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MUHHUCTEPCTBO 3JIPABOOXPAHEHU S POCCUMCKOU ®EIEPALIUN \
COTIACOBAHO

T

UHCTPYKLIUS

10 MEJIMLIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O TTPETTAPATA
BUMIIAT®
VIMPAT®

Perucrpanunonnsiii Homep: JII1-007034
Toprosoe naumenosanue: Bumnat®
MezxayHapoiHOe HelaTeHTOBAHHOe HAUMEHOBAHHE: JIAKOCAMM]T

JlekapeTBennas ¢gopma: pacTBOp /I IpUeMa BHYTPb

CocraB Ha 1 MJ1 pacTBOpa ISl IPHEMA BHYTPb:

eticmesyrowee sewjecmso: nakocamua 10,00 mr

Bcnomozamenvnvle gewjecmsa: TIMLEPON; KapMesuio3a HaTpusi; copOuton xuakuit 70 %;
Makporon 4000; HaTpust XJOpWUI; JIMMOHHAs KHcIOTa Oe3BojHas; aunecylbhaM Kaius;
MEeTHIINaparuipokcubeH3oar Harpus; apomaruzarop kiyOHuuHbii 501440 T; apomaruszarop

mackupyrouit 501521 T; Bojia ounieHHasl.

Onucaunue
[Tpo3payHas, ciierka B3Kasi JKHJIKOCTb OT OECLBETHOTO JIO XKEITOrO MIIM XKENTO-KOPUUHEBOTO

IBETA C XapaKTEPHBIM (PYKTOBEIM 3aM1aXxOM.

(DapMaKOTepaﬂeBTH'-leCKaﬂ rpymnma: IMPOTUBOIIMHUIICTITHYECKOE CpEACTBO, npo4yue

MPOTHUBOSIMUIICTITUICCKUEC CPEICTBA.

Koa ATX: NO3AX18

DapMakoJIOrHyecKne CBOHCTBA

Mexanusm oeticmeus

AkTHBHOe BewectBo — Jakocamup (R-2-aneramuno-N-OGeH3ui-3-MeTOKCUIPOITHOHAMKT)
siBsieTcst GyHKIMOHATM3UPOBAHHOW aMUHOKHUCIIOTOM.

ToyHbIt MeXaHM3M MPOTUBOSIWIENTUYECKOrO JAECHCTBUS JlaKOocamMHJa He YCTaHOBJIeH. B
97eKTPOPU3UOIOTUYECKMX MCCIIEI0BAHUSAX M Vilro JakocaMuj W30UpaTeNbHO YCUIIUBAET

MEAJICHHYKO HMHAaKTHUBALUKO IIOTCHUHWAJI3aBUCUMBIX HATPUEBBIX KaHaJIOB, 4YTO BEIACT K




CTabMIN3ALMK THIIEPBO3OYAUMBIX MeMOpPaH HEHPOHOB.

Dapmaxoounamuxa

Jlakocamuji ipeoTBpalan pa3BUTHE TIPUCTYTIOB MAPLHAIBHON W EPBMYHO TeHEpPaTu30BaHHOM
SIUJIETICUM Ha GOJIBIIOM KOJIMYECTBE MOJENeil Ha XKHUBOTHBIX, @ TAKXKE 3a/€P)KUBAI PA3BUTHE
TMOBBILIEHHON CYJIOPOKHOM TIOTOBHOCTH. B NOKIMHHYECKUX HCCIIEIOBAaHMAX JIAKOCAMHUJL B
KOMOMHALMM ~ C  JIeBETMpAIleTaMOM,  KapOamasenuHoM, (eHUTOMHOM,  BaJbIpPOATaAMH,
JTAMOTPUDKUHOM, TONUPAMATOM MM rabarneHTHMHOM JEMOHCTPUPOBAN CHHEPTHYECKOE WIH

aJIMTUBHOE MPOTHBOCYIOPOIKHOE JIEHCTBHE.

Knunuueckas s¢hgpexmusnocms u 6e3onachocms (napyuanbivle NPUCHYNbL)

B3pocnvie

Monomepanus

D(}heKkTUBHOCTL JIaKOCAaMKa B Ka4yecTBE MOHOTEpariu Oblla J0Ka3aHa B CPaBHHUTEIHHBIX
KinuHu4Yeckux ucenenosanusax (KM) ¢ kap6amazenuHoM (KOHTPOIUPYEMOro BBICBOOOKICHHUS) Y
MAalMeHTOB 16 5eT uiaM crapiie ¢ HOBO- WM paHee JHArHOCTMPOBAHHOM snunencueil. B
UCCIIEIOBAHUU [IPUHMMAIIM  yYacTHUE TMALMEHThl C HECTPOBOLMPOBAHHBIMU MAPIMATEHBIMH
CYJIOPOKHBIMHU TPUCTYTIAMHU € UM O€3 BTOPUUHO# reHepanu3anuu. J[03b1, KOTopeie MOAOUpPad B
3aBUCUMOCTH OT OTBETAa Ha Tepanuio, Haxoauiauch B npexenax 400 — 1200 mr/cyt pis
kap6amazenuna u 200 — 600 mr/cyT s nakocamuza. [IpoioHKUTETBHOCTE TepariK COCTABIIsIIA
110 121 Henmenu, B 3aBUCUMOCTH OT OTBETA.

OsxuaeMblii 6-TH MecsSYHBIA Tepuos 0e3 MpUCTYNoB ObUT JOCTUrHYT y 89,8 % mainueHTOoB,
MOJIYYaBIIUX TEPANUIO JJakocaMuaoM, Uy 91,1 % nauueHToB - B rpymnne kapbamaszernuHa.

VYV noxunelx naunueHtoB (crapiie 65 JeT) A0y JOCTUTHIMX 6-TH MECSYHOro rnepuoja 0Oe3
MPUCTYTNOB ObUIAa OJMHAKOBa B obOeux rpymmax. Cpeld MOXHUIBIX MOJIEPKUBAIOIILYIO 03y
nakocamuzia 200 mr/cyT noyyanu 55 (88,7 %) nauuenrtos, a 400 mr/cyt — 6 (9,7 %) nainueHToB;

no3a npeseimana 400 mr/cyt y 1 nauenra (1,6 %).

Ilepexo0 na monomepanuio

D¢ dekTUBHOCTE U H€30MacHOCTH JIaKOCaMKAA NPH Mepexojie Ha MoHoTeparuio (B go3e 400 mr
wii 300 Mr B cytku) Obula M3yyeHa y MalUMEHTOB B Bo3pacte or 16 mo 70 ner ¢
HEKOHTPOJIMPYEMBIMH MapLUaIbHBIMU MPUCTYIAMHU, TPUHUMAIOIIUX CTAOUIIBHBIE 03Bl OJHOTO
WM JBYX NPOTUBO3IUIENTHYECKUX npenapaTtoB. CooTBeTcTBEHHO, 71,5 % 1 70,7 % naiueHTOB,

No/Iep>KUBaId MOHOTepanuto B Teuenue 57-105 nuei.

Jlononnumenvuas mepanus




S peKTHBHOCTL J1aKOcaMKIa B KAYECTBE JOMOIHUTENBHON TEpanuu B PEKOMEHIYEMbIX 103aX
(200 mr/cyT, 400 mr/cyT) 6bl1a loKasana B Tpex KH. DddekTHBHOCT akocamuia B KauecTBe
JIOTIOJIHUTENIBHOM Tepanuu B Jio3e 600 mMr/cyT Takke Oblia MOKa3aHa B X0/J€ KOHTPOJIUPYEMBIX
KU, u, xors spdextnuBrocTh 10361 600 Mr/cyT 1t 400 Mr/cyT GbLIa CONOCTABUMA, MEPEHOCUMOCTD
0oJiee BHICOKOH J103bI ObLNIa XyXKe H3-3a MOOOYHBIX 3Q(HEKTOB CO CTOPOHBI IEHTPATLHOM HEPBHOM
CHCTEMBI M KEIyJIOYHO-KUIIEYHOro TpakTa. [lo3ToMy, mNpuMeHeHHe 03Bl JaKocaMuzaa
600 Mr/cyT He pekoMeHtyeTcs. MaKkcuMalibHast peKOMEHI0BaHHas J103a coctapiseT 400 Mr/cyT.
O1H uccnenoBanus ¢ yyactueM 1308 manueHToB, MMEBIINX B aHAMHE3€ NApUUAbHBIE TTPHIAIKK
Ha TIPOTSHDKCHUM, B cpelHeM, 23 jer, ObutM pa3zpaboTaHbl Ui OHEHKH 3(PHEKTUBHOCTH M
0e30MacHOCTH JTaKOCaMKJIa TIPU JOTOJHUTEIFHOM Ha3HAYEHHUH K 1-3 MPOTMBOAMUIETITHYECKUM
npenapaTaM y TalUeHTOB ¢ HEKOHTPOJIMPYEMBIMH TMapUHaIbHBIMU TPHUITAJKAMH ¢ WM 0e3
BTOPUYHOM reHepanusanmu. OOmas pons nauueHToB ¢ 50 %-HbIM CHMXKEHHEM YacTOTHI
MPUIAAKOB B rpymnmax ranebdo, nakocamuaa 200 Mr/cyT u makocamua 400 Mr/cyT cocraBuia

23 %, 34 % wu 40 %, COOTBETCTBEHHO.

Jlemu u noopocmku

Kimnuyeckue nposiBieHus NaplyaibHbIX CyJ0POKHBIX NMPUCTYTIOB Y JIETel B BO3pacTe cTapiie
4 net OBIIM COMOCTABUMEI C TAKOBBIMHU Yy B3pOCIBIX. DPHEKTUBHOCTD JlaKOcaMuia y JIeTel B
BOo3pacte 4 jeT M crapiie Oblla paccuUTaHa Mo JAaHHBIM MOJPOCTKOB M B3POCIIBIX MALMEHTOB €
MapUUabHBIMUA TIPUCTYNIAMHU; TaKUM 00pa3zoM, MpH MOAOOpe COOTBETCTBYIOLIMX Ui JeTed W
MOAPOCTKOB 103 (cM. pazaen «Crocod NMpUMEHeHHs U JI03bI») U MOATBEPKICHUN OE30MacHOCTH
(cMm. paspen «IlobouHoe medcTBUE») Ui HMX OXHAAJICA AHAJIOTUYHBIA OTBET HA TEPAITHIO
nakocaMuIoM. D(PdeKTUBHOCTE, CIPOTHO3UPOBAHHAS METOJOM SKCTPAIOISAIMU (CM. BBIIIE),
Obla moATBepkIeHa pesynbratamMu KU.

HayanbHas 103a cocTapisiia 2 MI/KI/CyT y malueHToB ¢ Maccoii tena 1o 50 kr uiu 100 Mr/cyt y
MalMEeHTOB ¢ Maccod Tena 50 kr u Gonee; CyTOYHYO 103y JAENWIM Ha 2 mpueMma. B TedeHue
nepuoja TUTPOBAHUS KOPPEKLHUIO 103 JakocaMmujaa npOBbﬂunu [03TANHO, YBEJIUYUBAS
Ha | uam 2 Mr/kr/cyT y naunmeHToB ¢ Maccoi Tena 1o 50 kr wii Ha 50 uinu 100 Mr/cyT y malueHToB
¢ Maccoid Tena 50 kr u Gonee ¢ MHTEpBAaJaMU B OJHY HEJAENIO JJS JOCTHIKEHUs LEJEeBOM
NOJICPIKUBAIOLLEH JO3BI.

CTaTHUCTUYECKH W KJIMHUYECKM 3HAUYMMOE CHMWKEHHE 4YacTOThl MapLMaIbHBIX CYJOPOKHBIX
NPUCTYNOB HaOMOJAI0CE B TeUeHHe 28 IHEH OT Havama Teparuu J10 Nepyuo/ia Mo iep>KuBaroIIero
JleYeHHUs TIPU CPAaBHEHUM JAHHBIX B IpyMnnax jJakocamuja v miauedo. B uenom, 1ons nauueHToB
CO CHMIKEHUEM YacTOThI MapLHUaIbHbIX CYJOPOKHBIX MPUCTYIOB, KAaK MUHMMYM, Ha 50 % 3a 28

JIHEl OT Hayasa Teparyy JI0 Nepuoa MoUIepKUBaoIIero eueHus coctasuia 52,9 % B rpymre,




MoJTy4aBIIeH JIeYeHHE JTAKOCaMHJIOM, 110 cpaBHEHHIO ¢ 33,3 % - B rpynme ruaneo.

Knunuueckas sghpexmusnocmn _u__bezonacnocms  (nepeuuno-2enepaniz308antbie  MOHUKO-

KIOHUYECKUe NPUCMYNbL)

S heKTHBHOCTD NaKOCaMU/Ia B KAYeCTBE JOMOIHMTENBHON TEPANMU Y MAlMEHTOB B BO3PACTE
4 51er 1 crapiue ¢ MIMONATHYECKOH reHepan30BaHHON SIUIIENCHei, CTPaAIoUX ePBUYHO-
T€HEpaIM30BaHHBIMU TOHUKO-KJIOHHYecKuMHU nipucTynamu ([T TKIT), 6bina yecranosiena B xoze
24-HeNleNIbHOTO ~ JIBOWHOIO ~ CJIENOT0  PaHAOMM3UPOBAHHOIO  IUIALEG0-KOHTPOIHPYEMOTO
MHOTOLIEHTPOBOTO MCCIIEIOBAHUS B MapauleNbHBIX rpynmnax. Mccienosanue cocrosio uz 12-
HEJIEIBHOTO PETPOCIIEKTUBHOIO 0a30BOro mepuoja, 4-HeIeIbHOrO MPOCIIEKTUBHOTO 0Ga30BOTO
nepuoja M 24-HeleNbHOrO TMepuoja JjiedeHust (KOTOPBIA BKIIOYAN 6-HeAesbHBINH TepHos
TUTPOBAHUSI JI03bI ¥ 1 8-HEeNbHBIN NEPHO MOANepIKaHuUs 103b1). [TalMeHTEI, COOTBETCTRYIOMINE
KPUTEPUSIM  y4acTHs, TOJyYaBIIUE CTaOMIBHYIO 103y OT | 10 3 NpOTHBOAMUIENTHYECKUX
npenaparoB, y KOTOPHIX BO3HUKIO He MeHee 3 mnoarBepxkaeHHbIX [II'TKIT B Teuenue 16-
HEJIEJIbHOTO 00BeJMHEHHOTO 0a30BOro rMepuojia, ObUIM PaHIOMH3UPOBaHBl | K 1 B Ipymnmsl,
MOJTyYarole JJaKOCaMKJ| UK T1J1aLe00 (MalMeHThl B MOJTHOM BBEIOOPKE JUTs aHAIM3a: JJAKOCAMUJL
n = 118, nnane6o n = 121; u3 Hux 8 mMauMeHTOB B BO3pacTHOW rpymme ot 4 o 12 ner u 16
MalMeHTOB B BO3pacTHOM rpynmne ot 12 po 18 ner momyyanu nakocamua v 9 v 16 nanmeHToB
COOTBETCTBEHHO MOJTyyaly 1ianedo).

