IHCTPYKIISA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOI0 3aC00y

[IUMEBEH®
(CYMEVENE®)

Cknao:

ditoua pe408uHa: TAHIUKIIOBID;

1 dmaxon mictute raHuKIOBipY 500 Mr (y BUIIISIII TaHIMKIIOBIPY HATpieBOi coiti 543 mr).
Jlikapcbka ¢opma. Jliodinizar s po3unHy s iHPY3iH.

OcHnosni izuxo-ximiuni enacmugocmi.: modimizar (TBepIa pedoBHHA) Bij 0170T0 10 Maiike 0110T0
KOJIbODY.

®apmakorepaneBTHYHa rpymna. [IpoTuBipycHi 3acobu [UIs CHCTEMHOTO 3aCTOCYBAaHHS.
Hyxiieo3unu Ta HyKJICOTHAM, 32 BUHSATKOM 1HTIOITOPIiB 3BOPOTHOI TPAaHCKpUTITa3u. [ 'aHIIUKIOBIp.
Kox ATX JOSA BO06.

Dapmakonoziuni eracmusocmi.

Dapmaroounamika.
MexaHi3m Jii
[aHIMKIIOBIp — CHHTETUYHHWHA HYKJICO3HIHUN aHaIoOr 2’-Ae30KCUTYaHO3WHY, IO MPUTHIYYE

peruTikaio BipycCiB repriecy Sk in vitro, Tak i in vivo. Jlo TaHIMKIIOBIpY YyTJIHMBI Taki BipycH
moauHy, sk nuromeranosipyc (LIMB), Bipycu mpoctoro reprnecy tumiB 1 1 2 (HSV-1 i HSV-2),
Bipyc reprecy moaunau tamy 6, 7 1 8 (HHV-6, HHV-7, HHV-8), Bipyc Emmreiina—bapp (BEB),
Bipyc BiTpsiHO1 Bictim (Varicella zoster), Bipyc renaruty B. Kiiniuni mociimpkeHHS 00MexXyBaIHCs
OLIIHKOIO €(PEeKTHBHOCTI MpErapaTy y XBOPUX Ha IUTOMETATIOBIPYCHY 1H(EKITIIO.

B indikoBanmx [[MB KimiTHHaX TaHIUKIOBIp CcHodaTky (ochOpHIIOeTECS  BipyCHOIO
nporeinkinazoro UL97 no ranmumknoBipy MoHodochary. Hacrymae dochopumoBanus
3IIHACHIOETHCS 32 JOTTIOMOTOI0 KUTBKOX KIIITHHHUX KiHa3 3 YTBOPEHHIM TaHIUKIIOBIpY Tpudocdary,
KW HaJgalll IUISTae TMOBIIBHOMY BHYTPIIIHBOKIITHHHOMY MeTabomismy. Ilokasano, mo e
MeTaboIi3M BiOYBa€Thcs y KITHHAX, 1H()IKOBAHWX IMTOMETAIOBIPYCOM JIIOJWHHU 1 BipycoM
MIPOCTOTO TEpIIeCy, MPH MbOMY ITICIIA 3HUKHEHHS TAaHLIMKJIOBIPY 3 MO3aKIITHHHOI PIIMHU MEPioa
BHYTPIIIHBOKJIITHHHOTO HAIiBBUBEIEHHS TpernapaTy CTaHOBUTH BinmoBinHO 18 Ta 624 romuHM.
Ockinbku GochoprTIOBaHHS TAaHIMKIIOBIPY OLIBIIOI0 MIpOIO 3aJIEKUTh BiJl Aii BipyCHOI KiHa3H,
BOHO BiI0yBa€ThCS MEPEBAXKHO B iHPIKOBAHUX KIIITHHAX.

BipycocraTtnuna st raHIMKIIOBipY 00yMOBJI€HA MPUTHIYEHHM cuHTe3y BipycHoi JJHK mursixom:
(1) xonkypenTHOTO iHTi0yBaHHS BOYIOBYBaHHS Je30KcuryaHo3uny Tpudochary y JHK mix niero
JHK-nonimepasu; (2) BrimroueHHsM Tpudocharty raHnukioBipy y Bipycny JHK, mo npusBoauts
710 IpUNIMHEHHS noAoBxeHHs BipycHoi JIHK un my»xe oOMexeHOro mo1oBKEeHHS.

[IpoTHBipycHA aKTHBHICTh

[TpotuBipycHa akTuBHICTH 1Cs5( TaHIUKIOBIPY BIAHOCHO IIUTOMETANIOBIPYCY, BU3HAUCHA in Vitro,

3HaxouThes y aiana3oi Big 0,08 MxM (0,02 mxr/mi) o 14 MxM (3,5 MKr/min).

KniniuHa eeKTUBHICTD Ta Ge3mnexa

Bipycna pezucmenmuicmeo.

MOXJIHMBICT PO3BUTKY BIPYCHOI PE3MCTEHTHOCTI CIiJl PO3TJSAaTH y MAI[EHTIB, SKi MOBTOPHO
JE€MOHCTPYIOTh TOTaHy KIIHIYHY BIIMOBiAL a00 Yy SIKUX 30epiraeThCsi CTIHKE BUAUICHHS BIpYCiB
npotsirom Teparii. CTIHKICTh LIUTOMErajoBipycy A0 TaHIMKIOBIPY MOXE PO3BHHYTHCS IIiCIHA
TPUBAJIOTO JIIKYBaHHA 200 MPOQiTaKTUKU TaHIIUKIOBIPOM MpH BHOIPKOBIN MyTallii reHa BipycHOL
kiHazu (UL97), o Bianosijae 3a MOHO(GOCHOpUITIOBAaHHS TaHIIMKIIOBIPY, Ta/ab0 MEHIII 4acTO — F'eHa




BipycHoi nosimepazu (UL54). Bipycu, siki mictats myTauii y reri UL97, pe3uctenTHi nuiie 10
TaHLUKIIOBIPY, TOMI SIK Bipycu 3 MyTalieto B UL54 pe3aucTeHTHi A0 raHUUKIIOBIPY, OJTHAK MOXYTh
JIEMOHCTPYBATH MEPEXPECHY CTIMKICTh /10 IHIIMX MPOTUBIPYCHUX 3aCc001B, /i SKUX HAIpaBiIeHa HA
BIpYCHY IoJIiMepasy.

1T
VY mpOoCIeKTUBHOMY JOCIIKEHH]1 36 MaIi€HTIB JUTSIYOTO BiKY (Bil 6 MicsAIiB 10 16 pOKiB) 3 TIKKUM
imyHozegiurom (xBopi Ha BT 1 [IMB-iHdexk1io) oTpuMyBalii FaHIKUKIOBIP BHYTPIIIHOBEHHO
y 1031 5 Mr/kr Ha 100y mpoTsArom 2 JIHIB, MICIS YOro MpUWMaNM TaHUUKIIOBIP MEpPOpalbHO B
cepelHbOMY HpoTsroM 32 TukHIB. ['aHnukiIOBip OyB eQEeKTMBHMM, HpU IOMY Hpodiab
TOKCHYHOCTI OyB MOIOHMI TakOMy y JOpOociuX. 3HMKeHHs BusiBieHHs [IMB metonom nociBy abo
noJIiMepa3Hoi JIaHIIOrOBO1 peakiii Oyo MoB’s3aHe 13 3aCTOCYBAaHHAM raHLIMKIOBIpY. HelTponeHis
OyJ1a €IMHOIO TSXKKOIO OOIYHOIO peakIli€ro Ha Mpernapar, sika CnocTepiraiacs il 4ac JOCTiKSHHS;
1 X04a ’OJIHa TUTHHA He oTpeOyBasa MPUITMHEHHS JIIKYBaHHS, 4 3 HUX OyJI0 HeoOXi/THE JTIKYBaHHS
IpaHyJIOLUTAPHUM KOJIOHIECTUMYTIOBaIbHUM (akTopoM (G-CSF) mist 36epeskeHHst abCO0THOTO
ancia HeiTpodiiB Ha piBHi > 400 KimiTHE/ MM
VY perpocnieKTHBHOMY AOCiiKkeHHi 122 miteii (Bikom Bix 16 muiB 10 18 pokiB, cepenHiit Bik — 2,5
POKY), SIKI IEpEeHEeCIU TPAHCIUIAHTAIIIO MEYiHKH, OTPUMYBAIXA He MeHIEe 14 MHIB raHIMKIIOBIp Yy
71031 5 MI/KT BHYTPIIIHHOBEHHO /IBiui Ha 100y, MICJI 4YOTO MPOBOAUBCS MPEBEHTUBHUI MOHITOPUHT
L[IMB 3a nonomororo nosaimepasHoi ianioropoi peakuii (ITJIP). ¥V 43 narieHTiB pU3uK po3BUTKY
[IMB BBaxaBcs BUCOKUM, a y 79 — 3Bu4aitHuM. bescumnromua [IMB-indexis Oyna BusiBieHa 3a
nonomororo [TJIP y 34,4 % mauieHTiB 1 9acTilie criocTepiranacs y THX, XTO MaB BUCOKUI PU3UK, HIK
y pelMITi€enTiB 31 3Bu4aitHuM pusukoMm (58,1 % mopisasiaO 3 21,8 %, p = 0,0001). ¥V 12 narmienris
(9,8 %) Bunukna LIMB-indekuis (y 8 3 rpynu BUCOKOTO PU3HKY IMOPIBHSHO 3 4 3 TPYIIN 3BHUANHOTO
pusuky, p = 0,03). Y 3 mamieHTiB croctepirajiocst roCTpe BIATOPTHEHHS MPOTITroM 6 MiCAILIIB MiCs
BusiBjieHHs LIMB, ane y 13 naumientiB LIMB-indexuii nepeaysano BigToprueHas. Bumaakis cMmepri,
cnpuunHeHoi LIMB-ingexuiero, ve 6yio. 3aranom 38,5 % maiieHTiB HE OTPUMYBAIH IPOTUBIPYCHI
IpernapaTH IMicysl MPOBEJCHHS OYaTKOBOT MiCIsI0NEpalliiHOl TPOQiIaKTHKY.
VY  perpocneKTHMBHOMY aHami3i Oe3neky Ta eQeKTHBHICTh TaHIMKIOBIPY IOPIBHIOBAIU 3
BIJINIOBITHIMHU XapaKTePUCTUKAMU BaITaHIMKIIOBIpY y 92 niteit (BikoM Bix 7 micsuiB 10 18 pokiBs,
cepenHid BIK — 9 pOKiB), SKi MEPEHECIU TPAaHCIUIAHTALlI0 HUPOK Ta/abo mediHku. Yci aitu
OTPUMYBAJIM TAHLIUKJIOBIP MO 5 MI/KI BHYTPIIIHBOBEHHO JBi4i HA JOOY MPOTATOM 2 THXKHIB MiCIIs
TpancrutanTamii. Jlitu, sxkux mikyBamu 10 2004 poxy, OTpUMYyBaJId TaHIIUKIOBIP MEPOPATIbHO Bij
30 mr/kr/no3y no 1 r/no3y Tpudi Ha 100y (n = 41), Toai AK AiTH, AKUX JiKyBaiau micis 2004 poky,
OTPUMYBAJI BAITAHIIMKIOBIP y 1031 10 900 Mr oguH pa3 Ha 100y (n = 51). 3araneHa gactora [[MB
cranoBmuia 16 % (15 3 92 nauienTis). Yac 1o BunukHeHHs LIMB-in¢exkuii OyB nopiBHIHHEM B 000X
rpymnax.
Y paHa0oMi30BaHOMY KOHTPOJILOBaHOMY jaociikeHHi 100 HoBoHapomkeHuX (BikoM < 1 Mmicslis) i3
CUMIITOMAaTH4HOIO BpoukeHoro LIMB-ingekuiero 3 ypaxennsm LIHC mnporsrom 6 THXHIB
OTPUMYBQJIM TAHLUKIOBIp 6 MI/KI BHYTPIIIHBOBEHHO KOXXHI 12 romuH abo HEe OTpUMYyBaJIU
nikyBanHsa. 31 100 mami€eHTiB, BKIIOYEHHUX Y JOCIDKEHHSA, 42 BIINOBiNANM yCIM KpHUTEpPisM
JOCIHIJKEHHS. Ta MAJIM PE3yJIbTaTH ayliOMETPUYHOIO OOCTEKEHHS 1 Ha BUXIJHOMY piBHI, 1 yepes
6 MiCAILIiB MOAABIIOTO CIOCTEPEKEHHS. 3 HUX 25 OTPUMYBAIM FAaHIMKIIOBIP 1 17 He oTpuMyBaIn
nikyBanHsA. Y 21 i3 25 maui€eHTiB, SKi OTPUMYBAJIHM TAHLIUKIIOBIP, CIyX MOPIBHSHO 3 IMOYATKOBHM
piBHEM 110 6 MicCsIiB MOKpamuBcs abo 3aIMIIMBCS Ha HOPMaJbHOMY piBHI mopiBHsHO 3 10 3 17
MaIieHTiB 3 KOHTPoJbHOI rpynu (84 % Ta 59 % BinmosigHo, p = 0,06). Y %K0IHOTO i3 MAII€HTIB,
SK1 OTPUMYBAJIM TaHIIUKIIOBIP, CIIyX MOPIBHIHO 3 MOYATKOBUM PiBHEM JI0 6 MICSAIIIB HE OTIpIIMBCA
MOPIBHAHO 13 7 manieHTaMu y KoHTpousbHiH rpymi (p < 0,01). Yepes pik y 5 3 24 marieHris, sKi
OTPUMYBJIM TaHUUKIOBIP, 1 ¥y 13 3 19 mamieHTiB 3 KOHTPOJBHOI TPyNU CIyX IOPIBHSHO 3



nmoyaTkoBUM piBHeM moripmuBesa (p < 0,01). V xoxi mocmimkenHs y 29 3 46 maiieHTiB, sKi
OTPUMYBAJIM TaHLUKJIIOBIP, CIIOCTepiransacs HEUTpOIeHis y MOpIBHAHO 3 9 3 43 mamieHTiB 3
KoHTpoabHOI rpynu (p < 0,1). Ilix yac mocnimpkeHHs Oyio 9 BuUmaakiB cMepTi, 3 — y TpyIi
3aCTOCYBaHHS T'aHLUKIIOBIPY 1 6 — y KOHTpousbHiN rpymi. KogHa cMmepTh He Oyna moB'A3aHa 3
JOCIIKYBAaHUM ITPETIapaToOM.

