IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

[IAMEBEH"®

(CYMEVENE®)

CKn1ao0:
ditoya pe4os8uHA: TaHIIUKIIOBIp;

1 dbnakon micTuTh raHuukIoBipy 500 Mr (y BUTISAAI TaHUKUKIIOBIpY HaTpieBol coni 543 mr).

JIikapcbka ¢opma. JliodinizaT ansa po3yuny gig iHysii.

OcHosHi (isuko-ximiuni 81acmusocmi: miodiniszaT (TBepaa peyoBuHa) Bif 6inoro go mMaiixke
6imoro KomLopy.

dapmakoTepaneBTHYHA rpymna. [IpoTuBipycHi 3aco0u [ CUCTEMHOT'0 3aCTOCYBaHHSI.
Hykneo3unu Ta HYKJIEOTUAM, 3@ BUHSTKOM iHTi0iTOPIB 3BOPOTHOI TpaHCKpUNTa3u. [aHIUKIIOBIP.

Kopm ATX JO5A B06.

Papmakono2iuHi e1acmueocmi.

d®apmakoOuHamika.

Mexani3M fii

['aHIUKIIOBIp - CHHTETAUYHUU HYKJIEO3UTHUMN aHAJIOT 2’-0e30KCUTYaHO3UHY, 110 IIPUTHIYYE
periKaIiiio BipyciB repmecy sk in vitro, Tak i in vivo. [1o TaHIIUKIIOBipY YyTNHBI TaKi BipyCHu TIOIUHH,
K muToMeranoBipyc (LIMB), Bipycu mpocToro repmecy tumi 1 i 2 (HSV-1 i HSV-2), Bipyc repmecy
mogunu tumny 6, 7 i 8 (HHV-6, HHV-7, HHV-8), Bipyc Enmreiina-Bapp (BEB), Bipyc BiTpsiHOI Bicmiu
(Varicella zoster), Bipyc renatuty B. Kniniuni gocmimkeHHs 00MexXKyBanucs OLiHKOI0 e(eKTUBHOCTI
TIIpernaparTy y XBOpux Ha [IUTOMEraoBipyCHY iHQEKIIiIO.

B indikoBanux [IMB KniTHHaX TaHIIUKIOBIP CIO4YaTKy (POCHOPHUITIOETLCS BipyCHOIO
npoTeiHKiHa3010 UL97 mo raHUuKIOBipy MoHOMochaTy. HactymHe dhochopumoBaHHsS
3MOIMCHIOETHCS 3a JOMOMOT00 KiJIbKOX KJIITUHHUX KiHa3 3 YTBOPEHHSAM IraHLIMKIIOBIpY
Tpudocdary, IKUM Hafall Miaaiarae moBinbHOMY BHYTPIITHBOKTITHHHOMY MeTabo0mi3My.
[Toka3zaHo, 1110 11eyt MeTabo0mi3M BigOyBa€eTLCS y KIIiTUHAX, iHGIKOBAaHUX IUTOMETaI0BipycoM



JIFOOWHY 1 BipyCOM IIPOCTOr0 TEPIIECY, IIPU I[bOMY MIiCJIs 3HUKHEHHS TaHLIUKIIOBIPY 3
II03aKJIiTUHHOI PiTWHY Tepiof BHYTPIIIHbOKIITUHHOTO HalliBBUBENEHHS IIpPerapary
CTaHOBUTS BifAnmoBigHO 18 Ta 6-24 rogunu. OcKinbKu GochopunoBaHHs raHIUKIIOBIPY
Oinp11I0I0 MipOIO 3aJIeXKHUTH Bif [Iii BipyCHOI KiHa3u, BOHO Bif0OyBa€ThCS IMEPEBAXKHO B
iH(piKOBaHUX KITiITUHAX.

BipycocTaTu4Ha fisi raHIIMKIIOBIpY 00yMOBIeHa IPUTHIYEHHSIM CUHTE3Y BipycHoi [THK
migxoM: (1) KOHKypeHTHOro iHriOyBaHHS BOYOBYBaHHS [e30KCUTYaHO3UHY Tpudochary y
IOHK nig miero JHK-nonimMepasy; (2) BKIoYeHHSIM TpudocdhaTy raHIUKIOBIPY Y BipyCHY
IOHK, 1m0 npru3BOOUTh 00 IPUMIMHEHHS MOOoBXKeHHS BipycHol [JHK uu nyxke 06MexkeHOro
IIO[OBXKEHHS.

[IpoTUBipyCHA aKTUBHICTD

[TpoTuBipycHa akTUBHICTD I1C;, rTaHIIMKIIOBIPY BIiJHOCHO IIMTOMETranoBipyCy, BU3Ha4YeHa in
vitro, 3HaxoguThc y miamal3oHi Big 0,08 MkM (0,02 Mkr/mn) mo 14 MM (3,5 MKr/™m).

KniniuHa eeKTUBHICTEL Ta 6e3meka

BipycHa pesucmeHmHicmeo.

MoOXNUBICTh PO3BUTKY BipyCHOI pE3UCTEHTHOCTI CIIifl pO3T/IslaTy! y MalliEHTiB, AKi TOBTOPHO
IEMOHCTPYIOTh ITOTaHy KIiHiYHY BiAnoBinb a0o y ssKux 306epiraeThCcs CTiiKe BUOiNEHHS
BipyciB mpoTsaroM teparmil. CTiKiCTh HIUTOMETaJioBipyCy A0 TaHIIUKIIOBIPY MOXKE
PO3BUHYTHUCS IiCIIST TPUBAJIOTO JIiKyBaHHS a00 Mpo@ilaKTUKM TaHIMKIIOBIpOM IIpH
BUOIpKOBi# MyTallii reHa BipycHol kKiHa3u (UL97), mo BinmoBigae 3a MoHO(DOCHOPUTIOBAHHS
TaHIMKIIOBIpY, Ta/ab0 MeHII YacTo - reHa BipycHoi nonimepa3u (UL54). Bipycu, sKi MicTATh MyTaltii y
redi UL97, pe3ucTeHTHI nullle [0 raHLIUKIIOBIPY, TOAL K Bipycu 3 MyTalieo B UL54 pe3ucTeHTHi 10
TaHIMKIIOBIPY, ONHAK MOXYTh JeMOHCTPYBATH IIepPeXPEeCHy CTIUKICTh [0 iHIIUX NPOTUBIPYCHUX
3aco0iB, [Iig SKUX HalpaBlieHa Ha BipyCHY IoJliMepasy.

iTH

Y npocnekTuBHOMY HOCTiAKeHH] 36 MalieHTiB TUTAYOro BiKy (Bif 6 MicsauiB 7o 16 POKIB) 3 TIXKKUM
imyHopedinuToM (xBopi Ha BIJI i [IMB-in(eKI1iio) oTpruMyBaau raHIUKIOBIP BHYTPIIIHEOBEHHO Y [03i
5 Mr/Kr Ha go0y IpOTSATroM 2 [HIB, MiCJIs YOT0 IPUMMay TaHIUMKIIOBIp IIepopalbHO B CEPETHBEOMY
npoTsaroM 32 TUXKHIB. [aHIUKIOBIP O0YB e(eKTUBHUM, IIPH IIbOMY IPOGiTb TOKCUYHOCTI OYB MOmiOHUM
TaKOMYy y JOpociux. 3HUKeHHS BusBieHHSI [IMB MeTogoMm mociBy abo momiMepasHol TaHII0r0BOl
peaxkiiil 6yJ1o 1MoB’si3aHe i3 3aCTOCyBaHHSAM raHUMKIOBIpYy. HeliTpomeHis Gyia equHOI0 TSIXKKOIO
m0OiYHOI0 peakllielo Ha mpemapar, sSiKa CIIocTepiraaacs Iif 9ac MOCIiIXKeHHS; i Xo4a XKoJHa TUTHHA
He noTpebyBaa MPUIIMHEHHS NTiKyBaHHS, 4 3 HUX Oy10 HeoOXifHe NMiKyBaHHS IPaHyIOLATaPHUM
KOJIOHiecTuMYyIoBanbHUM (akTopoM (G-CSF) mns 36epekeHHs aOCOTIOTHOTO YKClla HEUTPOdiniB Ha
piBHi > 400 KmiTHH/MM’,

Y petpocnekTuBHOMY HochipxkenHi 122 mitew (Bikowm Bif 16 mHiB 1o 18 pokiB, cepenHiu BiK - 2,5
POKY), SIKi IepeHeC/Iy TPaHCIJIaHTallil0 IeYiHKY, OTPUMYBaJid He MeHIle 14 OHiB raHIUKIIOBIP ¥ 0031
5 MI/KT BHYTPIITHROBEHHO [IBidi Ha 00y, MiC/Is YOr0 MPOBOAUBCS IPEBEeHTUBHUM MOHITOPUHT LIMB 3a
IOIIOMOT 010 TOJIiMepa3Hol TaHIorosol peakil (I[1JIP). Y 43 marieHTiB pu3uk po3Butky LIMB
BBaXKaBCsI BUCOKUM, a y 79 - 3BuuaiinuM. beacumnTomua LIMB-indexis 6yna BusSBIEeHa 3a
nonomoroo I1JIP y 34,4 % marii€eHTiB i yacTilie crocTepirangacs y TUX, XTO MaB BUCOKUY PU3MK, HiX Y



PEeLUITENTIB 3i 3Bu4aiHuM pu3ukoMm (58,1 % mopiBasgHo 3 21,8 %, p = 0,0001). ¥V 12 naienTis (9,8
%) BuHUKIa [IMB-indekuis (y 8 3 rpynu BUCOKOTO PU3UKY ITOPIBHSIHO 3 4 3 IPyNH 3BUUYaUHOIO0
pusuky, p = 0,03). ¥ 3 nauieHTiB cnocTepiranocs rocTpe BiATOPTHEHHS NPOTATOM 6 MiCSILIB Micis
BusgBieHHs LIMB, ane y 13 nauientis IIMB-indekiiil nepegyBano BigToprHeHHs. Bunaakis cMepTi,
cnpuunHeHoi LIMB-indexkiiieto, He 6yno. 3aranom 38,5 % malieHTiB He OTPUMYBaIH IPOTUBIPYCHi
IpenaparTy IMic/is MPOBedeHHS II0YaTKOBO] IiCIsg0nepaliiHol IpodiTakKTUKHY.

Y peTpocneKkTUBHOMY aHani3i 6e3neKy Ta epeKTUBHICTh FaHLIUKIIOBIPY IOPiBHIOBAIY 3 BigTIOBiqHUMMU
XapaKTepHUCTUKaMM BalraHUKKIIOBIPY v 92 miTew (BikoM Bif 7 MmicsuiB go 18 pokiB, cepefHiii Bik - 9
POKiB), SIKi TepeHec/Iu TPaHCIJIAHTAIlil0 HUPOK Ta/a0o mediHKu. YCi AiTH oTpuMyBasy raHIUKIIOBIP 110
5 MI/KT BHYTPIIIHbOBEHHO [IBidi Ha 00y IPOTIroM 2 THXKHIB Iicisa TpaHCIIaHTalil. [JiTH, SKuX
nikyBanu 0o 2004 poky, OTpuMyBa/Ii TaHIUKIIOBIp nepopasnbHo Bifg 30 Mr/Kr/no3y o 1 r/go3y Tpudi
Ha o6y (n = 41), Togi K miTH, AKuX nikyBanu micisg 2004 poKy, OTPUMYBAJIU BaJITaHIMKIIOBIpP y 003i
mo 900 Mr omuH pa3 Ha goOy (n = 51). 3aransHa yacTota LIMB cranoBumna 16 % (15 3 92 marrieHTis).
Yac mo BunukHeHHs [IMB-iHbexkIril 6yB IOpiBHIHHUM B 000X T'pyIIax.