[TarenTam nocTeneHHo MoAGHpanu JI03y JO LEJIEBOM 03Bl MOIJIEPKUBAIOIIETO NEPUOa
12 mr/kr/cyT y nauueHToB ¢ Maccoit Tena MeHee 30 Kr, 8 MI/KI/CyT y MalMeHTOB ¢ Maccoi Tena

ot 30 g0 menee 50 kr unu 400 mMr/cyT y marueHTOB ¢ Maccoi Tena 50 kr u Gonee.

[Tepemennas s3¢pdexruBHOCTH [Tnaue6o Jlakocamu
[Tapamerp N=121 N=118

Bpewms no Broporo ITI'TKII

Cpennee 3Ha4eHHe (JIHK) 77,0 -

95 % 11 49,0, 128,0 -

Jlakocamup — ntaue6o

OTHOLIEHHE PUCKOB 0,540

95 % 1 0,377,0,774

p-3HayeHue <0,001

OTcyTcTBUE NPUMATKOB

CrparuduuupoBaHHas oueHka | 17,2 31,3




ITepemenHas 3¢ dekTHBHOCTH [Inauebo Jlakocamun

[Tapamerp N=121 N=118
Kannana-Meiiepa (%)
95 % I 10,4, 24,0 22,8,399
Jlakocamu — miane6o 14,1
95 % 1 3.2, 25.1
p-3Ha4yeHue 0,011

[Ipumeuanue: Jlns rpynmel jakocaMua HEBO3MOXHO OBLIO BBEIYMCIMTH CPEJHEE BPEMs JI0
sropeix [II'TKIT ¢ momompero meronos Kamnmana-Meiiepa, notomy uto Gosee uyeM y 50 %

nauueHToB He Bo3HUKanu BTopseie [II'TKII B Jlens 166.

PCSyHBTaTLI B TIOATPYMIIC MALUEHTOB AETCKOro0 BO3pacTta COOTBETCTBOBAJIM pe3yJibTaTaM O6I]1€ﬁ

MOTIYJIAAHA 11O NMEPBUYHBIM, BTOPUYHBIM U APYTUM KOHECYHBIM TOYKaAM 3(1)¢)CKTI/IBHOCTI/I.

DapMaKOKHHETHKA

Beacvisanue

Jlakocamuy OBICTPO W TIONHOCTBIO BCACHIBAETCSl MMOCNE TIPHEMa BHYTPb. BHOJOCTYNHOCTB
nakocamuzia B Tabnerkax cocramisier npumepHo 100%. ITocne npuema BHYTpb KOHIEHTpALIUs
HEU3MEHEHHOI0 JIaKOCaMKJia B I1a3Me OBICTPO YBEJIMYMBAETCS U JIOCTUTAET MaKCHUMalbHBIX
3Ha4eHU# (Cmax) uepes 0,5-4 4. Jlakocamus1 B IeKapcTBEHHOM GopMe «TabneTK» U «pacTBOp s
npvemMa BHYTPb» OHOPKBUBANECHTHBL. [IpHeM nuiM He BIMSET Ha CKOPOCTH M CTEINEHb

BCaChbIBaHMUsI.

Pacnpeodenenue

O0BemM pacnpeaesicHusa COCTaBIAET IPUMEPHO 0,6 H/KF, CTENeHb CBSI3BIBAHUS ¢ OEJIKAMU TUTa3MBI

—Menee 15 %.

Memabonuzm

95 % naxkocamuza BBIBOAMTCS 4epe3 MOYKM B HEU3MEHEHHOM BHJIE W B BHJE METa0OJIMTOB.
Merabonu3sm 1akocaMuzia 10 KOHIA He u3ydeH. OCHOBHBIMHU COETMHEHUSIMU, KOTOPBIE BBIBOISTCS
4yepe3 TOYKH, SBJIAIOTCSA JIAKOCAMUI B HEU3MEHeHHOM Buae U (okosno 40 % oT J103BI) |
O- ne3amerunmeradonut (meHee 30%).

[Tonsiprast ppakuus (MPeanonoKUTENEHO, MPOM3BOJHBIE CEPUHA) COCTaBIIseT mpuMepHo 20 % B
MO4Ye, HO B IUIa3Meé KpOBHM OOHapyXHBaeTcs Jullb B HeOonblmmx koiudectBax (0 — 2 %) y

HEKOTOPBIX cyOBEKTOB. J[pyrue MeTabouThl onpeieisitoTest B Mode B komudectse 0,5-2 %.




-

JlanHbie in vifro NOKa3bIBalOT, 4TO M30(epMEHTHI chcTeMbl utoxpoma P450 (CYP), CYP2C9,
CYP2C19 u CYP3A4, ciocoGHbI KatanuzupoBats o0pasoBanue O-1e3MeTUIMETA00INTA, OJHAKO
JEACTBUE  OCHOBHOTO M30depMeHTa He TOATBEPXKAEHO in  vivo. Ilpu  cpaBHEHHH
(papmakoKMHETHKM JlakocaMuJia B SKCTEHCHBHBIX Merabonm3aropax (¢ (yHKIMOHAIBHBIM
uzopepmentom wnuroxpoma CYP2C19) u MmemneHHBIX MeraGonm3aropax (¢ HEIOCTATKOM
bynxuronansHoro m3opepmenta uuroxpoma CYP2C19) KIMHMYECKM 3HAYUMOM pPa3HMIIEI
BBIJICJIEHUs JlaKocaMKJa OTMeueHO He Obuto. Kpome Toro, pesynbTarhl HCCIEIOBaHHUS 10
B3aMMOJIEHCTBHIO ¢ OMenpa3oioM (MHrudéuropom uzopepmenta CYP2C19) nokasanu orcyTeTBIE
KJIMHAYECKH 3HAYMMBIX U3MEHEHUH KOHLIEHTPALMHU JIAaKOCaMKJIa B TIa3Me, YTO CBHICTEIBCTBYET
0 HU3KOW 3HAYUMOCTH 3TOTO MyTH.

Konuenrpanus O-ae3MeTniakocaMu/ia B ria3mMe COCTaBIIseT MPUMeEpHO 15 % OT KOHIEHTpaliK

JnaKocaMujia. ITOT OCHOBHOM MeTabOIUT He obnanmaer q)apmaxonomqecxoﬁ AKTHBHOCTBIO.

Buiseoenue

JlakocaMul BBIBOAMTCS IyTeM IOYEUHOH BKCKpeluu v OuorpanHchopmaumu. [locne npuema
BHYTPh U BHYTPUBEHHOTO BBEJECHHUS JAKOCAMHJA, MOMEUCHHOTO PaJMOAKTUBHBIM H30TOIOM,
okono 95% paaMoakTUBHOCTH oTMeuanock B Moye M menee 0,5% - B kane. Ilepuon
MOJyBBIBEJEHUSI ~ HEU3MEHEHHOTNO0  JIaKocaMuja  COCTaBiseT  MpuMepHo 13 wacos.
@apMaKOKMHETUYECKUE TapaMeTphbl MPOMOPLMOHATIBHEl [03€, TOCTOSHHBI BO BpPEMEHU WU
XapaKTepU3yIOTCsl HU3KOM BHYTPH- U MEXXHUHAMBULYaTbHOM BapuabdenbHocThIO. [Ipy npumeneHnn
2 pasa B IeHb paBHOBECHAs KOHLEHTPALMs B IJ1a3Me JOCTUraercs B TedeHue 3 aHen. Kymynsius
COMPOBOXKIAETCS YBEIMYEHUEM KOHIEHTPAIUHU B IJ1a3Me NIPUMEPHO B 2 pasa.

PaBHOBecHas KOHLIEHTpALMs TIPYU MPUMEHEHUH pa30BOM Hackllaroei 103el 200 Mr cpaBHUMa C

TakoBOM 1pu npremMe BHyTphb 100 mMr 2 pasa B cyTKu.

Dapmakokunemura y 0coobix 2pynn NayUeHmos

Ion

Knunanueckue HUCCJICJOBAHUS TMOKa3bIBAKOT, YTO II0JI HE OKa3bIBACT 3HAYUMOTI'O BJIMAHHA Ha

KOHLIEHTpALHIO JJaKOCaMK/Ia B TJ1a3Me KPOBH.
Paca
Knunuuecku 3HauMMble pa3nuuus B papMaKOKMHETHKE JJaKOCAMU/Ia Y a3UaTCKOW, HETPOUHOM U

CBPOHCOHILHOI\;I pac OTCYTCTBYIOT.

Iloueynas neoocmamouynocms




Benvuuna nokasarens miomaib 1MoJ KpUBOM «koHUeHTpauus-Bpems» (AUC) yBenuuuBaetcs
npubam3KuTENBHO 10 30 % NpH J1erkoil U yMepeHHO! MOYedHON HeJ0CTaATOYHOCTH U 10 60 % npu
TSDKEJIOM M TEPMHMHAJIbHOM CTaJMM MOYEUHOM HEJ0CTaTOYHOCTH, TPeOYIOIIeH reMoinuanusa, 1o
CPaBHEHUIO CO 3J0POBBIMU CyObeKTaMH, B TO BpeMsi Kak Cmax He u3MeHsieTcs. Jlakocamup
5(hdexTHBHO yranseTcs U3 MiIa3Mel B Mpolecce reMoauanusa. B tederue 4-4acoBoil mporerypel
remoauanusza AUC cHmwxkaercs npubiausurensHo Ha 50 %. [lostomy mocne mporemayps
reMoJMalin3a PEKOMEHIYETCs NMPUEM JOMOJHUTENBHOW J03bl. Y MALMEHTOB C YMEPEHHOW |
TSOKEJION MOYEUHOM HEJNOCTaTOYHOCTBIO BhlJeNeHHE O-ae3MeTHIMeTabosIuTa YBEIUYMBAIOCh B
HECKOJIKO pa3. Y MalMEeHTOB ¢ TEPMHHAIBHOW CTajMell TMO4Ye4YHOW HeJIO0CTATOYHOCTH TIPU
OTCYTCTBHUH I'€MOJIMAJIN3a YPOBEHB 3TOr0 MeTaboIuTa OBLT YBETHYEH U HEMPEPBIBHO BO3pACTAl B
TeueHue 24-uacoBoro HabmoneHus. Jlo KOHLIA HE SCHO, MOXET JIH TMOBBIIIEHHAS HKCIIO3ULIUS
MeTaboNIUTa y MalUEHTOB ¢ TEPMUHAIIBHOU CTaueil MOYeuHON HEJOCTATOUHOCTH TPUBOIMTE K
yBEIMYEHUIO uucia MoOouyHbIX 3ddekToB, yuuTeiBas TOT (akt, 4ro (HapMakoIoruyeckas

aKTUBHOCTH O-ze3MeTriIMeTaboauTa He Oblila OATBEPIKICHA.

Ileuenounas neoocmamounocme

VYV NauMeHTOB ¢ YMEpPEHHOH Me4YeHOYHOM HEeJOCTATOYHOCTHIO HAOMIOIAIUCh TOBBIIIEHHBIE
KOHIEHTpAIUM JIaKocaMua B Tu1a3Me KpoBu (mpubmuzutensHo Ha 50 % Gonbiie AUCuopy).
OnHOM U3 NPUYUH MOBBIIIEHHOW SKCMO3UIMU ObIIO CHIDKEHUE (YHKLMM MOYEK Yy MAlMeHTOB,
MPUHUMABLIMX ydacThe B uccienoBaHusx. YpenuueHue AUC nakocamuna Ha 20 % y 3Thx
MAlMEHTOB OBLIO OTHECEHO 3a CYET CHIKEHUSI HEMOUEUHOT0 KIIMPeHea. Y MAlUEeHTOB ¢ TS0
MEYEHOYHOM HEeJNO0CTaTOUHOCThIO (apMaKOKMHETHKY He u3yuyand (cM. paszzgen «Crnocod

MPUMEHEHHUS U JIO3BI»).

Hoowcunvie (cmapuie 65 nem)

B uccrenoBanuM y NoxuibIX My>KYMH M JKEHIIWH, BKItoYas 4 nauueHToB crapine 75 ner, AUC
Obl1a yBenudeHa npuMepHo Ha 30 % y MyxuuH U 50 % y JKEHIIMH 10 CPABHEHHUIO C MOJIOIBIMH
cyObekTaMu. YacTUUHO 3TO 00BSICHAETCS CHU)KEHHOM Maccoit Tena. Hopmanu3oBaHHbIE 10 Macce
TeNa pasjiiyus COCTABUIIM, COOTBETCTBEHHO, 26 % y MyxXuuH U 23 % y KeHIuH. Takxke
HaOoanack MOBBIIICHHAs BapHa0eNbHOCTh MOKa3aTess SKCIO3WLMM Jlakocamuaa. B atom
MCCIIEZI0BAHUM TOYEYHBIM KIMpEHC Jakocamuga Obll CHMIKEH HE3HAYMTENBHO Y MOXKHUIIBIX
MalEeHTOB.

Her HeoOx0oauMOCTH B 0011EM CHUIKEHUH J103bl, €CIM TOJIBKO 3TO HE MPOAUKTOBAHO CHIKEHUEM
MoyeyHOW (QYHKLMEH, HampuMep, Yy MNALKMEHTOB C TKEIOH MOYEYHOW HEeJO0CTATOYHOCTHIO

(KK <30 M1/MHH) M DalMEHTOB € TEPMMHAJIBHOM CTaJuedl TMOYeYHON HEJOCTaTOYHOCTU




(cM. pazgen «Crocod npUMeHEeHHs | JI03b1»).

Jemu u noopocmxu |
dapMaKOKMHETHYECKMI MpodUIb JlaKocaMujaa y JAeTedl W MOAPOCTKOB ObLI ONpeleieH ¢
TIOMOLIBIO TIOIYJISILIMOHHOTO (PapMAKOKMHETHYECKOTO aHalli3a C UCIIOJIB30BAaHUEM PE3yJIbTATOB
OT/IEJIBHBIX ONpeJIEIEHHH KOHLIEHTPALMK BEIIECTBA B I1a3Me, noxydeHHeix B KU y 414 nereii ¢
snuiericueid B Bospacre oT 6 mecsaueB jgo 17 ner. Jlakocamuja Ha3Hayaau B J03aX OT 2 JIO
17,8 mr/xr/cyt 2 pa3za B neHb. MakcumaneHasi 103a Juis Jetei ¢ mMaccoi tena 50 kr u Gonee
cocraisiia 600 Mr/cyT. TUTHUHBIN TITa3MEHHBIN KITUpeHe ObLT paed 1,04 /4, 1,32 n/au 1,86 n/u
y gereit ¢ maccoit Tena 20 kr, 30 kr u 50 kr, cooTBeTCTBeHHO. [/ cpaBHEHMS, TIa3MEHHBIM

KJIMPEHC JTaKocaMK/ia y B3poCIIbIX ¢ Maccoi Tena 70 kr cocraBnsn 1,92 ji/y.