VY panngoMizoBaHOMY KOHTpoJiboBaHOMY jociimkeHHi I ¢a3u 100 HoBoHapomkeHHUX (BIKOM Bij 3
1o 33 nHiB, cepenHiii Bik — 12 AHIB) 3 TSKKOK CUMITOMATUYHOO BpomkeHoro [IMB-indexkiiero 3
ypaxenHsM LTHC oTpumyBany raHIMKIOBIp O 6 MI/KT BHYTPIIIHBOBEHHO /IBiUl HA JIEHb IPOTITOM
6 TwxHiB (n = 48) abo He OTpUMYBaJM NMPOTUBIPYCHE JIKyBaHHS (n = 52). Y HEMOBIAT, sKi
OTPUMYBAJIM TAHIMKIJIOBIP, Ha 6 1 12 MicAUAX MOKpAIIMIMCA PE3yIbTaTH PO3BUTKY HEPBOBOI
CHCTEMH y MOPIBHSAHHI 3 TUMHU, XTO HE OTPUMYBAB MPOTHUBIPYCHE JIIKyBaHHsA. X04a Malli€HTH, SKi
OTPUMYBQJIM TAHIMKIOBIP, Majld MEHIIy 3aTPUMKy 1 Oijbllle HOPMaJbHHUX HEBPOJIOTTYHHX
MOKA3HUKIB, OUIBINICTh 3 HUX BCE K BIJCTAaBAIU Bij] MOKAa3HUKIB HOPMAJILHOTO PO3BUTKY Y Billl 6
THKHIB, 6 Mics1iB a00 12 micsiB. Y oMy AOCHIKEHH] 0€31eKy He OLIHIOBAJIH.

Y peTpocneKTUBHOMY JOCHIJPKEHHI BHBYAIM BIUIMB MPOTHUBIPYCHOI Tepamii Ha BiACTPOYEHY
TYrOBYXiCTb Y HEMOBIAT 13 BpomxkeHowo [IMB-indekuieto (y Bimi 4-34 micdui, cepeqHiil Bik
10,3 £ 7,8 micaus, mMeaiana BiKy — 8 MicAliB). Y JOCTIKEHHI 3a y4dacTio 21 HEMOBIATH 3
HOpMaJIbHUM CIIyXOM IIiJi 4ac HAapO/DKEHHS y BCIX YYaCHHUKIB pPO3BUBAJIACS BiATEpMiHOBaHA
TYroByxicTh. [IpoTuBipyCHE JiKyBaHHS CKJIaJanocs 3:

— BHYTPIIIHBOBEHHOTO 3aCTOCYBAaHHs MAHLUKIIOBIPY Y J031 5 MI/KI IIOJHS MPOTATOM 6 THXKHIB 3
NOJAJIBIIMM MEPOpaTbHUM 3aCTOCYBAHHSM BAJTaHLIMKIOBIpY y 1031 17 Mr/kr naBiui Ha 100y
IpOTIAroM 6 THXKHIB, a MOTIM OJIMH pa3 Ha 00y 70 AoCsATHEHHs BiKy 1 pik abo

— MEepOPaJIBLHOrO 3aCTOCYBAHHS BAJTAHUUKIOBIPY y 4031 17 mr/kr nBiui Ha 100y mpotsrom 12
THKHIB, @ TIOTIM OJIMH pa3 Ha 100y MPOTAroM 9 MicsLiB.

VY koaHOi AUTUHHM HE OyJ0 HEOOXIAHOCTI y BCTaHOBJEHHI KOXJIEAPHOTO IMIUIAHTaTa, a CIyX
nokpamuses y 83 % BumaakiB TyroByXOCTi, HasiBHOI Ha BUXiJHOMY piBHI. HeliTpomnenis Oyna
€IMHUM MTOOIYHUM e(PEeKTOM, PO KU MOB1IOMIISUIH, 1y KOHOTO MallieHTa He 0yJI10 He0OX1IHOCTI
y NIPUIMHEHH] JIKyBaHHS.

Dapmaxoxinemuxka.

Cucremna excro3utlisi (AUC(_,), 10 crocTepiranacs y JOpOCIHUX TAI€HTIB 3 MepecaaKeHOr0
MEYIHKOI0, MICJI OAHOPA30BOi BHYTPIIIHBOBEHHOI 1H(Y311 FAaHIMKIOBIPY Y 71031 5 MI/KI MIPOTATOM
1 rogunu cranoBmia y cepennbomy 50,6 Mkr X roa/min (CV% 40). ¥V nauieHTiB 1i€i momymsmii
MaKkcUMajibHa KOHIIeHTpalis y mia3mi (Cpax) cTaHoBHIA Y cepenHbomy 12,2 Mxr/mi (CV% 24).

Po3znonin

O06’eM po3moALTy TaHUUKIIOBIPY MIC/s BHYTPIIIHBOBEHHOTO BBEJCHHS KOPEJIIOE 3 MAaco Tija.
PiBHOBaxkHUI1 00’€M po3noainy 3HaxoauThes B Mexkax 0,54—0,87 n/kr. 3B’ 130Kk 3 OlIKaMu 11a3Mu
KpOBi cTaHOBUB 1-2 % npu KoHUEHTpalii ranuukioBipy 0,5 ta 51 Mxr/mi. ['aHIUKIOBIp TPOHHUKAE
y CIIMHHOMO3KOBY PiIMHY, JIe MOXe J0CsATaTH KOHIeHTpalii 24—67 % BiA MIa3MoBoi.
biotpancdopmartis

["aHIUKIIOBIp 3HAYHOIO MipOIO HE METa0O0Ii3y€EThCS.

Busenenns

["aHIUKIIOBIp BUBOJIUTHCS MEPEBAKHO MUITXOM HUPKOBOI €KCKPEITii uepe3 KIIyOOuKoBY (QiIbTpaIiito
Ta aKTUBHY KaHAJIBIEBY CEKPELiI0 Y He3MIHEHOMY BUTJISAL. Y XBOPHUX 13 HOPMAIBbHOIO (DYHKITIEO
HUPOK Oinbie HiXK 90 % BHYTpPILIHHOBEHHO BBEJCHOI 03U TAHIMKIOBIPY BHILISETHCS B CEUy B
HE3MIHEHOMY BUIJISLII MPOTAToM 24 roaus. CepenHiil CHCTEMHUH KilipeHC nepedyBae y Jiana3oHi
Bix 2,64 £ 0,38 mur/xB/kr (n=15) no 4,52 £ 2,79 mu/xB/kr (n=6), a HUPKOBUH KIIPEHC — BiJ
2,57 £ 0,69 mu/xs/kr (n=15) no 3,48 + 0,68 mu/xB/kr (n=20), mo Bignosigae 90—101 % BBeaeHOrO




raHuukioBipy. Ilepion HaniBBUBeieHHS B 0c10 6€3 HUPKOBOI HEAOCTATHOCTI KOJIMBAETHCS Bif 2,73 +
1,29 (n=6) no 3,98 + 1,78 (n=8) roauH.

JliHiiHICTh/HENiHINHICTD

["aHIUKIIOBIp, BBEICHUH BHYTPIIIHBOBEHHO, JEMOHCTPYE JiHIHHY (papMaKOKiHETUKY B Jliana3oHi
103 1,6—5,0 Mr/kr.

ITarieHTH 3 HUPKOBOIO HEIOCTATHICTIO

3arayibHUIl KJIPEHC TaHUUKJIOBIPY JIIHIMHO KOPENoe 3 KIIPEHCOM KpeaTHHiHy. Y Mali€HTiB 3
NOPYLIEHHAM (DYHKIIIT HUPOK JIETKOT'O, CEPEAHbOTO 1 TSKKOTO CTYIMEHs CIIOCTEPIraBcsl CepeiHiii
cucteMHui kiipenc 2,1, 11 0,3 Ma/xB/kr. Y marieHTiB 3 NOpyLeHHAM (YHKII{ HUPOK 301IbIIeHUI
Nepio/l HaliBBUBEACHHSA. Y MAlI€HTIB 13 MOPYIIEHHIM (QYHKLII HUPOK TSKKOTO CTYINEHsS Mepioj
HaMiBBHUBEICHHS 3011bITyBaBcs A0 10-Tu pasiB (iHPopMaIito MO0 KOPEKIIil 1031, HEOOX1THOT 1is
NAI€HTIB 3 TOPYIIEHHAM (QYHKLIT HUPOK, TUB. y po31iii «Croci6 3acTOCyBaHHS Ta 1031»).
[TamieHTH Ha reMotiami3i

I'emoniani3 TpUBAJICTIO 4 TOJUHM 3HWXKYE KOHIEHTPALI0 MAHLIMKIOBIPY y IUIa3Mi KpOBI MicCis
BHYTPIIIHFOBEHHOT'O Ta MEPOPAILHOI0 3aCTOCYBaHHs MpuOIu3HO Ha 50 %.

IIpu 3acrocyBaHHI TNEpPEpUBYACTOI CXEMH TIeMOJIai3y IOKAa3HUKU KIIPEHCY TaHLIUKIOBIpY
CTaHOBJIATH BiJ 42 1o 92 Mu/XB, mepioj HaMiBBUBEJACHHS Mpemnapary mij 4ac miamsy — 3,345
roauHu. Ppakiisg TaHIUKIOBIPY, SKa BUAAISIETHCS 32 OJUH CEaHC TeMojiali3y, CTaHOBUTH BiJ 50
10 63 %. ITokasHUKM KIIIpEHCY TFaHLMKIIOBIPY Mif yac MmocTidHOro Aianizy Oynu Huxuumu (4,0—
29,6 Mi1/XB), anie y nepioA 10 HaCTYITHOTO MPUIOMY Mperapary 3 OpraHi3My BUBOJUTHCS OLTbIIHIA
BiJICOTOK MPUIHSITOI JO3H.

ITa1ieHTH 3 MEYIHKOBOIO HEIOCTATHICTIO

Besneka Ta e(eKTHBHICTh 3acTocyBaHHs mperaparTy Llumesen® He BUBUATHCS y MAILi€HTIB 3

nopyueHHsaM (QyHkii neuinku. He ovikyeTsces, mo nopymeHHs $yHKIIT MeYiHKN BIUIMBaTUME Ha
(apMakOKIHETUKY TaHIMKIOBIPY, OCKIJIBKM BiH BHBOAMTHCA HHUPKamMu. ToMmy 0cCOOIUBI
pexoMeHaalii 31 3MiHU J103yBaHHS BiACYTHI (AuB. po3ain «Crocid 3aCTOCYBaHHS Ta JJO3M»).

iTH

DapMaKOKIHETHKY FAHITHKIOBIPY, KK BBOIMIH BHYTPIIIHBOBEHHO y 1031 200 MI/M2, BUBYATH Y
JIBOX JTOCII/DKCHHSX 32 YYacTIO MAIli€HTIB BIKOM BiJ 3 MiCsAIIiB 10 16 pOKiB MICJIS TpaHCIUTAHTAITI
nedinku (n=18) Ta HupkH (n=25) Ta OUIHIOBANM 3 BHUKOPUCTAHHSAM MOIYJISALIHHOI
(hapMaKOKIHETUIHOT MOJIEITI.