Y pangoMizoBaHOMY KOHTPOJIbOBaHOMY fociifxeHHi 100 HoBoHapoaXKeHuX (BikoM < 1 micag) i3
CHMIITOMaTHU4YHOIO BpoakeHo10 LIMB-indekuieo 3 ypaxernHsaM [THC npoTarom 6 TUKHIB OTpUMYBau
TaHIMKJIIOBIp 6 MI/KT BHYTPIITHROBEHHO KOXKHi 12 roguH abo He oTpuMyBasu jgikyBaHHs. 3i 100
MAI€HTIB, BKJIIOYEHNX Y JOCTiAXKeHHs, 42 BiANIOBiAany yciM KpUTEPIIM OOCHIIXKEHHS Ta Majld
pe3ynbTaTy aydioMeTPUYHOIr0 00CTeKeHH i Ha BUXiTHOMY PiBHi, i Yyepe3 6 Mics1iB IOJaIbIIOTO0
CIIOCTepeXeHHs. 3 HUX 25 OTPUMYBa/IU TQHUUKIIOBID i 17 He oTpuMyBanu jikyBaHHd. Y 21 i3 25
Malll€HTIB, SKi OTPUMYyBa/IX raHLUKIIOBID, CIIyX MOPiBHSAHO 3 I0YATKOBUM PiBHEM [0 6 MICSLIB
IIOKpaIIXBCs ab0 3aIUIIMBCSA Ha HOpMabHOMY PiBHi mopiBHSAHO 3 10 3 17 nalieHTiB 3 KOHTPOJIBHOI
rpynu (84 % Tta 59 % BigmosigHo, p 0,06). ¥ )KOOHOTO i3 [TALIIEHTIB, SIKi OTPUMYBaIu
TaHLMKIIOBIP, CIIyX MOPIBHSAHO 3 OYATKOBUM PiBHEM [0 6 MICSAIIB He IOTIPIIXBCSA IOPIBHIHO
i3 7 mauierTaMu y KOHTpOobHiM rpymi (p < 0,01). Yepes pik y 5 3 24 naljieHTiB, gKi
OTPUMYBaJX raHIUKIOBIP, i y 13 3 19 nalieHTiB 3 KOHTPOJIbHOI IPYIIH CIIYX IOPiBHSHO 3
I0YaTKOBUM piBHeM noripmuBcs (p < 0,01). V xoxi mocnigxerHs y 29 3 46 mallieHTiB, AKi
OTPUMYBaJIi TaHLUKIIOBIP, CIIOCTEpiragacs HEUTPOIIEHisA y MOPiBHAHO 3 9 3 43 malieHTiB 3
KOHTpoJbHOI rpynu (p < 0,1). ITig yac mocnigxeHHs 0yno 9 BumagkiB cMepTi, 3 - y rpymi
3aCTOCYyBaHHS TaHUMKIIOBIPY i 6 - Y KOHTPOIbHIM rpymi. 2KogHa cMepTh He Oyna IOB'si3aHa 3
OOCIIIIXKyBaHUM IIPerapaToM.

Y panpoMizoBaHOMY KOHTpOnIboBaHOMY mociigzxkeHHi I1I ¢pa3u 100 HoBOHapoaKeHUX (BiKoM Bif 3 [0
33 mHiB, cepenHil BiK - 12 OHIB) 3 TAKKO0I0 CUMITOMaTHYHOIO BpogkeHoio [IMB-indekmieo 3
ypaxeHHsAM [THC oTpuMyBaiu raHIMKIIOBIp 10 6 MI/KT BHYTPIIIHEOBEHHO [IBi4l Ha JeHb IIPOTATOM 6
TUXKHIB (n = 48) a60 He OTPUMYyBaJIX IPOTUBIPYCHe JIiKyBaHHS (n = 52). Y HEMOBJAT, SIKi OTPUMYyBaIu
TaHIUKIIOBIP, Ha 6 i 12 MicSALSX MOKpAIIUINCI Pe3yabTaTd PO3BUTKY HEPBOBOI CUCTEMU Yy MOPiBHSAHHI
3 TUMU, XTO He OTPUMYBaB IIPOTUBIPYCHE JIiIKyBaHHs. X04a Ial[ileHTH, IKi OTpPUMYyBa/Iu IaHLUUKIIOBID,
MaJli MEeHIIy 3aTPHUMKY i Oibille HOpMaIbHUX HEBPOJIOTIYHUX ITOKA3HUKIB, OINBIIICTL 3 HUX BCE XK
BificTaBa/IM Bifl MOKA3HUKIB HOPMAJILHOTO PO3BUTKY ¥ Billi 6 TMKHIB, 6 Mica1iB abo 12 micais. ¥
ITbOMY [IOCTIiIKeHHi 6e3MeKy He OI[iHIOBAJIU.

Y peTpocneKTUBHOMY OOCIigKEeHHI BUBYa/IM BIUINB IPOTUBIPYCHOI Tepallil Ha BiICTpOYeHy
TYTOBYXiCTh ¥ HEMOBJIAT i3 BpogxkeHoto LIMB-indexkmieto (y Biui 4-34 micsii, cepenHiu Bik 10,3 = 7,8
Micsls, MefiaHa BiKy - 8 MicsliB). Y AOCTifXKeHH] 3a y4acTio 21 HeMOBIATH 3 HOPMaJIbHUM CIIyXOM
IIiJ] YaC HapO[XKEeHH V BCiX yYaCHUKIB PO3BUBasiacs BiTepMiHOBaHa TYyroByxicTb. IIpoTuBipycHe
JIIKyBaHHSA CKJIalajiocsd 3:

- BHYTPILIHbOBEHHOI'0 3aCTOCYBaHHSA IAHIUKIIOBIPY Y H031 O MI/KT IOJHS IIPOTATOM 6 THUXHIB 3



IOfla/IbIINM [IepOpaJbHUM 3aCTOCYBaHHSAM BaJITAHIMKIIOBIPY ¥ 0031 17 Mr/Kr gBidi Ha o0y IPOTATOM
6 THXKHIB, a MOTIM OMH pa3 Ha J00y [0 mocATHEeHHS BiKy 1 pik abo

- IepOpaIbHOT0 3aCTOCYBaHHS BaJraHUKKIIOBIPY ¥ mo3i 17 Mr/Kr ABidi Ha f00y mpoTsArom 12 TUXKHIB,
a MoTiM OfiMH pa3 Ha #o0y IPOTATroM 9 MiCSIIiB.

Y xkogHol muTHHY He 0y710 HeoOXigHOCTI Y BCTAHOBIEHHI KOXJIeapHOT0 iMIIJITaHTaTa, a CIyx
nokpamuscs y 83 % BUMAOKiB TYyTOBYXOCTi, HasiBHOI Ha BUXiHOMY pPiBHi. HeliTpomneHnist Oyna eguHuM
no6iuHuM edeKTOM, PO AKUU MOBIJOMIISIHN, i ¥ JKOIHOTO MalieHTa He 0y10 HeoOXimHOCTI ¥
[IPUIIMHEHH] JIIKyBaHHA.

dapmMaxkoKiHemuxka.

CuctemHna ekcno3sutisa (AUC, ), 1110 ciocTepiranacs y JOPOCUX MallieHTiB 3 TepecagkKeHo0l0
IIeYiHKOI0, IiCJIg OOHOPA30BOl BHYTPIIHEOBEHHO! iH(Y3il raHIMKIIOBIpY y J03i 5 MI/KT npoTsaroMm 1
TOIMHY CTaHOBHUIA ¥ cepemHboMy 50,6 MKT X rom/mi (CV% 40). V nauieHTiB 1iel momynsirii
MakKCuMaJibHa KOHLeHTpauis y mna3mi (C,,,) cTaHoBUa y cepegHboMy 12,2 Mkr/mi (CV% 24).

Posnmopin

O0’eM pO3MOAiNy TraHIUKIIOBIPY IiC/Isl BHYTPIIIHLOBEHHOTO BBEIEHHS KOPEJIIOE 3 Macoio Tila.
PiBHOBaxHUM 00’€M po3nominy 3HaxoauTthesa B Mexkax 0,54-0,87 n/kr. 3B'130K 3 OinkaMu II1a3Mu
KpPOBi cTaHOBUB 1-2 % mpu KoHIeHTparlil rannukiosipy 0,5 Ta 51 Mkr/mi. [aHIMKIIOBIP IPOHUKAE Y
CIIMHHOMO3KOBY PifUHY, e MOXKe HmocsiraTi KOHIeHTpallil 24-67 % Bif m1a3mMoBOl.

bioTpaHcdhopmarris

FaHIUKIIOBIP 3HAYHOIO MipOi0 He MeTab0i3yeThCA.

BupeneHHsa

aHIMKITOBIP BUBOOUTHCS ITePEeBaXKHO LISIXOM HUPKOBOI eKCKpellii yepe3 Ki1y604KoBY (inbTpariio Ta
aKTHBHY KaHaJlblIeBY CEKpeLil0 Y He3MiHEHOMY BUTJISIML. Y XBOPUX i3 HOPMAJIbHOIO (DYHKIIIEI0 HUPOK
6inbine Hik 90 % BHYTPIITHROBEHHO BBEHEHOI 103U TaHIIUKIIOBIPY BUOINISETHCS B CeUy B HE3MiHEHOMY
BUTTIAMI poTsiroM 24 ropuH. CepenHill cucteMHuM KinipeHc nepebyBae y miana3oHi Big 2,64 + 0,38
MIT/xB/KT (Nn=15) mo 4,52 = 2,79 mn/xB/Kr (N=6), a HUPKOBUH KIIipeHC - Bix 2,57 = 0,69 mi/XB/KT
(n=15) go 3,48 = 0,68 mn/xB/Kr (n=20), o Binmosigae 90-101 % BBegEHOr0 rAHIMKIOBIpY.
[Tepion HaniBBUBEeOeHHS B 0Ci0 663 HUPKOBOI HEJOCTATHOCTI KOMMBAETHLCA Bif 2,73 + 1,29 (n=6) mo
3,98 + 1,78 (n=8) romuH.

JIiHIWHICTE/HETiHIAHICTD

aHIMKIOBIP, BBeIeHN BHYTPIIIHROBEHHO, HEMOHCTPYE NTiHINHY (hapMaKOKiHETHKY B Iiama3oHi 703
1,6-5,0 Mr/KT.

[TallieHTH 3 HUPKOBOIO HEOOCTATHICTIO

3araibHUY KJIipeHC TaHIUKIIOBIPY JiHIMHO KOPEJIoE 3 KIIiPeHCOM KpeaTHHiHy. Y Talli€eHTiB 3
NOpYIIeHHAM (YHKIIil HUPOK JIETKOT0, CEPETHBOTO i TSXKKOT0 CTYIIEHS CIIOCTePiraBcs cepenHin
cucteMHu# Kiipenc 2,1, 11 0,3 mn/xB/kr. V mauieHTiB 3 mopyieHHaM QyHKIIT HUPOK 30inbleHui
nepiof HaliBBUBE[EHHS. Y MAIli€HTIB i3 TOPyIMeHHAM QYHKIIIl HUPOK TIKKOTO CTYNEeHs Iepion
HaliBBUBeHeHHs 30inbiryBaBcs qo 10-Tu pasiB (iHdopmalito 040 Kopekii 4o3u, HeoOXimHOol st



NallieHTIB 3 MOPYLUIEHHSAM (YHKINI HUPOK, AUB. y po3Aini «Crocib 3acToCyBaHHS Ta [03W»).

[IarieHTH Ha reMomiamisi

Femopiani3 TpuBaicTO 4 TOOUHYU 3HUXKYE KOHIIEHTPALI0 FaHIUKIIOBIPY y I1a3Mi KPOBi micis
BHYTPIIIHEOBEHHOT'O Ta MIEPOPAIBLHOT0 3aCTOCYBaHHs mpubau3Ho Ha 50 %.

[Tpu 3acToCyBaHHI IepepuBYaCTOl CXeMU IreMOfiani3y MOKa3HUKY KIIipeHCY TaHIUKIIOBIpY
CTaHOBJIATS Bif 42 mo 92 MJI/xB, epiof HaliBBUBENeHH IIpenaparty Mif yac giamisy - 3,3-4,5 rogusu.
®pakuis ra’HUKIIOBIPY, dKa BUOAJISETHCA 3a OOUH CeaHC reMofianily, CTaHOBUTH Bif 50 mo
63 %. [ToKka3HUKY KJIipeHCy TaHIUKIIOBIPY IIif Yac MOCTIKHOTO Aianidy OyiIu HUKYUMU
(4,0-29,6 M1n1/xB), ane y mepiof 10 HaCTYIIHOTO IPUMOMY IIpernapary 3 OpraHi3My BUBOAUTHCS
OiNbIINiA BiICOTOK IPHUUHSTOL JO3M.

[IalieHTH 3 TeYiHKOBOIO HEJOCTATHICTIO

Besneka Ta eeKTUBHICTL 3aCTOCYBaHHS Ipenapary LluMesen” He BUBYAIKCS Y IALiEHTIB 3
mopyleHHAM (yHKII nediHku. He 09iKy€eThCs, 110 MOPYIIeHHS (QYHKII TeYiHKN
BIIJIMBAaTUME Ha (hapMaKOKiHETHKY raHITUKIIOBIPY, OCKiIbKM BiH BUBOOUTHCS HUPKaMu. ToMmy
oco0nuBi peKoMeHallii 3i 3MiHM A03yBaHHA BifACyTHi (muB. po3min «Cmocib 3acTocyBaHHS Ta
no3u»).

itn

dapMaKOKiHETHKY TaHIUKIIOBIpY, IKK BBOMU/IKM BHYTPIIIHEOBEHHO Y 703i 200 Mr/M’, BUBYANIH Y JBOX
IOCTiAKEHHSX 3a y4acCTIO IallieHTiB BiKOM Bif 3 MicsuiB 7o 16 pokiB micig TpaHCIJIaHTalil MeYiHKH
(n=18) Ta HUPKH (n=25) Ta OLiHIOBaIX 3 BUKOPUCTAHHIM MOMyISALiMHOI (hapMaKOKiHETUYHOI MOJETi.

