IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

TUFALMAN
(TYGACIL®)

Cknag:

Aitoya peyoBmHa: TalreuuKiH;

1 hnakoH MicTUTb 50 Mr TareynKniHy;

[OMOMI>KHI PEYOBMHU: NaKT03a, MOHOTIAPAT; KAC/I0Ta X/I0PUCTOBOAHEBA PO3BELEHA; HATPILO MAPOKCUL.

Nikapcbka thopma. MopoLoK 418 po3UnHY ANs iHDY3il.
OCHOBHI (pi3nKO-XiMiYHi BnacTMBOCTI: niodinisaT y BArAAAI 3M1MNN0T Macy abo NOPOLLIKY OpPaHXeBOro KObopy.

dapmakoTepaneBTUYHa rpyna.
AHTM6aKTEpiaNbHi 3aC06U /11 CUCTEMHOTO 3aCTOCYBaHHS, TETPALMKIIHM.
Kog ATX JO1A Al2.

dapmMakosoriyHi BnacTmneoCTI.
dapmakogyHamika.

MexaHi3Mm fii.
Talreynknid, aHTUBIOTUK FAILUALUMKIIHOBOIO psAAy, IHribye TpaHCAAuito 6ifka y 6akTepisax LASXOM NpUegHaHHS A0 pubocoMHOI cyboamHuui 30S Ta LIsSXOM

6710KyBaHHS BX0AY MoneKyn amiHo-aunn-TPHK B caiiT A pu6ocomu. Lie nepeLukogkae BKNHOYEHHIO aMiHOKUCNIOTHUX 3a/IMLLIKIB Y HapoLLyBaHi NenTUAHI NaHLory.
3arasiom BBaXA€eTbCH, L0 TareynkniHy nputamMaHHa 6aktepioctatuyHa fis. Mpw gocnifpkeHHi BNMBY Tareumkiidy Ha Enterococcus spp., Staphylococcus aureus
Ta Escherichia coli B KOHUeHTpaLiT, fka B 4 pa3u BULa 3a MiHiManbHY NpUrHidyBaibHy KoHUeHTpauito (MIMK), 6y10 BUABNEHO 3HVKEHHS KisIbKOCTI KOMOHIN Ha 2



log.

MexaHi3M pe3NCTEHTHOCTI.

TanreynkniH 34aTHUIA NepeboproBaT 2 OCHOBHI MexaHi3MW Pe3NCTEHTHOCTI 40 TeTpauuk/iHy: pubocoManbHUIA 3aXMCT Ta akTUBHE BMBeAEHHS (edntokc). [ns
36yAHVKIB poAnHK Enterobacteriaceae icHye nepexpecHa pe3uCcTEHTHICTb MidXK TalreLMKNiHOM Ta MiHOUMKNIHPE3UCTEHTHUMM i30/15iTaMK, 06YMOB/ieHa ehIFOKCHUMIA
HacocaMu, WO 3ab6e3nevyroTb PE3UCTEHTHICTb A0 6araTbOX NiKapCbKMX 3aco6iB. MiXK TalreymkniHoM Ta GifbLUICTIO KMaciB aHTMOIOTUKIB HEMAE MepexpPecHol
PE3UCTEHTHOCTI, B OCHOBI AKOT IEXXMTb MilleHb AiT. TanreynkiiH YyTaMBMin 4O XPOMOCOMHOKOLOBaHUX e(hIFOKCHUX HACOCIB, WO 3a6e3neyyoTb Pe3UCTEHTHICTb A0
6araTbOX Mpenaparie, NpeAcTaBHUKIB Proteeae Ta Pseudomonas aeruginosa. 36yaHuku poanHu Proteeae (Proteus spp., Providencia spp. Ta Morganella spp.)
3ara/loM MeHLU YyTAMBI A0 TalreumkniHy, HXX iHWI npeactaBHUKKM Enterobacteriaceae. 3HMMXeHY 4yTAMBICTL B 000X rpynax MoB’s3yHOTb 3 CYNepeKcrpeciero
HecneunMivyHoro ethrOKCHOro Hacoca AcrAB, LU0 3a6e3neyye pe3nCTeHTHICTb A0 6araTboX npenapaTiB. 3HMKeHa YyTAMBICTbL Acinetobacter baumannii Nos’A3aHa 3
cynepekcrpecieto editokcHoro Hacoca AdeABC.

[ paHUYHI TOYKMN.

€BpONeNCcbKNM KOMITETOM NepeBipKy aHTUMIKPO6HOT uyTamBocTi (EUCAST) 6ynum BCTaHOBMEHI Taki rpaHUYHi Toukn ans MIMK:

- ana Staphylococcus spp. — S< 0,5 mr/n ta R > 0,5 mr/n;

- 4N1s BUAiB Streptococcus spp., OKpiM S pneumoniae, — S< 0,25 mr/n, R > 0,5 mr/n;

- ans Enterobacter spp. — S< 0,25 mr/n, R > 0,5 mr/n;

- s npefcTaBHKKiB Enterobacteriaceae— S< 1(") mr/n, R > 2 mr/n.

(") AKTUBHICTb TaiireLmKniHy in vitro sHKeHa LWogo Proteus, Providencia ta Morganella spp.

Byno BCTaHOBNEHO KNiHIYHY e(EKTMBHICTb 3aCTOCYBaHHSA MPOTU aHaepOOHMX GakTepin Npu MONIMIKPOGHUX iHTPaabAoMiHa/IbHUX HQEKLIAX, ane Kopensauii Mix
3HaveHHAMM MK, gaHumu wono papmakoKiHeTUKM/hapmakoaMHaMiK Ta KIHIYHUMK pe3ynbTatamy Hemae. OTxXe, BIZJOMOCTI NMPO rpaHuyHy TOYKY 419 Yy TUBOCTI
He HagaroTbes. Crig BiAMITUTY WMPOKKIA AianasoH MIK ans opraHismis pogis Bacteroides ta Clostridium, KWl MOXe BKKOYaTV 3HAYEHHS, LLLO MEPEBULLYIOTL 2 MI
/N TareumKniHy.

ICHye obMmeXKeHa KinbKiCTb AaHUX LWO0A0 KNiHIYHOI eq)eKTMBHOCTI TalreumkniHy npoTu eHTEpPOKOKiB. OAHaK KNiHiYHI A0CMiIMKEHHS NPOAEMOHCTPYBaIU, L0
NoNiMiKpoO6Hi iHTpaabAoMiHaNbHI iHeKLIT NiAAArTLCA NiKYBaHHIO TalireyMKNiHOM.

YyTIMBICTb.

YacToTa HabyToi pe3sUCTEHTHOCTI MOXe 3MIHIOBATUCh 3a/1eXKHO Bif, MiCLe3HaXOMKeHHs Ta nepioay Bifbopy A0CNiLAKYyBaHMX MIKPOOPraHi3MiB; TakoX 6axaHo MaTu
NOKanbHi BIAOMOCTI WOAO0 PEe3NCTEHTHOCTI, 0COBAMBO NPW MiKYBaHHI TSXKUX iH(EKUiA. 3a HeoOXiAHOCTI, KoM MicueBa HabyTa Pe3UCTEHTHICTb A0CArna Takoro
PiBHS, L0 KOPUCTb 3aCTOCYBaHHSA Mpenapary NpuHaiMHi Npy AesKUX Tunax iH(eKLii ctae CyMHIBHOLO, Cif 3BepHYTMCA 3a JONOMOIOH [10 eKcrepTa.

MaToreHHi MikpoopraHismu.

MepeBa>kHO Yy TNMBI BAAN.

- [pamMno3nTnBHI aepobu:

Enterococcusspp.t

Saphylococcus aureus®

Saphylococcus epidermidis

Saphylococcus haemolyticus

Sreptococcus agal actiae*

IMpyna Streptococcus anginosus* (Bkto4vae S anginosus, S intermedius, S constellatus)
Sreptococcus pyogenes*




CtpenTtokoku rpynu Viridans

- [pamHeraTnBHi aepobu:
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*
Klebsiella oxytoca*

- AHaepobu:
Clostridium perfringenst

Peptostreptococcus spp. T
Prevotella spp.

Buawn, ona akux HabyTa pesauc TeHTHICTb MOXKe Oy Tur Npo6/1eMoto
- 'pamHeraTuBHi aepobu:
Acinetobacter baumannii
Burkholderia cepacia
Enterobacter aerogenes
Enterobacter cloacae*
Klebsiella pneumoniae*
Morganella morganii
Proteus spp.

Providencia spp.

Serratia marcescens
Senotrophonas maltophilia

- AHaepobu:
"pyna Bacteroidesfragilist

Buan, peancTeHTHI BiJ npupoau.
- [pamHeraTnBHi aepobu:
Pseudomonas aer uginosa

* BigMiyeHO BUAK, LWOAO AKUX Oyna noKasaHa 3af0Bi/ibHa aKTUBHICTb MNif Yac KNiHIYHUX AOCNIIKEHD.
T OnB. «"paHNYHI TOUKM» BULLE.

EnekTpodisionoris cepus.
B xogfi paHgomizoBaHOro nnauebo- Ta aKTMBHOKOHTPO/IbOBAHOIO MEPEeXPeCcHOro YOTUPUCTYNEHEBOro LOCNiMKeHHsA iHTepBany QTcC 3a y4acTio 46 340poBUX




A06POBO/LLIB He 6y/0 BUABNEHO XOAHOMO 3HaYYLL,Oro BNUBY Ha iHTepBan QTcC Npu 3acTOCyBaHHI pa3oBoi 403u TaureymkiiHy 50 Mr a6o 200 Mr BHYTPiLLUHbOBEHHO.
4itn.
Tanreyunknin (0,75; 1 a6o 1,25 Mr/Kr) 3acTocoByBa/iv B XOfi BiAKPMUTOro A0CNiAKeHHs 6araToKpaTHNX HapocTakoumx 403 3a yyacTio 39 f4iTam Bikom Big 8 fo 11 pokiB
3 YCKNagHEHUMW IHTPaabAoMiHabHUMKM [H(EKLiAMM ab0 YCKNagHEHUMW IHQEKUISMU LIKIpKM Ta M’SKMX TKaHWH. YCi NauieHTU OTpuMyBann TalreyukiiH
BHYTPILLUHbOBEHHO Bif MiHIMYM 3 A0 MakcumMyM 14 AHIB Nigps4 i3 404AaTKOBOH MOX/IMBICTIO NEPENTN Ha NepopasibHi aHTMOIOTUKIN Ha YETBEPTUIA AeHb ab0 Mi3HiLLe.
KniHiuyHe ofy)XaHHs ouiHoBasn Mix 10 Ta 21 gHeM nicns 3aCTOCyBaHHSA OCTaHHbLOT A03M1. 3BeAeHi pe3ynbTaTi LWOLO KNiIHIYHOT BignoBigi y MoaudikoBaHii nonynauii
nawuieHTiB, AKi po3noyvanu nikysaHHa (MITT), npefcTasneHi y Tabnuui 1.