Knipenc kpeatuniny (KnKp) OyB imeHTH(IKOBaHHN SK CTATHCTUYHO 3HAYYIIA HE3aJe)KHA 3MiHHA
(xoBapiara) ;s KIipeHCY TaHIIUKIIOBIPY, a 3piCT Malli€eHTa — K CTATHCTUYHO 3HAUYIa He3aJIe)KHa
3MiHHA JIJIS KITIPEHCY TaHIUKIOBIpY, 00’ €My pO3IOIUTy Y PIBHOBaXHOMY CTaHi Ta epudepiiHOro
00’emy po3noziny. Komu Taki koBapiartu, sik KinKp ta 3pict, Oynu nogani 1o mojerni, Oyiu BUsBICH]
OYEBHJIHI BIIMIHHOCTI y (papMaKOKIHETHII TAHIIMKIOBIPY MIXK Pi3HUMH BIKOBHUMH TPYyTIaMH, a BiK,
CTaTh Ta THUIM TPAHCIUIAHTALlii OpraHy He OyJHM 3HAYYIIUMH KOBapiaTaMu B IUX MOIYJALIAX. Y
TabmuIi 1 HaBeJeHO po3paxyHKOBI apMaKOKIHETUYHI MTOKA3HUKH 32 BIKOBUMH TPYIIaMH.
Tabmuus 1. ®apmMakoKiHETHYHI TTOKA3HUKU TAaHIMKIIOBIPY MICIISl BHYTPIIIHBOBEHHOTO BBEJICHHS 3

po3paxynkoM 103u 3a ITIIT (200 Mr/M?) y HaIi€HTIB 3 IepecaKeHOK MEYiHKOW a60 HHPKOIO,
Mpe/icTaBjIeH] SIK Me/liaHu (MiHIMalbHe—MaKCUMaJbHe 3HAUEHHS).



TToka3zHuku

BiK < 6 POKiB

BiK Bij 6 10 < 12 pokiB

BIK Bi > 12 10
< 16 pokiB

Kiipenc (;1/rox)
Veent (1)
Vperiph (1)

Vs (1)
AUCq.24n

(MKT X roJ1/MIT)
Cmax (MKr/mut)

n=17
4,23 (2,11-7,92)
1,83 (0,45-5,05)
5,81 (2,9-11,5)
8,06 (3,35-16,6)
24,3 (14,1-38,9)

12,1 (9,17-15)

n=9
4,03 (1,88-7,8)
6,48 (3,34-9,95)

16,4 (11,3-20,1)
22,1 (14,6-30,1)
40,4 (17,7-48,6)

13,3 (4,73-15)

n=17
7,53 (2,89-16,8)
12,1 (3,6-18,4)

27 (10,6-39,3)
37,9 (16,5-57,2)
37,6 (19,2-80,2)

12,4 (4,57-30,8)

Kpim Toro,

(hapMaKOKiHETHYH1

MOKa3HWKM TaHUUKIOBIPY TiJI Yac BHYTPILIHbOBEHHOI'O

3aCTOCYBaHHsI BIJIOBITHO JIO0 CXEMH JO03YBaHHS, CXBAJICHOI IJIsi JOpOCHHX (5 MI/KT IIISIXOM
BHYTPIIIHBOBEHHOI 1H(DY31i MpoTarom 1 roguHu), BUBYAIKCS Y HEBEIUKIN TPyl HOBOHAPOIKEHUX
1 giTeit BikoM BiJ 9 micsiB A0 12 pokiB 3 HOpMasibHOIO (pyHK1I€r0 HUpOK (n=10, cepenHiii Bik 3,1
poky). Excriosunis, mo BuzHavanacs sik cepeane 3HaueHHs AUC(_,, B nenb 1 (n=10) tTa AUC_;»
Ha neHb 14 (n=7), cranoBuna 19,4 £ 7,1 ta 24,1 + 14,6 mxrxrog/mn 3 nokazHUKaMH Cpax

7,59 £ 3,21 mkr/mn (nens 1) ta 8,31 £ 4,9 mMxr/mn (nens 14) BignoigHo. I3 3acTocyBaHHSM
J03yBaHHS 32 MAacOI0 TiJIa y IIbOMY JOCIIKEHH] CrIocTepirajgacs TEHACHITS 10 HUKYIOT eKCIO3HUITIT
y AiTel MoJIoAIoro Biky. Y miTeil BikoM A0 5 pokiB cepeni BenuunHu AUC_,, B AeHb 1 (n=7) Ta
AUC.12n Ha neHb 14 (n=4) cranoBumm 17,7 £5,5 ta 17,1 = 7,5 MKrxroa/mi.

PesxuM 103yBaHHS TaHIMKIIOBIPY JUIS BHY TPITHHOBEHHOTO 3aCTOCYBaHHS, KM PO3PaXOBY€EThCS 32
nokaszHukoM IIIIT Ta ¢ynkuiero aupok (3 % TIIT x KnKp), € moximHUM Big pekuMy T03yBaHHS
JITSAM BJITAHIIUKIIOBIPY Ta 3a0e3reuye MmoaiOH1 BETUYMHU SKCIIO3HIIT TaHIIMKIIOBIPY y MITEH Bif
HapoKEHH 110 16 pokiB (auB. TabmauIto 2).

Tabmums 2. 3monensoBani™ mokasHukun AUC(.p4p (MK X TOI/MIT) TaHIMKIOBIPY IS AITEH, SKi
OTpPHUMYBAJIU JIIKyBaHHS TAHLIMKJIOBIPOM Y /1031, po3paxoBaHiii 3a ¢popmysoro 3 x IIIIT x KnKp, mo
3aCTOCOBYBajacs NUIIXOM iH(]y3ii mpoTsrom | roguHu.



BIiK Bij BIK BiZl | BIK Bif > 6 | BIK Bif Bei
[Toka3Huku BiK < 4 mic. [>4 mic. 0| >2 10 10 > 12 no i
. : . . | marieHTH
<2 pokiB |< 6 pokiB| < 12 pokiB | < 16 pokiB

Kinekicts miteil y Mmozeni 781 384 86 96 126 1473
Meniana 55,6 56,9 54,4 51,3 51,4 55,4
CepenHs BennyIMHA 57,1 58,0 55,1 52,6 51,8 56,4
MiH. 24,9 243 16,5 23,9 22,6 16,5
Makc. 124,1 133,0 105,7 115,2 94,1 133,0
[TamienTu 3 89 38 13 23 28 191
AUC < 40 MKr X Toa/Mi (11%) (10%) (15%) (24%) (22%) (13%)
[MaicaTy 3 398 195 44 41 63 741
AUC 40-60 MKr X Toa/mi (51%) (51%) (51%) (43%) (50%) (50%)
ITanienTu 3 294 151 29 32 35 541
AUC > 60 MKT X Toa/MI1 (38%) (39%) (34%) (33%) (28%) (37%)

AUC — muoma mig KpWBOK 1uia3MoBa KoHmeHTpamisi—yac; [IIIT — mmoma moBepxHi Tina;

KnKp — kiipeHc kpeaTuHiHy; Makc. — MAKCUMYM; MiH. — MIHIMYM.

*MogenoBaHs OyJ0 BUKOHAHE 3 BUKOPUCTAHHSM BaliJloBaHOi (hapMaKOKIHETUYHOT MOJAENI JUIs
MOMYJIALII 1iTeH Ta AeMorpadiyHUX TaHUX JITeH, SKi OTPUMYBAJIHU JIIKyBaHHS BAJITAaHIIUKIOBIPOM
a00 TaHIMKIIOBIPOM Y KIIIHIYHHUX JOCTIKEHHAX (n=1473 3anuciB qaHUX)

XBOpI1 JIITHBOTO BIKY

JlociKeHHS 32 y4acTio 0ci0 BIKOM BiJ 65 POKIB HE MPOBOIMIIH.
KuiniuHi xapakTepucTukm.

Iokazanunsa.

Ipemnapar [{umeen® mokasamuii TOPOCTHM Ta TiATITKAM BikOM > 12 poKiB s:

— NiKkyBaHHA nuToMmeranoBipycHoi (LIMB) indexii y namienTis 3 imyHoaepiuramu;

— TOTEpPEeKeHHS [IUTOMETaNIOBIpyCHOI 1H(EKIIi NIIIXOM MPEeBEHTHBHOI Tepamii y MaIli€eHTIB 3
MEIMKaMEHTO3HOI0 IMYHOCYTIpECi€ro (HampuKIad, Micls TpaHCIUIaHTaIlii opraHa abo xiMmioTeparnii
paky).

[Tpenapar LlumMeBeH ™ TakoX MMOKa3aHUM JITSM BiJl HAPOHKEHHS JUIS:

— MONEPEePKEHHS IIUTOMETAJIOBIPYCHOT 1H(EKIIT IIIIXOM YHiBEepcaIbHOT IPO(1IAKTUKH y MALIEHTIB
3 METUKaMEHTO3HOI0 IMyHOCYTIpECi€l0 (HaPpUKJIIaI, Micist TpaHCIUIaHTallil oprana abo ximioreparii
paxy).

Crin xepyBaTuch O(iLIHHUMHE PEKOMEHIAIISIMH LIOA0 HAJIEKHOTO 3aCTOCYBAHHS MPOTUBIPYCHUX
3aco0iB.

IIpomunokaszanna.

®

[TigBuIeHa Yy TIAMBICTD J10 1iF0Y0i pEUOBHHH IIPETapary Llumeen®, BaJITAaHIUKJIOBIPY UM A0 Oy b~
SIKO1 JTOTIOM1»KHO1 PEUOBUHU TIperapary.

l'omyBanHa rpyamzo.

Ocoobnuei 3ax00u de3nexu.

3acmepesicenns npu npucomy8anHi po3uuUHy 2aHYUKI08ipy

OCKIJIbKHA ]_II/IMCBCH® BBAXXa€TbCA HOTCHHiI\/'IHO TEPATOrCHHUM Ta KaHOCPOIrCHHUM IJId JIFOAWHU,

MMOBOJAMUTHCS 3 TIPENapaToM Ciijl 3 00epekKHICTIO.
Caipn 3amo6iraty iHransnii abo npssMoMy KOHTAKTY 3 IMOPOIIKOM, 1110 MICTUTHCS Y (uiakoHax, abo
MPsIMOMY KOHTaKTy BIJHOBJIEHOTO PO3UMHY 31 LIKIPOIO abo0 CIM30BUMHM 000JOHKaMH. Po3umH



Iumeseny® myxmmit (pH npubmmseo 11). Ilio omepamilo peKOMEHIYEThCsS 3IiCHIOBATH Y
MOJIIETUIICHOBUX PYKaBUYKaX Ta 3aXUCHUX OKYJIApaXx.

[Tpu momajaHHi TaHIMKIOBIPY HAa IIKIPY YM CIM30Bi OOOJOHKHM II€ Miclle HEOOXiJHO peTenbHO
MIPOMHTH BOJOIO 3 MIJIOM; 04l HEOOXITHO MPOMHBATH CTEPUIIBHOIO BOJOI0 a00 MPOTOYHOIO, SKIIO
HEMAa€ CTEPUIIBHOI.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6UOU 63aEMOOIil.

dapMaKOKiHETUYHI B3a€MOJIIT

IIpobeneyuo: 3actocyBaHHS NpOOEHEIMIY 3 MEPOPaJbHUM TaHIMKIOBIPOM MPU3BOAMIIO JI0
CTaTUCTHUYHO 3HAYYIIOTO 3HIDKEHHS HHUPKOBOTO KIIPEHCY TaHIUKIOBIPY, IO, y CBOIO YEpry,
NPU3BOJMIO 10 CTaTUCTUYHO 3HAYYIIOTO 3pocTaHHsA ekcro3uilii. IlomiOHi edekTH ouiKyroTbes

TaKOX y pa3l 0JHOYACHOT'O BHYTPIITHHOBEHHOTO 3aCTOCYBAHHS TaHIIMKIIOBIPY Ta MPOOCHEIHITY.
®

Takum 9MHOM, 32 CTAaHOM MAIEHTIB, SIKI MPUHMArOTh podeHenua Ta LlumeBer ™, ciif peTeabHo
CTIOCTEPITaTH MO0 MPOSBIB TOKCHYHOCTI TAaHIIUKIIOBIPY.