Knipeuc kpeatuniny (KnKp) 0yB ineHTHdiKOBaHUH SK CTaTUCTUYHO 3HAUYIIA He3alexkKHa 3MiHHA
(KkoBapiaTa) g KJIipeHCY FaHIMKIIOBIPY, a 3PiCT MallieHTa - K CTAaTUCTAYHO 3HauyIlla He3allekHa
3MiHHa [71g KJTipeHCY raHUUKIIOBipY, 00’€eMy PO3MOAiny y piBHOBa:XKHOMY CTaHi Ta mepudepiinoro
00’emy po3nopiny. Konu taki koBapiaTy, ik KnKp Ta 3pict, Oynu momaHi o Mopeni, Oynu BUsIBIIeHi
O4YeBHUOHI BiAMIHHOCTI y (hapMaKOKiHETHIII TAHIUKJIOBIPY MiX pi3HMMU BiKOBUMH I'DyIllaMH, a BiK,
CTaTh Ta THUIIM TPAHCIIJIAHTAllii Oprany He Oy/K 3HAYYLUIMMHU KOBapiaTaMu B LIUX MOMYJIAIiAX. Y
tTabnuui 1 HaBegeHo po3paxyHKOBi hapMaKOKiHETHYHI TOKA3HUKY 3a BiKOBUMU TPyIIaMH.

Tabmuig 1. PapMaKOKiHETUYHI TOKA3HUKY TaHIMKIIOBIPY IMiCig BHYTPITHEOBEHHOTO BBEIEHHS 3
po3paxyHkoM go3u 3a [1II1T (200 Mr/M?) y TIAIli€HTIB 3 MepecaKeHo0 MeYiHK00 abo HUPKOIO,
IIpefCcTaBleHi K MefliaHu (MiHiMalbHE-MaKCUMabHe 3HAa4YeHHS).

N
[Toka3HUKH BiK < 6 pOKiB BiK Bix 6 10 < 12 pOKiB BiK Biff = 12 1o

< 16 pokiB
n=17 n=9 n=17
Krnipenc (n/rom) 4,23 (2,11-7,92) 4,03 (1,88-7,8) 7,53 (2,89-16,8)
Vien: (1) 1,83 (0,45-5,05) 6,48 (3,34-9,95) 12,1 (3,6-18,4)
Vieripn (71) 5,81 (2,9-11,5) 16,4 (11,3-20,1) 27 (10,6-39,3)
V, (1) 8,06 (3,35-16,6) 22,1 (14,6-30,1) 37,9 (16,5-57,2)
AUC, 4 24,3 (14,1-38,9) 40,4 (17,7-48,6) 37,6 (19,2-80,2)

(MKT X TOm/M)
C e (MKT/MIT) 12,1 (9,17-15) 13,3 (4,73-15) 12,4 (4,57-30,8)



Kpim Toro, ¢papmMakoKiHETMYHI TOKA3HUKY TaHIMKIIOBIPY IIif YaCc BHYTPIITHROBEHHOTO 3aCTOCYBAHHS
BiTIOBIAHO 10 CXeMHU J03yBaHHS, CXBaJIEHOI /I JOPOCHUX (5 MI/KT IIJISTXOM BHYTPIlIHbOBEHHOI
in(ya3il mpoTarom 1 roguHu), BUBYAIUCSA ¥ HEBEIUKIN I'PYIli HOBOHAPOMXKEHUX i iTel BikoM Bifm 9
MicsuiB fo 12 pokiB 3 HOpManbHOIO (QyHKITiEI0 HUPOK (n=10, cepenHii Bik 3,1 poky). Excno3utiis, mo
BU3Havanacs K cepenHe 3HaueHHs AUC, ., B nenb 1 (n=10) Ta AUC, ,, Ha meHb 14 (n=7), cTaHOBHUIIA
19,4 £ 7,1 Ta 24,1 £ 14,6 mxrXxrop/mn 3 moka3uukamu C,,, 7,59 = 3,21 MKr/mn (meHb 1) Ta

8,31 + 4,9 mkr/mn (neHs 14) BignmoBigHO. I3 3acTOCYyBaHHAM 403yBaHHS 3a MacoO0 Tijla y IIbOMY
OOCIiIKeHH]i cIiocTepiranacs TeHIEHIliS 0 HUKYO0l eKCII03UIlil ¥ miTel MOIOMIIOTro BiKy. Y miTei
BikKOM 10 5 pokiB cepenni Benuuunau AUC, . B neHb 1 (n=7) ta AUC,,,, Ha meHb 14 (n=4) cTaHOBUIHU
17,7 +5,5tal7,1 £ 7,5 MKrXromg/mi.

Pexum mo3yBaHHS raHIMKIIOBIPY A1 BHYTPIIIHBOBEHHOT'0 3aCTOCYBaHHS, SKUU PO3PaxOBYETHCS 3a
noka3HukKoM IIIIT ta ¢pyskuieto HUPOK (3 X [IIIT X KnKp), € noxigHUM Bif pekuUMy A03yBaHHS OiTIM
Ba/ITaHLIMKIIOBipYy Ta 3a0e3nevye momiOHI BeTMUMHY €KCII03UIlil TaHIMKIIOBIPY V HiTeH Bif
HapomXkeHHS 00 16 pokiB (muB. TAOMUIIO 2).

Tabmuig 2. 3MopenboBaHi* moka3uuku AUC,,,, (MKT X TOR/MII) TaHUIMKIIOBIPY AJS AiTeH, AKi
OTPUMYBAJIM JTiIKyBaHHS TaHIIMKIIOBIPOM y [03i, po3paxoBaHiil 3a popmynot 3 X IIIIT x KnKp, mo
3aCTOCOBYBaJiacs HIISX0OM iHGYy3ii mpoTsiroMm 1 roguHu.

BiK BifI BIK BifI Bik Bim 2 6 Bik Bim 312 Bei
[Toka3HuKHN BiKk <4 mic. 34 wmic.jo >2p0 [0 oo HamienTH

f 2 pokiB < 6 pokiB < 12 pokiB £ 16 pokiB
KinekicTs miTen y Mmogeni 781 384 86 96 126 1473
Memiana 55,6 56,9 54,4 51,3 51,4 55,4
CepenHs BemTr4YrWHA 57,1 58,0 55,1 52,6 51,8 56,4
Mis. 24,9 24,3 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 rog/mn (11%) (10%) (15%) (24%) (22%) (13%)
[TamienTu 3 398 195 44 41 63 741
AUC 40-60 Mxr X rog/mn(51%) (51%) (51%) (43%) (50%) (50%)
[TartienTu 3 294 151 29 32 35 541
AUC > 60 Mkr X rog/mn (38%) (39%) (34%) (33%) (28%) (37%)

AUC - nnoma mifg KpuBOIO IIJTa3MoBa KOHIeHTpamisi-4ac; ITIIT - mioia noBepxHi Tina;

KnKp - kyipeHc KpeaTuHiHY; MakC. - MaKCUMYyM; MiH. - MiHIMyM.

"MopemoBaHHS OyII0 BUKOHAHe 3 BAKOPUCTaHHAM BaJlijoBaHOI papMaKOKiHeTUYHOI MOfeni s
IOy ALil giTel Ta feMorpadiyHuX OaHUX [iTeH, sIKi OTpUMyBasu JIiKyBaHHS BaJraHIUKIIOBIpOM
abo raHIMKJIIOBIPOM y KJTiHIYHUX JOCHiAXKeHHSX (n=1473 3anuciB JaHux)

XBOpi JITHBOTO BiKY

HocnimKeHHS 3a y4acTio 0cib BiKOM Bif 65 POKiB He TPOBONUIIH.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

I[Ipenapar IluMeBer” nmoKa3aHUil JOPOCIXM Ta IifJIiTKaM BiKoM = 12 POKiB AJs:



- JIiKyBaHHA 1uTOMerasnoBipycHoi (LIMB) indexkii y namieHTiB 3 imyHomedinuTamuy;

- TIOTIepPeKEeHHS IIUTOMETaNoBipycHOI iH(deKIIil MIITX0M ITPpeBeHTUBHOI Teparlil y Ialli€eHTiB 3
MeIMKaMeHTO3HOI iMyHOCYIIpecielo (HarmpukiIam, micas TpaHCIIaHTallil opraHa abo
XimMioTeparrii paky).

IIpenapat LluMeBeH” TaKOX MMOKa3aHUI [iTAM Bifl HAPOAXKEHHS MIJIS:

- IOTIePeIXKEeHHS IUTOMETal0BipyCHOI iH(eKIIil MIJIIX0M YHiBepCalbHOl TPOQITaKTUKH Y
IaIli€HTiB 3 MEAUKAMEHTO3HOI0 iMyHOCYIIpeci€lo (HanpuKiaf, Miclis TpaHCIJIaHTallil opraHa
abo ximioTeparii paky).

Cnig KepyBaTHCh OQIlliiHUMY PEKOMEHAIlIIMHU OO0 HaleXKHOIr0 3aCTOCYBaHHS
IIPOTUBIPYCHUX 3aC00iB.

IIpomunoka3aHHs.

[TigBullleHa YyTIUBICTh [0 Oil0Y0l PEYOBUHM IIpenapaTy [lumeBer®, BaJITAHITUKIIOBIPY YU 00 OYyIb-
SIKOI OIIOMi’KHOl peYOBUHH IIpelapary.

[omyBaHHS TPYHIIO.

Oco0.auei 3axo0u 6e3nexu.
3acmepediceHHA Npu NPU20MYBAHHI PO3UUHY 2AHUUKA08IPY

Ockinbku 1luMeBeH® BBaXKa€eThCs IOTEHIIHO TePaTOreHHUM Ta KaHIIePOTeHHUM OJIS
JIIOIWHY, TIOBOTUTUCS 3 IIPEIapaToM CIIifl 3 00epexkHiCTIO.

Crnig 3anobiraTu iHrandiii abo IpsMoMy KOHTaKTy 3 TOPOIIKOM, II0 MiCTUTHCS ¥ (aKoHax,
a0b0 MpsMOMY KOHTAKTy BifTHOBJIEHOT'0 PO3UYMHY 3i IMIKipoto abo CIM30BUMHU 000IOHKaMH.
Po3uuH Ilumeseny® nyxuui (pH npubnuszo 11). Lo omepalio peKOMEHAYETLCS
3[IMCHIOBATH Y IOJIIeTUJIEHOBUX PyKaBUYKaX Ta 3aXUCHUX OKYJIpax.

[Ipu monapmaHHi raHIIMKIIOBIPY Ha MIKipy YM CIM30Bi 000JIOHKY Iie Miclle He0OXimHO peTeNbHO
IIPOMUTH BOIOI0 3 MUJIOM; 04i HeOOXimHO ITPOMMUBATH CTEPUIHLHOIO BOMI0I0 a00 ITPOTOYHOIO,
SIKITI0O HEMA€ CTEPHUIIbHOL.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

®apMaKOKiHeTHYHI B3a€MOIii

ITpobeHeyud: 3acTOCyBaHHS MPoOeHenUay 3 MePoPabHUM TAaHIIUKIIOBIPOM IIPU3BOIUIIO [0
CTaTUCTUYHO 3HAUYILIOT0 3HUXKEHHS HUPKOBOI'O KJIIPpEHCY TaHIUKIIOBIpPY, 110, Y CBOIO YEpTy,
IIPU3BOMIMIIO 10 CTATUCTUYHO 3HAYYIIOTO 3POCTaHHS eKco3uilil. [TomiOHi epekTH 04iKyIOThCS TaKOK
y pa3i ogHOYaCHOTO BHYTPIIIHEOBEHHOI'O 3aCTOCYBAHHS TaHIMKIIOBIPY Ta nmpobeHenuny. Takum



YMHOM, 3@ CTAHOM IIAI[iEHTIB, SIKi MPUIMalOTh MpoOeHeIu Ta IumeBen®, cin PEeTeNbHO
CIIOCTEepiraTy I0f0 IPOSIBiB TOKCUYHOCTI TAHIUKIIOBIPY.