Tabnuus 1.
KniHiyHe ogy>KaHHs, nonynauis miTT.

MokasaHHA

0,75 mr/kr, n/N (%)

1 mr/kr, n/N (%)

1,25 mr/kr, n/N (%)

YcKnagHeHi iHgeKuiT YepeBHOT MOPOXKHUHW 6/6 (100,0) 3/6 (50,0) 10/12 (83,3)
YcKnagHeHi iHgeKuiT WKipy Ta M’ SKUX TKaHUH 3/4 (75,0) 5/7 (71,4) 2/4 (50.0)
3arasom 9/10 (90,0) 8/13 (62,0) 12/16 (75,0)

HaBepeHi BuLLe AaHi 3 eyeKTUBHOCTI cnif 6paTn 40 yBarn 3 06epeXxHICTIO, OCKINbKM B LbOMY AOCNIKEHHI YN0 J03BOMIEHO 3aCTOCYBATWN CYMYTHI aHTUOIOTUKK; KPIM
TOro, CNif, BpaxoByBaTW HEBEIMKY Ki/IbKIiCTb MaLiEHTIB.

dapmakoKiHe TVKa.

Abcopbuis.
BiogocTynHicTb TaireumkniHy ctaHoBUTb 100 %, OCKiflbKW A0r0 3aCTOCOBYHOTb BHYTPILLIHBOBEHHO.

Posnogis.

3B’s13yBaHHA TalreuuKkniHy 3 6iflkaMu naasmu in vitro ctaHoBKAO NPMGAN3HO 71-89 % Npu KOHLUEHTPaLifX, SKi crnocTepiranncs y Xodi KNiHiYHnMX aocnigpkeHb (Big,
0,1 go 1,0 mKr/mn). PapMakoKiHETUYHI JOCNIKEHHA HA TBApMHAX Ta 3 y4acTto Nt0Lei NPOAEMOHCTPYBaIN, L0 TaNreUMKIiH WBUAKO PO3MOAINAETHCA B TKAHUHAX.
Mpu 3acTocyBaHHI Pa3oBoi 403K abo Mpu GaraTopasoBOMY 3acTOCyBaHHI 14C-TalireuukniHy Liypam pafioakTUBHICTb A06pe po3noginanacs B 6inbLIOCTi TKaHWH;
HalbifbLa KiNbKiCTb 6yna BUsIBNEHA Y KICTKOBOMY MO3KY, C/IMHHUX 3a/103ax, LWMTOBWUAHIN 3a103i, cenesiHui Ta HUpKaX. Y nogein 06’em po3noainy Tanreymknity B
PIBHOB&XXHOMY CTaHi B cepefHbOMY CTaHOBUTb 500-700 n (7-9 n/Kr), L0 BKa3ye Ha aKTUBHWI PO3NOAIN TalreLMKIiHy no3a nnasmMor Ta HaKOMWUYeHHS Ooro B
TKaHVHax.

[JaHnX oo 34aTHOCTI TalreyukIiHy NPOHMKATK Yepes rematoeHuedanivyHui 6ap’ep y Ntofein Hemae.

Y KNiHIKO-(hapMakonoriyHmx JOCNIIKEHHAX i3 3aCTOCYyBaHHAM TeparneBTUYHOI fo3u (100 mr, Hagani — no 50 Mr KoxHi 12 roauH) 6yno BCTaHOB/EHO, WO Cipax
TalreuykniHy B CMPOBATLi KPOBi B PIBHOB&XHOMY CTaHi CTaHOBUTL 866 + 233 HI/mMn npu iHQY3iT npenapaty npotarom 30 XBUAWH Ta 634 £ 97 Hr/mMn npun iHQy3ii
npoTarom 60 xBunuH. 3HaveHHss AUCq_1op Y PIBHOB&XXHOMY CTaHi CTaHOBUTL 2349 + 850 Hr-roguHy/m.

BioTpaHchopmauisi.

Po3paxoBaHo, L0 B cepefHbOMY MeHLle 20 % TaiireuukniHy mMeTabonisyeTbcs nepef BUBEAEHHSM 3 opradiamy. Micns BBeaeHHs 14C-TalireuukniHy 340poBUM
[06POBO/bLIAM Y0/OBIYOT CTaTi y ceyi Ta Kasli 6yB BUsSBNEHUIA He3MiHeHWA 14C-MiveHniA maTepian; TakoX Gyn NPUCYTHI TMHOKYPOHiA, N-aleTunoBuii MeTaboniT Ta
enivep TalreumKiHy.

JocnipKeHHs Ha MIKpocoMax NeYiHKW MAUHY in Vitro AeMOHCTPYHOTb, L0 TalreumKniH He iHribye MeTaboniam, ornocepeikoBaHuiA Oyib-SKOK 3 LLIECTU i30hopM
umtoxpomy P450 (CYP): 1A2, 2C8, 2C9, 2C19, 2D6 Ta 3A4 WNAXOM KOHKYPEHTHOro iHribyBaHHsA. Kpim TOro, TaireyukniH He BWUSBASIE 3aN€XHOCTI Bif
HIKOTMHaMif-afleHiH-anHyKneoTng-goctaty npn npurHiveHHi CYP2C9, CYP2C19, CYP2D6 ta CYP3A, wo fgae 3Mory npunycTuTU BIACYTHICTb CYTiUMAHOro




IHribyBaHHs umx CY P eH3uMiB.

BusegeHHs.

Bu3HaueHHs 3aranbHOT pagioakTMBHOCTI Y Kali Ta cedi Micns 3aCTOCYyBaHHA

14C-TaitreyuKkniHy nokasye, Lo 59 % /031 BUBOAWUTLCA 3 KaJIOM Ta YKOBYIO, a 33 % — 3 ceyeto. 3arasioM OCHOBHWIA LUNSAX BUBEAEHHS TalreyuKiHy — Lie eKCcKpeL,is
HEe3MIHEHOro TaureynkaiHy 3 >KOBYt0. [OMOMDKHI LUNAXU — YTBOPEHHS TNHOKYPOHiAY Ta BMBELEHHA Y HEe3MIHEHOMY BUINALi HUPKaMW. 3ara/ibHUn KIipeHc
TalreUuyKNiHy Npu BHYTPILLUHbOBEHHOMY 3aCTOCYBaHHI CTaHOBUTL 24 N/roAuHY, a HUPKOBUIA KipeHC — npubnnsHo 13 % Big 3arasibHOro. TaireLmkiiHy BnacTmsa
NonieKCrnoHeHLinHa eniMiHaLis 3 CUpPOBaTKW; MPWU 3aCTOCYBaHHI [eKiNIbKOX [103 cepefHil nepiof HaniBBMBEAEHHSA CTaHOBWUTb 42 rofMHKU, Xo4ya ICHYE 3Ha4yHa
MiDKIHAMBIfyanbHa BapiabebHICTb.

Pe3ynbTaTh in Vvitro gocnifgkeHb 3 BMKOPUCTaHHAM KNiTUH Caco-2 AEMOHCTPYHOTh, WO TalreumkiiH He iHribye MoTiK AUFOKCMHY, WO CBigYMTb MpO Te, WO
TareumKniH He € iHribiTopom P-rnikonpoTeiHy. Pe3ynbTaTn, OTPUMaHI in Vitro, y3rofpKyrTbca 3 iHpopMaLieto LWOo40 BiCYTHOCTI BMANBY TalreUMKIiHy Ha KipeHe
[AUTOKCUHY, OTPMMAHOKO Y pamKaxX OMmcaHoro Huk4e LOCNiIKeHHA B3aEMOZIT iIKapCbKUX 3ac06iB in vivo (4MB. po3ain «B3aeMogis 3 iHWNMK NiKapCbKMMM 3ac06amMm
Ta iHLWi BUAM B3aEMOAI»).

Ha niacTasi pe3ynbTaTiB AOCNIDKEHHS iN Vitro 3 BUKOPUCTaHHSAM KNITUHHOT NiHIT, SiKa XapaKTepu3yeTbCA HaAMIpPHOK eKCrpecieto P-rnikonpoTeiHy, TanreunkniH €
cybcTpatoM P-rnikonpoTeiHy. MoTeHLiiHWIA BHECOK 0MocepeKoBaHOro P-r/iikonpoTeiHOM TPaHCNOPTY Y PO3NOAINEHHSA TareuuKiHy in vivo HeBigomuid. CynyTHeE
3aCTOCyBaHHA iHri6iTOpiB P-rnikonpoTeiHy (Hanpuknag KeTOKOHa30/y abo LMKNOCMNOPUHY) abo iHAYKTOpIB P-rnikonpoTeiHy (Hanpuknag pvudgamniunHy) Moxe
BMIMHYTW Ha (hapMaKOKiHETUKY TareLmKiHy.

Oco6/11BI rpynu NaLieHTIB.

