUH)

[TperabanuH 3¢pPeKTUBHO yOansieTCs U3 IIJIa3Mbl KPOBHU C IIOMOIIIbIO TeMOoauann3a
(50% npenapata B Tedenue 4:00). [I51g maliieHTOB Ha reMoualin3e CyTOYHYIO J03y
nperabannHa cliegyeT KOPPEKTUPOBATh B COOTBETCTBUU C pyHKLMEN mmouyek. Kpome
CYTOYHOM OO3BI, Cpa3y Iocje Kaxkaou 4-4acoBOl MPOLeayphl reMoguann3a
Heo0X0OUMO IPUMEHSITh TOIIOTHUTEJIbHYIO M03Yy ITpemnaparta (cM. Tabnuiry).

Koppeknus mo3sl mperabainHa B COOTBETCTBUM C QYyHKIHEHN ITOYEK.

OOmrast cyTouyHas go3a PEeXRUM
KK (CLcr) (M / [mperabanuHa * OO3UPOBaAHUSI
MUWH) HauarnbHas MakcumanbHas
mo3a (Mr / cyT) |mo3sa (Mr /cyT)
BaXKObl UJIN
> 60 150 600 llsazcn
TPUKIBI B CYTKH
BaXKObl UJIN
>30-<60 |75 300 flzaxn
TPUKIBI B CYTKH
HWnu gBa pa3a B
>15-<30  [25-50 150 AR P
CYTKH
<15 25 75 Pa3 B cyTku
JomonmHUTEeNIbHAasI J0o3a IIocjie reMoaguanu3a (Mr)
25 100 OpHOKpaTHasd
mosa +

OO11y10 CYTOYHYIO O3y (MT / CYT) ClledyeT pa3meluTh Ha HECKOJIBKO IIPUEMOB B
COOTBETCTBUU C PEXKUMOM JO3UPOBAHUS, YTOOHI MMOJIyUYUTh 03y OJISI OOHOKPATHOTO
npueMa (Mr / mo3a).

+ JIHomomHuTeIbHAas O03a - 3TO OOIOJIHUTEJIbHASA OOHOKpPaTHAasA O03a.

ITeueHoYHass HeOoCMAMOYHOCMb



[I71s1 TTallMeHTOB C HapylleHueM GYHKIINY TeYeHN HeoOXOOMMOCTU B KOPPEKIIUY 035
HeT (cM. Pasgen «®apMaKOKUHETHUKA»).

ITauueHmul nodcu1020 803pacma

[71s1 mauMeHTOB IIOKUJIOTO BO3pacTa M3-3a YXyAUIEeHUs PyHKIUU IO04YeK MOXKET
noTpeboOBaThCS YMeEHbIIIeHUe O03k nperabanuHa (cMm. Pazgen «OcobeHHOCTH
[IPUMEHEHUS»).

HeTn

Be3onmacHocTh 1 3¢pHEKTUBHOCTSD ITpenapara JIupruka npu ero IpuMeHeHUH OeTsaM (B
Bo3pacTe 10 18 meT) He ycTaHOBNEHH. [loCTylIHa B HACTOsAIlee BpeMs nH(pOopMaIus
IIpuBefeHa B pa3uene «ITo004YHBIE peaKIIuK», a TakK¥Ke B pa3fenax
«@apMakonouHaMika» U «PapMaKOKMHETHKa», OOHAKO, OIIMPAasiCh Ha HUX, HEBO3MOXKHO
IPeOoCTaBUTh HUKAKUX PEKOMEHOAIlMi OTHOCUTENIBHO JO3UPOBaHUSA 3TOM KaTETOpPUU
ManueHTOoB.