Juoanosun: BCTaHOBIICHO, IIO MPHU OJHOYACHOMY 3aCTOCYBaHHI IHMIAHO3MHY Ta TaHIMKIIOBIPY
KOHIICHTpALlii AMJAHO3WHY Yy TUIa3Mi KpPOBI CTIHKO MiABHINYIOTHCA. [Ipu BHYTpPIIITHBOBEHHOMY
3aCTOCYBaHHI TAHIUKIIOBIPY B mo3ax 5—10 mr/kr Ha 100y AUC mumaHo3uHy 301IbIIyeThCs Ha 38—
67 %. KniHiuHO 3HAUymMX 3MiH KOHILEHTpAIliil TaHIMKIOBIpY NpHu mboMmy He Oyino. OmHak 3
ypaxyBaHHSIM ITiIBUIICHHS [1a3MOBUX KOHIIEHTPAIIiH IUaHO3WHY B IPUCYTHOCTI TAHIMKIIOBIPY 3a
CTaHOM XBOPHUX HEOOXITHO PETEIBHO CIIOCTEPIraTH MO0 MPOSBIB TOKCHYHOCTI AUIAHO3UHY (JIUB.
po3nin «OcoOIMBOCTI 3aCTOCYBAHHS).

Tnwi anmupempogipychi 3acobu: 13ohepmerTn muroxpomy P450 He OepyTh ydyacTi y MeTaboi3mi
TaHIOUKIIOBIpY. Sk Hacmigok, (apmakokiHeTHYHI B3aeMofii 3 iHTiOiTOpamMu TMpoTeasu Ta
HEHYKJIEO3UTHUMHU 1HI101TOpaMu 3BOPOTHOI TPAHCKPUIITA3U HE OUYIKYIOThHCS.

dapmakoIMHaMiYHI B3aEMOJIT

Ivinenem/yunacmamun: 'y  XBOPHX, SKI OJHOYACHO OTPUMYBaJIM TaHIUKIOBIp Ta
IMIiTIEeHEM/ITUITACTaTHH, CIIocTepiraymcs cyaomu. Lli 3acobu HeoOXiTHO pU3HAYATH B KOMOIHAIIIT 3

HHMeBeH0M® JUIIe Yy pas3i, KOJIM MOXJHMBI TIEpeBard IMEPEBUINYIOTh PHU3HK (JAMB. PO3ILIT
«OCcoOIMBOCTI 3aCTOCYBAHHS» ).
3u006youn: 3UIOBYIWH Ta TaHIMKIOBIP MOXYTb NPHU3BOJWUTU JI0 HEWTpOIEHIi 1 aHemii.
dapMakoAMHAMIYHA B3a€MOIS MOXK€ BHUHUKHYTH IiJI 4Yac CYNYyTHbOI'O 3aCTOCYBAaHHS IIHMX
JKapchbKUX 3aco0iB. [leski MalieHTH MOXYTh IMOraHO MEPEHOCUTH CYMYTHE JIKyBaHHS MOBHUMHU
JI03aMU ITUX JIIKAPCHKHUX 3ac001B (AuB. po3au1 «OcoOIUBOCTI 3aCTOCYBAaHHS ).
[H1111 MOKTTMBI B3a€MOIT
MosuBe MOCUJIEHHS TOKCHYHOCTI Yy pa3l NMpU3HAYEHHsS] TaHIUKJIOBIPY OAHOYACHO 3 1HIIMMHU
JMKApCHbKUMU 3ac00aMH, sIKI MOXKYTh YHHUTH MIEJOCYNIPECUBHY 10 ab0 MPU3BOAUTH 10
BHHUKHEHHSI HUPKOBOI HEIOCTAaTHOCTI. [0 HUX HaJleXaTh: aHTHOAKTEpiaJibHI 3aco0u (HATIPUKIA]
NariCOH, TMEHTaMiIuH, QuynuTo3uH, amdoTtepuuH B, Tpumeronpum/cynbdamMerokcason);
IMyHOCYyTpecaHTH (IIMKJIOCHOPUH, TakKpoJiMyc, MikodeHoIaTy MO(eTus); aHTHHEOIUIaCTUYHI
3aco0u (HampukiaJ BIHKPUCTUH, BIHOJACTHH, JOKCOPYOIIMH Ta TiAPOKCUCEYOBHUHA); HYKICO3UIN
(30KpeMa 3UJIOBYAWH, CTAaBYIWH Ta IWJAHO3WH), AHAJIOTH HYKICOTHAY (30KpeMa TeHO(OBIp,
agedosip). Tomy 3a3HadeHi JTiKapChKi 3aCO0M CIIiJT MpU3HAYATH OJHOYACHO 3 TAHIIMKJIOBIPOM JIHIIIE
y pasi, KOJM O4iKyBaHa KOPUCTH BiJ JIIKYBaHHS MEPEBUILYE Lel pU3UK (AUB. po3ai «OcobIuBOCTi
3aCTOCYBaHHSI»).

ITH
JlocaiakeHHsl B3a€EMO/I11 MPOBOMIIMCS BUKIIFOUHO 32 YYacTIO I0POCIIHX.
Ocobueocmi 3acmocysanus.
Ilepexpecna niosuwena uwymaugicmo




V 3B’s3KY 3 HOJIOHICTIO XIMIUHOI CTPYKTYpPH FAHLIUKIIOBIPY, allUKJIOBIPY 1 MEHIUKIOBIPY MIX ITUMH
JIKapChbKUMHU 3aco0aMM MOXJIMBI peakiii mepexpecHoi MigBUINEeHOi YyTiIMBOCTi. Tomy y pasi

npusHaueHHs npenapaty Llumesen® marieHTaM 3 BiZOMOKO MiJBHIIEHOK UyTIMBICTIO 10

alMKIIOBIpY ab0 MeHIHKIOBIpY (abo 70 iX HeaKTUBHUX (GOpM (MPOJIKiB) BalraHIMKIOBIpY abo
(baMIMKIIOBIpY BiIMOBIIHO) CIIiJl JOTPUMYBATHCS 00EPEKHOCTI.

Mymazennicms, mepamoz2eHHiCmyb, KAHYEPOLEHHICMb, (hepmuibHiCmb Mma KOHMmpayenyis

Jlo mouaTKy JIiKyBaHHS TaHLIMKJIOBIPOM MALIE€HTIB CIIiJ] MOMEPEIUTH MPO MOMIMUBUN PHU3UK IS
wiofa. Y JOCHKEHHAX Ha TBapHHAX TaHIUKIOBID BUSBISIB MYTareHHy, TEpPaTOTeHHY Ta
KaHIEPOTeHHY 10, a TAKOX MPUTHIYYBaB (PePTHIBHICTh. 3BaXKalOUH HA PE3yJbTaTH KIIHIYHUX Ta
JOKIIIHIYHUX JIOCITIJ[’KCHb, BBAXKAETHCS MIMOBIPHUM, 1110 TAHIIMKJIOBIP MOKE CIIPUYUHSATH TUMYACOBE
a0o mocriiiHe iHri0yBaHHA criepMaToreHes3y (AuB. po3AUTH «3aCTOCYBaHHS Y MEepio]] BariTHOCTI a60
rOyBaHHs rpyar», «[100614HI peakiii).

["aHIUKIIOBIp MOTEHILIHHO YMHUTH TEPATOTEHHY Ta KAHLEPOTCHHY 0 Ta MOXE CIPHYUHATH
BPOJDKEHI BaJl PO3BUTKY 1 370sKiCHI HOBOYTBOpeHHs. Ilif dYac JiKyBaHHS TaHIMKIOBIpOM Ta
npotsirom 30 AHIB micis JiKyBaHHS HEOOXiTHO PEKOMEHIYBAaTH KIHKaM PENpOAYKTUBHOTO BIKY
BUKOPUCTOBYBATH HaJilHI MeTOau KOHTparemnuii. YoIoBikaM peKOMEHIY€ThCsI BUKOPUCTOBYBATH
Oap’epHUl METOJl KOHTpALCMIii Ml 4Yac JIKyBaHHS Ta He MeHme HiK 90 IHIB micis HOro
3aBEpILEHHS, SKIIO TITBKH HE JOBEJCHO, IO XIHKA-MAapTHEP HE Ma€ PHU3UKY 3aBariTHITH (AUB
po3ainu «3acTocyBaHHS Y MIEPioj] BariTHOCTI a00 roxyBaHHS rpyaio» Ta «[1o0idHI peakiiin).
3acTocyBaHHS TaHIMKIOBIpY MOTpeOye HaA3BHUYAiHOI 00Epe)HOCTi, OCOONMBO MOIiTAM Yepes
MOJKITUBICTh BiIJJAJICHOT KAHIIEPOTEHHOCTI Ta TOKCUYHOTO BIUIMBY Ha PEMPOAYKTUBHY (DYHKIIIFO.
Crin peTenbHO PO3MIIAIATH MEPEeBaru JiKyBaHHS y KO)KHOMY OKPEMOMY BUIAJIKY 1 YiTKO 3Ba)aTu
Ha pU3UKU. 3BepTaiTecs 10 KePIBHULITB 11010 JIKyBaHHS.

Mienocynpecis

Lumesen®  crin 3aCTOCOBYBATH 3 OOEPEKHICTIO MAaIllieHTaM 3 HAsBHOIO TI'eMaTOJIOTIYHOIO
IUTOTICHI€I0 a00 TEeMAaTOJIOTIYHOK ITUTOICHIEID B aHAMHE3l, IOB’SA3aHOI0 13 3aCTOCYBaHHSIM
JKapChKUX 3aC00iB, @ TAKOXK TAIIEHTaM, SIKi OJICPKYIOTh PalioTeparlito.

Y XBopuX, fKi OTPUMYBAlM JIKYyBaHHS TaHIMKIOBIPOM, CIOCTEPIralucs BUMAIKUA TSHKKOI
JeKoneHii, HeHTporeHii, aHemii, TPOMOOIMTONCHIi, MAHIWTOINEHII Ta TPUTHIYCHHS QYHKIIT
KICTKOBOTO MO3KY. [umesen® we crix MPU3HAYATH, K0 aOCOTIOTHE YUCIIO HEUTPOPLITIB MEHIIIE
500 kiituH B 1 MK a6o yucno Tpom6ouutiB MeHnie 25000 B 1 MK M piBeHb T'eéMOTTI001HY MEHILEe
8 1/t (muB. po3nimn «Croci6 3actocyBaHHs Ta 103M» Ta «I1o0iuHI peakii»).

VY X0/l TIKyBaHHS pEKOMEHAY€ETHCS MOHITOPYBATH PO3rOPHYTY (hOpMYITy KpOBI, BKIKOYAIOUH YHUCIIO
TpoMOouuTiB. [locuneHuit reMaTosoriyHuii MOHITOPUHT MOXKe OyTH HEOOX1THUM JUIsl MAIIEHTIB 3
MOpYIIEHHSIM (PYHKITIT HUPOK, a TAKOXK JIJIT HOBOHAPOKEHUX Ta HEMOBJIAT (uB. po3aut «[1o6iuni
peaxuii»). [Iporsirom nepmux 14 AHIB 3acTOCYBaHHS PEKOMEHAYETHCS MPOBOAUTU JTOCIIKEHHS
KUTBKOCT1 JIeWKOUUTIB (OakaHO AuQepeHIliioBaHUN MiApaxyHOK) dYepe3 JIeHb;, y TMAalll€HTIB 3
HU3BKUM BHXITHUM piBHeM HeWTpoduniB (< 1000 HeHTpodiaiB/MKII), MNALIEHTIB, y SIKUX
crioctepiraiacs JIeHKOIeHis Mij] yac MonepeaHboi Tepamnii iHIUMU M1€JOTOKCUYHUMU 3acobaMi, a
TaKOX Yy MAIlIEHTIB 3 MOPYUICHHSAMH (YHKIIIT HUPOK 1€ MOHITOPHHT CJIiJl IPOBOAUTH IIOHSI.
[TamienTam, y SKHX pO3BHUBAETHCA TSKKA JICWKOIEHIs, HEUTpomeHis, aHeMisd Ta/abo
TPOMOOIIMTONEHIS,, PEKOMEHIY€EThCS JIIKYBaHHS TeMaTONOETHYHUMHU (pakTOopamMu pocTy Ta/abo
nepepuBaHHs JiKyBaHHs (qUB. po3aun «Croci0 3acTocyBaHHs Ta 103u» Ta «I10014HI peakiii).
Topywenus ¢ynxyiv Hupok

[TamienTn 3 mopymeHHSM (YHKIUIT HUPOK MarOTh MHIJABUILEHUN PHU3UK PO3BUTKY TOKCHUYHOCTI
(oco0nuBO TeMarosioriyHoi TokcuyHocTi). Crifi MpOBOAMTH KOPEKLII0 103U Ipernapary (IuB.
po3ainu «Crocib 3acTocyBaHHs Ta 103W» Ta «DapMaKOKIHETHKA B OCOOJIMBHX TPYIIax XBOPUX).