MopyLUeHHs QPYHKLIT NeYiHKN.

dapmMakoKiHETUYHWIA PO3NOAiN Pa3oBoi [03U TalireuukiHy He 3MIHIOBABCA Y MaLi€HTIB 3 HE3HAYHVUMW NOPYLUEHHAMW (YHKUIT neviHkn. OfHakK y nauieHTiB 3
MOMIPHMMM Ta 3HAYHMMK NOPYLUEHHAMM YHKLIT nediHkn (B Ta C 3rigHo 3 Knacudikauieto Yannga — M’10) CUCTEMHUIA KNIPEHC TalreumKkiiHy 3MeHLLYETbCSA Ha 25
% Ta 55 % BiANOBIAHO, a Nepioa HaniBBMBEAEHHS TanreyukniHy NoAoBXYyeTbCs Ha 23 % Ta 43 % BignoBigHO (AMB. po3ain «Cnoci6 3acTocyBaHHS Ta A03W»).
MopyLUeHHs (hyHKLIT HUPOK.

dapmMakoKiHETUYHWIA PO3MOAIN Pa30BOT 403U TalreUMKIiHy He 3MIHIOETLCA Y MaLiEHTIB 3 HUPKOBOK HeAOCTaTHICTIO (KNipeHC KpeaTuHIHY < 30 MA/XBUNNHY, N=6).
Mpy THKKUX NOPYLUEHHSAX (DYHKUIT HUPOK 3HadveHHss AUC 6yno Ha 30 % BUWMM, HDDX Y NaUieHTIB 3 HOPMa/bHOK (DYHKLiE0 HMPOK (AuB. po3fin «Cnocib
3aCTOCYBaHHSA Ta J03U»).

MauieHTN NiTHLOrO BIKY.

3araJioM He BWABMEHO PI3HULI MK (DapMakOKIHETUYHUMW MOKa3HMKaMU 340POBMX [LOOPOBO/bLIB MITHHOrO BiKY Ta MOSIOALIOro BiKy (amB. posgin «Cnocib
3aCTOCYBaHHSA Ta [03U»).

aiTn.

dapMaKoKiHETVKY TalreLMKNiHy BUBYaNM Y X041 ABOX AOCAiAKeHb. [MepLie fOCNipKEHHS BKOYaN0 AiTei Bikom 8—16 pokiB (n=24), aKi 0TpUMyBa/iv TalreumKiH
pa3oBo (0,5 mr/kr, 1 mr/kr abo 2 Mr/kr, 4o MakcumasnbHoi go3v 50 mr, 100 mr Ta 150 Mr BiANOBIAHO) BHYTPILHLOBEHHO BNPOA0BX 30 XBUAWH. pyre A0CNiAXeHHS
Oyno npoBefeHo Yy aiTelt BikoM 8—11 pokiB, fKi 0TpuMyBanv Tareyukiid 6aratokpatHo (0,75 mr/kr, 1 Mr/kr abo 1,25 mMr/kr, 0 MakCUMasibHOI 1031 50 Mr) KOXHi 12
rOAVH BHYTPILHBLOBEHHO BNPOA0BX 30 XBUIUH. Y X041 UMX LOCNIMKEeHb HaBaHTaXKyBa/lbHI 403U He BUKOPUCTOBYBa/IN. PapMakoKiHETUYHI NapameTpu HaBefeHi y
Tabnuui 2.

Tabnus 2.
[lo3a, Hopmani3oBaHa Ha 1 Mr/Kr, cepefiHe 3HaueHHsA £ CB Ciy,ox | AUC Taiireuykniny y gitei.

Bik (pokw) N Crrax (Hr/mn) AUC (HreroguHy/mn)*
OfHopasoBa f03a




8-11 8 3881 £+ 6637 4034 + 2874
12-16 16 8508 + 11 433 7026 + 4088
BaraTopasoBa [03a

8-11 | 42 | 1911 + 3032 | 2404 + 1000

* OpHopasosa Ao3a - AUCy_,, 6araTopasosa go3a - AUCy_1op.

LinboBa AUC_ 10 Y OPOCAKX NiCNA 3aCTOCYBaHHA PEKOMEH/0BaHOT HaBaHTaXyBa/ibHOT 4031 100 Mr Ta 4031 50 M KOXKHI 12 roAuH cTaHosusia npnbnmsHo 2500
HreroguHy/m.

AHani3 nonynauii 4na ouiHKK apMaKoKiHETUKM B 060X A0CMIIKEHHSX BU3HAYMB Macy Tifla K KoBapiaTy KNipeHCy TaireymkniHy y AiTeli BiKOM Bif 8 pokiB. Pexxnum
[03yBaHHA 1,2 MI/Kr TalreumKkiiHy KoXxHi 12 roguH (4o makcumanbHoT Ao3n y 50 Mr KoXKHI 12 roamH) ans aiteit Bikom 8—12 pokiB Ta 50 Mr KoXHi 12 rogunH ans
nigniTKiB Bikom 12-18 pokiB, MMOBIPHO, NpK3BeAe 4O eKCno3uuii npenaparty MogibHoi A0 Takoi, WO CMOCTepiraeTbCs y AOPOCANX MPU 3aTBEPIYKEHOMY PEXMUMI
[03yBaHHS.

Y Xofi UMx JOCNILXKEHb Y [eaKuUX AiTei cnocTepiranmes BULLL 3Ha4eHHA Cray, HDK Y fopocnunx. Tomy Aitam o6upaTtu LWBUAKICTb NPOBEAEHHS iH(Y3iT Talreumkiny
CNif, 3 06epPeXHICTIO.

CTaTs.

He 6yno BUSBNEHO KNiHIYHO 3HAYYLLUMX BiAMIHHOCTEN MiXK KNIPEHCOM TalreumKiHy y YonoBiKiB Ta XiHOK. byno Bu3HayeHo, wo AUC y xiHok 6yna Ha 20 % BuLya,
HI>X Y YO/I0BIKIB.

Paca.

KnipeHc TaireymkniHy He 3a1eXuTb Bif pacu.

Maca Tina.

KnipeHc, KnipeHc 3 YTOYHeHHAM 3aeXHo Bif Macy Tina Ta AUC y nauieHTiB 3 pi3HOKO Maco0 Tifa, BK/IOYAOUM MaLieHTiB 3 Macol = 125 Kr, iCTOTHO He
BIAPI3HANNCA. Y nauieHTIB 3 Macoro = 125 Kr 3HadeHHss AUC 6yno Hvkye Ha 24 %. JaHux Ana nayieHTiB 3 Macoto Tina 140 Kr Ta 6inbLue HeMae.

KniHiYHi XapaKTepUCTUKN.

Noka3aHHA.

Turaumn npusHayaroTb 4OPOCANM Ta LITAM BIKOM Bif, 8 pOKiB N5 NiKyBaHHA (41B. po3ain «Oco6MBOCTI 3aCTOCYBaHHA» Ta «PapMakoLMHaAMIKa»):

- YCKNafHEHMX IH(EKLiN LWKipy Ta M’AKUX TKaHWH, 3a BUHATKOM iH(DiKOBaHOI AiabeTnyHoT cTonu (AMB. po3ain «Ocob6MBOCTI 3aCTOCYBaHHA);

- YCKNagHeHMX iHTpaabAoMiHaIbHUX iH(EKLIA.

Twuraumn cnif 3acTOCOBYBATU Ti/IbKW Yy BUMALKaX, KON iHWI aHTUBIOTUKM He NPUAHATHI [0 3aCTOCYBaHHSA (4MB. po3gin «OcobnmBOCTI 3aCTOCYBaHHSA», «[106iYHI
peakuii» Ta «PapMakoAnHamiKa»).

Cnip 3BepHY TV yBary Ha oiLiiHi pekoMeHZaLliT oo BignoBiAHOMO 3aCTOCYBaHHA aHTMOaKTepiaslbHUX 3aco0iB.

MpoTuUnokasaHHs.
inepyyTIMBICTb A0 AiOUOT PEYOBUHM YK A0 OYAb-AKOT3 LONOMIKHUX PEYOBUH, BKa3aHNX y po3aini «Cknam».
MauieHTy 3 rinepyyTANBICTHO A0 aHTUOIOTMKIB TETPALMKIIHOBOIO psiAy MOXYTb MaTy FinepyyTAUBICTb A0 TareUmKiHy.

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.
JocnimpKeHHs B3aEMOLIT MPOBOAMAN /INLLIE 3a YYACTHO AOPOC/IUX.



OfHoYaCHe 3aCTOCYBaHHSA TalreuukniHy Ta BapgapuHy (25 Mr OAHOKPAaTHO) 340POBUM A06POBO/MLLAM MPU3BOAMIO 4O 3HVXKEHHS KipeHCy R-BaptapuHy Ta
S-BapaprHy Ha 40 % Ta 23 % i go nigsuueHHs AUC Ha 68 % Ta 29 % BignoBigHO. MexaHi3M ujiel B3aeMogii 4oCi He BigOMMIA. 3riHO 3 HAABHUMW AaHUMW, He
MOXHa NPUNYCTUTK, WO LA B3aEMOZIS MOXe MPU3BECTN A0 iICTOTHUX 3MiH MIDXHapOAHOro HOpMasli3oBaHOro CniBBigHOLWEHHSA. OfHaK OCKiNIbKW TareymKiiH MoXxe
MOJOBXYBaTU K MNPOTPOMOIHOBMIA 4Yac, TaK | aKTMBOBaHWA YacCTKOBMIA TPOMOOMNACTUHOBWUI 4ac, NPV OAHOYACHOMY 3aCTOCYBaHHI TalreumkniHy 3
aHTMKoarynsHTaMmu cfif peTesibHO KOHTPO/OBATU pe3ynbTaTh JOCNiMKeHb Koarynauiil (ave. po3gin «OcobnMBOCTi 3aCTOCYyBaHHSA»). BapdapuH He BNivBaB Ha
(hapMakOKiHETUYHUIA NPOMiNb TANreLMKIiHY.

Talireynknivy He NpMTaMaHHWIn eKCTEHCMBHUIA MeTabonisM. OTXKe, OYiKYeTbCA, WO aKTUBHI PEYOBMHM, SKi € iHriGiTopaMu un iHaykTopamu izogopm CY P450 He
OyayTb BNAMBATU Ha MOro KnipeHc. Talreyuknid in vitro He NPosiBNIsSiE BNACTUBOCTEN KOHKYPEHTHOrO iHri6iTopy abo iHri6iTopy HEOO60POTHOT Al LOAO EH3NMIB
CYP450 (auB. po3ain «dapMakoKiHETMKa).