Ilepeno3upoBka

[Toce BeIXOMa IIpemapaTa Ha PEIHOK CO00Iamoch, YTO Hanbojiee 4aCThIMU
MOOOYHBIMHY PEeaKIUSIMU IIPU IepPemo3uPoOBKe IperabanruHa ObLIM COHIUBOCTD,
CIIYyTaHHOCTH CO3HaHUs, BO30ykKIeHue 1 0eCITOKOMCTBO. TakKe moCTyIanu
COOOIIEeHUs O CyIopoTax.

Penko coobitianocs o CIIy4adX KOMEHI.

JleyeHue MMepeo3uPOBKY ITperadaarHa 3aKJII04aeTcs: B 00X MOAAePKUBAIOIINX
MEPONPUATUSAX U IIPHU HEOOXOOAUMOCTU MOXKET BKII0UaTh remoauanu3 (cMm. Pasgen
«Crrocob6 mpuMeHeHHUs 1 TO3bI», TaOIuIa).

IToOouHBbIE peaKIuu

B kMMHMYEeCKOU ImporpaMMe HcciiefoBaHus nperabanuHa ero nomyuunu 6omnee 8900
nmanueHToB, U3 HUX 5600 - y9aCTHUKY OBOMHBIX CJIEIIBIX I1J1alle00-KOHTPOIUPYEMBIX
uccienoBaHuii. YacThIMU 3aperuCTPUPOBAaHHLIMY ITIOOOYHBIMU PeaKIIUuAMU ObIIIH
TOJIOBOKPYKEHUE U COHIUBOCTL. [I000YHBIE peaKIIuu OOLIYHO OBLIU JIETKOM UIIH
yMepeHHOU CcTelleHU. Bo BCceX KOHTPOJIMPYEMBIX UCCIIefOBaHUAX II0Ka3aTeJIb OTMEHEI
Ipenaparta M3-3a N000YHBIX peakuuu cocTtaBuil 12% cpenu nmalueHTOB, IPUHUMAaBIINX
nperabanuH, u 5% cpenu NalyMeHTOB, MOJIy4YaBInux niaiebo. Hanbonee yacTeiMu
MOOOYHBLIMY PEaKIIUSIMU, KOTOPHIE IIPUBOAUIN K OTMEHE IIpelapaTa UCCJIefOBaHus, B
rpymnie nperatannHa ObIIM T'OJTOBOKPYKEHNE U COHJTUBOCTD.



Huxxe nmpuBemeHs Bce MMOOOYHBIE PeaKIIUK, BO3HUKAIOIIUE Yallle, 4YeM IIpHu
MpUMeHeHUU Inanebo, u O0JIbllle YeM Y OMHOTO HMallueHTa; 3TU MOO0YHbLIe peaKIIuu
IIepevrucsieHbl 10 CUCTEMaM OPraHOB M 4acTOTe: 04eHb 9acTo (= 1/10); gyacTto (oT =
1/100 mo <1/10); HewacTo (ot = 1/1000 mo <1/100); penoko (ot = 1/10000 mo
<1/1000); ouens pegko (<1/10000); yacToTa Hen3BeCTHa (He MOXKeT OBITh OlleHEeHa Ha
OCHOBE UMEIOIINXCS JaHHBIX). B KaxXXgo# rpyImne 1o 4acTOTe BO3HUKHOBEHUS
nmobouHble 3pPeKTH ITpeacTaBIeHHl B TOPSOKe CHUXKEHUS CTEeIIeHU UX CEePhe3HOCTH.

Yka3aHHbBIe TOOOYHEIE PEAKIIUM TaKxKe MOTYT OBITh CBI3aHbI C TEYEeHUEM OCHOBHOTO
3abo0sieBaHus U (MIKU) CONYTCTBYIONIUM IPUMEHEHNEM OPYTUX JTIeKapCTBEHHBIX
CPE[CTB.