3acmocysanns 3 iHWUMU JIKAPCOKUMU 3aCOOaAMU

VY XBOpHX, AKi OTPUMYIOTh IMilTIEHEM/IIMJIACTATHH 1 TAHIIUKIIOBIP, OIIMCAHUI PO3BUTOK CY/I0M, TOMY
TaHUUKJIOBIP HE CIiJ MpHU3HAYaTH OJHOYACHO 3 IMINEHEMOM/IIMJIACTATUHOM, SIKIIO JIUIIE
MOTEHIII}HI MepeBaru Tepamii He MEepeBUILYIOTh MOXIUBOIO PU3UKY (IUB. po3ain «Bzaemomis 3
IHIIMMH JTIIKapChKUMU 3ac00aMU Ta 1HII BUIN B3AEMOIN»).

OnHouacHMI MPUIOM FrAHLIMKIIOBIPY Ta JUIAHO3MHY a00 Mpenaparis, AKi YUHATH MIETOCYTIPECUBHY
Y1 He(POTOKCUUHY /1110, CIIIJI PETEIbHO KOHTPOJIIOBATH, OCKUIBKH OJJHOUYACHE 3aCTOCYBAaHHS MOXeE
MPU3BECTH /10 PO3BUTKY aAMTUBHOI TOKCHYHOCTI (IUB. po31ii «B3aeMois 3 HIIUMU JIIKapCHbKUMHU
3aco0aMu Ta 1HII BUW B3aEMOIIN» ).

LlonomidxxcHi pewosuru

Januit nikapcekuit 3aci6 y mosyBanHi 500 mr mictuth 2 mmonb (43 wmr) Hatpito. Lle cruin
BpaxoBYBaTH MaIllEHTaM, K1 KOHTPOJIIOIOTh PIBEHb HATPIIO.

3acmocysanns y nepioo eacimnocmi abo 200y8anus 2py0oio.

DepTUIbHICTD

VY HeBEIMKOMY KIIIHIYHOMY JOCII/DKEHHI 3@ Y4acTIO Malli€eHTIB Micis TpaHCIUIAHTAIll HUPOK, SKi
OTpUMYBaJIU Tpenapar Babiut® (BanranuukioBip) Ans npodinaktuku LIMB-iHdexkii nporsrom
nepiony a0 200 nHiB, Oyn0o NpPOJEMOHCTPOBAHO BIUIMB BAaJTAHLMKJIOBIPY/TAaHIMKIIOBIPY Ha
CriepMaToreHe3 3i 3HIKEHHSIM T'YCTOTH CIIEPMHU Ta PYXJIHMBOCTI CIIEPMAaTO30iiB, 0 BU3HAYAINCS
micuis 3aBepieHHs JTikyBaHHs. Lleit edpext 6yB 000pOTHUM 1 IPUOIM3HO Yepe3 MIICTh MICSIIIB MiCs

NPUIMHEHHS 3aCTOCYBaHHs mpenapary Bambumt® cepennss rycrora cnepmu Ta pyxiIHBicTb
BiJTHOBWJIHCS JIO PIBHIB, IOPIBHSIHHUX 3 TAKHMH, 1[0 CIIOCTEPITAIUCS Y TPYyINax KOHTPOJIIO, SIKi HE
OTPHUMYBAJIU JIIKYBaHHS.

VY nociiKeHHAX Ha TBapUHAX TaHIIUKIOBIp BUKIIMKAB MOPYIIECHHS (PEPTUIIBHOCTI Y CaMIIiB 1 CAMOK
MUIIEH, a TAaKOXK MPUTHIYYBaB CIIEPMATOTEHE3 Ta CIPUUYHHSAB aTpO(i0 S€YOK y MHUMICH, IIypiB 1
co0ak MmpH 3aCTOCYBaHHI y J103aX, sIKi BBOKAIHCS KIIHIYHO 3HAYYIINMHU.

3Ba)KarOUM HA PE3yJIbTATH KIIHIYHUX Ta JOKIIHIYHUX JOCIHIKCHb, BBAXKAETHCS HMOBIPHUM, IO
TaHIUKJIOBIP MOXE CIIPUYMHATH TUMYAacOoBe 200 MOCTiifHE MPUTHIYESHHS CIIEPMATOT€HE3Y Y JIFOJMHA
(muB. po3nin «OcoOIMBOCTI 3aCTOCYBAHHS ).

BaritHicTb

Hemae nanux 3 6e3meKu o0 3aCTOCyBaHHS FAaHIUKIIOBIpY BariTHUM. OJHAK TaHIIUKIIOBIP IIBUAKO
MIPOHHKAE Yepes ITaeHTapHui 0ap’ep. Y T0OCTiKEHHIX Ha TBAPUHAX 3aCTOCYBAHHS FAHIIUKIIOBIPY
Oyyo TOB’si3aHE 3 BUHHUKHEHHSM PEMPOIYyKTHBHOI TOKCHYHOCTI Ta 3 TeparoreHHictio. Tomy
TaHIUKJIOBIP HE CIIiJ] 3aCTOCOBYBAaTH BAariTHUM, OKpIM BHIIQJKiB, KOJU KJIiHIYHA HEOOXiTHICTH
JKyBaHHS )KIHKH MIEPEBUIILYE MOKIMBHHA TEPATOTCHHUN PU3UK IS TUIOJIA.

KonTparenitisi y 40JI0BIKiB Ta KiHOK

XKinkam penpoayKTUBHOTO BIKY CIIiJi PEKOMEHIYBaTH BUKOPUCTOBYBAaTH €()EKTUBHI METOAM
KOHTpAIICIIIi IPOTATOM JIIKYBaHHS Ta MOHAaWMEHIIIe MpoTsroM 30 IHIB MiCHs JTIKYBaHHS, OCKUTbKH
MOJKJINBE BHHHUKHEHHS PETPOIYKTUBHOI TOKCHUYHOCTI Ta TepaTtoreHHocTi. IlamienTamM-4oi0oBikam
HEOOXiTHO PEKOMEHAYBaTH BUKOPUCTOBYBATH Oap’€pHi METOAM KOHTpALEHIl HpOTSArOM Ta
moHaiiMenme 90 THIB micis JTiKyBaHHS TAaHIUKIOBIPOM, SIKIO TiJIBKH HE JIOBEIEHO, IO KiHKa-
napTHEp He Ma€ PU3UKY 3aBariTHUTH.

['oxyBaHHA rpy o

HeBizomo, un nMpoHUKaE TAaHIMKIIOBIP y TPyIHE MOJIOKO Y JIIOJIEH, OJJHAK HE MOXKHA BHKIIOYUTH,
110 TAHIIUKJIOBIP MOKE MPOHHUKATH Yy I'PyIHE MOJIOKO Ta BUKJIMKATH Cepio3HI HeOakaHi peakiii y
muTuHU. JlaHi, OTpUMaHi y XOIi MOCTI/DKeHb Ha TBapWHAX, IMOKa3ylTh, MO TaHIMKIOBIp
eKCKPETYEThCSI B MOJIOKO B Tepiof] JakTamii y mrypiB. ToMy rogyBaHHs TpyIIiO CIIiT IPUIHHATH
Ti]] 9ac JIIKYBaHHS TaHIIUKIOBIPOM.




30amuicms énausamu Ha wUOKICMb pearyii npu Kepy8aHHi asmompaHcnopmom abo iHuuUMu
Mexauizmamu.

3acTocyBaHHs FAHLIUKIIOBIPY MOKE CYTTEBO BIUIMBATH HA KEPyBaHHs aBTOTPAHCIIOPTOM Ta POOOTY
3 IHIIMMU MeXaHi3MamH (auB. po3ain «I1oGiuni peakmii»).

Cnoci6 3acmocysannsa ma 0o3u.

Po3unH, oTpuMaHUil HUISIXOM PO3BENEHHsS CTEPHIBHOTO JioginizaTy Lnmesen®, IIpU3HAYECHUH
TITBKH JUIsI BHYTPIIITHBOBEHHOT O BBEICHHS, IEPEBAYKHO 3 BUKOPHCTAHHSM IJIACTUKOBOI KaHIOM, Ta y
BEHY 3 aJIeKBaTHUM MIOTOKOM KpoBi. He citij 3acTocoByBaTH MmIBUAKI 200 O0JIIOCHI BHYTPIIIHEOBEHHI

i exnii! TokcuyHICTH mpemapary HI/IMeBeH® MOJKE€ 3pOCTaTH BHACIIJOK HaIMIpPHUX PiBHIB Y
a3Mi KpoBi. BHYTpimrHOM’S30Bi Ta MiMMIKIpHI 1H’€KIii mpemapaTy MOXYThb IMPH3BECTH [0

TSKKOTO TIOJIpa3HEHHs TKaHUH Y 3B 53Ky 3 BUCOKUM pH (9-11) po3unny L[I/IMeBeH®.

Jikysannsa LM B-ingexuii.

Jlopocai Ta mi/uliTKU BiKOM BiA 12 poKiB 3 HOpMaIbHOK (DYHKIIIE€I0 HUPOK.

— IHOyKkyitine niky8anHs: 5 MI/KT IUISIXOM BHYTPIIIHBOBEHHOI 1H(Y31T NpOTIromM 1 roguHu KOXHI
12 rogus (10 mr/kr/nody) npotsrom 14-21 aus.

— Iliompumysanvre nikysanHs: XBOPUM, y SIKUX HE BIAHOBHWJIACS IMyHHA CUCTEMA, y 3B’ S3KY 3 UM
30epiraeThCsi pU3KK PEUINBY, MOKHA 3aCTOCYBATH MiATPUMYBAJIbHE JIIKYBaHHS — 5 MI/KI IUIIXOM
BHYTPIIIHBOBEHHOI 1HPY31i IPOTATOM 1 rOJMHH 0JTHOPA30BO HIOJEHHO NMPOTAToM 7 JIHIB a00 6 MI/KT
OJIHOPA30BO IIOJACHHO MPOTATOM 5 JHIB HAa THXAEHb. |pPUBANICTh MIATPUMYBAIBHOIO JIIKYBAaHHS
BHU3HAuae JiiKkap iHAuBIAyanbHO. Ciail BpaXxoBYBaTH JIOKaIbHI KEPIBHUIITBA LI0JI0 JIIKYBaHHS.

— JlikysanHs 3axeoproeanis, sxe npozpecye: Oynb-SKOMY Mall€EHTy 3 nporpecyBaHHsM [[MB-
1H(eKUii AK MiJ] 4ac IpOoBEACHHS MiATPUMYBaJIbHOIO JIKyBaHHS, TaK 1 MICJIA BIIMIHU 3aCTOCYBAaHHS
TaHIMKIJIOBIPY JIKyBaHHS MOYKHA IIOHOBUTH 3a CXEMOIO 1HIYKUIHHOTO JIIKYBaHHS.

JiTH Bi HapOoLKEHHA 10 12 poKiB.

HasBuy Ha choromni iHGOpMaIlito 100 3aCTOCYBaHHS MpernapaTy IITAM BUKIAICHO Yy PO3ALT
«®apMaKoJIOTIyH1 BJIACTUBOCTD», OJHAK XOJHUX PEKOMEHJAIN MI0J0 JO03YBaHHA HE MOKHA
HaJaTH.

Ilonepeoicenna LIMB-ingexuii winaxom npeeenmusnoi mepanii

Jlopocai Ta miUliTKU BIKOM > 12 pokiB 3 HOpMaJabHOIO (PYHKIII€I0 HUPOK.

— InOykyitine nikyéanus.: S MI/KT IUIIXOM BHYTPIIIHBOBEHHOT 1H(]Yy31i mpoTsaroM 1 ronnHu koxHi 12
TOJIMH, TPOTATOM 7—14 mHIB.

— Iliompumyeanvhe nikysanns: S MI/KT HUIIXOM BHYTPIIIHBOBEHHOI 1H(DY31i npotarom 1 roaunu
OJIHOPA30BO MIOJICHHO MPOTATOM 7 JHIB a00 6 MI/KT OJHOPA30BO IIOJACHHO MPOTITOM 5 ITHIB HA
THXACHb. TpUBaNiCTh MNPOQUIAKTUKMA BU3HAYA€ThCS Ha OCHOBI pusuky LIMB-ingexuii; ciin
BpPaxoBYBaTH JIOKaJIbHI KEPIBHUIITBA LI0JI0 JIIKYBaHHS.

JliTH Bi HapODKEHHS Ta BIKOM 10 12 poKiB.