TalreumkniH y peKoOMeHA0BaHWX [03aX He BM/MBaE Ha LUBMAKICTb YW CTYNiHb abcopbuil abo KnipeHc aurokcuHy (0,5 mr, a notim no 0,25 Mr woaeHHo) npu
3acTocyBaHHI 30pOBMM AOPOCAUM [06POBOMbLAM. JUrOKCUH He BNAMBAE Ha (hapMakKOKiHETUYHMIA Npodinb TalreumkniHy. OTXe, NPy OAHOYACHOMY 3aCTOCYBaHHI
TalireynkiHy 3 AUrOKCUHOM NOTPe6U B KOPUTYBaHHI 031 HEMAE.

Mpu gocnimkeHHsX in Vitro MiXK TaireuMKIiHOM Ta aHTUBIOTMKaMM IHLWINX KNaciB, SIKi 4aCTo 3aCTOCOBYHOTh Yy Teparii aHTaroHi3aMy BMSIB/IEHO He Byro.

CynyTHe 3aCTOCYBaHHA aHTUOIOTKKIB 3 MepopasibHUMM NPOTU3aNNiAHUMN 3aC00aMN MOXKE 3HU3UTY eheKTUBHICTb NPOTM3aniLHNX 3aC00iB.

O[HoYaCHe 3aCTOCYBaHHS TalreuMKNiHy Ta iHri6iTOPIB KabLMHEBPUHY, TaKNX SK TaKpONMiMyc abo LMKIOCNOPUH, MOXE NPWU3BECTM A0 MiABULLEHHS MiHIMabHUX
KOHLLEHTpaL|iil iHriBITOPIB Ka/lbLMHEBPUHY B CUPOBaTLi KPOBI. TakMM UYMHOM, KOHLIEHTpaLil iHFi6ITOPY KafbLUMHEBPUHY B CMPOBATL CAif KOHTPOMKOBATK Nif yac
NiKyBaHHS TalreynKaiHoM, LWo6 YHUKHY TV TOKCUYHOCTI npenapary.

3rigHo 3 pe3ynbTaTamu AOCNIPKEHHS in Vitro, TareumkiH € cybcTpaTtomM P-rnikonpoTteiHy. Kom6iHOBaHe 3acTOCyBaHHS 3 iHribiTopaMu P-rnikonpoTeiHy (Hanpuknag,
KeTOKOHa30/10M ab0 LMK/I0CMOPUHOM) abo iHAYyKTopaMu P-raikonpoTeiHy (Hanpuknag pugaMniuHoM) MoXe BIIMHYTU Ha (hapMakOKIHETUKY TalreyukiHy (4us.
po34in «PapMaKkoKIHETUKA).

Oco61MBOCTI 3aCTOCYBAHHA.

Y Xofi KNHIYHMX JOCNIMKEeHb 3a YYacTHO MauieHTIB 3 YCKNagHeHUMM TH(eKLISMA LKIPU Ta M SIKUX TKaHWH, YCKNagHEHUMU IHTpaabaoMiHaIbHUMK THXEKLiSMM,
iH(DiKOBaHO iabeTUUYHOK CTOMOK, rOCMiTa/IbHOK NMHEBMOHIEKD Ta Y X041 AOCNIAKEHb 3a YYacTO MaLiEHTIB 3i CTIMKMMM NaToOreHamm. BULLWIA MPOLEHT NeTanbHOCTI
crnocTepirascs cepef MauieHTIiB, SKi 3acTOCOBYBa/M TalreumksiH, MOPIBHAHO 3 NauieHTaMK, sKi 3acTOCOBYBa/iM MpenapaT MOPIBHAHHA. TMPUYMHM LbOro
3a/IMWAKTLCA HEBIJOMUMU, anie He MOXXHA BUK/IKOUUTU HWXKYY eqeKTMBHICTb | 6e3meky MOPIBHAHO 3 MperapaTaMu MOPIBHAHHSA, LIO 3aCTOCOBYBa/INCh Y
[OC/TIKEHHSX.

CynepiHdeku,is.

Y Xopi KMAiHIYHMX AOCNipKeHb Y NaUieHTIB 3 YCKMaAHEHUMW iHTPaabAoMiHa/IbHUMKM TH(EKLISMU MOripLIeHe 3arOeHHs XipypriyHoi paHu acolitoBanocs 3
cynepiHgekuieto. 3a nawieHTaMu i3 NOripLIeHMM 3aroeHHAM CAif CNOCTepiraty 3 MeTOH BUABMIEHHA CynepiHMeKLUiT (anB. po3ain «MobiyHi peakuii»).

MauieHTn, y SKMX pO3BMBatOTLCS CyNepiHgeKLil, 30Kpema rocnitasibHa MHEBMOHIS, IMOBIPHO MatOTb FipLUi pe3ynbTaTy fliKkyBaHHA. 3a nauieHTamu Cnig peTesnibHo
crnocTepirati WOAO0 PO3BUTKY CynepiH(eKLil. AKWOo nicns novyaTKy 3aCTOCYBaHHSA TalreUMKNiHy BU3HAYaeTbCS iHLIA NoKanidauis iH(eKLil, OKpiM yCKNagHeHnX
IH(peKUin WKipy Ta M’AKMX TKaHWH abo yCKnafHeHUX iHTpaabaoMiHafbHUX iHMEKUIN, CAif  PO3rNfHYTU MOX/IMBICTb 3aCTOCYBaHHA aNbTepHaTUBHOI
aHTMbakTepianbHOT Tepanii, 4na AKoT 6y10 NPOAEMOHCTPOBAHO ePEKTUBHICTL W00 NiKyBaHHA CNeumuMivyHOro Tuny HasBHoI (-1x) iHdekuii (-ii).

AHaginakcis.

Mpy 3aCTOCYBaHHI TalreuyKiiHy NOBiAOMASNOCA MPO PO3BMTOK aHaiNakTMYHMX/ aHaiNakToOIAHUX peakLii, SKi € NOTeHUIMHO Hebe3neuHMM Ansa XUTTS (AUB.
po3ain «MpoTunokasaHHA» Ta «[06iYHI peakLii»).

MeyiHKOBA HEJOCTATHICTb.




MoBifOMANANOCS NPO BUMAAKN YPAKEHHSA MEYiHKMW, NepeBaXKHO XONeCTaTUYHOIO TUMY, BK/IKOYAlOUN BUMNAAKMA NEYiHKOBOT HeAOCTATHOCTI 3 leTa/lbHUM HacigKoM Y
nawui€eHTiB, SKi 3aCTOCOBYBa/IM TalreymkiH. Xo4ya po3BMTOK MEeYiHKOBOT HeOCTATHOCTI Yy NaluieHTIiB, K 3aCTOCOBYBa/M TalreUMK/IiH, MOXe OYyTU 3yMOBEHWIA
OCHOBHMMM 3axXBOPIOBaHHSAMM abo npenapatamu, SKi 3aCTOCOBYBa/IMCA OfHOYACHO, HEOOXIAHO BPaxoBYBaTW MOXIMBUIA BMNJIMB TareLyMkiHy Ha PO3BUTOK LbOro
cTaHy (avB. po3ain «obiuHi peakuii»).

AHTUOIOTUKWN KNacy TETPALMKIHIB.

AHTNBIOTUKM KNacy rNiLuNUMKIIHIB CTPYKTYPHO MOAIOHI 40 aHTUGIOTMKIB TETPaLMKIIHOBOro pagy. Mpu 3acTOCyBaHHI TalreLmkiiHy MOXYTb BUHUKATU MOGIYHI
peakuii, MoAdibHI A0 TakKMX, LLO CMOCTEPIiraldTbCA MPU 3acTOCYBaHHI aHTMBIOTMKIB TeTpaumkaiHOBOro psagy. MobivHi peakuii MOXYTb BK/IOYATW MigBULLEHY
4yT/IMBICTb A0 CBiT/a, NCEBLOTYMOP MO3KY, MaHKPeaTUT Ta aHTMaHaboNivHy Aito, AKa NpM3BoAMIa A0 NiABULLEHHS PIBHSA a30Ty CEHOBMHU B KPOBI, a30TeMIT, auuio3y
Ta rinepdocdaremii (avs. po3gin «ob6iyvHI peakLii»).

[MaHKpeaTunT.

[FocTpuiA NaHKpeaTuT, WO MOXe OyTW TSXKKOro CTYMeHs,, BUHMKaB (4acTtoTa HeBifiloMa) acoLiiioBaHO i3 3aCTOCYBaHHAM TalreumkniiHy (auB. po3gin «lMobiyHi
peakuii»). HeobXigHO pO3rNsHYTM MOX/MBICTb BCTAHOB/IEHHA AiarHO3y TOCTPUIA MaHKpeaTUT nauieHTaM, SKi 3aCTOCOBYHOTb TaWreuukniH, SKWO Y HUX
CrocTepiraloTb PO3BUTOK KNIHIYHMX CUMMTOMIB, O3HaK YW BigXuneHb Yy NabopaTOpHUX aHanisax, XapakTepHUX A7 TOCTPOro naHKpeatuTy. BinblWicTb BiAOMUX
BMMaAKIB NaHKPeaTUTy PO3BMBASIUCH LLOHaMeHLLe Yepe3 1 TUX/AEeHb 3aCTOCYBaHHA TalreuMKniHy. B eskux Bunagkax naHKpeaTuT po3BMBaBCA Y NaUieHTIB, SKi He
Masin BiJOMMX (haKTOpPIB PU3NKY PO3BUTKY MaHKpeaTUTy. 3a3BMyaii Nicns NPUNMHEHHS 3aCTOCYBaHHSA TalreLMKAiHy CTaH nauieHTiB NokpawlyeTbes. Cnif po3rnsaHyTI
MOX/IMBICTb NPUNUHUTY 3aCTOCYBaHHS TalreuyKIiHy nNpu Nifgo3pi Ha PO3BMTOK NaHKPeaTUTy.