[TormynsumonHslii papMakOKMHETHYECKUI aHAIM3 € UCIOJIB30BaHHEM (hapMaKOKMHETHUECKUX
00pa3oB npu HeOobLIOM 00BEMe BEIOOpKH U3 uccienoBanus [ TKIT nmokazan aHamoruyHyro

skeno3uumto y nauueHToB ¢ [II'TKIT u y nanueHToB ¢ napuuaibHbBIMU MPUCTYTIAMHU.

ITokazanus K NpUMeHEHHIO

B kayecTtBe MOHOTEpanmuu WM JOMOJHUTEIBHOW Tepanmuy MapUUaIbHEIX CYA0POKHBIX
TIPUCTYIIOB, CONPOBOXKIAIOIIUXCS WIIM HE COMPOBOXKAANOLIMXCS BTOPUYHON reHepalu3aluei, y
B3POCIBIX, MOAPOCTKOB U ieTel 4 NeT U cTaplie ¢ SIUIIETICUEH.

B kadecTBe NOMOJHUTENBHON TEparnuu MNEPBUYHO-TEHEPATUIOBAHHBIX TOHUKO-KJIOHUYECKUX
MPUCTYIIOB Yy B3pOCHBIX, TOAPOCTKOB M JeTed 4 JeT W crapme ¢ WIHONaTHYECKOM

I‘CHCpﬂJIH?.OBaHHOﬁ SITUJIETICUEH.

IIporuBonoka3zanus |
[ToBbIlIIEHHAsT YyBCTBUTEIBHOCTh K AaKTUBHOMY BELIECTBY HWIIM K JIFOOOMY M3 KOMIIOHEHTOB
npenapara;

ATtpuoBeHTpukyspHas 6mokana Il unu I11 crenenu;

Penkue HacnencTBeHHBIE 3a001€BaHNUS, CBSI3aHHbIE C HEMEPEHOCUMOCTBIO (PPYKTO3BI;
DEeHUIIKETOHYPHS;

Bo3spacr 110 4 net (3¢ppexTUBHOCTE U 6€30MaCHOCTh HE YCTaHOBIIEHBI).

C 0cTOpPOXKHOCTHIO
Y maumMeHTOR ¢ TsHKeJOoH MovyeyHoH HelocTaTouHOCThIO (KiupeHe kpeatunuHa (KK) <30 mi/mMun)
WJTM TEPMUHAIBHOM CTaiuel MMOYEYHON HEJLOCTATOYHOCTH;

v NAlAEHTOB ¢ HAPYIIECHUEM IMMPOBOAUMOCTH B AaHAMHE3E UJTH TSAXKEJIBIMU 3a00JIeBaHUSAMHU cepaua,




TaKWe KakK CepJi€UHasd HEAOCTATOYHOCTh U I/IHdJapKT MUOKap/Ja B aHAMHE3E;
YV NOXWIIBIX MALMEHTOB ¢ MOBBIIIEHHBIM PUCKOM 3a00JIeBaHU I cepaua;
B KOM6I/IHaLlI/II/I C TIpe€rnaparaMy, KOTOPBIC BBI3BIBAIOT YIJIMHECHHUE MHTEpBaJla PR Ha

anexkTpokapauorpamme (IKI).

IIpumeHenue npu 6epeMEeHHOCTH U B EPHO/I IPY/THOI0 BCKAPMJIMBAHUS

JKeHIIMHEBI IETOPOIHOIO BO3pacTa

Bpaan ClIenyer O6C}’)1HTB ACIICKThl TUIAHUPOBAHUSA CEMBU W KOHTpPALECIUUU C XKECHIIWHAMU
JACTOPOAHOTO BO3pacTa, NPpUHUMAKOIIUMU JIaKOCaAaMU /| (CM. pasaci (<BepCMCHHOCTb)>).
le/l KCJIAaHUU KCHIITUHBI BaGCpCMCHCTb CJIEAYET MOBTOPHO THIATEIBHO OLEHUTH NMPHUMEHCHUE

JJakocaMuaa.

bepeMeHnHOCTB

Obwuii  puck, cesa3anublll ¢ dnulencueti U NPoOMUBOINUIENMULECKUMU  eKAPCMBEHHBIMU
npenapamamu

B oTHOmeHuu BceX NPOTHUBOIMUIIENITHYECKUX T[pernaparoB OBLIO TMOKa3aHO, YTO YacToTa
BPOKICHHBIX TOPOKOB Pa3BUTHS y IETEH XEHIIMH ¢ SMUJICTICUEH, MOTyYarOIIMX TaKyl0 TEPaIHIo,
B 2-3 pasza BhILIE M0 CPAaBHEHMIO ¢ OOLIEH Momysiue (B mocieHeM ciIydae 3TOT MoKa3aTesb
cocraBisieT 3 %). Y MalMeHTOK, MOJy4aBIIMX KOMOWHMPOBAHHYIO Teparuio, OBLIO OTMEYEHO
yBEIMUEHHE YACTOTH BPOXKAECHHBIX MOPOKOB pa3BUTH y JieTei. Tem He MeHee, 10 HaCTOSIIEro
BPEMEHM HEW3BECTHO, YTO OKa3bIBaeT OOJblliee BIUSHUS Ha YBEJIMYEHWE 3TOTO0 pHUCKa,
MPOTUBOAUIIENITUYECKUE MPErnapaThl U/Uiu caMo 3abosieBaHue.

Kpome TOro, sddexTiBHOE NPOTUBOIMUIENTHYECKOE JIEUEHHE TMpeKpalaTh He CIeayerT,
TIOCKOJIBKY YXY/ALICHHUE TeYeHUs1 3a00IeBaHUs OKa3bIBACT OTPHULATEIBHOE BIUSHHE HA MaTh U HA

IJIOM.

Puck, cesa3annvlil ¢ npumeHeHuem 1aKocamuoa

KnuHuueckux TaHHBIX O MPUMEHEHMH JlakocaMuja y OepeMeHHBIX HeT. B uccrenoBaHusx Ha
JKMBOTHBIX He OBUIO 3aperHCTPUPOBAHO TEePATOreHHBIX 3((hEKTOB, OJHAKO TMPU MPUMEHEHHH
nakocamMuIa B J103aX, TOKCHYHBIX JJIS MATepHHCKOrO OpraHu3ma, Oblla OTMe4eHa
SMOPUOTOKCHYHOCTh Yy KPOIIMKOB U KpbIc. [ToTeHIIMABHBIA PUCK /1Tl YeTIOBeKa HEM3BECTEH.
Jlakocamuy He ciegyeT MPUMEHSTh BO BpeMsi OEPEMEHHOCTH, 3a UCKIIIOYEHHEM TeX CIIy4yaeB,
KOTJia MoJib3a IS MaTepu SBHO IMEpPEeBELIMBACT BO3MOXHBIM pUCK s muoja. Ecnu xeHmuHa
TUIaHUPYET OEPEMEHHOCTB, TO HEOOXOIUMO TILIATEIEHO B3BECUTD L1eJIeCO00Pa3HOCTh TPUMEHEHUS
9TOro mpenapata. J[is MOHMTOpPHMHTa TMOCIEICTBUI TNpUMEHeHHs Tpenapata Bumnat® vy

OepeMeHHBIX BpayaM PEKOMEHYETCsl perMCTPpUpOBaTh AAHHBIX MALMEHTOK B MexXIyHapoJHOM




Perucrpe o npotuosnuienTuueckim npernaparam u 6epemennoct (EURAP).

[lepuo nakramuu

Haxocamnn SKCKPETUPYETCS C IPYAHBIM MOJOKOM.
HeB0o3M0OXKHO UCKITIOUUTE PUCKH IJI51 HOBOPOXKAEHHBIX U MJIQICHLIEB.

Bo Bpems JieueHus 1aKocaMuioM PeKOMEH/YETCsl TIPEKPATUTh KOPMIIEHHE IPY/IBIO.

DepTUITBHOCTD

He Obuto orMeyeHo HEGIAroNpUATHOTO BIMSHUS HAa (EPTHIBHOCTH MIIM PENPOIYKTHBHOCTD Y
KpBbIC 000MX TI0JIOB B J103aX, CO3/IAIOMX KOHIEHTpaluio B miasme (AUC) npubamsuTe sHo B 2
pasa Beitne AUC B mia3Me denioBeka npu MpUMEHEHHH MaKCUMAITbHO PEKOMEHYEMOM J103BI 115

JIIOJIEH.

Cnocob npuMeHeHHUsI U J103bI

BryTps. CyTouHyro 103y AenT Ha 2 npueMa — OOBIYHO YTPOM M BEYEPOM, BHE 3aBUCUMOCTH OT
npuema Muliu.

[Ipu mporycke 1036l NAalMEHT JA0KEH OBITh MPOMHCTPYKTHPOBAH O TOM, YTO MPOITYIIEHHYO 103y
ClelyeT MPUHATh KaK MOXKHO CKOpeEe, U 3aTeM CO CIeIyIOLIeH 03kl JJaKkocaMKjia BO30OOHOBUTH
OOBIYHBIN PeXKUM J03UpOBaHMS. ECIM marueHT 3aMeTHI Ono3iaHie He paHblile, 4eM 3a 6 4acoB
JI0 TIpHeMa CJIEYIOIIER 103bl, EMY CIIEyeT MPUHATH CIEIYIOMIYI0 103y JaKocaMHa COTJIacHO

cxeMe npuemMa. J[BoiHyt0 103y MpUHUMATE HE CIIE/yET.

Hoopocmku u 0emu ¢ maccou mena 50 k2 u bonee, a maxice 83pocivle

B crnenyromei tabnuie NpuBeIEHB PEKOMEHyeMBbIe 036l IS TMOAPOCTKOB W JETEH ¢ Maccoi

tena 50 kr 1 Gosiee, a TakKe JUIs B3POCIBIX.

MoHoTepanusi JlononHuTeIbHAS Teparnus
Hauanbhas 103a 100 mr/cyT i 200 mr/cyt 100 mr/cyT
Pa3oBas HackImaromas h00 Mr b 00 Mr

103a (ec/ii MPUMEHUMO)

2 100 50 mr 2 1
TrTpoBanye (NosTanHoe 50 mr 2 pa3a B JieHb ( Mr 2 pasa B aeHb (100

MI/CYyT) ¢ UHTEpBaJIaMH B MI/CYT) C UHTEpBAJlaMH B
[YBEJIMYEHHUE JI03BI)

HEJIeITI0 HeJIe0
MaxkcumainbHas

o 600 Mr/cyT 1o 400 mr/cyT

PEKOMEHAYyEMas J103a
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Monomepanus (npu nevwenuu napyuansueix cyooposicHvix npucmynos)

PexoMmenyemas HauanbHast 103a coctaBisieT S0 Mr 2 pasa B JIeHb, C 0C/IeIyOIIUM yBeTHYeHHEM
JI0 HayaJbHOW TepaneBTH4eckKod n03bl 100 Mr 2 pa3a B JIeHb 110 MCTEYEHWH TIEPBOM HeJeNu
JIeYeHUs..

JleyeHue naKocaMUI0M MOXET OBITh TaKKe Ha4aTo ¢ 1036l 100 Mr 2 pasa B JieHb Ha OCHOBAaHUH
OLICHKH BpPayoM HEOOXOJMMOTO CHIKEHUS CyJOPOXKHOM aKTHBHOCTU B CPABHEHHH C PUCKOM
no604HbIX 3 dHekToR.

B 3aBUCHUMOCTH OT OTBETA U MEPEHOCHUMOCTH, TTOIEPIKUBAIOLIAS 1038 MOXKET ObITh yBETMYEHA HA
100 mr/cyT (mo 50 mr 2 pa3a B JieHb) ¢ MHTEpBaJaMH B HEJENO, BIUIOTH J0 PEKOMEHIyeMOil
MaKCHMaJlbHOM CyTOYHOM moiepxuBaroueit 103e1 600 mr/cyT (1o 300 Mr 2 pasa B JieHbB).

Ecnu npu noctikenun 10361 cBbiie 400 Mr/cyT y manmeHTa coXpaHseTcs HEOOXOAMMOCTh B
npueMe JIONOJIHUTENBHBIX MPOTHUBOAMUIEIITUYECKUX TPENapaTtoB, HEOOXOAUMO CJIEJ0BAThH

PEXUMY N03UPOBAHUS, TPEAYCMOTPEHHOMY I JIOTIOJTHUTEIBHOM Teparunu (CM. HI/I)KC).

Hononnumenvnas mepanua (npu nevenuu NApYUAnbHuIX CYOOPOICHBIX WIU — NEPBUYHO-
2eHepanU308aAHHBIX MOHUKO-KIOHUYECKUX NPUCIYNOB)

Pexomenayemast HauanibHas 103a coctaBisieT SO Mr 2 pasa B JieHb, ¢ MOCIIEYIONMM YBETHUEHUEM
JI0 HavaIbHOM TepaneBTHYecKoi 1036l 100 Mr 2 pasa B ieHb M0 UCTEYEHUU MEPBOM HEIEIH.

B 3aBucHMOCTH OT OTBETa M MEPEHOCUMOCTH, 103a MOXeT ObITh yBemuueHa Ha 100 mr/cyt
(o 50 mr 2 pa3za B JIeHb) C HHTEPBAJIAMH B HEJIEJTIO, BIJIOTH J0 PEKOMEHIYyEeMOi MaKCUMaIbHOM

CyTO4HOM nopaepxxuBatomeii 103s1 400 mMr/cyt (200 Mr 2 pasa B JeHb).