HasiBHi Ha cbOTrO/H1 JaH1 3aCTOCYBaHHSI ITpenapaTy AITSIM OMUCYIOThCA Y po3auti «Dapmakonoriusi
BJIACTHBOCTI1», OJHAK >KOHI pEKOMEH/1allii 010 J03yBaHHs HE MOKYTh OyTH HaJaHi.
IHonepeoxcenna LIMB-ingexuii winaxom ynisepcanvHoi npoghinakmuxu.

Jlopocai Ta niuliTKU BiKOM BiJl 16 poKiB: 5 MI/KI LUISIXOM BHYTPIIIHbOBEHHOI 1H(]Y31i MpoTArom
1 roguHM OJTHOPA30BO MIOJEHHO MPOTAToM 7 AHIB a00 6 MI/KI OAHOPA30BO MIOJEHHO MPOTArOM 5
JHIB Ha THKJeHb. TpuBamicTh Npod11aKTUKK BU3HAYal0Th Ha OCHOBI pu3uky LIMB-indexuii; ciin
BpPaxoBYBaTH JIOKaJIbHI KEPIBHUIITBA LI0JI0 JIIKYBaHHS.

Jitu Bix Hapo/LKEeHHS 10 < 16 poKiB.

HasBuy Ha choromni iHGOpMAaIliio 00 3aCTOCYBaHHS MpernapaTy IITAM BUKIAICHO Yy PO3ALT
«®apMaKoJIOTIyH1 BJIACTUBOCTD», OJHAK XOJHUX PEKOMEHJAIN LI0J0 JO03YBaHHA HE MOKHA
HaJaTH.




PexomeH10BaHy OZJHOPa30BY 1000BY 103y FAHLUKIIOBIPY, SIKY BBOJISATH IIJIIXOM BHYTPILLTHHOBEHHOT
iHQY3il mpoTAroM OJHi€l TOAMHM, PO3PAXOBYIOTh Ha OCHOBI mwiomi noBepxHi Tina (IIIIT),
Bu3HaueHoi 3a ¢opmyioro IIIIT Mocrennepa (Mostellar) Ta kmipency kpearuniny (KnKp),
BuU3HaueHoro 3a ¢Gopmynow IIBapua (Schwartz). ®opmynn po3paxyHKy HaBEJEHO HIXKYE.
TpuBanicTs yHiBepcanbHOT NPODITAKTUKY CIIiJ1 BU3HAYATH 1HIUBIAYaIbHO, 3 ypaXyBaHHAM PU3HUKY
po3Butky LIMB-in¢exkuii.

Hoza nns giteit (mr) = 3 x IIIIT x KnKp (aus. Hikue ¢popmymy IIIIT Moctemiepa ta hopmymy
KnKp IBapua).

Skmo po3paxoBanuii 3a ¢opmynoro IllBapna KiKp mepeBumye 150 mn/xe/1,73 M2

, Tomi
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Gopmyra KnKp Meapna (Ma/x8/1,73M2) 2 st b,
Kpearunia crpopat {Mr/am)

ne k = 0,33 ans namiedTtiB BikoM < 1 poky 3 HH3BKOIO Macoro Tijia micis HapomkeHHs, 0,45 ans
TMalieHTiB BikoM < 2 pokiB, 0,55 juist XJmom4ukiB BikoM Bij 2 10 < 13 pokiB Ta JiBYATOK BIKOM Bif
2 1o 16 pokis ta 0,7 mist XxaomuukiB BikoM Bix 13 1o 16 pokiB. Ilamientam Bikom Big 16 pokiB ciif
3aCTOCOBYBATH JI03YBaHHS, PEKOMEHIOBAHE IS TOPOCIHUX.
HaBeneni BennunHM k rpyHTYIOTBCS Ha BHU3HAUYCHHI KpEaTHHIHY CHUPOBATKH 3a MeTonoM Sdde
(Jaffe) 1 MmoxyTh mOTpeOyBaTH KOPUTYBAHHS Y pa3i BUKOPUCTAHHS ()epMEHTATUBHUX METO/IIB.
PekoMeHayeThCsl peryisipHO MEperisiiaTd CHPOBATKOBI PIBHI KpeaTHHIHY, 3picT 1 Macy Tiia
MarieHTa Ta 3a He0OX1IHOCT1 3MIHIOBATH J03Y.
Hayienmu 3 nopywienuam Qyukyii HupoK
Jlitu (Bix HapopKeHHS 10 16 poKiB) 3 MOPYIICHHSIM (YHKIIIT HUPOK, K1 OTPUMYIOTb PO IIaKTUYHY
7103y TaHIMKIOBIPY, po3paxoBany 3a ¢opmyinoto 3 x IIIIT x KnKp, He motpedyroTh n10AaTKOBOI
KOPEKIIii 103U, OCKLIBKH 1151 1032 BXKE CKOPUTOBaHA 3 ypaXyBaHHSM KIIIPEHCY KPEaTHHIHY.
[TamienTam BikoM Bix 12 pokiB 3 mopyuieHHSM (YHKIII HUPOK, SIKI OTPUMYIOTH MPEBEHTHUBHY
Tepamito Ta JsikyBanHsS L[[MB-indekuii y 1031, po3paxoBaHiii Ha OCHOBI Macu Tijia, 103y
TaHIMKIIOBIPY CJiJ KOPUTYBaTH 3 YpaxyBaHHSM KJIIPEHCY KpeaTHHIHYy, SK MMOKa3aHO y TaOJuIli
HUXKYE.
Kopexkuist 1031 /15 nalieHTiB 3 MOPYyIIeHHAM (QYHKIIIT HUPOK

Kaipenc
KpeaTHHiHy Innykuiiina no3a inTpumyBajibHa 103a
(MJ1/XB)
>70 5 MI/Kr KOXHI 12 roauu 5 Mr/kr Ha 100y
50-69 2,5 MI/KT KOHi 12 ronun 2,5 Mr/kr Ha 100y
25-49 2,5 mr/kr Ha 100y 1,25 mr/kr Ha 100y
10-24 1,25 Mr/kr Ha 100y 0,625 mr/kr Ha 100y
<10 1,25 ‘MF‘/KF 3 pasw/TWKACHb TICHA 01625 MF/KF‘ 3 ‘paBI/I/TI/I)KIIeHL
reMoJiani3y TICJISl TeMOIIATizY

Knipenc kpeatuHiny (MJI/XB) MOKHAa PO3paxOBYBAaTH 32 KPEATHMHIHOM CHPOBATKH KPOBIi 32 TaKOIO
dbopMmyII0I0:
(140 — Bik [pokiB] X Maca Tina [Kr])
Jst wonoBikiB = 72 x 0,011 X kxpeaTuHiH CHPOBATKU KPOBi [ MKMOJIB/TI |
Jlnst sxiHOK = 0,85 X MOKa3HMK /IS YOJIOBIKIB.




OcCKinbKH MaIieHTaM 3 HOPYLIEHHAM (YHKIII HUPOK PEKOMEHIY€ETHCS POBOJUTH KOPEKIIIIO TO3H,
CJIiJ] KOHTPOJIFOBATH PiBHI KPEaTHHIHY CUPOBATKH KPOB1 00 pO3paxyHKOBUI KIIIPEHC KPEaTHHIHY.

Ilayienmu 3 nopywienuam QyHKyii neyinku

Besneka Ta edeKTHBHICTh 3acTOCYBaHHsS mperapary Llumesen® He BHBUAmHCS y MaIieHTIB 3

nopyueHHsaM QyHKIIT nediHku (AuB. po3ai «PapMaKoIOTiyHi BIACTUBOCTI»).
Xeopi 3 mANCKOW J1CUKONEHIE, HeUMPONeHicl, aHeMicl, mMpomMOOYUmoneHiclo ma
nanyumoneniero (0us. po3oin « Ocobaueocmi 3acmocysantsy 10 IOYATKy Teparii).

SIKIIO TpOTATOM JIiKyBaHHS L[I/IMeBeHOM® CTIOCTEPITaeThCSl 3HAUYHE 3HMKECHHS KUIBKOCTI KITITHH
KPOBi, CIi PO3TIISIHYTH MOXJIUBICTH JIIKYBaHHS T'€MaTOMOCTUYHUMHU (AaKTOpaMH pPOCTy Ta/abo
nepepuBaHHs JTiKyBaHHs (quB. «OcoOIMBOCTI 3acTocyBaHHs» Ta «[100iuHI peakii»).

Xeopi nimHuv020 8IKY.

EdextuBHicTh Ta Oe3neka HI/IMeBeHy® B 0Ci0 JIITHROTO BIKy HE BUBYAIHUCh. OCKUIBKH B 0CI0
JITHBOTO BIKY (DYHKIIISI HUPOK HEPIJKO 3HM)KEHA, TAaHLIUKIIOBIp HEOOX1AHO IM MpU3HAYATH 3 ypaxy-
BaHHAM (DyHKLIT HUPOK (AUB. po3ais «DapmMaKoIoriuHi BIaCTUBOCTIY).

JMimu.

Icnye oOmexxeHmii AocBin JiKyBaHHsS JiTed BikoM 10 12 pokiB (nuB. po3nain «OcoOiauBOCTI
3acTocyBaHHs» Ta «PapmakokiHeTHKay). [ToBimomiieHi mo6iuHi peakinii Oy moaiOHUMH 0 THX,

0 crocTepiramucs y qopociux. OHaK 3aCTOCYBaHHS LIHMeBeHy® TITSIM BUMarae Ha/I3BUYaiHO1
00epeXHOCTI y 3B’SI3KYy 3 MOXKJIMBOI TPUBAJIOI KAHIIEPOTCHHOKO €0 Ta PEMPOAYKTHBHOIO

TOKCHYHICTIO. KOpUCTH BiJl JTiKyBaHHS MOBUHHA MIEPEBAXKATH PU3HKHU. Linmeser® e nokasanuit ais
JKyBaHHS BPO/DKEHO1 Ta HeoHaTanbHo1 LIMB-iH}exmii.

Cnoci6 3acmocysanns

VYBara:

laHnukIIoBip il BBOAUTH MLUISIXOM BHYTPIIIHbOBEHHOI 1H(Y3ii mnporarom 1 roauHu Yy
KOHIeHTpallii, o He nepeBuirye 10 mr/mia. He MojkHa BBOJIUTH NUISIXOM IIBUIKOT 200 OOIIOCHOT
BHYTPIIIHLOBEHHOI 1H €KIIli, OCKIIBKU TOKCHUYHICTh TaHIIMKIIOBIPY MOXKE 3POCTAaTUTU 4Yepe3 Horo
HaAJMIpHI piBHI Yy J1a3Mi KpPOBi.

He MokHa BBOAWUTH HUISIXOM BHYTPINIHBOM 30BO1 200 MIALIKIPHOI 1H’€KIIi1, OCKUIBKH 1€ MOXKeE
MIPU3BECTH JI0 TSKKOTO MOApa3HEHHs TKaHUH uepe3 Bucokuid pH (~11) po3unHy raHuuKIOBipy (AUB.
po3ain «I1o6iuHi peakiiin).

He mo’xHa nepeBuIlyBaTH peKOMEHI0BaH1 1031, 4aCTOTy ab0 MIBUIKICTH 1HDY3i.

Lumerer® — ne mioginizar (MopomoK) ws po3unHy uts iHQysii. [Ticas BiIHOBNEHHS Ipermapar
Lumeser® € posumHOM Bif 6e30apBHOrO 70 CBITIO-KOBTOIO KOJHOPY MPAKTHUHO 0€3 BUIMMEX
YACTUHOK.

IHdy3ito cmig nMpoBOAWTH y BEHY 3 BIAMOBIIHUM IMOTOKOM KpOBi, 0akaHO dYepe3 IJIaCTUKOBY
KaHIOJIIO.
Ilpuzomyeanns 6i0H061€H020 KOHYEHMPAMY
[TpurotyBaHHsI KOHLIEHTPATY CJIiJ IPOBOJAUTH B ACENTHYHUX YMOBAX.
1. Crin 3HSTH KOBIAYOK JJIst TOTO, OO MAaTH JIOCTYII JI0 IIEHTPAILHOI YaCTUHH T'YMOBOI IIPOOKH.
10 M1 Boaw 7St iH’ €K11ii HAOUPAIOTH y MITPUI] Ta TOBUIHHO MEPEHOCATH Y (DIIaKOH Yepes IEHTP
rymoBoi npoOku. He M0okHAa BUKOPHCTOBYBATH 0aKTepiocTATHYHY BOAY A iH' €Ki, 1110

MiCTUTH napadeHu (MaparigipokcudeH30aTn), OCKIIbKM BOHM HECYMICHI 3 mpemaparom

HuMeBeH®.