Bo BpeMms nedyeHusT HEUPOIIATUUYECKOM 00JIM IIeHTPaIbHOTO ITPOUCXOXKIEHUS,
BBI3BAHHOTO ITOPAaXeHWeM CIMHHOT0 MO3ra, YBeJIM4YnBajach YaCTOTa IT00O0YHEIX
peakIui B 11eJIOM, YacTOTa MOOOUYHBIX peakIiuii co cTopoHkl ITHC 1 ocobeHHO
COHUBOCTD (cM. Pa3zmen «OcoOeHHOCTU IPUMEHEHUS»).

[omomHuTEeIbHBIE TOOOYHBIE PeaKIUK, 0 KOTOPHIX COOOIIAIoCh IIOCjie BEIXoaa
ImperiapaTa Ha PhIHOK, TPUBENEeHHbIe HUXKe U 0003HaYeHbl KYPCUBOM.

HHpexuuu u uHsa3uu

YacTo: Ha30(papuHTHUT.

Co cmopoHbl Kpo8U U AuM@pamuyeckoll CUCTEMBI
HeyacTo: HEUTPOLIIEHUS.

Co cmopoHbl UMMYHHOU cucmembl

HeuacTo: runep4YyBCTBUTEILHOCTD.

Penko: aHTMOHEBPOTUYECKUH OTEK, aJlJIePrUuYeCKrue Peaki[u, aHahUIaKTOUIHEIE
PEeaKIuu.

HapyweHue obmeHa seu,ecms, memaboausma
YacTo: IMOBHIIIEHNE alleTHUTa.

HeuacTo: moTeps anmneTuTa, THIOTIUKEMHUS.
Co cmopoHbl NCUXUKU

YacTo: aridopusi, CIyTaHHOCTh CO3HAHMUS, Pa3OpPaKUTEILHOCTD, [e30PUeHTaIlusI,
OeCCOHHUIIQ, CHUXKEHUEe JTUOUIO.



HewacTo: ranmonyHanuy, MaHuYecKue aTaku, 0eCIIOKONCTBO, BO30yXKIeHue,
HOernpeccus, IogaBJIeHHOe HaCTPOeHue, MPUIIOAHSATOE HaCTPOEHHUE, arPecCusi,
M3MEeHEeHUs HaCTPOEeHUs, lellepCoOHann3alusi, 3aTpyaqHeH 1oa0op CIoB,
IIaTOJIOTUYEeCKUe CHOBUIEHUS, YCUIeHUe TUOUO0, aHOPTa3Mus, allaTusl.

Penko: pacTopMaxkuBaHUE.
Co cmOpoOHblI HEPBHOU cucmembl
OueHb 4aCTO: TOJIOBOKPYK€EHHE, COHJIUBOCTh, TOJIOBHAas OOJIb.

YacTo: aTakcus, HapyllleHrne KOOPOUHAIIuU, TPEMOP, AU3apPTPUSA, aMHE3u4,
yXy[OlleHue IIaMsaTH, HapyllleHre BHUMaHus, TapeCTe3uu, TUIIeCTe3nus, CeJaTuBHBIN
a¢pdexT, HapyllleHre paBHOBECHUS, JIETapTUA.

HewacTo: 00MOPOKHY, CTYIIOP, MUOKJIOHHUS, TIOTEPS CO3HAHUSI, IICUXOMOTOPHA
TUIIEPaKTUBHOCTh, IUCKUHE3US, IOCTyPalbHOE I'OJIOBOKPYKEHNE, UHTEHIIMOHHBIN
TPEMOp, HUCTArM, HapyllleHue KOTHUTUBHBIX QYHKIINY, HapYyIIeHUS IICUXUKH,
paccTpoicTBa peuu, runopedieKcus, TUIIepecTe3nsi, YYBCTBO XKIKEHHUS, areB3us,
o0llee HeJoOMOTraHUeE, allaTUs, OKOJIOPOTOBAas ITapeCTe3Uu , MUOKJIOHYC.