Koarynonarig
TalireynkniH Moyke NoAoBXyBaTV K NPOTPOMGIHOBMIA Yac (MY), Tak i akT1BOBaHMiIA YaCTKOBUIA TpOM6ONAacTMHOBMIA Yac (AYTY). Kpim Toro, nogigomnsnocs npo

rinoibprHOreHeMito Nif Yac 3aCTOCyBaHHA TareUMKiHy. ToOMy napameTpy 3ropTaHHs KpoBi, Taki Ak MY abo iHWWiA BigNOBIiAHNIA NOKA3HMK aHTUKOArynauiiHoro
TecTy, BK/OYatoun (hibpuHOreH B KPOBI, CAif KOHTPOMOBATU A0 MOYaTKY fliKyBaHHA TalreyukaiHoM Ta perynspHo nif yvac fikyBaHHs. OcobmBa 06epeXXHIiCTb
PEKOMEHAYETLCS Y NaLiEHTIB i3 CEPNO3HUMM 3aXBOPIOBAHHAMM Ta Y MaLieHTIB, LLLO TaKOX 3aCTOCOBYKOTb aHTUKOAryIsHTU.

OCHOBHi 3aXBOPKIBAHHS.

[ocBif 3acTOCYyBaHHA TalreUyKiHy NPy iHPEKLIAX y NaLieHTIB 3 THKKUMU OCHOBHUMU 3aXBOPHOBAHHAMN 0OMEXEHWIA.

KniHiYHi gocnigpkeHHS 3aCTOCYBaHHA TanreynkniHy Ans nikyBaHHs YCKNagHeHWX iHPeKLin WKipK Ta M’AKUX TKaHWH HaivacTille NpoBOAMIM 3a Y4acTHO MauieHTiB
i3 3anaeHHAM MiALWKIpHOT TKaHWHK (58,6 %) Ta noganblunmMy TSHXKKMMK abcuecammn (24,9 %). MauieHTn i3 TAHKKUMM OCHOBHUMM 3aXBOPHOBAHHSAMMU, TaKUMK 5K
MOPYLUEHHS IMYHITETY, iH(pIKOBaHI MPonexHi, abo nauieHTn, fKi NoTpebyBanv NiKyBaHHA, TPUBANILWOro 3a 14 fHIiB (Hanpuknag 3 HEKPOTUYHMM (DacUMTOM), He
Opann yuvacTi y gocnimkeHHsAX. TakoX Oyno 3a7y4yeHO 0OMEXeHY KifbKiCTb MalieHTIB 3 CYNyTHIMW 3aXBOPHOBaHHAMMW, TakKMMU SK LYKpoBWiA aiabeT (25,8 %),
3aXBOPOBaHHA nepudepuyHmx cyavH (10,4 %), navieHTn, SKi 3aCTOCOBYBa/IM HAPKOTUYHI NpenapaTyi BHYTpPiLLHb0BeHHO (4,0 %) Ta 3 BlJ1-iHdekuieto (1,2 %). Takox
HasiBHUIA 0OMEXEeHWIA A0CBIA NiKyBaHHS MaLieHTIB i3 CynyTHbOI GakTepiemieto (3,4 %). OTxe, NiKyBaHHS TakMX NauieHTiB NOTpebye 06epexxHOCTi. PesynbTatu
MacLTabHOro [AOCAIMKEHHS i3 3a/lyyYeHHsIM NauieHTIB 3 iH(IKOBaHOK AiabeTUYHOK CTOMOK MNOKasa/M MEHLLY €eMEKTUMBHICTb TaWreuMKIiHy MNOPIBHAHO 3
pedepeHTHNM NpenapaToM, TOMY A0ro He PEKOMEHAYETHLCA 3aCTOCOBYBATM NavieHTam Liel rpynu (auB. po3ain «MoKasaHHS»).

KniHiYHi gocnimkeHHsA 3aCTOCYBaHHA TaWreuMKiHy AN NnikyBaHHS YCKMafHEHUX iHTpaabAoMiHaNbHUX IH(EKLiA HalyacTille NPoBOAMM 3a Y4acTiO NauieHTIB 3
yCKnagHeHUM aneHamumToM (50,3 %), a TaKoXK NawieHTiB 3 MeHLU MOWMPEHUMI fiarHo3amu, TakKMMKU K YCKNaaHeHUA xoneumnctut (9,6 %), neptopauis KNLLEYHUKY
(9,6 %), iHTpaabLoMiHaIbHUIA abeLec (8,7 %), neptopaLis BUpasKku LWayHKa abo ABaHaaUATUNanol KUWKK (8,3 %), neputoHiT (6,2 %) i yCKNagHeHWn AMBEPTUKYNIT
(6,0 %). Y 77,8 % umnx nauieHTiB 6yB NEPUTOHIT, AKNIA BUSBNABCA NPU XipypriyHOMY BTPYYaHHi. Y A0CNIIKEHHA 6YN0 3ay4eHO 06MeXeHY KiflbKiCTb NaLieHTIB 3
TSXKKMMW OCHOBHVMU 32XBOPHOBAHHAMM: MOPYLUEHHAM IMYHITETY, TSXKKICTHO K/MIHIYHOrO cTaHy 3a wkanoww APACHE Il > 15 (3,34 %), XipypriyHO BUSBEHNMU




MHOXWUHHUMW IHTpaabgoMiHanbHUMKM abeuecammn (11,4 %). TakoX HasBHUIA 0OMeXXeHWIA JOCBIA, WOAO NiKyBaHHA NaUieHTIB i3 CynyTHbOI GakTepiemieto (5,6 %).
OTxe, NpW NiKyBaHHI TaKNX NalieHTIB HE0OXiAHO NPOABIATN 06EPEXHICTD.

Y pasi 3acTocyBaHHS TalreuymkiiHy nayieHTam 3 YCKNafHeHUMW iHTpaabAoMiHaSIbHUMK IH(EKLIAMM TSXKKOIO CTYMEHS, WO BMHWUKAWM BHACMiAOK nepdopauit
KULLIEYHMKY, NOYATKOBOT CTaAil CENncucy Yu CEeNTUYHOIO LLOKY, CMig PO3risHYTU MOX/IMBICTb 3aCTOCYBaHHA KOMOIHOBAHOI0 aHTM6aKTepialbHOro NiKyBaHHS (AMB.
po3ain «ob6ivHi peakuii»).

Bnnme xonectasy Ha papMakoKiHETUKY TalreLukiiHy TOYHO He BCTAHOBMEHWIA. BUAINEHHA TalUreumkaiHy 3 >XOBYIO CTaHOBUTbL Mpuban3Ho 50 % Big 3arasibHOT
KIifIbKOCTI, LLIO BUAINAETLCS 3 opraHiamy. OTxke, HE06XigHO peTenbHO HarnagaTy 3a nalieHTaMmmn 3 X0/1ecTasom.

Mpy 3acTOCyBaHHI MaiXKe BCixX aHT1baKTepiasibHWUX NpenapaTtis NoBigOM/IANOCA NMPO PO3BUTOK NCEBAOMEMOPAHO3HOI 0 KOMITY, LLIO 3a CTYMEHEM TSXKKOCTI MOXe ByTu
Bifl /IErKOro f0 Hebe3neyHoro Ans XuTTa. OTKe, BK/IMBO PO3rNafaTv MOX/IMBICTb BCTAHOB/IEHHA TaKOro AiarHo3y nauieHTam 3 giapeeto npotarom abo micns
3aCToCyBaHHA OyAb-SiKOroaHTub6akTepianbHOro npenapaty (AvB. po3ain «obivHi peakuii»).

3acTocyBaHHS TalreynKIIiHy MOXe NPU3BECTU 40 NMOCUNEHONO POCTY HEYYT/IMBMX OpraHi3MiB, BKIKOYaroum rpnbu. ig vac nikyBaHHs Cnif peTensHOo cnocTepiratv 3a
CTaHOM naujieHTIB (AMB. po3ain «obivHI peakuii»).

Pe3ynbTaTv AOCMIIKEHHS TalreUMKIiHy Ha Lypax nokasaiun 3MiHy 3abapB/ieHHs KIiCTOK. 3aCTOCyBaHHS TalreLMKiHy nif yac po3BUTKY 3y6iB MOXe NPU3BECTU [0
CTIKOT 3MiHM 3a6apBneHHs 3y6iB Y Noaen (anB. po3gain «MobiuHi peakLii»).

aiTn.

KniHIYHMIA [0CBIfA 3aCTOCYBaHHA TalreyukniHy Ans nikyBaHHA iH(eKUin y aiTel BikOM Bif 8 pokiB Aye 06MexeHuin (amB. posfin «IMobiuHi peakuii» Ta
«dapmakoamHamika»). ToMy cnif, 06MeXuTN 3aCTOCYBaHHA LbOro npenapary TUMU KAIHIYHUMW BUMNaLKamu, KONW BIACYTHA abTEpHATMBHA aHTMOaKTepiasbHa
Tepanis.

Taki nob6ivHi peakuii, K HyOoTa Ta 6/1H0BaHHSA, AyXXe YacTo CrocTepiralTbes y AiTel Ta NigniTKiB (auB. po3ain «MobiyvHi peakuii»). HeobxigHO B3STW A0 yBaru
MOX/IMBUIA PO3BUTOK Aerigpatauii. JiTam Kpalle BBOAMTM Npenapart 3a LONOMOrok BHYTPILLHbOBEHHOT iH(Y3iT TpBanicTio NoHaz 60 XBUMMH.

AK i 'y gopocnux, y AiTein cnoctepiranncs YacTi BUNagKu 60110 y YepeBHid NOPOXKHUHI. TakuiA 6inb MOXKe CBIAYMTI NPO NaHKpeaTuT. Y pasi po3BUTKY NaHKpeaTUTy
3aCTOCyBaHHS TalreynkiHy crif NPUNuMHUTN.