2. ®nakoH Cii M’SIKO CTPYCHTH, 1100 3a0€3MeYnTH MOBHE 3MOYyBaHHS Jliodimizary.
3. ®nakoH ciij M’IKO 00epTATUTH KPYTOBUMH PYXaMH TPOTATOM JEKITBKOX XBHIIUH, IS TOTO
00 OTPUMATH TIOBHICTIO BiIHOBJIICHUI PO3UHUH.



4. Bi,I[HOBJ]eHI/Iﬁ PO3UHNH C.I'Ii)l PETCIIBHO OITIAHYTH IAJId BUABJICHHA MEXaHIYHUX IIOMiIJ_IOK nepen

PO3BEICHHIM CyMicHUM po3umHHuKoM. Kormip BigHOBIeHOr0 po3umny npenapary Linvesen®

Moyke OyTH Bif 6€30apBHOIO 10 CBITIO-)KOBTOTO.
Ilpuzomyeanns Kinueeozo po3eedeno2o po3uuny 0 iHQy3iil.
I3 ¢nakona BigOupaeTbcst MOTPiOHMI 00’€M, pPO3paxoOBaHMU 3a MAacol Tijla XBOPOTo, 1 Jaii

po3Boautbess y 100 wmm  BigmoBimHOro iH(Qy3iHOrO po3uMHHHKA. He pexoMeHIyeThCs

3acTOCOBYBATH {H(Y3iiiHI po34HHH 3 KOHIEHTpamieo Buiie 10 mr/min. 3 mpemnaparom Iumesen®

cyMicHi Taki iH}y3ilHI pozunHu: 0,9 % po3dnH HATPIIO XJIOPHULY; 5 Y% PO3UHH JEKCTPO3H; PO3UNH
Pinrepa Ta po3uun Pinrepa-nakraty. He ciix 3mimryBaTtu HHMeBeH® 3 IHIIMMH TPOAYKTaMH IS
BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHS.

Po3Benenuit po3unH He Cii] BBOAUTH BHYTPIIIHBOBEHHO JIOBIE | TOMWHU, SIK 3a3HAUYCHO B PO3ALT
«Crocib 3acToCyBaHHS Ta J03M».

Po3unn, BiIHOBIEHUH BOAOKO Ui 1H €KIIN MPOJAEMOHCTPYBaB, XIMIUHYy Ta (13MYHY CTAOUIbHICTD
npotsaroM 12 roauH y pasi 30epiranHs npu temmeparypi 25 °C. BinHoBieHM po3uuH HE CHij
30epiratu y XoJ0JuIbHUKY a00 3aMOPOXKYBATH.

3 MiKpoO10JIOT1YHOT TOUKHU 30pY BIIHOBJICHUN PO3UMH CJIiJ BAKOPUCTATH HeraiHo. [Hakie TepMiH
Ta yMOBU 30€epiranHs nepe]] 3aCTOCYBaHHSAM € BIANOBIJAIbHICTIO KOPUCTYBayva.

PozBenenuit pozunH nms iHGyY31H AEMOHCTPYBaB XIMIYHY Ta (i3UYHY CTaOUIbHICTH MPOTAroM 24
roguH npu temneparypi 2—8 °C. I'otoBuil po3unH g 1HGY31H He CIliJ 3aMOpOXyBaTH. 3

MIKpOOIOJIOTIYHOI TOYKM 30py TOTOBHM pO3uuMH I 1H(Y3id mnpenapary HI/IMGBGH® cmin
BUKOPUCTaTU HeraihHo. I[Hakmie TepMiH Ta yMOBU 30epiraHHs Iepel 3acTOCYBaHHSIM €
BIJIMOBIIAJIbHICTIO KOpUCTyBava. [Ipu oMy TepmiH 30epiraHHs HE TIOBUHEH TEpeBUIyBaTH 24
roauHu npu Temmnepatypi 2—8 °C, K10 BIIHOBICHHS 1 pO3BEICHHS Bi10YBaJIOCS B KOHTPOJILOBAHUX
1 BaJIiJOBaHUX aCENTHYHUX YMOBaX.

Bynp-sikuii HEeBHKOpHCTaHHMM Tpenapar ado BIAXOAW CIiJ YTWII3yBaTH 3TiAHO 3 MIIEBUMH
BUMOTaMHU.

Himu

IcHye oOMexeHu OCBiJ JIIKyBaHHS JiTe BikoM a0 12 pokiB (auB. po3aum «DapMakoIoriuHi
BIacTUBOCTI», «llokaszanns», «B3aemomis 3 I1HIIMMH JTIKAPCBKUMHM 3aco0aMU Ta IHIII BHUIH
B3aemMoii», «OcoOIMBOCTI 3acTOoCcyBaHHs», «Crocid 3acTocyBaHHA Ta 103W», «Ilepeno3yBaHHs Y,
«ITo0GiuHi peaxiii»).

Ilepeoo3ysanns.

CumnromMu

[Tpo BUMagKK nepen03yBaHHs TAaHITUKIOBIPOM, JESIKI 31 CMEPTEILHUM HACIIIIKOM, TTOB1IOMJISIIOCS
MiJl Yac MPOBEJAEHHS KJIIHIYHUX JOCIIDKEHb Ta TijJ Yac MiCISIPEECTPAIHOTO 3aCTOCYBaHHS
npenapary. biabmiicTe MoBimoMIICHs HE Oyl TMOB’S3aHI 3 BUHUKHEHHSM OYIb-SKHX MOOIYHUX
peakiiiit abo BKJIFOYAI OJHY a00 OLIbIIe MOOIYHUX PeaKIlii 3 MepeniKy, HaBeACHOMY HUXKYE:

—  2eMamosociyHa  MOKCUYHICMb. MIEJOCYTIPECisa, 30KpeMa IMaHIMUTOICHIS, JICWKOIEHis,
HEUTPOTICHIs, TPAHYJIOUTONIEHIs, ara3is KICTKOBOTO MO3KY;

— 2enamomoKCUYHiCmy: TEIIATHT, TTOPYIIEHHS (QYHKIIT TEYIHKH;

— HUPKOBA MOKCUYHICMb: TIOCWICHHS reMaTypil y XBOPUX 3 HasBHUMH JI0 IIbOTO MOPYLICHHSIMHU
(GyHKIIT HUIPOK, TOCTpa HUPKOBA HEJIOCTATHICTh, ITIIBUIIICHHS PIBHS KPEaTHHIHY;

— WIYHKOBO-KUWKOBA MOKCUYHICMb: aOIOMIHATIBHUHN O111b, Jllapesi, OJIFOBaHHS;

— HellpOMoKCU4HIiCMb: TEHEPaII30BaHUN TPEMOD, CYIOMHU.

JlikyBaHHS



["aHIMKIIOBIp BUBOUTRCS i Yac reMoiiami3zy; TAaKUM YHHOM, JUIsl 3HMKEHHS HOTo PiBHA y IIa3Mi
KpPOB1 MAalli€HTIB, SKUM BBEAECHO HAJUIMIIKOBY KIJIBKICTh NpenapaTy, MOXHa 3acTOCOBYBAaTH
remMoiani3 (IuB. po3ain «DapMaKOKIHETHKAY).
JlonatkoBa iH(OpMallis 111010 OCOOJIMBUX I'PYI MNAIIEHTIB
HupkoBa HeOCTaTHICTb: OUIKYETbCS, IO MEPel03yBaHHS T'AHIIUKIOBIPOM MOXE NPHU3BECTH 0
MiJBUIICHHS HUPKOBOI TOKCUYHOCTI y TMAIli€HTIB 3 HUPKOBOI HEIOCTATHICTIO (IUB. PO3ILI
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

1T
KonkperHa iHopMmariis BiACyTHS.
Ho6iuni peaxuii.
3aranpHuil npodiab 6e3neKu
[TpumiTka: BaJIFaHIMKIIOBIP € HEAKTUBHOIO (POPMOIO (IIPOTIKH) TaHIUKIOBIPY, 1 MOOIYHI peakuii,
NOB’s13aHI 13 3aCTOCYBAaHHSAM BaJIraHIMKIOBIPY, MOXXKHAa OYIKYBaTH Yy pa3l 3aCcTOCyBaHHSA
TaHUUKJIOBIPY. ['aHIMKIIOBIp AJs MEpOpajbHOrO 3acTOCYBaHHS Oinbllle HE BHPOOISETHCS, aie
noOi4HI peakiii, Mpo sIKi MOBIIOMJISUIM MiJ] 4ac HOro 3aCTOCYBaHHS, TAKOXK MOXHA OYIKYBaTH Y
NAII€HTIB, SKI OTPUMYIOTh T'aHIUKIOBIP BHYTPIIIHBOBEHHO. TOMy Mepesnik BKJIIOYa€E MOOivHI
peakiiii, ki crocTepirajJiucs MiJ Yac BHYTPIIIHBOBEHHOro0 ab0 MNEepOpalbHOrO 3aCTOCYBaHHI
TaHLUKJIOBIpY 200 BaJraHLIUKIIOBIPY.
VY mnauieHTiB, SKUX JIKYBaJdM TaHIMKIOBIPOM/BAaJNTaHIUKIOBIPOM, HAaWOUIBII CEepHO3HUMH Ta
YaCTUMH TMOOIYHUMH peakiisiMu Oysn HEHTporeHis, aHeMis Ta TpomOonurToneHis. [Hur noGiuHi
peaxilii HaBeJIeHO HUXKYeE.
Yactota moOIYHUX peakiliii, HaBeAeHa HWXX4Ye, OTpUMaHa 3 00’eqHaHMX AaHux rpynu BLJI-
iH}pikoBaHMX nalieHTiB (n = 1704), ki oTpUMyBaJIu MIATPUMYBAJIbHY TEPaIlil0 TAaHIIMKIOBIPOM a0
BaJITaHIMKIIOBIpOM. BHHATKOM € arpaHyJonMTO3, IPaHyJIOLUTONCHIS Ta aHa(pUIaKTUYHA PeaKLis;
JaHi Mpo iX YacTOTy OTPUMAHO Mij yac MOCTMAapKETHHIOBOTo mnepiony. [1o0i4Hi peakiii HaBe1eHO
BIJIMOBIAHO /10 KiaciB cucteMm opraHiB MedDRA, ix gacToTa BH3HaU€Ha 32 TAKUMH KATETOPISIMU:
ayxe gacto (> 1/10), gacto (> 1/100, < 1/10), Hewacto (> 1/1000, < 1/100), piako (= 1/10 000,
< 1/1000).
3aranpHuil npodinas Oe3MeKy TaHIMKIOBIPY/BANITaHIMKIIOBIPY € 3icTaBHUM y mnomyisiuisx BlJI-
1H(IKOBaHMX MAIIEHTIB 1 MAIIEHTIB, SKi MEPEHECIN TPAHCIUIAHTALIII0 OpraHiB, 32 BUHATKOM TOTO,
10 MPO BiJIIAapyBaHHs CITKIBKU MoBimomisuiocs Tuibku y BlJI-in¢ikoBanux narientiB 3 LIMB-
peruniToM. OnHaK € TMEeBHI BIAMIHHOCTI y 4YacTOTi JEsIKUX peakuid. BHyTpilIHbOBEHHE
3aCTOCYBaHHS T'aHLMKJIOBIPY IMOB’s3aHE 3 MEHIIMM PU3MKOM BUHUKHEHHS Jiapei y MOpiBHAHHI 3
NEepOpaTbHIM 3aCTOCYBAaHHIM BaIraHIMKIIOBIpY. [1po migBHUILIEHHS TeMIepaTypu Tija, KaHAU03H1
iHdekuii, aenpecito, TspKKy HelTponeHito (AKH < 500/mMkn) Ta mkipHi peakuii yacTime
noBiomisitoTh y BlJI-iHdikoBanux maunieHTiB. HUpKOBY Ta MEdiHKOBY IUC(YHKIIIO dYacTilie
CIOCTEpIrajy y Mali€HTiB, SKi NEPEHEeCIN TPAaHCIIAHTALlil0 OpPraHiB.
Ingpexyii ma inea3zii: 1y*e 4yacTo — KaHAMIO3HI 1H(DEKii, 30KpeMa KaHAU03 POTOBOI HOPOKHHUHH,
1H(eKIiT BepXHiX BIUIUIIB pECHipaTOPHOTO TPAKTY; YACTO — CEITICUC, TPHIIL, 3aMajleHHs MiAMLKIPHOT
KIIITKOBUHU (LIETIONIT), 1H(EKIIis] CeYOBUBIIHHUX ILISAXIB.
Topywennsn xkposi ma nimpamuynoi cucmemu: AyXKe 4YaCTO — HEUTPONEHis, aHEMis; 4acTo —
TPOMOOIMTONEHIS, ICHKOIEH s, TaHIIUTOIEH1s; HEYacTO — HEJOCTATHICTh KICTKOBOTO MO3KY; PiJIKO
— arpaHyJIoOLMTO3*, alIacTUYHA aHEeMisl, TPAHYJIOLUTOTIEHIA®.
Ilopywienns imynnoi cucmemu: 4acTo — MiJBUILEHA Yy TIAUBICTh; HEYACTO — aHA(ITAKTUYHI peaKiii*.
Ilopywennsa 06Mminy peuosun, memabonizmy: 1y’e 4acTo — 3HWKEHHS aleTUTy; 4acTO — 3HIKEHHS
MacH Tijia.
Ilcuxiyni poznadu: 4acto — Aenpecis, CIUIyTaHICTh CBIIOMOCTI, TPUBOra; HEYacTo — 30yJKEHHS,
NCUXOTUYHI PO3JIa/u, MOPYILIEHHS MUCIIEHHS, FaJIFOLMHALI].