[luGaHo3uH: BCTaHOBJIEHO, L0 IIPX OMHOYACHOMY 3aCTOCYBaHHI JUOaHO3UHY Ta FaHIUKIIOBIPY
KOHIIEHTPaIlil AUJaHO3KHY ¥ IIJIa3Mi KPOBi CTiMKO HMigBUINYIOTHCA. [Ipu BHYTPIIIHHOBEHHOMY
3aCTOCYBaHHi TaHIMKIIOBIPY B mo3ax 5-10 mr/kr Ha qoby AUC mupmaHo3uHY 36inmburyeTses Ha 38-67 %.
KniHiyHO 3HaYyIIKX 3MiH KOHIIEHTPALill TaHIMKIIOBipY IpH 11boMy He Oyno. OgHaK 3 ypaXyBaHHSIM
MigBUIIEHH I1JITa3MOBUX KOHIIEHTPALM QUOaHO3WHY B IIPUCYTHOCTI TQHIIMKIIOBIPY 3a CTaHOM XBOPHUX
HeoOXiTHO PeTeNIbHO CIIOCTEPIraTH LI00 MIPOSBIB TOKCUYHOCTI OUAAHO3UHY (IUB. PO3MiN
«Oco0IMBOCTI 3aCTOCYBaHHS»).

[Hwi aumupemposipycHi 3acobu: i30hepMeHTH UTOXPOMY P450 He GepyTh yuacTi y MeTabomi3mi
TaHIUKIIOBIPY. fIK Hacnigok, papMaKoKiHeTHYHI B3aeMoil 3 iHribiTopamu poTeasu Ta
HEHYKJIEO3UIHUMHM iHTiOiTOpaMu 3BOPOTHOI TPAHCKPUIITA3U HE OUiKYIOThCS.

dapMakooMHaMi4yHi B3aEMOil

ImineHem/uusacmamuH: y XBOPUX, AKi OHHOYACHO OTPUMYBAJIU IaHIUKJIIOBIp Ta
iMmineHeM/IIUIaCTaTHH, criocTepiranucs cynoMu. Lli 3acobu HeoOxigHO Mpu3HayaTH B KoMOiHallii 3
[TumeBeroM® nMIIe y pasi, KOIKM MOXKIIUBI IepeBary IepeBuIlyoTh PU3UK (IUB. po3fin «Oco6IuBOCTi
3aCTOCYBaHHS»).

3udo8yOuH: 3UAOBYANH Ta TAHIMKIIOBIP MOXYTh IPU3BOAUTH OO0 HEUTPOIEHII i aHeMil.
dapmakoguHaMiyYHa B3a€EMOZid MOXe BUHUKHYTH IIifi YaC CYIIYTHHOIO 3aCTOCYBAHHS LIUX JIIKAPCHKUX
3aco06iB. [lesKi malieHTH MOXKYTh IIOTaHO TEPEHOCUTH CYIYTHE JIiKyBaHHS IIOBHUMU N03aMH IUX
JiKapchKuX 3aco0iB (quB. po3min «OcoB6IUBOCTI 3aCTOCYBAHHS»).

[HI11i MOZKJIMBI B3aEMOIil

MoxuBe OCUIEeHHS TOKCUYHOCTI ¥ pa3i IpUu3HayeHHs raHIUKIIOBIPY OQHOYACHO 3 IHIIUMU
JKapChKUMU 3aco0aMu, SKi MOXKYTh YUHUATH MI€IOCYTIPECUBHY Hif0 a00 IPU3BOAUTH J0
BAHUKHEHHSI HUPKOBOI HEOCTAaTHOCTI. [lo HUX HalexkaTh: aHTUOaKTepianbHi 3acobu
(HampuKIag OAanCoH, MeHTaMiguH, GIyIuTO3UH, aM(pOTEPUIUH B,
TPUMETOIPUM/CybhaMeTOKCa301); iMyHOCYIIPECAHTHU (IIMKIIOCTIOPHH, TAKPOJIIMYC,
MikodeHomaTy MoGeTHI); aHTUHEOIIaCTUYHI 3ac00U (HarnpuKyaj BIHKPUCTHH, BiHOIACTUH,
IOKCOPYOILlMH Ta rifpOKCHCEeY0BUHA); HYKJIE03UAU (30KpeMa 3UA0BYOUH, CTaByOUH Ta IUNAHO3MH),
aHaJIOTH HYKJIeOTURY (30KpeMa TeHo(doBip, amedoBip). Tomy 3a3HaueHi MiKapchKi 3acobu ciif
IIpU3HAYaTyd OQHOYACHO 3 FaHIUUKIIOBIPOM JIUIIE Y pa3i, KOJIU OYiKyBaHa KOPUCTH Bifl JIiIKyBaHHS
TIepEeBUIIYE 1M PU3UK (HUB. Po3ain «OcoO6NMUBOCTI 3aCTOCYBaHHST»).

iTH

HocmigeHHS B3a€MO/Iil TPOBOAMINCS BUKJIIOUHO 3a y4aCTIO JOPOCIIHUX.

Oco06.1ueocmi 3acmocy8aHHs1.
ITepexpecHa nidsuw,eHa yymaugicmb

Y 3B’43Ky 3 MogiOHiCTIO XiMiYHOI CTPYKTYPH TaHIMKIIOBIPY, allUKJIOBIPY i MEHIIUKIIOBIPY MixX



IIMMH JTiIKapChbKUMHU 3aco00aMu MOXKJIMBI peakilil TepexpecHo]l TiABUIIEHOl YyTIUBOCTi. ToMy y
pasi npu3HayeHHs npenapary LluMeBeH® Mali€eHTaM 3 BilOMOIO HiABUIIEHOI Yy TIMBICTIO 10
alMKJIIOBipy ab0 MeHUXKIIOBIpY (a00 [0 1X HeaKTUBHUX (POpPM (IIPOIiKiB) BaaraHIIMKIIOBIpY abo
(baMITMKIIOBIPY BiMIIOBIOHO) CIIi OTPUMYBATUCS 00EPEKHOCTI.

MymazeHHicmb, mepamoz2eHHicmb, KAHUEePO2eHHICMb, (hepmubHICMb Ma KOHmMpauv,enu,is

Ilo moyaTKy JiKyBaHHS FaHILKKIIOBIPOM MAIi€HTIB CJIif TONEPEeNUTH IPO MOKJIUBUN PU3UK
[J1d TIJ107a. Y OOCIiIXKEeHHSIX Ha TBapyuHaX IaHI[MKIIOBID BUSBIISB MyTareHHYy, TepaTOreHHY Ta
KaHIIEPOTeHHY [il0, a TaKOX IIPUTHiYyBaB (PepTUNILHICTL. 3BaXKal04u Ha pe3y/ibTaTu
KJTiHIYHUX Ta JOKITiHIYHUX OOCTiOXKeHb, BBAXKAEThCSI WMOBIPHUM, II[0 TAHIIMKIOBIp MOXKe
CIIPUYMHSATH TUMYacoBe abo0 IOoCTiliHe iHTiOyBaHHS cliepMaToreHe3y (IUB. PO3MIinu
«3acTocyBaHHS Y mepion BariTHOCTI a0 rogyBaHHs rpynmo», «[Tob6iuHi peakxiii»).

['aHIMKIIOBIp NOTEHLINHO YUHUTH TePATOreHHY Ta KaHIIEPOreHHY [il0 Ta MOXe CIPUUYUHATU
BPOMKEH1 Bal¥ PO3BUTKY 1 3JI0SKICHI HOBOYTBOPeHHA. I1if yac nikyBaHHS raHIUKIIOBIPOM Ta
npoTsaroM 30 OHIB micns NMiKyBaHHS HEOOXiMHO peKOMEHAYBaTH XKiHKaM PelpOAyKTHBHOTO
BiKy BUKOPHCTOBYBaTH HafliliHI MeTOOY KOHTpanemnuil. Yo1oBikaM peKOMEHAYEThCS
BHKOPHUCTOBYBaTH Oap €pHUI METOO KOHTPAIEMIIil i Yac JIiKyBaHHS Ta He MeHIIe Hix 90
[HIB IiCJIg MOT0 3aBePILeHHS, SKIIO TiIbKA He JOBEAEeHO, 110 XiHKa-TapTHEP He Ma€ PU3UKY
3aBariTHITH (IUB po3minu «3acTOCyBaHHS Y Iepiox BariTHOCTI abo rogyBaHHS TPYAII0» Ta
«ITobiuHi peakirii»).

3acToCyBaHHS TAHIMKIIOBIPY MoTpedye Haf3BUYaHOl 00epeKHOCTI, 0COOIHMBO AiTSIM Yyepe3
MOKJTUBICTb Bifila/IeHOl KaHIIEPOTEeHHOCTi Ta TOKCUYHOTO BIUIMBY Ha PETPOAYKTHUBHY GyHKIi0. CIIif
PEeTebHO PO3TISOaTy IIepeBaru JIiKyBaHHS Y KOXKHOMY OKPEMOMY BHMAMKY 1 YiTKO 3BaxKaTHu
Ha PU3UKH. 3BepTauTecs OO0 KEPIBHULTB IOAO0 JTiKyBaHHS.

Mienocynpecis

LlumeBeH® crin 3aCTOCOBYBaTH 3 00epeXKHICTIO MallieHTaM 3 HasBHOIO reMaTOoJIOTiYHO0 LIUTOIEHIE0
ab0 remMaToIOTiYHOIO LIUTOIEHIEI0 B aHaMHe3i, ITOB’I3aH0I0 i3 3aCTOCYBaHHAM JIiKapChKuX 3acobiB, a
TaKOXK IallieHTaM, fKi OIepXKyITh pafioTepario.

Y xBopux, SKi OTpUMYBaJIHU JTiKyBaHHS TAaHIIMKIIOBIPOM, CIIOCTEPiraaucs BUMAOKHU TSIXKKO1
NeKoIeHil, HeUTpomeHii, anemil, TPOMOOITUTONEHi], TAHITUTONEHI] Ta MPUTHIYeHHsT QYHKIIIT
KiCTKOBOT'O MO3KY. IlumeBen® He Crin IpU3HAYATH, K0 a0COM0THE Yncao HerTpodiniB merIre 500
KJIiTuH B 1 MKJ a6o yncno tpombouuTiB MeHie 25000 B 1 MK uu piBeHb reMornobiny MeH1e 8 r/mn
(ouB. po3minu «Cmocib 3acTocyBaHHS Ta go3u» Ta «[106iuHi peakmii»).

Y xopi nikyBaHHSA PEKOMEHAYETHCS MOHITOPYBATH PO3TOPHYTY (GOPMYJy KPOBi, BKJIIOUAOUH YUCIIO
TpoMOouuTiB. [TocHeHul TeMaTOIOTiYHUM MOHITOPUHT MOoXKe OyTH HeoOXimHUM [Jig NallieHTiB 3
TIOPYIIeHHSIM (QYHKINI HUPOK, a TAaKOXK MJiT HOBOHAPOMIXKEHUX Ta HEMOBJIAT (OUB. PO3MLN
«ITo0OiyHi peakirii»). IIpoTsirom mepiux 14 OHIB 3aCTOCYBaHHS PEKOMEHOYEThCS TPOBONUTH
MOCTiAKEeHHS KiTbKOCTi TIeUKOIUTIB (6akaHo mudepeHIiiioBaHuN MiIpaxXyHOK) Yepe3 NeHb; Y
MAIi€HTIB 3 HU3bKUM BUXiOHUM piBHEeM HeuTpodinis (< 1000 HeuTpodimiB/MKII), MAIiEHTIB, Y SKUX
criocTepiranacs neMKOoIeHis Imif yac monepenHbol Tepanil iHImmMy MieTOTOKCUYHUME 3aco0amu, a
TaKOXK Y MAaIi€HTIB 3 MOPYIIeHHAMY (YHKIIil HUPOK LIl MOHITOPHUHT CJIifl IPOBOOUTH IITOOHS.

[TamieHTaM, y SKMX PO3BHUBAETHCS TSKKa JIEMKOIIEHisI, HEUTPOIEHis, aHeMisd Ta/abo



TPOMOOIIUTOIEHiSA, PEKOMEHYETHCS JIiIKYBaHHS reMaTONOeTUYHUME (haKTOpaMHU POCTY
Ta/abo mepepuBaHHA NiKyBaHHS (IuB. po3minu «Crmoci6 3acTocyBaHHS Ta m03u» Ta «[1o6iuHi
peaxiiii»).

ITopyweHHA PYHKUIU HUPOK

[NTamieHTH 3 MOpPyIIeHHAM (QYHKII1 HIPOK MalOTh MiABUIIEHNM PU3UK PO3BUTKY TOKCHYHOCTI
(0coOnMuBO reMaTONIOTiYHOI TOKCUYHOCTI). CIify MPOBOAUTY KOPEKIIiI0 03U IIpemnaparTy (OuB.
po3ninu «Crocib 3acTocyBaHHS Ta Ho3u» Ta «PapMaKOKiHETHKA B 0COOJIMBUX I'PyIax
XBOPHUX»).