Mepen NOYaTKOM Ta Mif Yac 3aCTOCYyBaHHSA TalreyukniHy HeobxifAHO PerynsipHo NPoBOAMTY (YHKLiOHaNbHI NeYiHKOBI NPO6uW, NepeBipaT NapaMeTpu Koarynsuii,
MOKa3HWKM KPOBI, PiBHI amifasn Ta ninasu.

Turaumn He cnif 3aCTOCOBYBaTU AiTAM BIKOM 0 8 pOKiB Yepes BIACYTHICTb iH(opmMaLii oo 6e3neku Ta eeKTMBHOCTI npenapary A1 L€l BIKOBOT FPymnu, a Takox
TOMY, LLIO TalNreumKiiH MoXe O0yTV NOB’A3aHNM 3i CTIKOO 3MIHOO 3ab6apB/ieHHs 3y6iB (AMB. po3ain «Cnocib 3acTocyBaHHA Ta J03u» Ta «T106iUHI peakLii»).
IHhopmaLLisi NPo AOMNOMIKHI PEYOBUHM.

Turaumn micTuTb MeHWwe 1 MMonb HaTpito (23 Mr) Ha 5 M cycrnieHsii. MauieHTam, AKi JOTPUMYIOTBCS LIETU 3 HU3bKMM BMICTOM HATPIitO, MOXHA MOBIAOMUTH, LLO Liei
NiKapCbKWI 3acib NPaKTUYHO HE MICTUTL HaTpIto.

3acTocyBaHHSA y nepiof BariTHOCTI abo rogyBaHHs rpyato.

BariTHicTb. IH(opmauii LoA0 3aCTOCYBaHHS TalreUMKiHy BariTHUM Hemae abo 1l KinbKicTb 06MeXxeHa. [loCNipKEHHS Ha TBapuUHaxX BUSBUIN PEnpPOLYKTUBHY
TOKCUYHICTb. MOTEHLIAHWIA PpU3NK 4NA NIOLUHW HEBILOMUIA. FAK i aHTUGIOTUKM TETPALMKIIHOBOrO psdy, TalreUukniH MOXe CMPUYUHATU CTiiKe YpaXXeHHs 3y6iB
(3miHa 3abapBneHHs Ta AedeKTn emani) Ta 3aTpuMyBaTh NpoLeck ocudikalii y naoga npyu eKcnosuuii in utero'y Apyriin NoM0BMHI BariTHOCTI, a TaKoX Y AiTeil BIKOM
[0 8 pOKiB BHACNiJOK HaKOMUYeHHS B TKaHWMHaX 3 BUCOKUM PiBHEM OOMIHY Ka/lbLit0 Ta YTBOPEHHAM XefaTHUX KOMMEKCiB, AKi MICTATb Kanbuili (4uB. po3gin
«OCc06MBOCTI 3aCTOCYBaHHS»). TalreLMKIiH He CNif 3aCTOCOBYBATW BariTHUM, OKPIiM K/iHIYHWMX BUMAAKIB, KON XXiHKa NOTPebye 3aCTOCyBaHHA TalreLuKiHy.
Mepiog rogysaHHA rpyaato. HeBigoMo, Y NPOHUKAE TalreynkniH/mMeTaboniti y rpyaHe Mosioko. JoCTyrnHi hapMakoAuHaMiuHi/TOKCUKONOTiYHI AaHi, oTpUMaHi i3
[OCNIDKeHb Ha TBApUHAX, AEMOHCTPYHOTh, WO TareLuKIiH/MeTaboniTv NPOHMKaOTL Y MOJIOKO. He MOXHa BUK/TIOUUTU PU3NKY A/ HOBOHAPOKEHUX/HEMOBNAT Y



MoaMHN. HeobXifHO NMPUAHATU PiLLeHHA NPUNUHUTK FOLYBaHHA rpyaato abo nNpunuHUTU/MepepBaTy Tepanito TalreuukiiHOM 3 Orfisfy Ha KOpPWUCTb FpyAHOro
BUrOA0BYBaHHA 41 AUTUHWN Ta KOPUCTb Tepanii A5 XIHKW.

PepTUNbHICTb. TalreuMKiH He BNMBAaB Ha CMapoByBaHHA ab0 (hepTUNbHICTL LLYPIB NPW 3aCTOCYBaHHI y Ao3ax, fKi 40 4,7 pasa nepesuLlyBanv 0608y 403y ANA
NIOAMHM Ha OCHOBI 3HayYeHHA AUC. Y caMOK LLypiB He CnocTepirasiocs nos’dA3aHuX 3 npenapaToM eekTiB Ha SEYHMKM abo OBapiasibHI LMKW NPU 3aCTOCYBaHHI y
[03ax, AKi 1o 4,7 pasiB nepesuLLyBanv A060BY A03Yy AN NOANHN Ha OCHOBI 3Ha4eHHst AUC.

34aTHICTb BNAMBATW Ha LWBUAKICTb peakuii Npy KepyBaHHI aBTOTPaHCNOPTOM abo IHLLIMMKU MeXaHi3MaMu.
Mpwn 3aCTOCYBaHHI TalreumKiHy MOXe BUHUKHYTU 3anaMOpPOYeHHS, L0 MOXe BNIMBATU Ha 3[aTHICTb KepyBaTW aBTOTPAHCMOPTOM Ta IHLIMMU MeXaHi3MaMu (auB.
po3ain «[o6IYHI peakLii»).

Cnoci6 3acTocyBaHHs Ta [03W.

[l03yBaHHs.

Hopochi.

lMouyaTkoBa peKOMeH/0BaHa 403a A/19 Aopocnimx ctaHoBuTb 100 mr, Hagani cnifg 3actocoByBaTy Mo 50 Mr KOXHI 12 roauH BNPoAoBX 5-14 AHiB.

TpmBanicTb NiKyBaHHA C/if 06MPaTH 3a/1EXHO Bif TSXKKOCTI 3aXBOPHOBaHHSA, fIoKaisauii iH(eKuiT Ta KNiHIYHOT BigNoBiAi nauieHTa.

[iTv Ta nigniTky (Bikom Bia 8 o 17 poki.).

TalireynkniH cnig 3acToCOBYBaTM A4/151 NiKYBaHHA AiTei BIKOM Bif, 8 pOKiB TifIbKM NiCNs KOHCYbTauii 3 nikapem, AK1iA Mae JOCTaTHIN JOCBIA NiKyBaHHA IH(EKLN.
- [iTun Bikom Big 8 10 12 pokiB: 1,2 MI/KI TanreynkniHy KoXHi 12 rognH BHyTPiLLHbOBEHHO, MakKcUMasibHa f03a — 50 Mr KOXHi 12 roauH npoTarom 5-14 aHi..

- MigniTku Bikom Bif 12 fo 18 pokis: 50 Mr KOXHi 12 roguH npotarom 5-14 gHis.

MaLlieHTV NITHLOIO BIKY.

Kopekuis 4031 nayieHTam NiTHLOro BiKy He NoTpibHa (AmB. po3ain «PapMakoKiHETUKE).

MopyLeHHS PYHKLLIT NEYIHKN.

MawieHTaM i3 1erKMM Y NOMIPHUM YpaXKeHHSIM NediHKK (CTyniHb A Ta B 3a knacudikauieto Yainnga — N°10) KopekLuis 4031 He NoTpibHa.

MauieHTam (BKNtOYarOUumM AiTei) 3 TAXKKOK NeYiHKOBOK HefoCTaTHICTHO (CTyniHb C 3a Knacugikauieto Yaringa — M’°10) 403y Tanreumkniny cnig smeHwnt Ha 50 %.
[03y npenapaty Ana AOPOCAUX CMif 3MeHLWNTU A0 25 MI KOXKHI 12 rofivH nicnsa ao3un HaaHTaxkeHHa 100 mr. MpenapaTt HeO6XiAHO 3aCTOCOBYBATM 3 0O6EPEXHICTIO Ta
KOHTPONIOBATM BIAMNOBIAb Ha NiKyBaHHSA Y NaUieHTIB 3 TAHXKOK NeYiHKOBOK HefoCTaTHICTHO (cTyniHb C 3a Knacudikauieto Yainnga — M°10) Ha BBeeHHS (aMB. po3ain
«0OCc06MBOCTI 3aCTOCYBaHHS» Ta «PapMaKOKiHETUKA»).

MNopyLueHHs YHKLLIT HAPOK.

MayieHTaM 3 NOpyLUEeHHAM PYHKLIT HAPOK Ta nawieHTaM, AKi 3HaX0AATLCA Ha remMogianisi, KopekLia 4031 He NoTpibHa (AMB. po3ain «PapMakoKiHeTUKa).

Cnocib6 3acTocyBaHHS.

TalireynkniH 3aCTOCOBYHOTb /INLLE LUNSAXOM BHYTPILLUHbOBEHHOI iHY3iT TpmBanicTo Bif 30 A0 60 XBUAWH (AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHSA»). LiTAM 6axaHO
BBOAUTW TareUMKNiH y BUrNafi BHYTPILUHbOBEHHOT iHY3iT TpmBanicTio noHag 60 XBUnunH (auB. po3ain «OcobmMBOCTI 3aCTOCYBaHHS»).

IHdopMmaLLito 00 BiHOBNEHHSA Ta PO3BEAEHHSA NIKAPCLKOro 3ac00y nepes 3aCTOCYBaHHAM.

[na pocsArHeHHs KOHUeHTpauii Tainreumknidy 10 Mr/mMa nopoLok cnig BigHOBMTK 3a gornomMoroko 5,3 Ma 0,9 % po3unHy HaTpito xnopuay ans iH’ekuin (9 mr/mn),
5 % po3umHy AeKcTpo3n Ans iH’ekuiin (50 mr/mn) abo po3unHy PiHrepa 3 NakTo30t0 Ans iH eKLiid. BMICT ¢hnakoHa cnif 06epeXHo nepemilati, obepTaroum 1oro 1o
MOBHOM0 PO3YMHEHHS NOPOLUKY. MOTiM 5 M/T OTPMMaHOr0 PO34KHY HerariHo BiZibpaTy 3 (hlakoHa Ta BBECTM Y NakKeT A1 BHYTPILLUHbOBEHHUX iH(Y3il 06’emom 100




M b0 IHLWWIA BiLNOBILHWUIA KOHTEHEP ANa iH(Y3IT (HanpuKnag y CKNsHUA (hnakoH).

