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IHCTPYKIIISI
AJISt MEAMYHOTO 3aCTOCYBAHHS JIIKAPCHKOrO 3aC00y

Jinezoning KPKA
: (Linezolid KRKA)
Cknao:
0it0ua pewogurna: NHE30ML;
1 TaGrerka, BKpHTa NIiBKOBOIO 0GO0NOHKOKO, MicTuTh 600 Mr niHe30iny;
OonomicHi peuosuny. LEMoNo3a MiKpOKPHUCTANIYHE, KPOXMAh KyKYpYI3SHHUI, HaTpil0 KPOXMaJbIIiKONAT
(Tun A), riIpOKCHIIPOIIINIEIION03a, MAarHilo CTeapaT;
oboJioHKa: rinpomenosa, Tutany giokens (E 171), makporois 6000, TajbK.

Jlikapceka popma. TabneTku, BKPUTI MI1iBKOBOIO 0GOJOHKOH).
Ocrosni gisuxo-ximiuni enacmueocmi: Bin 6ioro 1o maike 6i710ro Koib0opy OBaJbHI, 37erka IBOOITYKITI
Ta0JeTKH, BKPUTI [TiBKOBOK 0OOJOHKOIO.

®apmakoTepaneBTHYHA rpyna. AHTHGAKTEpianbH] 3ac00M /1% CHCTEMHOTO 3aCTOCYBAHHS.
Kog ATX JO1X X08.

Dapmakonoiuni enacmugocmi,
Dapmaroounamika.

Mexanism aii
Jlinesonig € cuHTETHYHMM aHTHOAKTepianbHUM 3aco0OM, AKMHA HANEXHTs [0 HOBOTO  KIACy
NPOTUMIKPOGHKMX IIpenapaTiB — OKCA30JMHOHIB. [ vifro aKTMBHME HpOTH aepOOHMX rPaMIO3UTHBHHX,
ACAKMX TPaMHEraTUBHUX Oakrepili Ta aHaepobHux MikpoopraHismie. JIiHe30Ji/l CENEKTUBHO MpHrHidye
CHHTe3 OLIKIB y GaKTepiaNbHuX KIITHHAX MUIIXOM YHIKAIBHOrO MEXaHi3MY Ail. 30kpema, BiH 3B’S3yeThes 3
AUBIHKOIW Ha OakrtepianpHii pubocomi (23S cyGomumuna i3 S0S) Ta nepemxomxae YTBOPEHHIO
(yHKuioHaNbHOTO iHiUiI0I040ro 708 KOMILIEKCY, IKHii € BAXKIMBAM KOMIOHEHTOM MPOLECY TPAHCSLI.

In vitro noctantuGiotnynuii edext (ITAE) niHe3oiay moao 3010TUCTOr0 cTadinokoka — GIM3BK0 2 rOAMH.
[Tix wac gocnimkens in vivo ua mogensx teapun [1AE cranoBus 3,6 i 3,9 rogduy momno Staphylococcus
aureus 1 Streptococcus pneumoniae BiANOBIAHO. V NOCAIMKEHHSX in Vivo KIIOYOBHM NAPAMETPOM
apmakonuHamignoi edexrusHocTi GyB 4ac, OpPOTAroM SKOrO piBeHb MiHE30diAy Y rwiasMi Kposi
MepeBnIyBas MiHiManbHy iHribyrouy kouuenrpauiro (MIK) ais indikosanoro opramismy.
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Yyrausicth
[owmmupenicTe HabyTOl Pe3UCTEHTHOCTI OKpeMyX BHIIB, 0COBIHBO IpY JIKyBaHHI TSOKKUX iHQeKiH, Moxe

BapioBaTH reorpadiyHo Ta 3 yacoM. SIKIO MiclieBa MOLIMPEHICTH PE3UCTEHTHOCTi € TAKOI0, WO KOPUCTH
3aco0y, mNpuHaiMHI TIpH feskMX BUAAaX iHQEKWid, 3aTMmaeTcs i NUTaHHAM, MOTPiOHO
NPOKOHCYJIETYBATUCS 3 €KCIIEPTOM.

Uyrnuei opranismu

I'pamniosnTHBHI aepo6ui Mikpoopranizmu:
Enterococcus faecalis

Enterococcus faecium*

Staphylococcus aureus*

Koarynasonerarieui cradinoxoku
Streptococeus agalactiae *

Streptococcus pneumoniae*

Streptococcus pyogenes*™

Crpenroxoku rpymu C

Crpenroxoku rpynu G

I'pamnosnTusHi aHaepoGHi Mikpoopranizmu:
Clostridium perfringens

Peptostreptococcus anaerobius
Peptostreptococcus species

PesucrentHi opranismu

Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species

*Kniniuna edekTUBHICTs Gyna IPOAEMOHCTpPOBAHA st YYTAMBUX i30ATIB Y 3aTBEPKEHMX KIIHIYHKMX
NOKa3aHHsX.