Penko: cymoporu, mapocMusi, TUIIOKMHE3Us, Aucdarus, Tunanre3us, 3aBUCUMOCTD,
MO3KEeYKOBOT'0 CUHApPOMA, CUHAPOM 3y04aToro Kojeca, KOMa, IeTupui,
sHI1ledanonaTusa, SKCTpanupaMuOHbIE CUMIITOMEBI, CHHAPOM ['uiieHa - bappe,
BHyTpHUUYepeIlHas TUIlepTeH3usI, MaHuaKaJlbHbIe PeaKIlnM, IapaHOUAHbIE PeaKIUH,
paccTpoucTBa CHa.

Co cmopoHbl 0pP2aHO8 3peHus
YacTo: HeUYeTKOCTh 3PEeHUST, QUIIIONUS, KOHBbIOHKTUBUT.

HeuacTo: moTeps nnepudeprudecKoro 3peHus, HapyIllleHue 3peHus, OTeK IJjias,
nedeKThI IOJIsI 3PpeHUsI, CHUXKEHNE OCTPOTHI 3peHus, 00JIb B I'Jla3aX, aCTeHOIIUS,
doTorcus, cyxocTh B ri1a3ax, IIOBLIIIIEHHOE CJIe30TeYeHUe, pa3ipaxKeHue rias,
6redapuT, HapyIIeHUs aKKOMOOallii, KPOBOUIJIMSHUE B I'Jla3, CBETOO0SI3Hb, OTEK
CeTYaTKH.

Penko: moTepsi 3peHusi, KePaTUT, OCIIUJIONCHS, H3MEeHEeHHe 3PUTEJIbHOT0 BOCIIPUSITHS
TIIyOMHBI, MUOPHA3, CTPabusM, IPKOCTDL 3PEeHUST, aHU30KOPUS, sI3BLI POTOBHUIIHI,
9K30()TaIbM, ITapaIuy IrJIa3HOT0 MEIIIITE, HPUT, KEPAaTOKOHBIOHKTUBUT, MHO03, HOUHAS
crnernoTa, opTambMOIIIerusi, aTPoGus 3PUTEIILHOTO HEPBA , OTEK OUCKA 3PUTEJIBHOT O
HepBa, IITO3, YBEUT.

Co cmopOoHbl 0pP2aHO8 CAyXd U PA8HOBECUS



YacTo: BepTHUTrO.
HeuacTo: runepaky3us.
Co cmopoHbl cepdua

HeuacTo: Taxukapaus, 6jil0Kajia IepBOM CTEIIeHU, CUHyCOBas OpaguKapaus,
3aCTOMHAs cepOevyHasi HeIOCTaTOYHOCTb.

Penko: yonuuenue nutepBasna QT, cuHycoBasi TaXuKapOusi, CHHYCOBasi apUTMUSI.
Co cmopoHbl cocydoa

HeuacTo: apTepuanbHasi TUTIOTEH3US, apTepuasibHasA TUIIEePTEeH3usI, IPUJIUBHI,
TUIepeMusi, OUlyllleH’e X0JI0ga B KOHEYHOCTSIX.

Co cmopoHbl OblxameabHOU cucmeMbl, 0p2aHO8 2pYOHOU KjAemKu U cpedocmeHu
Yacto: papuHronapuHreaabHas 00b.

HeuacTo: ogbIllika, HOCOBOE€ KPOBOTEUEHHE, Kallle/Ib, PUHUT, XPall, CyXOCTh CIIU3UCTOH
000JI0YUKHU HOCA.

Pepnko: oTek nerkux, ckaTue B ropJjie, JIJapUHIOCIIa3M, allHO3, aTejieKTa3, OpPOHXUOJIUT,
MKOTa, Gubpo3 Nerkux, 3eBoTa.

Co cmopoHbI 2Hce1YyO0UYHO-KUWeUH020 mpakmd

YacTo: pBOTA, TOIIHOTA, 3aIl0p, AUapesi, METEOPU3M, B3OyTHUE XKUBOTA, CyXOCTh BO PTY,
raCTPO3HTEPHUT.