Hauano nevenusa nakocamuoom ¢ nacviyjaroujeii 003vl (Hau@ibHAsi MOHOMepAanus Wil nepexoo Ha
MOHOmMEpanuio Npu Jie4eHuu NapYUAIbHbLX CYOOPOICHBIX NPUCYNO8 WIU OONOJHUMENbHAS
mepanus npu 1eYeHUU NePeUIHO-2eHePANIUZ0BAHHBIX MOHUKO-KIOHUYECKUX CYOOpPO2)

JleyeHue makocaMHUIOM MOXKeET OBITh, TAK)Ke, HAUYATO ¢ Pa30BOM Hacklmaromiei 10361 200 Mr, ¢
NOCJIEAYIOLMM PUEMOM CITyCTsI Npubau3uTensHo 12 u nakocamua B go3e 100 mr 2 pasa B JieHb
(200 Mr/cyT) B COOTBETCTBMU C MOJICPIKUBAIOIIMM PEXUMOM J03upoBanus. [lociemyrommas
KOPPEKTHPOBKA J103bl JIOJDKHA [POBOJAUTHCA COIJIACHO MHJIMBUAYAllbHOMY OTBETY M
NIEPEHOCUMOCTH, KaK onucaHo Belle. Hachblmaromas 103a MOXKET MPUMEHSTBCS y MAalMEHTOB B
CUTyalMsX, KOTAa, MO MHEHMIO Bpaya, HEOOXOJUMO OBICTpOE JOCTHIKEHHUE PaBHOBECHOIA
KOHLEHTpALUK Npenapara B I1a3Me U TepaneBTHYeckoro sgdexra. IToT cnocod 103MpOBaHUs
JIOJDKEH MPUMEHSTBCS B YCIOBUAX MEJULIMHCKOTO KOHTPOJISl, YYUTHIBAsi BO3MOJKHOE yBEJIHUEHHE
Yucila HEeXeJaTelbHbIX pEeaKUMi €O CTOPOHBI CEepAEYHO-COCYJIUCTOM CHCTEMBI (TsDKeNble

apUTMUHU) U LEHTPaJIbHOM HEpBHOM cucTeMbl (cM. pasjen «[lobouHoe nelcTBHEY).
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Hasnauenue HACBILAOUIENH J03bl HE nU3ydajiu TIpHd OCTPBIX COCTOSHHUAX, TaKHWX KakK

STUJIENITUYECKU I crartyc.

IIpexpawenue mepanuu

B coorBeTcTBUMM ¢ TeKylleld KIMHUYECKON MPAKTUKOM, MpPU HEOOXOJAMMOCTH MpeKpalleHus
Tepanuu OTMEHY JIAKOCAMMJA PEKOMEHIYETCs TPOBOAMUTE MOCTENEHHO, CHIUXKAS CYTOYHYIO 103y
Ha 200 Mr B HeJielo.

VY manueHToB ¢ TSHKENBIMU apUTMUSIMU HEOOXOIUMO OLICHUTH OTHOIIEHUE KIMHUYECKOH MOJIBb3bI

K BO3BMOXXHOMY PHUCKY H, IIPHU H€O6XOIH/IMOCTI/I, [IPEKPATUTH TTPUEM JTaKOCAMU1a.

Ipumenenue y ocobvix 2pynn nayuemos

IIpumenenue y nosxcunvix nayuenmos (cmapuie 65 nem)

[To>XunBIM MalMeHTaM CHUKEHHE 03kl He TpeOyeTcs. Y MOXWIIBIX MAlMEHTOB HEOOXOIMMO
YUYUTBIBATH BO3MOXKHOCTH BO3PACTHOTO CHIXKEHUSI TMOUYEYHOTO KIHMpEHCAa U, KaK CIEICTBHE,
MOBBIIEHUS. KOHLEHTPALMK JlaKocaMHuJa B IUIa3Me KpoBH (CM. cleayroumid mnaparpad
«IIpumenenue y nayuenmos ¢ no4e4Hol HedoCmamoyHocmyvio» u pasaen « PapMakOKMHETHKAY).
JlaHHBIE O NMPUMEHEHHUHU JIAKOCAMUJIA Y TOXKHIIBIX MALMEHTOR C SMUIIETNICUEN, 0COOCHHO B 103¢
6onee 400 mr/cyt, orpaHuueHsl (cM. paszgensl «®DapmakoauHamukay, «Ocolble yKa3aHUs»,

«ITobGouHOE neicTBHEY ).

IIpumenenue y nayuenmos ¢ no4eyHotl HedoCmamoyHOCmMbIO

B3pociabiM nanuMeHTaM M JeTSIM ¢ JIETKMM M YMEpPEHHBIM HapylleHHeM (YHKIUM TOoYeK
(KK >30 mn/muH) koppekius 1036l He Tpebyercs. Jletam ¢ Maccoii Tena S50 kr u Gornee, a Taioke
B3pPOCIIBIM MAIMEHTaM ¢ JIETKUM M YMEpPeHHbIM HapymeHueM (yHKIMU TMOYeK BO3MOXKHO
Ha3HayeHue Hacelaomei 1036l 200 Mr, HO JanbHeiee TUTpoBaHue 103kl (> 200 Mmr/cyr)
JIOJDKHO TIPOBOJMTBCS € OCTOPOXKHOCTBIO. Y Jereit ¢ Maccoit Tena 50 kr v Gosiee ¥ B3POCIBIX
MAalMeHTOB C TsDKeJIoW modeuHoit HemoctarouHocThio (KK <30 Ma/MUH) W mamueHToB ¢
TEPMUHAIBHOW CTaJIueil MOYEYHOW HENOCTATOYHOCTH PEKOMEHJIOBaHHAsh MaKcUMallbHas J03a
cocrapiser 250 mr/cyr. Y OSTHX NAalMEHTOB TUTPOBAaHUE J03Bl JODKHO TPOBOAUTHCS C
OCTOPOXHOCTBIO. Ecii nokazaHo Ha3HayeHHe HACHILAIOLIEH J03bl, HayalbHas 103a COCTABISET
100 mr ¢ nocnenyromumM HazHayeHueM S0 Mr 2 pa3a B IeHb B TEUEHUE NEPBOM HeeIu. Y JIeTel ¢
Maccoil tena meHblne 50 Kr U Tspkenoi nmoyeuyHol HepocrarouHocThio (KK <30 mi/mMun) wim
TEPMUHAJILHOW CTaJMeil MOYEUHOM HEOCTATOUHOCTH PEKOMEHIYETC Sl CHUKEHUE MaKCUMaJlbHOM
J103bl Ha 25 %.

Bcem nanyeHTaM, HaxXoaAIKUMCs Ha reMoauann3e, pEKOMEHAYETC AOMOJIHUTCIIBHO HA3HAYUTH
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a0 50 % pa3oBoil 03Bl cpa3y T0clie OKOHYaHWs mpoueaypbl. JleyeHHe MALMEHTOB ¢
TEPMMHAJILHOM CTaJiuel MOYEYHOH HEJOCTATOYHOCTH CIIEAYET MPOBOJUTE C OCTOPOIKHOCTEIO, TaK
KaK KJIMHMYECKHUI OIBIT MPUMEHEHUS MpenapaTta y TaKUX MallUueHTOB HeOOIBINON, U BO3MOXKHO

HaKOIJICHUEe MeTab0JIUTa C HE yTO‘{HCHHOﬁ q)apmaxonomqecxoﬁ AKTUBHOCTBHO.

IIpumenenue y nayuenmos ¢ HapyuieHuem QyHKyuu nevenu

MakcumanbHas go3a cocrasnset 300 Mr/cyT anst aereit ¢ Maccoit Tena S0 Kr 1 6osiee U B3pOCIIBIX
MALUEHTOB C JIETKMM U YMEPEHHBIM HapylleHUeM (QyHKIMU TIeUeHH.

TurpoBare 103y TakuUM MalMEHTaM CIEIYeT ¢ OCTOPOXKHOCTBIO, YYUTBIBAs, YTO HAPYIIEHUIO
(GYHKIMU MEYEHH YacTo COIMYTCTBYET HapylueHue GyHKiuu novek. [TogpocTkam u B3pOCIbIM ¢
Maccoii Tena 50 Kr u 6oJiee BO3MOXHO Ha3zHaueHHWe Hacklmaromen 10361 200 Mr, HO JajbHelee
TUTpoBaHME 103kl (>200 Mr/cyT) pekOMeH/IyeTcsl MPOBOJUTE C OCTOPOKHOCTHIO. Ha ocHOBaHUM
JIAHHBIX B3pOCIHBIX MALKMEHTOB, Y MOAPOCTKOB U JIETEH € JIErKMM W YMEPEHHBIM HapylIeHHeM
GbyHKIMM TIeYeHu ¢ Maccoit Tena MeHee 50 Kr HE0OXOUMO CHIKEHHE MAaKCUMAJBHOM JI03BI Ha
25 %.

@®apMaKOKMHETHKY JIaKOCAMUAA HE M3y4aldu Yy TMALMEeHTOB C TSDKEIOW TeYyeHOYHOM
HEJ0CTATOYHOCTHIO (CM. pazjen « DapMaKOKMHETHKA ).

Jlakocamu] ciieyeT Ha3Ha4yaTh B3POCIBIM MALMEHTaM, a TaKXkKe MOJAPOCTKAM U JETSIM C TSDKEJOH
MEYEHOUHOW HEJIOCTATOYHOCTBIO TOJIBKO TOTJA, KOrjJa OXHIaemas TepareBTHYecKas I0Jib3a
npernapaTa TPEBBIIIAET BEPOSTHBIE PHUCKM TMpU  ero rmnpueMe. Moxer mnoTpedoBaThes
KOPPEKTHPOBKA 03Bl C YY€TOM AaKTMBHOCTH 3a0O0NE€BaHUS U TOSBIEHUS TMOTEHIMATbHBIX

no60YHbIX 3 deKToB.

Ipumenenue y oemeiul

Bpau jomkeH HazHauuTh HauOosee MOIXOJSILIYIO JIEKAPCTBEHHYIO (GOpMY U JO3MPOBKY B

3aBUCHUMOCTH OT MacCChl T€Jia MnalueHTa 1 pCKOMeHlIyeMOi;I J1O3BI.

Ioopocmru u 0emu ¢ maccou mena 50 k2 u boee

VY noJpocTKoB U AeTeii ¢ Maccoi Tena S0 kr u 6oiee MpUMEHSIETCS TAKOH XKe pexUM 103UPOBaHUS,

KaK Y B3POCJIbIX TIAIIAEHTOB (CM. BHIIIIE).

Jemu (cmapuie 4 nem) u noopocmru ¢ maccou mena menee 50 ke

Jlo3a omnpenensieTcs Ha OCHOBaHUU Macchl Tena. [loaToMy pekoMeHIyeTcsi HAUMHATh JIeYeHHeE C
pacTBopa AJis IpreMa BHYTpPb, a 3aTeM MepeXoJuTh Ha Ta0neTKH (110 xenanuto). [ [pu HazHaueHun
pacTBOpa Al TpUeMa BHYTPb 03y ClelyeT BblpaXkaTb B OOBEMHBIX (MI), a HE B BECOBBIX
eMHULAX (MT).
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Monomepanusa (npu nevenuu napyuanbHvIX CyOOPO’CHBIX NPUCHYNOB)

Pexomenayemas HauanbHasi 103a COCTaBIIseT 2 MI/KI/CYT, KOTOpasl IOJDKHA OBITh YBEJIHUYEHA JI0
Ha4yaJbHOM TepaneBTUYECKOM 1036l 4 MI/KI/CYT MO UCTEYEHUH NIEPBOM HEJICITH.

B 3aBMCHMOCTH OT OTBETa M MEPEHOCHUMOCTH JICYEHUS, MOJJICPKHUBAIOLIAS 1038 MOXET OBITh
yBEJIMYEHA €elle Ha 2 MI/KI/CYT ¢ HHTepBalaMK B Heaeo. J{03y clie/lyeT MoBBIIaTh MOCTENEHHO
JIO TIOJly4eHHUs] ONTHUMAaJIbHOTrO OTBeTa. Y JeTei ¢ Maccod Tena MeHee 40 Kr MakcHMMasbHas
peKoMeHI0BaHHasl 103a cocTaBisier 12 Mr/kr/cyT. Y aereit ¢ maccoit Tena ot 40 r 10 menee 50 kr
MaKcUMalbHas peKOMEeHI0BaHHas J103a coctaBisieT 10 Mr/kr/cyT.

B caenyromeit tabauie npuBeiieHBl peKOMEHIyeMbIe J103bl MPH MPOBEICHHH MOHOTEpPAIUU Y

JIeTei U MOJPOCTKOB € Maccoii Tena menee 50 Kr.

HavanbHast 1032 2 mr/kr/cyT

PazoBas HackIaronias jg03a He PEKOMEHAYETCA

2 MI/KI/CyT ¢ UHTEpBallaMU B

TurpoBaHue (Mo3TanHOE MOBBILIEHUE J03bI)
HEJIEITIO0

MakcumanbHas peKoMeHIyeMas J103a y MalueHTOB ¢ Maccoii
o 12 mr/kr/cyr

Tena Menee 40 kr

MaxkcumanbHas peKOMeHIyeMas J03a y MalueHTOB ¢ MacCou o 10 Mr/kr/cyT

tena oT 40 xr 1o Menee 50 kr

B rabnunax HUKe NpUBeIeHbI IPUMEPHbIE 00bEMBI PACTBOPA JUIs IPHEMa BHYTPb Ha OJIMH IPUEM
B 3aBUCMMOCTH OT Ha3HA4e€HHOM 103bl U Macchl Tena. TouHbll 00BEM pacTBOpa ISl MpHemMa
BHYTpb JIOJDKEH OBITh PACCYUTAH B COOTBETCTBUU C TOUHOM Maccoii Tena pebeHka.

Jlo3el penapara, KOTOphIE clieyeT NPUHUMATH 2 pa3a B JIeHb [IPU MPOBEICHUU MOHOTEpAITUU

y JleTelt B Bo3pacTe crapiue 4 Jet ¢ Maccoii Tena MeHee 40 kr:

Macca 0,1 Ma/kr 0,2 mur/kr 0,3 mMu/kr 0,4 mi/kr 0,5 mut/kr 0,6 mMur/kr
rena (1 mr/kr) (2 mr/xr) (3 Mr/kr) (4 mr/kr) (5 mr/kr) (6 mr/kr)
HavanbHas MakcumanbHas
J103a PEKOMEH/IOBAHHAS
J03a
10 xr I ma(10wmr) | 2mn (20 mr) | 3 ma (30 mr) | 4 ma (40 mr) | Smun (50 mr) | 6 miu (60 mr)
15 kr 1,S5mn (15 wmr) | 3 mi (30 mr) (4,5 Mt (45 mr)| 6 ma (60 mr) |7,5 ma (75 mr)| 9 mut (90 mr)
20 kr 2w (20 mr) | 4 mu (40 mr) | 6 v (60 mr) | 8 mut (80 mr) (10 mur (100 mr)| 12 mm (120 mr)
25 xr 2,5 M (25 mr)| 5w (50 mr) |7,5 mt (75 mr) (10 Mot (100 mr)| 12,5 mm (125 | 15 ma (150 mr)
MT)
30 kr 3ma (30wmr) | 6 mu (60 Mr) | 9 ma (90 mr) |12 mut (120 mr)(15 Mo (150 mr)| 18 mut (180 mr)
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35k [3,5Mn (35 Mr)| 7 M (70 mr) | 10,5 M (105 14w (140 mr)| 17,5 ma (175 |21 mn (210 wr)
M) M)
1) oemu u noopocmxu ¢ maccoii mena menee 50 ke donxicHv: HaUUHAMb MEPANUIO NPENAPAMOM
Bumnam® npeonoumumenvro ¢ pacmseopa ons npuema sHympo 10 me/ma.