3acmocysaHHA 3 iHWUMU AiKapcbKuMu 3acobamu

Y xBOpHUX, AKi OTPUMYIOTH iMilIeHEM/I[AIaCTaTHH 1 TaHLIUMKIIOBIP, ONIMCAHUNU PO3BUTOK CYLOM,
TOMY TQHIIUKJIOBIp HE CJIif IpU3HaYaTyA OJHOYACHO 3 iMilleHeMOM/IU1aCTaTUHOM, SIKILO
JIUIIe TOTeHI[iHI IepeBary Teparil He MePeBUIIYIOTh MOXKIMBOTO PU3UKY (AUB. PO3MIin
«B3aemoqis 3 iHIIMMM JTiIKapChKUMHM 3aco0aMu Ta iHII BUIKW B3AEMOMIN»).

OpgHoYacHUY NMPUNOM TaHIMKIIOBIPY Ta OUOAHO3UHY abo IpenapariB, SKi YUHSTD
Mi€IOCYIIPECUBHY YU HEPPOTOKCUYHY [il0, CMifl PETEIbHO KOHTPOJIIOBATH, OCKITbKHA
OIHOYACHE 3aCTOCYBaHHS MOXKe IMPU3BECTHU OO PO3BUTKY afUTHBHOI TOKCHYHOCTI (OUB.
po3min «B3aeMopist 3 iHIIMME JTiKapChbKUMU 3aco0aMu Ta iHIIi BUIYM B3a€MOIiii»).

IlonomidcHI pevo8uHu

auuii mikapceku# 3aci6 y gosyBanHi 500 mr mictuth 2 MMonb (43 Mr) HaTpiwo. Lle crmig
BpaxOBYBaTH NallileHTaM, Ki KOHTPOJIIOIOTh PiBEHb HATPIIO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

QepTUNLHICTD

Y HeBeNMUKOMY KITIHIYHOMY JOCTiAKEHHi 3a y4acCTIO MallieHTiB IMic/Is TpaHCIIaHTallii HUPOK, SKi
OTPUMYBANIH Ipenapat Bampiut® (BaJraHuuKIIOBip) Ans npodinakTuky [IMB-indexmil mpoTarom
nepiony mo 200 gHiB, 6y10 TPOJEMOHCTPOBAHO BIIJIUB Ba/ITaHI[MKI/IOBIpY/TaHIIMKIIOBIPY Ha
criepMaToreHe3 3i 3HUXKEHHSM I'YyCTOTH CIIEPMU Ta PYXJIMBOCTI CIIEPMATO301[iB, 1[0 BU3HAYAIUCS
micis 3aBepleHHd NTikyBaHHS. ekt edekT OyB 000pOTHUM i TPUOIU3HO Yepes MIiCTh MiCAIIB Micys
NPUIMHEHHS 3aCTOCYBaHHSA IpenapaTy BanbnuT® cepefHs ryCToTa CIEePMH Ta PYXJIMBICT
BiTHOBUJIKCS [0 PiBHIB, IOPIBHAHHUX 3 TAKKMH, 10 CIIOCTEPIraaucs y rpymnax KOHTPOJIIO, SIKi He
OTPUMYBAaJIU JIIKyBaHHS.

Y mocnifKeHHSIX Ha TBapUHAaX FAHIUKIIOBID BUKJIMKAaB MOPYIIEHHS (PEPTUIBHOCTI Y CaMIIiB i caMOK
MUIIEHN, @ TAKOXK IIPUTHIUYBaB CIIepMaTOTeHEe3 Ta CIIPUYUHSAB aTpodiio S€4Y0K y MUllei, mypis i cobax
IIpU 3aCTOCYBaHHI ¥ 003aX, gKi BBaXKaJIUCs KJIIHIYHO 3HAYYIIUMU.

3BaXkalnuM Ha pe3yJ/IbTaTy KIIIHIYHUX Ta OOKJIIHIYHUX JOCIiAXKeHb, BBAXKA€EThCSI UMOBIDHUM, 1110
TaHIMKJIIOBIP MOXKe CIPUYUHSITHA TUMYacoBe abo MOCTiliHe IPUTHIYEHHS ClIepMaToreHe3y y JTIOAUHU
(ouB. po3min «OcoBIUBOCTI 3aCTOCYBAHHI»).



BariTHicTb

HeMmae ganux 3 6e3meku 00 3aCTOCYBAHHS TaHIMKIIOBIpY BariTHUM. OgHAK TaHIMKIIOBIp IIBUAKO
TTPOHMKAE Yepe3 IJaleHTapHui 6ap’ep. Y AOCIIIXKEeHHSAX Ha TBapHHAaX 3aCTOCYBaHHSA
TaHITUKJIOBipY Oy/10 MOB’si3aHe 3 BUHUKHEHHSIM PEenpPOIyKTUBHOI TOKCUYHOCTI Ta 3
TepPaTOTeHHICTI0. ToMy TaHIMKIIOBIP HE CIIifl 3aCTOCOBYBATH BariTHUM, OKpPiM BUIAIKIB, KOJIU
KJTiHiYHa HeOoOXiHICTh NTiKyBaHHS XKiHKU ITePEBUIIYE MOXKJIUBAY TepaTOTeHHUY PU3UK IJIS IIJI0a.

KoHTpallenilis y Y0JI0BiKiB Ta KiHOK

KiHKaM penpOomyKTHBHOTO BiKY CIIi[l peKOMEeHOyBaTh BUKOPUCTOBYBaTH e(PEeKTHUBHI MeTOOU
KOHTpAIlemIlil IPoTSIroM JIiKyBaHHS Ta IoHaliMeHIe npoTaroM 30 [HIB micnis JiKyBaHHS, OCKiIbKA
MOXKJIMBE BUHUKHEHHS PEPOIYKTUBHOI TOKCUYHOCTI Ta TepaToreHHOoCTi. [TallieHTaM-4010BiKam
HeoOXiTHO PeKOMEeHAyBaTH BUKOPHCTOBYBATH 0ap’€pHi METOOYM KOHTPALEII] ITPOTIToM Ta
moHauMeH1Ie 90 aHIB micis JTiKyBaHHS TAHIMKIIOBIPOM, SIKILO Ti/IbKU He AOBEHOEHO, 10 XKiHKa-
IapTHEP He Ma€ PU3UKY 3aBariTHUTH.

['ogyBaHHA TPYOOIO

HeBigomo, 41 IPOHUKAE TAHIIMKIIOBIP y TPYAHE MOJIOKO y JIfOfel, OOHaK He MOXKHa
BUKJIFOYUUTH, 1110 TQHLIUKIIOBIP MOXKe IIPOHUKATH y TPYLHE MOJIOKO Ta BUKJIUKATU CEPUO3HI
HeOaxKaHi peakilil y ouTuHH. [JaHi, OTpUMaHi y X0l AOCIigXKeHb Ha TBapHHAaX, TI0Ka3yIOTh,
1110 TAHIIUKIJIOBIp EKCKPETYETHCSA B MOJIOKO B IIepiof jakTalil y mypis. ToMy rogmyBaHHS
TPYLOO0 CHIif IPUNUHUTY IIif Yac JIiKyBaHHSA FaHIUKIIOBIPOM.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

3acToCyBaHHS TAaHIMKIIOBIPY MOXKe CYTTEBO BITUBATH Ha KEPYBAaHHS aBTOTPAHCIIOPTOM Ta
po6oTYy 3 iHmMKUMHU MeXxaHi3MaMu (muB. po3nin «I1obiuHi peakirii»).

Cnoci6 3acmocyeaHHss ma do3u.

P034uH, OTpUMaHKH MIIIX0OM PO3BEEHHS CTEPUILHOrO miodinizaty IluMeBeH®, npu3HayeHNN
TiZIbKY [IJIT BHYTPIITHhOBEHHOT'O BBEMIEHHS, IIePEBAXKHO 3 BUKOPHUCTAHHSM IIJITaCTUKOBOI
KaHIOJIi, Ta y BeHY 3 afleKBaTHUM II0TOKOM KPOBi. He crif 3acTocoByBaTH mBUAKI a60 GomoCHi
BHYTPIIIHLOBeHHi iH’ekmii! ToKCHuYHICTL mpenapaTy lluMeBeH® MoxXKe 3pOCTaTH BHACIILOK HagMipHUX
piBHIB y m1a3Mi KpoBi. BHyTpinIHbOM 93081 Ta MiAIIKIpHI iH'€K1ii MpemnapaTy MOXYTb IPHU3BECTH [0
TSKKOT0 MMOApa3HeHHs TKaHWH y 3B'A3Ky 3 BUcOKUM pH (9-11) po3uuny ITumeBen®.

Jlikyeanns LIMB-ingexuii.
0opOoCHi Ta migmiTKX BikKoM Bif 12 poKiB 3 HOPMaIbHOIO GVHKITIEID HUPOK.

- IHOYKUuiliHe niKyB8aHHA: 5 MT/KT IIJITXOM BHYTPIITHLOBEHHOI iHPY3il npoTtsaroMm 1 rogrHu KoxHi 12
roguH (10 mr/kr/mo0y) npoTsirom 14-21 gHs.

- [TiompumyesasvHe NiKYyBaHHA: XBOPUM, ¥ SKUX He BiTHOBHUIACS iMyHHa CHCTEMA, y 3B'SI3KYy 3 UM



30epiraeTbCs PU3UK PEIUOUBY, MOXKHA 3aCTOCYBaTH IiATPUMYBaJIbHE JTIKYBAHHS - 5 MT/KT IIISXOM
BHYTPIIHEOBEHHOI iH}Y3ii mpoTsAroM 1 rogyHU 0OHOPA30BO IIOAEHHO IPOTIroM 7 OHiB ab0 6 MI/KT
OIHOPA30BO LIOEHHO IPOTATOM O OHIB Ha TUXKEHb. TPUBaiCTh MiATPUMYBAJILHOIO JIIKyBaHHS
BU3HAyvae Jiikap iHguBigyanbHo. Cliifi Bpax0ByBaTHU JIOKaJIbHI KEPIBHULITBA 1100 JIIKyBaHHS.

- JIikyBaHHA 3axB80PHBAHHSA, siIKe npozpecye: Oyab-IKOMY MallieHTy 3 mporpecyBaHHsaM [IMB-indexkiril
SIK IIiJl 4ac IpOBefeHHd MiATPUMYBaJIbHOIO JIIKyBaHHS, Tak i MiCJs BIAMIHU 3aCTOCYBaHHS
TaHIMKIIOBIPY JIIKYBaHHS MOXKHa IIOHOBUTH 3a CXEMOI0 iHOYKLIMHOTO JTiKyBaHHS.

[TiTk Big HapomxKeHH 00 12 poKiB.

HasiBHy Ha chorogHi iHopMalrito oo 3aCToCyBaHHS IpenapaTy OiTIM BUKJIafEHO Y PO3Mii
«®apMaKoJIOTi4yHi BJJaCTUBOCTI», OOHAK KOOHUX PeKOMEeHalliy 11010 J03yBaHHA He MOXKHa
HaJaTH.

ITonepedisicennss IIMB-ingekuii wasixom npeeeHmueHoi mepanii

[Topocni Ta migIiTKY BiKOM = 12 POKIiB 3 HOPMaAbHOK (QPYHKITED HUPOK.

- IHOyKuiliHe niKyBaHHA: 5 MT/KT IIIIXOM BHYTPIITHEOBEHHOI iHQY3ii mpoTsarom 1 roguam KOxHi 12
roguH, npotarom 7-14 gHis.

- ITiompumyeasnvHe AiKYyBAHHA: 5 MT/KT IUIIXOM BHYTPIIIHbOBEHHOI iHQY3il npoTsarom 1 roguau
OHOPA30BO IIOAEHHO IPOTATOM 7 OHIB @60 6 MI/KT 0OQHOPA30BO IOAEHHO IPOTITOM 5 OHIB Ha
TAXKAEHb. TPUBaIiCTh MPOQiTaKTUKN BU3HAYAETHCS HAa OCHOBI pu3uky LIMB-indexil; cmin
Bpax0OByBaTHU JIOKAJIbHI KEPIBHULITBA 100 JIIKyBaHHSI.

[TiTK Big HApOOKEHHS Ta BiKOM 0 12 pOKiB.

HasBHI Ha CbOTOHI faHi 3aCTOCYBaHHSA IIpelnapary HiTAM OIMUCYIOTLCA Y PO3Miil
«PapMaKoOJIOTiuHi BTaCTUBOCTI», OMHAK KOAHI peKOMeH/allil II0A0 J03yBaHHS HE MOXYTh
OyTH HafaHi.