LLLo6 oTtpumatu o3y 100 mr, cnif, BiAHOBMTK 2 (hNakOHW B NakeTi A1 BHYTPILUHbOBEHHUX iHAY3iid 06’emom 100 Mn abo B iHLLIOMY BifnNOBi4HOMY KOHTEWHepi Ans
IHY3iT (Hanpuknag y CKAsHoMy (nakoHi). MpumiTka: (nakoH MICTUTL 6 % Hag/ULIKY, OTXKe 5 M1 NPUrOTOB/IEHOrO PO3YMHY € eKBiBasleHTOM 50 Mmr Aito4ol
PEYOBUHM.

BifHOBNEHWNA PO3YMH MOBUMHEH MaTW 3abapB/IEHHA Bif XKOBTOr0 40 OPaHXXeBOro; AKWO PO3YMH Mae iHWe 3abapB/ieHHs, MOro Cnif BUKUHYTU. epes BBEAEHHAM
npenapartu 415 NapeHTepabHOro 3aCcToCyBaHHA HEOOXILHO Bi3yaslbHO NEPEBIPUTY HA HasABHICTb MeXaHiYHUX BK/IKOUYEHb Ta 3MiHY KONbOPY (Hanpuknaz Ha 3eneHni
Y YOPHMN).

Tanreynknid cnif BBOAUTU BHYTPILUHbOBEHHO 4Yepe3 OKPeMy CUCTeMY A1 BHYTPILLUHbOBEHHUX iH’EKUi abo yepe3 Y-nofibHMIN kaTeTep. AKWO ofHa cucTeMa
BUKOPUCTOBYETLCA AN8 NOCMIAOBHOrO BBEAEHHS AEKINbKOX Ait04MX PEHOBMH, TO Nepef Ta Micns BBeAEHHS Talreumkniny ii cnig npommTi 0,9 % po3ynHOM HaTpito
xnopugy ana iH’ekuin (9 mr/mn) abo 5% po3umHOM AekcTpo3n ana iH’ekuid (50 mr/mn). Tpu BUKOHaHHI iH’€KLiA 4Yepe3 CMiNbHY cUCTEMY HeobXigHO
BMKOPWCTOBYBATWN PO3YMHN AN151 iHY3ii, CYyMICHI K 3 TalreymkaiHoOM, Tak i 3 iHWKMMK NiKapCbKUMK 3acob6amMK, SKi BBOAATH Yepe3 L0 cuctemy (aMB. po3gin
«HecyMmiCHICTb»).

®nakoH 3 NiKapCbKNUM 3aC000M MPU3HAYEHWUIA 419 Pa30BOro BUKOPUCTAHHS; Oy Ab-KNA HEBUKOPUCTaHWIA Npenapart abo 1Moro 3a/ivwky npenapary cnif yTunisysatu
3riHO MiCL,eBMX BUMOT .

CyMICHi po34MHY N5 BHYTPILUHbOBEHHOI O BBELEHHS:

- 0,9 % po34mH HaTpito xnopuay Ans iH’ekuiv (9 mr/mn);

- 5 % po34mnH AeKcTpo3n ans iH’ekuin (50 mr/mn);

- PO34MH PiHrepa 3 NakTO30t0 AN iH’EKLIN.

Mpy BBefeHHI Yepe3 Y-NofibHWI KaTeTep CYyMICHICTb PO3YMHY TareLmKiHy, NPUroTOBNEHONO i3 BUKOPUCTaHHAM 0,9 % po3unHy HaTpito xnopuay, nigTeepixeHa
ANA Takmx npenapatiB abo PO3YMHHUMKIB: amikauuH, fo6yTaMiH, AonamiHy FifpoxX/opui, reHTaMiuuH, ranonepuaosn, po3unH PiHrepa 3 1akTo30t0, Nif0KaiHY
rigpoxnopua, MeToknonpamig, MopdiH, HopeniHedpuH, ninepaunniH/Tasobaktam (nikapcbka opma, Wwo Mictute EATA), Kanito xnopug, nponodos, paHiTuanHy
rigpoxsnopua, TeodiniH Ta TobpamiLmH.

aiTn.
Besneky Ta epeKTMBHICTb 3aCTOCYBaHHA Npenaparty Turauun 4iTam BiKOM 40 8 pokiB He 6yno BCTaHOB/MEHO. [laHi Nnpo Le BiACYTHI.
Turaumn He cnif 3acToCOBYBaTU AiTAM 0 8 POKiB Yepe3 3MiHy 3ab6apBnieHHs 3y6iB (4MB. po3ain «OcobMBOCTI 3aCTOCYBaHHA» Ta «PapMaKoAMHaMiKa»).

Nepeno3yBaHHS.

CneundivHoi iHpopmaLii Woao NikyeaHHS nepefosyBaHHA Hemae. Mpu ogHoKpaTHOMY BBefeHHI 300 Mr TalreyukniHy npoTarom 60 XBUIMH BHYTPILLIHbOBEHHO
3,0pOBVM [06POBO/LLAM CrOCTEPIrany 36ibLLEHHA YaCTOTY BUHUKHEHHS HYA0TU Ta 6/110BaHHS.

TalireynkniH He BUAANSAETHLCA 3a AONOMOrOH reMojianisy y 3HauyLLili KinbKocCTi.

Mo6iuHI peakuii.

3arasiom npotarom 3 T1a 4 (hasv KNiHIYHUX AOCNiIpKEHb TalreymkniHy 6yno nponikosaHo 2393 nauieHTn 3 yCKNagHeHUMMN IHPEKLIAMY LKIpK Ta M’ AKUX TKaHWUH i
YCKMagHeHMU IHTpaabAoMiHaIbHUMU TH(eKLisMN.

MpOTAroM KNiHIYHMX AOCAIMKEHb HAYaCTILLMMK NOBIYHMMM peakLisiMK, MOB’A3aHNMM i3 3aCTOCYBaHHAM NiKapCcbKOro 3acoby, 6ynu HyaoTa (21 %) Ta 61t0BaHHA
(13 %). Lli peakuii 6ynu y 6inblIOCTi BMNAAKIB Nnerkoro abo cepefHbOro CTYMeHs, 3a3BMYail PO3BMBA/IMCA Ha Mo4aTKy JiKyBaHHA (Yepe3 1-2 AHi) Ta 6ynu
060POTHUMMN.



Mo6iyHi peakuii, NPo SAKi NOBIAOMAANOCA NPU 3aCTOCYBaHHI TareUMKiHy, BKIKOYaOUM BUSBMEHI Mif Yac KNiHIYHMX AOCNIMKeHb Ta AOCAiMKeHb Micns BUxoay
npenapaTy Ha PUHOK, HaBEAEHO HIKYe i3 4acTOTOK: AyXKe YacTo: = 1/10; yacTo: = 1/100 Ta < 1/10; HeuvacTo: = 1/1000 Ta < 1/100; pigko: = 1/10000 Ta < 1/1000;
AyXe pigko: < 1/10000; yacTtoTa HeBigoma (He MOXKHA OLIHATU Ha OCHOBI HasBHUX LAHUX).

Mo6iyHi peakLii Ha NikapcbKii 3aci6, BUSBNEHI NiCNs BUXOAY NpenapaTy Ha PUHOK, 3a3Ha4YeHi CUMBOIOM «* »,

IHdeKLIT Ta iHBa3Il.

YacTo: cencuc/cenTUYHMIA LWOK, MHEBMOHIS, abcLec, iHgeKLil.

3 60Ky cucTeEMU KPOBI Ta NiMKATUYHOI CUCTEMM.

YacTo: nogoBXeHHsS aKTMBOBAHOIO YaCTKOBOI0 TPOMOOMNIACTUHOBOIO Yacy, NOAOBXEHHS MPOTPOM6GIHOBOr 0 Yacy.

HeyacTo: TpombounToneHis, NigBULLEHHS MIDKHAPOLHOI0 HOPMai30BaHOMO CMiBBIAHOLLEHHS.

Pigko: rinothibpmHoreHemis.

YacToTa Hesifoma: rinogioprHoreHemis.

3 60KY IMYHHOT CUCTEMM.

UacToTa HeBifloma: aHainakTuyHi/aHainakToigHi peakui™ (ame. po3gin «MpoTunokasaHHa» Ta «OCo6MBOCTI 3aCTOCYBAHHS).
MNopyLeHHs 06MiHY PEYOBUH Ta a/liMEHTapHI NOPYLUEHHS.

YacTo: rinornikemis, rinonpoTeiHeMis.

3 60KY HEpPBOBO| CUCTEMM.

YacTo: 3anaMmopoYeHHS.

3 60KY CYANHHOT CUCTEMN.,

YacTo: ¢nebit.

HeuacTo: TpomMbO(hNedIT.

3 60KY LLYHKOBO-KMLLIKOBOIO TPAKTY.

[ly>Ke yacTo: HyfoTa, 6/10BaHHS, Aiapes.

YacTo: 6ib y YepeBHiil NOPOXHUHI, AMCMENCis, aHOpeKcis.

HeuyacTo: rocTpuin naHkpeaTuT (AMB. po3ain «Oco6MBOCTI 3aCTOCYBAHHS»).

3 60Ky renatobiniapHoi CUCTEMMU.

YacTo: niaBuLeHHs piBHA acnapTataMmiHoTpaHchepasn (ACAT) B CMpoBaTLi KPOBI, MiBULLEHHS PiBHA anaHiHamiHO-TpaHchepasn (ANAT) B cMpoBaTLi KpPOBI,
rinepbinipy6iHemis.

HeuacTo: )XOBTAHULSA, YpaXKeHHS NMeYviHKY, 34e6i/1bLIoro XonectTaTnyHi.