HOBLI, KOTOPEBIE cjielyeT NPUHUMATH 2 pa3a B €Hb IIPpU NPOBECACHUH MOHOTEPAITUHU Y neTeu u

TMOJPOCTKOB B BO3pacTe crapiie 4 et ¢ Maccoii Teaa ot 40 kr g0 menee 50 kr(D?);

Macca 0,1 mu/kr 0,2 mn/kr 0,3 mu/kr 0,4 mn/xr 0,5 mu/kr
Tena (1 Mr/xr) (2 mr/kr) (3 Mr/kr) (4 mr/kr) (5 Mr/kr)
Havanbnas nosa MaxkcumainbHas
peKOMeHJ0BaHHasI
J103a
40 kr 4 mn (40 mr) 8 M (80 mr) 12 mn (120 mr) | 16 ma (160 mr) | 20 mu (200 mr)
45 xr 4,5 mn (45 mr) Omn (90 mr) | 13,5mm (135 mr) | 18 ma (180 mr) | 22,5 M (225 mr)

() et u moapocTKM ¢ Maccoii Tena Menee S0 Kr JI0JKHBI HAYMHATE TEPANMIO TPENapaToM
Bumnat® npearnouTUTensHO ¢ pacTBoOpa JUis preMa BHYTpb 10 Mr/miL.

@) peskuM J103MpoBaHUs y MOJPOCTKOB ¢ Maccoii Tena SO Kr u Golee COOTBETCTBYET TAKOBOMY Yy
B3pPOCIIBIX.

Jononnumenvuas mepanus (npu edeHuu NapyualbHLIX CYOOPONCHLIX UIU  NePBUYHO-
2eHepanu30B8aHHbIX MOHUKO-KIOHUYECKUX NPUCMYNOB)

PexomeHyemast HadanbHas 7032 COCTABISIET 2 MI/KI/CYT, C MOCIEAYIOIIUM YBETHYEHHEM JI0
HayallbHOW TepaneBTUYECKOH J103bI 4 MI/KI/CYT 110 UCTEUEHUH NEPBON HEIeIH.

B 3aBUCHMOCTH OT OTBETA U NEPEHOCUMOCTH JIEYEHHUs, MTOIEPIKUBATOLIAs 103a Mperapara MOXKeT
OBITh yBEJIWUYEHA elle Ha 2 MI/KI/CyT ¢ WHTepBajaMu B Henemo. J[03y clieiyer MOBHIIATH
MOCTENEHHO JI0 TIOJNyYeHUs ONTHMAJLHOrO OTBeTa. Y Jereil ¢ maccoi tena MeHee 20 Kr
BCJIEACTBUE Ooliee BBICOKOrO KJIMpEHCa IO CPaBHEHUIO CO B3POCIBIMU  TMalUEHTaAMH
MaKcUMallbHas peKOMEHI0BaHHas J103a cocTaBiseT 10 12 mr/kr/cyT. ¥V nereii ¢ Maccoil Tena oT
20 kr 1o meHee 30 Kr MaKCcHMallbHasi PEKOMEHIOBaHHasl 103a cocTarisieT 10 Mr/kr/cyT, a y netei
¢ Maccoif tena ot 30 kr 10 MeHee 50 Kr MakcHMalbHas PEKOMEHOBaHHAs /1033 COCTaBIiseT 8
MT/KI/CYT, XOTSl B OTKPBITBIX MCCIIEI0BaHUAX (CM. pa3zensl «DapmakokuHeTHka» u «IlobouHoe

JelicTBHEY) 103a B pejenax 12 Mr/kr/cyT Obllia Ha3Ha4YeHa TOJIBKO HEOOIBIIOMY YHCITY JETEH.

B crnenyromeii Tabnuie npuBeieHbl peKOMEHIyeMble 03Bl MPH MPOBEICHUU JOTIONHUTEIBHON

Teparnuu y JeTeil U MoJIPOCTKOB ¢ Maccoit Tena 10 meHee SO Kr.




Hauansnas no3a 2 mr/kr/cyt
PasoBas Hacklmaromas 103a He pekomenyercs
THTpOBaHI/IC (HOBTaHHOC IMOBBIIICHUE IIOSI:I) 2 MF/KF/CyT C MHTEpBaJlaM1 B HEJIEJIIO

MaxkcumanbHas PCKOMEHAYEMAs 1032 y NAlUEHTOB C

5 a0 12 mr/kr/cyt
Maccoii Tesra Mmenee 20 kr

MakcumanbHas pekOMeHyemas 103a y MalKUeHTOB ¢ a0 10 mr/kr/cyr
Maccoii Tena ot 20 kr 1o menee 30 kr

MakcumanbHas pekoMeH lyemast 103a y MalHeHTOB ¢ J0 8 Mr/kr/cyT
Maccoi tena oT 30 kr 1o Mmenee 50 kr

B Ta6m/1uax HIXE IMIPUBEACHBI IPUMEPHBIC 00BEMBI pacTBOpa Jid MpUeéMa BHYTPb Ha OUH npuem
B 3aBUCMMOCTH OT HA3HAYE€HHOM JIO3BI U MacChl Teja nauydeHTa. To4HBIH 00BEM pacTtBopa aisd

IIpUe€Ma BHYTPb JTOJDKEH OBITH paccyuTaH B COOTBETCTBHMM ¢ TOYHOM Maccoi Telia pC6CHKa.

IIOBBI, KOTOpBIE ¢JIeAyeT NPUHUMATH 2 pa3a B IeHb I1pU NIPOBEJICHUH JOIIOJIHUTEILHOU TEpaIrunu

y JIeTeii B Bo3pacte crapiue 4 JieT ¢ Maccoii Te1a menee 20 kr:

Macca 0,1 ma/kr 0,2 ma/kr 0,3 ma/kr 0,4 ma/kr 0,5 ma/kr 0,6 Mi/kr
;rena (1 mr/kr) (2 mr/kr) (3 mr/kr) (4 mr/kr) (5 mr/kr) (6 Mr/kr)
HauanbHas MakcumansHast
J103a PPeKOMEH/IOBaHHAs
Ji03a
10 kr I mm (10 mr) | 2 Mot (20 mr) | 3 M (30 mr) | 4 mut (40 mr) | 5 mn (50 mr) | 6 M (60 MT)
15 kr 1,5 ot (15 mr)| 3 mn (30 mr) (4,5 mt (45 mr)| 6 it (60 mr) (7,5 it (75 mr)| 9 m (90 mr)

@ demu u noopocmiu ¢ maccoii mena menee 50 k2 donyicuvr nauunamy mepanuio npenapamom
Bumnam® npeonoumumensno ¢ pacmeopa s npuema enympo 10 me/mo.

J103b1, KOTOpBIE C/1eyeT IPHHUMATH 2 pa3a B JeHb [PU NPOBEIEHUH JOMNOIHUTEIbHOM

TEeparnuu y JIeTeit B Bo3pacte crapliie 4 jet ¢ Mmaccoii teaa or 20 kr 10 menee 30 kr):

Macca 0,1 ma/kr 0,2 ma/kr 0,3 mu/kr 0,4 ma/kr 0,5 ma/kr
Tena (1 mr/kr) (2 mr/kr) (3 mr/kr) (4 Mr/xr) (5 mr/kr)
HauaneHas no3a MakcumanbHas
peKOMEeHJOBaHHast
J103a
20 kr 2 M1 (20 mr) 4 mn (40 wmr) 6 M1 (60 Mmr) 8 M1 (80 Mmr) 10 ma (100 mr)
25 xr 2,5 ma (25 mr) 5 M (50 mr) 7,5 m (75 mr) | 10 ma (100 mr) | 12,5 ma (125 mr)

@ demu u noopocmxu ¢ maccoii mena menee 50 k2 donxcuvr navuname mepanuio npenapamom
Bumnam® npednoumumenvro ¢ pacmseopa oas npuema énymps 10 me/ma.

I[OSLI, KOTOpBIC CJIeAyeT NPUHUMATH 2 pa3a B JIeHb TP IIPOBEIEHUU JOMOJTHUTEIBHON

16




Teparuu y JIeTel B Bo3pacTe craplie 4 jet ¢ Maccoii Tesa ot 30 kr g0 menee 50 kr):

Macca 0,1 ma/kr 0,2 Ma/kr 0,3 ma/kr 0,4 ma/xr
Tena (1 mr/kr) (2 mr/kr) (3 mr/kr) (4 mr/kr)
HauvaneHas go3a MaxkcumanbHas

PEKOMEH/I0BAHHAas 103a

30 kr
3 M (30 mr) 6 M1 (60 Mmr) 9 M1 (90 mr) 12 mint (120 Mr)
35 kr
3,5 mi (35 mr) 7 ma (70 mr) 10,5 mx (105 mr) 14 M (140 mr)
40 kr
4 M1 (40 mr) 8 M1 (80 mr) 12 mi1 (120 mr) 16 ma (160 mr)
45 kr
4,5 mn (45 mr) 9 M1 (90 mr) 13,5 mi (135 mr) 18 mu1 (180 mr)

W demu u noopocmicu ¢ maccoii mena menee 50 k2 donycrvr navuname mepanuio
npenapamom Bumnam® npeonoumumensro ¢ pacmeopa 015 npuema éuymps 10 me/mi.

Hacvuyarowas 0oza
Hasnauenue Hacelmaromieit 1036l y JeTeil He M3ydalu. [IpumeHeHue HachIAIOIEH 03Bl HE

PEKOMEH/IyeTCsl y IOJPOCTKOB U JieTel ¢ Maccoit tena 1o 50 Kr.

Ilpumenenue y oemeii 8 6ozpacme 0o 4 1em

BesonacHocTe u 5 pexTHBHOCTD 1akocamMuIa y JeTeil B Bo3pacte J0 4 sieT He usydanu. J[aHHble

OTCYTCTBYIOT.

Crioco0 IpUMeHeHUsI

PacTBop nakocamusia npeiHazHaueH JUis IpUeMa BHYTPb.

[lepen ynorpebaenuem GaakoH ¢ pacTBOpOM mperapara Bumnar® juist ipuema BHyTpb, ClIeIyeT
XOpOIIO BCTPAXHYTh. JIakocaMui MOXKHO MPUHUMATE BHE 3aBUCHMOCTH OT [PUEMa TTUILH.
PacrBop mpenapara Bumnar® ajs npuemMa BHYTpPb [OCTAaBISETCS B KOMIUIEKTE C MEPHBIM
KOJIMA4KOM C JIeJIeHUAMH (JUI TAlMEHTOB ¢ Maccol Tena 50 Kkr u Gonee) ¥ JO3UPYHOLIMM
IMPHULIEM C aJanTepoM JUls BBEJEHHs Mpernapara BHYTPh (Ul MALMEHTOB C Maccoil Tena

meHeeS50 kr).

Mepnwiii konnavox (0ns noopocmros u demeii ¢ maccoii mena 50 ke u 6onee u 63pocivix)
Kaxcnoe nenenue (5 Mi1) Ha 1IKaje MEPHOTO KOJIMAayKa COOTBETCTBYET 50 MI 1aKocaMU/ia.

HUnempyxkyus no NPUMEHEHUIO MEePHO20 KOInaiyxka

- Ilepen npuMeHeHHEM XOPOIIO BCTPSXHUTE (hIIaKOH
- Hanonuure MepHBI KONMAYyOK O HY)XHOrO JENEHHS B MUIUTMIMTPax (M) COTNacHO

Ha3HAa4YE€HUIO JICHAlIero Bpaya
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- Ilpumure pexoMeHyemyro 103y pacTBopa

- 3armeiite Bo10M

Hosupyrowuii winpuy (10 mn ¢ nanecennvimu denenusimu kaxcowie 0,25 mn) ¢ adanmepom Ons
86edenus npenapama eHympb (015 demeii cmapuie 4 1em 1 noOPOCMKO8 ¢ MACColi mena MeHee
50 k2).

Opvn monuerit gosupyromuii mmnpwur (10 mir) cogepsxut 100 Mr nakocamuaa. MUHUMATBHBIA
M3BJIEKaeMbIi 00BeM coctaBisier 1 mi, uto cootBercTByer 10 Mr nakocamuaa. Haumnas c
OTMETKM 1 M, Kaxjoe peneHue coorBercTByeT 0,25 M, 4TO SKBMBAJIEHTHO 2,5 Mr
NaKocaMma.

HHC”IDVKHU}Z no nNPpUMeHeHUI0 0032[[711}011.{@20 unpuya

- Ilepen npumeHeHHeM XOpOLIO BCTPSXHUTE (hIIaKOH
- Orkpoiite h1akoH, HaJJaBUB HA KPHIIIKY CBEPXY, OAHOBPEMEHHO MOBOPAYMBAasi €€ MPOTHB

4acoBOM cTpesiku (pucyHoK 1).

IIponenaiite 5TH mark nepej NepBbIM MPUMEHEHHEM Tpenapara BumMnar®:

- CHuMHUTE afanTep ¢ J03UPYIOIIEro MnpHia (PUCYHOK 2).

- VeraosuTe ajanrtep B BepXHel yacTu ¢akoHa (pucyHok 3). Yoeaurech B TOM,
YTO OH XOpOIIO 3a(UKCUPOBAH Ha CBOEM MecTe. BaM He HY)HO CHUMATh ajarnrep

IMOCJIE UCIIOJIb30BAHMUS.

° ¥
=
3
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Berinonusiite cieyromue AeHCTBUS KaK/blit pa3, KOr/aa Bbl IPUHUMAET Npenapar Bumnar®:
- Bcrasbre 1o3upyromuii mnpui B OTBEpCTHE aaantepa (PUCYHOK 4).

- IlepeBepuure hakoH BBepX AHOM (PUCYHOK 5).

@ 0

l »

- VYaepxupas (rakoH BBEpX JHOM B OJHOM pyKe, UCIONB3YHTE APYIyI0 pyKy IS TOTO,
4TOOB! HANOJHHUTH AO3UpYIOIMH mmpul. OTTSHWUTE MOpIIeHb BHU3, YTOOBI HAbpaTh B
JIO3UPYIOLIHH MINpUL] HeOOIbIIOE KOJIUYECTBO pacTBOpa (PUCYHOK 6).

- I[IpoaBuHETE MOpIIEHb BBEPX, UTOOB! BHITECHUTH OCTABIIUECS My3bIpH (PUCYHOK 7).

- OTTgHUTE MOpIIEHb BHU3 IO METKM, O3HAYAIOIIEH J03y B MUUTHIMATPAX (MJI), TOYHO B

COOTBETCTBUM C Ha3HAYEHUEM JIeHalllero Bpaya (pUCyHoK 8).

==
| -

- IlepeBepHute dnakoH, BEpHYB €ro B MPaBUIBHOE MOJOXKEHHE (PUCYHOK 9).