HeuacTo: racTpos3odareanpHasi pedIioKCHas 00/1e3Hb, THIIEPCEKPELHsl CIIIOHHI,
TUIIeCTE3UsI POTOBOM IIOJIOCTH, XOIEIMCTHUT, XOJIeJIUTHAS, KOJIUT, XKeJIyIOYHO-
KHIIIeYHOEe KPOBOTEYEHHEe, MeJIeHa, OTeK SI3bIKa, PEeKTaJIbHOEe KPOBOTEUYEHHE.

Pemko: acuuT, TaHKPEATHUT, OTEK SI3BIKA, Aucdarusi, CTOMaTHT, S3Ba IHUIIEBOA,
TIepuoOIOHTaJIbHEIN abcIiecc.

I'enamobuauapHol cucmembl

HedacTo: mOBLIIIIEHHBIN YPOBEHD ITIEYEHOYHBIX (PePMEHTOB *.
Pepko: xenTyxa.

O4yeHb peOKo: IIeYyeHOoYHass HeJOCTaTOYHOCTh, TeaTuT.

Co CMOPOHbBI KOXHCU U NOOKOMCHOU MKAHU



YacTo: IposieXKHHU.

HeuacTo: manyne3Hasi Cbillb, KPAIIMBHUIIA, TUIIEPTUAPO3, 3y, aJIONeIs, CyXOCTh
KOXKH, 9K3eMa, TUPCYTU3M, SI3BbI KOXKH, BE3UKYJI0-OyIyie3Hasi CHIb.

Pepko: cuagpom CTuBeHcCa - [[2)KOHCOHA, XOJIOOHBIM MOT, 9KCHOMUAaTUBHLIN JePMaTHT,
JINXEHOUOHBLIM IepMaTUT, MeIaHO03, HapyIIeHUsI CO CTOPOHBI HOT'TEH, IeTeXruaabHas
CBITIb, IIYPIIYPA, IYCTYISPHBINA CHIIIb, aTPOGUST KOXKU, HEKPO3 KOXKM, KOXKHBIE U
MMOOKOXKHBIE Y3EJIKHU.

Co cmopoHbl ONOPHO-08U2AdMENbHO20 annapama u coeduHumeabHol MKaHu

YacTo: MBILIIEYHBIE CyaoopoOru, apTpalirud, 0605b B CIIMHE, 0oJIb B KOHEYHOCTAX, CIIa3MBEI
MBIIIIT ITTeN.

HeugacTo: oTek CyCTaBOB, MHUAJITHUsA, ITIOOEPTUBAaHNA MBIIIIII, 0osb B miee, CKOBAaHHOCTB
MBIIIIIT.

Penko: pabgomMuonus.
Co cmopoHbI NoYeK u MouesblB00AWUX nymel

HeuacTo: HemepkKaHue MOYHY, OU3YPUS, aIbOYMUHYPHUSI, TeMaTypusi, o00pa3oBaHUe
KaMHeU B ITOYKax, HeQpUT.

Penko: mouyeuyHast HEHOCTAaTOYHOCTh, OJIUTYPUS, 3aJlepPKKa MOYHM, OCTPast IToYeyHast
HEeIO0CTAaTOYHOCTD, TJIOMEPYJIOHEe)PUT, MHUeIoOHepPUT.

HapyweHue nosaoeoti cucmembvl U MO/NOYHbIX JHCenes
YacTo: speKTUIbHasA OUCPYHKINSI, UMIOTEHIINS.

HeuacTo: monoBas ouchyHKIIMSA, 3afepKKa dIKYISLINU, OUCMeHopesi, 00/Ib B
MOJIOYHEBIX XKeJle3ax, JeuKopesi, MeHopparus, MeTpopparus.

Penxko: aMeHOopesd, BhIOEeJIEHU A M3 MOJIOYHEIX 2KeJie3, YBeJIMdeH e MOJIOYHEBIX 2KeJIe3,
THHEKOMACTHusA, HEPBUITUT, 6aJ'IaHI/IT, SIIMOUOWMMMUT.