ITonepedsicennsn LIMB-ingexuii wasxom yHieepcanbHoi npogirakmuku.

Lopocri Ta migaiTKY BIKOM Bifl 16 POKIB: 5 MI/KT IIISXOM BHYTPIiIIHBOBEHHOI iHQY3ii mpoTsarom 1

TOOUHU OMHOPA30BO IIOIEHHO MPOTATOM 7 [HIB a60 6 MI/KT 0IHOPa30BO LIOAEHHO MIPOTSATOM 5 IHIB
Ha TUX[eHb. TpuBaicTs IpoQinakTUKU BU3HAYalOTh Ha OCHOBI pu3uky LIMB-indexkuii; cmin
BpaxOByBaTH JIOKAJIbHI KEPIBHULITBA 100 JIIKyBaHHI.

iTH Bim HapomXeHHS 10 < 16 poKis.

HasiBHy Ha chorogHi iHopMalrito oo 3aCToCyBaHHA IpenapaTy OiTIM BUKJIafEHO Y pPO3Mii
«®apMaKoJIOTi4yHi BJJaCTUBOCTI», OOHAK XKOOHUX PEeKOMEeHalliy 11010 J03yBaHHA He MOXKHa
HaJaTH.

PekoMeHI0BaHY OIHOPa30BYy 000OBY H03y FAaHIUKIIOBIPY, Ky BBOOATH IIJITXOM
BHYTPIITHBOBEHHOI iH]Yy3il IPOTATOM OfHi€l TONUHY, PO3Pax0BYIOTh Ha OCHOBI IIJIOIITi
noBepxHi Tina (ITI1T), Bu3nadenoi 3a popmynoto IITIT Moctennepa (Mostellar) Ta KiipeHcy
kpeatuHiny (KnKp), BudnaueHnoro 3a popmynoro IlIBapua (Schwartz). ®opmynu po3paxyHKy
HaBeJeHO HIK4e. TpUBaJIiCTh YHiBepcaibHOl MPOoGhiTaKTUKY CJIifi BU3HaYaTH iHOUBITyaIbHO,



3 ypaxXyBaHHSM PU3UKy po3BUTKY LIMB-indexkiii.

Hosa gna giten (mr) = 3 X IIIT x KnKp (muB. Hux4e ¢popmyny [IIIT MocTtennepa Ta
dopmyny KnKp [IBapua).

Ko po3paxoBaHuil 3a popmynon llIBapua KnKp nepesumye 150 mMi/x8/1,73 M°, Tofi
MaKCHUMaJibHa BeJIMYKHA, IKY CIIiJ 3aCTOCOBYBaTX y GopMyJi, cTaHOBUTH 150 mi/xB/1,73 M

]

]

ne k = 0,33 gns maifieHTiB BikoM < 1 poKy 3 HMU3bKOIO MacoOI0 Tina micisa HapomxkeHHs, 0,45
015 TTAlli€HTIB BiKOM < 2 pokiB, 0,55 mis X/momyuKiB BikoM Bif 2 1o < 13 POKiB Ta [iBYaTOK
BikOM Bif 2 mo 16 pokiB ta 0,7 mis xjaom4ukiB BikoM Big 13 mo 16 pokis. [laifieHTamM BiKOM Bif
16 poKiB cIifi 3aCTOCOBYBaTH [03yBaHHS, pEKOMEHIOBaHe A1 JOPOCIIUX.

HaBefeHi BeTUYMHU K I'PYHTYIOTHCS Ha BU3HaYEeHHI KpeaTHHIHY CUPOBATKU 3a METOLOM
Adde (Jaffe) i MoxkyTh moTpeOyBaTH KOPUTYBAHHS ¥ Pa3i BUKOPUCTAaHHS (HepMEHTaTUBHUX
METOJiB.

PeKOMeHOyEeThCS PETYISPHO IepernsafgaTé CUPOBAaTKOBI PiBHI KpeaTUHIHY, 3PiCT i Macy Tina
malfieHTa Ta 3a HeoOXigHOCTI 3MiHIOBaTH [03Y.

ITauienmu 3 nopyweHHAaAM PyHKUii HUPOK

Hitu (Big HapomXKeHHS [0 16 pPoKiB) 3 moOpyILIeHHAM (YHKIN1 HUPOK, SIKi OTPUMYIOTh
npodinakTUYHY J03Y raHIIMKIOBipY, po3paxoBaHy 3a ¢popmynoio 3 X IIIIT x KnKp, He
noTpeOyI0Th LOMATKOBOI KOPEKIIil 103H, OCKIJIbKHY LIS f03a B2Ke CKOPUTOBaHa 3 ypaXyBaHHAM
KJIipeHCYy KpeaTHHiHy.

[TamienTam BikoM Bifi 12 poKiB 3 mOpyIIEeHHSAM (QYHKIIiI HUPOK, SKi OTPUMYIOTh IIPEBEHTUBHY
Teparito Ta nikyBaHHS LIMB-iH(exkmil y 10o3i, po3paxoBaHill Ha OCHOBI MacH Tija, 103y
TaHIMKIIOBIPY CIIil KOPUTYBATHU 3 YpaXyBaHHIM KIIipEHCY KpeaTHHiHY, K I0Ka3aHO Y
TabJIUI HUXKYe.

Kopexkuist o3u 01 MaIi€HTiB 3 MOPYIIeHHIM (QYHKIIiI HUPOK

Kipenc . IHOyKIiHa T03a [linTpuMyBa/jbHa J03a

KpeaTHHiHY (MJI/XB)

> 70 5 Mr/Kr KoXxHi 12 rogux 5 Mr/KT Ha 0o0y

50-69 2,5 MT/KT KOXHi 12 rogun 2,5 Mr/Kr Ha go0y

25-49 2,5 Mr/Kr Ha go0y 1,25 mr/kr Ha f06y

10-24 1,25 mr/kr Ha K06y 0,625 Mr/kr Ha o6y

<10 1,25 M.F/K.l" 3 pa3u/TuXpaeHb Hicns 0,_625 MTI/KT 3 p.aSI/I/TI/I}KJIeHb
reMofianisy IiC/Isl TeMofiai3y




KripeHc KpeaTuHiHY (MJI/XB) MOXKHa PO3pPaxOByBaTH 3a KpeaTUHIHOM CHPOBATKU KPOBi 3a
TaKo010 (GOpMyII0Io:

140 - BiK [pokiB]) X (Maca Tima [KT

st yonoBikiB = 72 X 0,011 X KpeaTHHiIH CUPOBATKU KPOBi [MKMOJIb/1]

g xinok 0,85 X MOKa3HUK [JIs YOJIOBIKiB.

OckinpKy TallieHTaM 3 MOPYIIeHHIM (QYHKII1 HIPOK PEeKOMEHIYETHCS IIPOBOOUTH KOPEKIIi0
[03H, CIIil KOHTPOJIIOBATH PiBHI KpeaTHUHiIHY CHPOBATKU KPOBi ab0 pO3paxyHKOBUU KITipeHC
KpeaTuHIHY.

ITauienmu 3 nopyweHHAM pYHKUii neyiHKU

Besneka Ta eGeKTUBHICTL 3aCTOCYBaHHS Ipenapary LluMeBeH” He BUBYAIKCS Y IALli€HTIB 3
IOPYIIeHHAM (YHKIIil MediHKy (OuB. po3min «PapMaKoIoTridyHi BIaCTUBOCTI»).

Xeopi 3 msajickoro snelikoneHielo, HellmponeHielo, aHemi€lo, mpoMoéouumoneHiero ma
naHuumonenieto (0us. po30ia «Ocobausocmi 3acmocy8aHHA» OO MOYATKY Teparii).

AKIIO MPOTATOM JIiKyBaHHS [IMMeBEHOM® CIIOCTepiracThCst 3HaYHEe 3HUKEHHS KilbKOCTI KIITHH
KPOBI, CJIifi pO3TJITHYTH MOKJIUBICTh JTiKyBaHHS reMaTOIIOETUYHUMU GaKTOpaMu PoCcTy Ta/abo
nepepuBaHHS JTiKyBaHHS (OuB. «OC0OBGIMBOCTI 3acTOCyBaHHSSI» Ta «I100iuHi peakirii»).

Xeopi 1imHbo20 6iKYy.

EdekTuBHiCTh Ta 6e3meka LluMeBeHy® B 0Ci6 NiTHBOTO BiKy He BuB4Yamuch. OCKiNbKY B 0Ci6
JITHBOTO BiKy QYHKIIisT HUPOK HEPINKO 3HUKEHa, TaHIIMKJIOBip HEOOXiIHO IM MpU3HavaTH 3 ypaxy-

BaHHAM (DYHKIIil HUPOK (OuB. po3min «PapMaKoIOTiuyHi BITaCTUBOCTI»).

Himu.

IcHye oOMexKeHUM OOCBI JTiKyBaHHS [iTel BikoM fo0 12 pokiB (guB. po3minu «Oco6muBoCTi
3acTocyBaHHS» Ta «PapMakoKkiHeTuKa»). [ToBigomneHi mobiyHi peakiril Oyau momiOHUMU [0
THX, 1[0 CIIOCTepiranucs y gopociaux. OgHak 3acTocyBaHHs LluMeBeHY® miTsaMm BUMarae
HaO3BUYaNHOI 06€peXKHOCTI ¥ 3B’A3KYy 3 MOKJIMBOIO TPHBAJIOl KAHIIEPOTE€HHOIO MIi€l0 Ta
PEIpPONYKTUBHOK TOKCHYHICTIO. KOPUCTE Bif NMiKyBaHHS OBMHHA IIepeBaxkaTy pusuky. llumeses”® He
IOKa3aHUM [ JTiKyBaHHS BPOMXKEHOI Ta HeoHaTaabHOI LIMB-iHdexIil.

Cnoci6 3acmocyeaHHs

YVBara:



['aHIMKIIOBIp CITif BBOOUTH LIIIXOM BHYTPIIIHEOBEHHOI iH(Y3ii mpoTarom 1 roguHu y
KOHIIEeHTpallil, o He nepesuiye 10 mr/mn. He MoxHa BBOOUTH IIJISXOM IIBUOKOI ab0
00JII0CHOI BHYTPIIITHEOBEHHOI iH'€KIIi1, OCKiJTbKY TOKCUYHICTh TAHIIMKIIOBIPY MOXe 3pOCTATUTH
yepe3 KOro HagMipHi piBHIi y y1a3Mi KpOBI.

He MoKHa BBOJUTH IIJITXOM BHYTPIITHBOM 30B01 ab0 MiAIMKipHOI iH’€KIIii, OCKiTbKHY 11e
MOXKe MIPU3BECTH A0 TAKKOIr0 IOAPa3HeHHs TKaHWH 4epe3 BuCoKuil pH (~11) po3unny
TaHITUKIIOBipY (muB. po3min «ITobiuHi peakirii»).

He MokHa MepeBuIyBaTH PeKOMEHIOBaHi 103K, YacTOTy abo MBUAKICTL iHDY3il.

ITumeBer" - me miodinisaT (IOPOIIOK) A1 PO3YuHy A iHdy3ii. Ilicnsa BigHOBIeHHS
npenapatT LiumeseH” € po34rHOM Bif 6€30apBHOIO [0 CBIiTIO-)KOBTOTO KOJIOPY IPAKTUYHO
0e3 BUIMMHX YaCTUHOK.

[HQYy3it0 Ccrifi MPOBOAUTH y BEHY 3 BilIOBIAHMM ITOTOKOM KPOBi, 0a:kaHO Yyepes MIIaCTUKOBY
KaHIOJIIO.

ITpuzomyeaHHs 8i0H06/1€H020 KOHUEHMpPamy
[TpurotyBaHHS KOHLIEHTPATY CJIiJ IPOBOOUTYU B aCEIITUYHUX YMOBaX.

1. Cnipm 3HSTH KOBIAYOK [IJIS TOTO, 1100 MaTH JOCTYII 40 LIEHTPaIbHOI YaCTUHU T'yMOBOI IIPOOKH.
10 mn Bogu Ouist iH’eKIfiii HabMpaloTh y MITPHUIL Ta TOBIJIHO IIEPEHOCATD Y (PITakKoH Yepes IEeHTP
ryMoBoi Tpo6ku. He Mo2kHa BUKOPHCTOBYBATH 0aKTepioCTaTHYHY BONY IJIA iH'€KIiH,
0 MiCTUTH apabeHu (maparigpokcudeH30aTH), OCKiIbKM BOHH HECYMicCHi 3
npenaparoM IInmesen®.

2. ®nakoH CIif M'IKO CTPYCUTH, 11106 3abe3meynTy IIOBHE 3MOUyBaHHS JliodinizaTy.