- BriHpTe f03upyromuil mnpui U3 aganrepa (pucyHok 10).
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CyiecTByioT siBa crnocoba, 4ToOBI NPHHSTH JEKAPCTBO, OJHMM M3 KOTOPEIX MOXHO
BOCITOJIb30BATHCS :

- CIIEWTE CONEPIKUMOE JI03UPYIOIIETO LIMPHULIA B EMKOCTh ¢ HEOOIBIIUM KOJTUYECTBOM
BOJIBI, TIPOJIBUIast MIOPILIEHB JIO JIHA JO3MPYIOIIEro mmnpuia (pucyHok 11) — 3arem
HY)XHO OyJIET BBIMMTH BECh IMOJYYEHHBIH pacTBOp (MCMOJB3YHTE IMIIb TaKoe
KOJTMYECTBO BOJIbI, KOTOPOE OY/IET JIErKO BHINUTH) MIH

- MOXHO BBIUTE PAcTBOp Mpernapara MNpsMO M3 JO3UPYIOLIEro INNpPUIA, He
nobGaBiisis BOAy (pMCYHOK 12) — BeIneiiTe BCE COMEPKMMOE J03MPYIOIIETo

LIIPUIIA.

S S S SR P ORI Dy s T

- 3akpoiite (nakoH MIACTMKOBOM 3aKpy4MBAIOLIEHCS KPBIKOH (ajanTep CHUMATh He
HYXKHO).

- [lpomoiite no3upyromuii IWIIPHLL TOIBEKO BOI0M (pucyHOK 13).

I R ST A O

¥
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IloGounoe neiicTBue

Kpamxoe onucanue }'ZDO¢Z,UZ}1 bezonacrnocmu

OcHoBeIBasich Ha aHanu3e pe3yabTaToB 00beqrHeHHBIX KU y 1308 nauueHToB ¢ napumaibH6IME
CYJIOPOKHBIMU NPUCTYIIAMH, KaK MUHUMYM 00 OJJHOM HeXelnaTelbHOM JIeKapCTBEHHON peaKiinu
(HJIP) coobmanu y 61,9 % nauueHToB, paHIOMU3UPOBAHHEIX B FPYIIY Jakocamuaa, 'y 35,2 %
MalMeHTOB, PaHIOMHU3MPOBAHHEIX B rpynimy mianedo. Haubonee wacteimu HIIP (>10%) npu
npHeMe JiakocaMmuzia OBLIM TOJIOBOKPY)KEHME, TIOJIOBHas 00k, TOIMHOTA W Juruionus. Kak
TPaBHMJIO, OHM OBLIM JIETKUMH MM YMEPEHHO BBIPOKEHHBIMU. BhipaxkeHHOCTH HekoTOphix HIIP
3aBUCEJIa OT JI03bl M yMEHbIIAJAch nocie ee cHkeHus. Yacrora u tsxects HIIP co cropoHsl
LeHTpanbHoi HepBHOH cucteMsl (LIHC) u skey 104HO-KHIIEUHOTO TpaKTa 00BIYHO YMEHBINAIACh

CO BPEMEHEM.

Bo Bcex xonTponupyemeix KU, uacrora npexpamenus tepanuu us-3a HJIP cocraBuna 12,2 %
JUIs NALMEHTOB B rpyIine JlakocaMmuaa u 1,6 % juid nauueHToB B rpynie ruane6o. Camoii yactoi
HJIP, npuBoasieil kK OTMEHE Tepanuu 1akocaMHJIoM, ObLI0 rojoBokpyxenue. [Ipouent HIIP co
croponbl [[HC, Takux Kak TroJIOBOKpYXEHHE, MOXET OBITH BBIIE T[OC]HE MPUMEHEHUS

HaCBIAIOIIEH J035I.

Ha ocnoBe ananu3a naHHbix KM a¢dekTHBHOCTH MOHOTEpaniu JTaKOCAMHUIOM 10 CPABHEHUIO C
kapOamazenuHoM, Haubosee yacteiMu HIIP (>10 %) npu npueme nakocamuia ObUIM TOJIOBHAS
Oosp M rojoBokpyxkenue. Yacrora oTMmensl Tepanuu u3z-3a HJIP cocraBuna 10,6 % mns

MalUEeHTOB, TPUHUMABIIUX JJaKOCaMuUJL, U 15,6 % a1 nalMeHToB, MPUHUMABIIMX KapOaMa3eruH.

[Tpoduns GezomacHOCTH JlaKOCaMUa, 3aperUCTPUPOBAHHBIA B MCCIIEIOBAHUU Y TAI[HEHTOB B
BO3pacTe 4 JeT M cTaplie ¢ UAMONATHYECKOH reHepaTM30BaHHOM SITUIIETICHEH C TIEPBUYHO-
reHepaJln30BaHHBIMU TOHUKO-KIoHUYeckuMU npuctynamu (ITI'TKII), cooTBeTcTBOBaN npoduio
0€30MacHOCTH, TOMYYEHHOMY B OOBEIMHEHHBIX M1ale00-KOHTPOIUPYEMBIX KIMHHUYECKHX
UCCIICIOBAHUAX TPU  MapUUAIbHBIX MPUCTYyNax. J[OMONHUTENBHBIMU  HeXelaTeIbHBIMH
peakuusiMH, 3apeructpupoBanHbiMU y nauueHToB ¢ [ TKII, 6pu11 MUOKIOHUYECKAS SMTUIIETICUS
(2,5 % B rpynne nakocamuaa u 0 % B rpynmne niaanedo) U HapyleHHe KOOPAUHAIIMM JIBUKEHUI
(3.3 % B rpynne nakocamuza u 0 % B rpynne niame6o). Haubonee 4acTeiMu HexelaTeIbHBIMU
peakuMsMU  OBUIM  TOJOBOKPY)XEHHE W COHJMBOCTh. Haubonee pacrnpocTpaHeHHBIMH
HeXellaTeIbHBIMU peakUsIMH, 00yClIaBIMBAIOLIMMH MPEKpaIeHHE Teparuu JaKOCaMHIOM, OBLITH
FOJIOBOKPYXKEHHE W CyUUMJalbHble MbICIU. [IpoleHT nauuMeHTOB, NpEepBaBIIMX Teparuio
BCJIC/ICTBUE BO3HUKHOBEHMsI HEXeaTelbHbIX peakuuid, coctaBua 9,1 % B rpymnne sakocamuaa u

4,1 % B rpynne niaue6o.
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Ta6Jmua, JAHHBIC 0 HEXKEIATCIbHBIX PEAKIIUAX

B rabnuue nepeuncnens HJIP, otmedennsie B xone KU 1 B ocTperucTpaumoHHo NpakTHKe, ¢
yKa3aHHMeM MX 4acTOThl. YacToTa pacnpesieieHa B COOTBETCTBUH CO CIEIYIOIIMMH KATETOPUAMH:
oyenb 4acto (=1/10); wacto (ot >1/100 go <1/10); neuacro (ot >1/1000 no <1/100), yactora

HEU3BECTHA (HC MOXET OBITh YCTaHOBJIEHA HA OCHOBAHUH UMEHOIIUXCS L[aHHI:IX).

Opransl, Ouenb yacto Yacto Heuacto Yacrora He
CHUCTEMBI H3BECTHA
Hapywenus co Arpanynouutos’
CTOPOHBI KPOBU U
UMb aTHIecKOit
CHCTEMBI
Hapymenus  co unepuyscrBuTenbHOCTs! | Peakiuu
CTOPOHBI TUNEPUYBCTBUTELHOCTH
UMMYHHOMH C MOpaXEHHEM
CHCTEMBI Pa3NHYHBIX OPTaHOB U
cHuCTeM (BKITFOUAst
JIEKapCTBEHHYIO
peaxiuio ¢

303uHODUITHEH U
CHCTEMHBIMH
nposinenusimu, DRESS-

cunapom)’?
Hapymenus Jenpeccusi, Arpeccus’,
MICUXHKH CITyTAHHOCTb B030yxnenue', aiipopus’,
CO3HAHMS, [ICHXUYECKHE
Gecconnuua’ paccrpoiictsa’,
CyMUHJAIBHBIE
MOMBITKA',
CyMUMAAIbHBIE  MBICIH',
raJuIFoLUHALHK'
Hapymenus  co | ['omoBokpyxenue, | MuOKIOHUYECKHE O6MOpoK?, Cynoporu
CTOPOHBI HEPBHOM | TONOBHAs GOJb CyIoporu’, HapyIIeHue
CHCTEMBI HapyIlIeHHe KOOpPAMHALIMK JBHXEHUH,
KOOpAHHALIUH JMCKUHE3HUS
JIBHOKEHUH,
HapyLIeHHe
paBHOBeCHS,

HapyIlIeHHe MaMsTH,
KOTHUTHBHbIE
HapyIeHusl,
COHJIUBOCT,
TPEMOp,  HMCTarM,
TUIECTE3HS,
JIM3apTpUs,
HapyLIeHHe
BHUMaHUS,
napecTe3uu

Hapymenus  co | Jumuonus HedeTkocTs 3penus
CTOPOHBI ~ OpraHa
3peHust
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Hapywenuss  co Bepturo,
CTOPOHBI ~ OpraHa IIyM B yIiax
cryxa u
TTaOUPUHTHBIE
HapyIIeHUs
Hapywenus  co ATPUOBEHTPUKYIISIPHAS Kenmynoukopas
CTOpOHBI cepaua Grnokana'?, TaXuapuTMHs'
Gpaukapaus’2,
bubpuIALMS
npejcepauii'-2,
TperneTaHue
npencepauii’-
Hapymenus  co | TomHoTa PBora,
CTOPOHBI 3anop, METEOpH3M,
eIy A0YHO- JIUCTIENICUS, CYXOCThb
KUIIEYHOTO BO PTy, quapes
TpakTa
Hapywenus co M3MeHeHHe TMedeHOUHbBIX
CTOPOHBI [EYEHH npo6’
" [ToBbIIeHHE AKTHBHOCTH
JKETYEBBIBOISLIMX MEYEHOYHBIX (HEPMEHTOB
nmyTeit >2 paza
OTHOCHUTEJIHO BEPXHEHN
IPaHULBEI HOPMBI) !
Hapyuenus co 3yn, AHTHOHEBPOTUYECKHI Cunnpom
CTOPOHBI KOXKHU U Cepinp! orek (orex Ksunke)!, Crusenca — JlxoHcoHa',
TTOJIKOMKHBIX KpanuBHuLa' TOKCHYECKHUI
TKaHel 3MUAEepMaTbHBINA
Hekposu3!

Hapymenus co

MBEIIeYHbIH cria3M

CTOPOHBI

CKEJIETHO-

MBILIEYHON U

COEIMHUTENBHON

TKaHU

Obmwue Hapymenue

paccTpoMcTBa U MOXOJIKH,

HapyLIEeHHs B acTeHMs,

MeCTe BBEJCHUS YTOMJISIEMOCTb,
Pa3aIpaXUTETBHOCTB,
OLLyLIIEHHE
OIbSHEHUS

TpaBmbl, Ilanenus,

UHTOKCUKALMU U MOBPEIKAEHUS KOKH,

OCIIOXKHEHHUS YIIHOBI

MaHUITY IS N

1- nobounvie peaxkyuu, 6vlsNeHHbIE 8 NOCMPELUCMPAYUOHHOU NPAKMUKE

2- cm. pazoen Onucanue 0moenbHbIX HexcelamenbHblX peakyuil

3- Coobwanocw 6 uccneoosanusix II'TKIT

OnucaHue OTAEIbHBIX HeXKENATEIbHBIX PeaKIUi
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[IpumeHenne nakocamuja CBA3aHO C JI0303aBUCHMBIM yJUIMHEHHEM HHTepBana PR. Moryr
nabmosarscs HJIP, ces3anHble ¢ yaMHeHneM nHTepBana PR (Hanpumep, aTpuoBeHTPHUKYISpHAs
Gnokana, 06MoOpok, 6pasrkapaus). B KIMHUYECKUX HCCIeI0BaHUAX JTOTIOJIHUTENBHOM Tepanuu y
NALUCHTOB ¢ SMMJIENICUEN NPOLIEHT 3MU30/10B ATPUOBEHTPUKYISIPHOM Onokaasl I crernenu Obi
HeBBICOK - 0,7 %, 0 %, 0,5 % u 0 % npu npumeHenuu nakocamuaa B go3ax 200 mr, 400 mr, 600
MT U 11a1e00, COOTBETCTBEHHO. ATPHOBEHTPHUKYIISIPHOM Giioka sl 11 cTeneny u BeIle B JaHHBIX
MCCIIEIOBAHUAX OTMEYeHO He Obino. Tem He MeHee, B TMOCTPErHCTPAIIMOHHON TIPAKTHKE
€o00manoch O clydasx TMOSBICHUS aTPUOBEHTPUKYIsipHON Guokansl [ u Il crenenu mpu
JICYEHUU  JIAKOCAMMJIOM. B CpaBHUTENBHOM KIMHMYECKOM HCCJIEIOBAHHM MOHOTEpAITUK
JIaKOCaMMJIOM B CPaBHEHMHM € KapOamMa3ernuHOM (KOHTPOJIMPYEMOTO BBICBOOOXKIEHHS) 4acTOTa
yBeaudyeHnus uaTepsaia PR Oblia conocraBuma st 000MX mpemnaparos.

O6MOpPOK B KIMHMYECKUX UCCIIEOBAHUAX JAOMOTHUTENBHOMN Teparuu JIaKOCAMUIOM BCTpeUascs
HEYacTo; 4acToTa 0OMOPOKA HE OTIIMYAACh B IPYNIaX MalMeHTOB C AMUIIETICHEH, TONyYaBIInuX
nakocamua (n=944) (0,1 %) u nonyyasmux rane6o (0,3 %). B KIHHMYECKHX HCCIIETOBAHUIX
5pdeKTUBHOCTH  MOHOTEpanuu  JTAKOCAMMIOM [0  CpPaBHEHHMIO ¢  KapbamasernmuHOM
(KOHTpOIMPYEMOTO BBICBOOOXKAEHUS), 0OMOpOKH Habmoaanucs y 7 u3 444 (1,6 %) nauueHTos,
noydaBmux nakocamua, Uy 1 uz 442 (0,2 %) nauueHTOB, MOJSyYaBIIUX KapOaMazernuH
(KOHTPOJIHUPYEMOTO BBICBOOOKICHUS).

QubpuIsaLys U TpereTaHue npeacepanii He ObUTM OTMEUEHBI B KPATKOCPOYHBIX KIMHUYECKUX
MCCIIeI0BAHUSX, OHAKO 00a SIBJICHUS OBIITM OTMEUEHBI B OTKPBITBIX UCCIIEIOBAHUSIX JITUIIETICHH,

a TaKKe B MOCTPErUCTPALIMOHHOM TPAaKTHKE.