Ilopywenns 3 60Ky Hep8osoi cucmemu. Ty’ e 4acTo — roJOBHUH O111b, 4acTO — O€3COHHS, IUCTEB31sA
(mopyIeHHsI CMaKOBUX BITUYTTIB), TilleCTe3is, mapecresis, nepudepudHa HelpomaTis, CyI0MH,
3arlaMOPOYEHHS; HEYacTo — TPEMOp.

Ilopywenns 3 60Ky opeamnié 30py: 4acTo — HAOpsSIK POTIBKHM, BIJIIApYBaHHS CITKIBKH, IUIaBaO4i
MOMYTHIHHS CKJIUCTOTO TiJIa, O11b B 0YaX, MOPYIIEHHS 30pY, KOH IOHKTHUBIT.

Ilopywenns 3 60Ky opeanié ciyxy ma 6eCmubyisApHo20 anapamy. 4YacTo — OUlb y ByXaX; HEYacTo
— [IIyXOTa.

Kapoianvui nopywenns: He4acTo — apuTMisl.

CyOunni po3naou: 94acTo — TIMOTEH3Is.

Topywenns 3 60Ky OuxanibHoi cucmemu, opeanie epyoHoi Kiimku ma cepedoCminHs: TyKe 4acTo —
3aJIMIIKA, Kalllelb.

Ilopywennsa 3 60Ky WLIYHKOBO-KUWKOB020 mMpaxkmy: TyXe 4YacTo — Jiapes, HyAoTa, OJIIOBaHHS,
abioMiHaNBHUHN O1Th; 9acTO — a0AOMIHATBHUM O1Tb y BEPXHIii YaCTHHI )KHBOTA, 3aTI0P, METEOPU3M,
nucdarisi, AMCTENCist, BIAUYTTS pO3TATHEHHS KUBOTA, BUPA3KH y POTOBIN MOPOKHUHI, TAHKPEATHUT.
Posnaou cenamobiniapnoi cucmemu: Yacto — MiJBUILNEHHS piBHSA JIy>kHOI (hocdarazu y KpoBi Ta
ACT, nopyeHHst pyHKIIT neyiHKy, migBuieHHs piBHsA AJIT.

3minu 3 60Ky wiKipu i RIOWKIPHOI KIIMKOBUHY: Ty’)Ke 9acTO — AEPMATHUT; 4YacTO — HIYHE MOTIHHS,
CBepOXK, BUCHII, aJIOTIELis; HEYacTO — CYXICTh ILKIpH, KPOIIUB STHKA.

Topywenus 3 60Ky 0NOpHO-pYX080i cucmemu ma cnoIyYHOI MKAHUHU: 4aCTo — OLIh Y M’s13aX, OUTb
y cyrio6ax, Ou1b y CIIMHI, CyJJOMHU Y M’s3aX.

Posnaou 3 60Ky nupok ma ceuo6udinbHoi cucmemu: 4aCTO — 3HIKEHHS HHMPKOBOIO KIIPEHCY
KpeaTuHiHy, MopyleHHs (YHKIII HUPOK, MiABHILEHHS pPIBHSI KpeaTWHIHY B KpOBi; HEYaCTO —
reMatypisi, HUpKOBa HEIOCTaTHICTb.

Posnaou 3 6oxy penpodykmugnoi cucmemu ma MOJIOYHUX 3a103; HEYACTO — YOJIOBIUE Oe3MIiAs.
3acanvui poznaou ma cmawn micys 66edeHHs; AyKe 4acTo — MPOIACHUIS, CI1a0KICTh; 4acTo — Oifb,
03HOO, HE3/yKaHHsI, aCTEHIs, peakilii y Micii iH €KIii; He4acTo — OUIb y TPYIHIHN KITITIII.
*IHdopmartis mpo 4acTOTy BAHUKHEHHS MOOIYHUX peakiiii OTPUMAaHO ITiJT Yac MOCTMAapPKETUHIOBOT'O
3aCTOCYBaHHA, YCl I1HIII KaTeropii 3a 4acTOTOI0 IPYHTYIOThCS Ha JaHHMX, OTPUMAHUX MiA dYac
KJIIHIYHUX JOCIIIKEHbD.

Omnuc okpeMux NOoOIYHUX PeaKIlii

Hetimponenia. PU3UK BUHUKHEHHS HEUTPONEHIl HEMOXIIMBO IMepe0aduTH Ha OCHOBI KUIBKOCTI
HeiTpodiiB nepen aikyBaHHAM. HeliTporneHis 3a3Bu4ail BAHUKAE MPOTATOM Iep1Ioro abo Apyroro
THOKHS 1HIYKIIHHOTO JIIKYBaHHS Ta MiCJs 3aCTOCYBAaHHA KyMYJISTUBHOT 1031 < 200 mr/kr. KijIbKiCT
KIIITHH 3a3BUYail HOPMaJIi3y€eThCs MPOTATOM 2—5 JHIB MICIIs MPUIMHEHHS 3aCTOCYBaHHs IIpenapary
a00 3HMXKEHHSI 103U (IUB. po3ain «OcOoOIMBOCTI 3aCTOCYBAHHS ).

Taocka Hetimponenia. Ilpo TsDKKy HeWTponeHiro dvactimie nosiomisuin y BlI-iHdikoBanux
natienTiB (14 %), sKi OTpUMYyBaJIM TiATPUMYBAJIbHY TEPaIlil0 BaJITaHIIMKIOBIPOM, FAaHIIUKIOBIPOM
nepopantbHO a00 BHYTPIIHbOBEHHO (n = 1704), HiX y Nali€HTIB Micisl TpaHCIUIAHTaLlli OpraHiB, K1
OTPUMYBAJIU BaJITAHIIUKIOBIP 00 FaHIMKIIOBIP JUIs HEPOPAIBHOTO 3aCTOCYBAaHHS. Y MaLlI€HTIB, SIK1
OTPUMYBAJIU BAJITaHIIUKIOBIp a00 FAHIMKIIOBIP IS IEPOPATILHOTO 3acTocyBaHHs A0 1Hs 100 micis
TpaHCIUIAHTAIli1, YaCTOTa TSHKKOT HeliTponeHii cranoBuia 5 % 13 % BiAMOBIAHO, TOII SIK Y TAI[IEHTIB,
SK1 OTPUMYBAJIM BaNraHIMKIOBIp 70 AH 200 micis TpaHCIUTaHTAllil, YacToTa TSXKKOI HEWTpomneHii
cra"oBuna 10 %.

Tpomboyumonernis. TlaieHTH 3 HU3BKOIO BUXITHOIO KiMbKicTIO TpomOoruTiB (< 100 000/mkm)
MaloTh MiJBUILEHUH PU3UK PO3BUTKY TpoMmOouuTomneHii. [1arienTu 3 STpOreHHOI0 IMyHOCYTIPECi€l0
BHACJIIJIOK JIIKYBaHHS IMYHOCYIIPECUBHUMH JIKapChbKUMHU 3ac00aMU MalOTh OUIBLIMHA pHU3HK
BUHUKHEHHS TpoMOouurtoneHii, HiK mnamientn 31 CHIJJom (muB. posmin «OcoOauBocTi




3aCTOCYBaHHA»). TsDKKa TPOMOOIIMTONCHISI MOXKe OYTH MOB’s13aHa 3 OTEHIIHHO 3arpO3IUBOIO JUIS
KHUTTS KPOBOTEUEIO.

Cyoomu. Y malli€HTIB, SKI OAHOYACHO TMpHHMaIM IMINEHEeM-IMIACTaTHH Ta TaHIMKIIOBIP,
criocrepiraiucs cyaomu (AuB. po3ain «OcoOnMMBOCTI 3acTOCYBaHHS» Ta «B3aemomis 3 iHIIUMU
JKapChbKUMU 3aC00aMHM Ta 1HII BUJIU B3AEMOIIN»).

Biowapyesannus cimkiexu. I1po 110 TOOIUHY peakilito MOBIIOMIISIIOCS TUIBKH IiJ] Yac JOCHIHKEHb 3a

® s nikyBanHus [[IMB-

yuacTio BIJI-iH}ikoBaHUX MaIli€HTIB, sIKi OTpuMyBasu npenapat L{lumesen
PETHHITY.
Peaxuyii'y micyi in’exyii. Y ali€eHTiB, IKUM 3aCTOCOBYIOTh TaHIIMKIIOBIp, YaCTO BUHUKAIOTh PEaKIil

y micri i1’ exuii. [lnveBer® cirix 3acTOCOBYBATH 3riHO 3 peKOMEH/IALISIMHY, BUKIIAICHAMH y O3

«Croci6 3acToCyBaHHS Ta JO3W», 3 METOO 3HIKCHHS PU3HUKY MICIIEBOTO TOAPA3HEHHS TKaHUH.

iTH
Odiniitai qociikeHHs O€3MeKH 3aCTOCYBaHHS TaHIMKIOBIpY IiTAM BikoM < 12 pokiB He
MIPOBOJIMIINCS, OJHAK HAa OCHOBI JIOCBiJy 3aCTOCYBaHHS BaJTaHIIMKIOBIPY, HEAKTHBHOI (OpMH
(IpoJIiKiB) TAaHIMKIIOBIPY, 3araibHUi Mpo@ias Oe3NMeKru aKTHBHOI GOPMH y IITEH Ta ITOPOCIHX
narieHTiB noAiOHuil. HeliTporeHiss BUHUKAE YacTilne y JiTel, aje KOpesiii MK BUHUKHEHHS
HelTporeHii Ta iHQEKIiAMH y IiTell Hemae. BimbIl BHUCOKHMI PU3WK PO3BUTKY LUTOIEHIN Y
HOBOHAPOJKEHUX Ta HEMOBJIIST TOTPEOY€ PETEIHHOTO KOHTPOJIIO YUCIIA KIITHH KPOBI B IIMX BIKOBUX
rpymax.
IcHytoTh JMIIE OOMEXeH1 JaHi MIOAO0 3aCTOCYBaHHS BaJTAaHIUKIOBIPDY a00 TaHIUKIIOBIpY
HOBOHapokeHHM abo HemorisaTam 3 BIJI/CHIJlom abo cummromaTudHOIO BpokeHOO [[MB-
iHpekmiero, omHak mpo¢ins  Oe3meku  BiAMOBiZae  BimoMoMmy — mpodimo  Oesneku
BaJITAHIIUKIIOBIPY/TaHITUKIIOBIPY.
Tepmin npuoamnocmi.
3 poxu.
YmoBu 30epiranns.
30epiraT y HEAOCTYITHOMY JuIs AiTel micui. 30epiratu npu temmeparypi e Bute 30 °C.
Hecymicnicmo.
["aHIUKIIOBIp HE MOKHA 3MIITYBAaTH 3 IHIIUMH TpenapaTaMi, 10 BBOAATHCS BHYTPIIIHBOBEHHO.
["aHIMKITOBIp BHUIIAAA€ B OCa/ y PO3YMHAX, SAKi MICTATH MapadOeH.
YnakoBka.
ITo 500 mr miodinmizaty y 6e30apBHOMY ckissHOMY (haakoHi MicTkicTio 10 Mt ITo 1 ¢makony y
KapTOHHIM KOpOOII.
Kareropis Bignycky.
3a peuenTtom.
Bupoouuk.
YETITAD®APM Apunaiimitrens ['MOX
Micue3HaxoakeHHs] BUPOOHUKA Ta agpeca Miclsi MPOBAzKeHHs AiAJIbHOCTI.
Lirensxod 23-24, 'paiipcansa, MeknenOypr-Ooprnommeps, 17489, Himeuunna