3. ®nakoH Cif M'9K0 00epTaTUTH KPYTOBUMU PyXaMU IIPOTSATOM [EKiIbKOX XBUJINH, AJISI TOTO
100 OTPUMATH ITOBHICTIO BifTHOBIEHUYN PO3YHUH.

4. BifHOBIEHUY PO3YMH CJIifi PETENIbHO OTJITHYTH AJId BUSBJIEHHS MEXaHIYHUX OOMIIIOK IIepeq
PO3BENEHHSM CyMiCHUM PO3YMHHHKOM. KoJlip BifHOBIEHOr0 po3uuHy mpemnapaty Llumesen®
Moxe OyTy Bif 6€36apBHOTO 10 CBiTI0-2KOBTOTO.

IIpuzomyeaHH s KiHueeo20 po3eedeH020 po34yuHy 015 iHPy3ili.

I3 ¢pmakoHa BimOHUpa€eThCS MOTPIOHUY 00’eM, po3paxoBaHMil 3a MAaCO0 Tijila XBOPOTo, i mari
po3BopuThca y 100 M1 BifmoBifgHOTO iH(Y3iMHOTO pO3YMHHMKA. He peKOMeHAyeThCsa 3aCTOCOBYBaTH
iHQY3iliHi p034KHY 3 KOHIeHTpalie Bume 10 Mr/mi. 3 npenapaTtoM LluMeBeH® CyMiCHI TaKi
inQys3iitai po3uuHu: 0,9 % po3uuH HATpio XJIOPURy; 5 % PO3UMH JAeKCTPO3HU; po3unH Pinrepa Ta
po3uuH Pinrepa-nakraty. He crig 3amimyBatu [lumeBer® 3 iHIIMU IIPOOYKTaMu OJIsd
BHYTPIIIHEOBEHHOI'O 3aCTOCYBaHHS.

Po3BepeHNnY pO34MH He CIIi[i BBOOUTU BHYTPIIIHBOBEHHO A0BIIEe 1 roAuHY, K 3a3Ha4Y€HO B
po3mini «Croci0 3aCTOCYyBaHHS Ta [O3U».

Po34uH, BiTHOBIEHUY BOAO0 I iH €KIIiM IPONEMOHCTPYBaB, XiMiuHYy Ta (i3UYHY
crabinpHiCTh TpPOTSITOM 12 roguH y pa3i 30epiranus npu Temnepatypi 25 °C. BimHoBneHUM
PO3UMH He CJIifg 30epiratu y X0JIOAUIbHUKY ab0 3aMOPOXKYBaTH.



3 MiKp00ioJIOTiYHOI TOYKHY 30Dy BiHOBIIEHU PO3YHUH CIIi[i BAKOPHCTATU HETalHo. [HaKIIe
TEePMiH Ta YMOBH 30epiraHHs mepeq 3aCTOCYBaHHSIM € BifiTIOBiaIbHICTIO KOPUCTyBaya.

Po3BemeHui po34yuH Ay iHdy3iii eMOHCTPYBaB XiMiuHy Ta (HisudHy CTabiNbHICTh MPOTITOM
24 ropuH npu Temmepartypi 2-8 °C. ['oToBul po3uuH Aj1d iHQY3ii He CITig 3aMOpPOXKyBaTHU. 3

® ciig

MiKp0o06ionoriyHOl TOYKYM 30py T'OTOBUM PO3UMH AJIs iHQY3iit mpemnapaty LlumeBeH
BUKOPUCTATH HeTalHO. [HaKIle TepMiH Ta yMOBU 30epiraHHs mepef 3aCTOCYBaHHSIM €
BifIMOBiaNbHICTIO KOPUCTYBaya. [Ipu 11boMy TepMiH 30epiraHHs He TOBUHEH IIEPEBUIITYBATH 24
TOOUHYU Mpu TeMmepaTypi 2-8 °C, K0 BiTHOBIIEHHS i po3BeeHHS Bim0yBasocs B KOHTPOIbOBAHUX i

BaJliIOBaHUX aCENTUYHUX YMOBaxX.

Bynb-sKuii HeBUKOPUCTAHUY IpemnapaT abo Bigxomu CIIif yTUITi3yBaTH 3TiHO 3 MilleBUMMU
BHUMOTaMH.

Himu

IcHye 0O6MeXeHHM NOCBi TiKyBaHHS OiTed BiKoM 0 12 pokiB (ouB. po3ginu «®apMakonoriyHi
BJIACTUBOCTI», «IloKa3aHHsA», «B3aeMofis 3 iHIIMMHY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOM
B3aeMofiiii», «Oco6IMBOCTI 3acTOCyBaHH», «Cr0oci0 3acToCyBaHHS Ta [03u», «[lepemo3yBaHHI»,
«ITobOiuHi peakirii»).

Ilepedo3yeanHsi.
CuMnToMu

[Ipo Bunapxu mepeno3yBaHHS TAHIUKIIOBIPOM, JesKi 31 CMepTeIbHUM HacCJIiIKOM, IOBIAOMIIAIOCS IIif
Yac IpOBeeHHS KIIHIYHUX AOCIIIXKeHb Ta Mif Yac MiCIspeeCcTPaliiHOro 3aCTOCyBaHHS IIpenapary.
Binburicts noBifoMneHb He OyNiy OB’g3aHi 3 BUHUKHEHHAM Oyab-KUX MOOIYHUX peakiii abo
BKJ/TIO4asIH ofHYy abo Oinbine moGiyHUX peakilii 3 mepesiky, HaBeJeHOMYy HUKYe:

- 2eMamo/102iYHa MOKCUYHICMb: MI€JIOCYIPeCis, 30KpeMa TaHLUUTOIEeHisd, TeUKOIIeHisd, HeUTPOIeHis,
rpaHyJIOLUTOIIEHIs, amla3is KiCTKOBOT0 MO3KY;

- 2eNAMOMOKCUYHICMb: TeTaTUT, IOPYIIeHHS QYHKINI MediHKy;

- HUPKO0BA MOKCUYHICMb: TIOCUIIEHHS TeMaTypil y XBOPUX 3 HasBHUMH [0 IIbOT0 IOPYILIEHHAMU
GYHKIIII HUPOK, TOCTPa HUPKOBA HEJOCTATHICTh, MigBUIIEHHS PiBHA KpeaTUHiHy;

- WAYHKOBO-KUWKO0B8A MOKCUYHICMb: abnoMiHanbHu# 6inb, miapesi, 6II0BaHHS;
- HellpOMOKCUYHICMb: TeHepasi30BaHUH TPEMOp, CYIOMH.

JIIKyBaHHA

FaHIUKI0BIP BUBOOUTLCA IIiJl Yac reMofiaiidy; TaKUM YUHOM, [JI 3HUKEHHS UOr0 PiBHA Y IJIa3Mi
KPOBI allieHTiB, SKMM BBEI€HO HAJJIUIIKOBY KiJIbKICTh IIperapaTy, MOXHa 3aCTOCOBYBaTU reMofiai3
(muB. po3min «®apMakOKiHETHKA»).



[TomaTkoBa iHdopMalrisg 11on0 0co6IuBUX TPy MAlliEHTIB

HupkoBa HEIOCTATHICTh: OYIKYETHCS, 10 ITIEPEef03yBaHHs FaHIUKIIOBIPOM MOXe IIPU3BECTHU 10
MigBUIIIEHHS HUPKOBOI TOKCUYHOCTI y MalliEHTIB 3 HUPKOBOIO HEMOCTATHICTIO (IUB. PO3Min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

iTH

KonkpeTtHa iH(popMallis BifCyTHS.

ITobiuni peakuii.

3aranbHui mpodins, 6e3meKu

[TpuMiTKa: BalraHIIKMKIIOBIP € HEaKTUBHOI (OPMOIO (IIPOJTiKK) TaHIIUKIIOBIpY, i m0o6iuHi
peaxiiil, IoB’s3aHi i3 3aCTOCyBaHHAM Ba/TaHUMKIIOBIPY, MOXKHa O4iKyBaTH y pasi
3aCTOCYBaHHS raHIMKIIOBipY. [@HIIMKIIOBIP A7 TepopabHOT0 3aCTOCYBaHHS OilbIlle He
BUPOOIISIETHCS, ajle MO0iYHiI peakilii, Mpo SKi MOBIMOMIISIM IIif Yac HOro 3aCTOCYBaHHS,
TaKOXK MOXKHa OYiKyBaTH Yy MMALi€HTIB, K1 OTPUMYIOTh TQHIUKJIOBIP BHYTPIIIHEOBEHHO. ToOMy
nepeJTik BKIo4Yae mo0ivHi peakilii, IKi CIiocTepiraaucs mif Yac BHYTPIITHLOBEHHOTO abo
IIepPOopPabHOTO 3aCTOCYBaHHI raHIIMKIOBIpPY ab0 BalraHIIUKIIOBIPY.

Y maiieHTiB, SIKUX JiKyBaJid TaHIMKIIOBIPOM/BaITraHLIKMKIOBIpOM, Hal0iNbill CePHO3HUMU Ta YaCTUMU
no0iYHUMHU peakIisiMu Oy HEUTPOIIeHisd, aHeMisl Ta TpoMOouuToneHis. [Hmr mo6iuni peakiril
HaBe[eHO HUXKYE.

YacroTa mobiyHMX peaklliif, HaBefeHa HUXKYe, OTpUMaHa 3 00’egHaHUX OaHuX rpynu BIJI-
indikoBaHux mauieHTiB (n = 1704), SKi OTpUMYyBaNX MiATPUMYyBaIbHY TEpaIlilo TaHIMKIIOBipoM abo
Ba/ITaHLMKJIOBipOM. BUHSITKOM € arpaHyJIOIUTO3, TPaHy/IOLUTOINEHIS Ta aHadilaKTHUYHa peakllis;
IaHi Ipo iX YaCTOTY OTPUMAHO IIifl Yac IOCTMapKeTUHTOBOTO nepiony. ITo6iuHi peakilil HaBefieHO
BiATIOBigHO [0 KJaciB cucteM opraHiB MedDRA, ix yacToTa BU3HaueHa 3a TaKUMHU KaTeropiaMu: Oyxe
yacTto (= 1/10), yacto (= 1/100, < 1/10), HewacTo (= 1/1000, < 1/100), pigko (= 1/10 000, < 1/1000).

3aranbHui npodink Oe3neky raHUUKIIOBIPY/BaNraHIMKIIOBIPY € 3icTaBHUM y nonymnsanisx BIJI-
iH(piKOoBaHUX MAIli€HTIB i IaAlli€HTIB, SIKi IepeHeCcIy TPaHCIJIaHTallil0 OPraHiB, 3a BUHATKOM TOTO, 110
IIPO BifgIIapyBaHHA CiTKiBKM IOBigoMiisanocs TinbKu y BIJI-iHdikoBaHUX marfieHTiB 3 [IMB-peTuniTOM.
OpnHax € [eBHI BIIMIHHOCTI y 4aCTOTi fesKUX peaklii. BHyTpilIHbOBEHHE 3aCTOCYBaHHSA
TaHIMKIIOBIPY IIOB’3aHe 3 MEHIIMM PU3UKOM BUHUKHEHHS [iapel y IOPiBHAHHI 3 IepopaJbHUM
3aCTOCYBaHHSIM BalTaHIMKIIOBipy. [Ipo mifBUILIEHHS TEMIIepaTypH Tifla, KaHAUA03Hi iHpeKIT],
memnpeciio, TIxkKy HelTponeHio (AKH < 500/MK1) Ta UIKipHi peakiiil yacTiine moBigoMsaiTs y BIJI-
inpikoBaHUX MallieHTiB. HUPKOBY Ta Me4iHKOBY OUC(HYHKIIiIO YacCTillle CIOCTEPIrany y Malli€HTiB, Ki
IlepeHeCIy TPaHCIJIaHTallil0 OpPTaHiB.

IHexuii ma iHBagsii: myXe 9acTo - KaHAUOO3Hi iH(eKIIi]l, 30KpeMa KaHANI03 POTOBOL TOPOKHUHY,
iH(eK1il BepXHiX BiIiIiB peCnipaTOPHOT0 TPAKTy; 9aCTO - CEIICUC, TPUI, 3alaJeHHs MiAMKipHOl
KJIITKOBUHU (II€IIONIIT), iH(pEKIlis CeYOBUBIMHUX IIIISXIB.

ITopyweHHs Kposi ma aimpamuyHoi cucmemu: OyXKe 4aCcTO - HEUTPOIIeHisl, aHeMisd; 4acTo -
TPOMOOIIMTOIIEHisA, TEMKOIEHis, MaHIUTOIEHis; HEYacTO - HEAOCTAaTHICTh KiCTKOBOTO MO3KY;
PIOKO - arpa”yJIoLUTO3*, anjlacTUYHa aHeMis, TPaHyJIOLUTOIIEHIT*.