Obujue HapyweHUus U pedakuuu 8 mecme 8s8edeHus

Yacto: nnepudepudeckuil 0TEK, OTEK, HapyIlIeHue MOXOOKH, ITaJeHus, OIlyIIeHue
OITbSTHEHUSI, HEOOBIYHBIE OUIYIIEHMS, ITIOBLIIIIEHHAS YTOMIISIEMOCTb.

HeuyacTo: reHepamn30BaHHBIM OTEK, OTEK JIMIa, CKOBAHHOCTD B Irpyau, 00k, XKap,
XKaxma, 03H00, ob1itast citabocTh, HegoMoranue, abciiecc, BOCaleHue JXKUPOBOM
TKaHU, PoToceHCUOUIU3aIus.



Pepnko: rpaHyneMa, yMBIIIIJIEHHOE TIPUYMHEHYE Bpea, 3abpooinHHoe ¢udpo3, IIIoK.
JIabopamopHble ucc.1e008aHUA
YacTo: yBeJIM4eHUe MacCH TeJa.

Heuacrto: nosritieHre ypoBHa KOK B KpOBHU, IOBHILIIEHNE YPOBHSA T'JIIOKO3bI B KPOBHY,
yMeHbIIIEHNEe KOMU4YeCcTBa TPOMOOILIMTOB, ITOBLIIIIEHE YPOBHS KpeaTHHNHA B KPOBH,
CHUXKEHME YPOBHS Kalus B KPOBU, YMEHbIIIEHNE MacCCHI TeJa.

Penko: cHUXKeHNe YPOBHS JIEMKOIIUTOB B KPOBH.

YBenuueHue ypoBHS ajlaHMHaMuHOTpaHcpepassl (AJIT) u
acnapratamuHoTpaHcdepassl (ACT).

Y HEeKOTOPHIX IMAIlMeHTOB MOCJie IPeKpalleHuss KPaTKOCPOYHON UK OJIUTEeILHON
Tepanuu nperadaarrnHoM HabII0OaInCh CUMITOMBI OTMeHHI pemnapaTta. CoobI1aaock o
clenyoliue peakiunu: 0eCCOHHUIIA, TOJIOBHAsI 00JIb, TOIITHOTA, TPEBOKHOCTD, IUapes,
T'PUIIIIONONO0OHBIM CUHAPOM, CYDOPOTHY, HEPBO3HOCTD, enpeccusi, 00/Ib, TUIIEPTUAPO3 U
TOJIOBOKPY2KEeHUE, KOTOPHIe YKa3bIBalOT Ha PU3NYECKYI0 3aBUCUMOCTD. ITY
WHGOPMAIIHIO ClIedyeT COOOIIUTD MalUeHTy nepen HavyaaoM Tepalluu.

IlaHHEBIE 00 oTMeHe HpeFaGaHI/IHa II0CJIe OJIMTEJILHOTIO IIPUMEHEHU A YKA3bIBAIOT Ha TO,
YTO YaCTOTa BOBHUKHOBEHUA U CTEIIEHDb TAXKEeCTU CUMIITOMOB OTMEHELI MOT'YT OBITH
OJO303aBUCHUMBIMHU.