YacToTa HeBifoMa: neviHKoBa HeJOCTaTHICTb* (AMB. po3fain «OCO6NMBOCTI 3aCTOCYBaHHS»).

3 60Ky LUKIpK Ta NiAWKIPHWUX TKAHWH.

YacTo: cBepbiX, BUCUMAHHS.

YacToTa HeBigoMa: TSXKKI LUKIPHI peakuii, BKAoYaoum cuHapom CriseHca — [I>KOHCOHa* .

3aranibHi NOpYLUEHHS Ta peakLii y MicLi BBEAEHHS.

YacTo: noripweHHs 3aroeHHs, peakuii y MicLi iH’eKLiT, FONOBHWUIA Gifb.

HeuacTo: 3ananeHHs y Micui iH’ekuii, 6inb y MicLi iH’eKUiT, HABPSAK Y Micui IH eKLiT, (hNebiT y micyi iH’eKLiT.

J1abopatopHi LOCNIKEHHS.

YacTo: niaBuLLEHHS piBHA amifniasu B cMpoBartLi KpoBi, NiABULLIEHHSA PIBHSA @30Ty CEHYOBUHW B KPOBI.

Mo6iYHI peakLiT, BNACTWBI aHTUBIOTUKAM.




- MceBLoOMeEMOPaHO3HWI KONIT Bif, HE3HAYHOIO CTYMNEHS TSHXKKOCTI [0 TaKOro, LU0 CTAHOBMTbL 3arpo3y 418 XUTTH (4MB. po3ain «OcobMBOCTI 3aCTOCYBAHHS»).
- HagMmipHWiA picT HeYyTANMBUX A0 aHTUBIOTUKIB MIKPOOPraHi3MiB, BKIKOUaoum rpnbu (ame. posain «OcobnmBoCTi 3aCTOCYBaHHS).
[Mo6iYHi peakLii, BN1acTMBI aHTUOIOTMKAM TETPALMKAIHOBOIO psigy.
AHTUBIOTUKM Knacy rNIUMNUMKIIHIB CTPYKTYPHO MNOAIGHI [0 aHTUGIOTUKIB TeTpauukniHOBOro psagy. o6iyHi peakuil, L0 BUHWKaOTb NPV 3aCTOCYBaHHI
aHTUBIOTMKIB TETPaUUKIIHOBOrO pAdYy, MOXYTb BK/AKOYaTW MifgBULLEHY (OTOYYTAMBICTb, A0OPOSKICHY BHYTPILUHbOYEPENHY TrinNepTeH3ito, NaHKpeaTUT Ta
aHTMaHaboMivHy fito, AKa npusBoguia A0 NiABULLEHHSA PiBHA a30Ty CEYOBUHWM B KPOBI, asoTemil, aumposy Ta rinepdocdaremii (4me. po3gin «OcobnmeocTi
3aCTOCYBaHHS»).
3acTocyBaHHSA TallreLMKIiHy B nepiof po3BMTKY 3y6iB MOXe NPU3BECTU [0 CTINKOT 3MiHU 3a6apBieHHs 3y6iB (AMB. po3ain «OCo6/MBOCTI 3aCTOCYBaHHS»).
Y xogi 3 1a 4 (hasut KNiHIYHUX JOCNILKEHb i3 3a/Ty4YeHHAM MauieHTIB 3 YCKIagHEHUMU IHPEKLIAMY LWKIpY Ta M’ AKUX TKaHWH | YCKNafHeHMU iHTpaabaoMiHa/IbHUMM
IH(DEKLiSAMM, NPO BUHWKHEHHS CEPMO3HMX NOBIYHMX peakLiil, MOB’A3aHMX 3 IH(EKLiSMK, YacTille NoBigOMAANIN ANA NaUieHTIB, SKi 3aCTOCOBYBanv Talreumknid (7,1
%) no BigHOWeHHIO [0 npenapaTiB nopiBHAHHA (5,3 %). CyTTeBi BIAMIHHOCTI CMOCTepirain LWOAO YacTOTM BUMHUKHEHHSA CErncucy/CenTMYHOro LUOKY Mpu
3aCToCyBaHHI Talreynkniny (2,2 %) ta npenapartiB NopiBHAHHSA (1,1 %).
Y noctTepaneBTUYHUIA nepiog nopyweHHss ACAT Ta ANAT BMHMKaNM YacTille y MauieHTiB, AKi 3aCTOCOBYBa/IM TalreuMK/iH, MOPIBHAHO 3 MauieHTaMu, SKi
3aCTOCOBYBa/IM Mpenapar NOPIBHAHHA | Y AKMX Taki MOPYLUEHHA BUHUKaIWN YacTille Mij Yac Tepanii.
Y xogi 3 1a 4 (hasu KNiHIYHNUX JOCNIKEHb i3 3a/Ty4eHHAM MauieHTiB 3 YCKNagHEHUMU IHPEKLIAMU LIKIPU Ta M’ AKUX TKaHWH | YCKNafHeHUMU iHTpaabaoMiHa/IbHUMM
iH(beKUisMM neTanbHi Hacnigkn cnoctepiranuca y 2,4 % (54/2216) nauieHTiB, SKi 3aCTOCOBYBanu Tanreuuknid t1a 'y 1,7 % (37/2206) nauieHTiB, sKi 3aCTOCOBYBa
aKTVBHI NpenapaTty NOpiBHAHHS.

iTn.
[aHi wono 6esnekun, oTpMMaHi nNif 4Yac ABOX (PapPMaKOKIHETUYHWX LOCNIMAKeHb (AUB. po3ain «PapMakoKiHETUKa»), € LyXe 00MeXeHUMU. XKOAHMX HOBUX uu
Henepeao6avyBaHNX NPO6/1EM 3 6E3MEKO0 TalreUMKIiHy NPOTAroM LUX AOCNIKEHb HE COCTepiranoch.
Besneka 3acTOCyBaHHA TalreuMKIiHy BMBYanacs y XOAi BIAKPUTOro (hapMakOKiHETUYHOrO LOCNI[XKEHHA 3 OLHOPa30BMM 3aCTOCYBaHHAM HApOCTalOuMX [03 3a
yyacTio 25 fiTeli Bikom Big 8 [0 16 poKiB, AKi HeLL0AaBHO BUAYXKanu Bif, iHPeKUii. Mpodinb No6iYHMX peakLii TalreynkaiHy y HIUX B LifIoMy 36iraBcs 3 Takum y
[0pOC/nX.
Besneka TanreyuKkiiHy TakoX ByBYanacsa y Xogi BigKpMTOro apmMakoKiHeTUYHOIO JOCNIKEHHSA 3 6araTopasoBmnM 3aCTOCYBaHHSAM HapOCTalouMX 03 3a yyacTio 58
AiTein BikoM Big 8 Ao 11 pokiB i3 YCKNagHEHUMU TH(EKLIAMM LWKIpY Ta M’SKMX TKaHWH (n=15), ycKnagHeHMMN iHTpaabfoMiHanbHUMK iHdeKuiamm (n=24) abo 3
HerocniTabHOK NMHeBMOHie0 (N=19). Mpodinb NO6IYHMX peakLiin TalreUMKNiHy Y UMX 4iTei B LifIoMy 36iraBcsi 3 Takum y OPOCANX, 3a BUHATKOM Hya0Tu (48,3 %
), 6110BaHHA (46,6 %) Ta NiABuWLLEHHSA PiBHA ninasu B cuposartLi Kposi (6,9 %), aKi crnocTepiranmncs i3 6ibLLOK YaCTOTO, HIXK Y JOPOCINX.
[MoBiAOM/IEHHA MPO Nif03prOBaHi NO6IYHI peakLii.
MMoBigOMEHHS NPO Mifgo3ptoBaHi MOGIYHI peakuil nicns peecTpauii NikapcbKOro 3acoby Mae BaXK/MBe 3HayeHHs. Lle fgae 3mory npoBoauTn 6e3nepepBHUN
MOHITOPUHT CMIBBILAHOLIEHHA MiX KOPUCTIO | pU3MKamu, MOB’A3aHUMUK i3 3aCTOCYBaHHAM LbOro NiKapcbKoro 3acoby. Jlikapam cnifg 3BiTyBaty npo Oynb-AKi
nifo3ptoBaHi NO6IYHI peakwii BiANOBIAHO [0 BUMOr 3aKOHOAaBCTBa.

TepMiH NpUAaTHOCTI.
24 micsui.

YMoBM 36epiraHHs.
36epiraTi B HeAOCTYMHOMY ANS AiTel mMicui npu TemnepaTypi He Buwe 25 °C.
MpUroTOBMEHNIA PO3UNH NOTPIGHO BUKOPUCTATM HErawHo.



HecyMicHicTb.

Hwuxye3a3HayeHi aKTMBHI pe4yOBMHM He MOXKHa BBOAMTM OAHOYACHO 3 TalreumkiiHOM vepe3 OAMH i TOW camuid Y -NofibHWi KaTeTep: amgoTepuumH B, ninigHwnii
KOMMJIEKC amoTepuLnHy B, fiasenam, e30Menpasosi, OMenpasos Ta po34nHU A/ BHYTPILUHbOBEHHOI O BBEAEHHS, fIKI MOXYTb MPU3BECTU A0 36i/bLUEHHSA 3HAYEHHS
pH noHag 7.

Llein nikapcbKuniA Nnpenapar He CAif 3MilLyBaTy 3 iHLWMMK NiKapCbKUMK 3acobamu, Ans AKUX He 6yna goBefeHa CyMIiCHICTb 3 TalreyuKIiHOM.

YnakoBKa.
MopoLOK Y CKASHNX hiakoHax; no 10 ¢h1akoHiB B KAPTOHHI KOPOOL.

KaTteropis Bignycky. 3a peLentom.

BupobHuK.
Baet Jlenepne C.p.Jl.

Micue3HaxoLKeHHS BUPOOHMKa Ta Moro agpeca Micus NPOBafKeHHSA Ais/IbHOCTI
Bia ®paHko MoproHe 3et. Air. -95100 Kartania (CiTi), ITanis.
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