[TopyweHHs iMyHHOT cucmemu: 4acCTO - MiiBUINEeHa YyTIUBICTh; HEYACTO - aHa(inaKTU4HI
peaxkiii*.

ITopyweHHs 06MiHY peuosuH, memaboai3my: fyxkKe 4acTo - 3HUKEHHS alleTUTY; YacTO - 3HUKEHHS
MacHu Tifna.

ITcuxiyHi po3saadu: 4acTO - OeIpecid, CIUIYTaHICTh CBIAOMOCTI, TPUBOr'a; HEYACTO -
30yOKeHHS, MICUXOTUYHI pO3/7agy, MOPYIIeHHS MUACIIEHHS, TalloIHALIil.

ITopyweHHs 3 60Ky Hepe8ogoi cucmemu: IyKe 4acTo - TOJIOBHUM 6iflb, 4acTo - 0e3COHHS,
OVCTeB3is (MOPYyIIeHHs CMaKOBUX BiUYyTTiB), TillecTe3is, mapecTesis, nepudpepruiHa
HeWpomnarTis, CyI0MH, 3allaMOPOYEHHS; HEYaCTO - TPEMOP.

ITopyweHHs 3 60Ky OpaaHie 30py: 4acCTO - HAOPSK POTiBKHU, BiflllapyBaHHS CiTKiBKH, IJIaBaioyi
IIOMYTHIHHS CKJIUCTOTO Tina, 6i/1b B 049ax, MOPYIIEHHS 30py, KOH I0HKTHUBIT.

[TopyweHHs 3 6OKY opaaHis cayxy ma eecmubyaspHo20 anapamy: 4acTo - Oinb y Byxax; He4acTo
- TTIyXOTa.

KapodianvHi nopyweHHA: He4acCTO - apUTMis.
CyOuHHi po3sadu: 4aCTO - TIIOTEeH3id.

ITopyweHHs 3 60Ky OuxanbHOi cucmemu, op2aHie 2py0HOI KaimKu ma cepedoCmiHHA: IyxkKe 4acTo -
3a[MIIKa, Kalleb.

ITopyweHHs 3 6OKY WAYHKOBO-KUWKOB020 Mpakmy: OyXKe 4acTo - fJiapes, Hy[0oTa, OJI0BaHHS,
abpmoMiHanbHUM 6inlb; 4acTo - abmoMiHambHUM OiNb y BEPXHiM YaCTHHI XKUBOTA, 3aIIop,
MeTeopu3M, gucdarisi, DUCIENCis, BiTUyTTs PO3TATHEHHS XKUBOTa, BUPA3KU y POTOBIH
IIOPOXKHUHI, TaHKPeaTHuT.

Po3nadu eenamobiaiapHoi cucmemu: 4acTO - MiABUINEHHS PiBHS JIyKHOI pocdaTa3u y KpoBi Ta
ACT, nopyuienHs GyHKIII nevinku, migBuiieHHs piBas AJIT.

3miHu 3 60Ky WwKipu i NiOWKIpHOI KAIMKOBUHU: IyXkKe YacCTO - HePMATHUT; YacTO - HiYHe MOTiHHS,
cBepOixK, BUCHUII, aJIOTELis; HeYacTO - CYXiCTh IIKipH, KPOIUB' THKA.

[TopyweHHs 3 6OKY 0NOPHO-PYX080i cucmemu ma cnoayyHoi mKaHuHu: 9acTo - O6ifib y M’g3ax, 6inb
y cyrnobax, 6ifib y CIIMHI, CyooMu y M’si3aX.

Po3nadu 3 60Ky HUpok ma cevosudinbHOi cucmemu: 4aCTO - 3HUKEHHS HUPKOBOT'O KITIPEHCY
KpeaTuHiHy, IOPYIIEeHHS QYHKIIii HUPOK, MiABUIIEHHS PiBHA KpeaTUHiHY B KPOBi; HEYACTO -
reMaTypisi, HUpKOBa He[JOCTaTHICTE.

Po3nadu 3 60Ky penpodykmusHOi cucmemu ma MO/A04YHUX 3d/103: HEYaCTO - YOJIOBiue Oe3IIimas.

3aeanvHi po3nadu ma cmaH Micys 88e0eHHs: OyXKe 4acTo - IIPOIacHUIls, c1abKicTh; YacTo - 6ifnb,
03H00, He3yKaHHS, aCTeHis, peakilil y MicIi il ek1ii; He4acTo - Ginb y IPyaHiN KITITII.

*TH¢popMallis PO YaCTOTY BUHUKHEHHS MOOIiYHUX PeakIliii OTpUMaHO i Yac
IIOCTMAapPKETUHTOBOTO 3aCTOCYBaHHS, yCi iHIII KaTeropii 3a 4acTOTOIO I'PYHTYIOThCSI Ha HAHUX,



OTPUMAaHUX IIif] YaC KJIiHIYHUX JOCIiIXKEHD.

Omnuc oKpeMux MoOiYHUX peakilin

HetlimponeHis. Pu3uK BUHUKHEHHS HEUTPOIEHil HEMOXKI/IMBO IependayuT Ha OCHOBI KiJTbKOCTI
HelTpodiniB mepep NMikyBaHHAM. HelTponeHis 3a3Bu4ail BUHMKAE IIPOTATOM IepInoro abo Apyroro
TUXKHS IHOYKI[IMHOTO JiKyBaHHS Ta IIC/S 3aCTOCYBaHHA KyMyIaTUBHOI 103U < 200 mr/kr. KinbKicTb
KJIITUH 3a3BUYall HOPMaJsli3yeThCs MPOTATOM 2-5 AHIB MIiCIIS MPUIIKHEHHS 3aCTOCYBaHHS IIpemnapaTry
a00 3HMKEHHS 003U (OUB. Po3mdin «Oco0MMBOCTi 3aCTOCYBAHHS»).

Tsocka HelimponeHis. [Ipo TAXKKy HEUTPOIIEHi0 YacTinie noBigomisanu v BIJI-iHpikoBaHUX TAIliEHTIB
(14 %), sKi OTpHMYyBa/Iyu MigTPHMYyBaJbHYy TEpaIilo BaAraHIMKIIOBIpOM, FaHIIMKIIOBIPOM IIEPOPAIbHO
abo BHyTpimHbOBEeHHO (n = 1704), HiXK y NallieHTiB Mic/Is TpaHCIIaHTallil OpraHiB, SKi OTPUMYBaJIU
BaJITAHIMKJIIOBIP a00 raHUMKIIOBIP [J1s IEPOPabHOT0 3aCTOCYBaHHSA. Y Malli€eHTiB, SKi 0OTpUMYyBaln
BaJITAHIMKJIIOBIP @00 raHUMKIIOBIP [J1s IePopabHOro 3acTocyBaHHA A0 AHS 100 micns
TPaHCIIJIaHTallil, YacTOTa TSIXKKOI HEUTPOIeHil cTaHoBUA 5 % i 3 % BigMoOBigHO, TOMi SIK Y MAlli€HTIB,
SIKi OTPUMYBAJX BaNraHIUKIOBIP mo gHg 200 micag TpaHCIIaHTallil, 9acToTa TSIXKKOI HEUTPOIeHil
craHoBuia 10 %.

TpombouyumoneHis. IalieHTH 3 HU3BKOIO BUXiOHOWO KinbKicTio TpoMOomuTiB (< 100 000/MKT) MaioTh
IiABUINEHUN PU3UK PO3BUTKY TPOMOOIIUTONEH . [TallieHTH 3 ITPOTeHHOI0 iIMYHOCYIIPECi€lo BHACITIOK
JiKyBaHHS iIMyHOCYIIPECUBHUMH JIiKapCHKUMHU 3aco0aMy MalOTh OiNTbIINY PU3UK BUHUKHEHHS
TpoMmOouuToneHil, Hixk nauienTu 3i CHIJoM (muB. po3nin «OcobaruBOCTI 3aCTOCyBaHHS»). TsKKa
TPOMOOLIMTOIIEHisT MOXKe OyTH MOB’sI3aHa 3 IMOTEHITINHO 3arPO3/IUBOIO0 IJIST KUTTS KPOBOTEUETD.

CyOomu. VY TaIli€eHTIB, IKi OMHOYACHO NMpUiiMay iMieHeM-1IiIaCTaTAH Ta TaHIIUKIIOBIp,
crioctepiranucst cygomu (ouB. po3min «OcoOIUBOCTI 3aCTOCYBaHHSI» Ta «B3aeMopis 3 iHIIUMU
JMiKapChbKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIHN»).

BiowapysaHHs cimkieku. ITpo 1110 mo6iuHy peakirito IMOBiqOMIISIIIOCS TifTbKY IIif YacC HOCTigXKeHb 3a
yuacTio BIJI-in(iKoBaHVX MAIi€HTIB, SIKi OTpUMyBaIy npenapat Liumeser”® qis nikysauHs [IMB-
PEeTHHITY.

Peaxuii y micui in’ekuii. Y maIi€HTiB, SKMM 3aCTOCOBYIOTh TQHIIMKJIOBID, YaCTO BUHUKAIOThH PeaKllil y
Micmi in’ekuii. IlumeBer” Ciif 3aCTOCOBYBATH 3TifHO 3 pEKOMEHalisIMH, BUKJIafleHUMH Y PO3/ifi
«Croci6 3acToCyBaHHS Ta HO3U», 3 METOIO 3HUKEHHS PU3UKY MICI[€BOT0 ITOAPa3HEHHST TKAHUH.

iTH

Odimiitai mocnimxeHHs 6e3MeKH 3aCTOCYBAHHS TAHIMKIIOBIPY AiTSAM BiKOM < 12 poKiB He
IIPOBOAMIINCS, OOHAK Ha OCHOBI IOCBifly 3aCTOCYyBaHHS Ba/lTaHIIMKIIOBIpY, HEAaKTHBHOI (GopMU
(mpomikiB) raHIMKIIOBIPY, 3arajabHUMU MPoQins 0e3MeKr aKTUBHOI (OpMHU Y [iTel Ta JOPOCIUX
nauieHTiB noni6uui. HelTponeHis BUHUKAE YacTillle y [iTel, aje KOPensilii MixK BUHUKHEHHIM
HEUTPOIIeHil Ta iHpeKUiaMu y giTell HeMae. Binbl BUCOKUY PU3UK PO3BUTKY LUTONEHIN y
HOBOHAPOIKEHUX Ta HEMOBJIAT NOTPeOyE PeTenbHOr0 KOHTPOJII0 YKCIIa KIIiTUH KPOBi B I[UX BiKOBUX
rpynax.

IcHytOTh nuIle oOMeXeHi JaHi 00 3aCTOCYBaHHS BaJraHIUKIIOBIpYy a00 raHIUKIIOBIpY
HOBOHApomXeHUM a0o HeMoBysiTaM 3 BIJI/CHIJom a60 CHMIITOMAaTUYHOIO BpOxKeHow0 IIMB-
index1ieio, ofHak npodinst 6e3meku BiAmoBigae BitoMmoMy npodinio 6e3mnexu
BaJIraHIKKIIOBiPY/TaHIUKIIOBIPY.



Tepmin npudamHocmi.

3 POKH.

YMoBu 30epiranHsi.

30epiratu y HegOCTYIIHOMY IJIst miTei Micti. 36epiratu mpu temnepatypi He Bute 30 °C.

HecymicHicmb.

['aHIMKIIOBIp HEe MOXKHA 3MIIITyBaTH 3 IHIIUMHU IIpeliapaTaMy, 110 BBOAATHCSA
BHYTPIITHbOBEHHO. ['aHIIMKIIOBIP BUIIafla€ B 0Cafl Y PO34YMHAX, IKi MiCTITh ImapabeH.

VYnaxoBka.

[To 500 mr mioginizaty y 6e36apBHOMY CKIsTHOMY (rrakoHi micTkicTio 10 mit. ITo 1 ¢pnakony y
KapTOHHIi#M KOpOOIIi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
1. YETIJTA®APM ApunauMitTens I'm6X
2. Ilpecrigxk ITpomoymien ®epkaydhchropmepyur Ta Bepbecepsice I'm6X

3. IIpectigx IIpomoymen ®epkayhcdropaepyHr Ta Bepbecepsice I'm6X

Micue3HaxomKeHHs1 BAPOOHHKA Ta aJpeca Miclsi MPOBadXeHHS TisiIbHOCTI.
1. LUirenbxod 23-24, I'paiidcBanbn, MeknenOypr-®opnommeps, 17489, Himeuunna
2. Jlinmirmtpacce 6, 63801 KngitHocTxaiM, HimeuurHa

3. bopcirwmrpacce 2, Anv3eHay, basapis, 63755, HiMeyunHa