Omrnonenuss 1a60pamopHvIX nokasameJeil

B xonTponmupyemerx KW HaGmonanock u3aMeHeHHe MEYeHOYHBIX MPo0 y B3POCIBIX MAIIUEHTOB €
NapUUAIbHBIMM  CyJIOPOXKHBIMM  [PUCTYNAMH  0Opd  [puMeHeHud ot | jgo 3
MPOTUBOAIUIIENTUYECKUX TPenapaToB 0JHOBpeMeHHO. [ToBbieHne anaHMHaMUHOTpaHchepasbl
B 3 pa3a u 6onee ormeuanu y 0,7 % (7 uz 935) nauueHToB, npUHUMaBLINX Nperniapat Bumnat®, u

y 0 % (0 u3 356), npunumaBux rauedo.

Peam;uu 2Unep4yscmeumelbHoCmu ¢ NOpaxdCeHuem pasiudnblx Op2aHo8 u cucmem
beiu 3aperucTpupoOBaHbl peaKluy rmne€puyBCTBUTEIIbBHOCTH € MOPAXKEHUEM pa3JIMYHBIX OPTraHOB
H CUCTEM (TaK)KC U3BECTHBIC KaK JICKApCTBEHHAs peaKius C 3031/[}[0(1)[/1111/16171 U CUCTCMHBIMH

MIPOSIBIICHUSIMMU, DRESS-cunapom) y NalMEHTOB, NOJIyYaBLIUX HEKOTOpbIE

NPOTUBOSIUIIENITHYECKUE mpenapaThl. JlaHHbIE peakUUu TMPOSBISIOTCS  Pa3sIHYHBIMH

CUMIITOMAaMH, HO 4Yalle BCEro MpUCYTCTBYIOT JIMXOpaJaKa U Chblllb, MOTYT BOBJICKATbCA U JPYTrUe
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CHUCTEMBI OpraHoOB. le/l MOAO3PEHUU HaA PEaKLUIO TUIEPYUYBCTBUTEIIBHOCTA C IOPaXXEHHUEM

pa3JIMYHBIX OPraHOB W CUCTEM IIPUEM JIaKOCaMUla CIIEIYET NPEKPATUTh.

Jlemu u noopocmxu

[Ipopune  GezomacHoCcTM JakocamMmaa B IUTale00-KOHTPOJIUPYEMBIX  (CM.  TIOJPOGHYIO
uHpopmaluio 06 uccienoBaHuy B pasjene «PapMakoguHaMuka. Kiunuueckas s¢pgpexmusnocms
u 6esonacrnocmuvy) 1 oTKpeITEIX KU (n = 408) npu npoBeieH1H I0NOIHUTELHOM TEPATUK y JeTel
C MapuUalibHBIMKM PUCTYTIAMH B BO3PACTE CTapIle 4 JIET COOTBETCTBOBAJ TAKOBOMY Y B3POCIIBIX,
xoTsa 4yactora Hexotopeix HJIP (connuBocTh, pBOTa M CyHOpOrH) ObLIA yBeaudeHa. Y JieTel U
MOIPOCTKOB MOSABUIIMCH Takoke jgononnurensHsie HJIP (Haszodapunrur, nuxopanka, GpapuHrur,
CHIDKEHHWE anmeTuTa, BAJOCTh U HapylleHue MoBeaeHus): Hazodapuurut (15,7 %), pora
(14,7 %), conmmuBocth (14,0 %), romosokpyxenue (13,5 %), muxopanka (13,0 %), cymoporu
(7,8 %), chwxenue anmeruta (5,9 %), dapunrur (4,7 %), Bsnocte (2,7 %) u HapyuieHue
noseaenus (1,7 %). B obuieit crnoxHocti y 67,8 % maleHToB, MONYYHMBIINX MO pe3ysibTaTaM
paHJoMHU3aluKu Jakocamua, Uy 58,1 % naumeHToB, MOJyYUBIIMX TUIalebo0, coodIanoch, Kak

MUHHUMYM, 00 OJTHOM HEeXeJaTeIbHOU pE€aKmrun.

Hoowcunvle nayuersmoi

B uccnenoBaHuuM MOHOTEpAnUM J1aKOCAMHMJIOM [0 CPAaBHEHMIO ¢ KapOamazenmuHOM Mpoduiib
0€30MacHOCTH y MOXMJIBIX MAalMeHTOB (crapiue 65 JeT) ¥ MalueHTOB MOJIoKe 65 jieT Obul
conoctaBuM. OJHAKO y TMOXWIBIX TMAalMEHTOB HaOmoganack Oojiee BBICOKAs YacTOTa
(pa3nuuue >5 %) cnenyromux HJIP: magenws, nuapew u Tpemopa, Mo CpaBHEHHIO ¢ Golee
MouoaeiMu anmenTamMu. Hanbonee yactoit HJIP co cropoHs! cep/iedHO-COCYUCTON CUCTEMBI Y
MOXKUJIBIX TTALMEHTOB, B CPAaBHEHUM ¢ OoJee MOJIOJBIMU, ObllIa aTPUOBEHTPUKYJIIpHas OJiokajaa
I crenenu: ee peructpupoBanu Ha one Tepanuu jgakocamuaoM y 4,8 % (3 u3 62) MoKMIbIX
nauueHToB 'y 1,6 % (6 u3 382) Gonee MOJIOABIX B3POCIBIX MALMEHTOB. YacToTa NmpeKpalieHus
Tepanuu nakocamMuaoM us-3a HJIP y noxuneix natmenTtos coctasisiia 21,0 % (13 u3 62) u 9,2 %
(35 u3 382) - y Gosee MOJIOABIX B3POCIIBIX MALIMEHTOB. DTH pa3iHyKs MEXIY MMOXKUIBIMU U GoJiee
MOJIOZIBIMM B3pPOCJIBIMU MAaLMEHTaMU ObLIM aHAJIOTWYHBI T€M, KOTOpble HAOIIOJAIUCh B TPYIINe

rnpenapara CpaBHEHU:.

Ilepeno3upoBka

Cumnmomvl

CumnTOMBI, BO3HMKAlOIIME T[OCHAE CIyyalHOM MM TNpeJHAMEPEeHHON TMepeso3upOBKH

Jakocamuja, OBUIM MpeUMyIlecTBEHHO o0ycnoBieHsl mnopaxenuem [[HC wu xemymouHo-
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KUIIEYHOI 0 TpaKTa.

e Buael HJIP y nmanueHToB, NpUHUMABIINX 10361 Jakocamuga ot 400 mr mo 800 mMr u
MPUHUMABIIMX PEKOMEHIOBAHHBIE JJO3bI TAKOCAMU/IA, KIMHUYECKU HE OTIHYAIIUC.

e K peakuusm, oTMeueHHbIM rocie npuema cabiine 800 Mr, OTHOCHIIMCH TONIOBOKpPYIKEHHE,
TOLIHOTA, PBOTA, SIMUJIENITHYECKHUE NIPUCTYIBI (FreHepaIH30BaHHBIE TOHUKO-KIIOHUYECKHE
CYJOpOTrH, SMUIENTHYCCKUI cTaTyc). Takke OBbUIM OTMEUYEHBI HAPYLICHHUs CepIeYHOMN
NPOBOAMMOCTH, IOK U KoMa. Coobmiaercst 0 NeTalbHbIX UCXOJAaX y MalUeHTOB Iocie

OCTpOﬁ NEPEI03UPOBKU HECKOJIBKUMHU I'PaMMaMHU JlaKOCaMuia.

Jleuenue
Cneuupuyeckoro aHTHAOTa Ui JIEYCHHs [MEPeJO3MPOBKH JIAKOCAMUAA HE CYILLECTBYET.
Pexomenpyercs npumeHeHue oOLIEH MOIIEPIKUBAIOIIEH U CUMITOMATHYECKOM tepanuu. [Ipu

HCO6XOJII/IMOCTI/I BO3MOJKXHO HUCITOJIb30BAHHUE reMoauaii3a (CM. pasaei (((DapMaKOKHHCTI/IKa»).

B3anmopelicTBHe ¢ IPYrHMH J1IeKAPCTBEHHBIMH CPEICTBAMH

Jlakocamuy crielyeT NMpUMEHATh OCTOPOJKHO B COYETAHHM C IPENapaTtaMu, BBI3bIBAFOIMMH
yAnHeHne wuHTepBana PR (Bkiouas npoTMBOSMMIIENTHYECKHE Ipernaparsl, OJOKMPYIOLIUe
HaTPUEBbIE KaHallbl), U aHTMAPUTMUYECKUMHU TIpenapatamu. OJHAKO B MOArPYINIIOBOM aHAIM3E
KM He Gb110 OTMEYEHO JOMOIHUTENBHOTO YIIMHEHHsSI WHTepBaia PR y mauueHToB, KOTOpHIE
OJTHOBPEMEHHO NMPUHUMAJIK JIAKOCAMMUJI B KOMOMHALIMH ¢ KapOaMa3emMHOM HITH JIAMOTPUIKMHOM.

JlaHHEIE in vitro

Pesynbratel uccnesoBaHM CBUJECTENBCTBYIOT O HHU3KOHW BEPOSTHOCTH B3aMMOJIEHCTBUS
naKocaMmja ¢ IpyruMH IpernapaTtamu.

Hccnenosanus Mmetabonusma in vitro nokasbiBatoT, 4TO JIAKOCAMUJT HE HHLYLIUPYET H30(hepPMEHTEI
CYPI1A2,2B6 u 2C9. B KOHLEHTpaLUsIX, KOTOPBIE ONPE/IESIMCh B KPOBH BO BPEMs KIIMHUYECKUX
uccie0BaHui, nakocamu He uHruouponan usopepmentsl CYP1A1, 1A2, 2A6, 2B6, 2C8, 2C9,
2D6 wu 2El. HccnenoBaHust in vitro CBUICTEIBCTBYIOT O TOM, 4YTO JIAKOCAMMJ He
TPaHCIOPTUpyeTcsl P-raMkonporeMHOoM B KuineuHuke. JlaHHBIE in Vifro TOKa3bIBAIOT, YTO
usodpepmenter  CYP2C9, 2CI19 wu  3A4 criocoGHBI  Karaiu3dpoBaTh  0Opa3oBaHue

O- ne3ameTunMeTadoIuTa.

JlaHHBIE in Vivo

[To n1aHHBIM 3THX HCCNEOBAHUIN JJaKOCAaMUJ HE MHTHOUPYET U HE WHAYIMPYET U30(epMEHTHI
CYP2C19 u 3A4 10 KIMHUYECKHU 3HAaUUMOTO0 YpoBHsi. Jlakocamu B 103e 200 Mr 2 pasa B IeHb He
B Ha AUC mupasonama, merabonusupytomerocst usopepmerroM CYP3A4; Ho npu sTOM

Cmax Mu1a301aMa Oblia ciierka ypenuuena (30%). Jlakocamua B 1o3e 300 Mr 2 pasa B JieHb He
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BITHSUT HA (papMaKoOKMHETHKY OMeNpa3oa, Metabonmsupyromerocs uzopepmentamu CYP2C19 u
3A4.

Owmenpason, unruburop mzodepmerra CYP2C19 (40 mr 1 pa3 B ieHp), KITMHUYECKH 3HAYMMO HE
YBEIIMYMBAIl DKCMO3ULMIO Jakocamuaa. TakuMm 06pa3oM, MallOBEpOSITHO, YTO yMEpEHHBIE
uHruouropel m3odepmenta CYP2C19 Moryr okaswiBaTh KIMHMYECKH 3HAYUMOE BIIMSIHHE Ha
CUCTEMHYIO KCTIO3ULIMIO JITAaKOCAMHIA.

Crnenyer cobimoaaTh OCTOPOKHOCTD MPH OJIHOBPEMEHHOM MPUMEHEHHMH JTAKOCAMUIA ¢ MOIIHBIMU
unruouropamn uzodepmenta CYP2C19 (manpumep, duykonason) u usodepmenra CYP3A4
(HarpuMep, UTPaKOHA30J1, KETOKOHA30JI, PUTOHABUP, KIIAPUTPOMHULIMH), KOTOPOE MOXKET MPUBECTH
K YBEJIMYCHHIO CHCTEMHOM 3KCIIO3UIIMH JlaKocaMuia. JlaHHbIe B3aUMOJICHCTBHS HE YCTAHOBIIEHBI
in vivo, HO BO3MOXHBI HA OCHOBAaHWHM JIaHHBIX, MOJYYEHHBIX i1 Vitro.

Mouitbie UHAYKTOPBI GepMEHTOB, Takhe Kak pu(GaMIULKH WId 3BepoOOi MpOABIPABIEHHBIHR
(Hypericum perforatum), MOryT BEI3BIBATE YMEPEHHOE CHIDKEHHE CHCTEMHON KOHIIEHTPALUH
nakocamu/ia. B CBA3M ¢ 5TMM NP Ha3HAYEHUH UITM OTMEHE MOJ0OHBIX (hepMEHT-MH/Iy LIMPYOLINX

[penapaToB CIEeAyeT CO6J'[I’O)],3TI: OCTOPOKHOCTB.

IIpomusosnunenmuuecxue npenapamal

B uccnenoBanusax no B3auMOJEHCTBUIO JIaKOCAMHJ] HE OKa3bIBaJl CYIIECTBEHHOTO BIMSHMS Ha
KOHIIEHTpaLMIO KapOamas3ennHa M BaJbIPOEBON KHCIOTHI B uiasme Kposu. KapGamazenus u
BaJIbIIPOEBAs KUCIIOTA HE OKA3bIBAIM BIUSIHUS HA KOHIIEHTPALHIO JIAKOCAMK/IA B I1JIa3ME.

Ha ocHOBanMM mnomynsiiHOHHOTO (apMakOKHHETHYECKOrO0 aHalk3a CJeNaH BHIBOJ, YTO
COMYTCTBYIOIAs T€PAIKs U3BECTHBIMH (DEPMEHT-MHAYLUPYIOIUMU TPOTHBOIHIIENITUYECKUMH
npenaparamy, TaKMMM Kak KapOamasenuH, (eHWTOWH, (peHoOapOMTal B paslM4HBIX 103aX,
MPUBOJMJIA K CHIDKEHMIO OOIIeH CHCTEMHOM SKCMO3MLMM Jlakocamuua Ha 25 % y B3pOCIHBIX

nanueHToB U Ha 17 % -y neteii U moipoOCTKOB.

HeDODa/leble KOHmMpauenmuesbl

PC3yHBTaTbI UCCIICJJOBAaHUN HE BBISBUIIN [MPHU3HAKOB 3HAYHUMOI'O B3aUMOAEUCTRUS MEXIY
JIJaKOCaMMJIOM U NIEPOPATIbHBIMU KOHTPALENITUBAMHA: STUHUISCTPAAUOIIOM U JIEBOHOPIECTPEIIOM.
JlakocamMuT He OKa3bIBAET BIIMSIHHUE HA KOHICHTPALHUIO TMPOTEeCTEPOHA MPU OJHOBPEMEHHOM

I[IPUMEHEHUH.