Hemu. ITpodunb 6e3omacHoCTH nperadasnrHa, YCTAHOBJIEHHBIN B XOIe YeThIPeX
HUCCJIeqOBaHUM, IIPOBEAEHHBIX C YdaCTHUEM IeJuaTPUUIEeCKUX ITallueHTOB C
MmaplyagbHbIMUA CyOOPOXKHBIMU NPUIlafKaMi C BTOPUYHOM reHepanu3aluen uim 6es
Hee (12-HememnbHOE uccienoBaHue 3¢pGHEeKTUBHOCTU U 0€30ITaCHOCTHU Y IAlleHTOB B
Bo3pacTe oT 4 0o 16 neT, n = 295, 14-gHeBHOE uccaegoBaHue 3GpGHEKTUBHOCTUA U
0€e30I1acHOCTH y MMAllMeHTOB B Bo3pacTe oT 1 Mecsiia mo MeHee 4 neT, n = 175;
HUccieqoBaHusI papMaKOKUHETUKHN U IIEPEHOCUMOCTH IIperapara, N = 65 ¥ OTKPBITOE
ncciegoBaHre 60€30MaCHOCTH IIPOOOIXKUTEIILHOCTELIO 1 rom, n = 54), O6n111 nogobeH
mpodunsi, KOTOPLIM HabOIIoganacsa B UCCIIeNOBaHUSAX B B3POCJIILIX MTAIIUEHTOB C
anunencueli. Hanbonee pacnpocTpaHEeHHBIMU TOOOYHBIMHU SIBJIEHUSIMH, KOTOPHIE
Habroganuch B 12-HemeIbHOM HCCJIeJOBaHUM Tepaluu mperadaainHoM, ObIIN
COHJIMBOCTD, MUPEKCHUS, UHPEKIIUNU BEPXHUX ObIXaTEIbHBIX IIyTEH, ITIOBLIIIEHNE
alreTuTa, yBeJIMUYeHNe MacChl Tesla U Ha3ogapuurut. Hauboree pacnpocTpaHeHHBIMHU
MOOOYHBIMU SBJIEHUSIMU, KOTOPHIe Habmomanuchk B 14-0HEBHOM MCCJIeHOBaHUU
Tepanuu nperadbaarHoM, ObIIM COHIUBOCTD, MH(MEKIIUY BEPXHUX ObIXaTEIbHBIX MyTEeU
u nupekcus (cMm. Pasgensl «Criocob mpuMeHeHUsa U J03bl», «®DapMaKOJIOTUYEeCKue» u
«PapMaKOKHHETHUKA»).



Coo011eHre 0 Togo3peBaeMbIX To00uHbIe peakinu. CoolbIeHrne 0 IT0g03peBaeMbIX
mo60YHbIE PEAKIIUH I10CJIe PETUCTPALNU JIEKAPCTBEHHOT'O CPENCTBA SIBIISIETCS
BaXXHBIM. JTO IIO3BOJISIET OCYIIECTBISITh HEIIPEPBIBHEIM MOHUTOPUHT COOTHOIIIEHUS
TIOIb3bI ¥ PUCKA IIPU IIPUMEHEHUH JIEKapCTBEHHOT'0 CPEICTBA.

CpoOK rogHOCTH
3 romga.
YcnoBusi XxpaHeHUus

He Tpe6yeT CIIeIaJIbHBIX YCHOBI/II;I XpaHEHUu. XpaHI/ITB B HEOOCTYITHOM [IOJIsA meTen
MecCTe.

YnakoBka

[To 21 kamncyne B 6nucTtepe, 1o 1 61ucTepy B KaPpTOHHOM KOPOOKeE.
KaTeropus ornycka

[To penenty.

IIpousBoouTtennb

[Npanzep Menwdekuypunr llInpexensunyeBa ' MoX.

MecTOHaxo0OXKIOeHHe IIPOU3BOIHUTEJIsI M €TI0 aJipeC MeCTa OCyIIeCTBJIICHHUA
oesiTeJIbHOCTH

BerpubmreTrte ®patibypr, Mycanbgans 1, 79090 ®paiibypr, 'epmanus.
M CTOYHUK MHCTPYKIIMH

HWHCTpyKIUS TEKaPCTBEHHOTO CPeACcTBa B3siTa U3 OPUIHMATFHOTO UCTOYHUKA —
"ocymapCTBEHHOTO peecTpa JIeKapPCTBEHHBIX CPEeACTB YKPauHHL.
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