IIpouue e3aumooeiicmsus

HaKOCaMI/I}I HE BIJMIACT Ha q)apmaxomﬂemky JUrokcuHa. KIWHMYeCKM 3HAYUMOro
B3aUMOJECHUCTBUS JJaKOocaMUIa U MGT(i)OpMPIHa HEC BBISIBJICHO.

HpI/I OAHOBPEMEHHOM TIPUMEHEHUU C Bap(bapI/IHOM JIJaKOCaMHJl HE€ OKa3bIBACT KIHWHUYECKU
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3HAYUMOTO BIUSHUS HA (PapMaKkoAMHAMUKY 1 (PapMaKOKMHETHKY BaphapuHa.

Xotsi  (papMaKOKMHETHYECKHX J@HHBIX O B3aUMOJEHCTBMM JAKOCAMMA € aJKOTOMbHBIMH
HAIUTKaMM HET, papMaKoJUHAMUYECKHUI 5P (HEKT UCKITFOUUTD HElTb3S.

Crenenb cBA3BIBAHMS JTAKOCAMUJIA ¢ OEIIKAMU TLIA3MbI KDOBH COCTABISIET MeHee 15 %. B cpsi3u ¢
STUM KIMHMYECKHM 3HAYMMOE B3aUMOJEHCTBUE C APYTMMH TperapaTaMi, CBS3bIBAIOIIAMUCS C

Oenkamu IJIa3MBbI, MAJIOBEPOSATHO.

Ocobble ykazaHust

Cyuyuoanvuvie mviciu 1 nogedenue

v MalMEHTOB, MOJIy4YaBIIUX MPOTHBOAMUIICITHYECCKUE IperapaTsl M0 HECKOJIBKHUM ITOKa3aHUSM,
OBITH  OTMEYEHEI CyullMJaJIbHbIE MBICIIM M TOBeJeHHEe. MeTa-aHaiu3 PE3yJIbTAaTOB KA
IIPOTHBOSIMHJICITUYECKUX TIPENapaToB CBUJICTCIILCTBYET O HEKOTOPOM YBEIMYECHUU pHUCKa
BO3HUKHOBEHHUS CYULIHUAATIbHBIX MBICIIEH U CYUIIMJIAJIBHOTO TTOBEACHUS. MexaHu3M TMOBEIIEHUS
S5TOI'0 pUCKa HE SACEH, CYLIECTBYIOLIUE JaHHbBIE HE MMO3BOJISAIOT OTpHULIATh HAJIUYUE IMOBBILMIEHHOTO
pHUCKa IpH MTpUEME TaKocaMuia. Taxum 06p3.30M, [TAlITUEHTOB CICAYET HaGIIlOlIaTB B OTHOLIECHHUH
[MPU3HAKOB CYHWLHOAJIBHBIX MBICIIEH H IMOBCACHHUSA, a TarkXKe€ pacCMaTpUBaATh BO3MOXXHOCTh
Ha3HA4Y€HUA COOTBETCTBYIOLICIO JICUCHUS. HaLII/ICHTbI U JIMIa, YXaXUBAKOIIXWE 3a TallUeHTAMU,
JOJDKHBI OBITH NPEAYNPEXRIACHBI O CYLIECTBYIOIIEM pPHUCKE U HCO6XO,III/IMOCTI/I KOHCYJIbTAllUU Y
CrieuMajiucTa B ClIyda€ IOSBICHUS CYULUTAIBHOTO [IOBEACHUS (CM. pasaen «ITo6ounoe

JICHCTBUEY ).

Cepoeynviii pumm u nPOBOOUMOCb

B KU nakocamuna onmcano 10303aBUcHMOe yBenudeHue uHTepBana PR. Jlakocamun criemyer
NPUMEHATE C OCTOPOXKHOCTBIO Y IMALMEHTOB € HCXOJHBIM TPOAPUTMOTEHHBIM COCTOSHHEM,
HanpUMep, ¢ U3BECTHBIMH NPOOIeMaMK IPOBOJIMMOCTH, UITH TSKEJIBIMH 3a00JIEBAHUAMH Cep/lia
(nmemusi/uH(apKT MUOKap/a, cepaiedHas HeI0CTATOYHOCTb, CTPYKTYPHBIE AHOMATHH CEP/IIIA HITH
MaToJIOTMM HAaTPUEBBIX KaHAJIOB Cep/lia B aHaMHe3e), y MAlUEeHTOB, MMOJyYaBLIMX JIeYEHHE
npenapaTamu, OKasbIBAOUMMM  JIEHCTBME Ha  CEPIEYHYIO MPOBOAMMOCTh  (BKIIOYAs
AHTHAPUTMMYECKHE TIpernapaTbl W MPOTHBOSIMIENITUYECKHE TIpenaparbl, OJIOKHUPYIOIIUe
HaTpUEBBIC KaHaIIbI) (CM. pasjien «B3aumoelcTBUE ¢ IPYTHMH JIEKAPCTBEHHBIMHU CPEICTBAMMY ),
a TaKk)Ke y MOXKHUIIBIX MalMeHTOR.

OTUM nauueHTaM crenyet BomonHUTE DK nepen yBenuyeHHeM 03Bl JIAKOCAMH/IA BBILIE
400 mr/cyt, a Taike TIOCNE 3aBEPUICHHS TUTPOBAHMA [0 JIOCTHKEHMS PAaBHOBECHOM
KOHLIEHTpAIMH JTJaKOCAMUIA B IJIa3Me.

B muiaue60-KoHTPOIMpyeMBIX HCCIIEOBAHMUSX JIAKOCAMHIA Y MAIMEHTOB C SIUIIETICHEN He GBLIO

OTMe4CeHO GUOPHILIALMHI WM TPETIETaHHUs NPeJICEPIHit, OJHAKO 06a ABICHUS OBUTH OTMEUEHB Y
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[MAUMEHTOB C DBIHUJIETNICUEN B OTKPBITBIX HMCCIICIOBAHUAX, a TAKXKE B HOCTpCFHCTpaHHOHHOﬁ

npakTuke (cM. pasnen «IlobouHoe neiicTBrey).

B noctperucrpauMonHoi nmpakTUKe ObLIM 3aperHCTPUPOBAHBI Cllydad aTpUOBEHTPHKYJISPHOM
Onokajpl BTOpOH MM Gonee BBICOKOM CTEMEHH. Y MAUMEHTOB ¢ MPOAPUTMOTEHHBIMHU
COCTOSTHHSAMH OTMEYAJIU XKEeTyJ0UKOBYIO TaXHAPUTMUIO. B peikux ciyyasix JaHHbIE COCTOSHUS
MPUBOJUIIM K aCUCTOJIMH, OCTAHOBKE CEp/lia U JETATbHOMY UCXOMY Y MALMEHTOB ¢ UCXOIHBIMU

MMPOAPUTMOTEHHBIMU COCTOSTHUSMMU.

Heob6xoaumo MHGOPMUPOBATE MALMEHTOB O CUMIITOMAaxX CEpAEYHON apuUTMHUM (Harmpumep, O
PEIKOM, YacTOM HIIM HEPETYJIAPHOM IIyJIbCE, OUIYLIEHUH CEepALeOMeHMs, OJBIIIKE, YyBCTBE
JIETKOTO TOJIOBOKPYXKEHHs U 0OMOpoke). B ciyyae MosiBIE€HHS 3THX CHMIITOMOB HEOOXOIMMO

HE3aMECIJIUTECIIEHO o6paTym,csx K Bpayy.

Tonosoxpyoicernue

Jleuenne JIJaKOCaMH/JIOM MOXET COIIPOBOXAATHCA F'OJIOBOKPYIKEHUEM, MOTCHIIMAJIBHO
MPUBOJISIINM K YBEJIMUEHUIO PUCKA IMOJIYyYEHUS TPaBM UIIH najgeHui. B cBs3u ¢ OTHUM, IMallUCHTaAM
ClIeayer COGHIOIIaTb OCTOPOKHOCTH 10 TEX I10P, MOKA HE BBISICHUTCS, KAKUE TTOTEHIUAJIbHBIE HJIP

Y HUX MOTYT pa3BUThes (cM. paznen «llobounoe neiicTeuey).

Bo3smooicnoe 8o3nuxnosenue wiu o60cmpeHue MUOKIIOHUYECKUX NPUCMYNo8

Coo6man0c5 O BO3HUKHOBEHHH UJIHU 06OCTpCHI/lI/I MHOKJIOHUYECKUX MPUCTYIIOB KaK Yy B3POCIIBIX,
TaKk U Yy JeTed ¢ NMEPBUYHO-TCHEPAIU3OBAHHBIMU TOHUKO-KJIOHUYECKUMHU TMPUCTYNIaMU, B
YaCTHOCTH, IMPHU TUTPOBAHUH. ¥ MMalUEHTOB C ABYMA U OoJiee TUITAMHA [pUnagaxKoB Ha6II}O)IaCMO€
YJIydII€HHUE OTHOCHUTEIBHO KOHTPOJIA HaA OJHUM THIIOM MPUCTYIIOB CJIEAYET CONOCTABIIATH C

MOOBIM HaOIIOIAEMBIM YXY/IIIEHUEM B OTHOLICHUH JPYrOro THIA MPUCTYIIOB.

Bo3zmooicnoe yxyouteHue 31eKkmpo-KIuHUYeCKUX, Xapaxmepucmux npu cneyupuyeckux CUHOpoOMax

snunencuy y oemeil u NOOPOCMKO8

besonacnocte M 3hdeKTUBHOCTE JaKocaMHa TpPHU JICYEHHH JETel W  TOJAPOCTKOB C
SMUNIENTHYECKUMH  CHHIPOMAMM, IIPU KOTOPBIX BO3MOXKHO COCYIIECTBOBAHME OYaroBBIX M
reHEePaIM30BaHHBIX CYJI0POXKHEIX PUCTYTIOB [HanpuMep, npu cunapomMe Becra (West syndrome)

v cunpome Jlennokea I'acto (Lennox-Gastaut syndrome)], He yCTaHOBJIEHEI.

Bcnomozamenvuvie komnonenmol

Bcnomozamenvrvie koMnoHeHmul, KOMopwie MO2Ym 8bi3b18aMb HENEPEHOCUMOCb
B cocraBe pactBopa ns npuemMa BHYTpb BUMNaT® cosepikUTCs MeTHINaparapoKcubeH30ar

Hatpus (E219), koTopelif MOXET BBI3BIBATH AJUIEPrHYECKUE PeaKIMK (BO3MOXKHO 3aMeJIEHHOTO
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TUIA).

B cocrase pactBopa s npuema BHYTph Bummnar® copepixurces copburon (E420). ITanuenram ¢
PE/IKUMH HACIIEICTBEHHBIMH 3a00/1€BaHUSMH, CBSI3aHHBIMU C HEMIEPEHOCUMOCTBIO (PYKTO3bI, HE
clielyeT NPUHUMATh ATOT Npernapar.

B cocraBe pactBopa ans npueMa BHyTpb Bummnar® comepxurcs acnapram (E951), ucrounuk

(bCHI/IHaIIaHHHa, KOTOpLIﬁ MOXET HAHECTHU BpPEJ MalMeHTaM, CTpaaarolMm (I)CHI/IIIKCTOHypHCﬁ.

Cooepoicanue nampus
B cocrage pacteopa i npuemMa BHYTpb BUMNAT® copepskuTest HATPHIA, 4TO ClieyeT YUUTHIBATh
MalUeHTaM, HaXOIAIIMUMCs Ha JIMETE ¢ KOHTPOIIMPYEMBIM COAEpKaHUEM HATpusi. | M npenapara

coaepxur 1,42 Mr HaTpusi.

Cooepoicanue xanus
JanHeli nipenapat cofepxuT Menee 1 Mmonb (39 Mr) kanus Ha 103y 60 MI, T.e. 110 CyTH HE

COJACPXKHUT KaJIusl.

Bimsinue Ha crnioco0HOCTH yNPaB/IsSTH TPAHCHOPTHBIMH CPeICTBAMH, MEXAaHH3MAMH

Crenenb BIMAHHUA JaKOCAMHJA HA CIIOCOOHOCTB YIPABISITH TPAHCIIOPTHBIMH CPEJICTBAMU I
MEXaHU3MaMU BapbUpPYyETCs OT HE3HAYMTENBHON 0 cpenHei. JleuyeHue NakocaMHMIOM MOXKET
COMPOBOX/IATBCSA PA3BUTHEM T'OJIOBOKPY)KEHHs WIIM HEYETKOCTBIO 3peHHs. [Toatomy, B mepuos
npUeMa IMpenapara 1eaecoo0pa3HO BO3AECPIKUBATHCS OT 3aHATHH MOTEHLUAIBHO ONACHBIMU
BUJAMH JIEATENBHOCTH, TPEOYIOIMMH MOBBIIIEHHONW KOHLEHTPAIlMH BHUMAaHHsS W OBICTPOTHI
MCUXOMOTOPHBIX peaKUMi [0 TeX TMOp, IMOKAa HE BBIICHUTCS, BIMSAET 1M JIAKOCAMMJ Ha

CIOCOOHOCTD BBITTOJIHATE 3TH JiefcTBUS.

®opma BbIycKa

PactBop a1 npuema BHYTpb, 10 Mr/mir.

200 My npenapara Bo (akoHe W3 TEMHOro CTeKia ¢ Oesoi KpPBIIKOW M3 MOJMIPONUIEHa ¢
KOHTPOJIEM MEPBOI0 BCKPBITHUSA W 3aLIMTOM OT JETEH, U UMEIOLIEH YIUIOTHUTEIbHBIM TUCK W3
TIOJIUATUIIEHA HU3KOMU TIIOTHOCTH.

1 ¢nakoH B KOMILIEKTE ¢ MEPHBIM KOJMAYKOM € TPaayupoOBKOM U3 nonumnponuineHa (30 mi) u
JO3UPYIOIIUM ILIIPULIOM € IPaJyUpOBKON W3 MPOJMIIPONUIEHA C TIOPIIHEM W3 TOJMATHIIEHA
BBICOKOM IUJIOTHOCTH M aJanTepoM W3 MOJUATUIEHa HU3KoM tuiotHocTH (10 M) BMecre ¢
UHCTPYKIMEH MO MEIMIMHCKOMY INPUMEHEHHIO B KapTOHHOW Tayke ¢ KOHTPOJEM TEPBOrO

BCKPBITHUSA (CTUKED).
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YcnoBust xpaneHust
Xpanute npu Temneparype He Boiine 30 “C. He 3aMopaxuBars.

XpaHUTh B HEJJOCTYITHOM JIJIsI JIETEH MecTe.

Cpok rogaoctu
3 roja.

He ucnons3osats npernapar 1o HCTEYEHUHU CPOKa IOJHOCTH.

YenoBus ornycka

OrmyckaroT 1o perenry.

Bnanenen Permcrpannonnoro yjaocrosepenus
FOCB ®apma CA, benbrus/
UCB Pharma S.A., Belgium
Allée de la Recherche 60, 1070 Brussels, Belgium
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