Jlinesounin y JOCHiMKEHHSX i Vitro OKa3aB AesKy aKTHBHICTE npotu Legionella, Chlamydia preumoniae i

Mycoplasma pneumoniae, ante 115t i ATBEPDKEHNA KiHIUHOT e(eKTHBHOCTI JAHNX HeAOCTATHBO.

PesucrenTHicTE

Ilepexpecra cmitixicmo

Mexanizm ail niHe30mify BiApi3HACTbCS Bijf iHIUX KaciB aHTHOIOTHKIEB. JocnimKkeHHs KNiHIYHUX 130JITIB

(METHLMIIHCTINKNX ~ cTadiNnoKOKiB, BAaHKOMINMHCTIAKUX CHTEPOKOKIB, a4 TaKOX TMeHiWTiH- i

ePUTPOMILMHPE3UCTEHTHHX CTPEIITOKOKIB) i1 Vitro MOKA3YIOTh, 10 JHE30/1i/] 3a3BHYail aKTHBHUI BiTHOCHO

MiKpPOOPTraHi3MiB, CTIHKMX 0 0OMHOTO 260 AEKIIHLKOX IHINMX KAACiB AHTUMIKPOOHUX areHTiB.

CridikicTs 10 JTiHe3071iy OB’ I3aHa 3 TOYKOBMMU MYTALiAME B 23S pPHK.

3HIDKEHHs YyTIMBOCTI 0 JIHE30JiAy cmocTepiraeThes Mpw 3aCTOCYBaHHI MalieHTaM 3 iHQEKIiAMH, 1O

BAXKKO Mi/IIAFOTHCA iKYBAHHIO, Ta/ab0 [pW 3aCTOCYBAHHI MPOTArOM TPUBAIOTO gacy. [loBimomJistin rpo

PE3UCTEHTHICTE O JIiHE30Jilly EeHTEPOKOKiB, 30J0THCTOr0 cradiokoka i KoaryjasoHeraTuBHUX

craginokokis. Sk npasuno, ue 6y/n0 NOB’A3aHO 3 TPHBAIMMH Kypcamu Teparii Ta HasiBHICTIO MPOTE3HMX

marepianie aGo HeoGpobieHux abeuecie. Y BHNAAKy BHHUKHEHHS aHTUOI0TUKOPE3UCTEHTHUX GaKTepiii B

YMOBaX CTalllOHAPHOIO NiKyBaHHSI HEOGXIAHO JOTPUMYBATHCS HANEKHUX 3aXOMiB MO0 YHUKHEHHS JaHUX

[ITamiB.

Dapmakokinemuxa.

Cepenni noxasHuku GapMakoKiHETHKH JHE30MILY y AOPOCIMX Mic/s OJIHOKpPATHOro i faratokpaTHOro
2
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NepopanbHOro i BHYTPIiIIHEOBEHHOTO 3aCTOCYBaHHs Npenapary npuseaeHi B TaGmaui 1.

Tabnuus 1
Cepenni (cranpapThe BifXUICHHSA) MOKA3HAKY (PapMAKOKIHETHKM JiHE30/1 Ay Y OPOCIHMX
Crnax Chin Tmax AUC! tin CL
Jlo3a nine3onigy MKI/MJI | MKI/MI rof MKI*T'0JI/MJI rofn MJI/XB
Tabnerku no
400 mr 8,1 --- 1,52 55,1 5,2 146
OIHOPa30Ba 033> (1,83) (1,01) (25) (1,5) ©67)
11 3,08 1,12 73,4 4,69 110
KOHi 12 roaun (4,37) (2,25) (0,47) (33,5) (1,7) (49)
Tabnetku no
600 mr 12,7 - 1,28 91,4 4,26 127
OJIHOpa3oBa 103a (3,96) (0,66) (39,3) (1,65) (48)
21,2 6,15 1,03 138 5,4 80
KOkHi 12 roaun (5,78) (2,94) (0,62) (42,1) (2,06) (29)
600 Mr, BHYTpilIHEOBEHHA
im’ exuis® 12,9 - 0,5 80,2 4.4 138
OJIHOpa30Ba 1032 (1,6) (0,1 (33,3) (2,4) 39
15,1 3,68 0,51 89,7 4.8 123
KOxHI 12 roaun (2,52) (2,36) (0,03) (31) (1,7) (40)
600 mr, opanbHa cycrensis
OJIHOpa30Ba A03a 11 -—- 0,97 80,8 4.6 141
(2,76) (0,88) (35,1) (L,71) 45

'AUC st ounopazoBoi 1031 = AUCow, mis H6araropa3oroi 1031 = AUCq.+.

2Tani, HopmaizoBaHi 10 £03u 375 MT.

3ani, HOpManizoBani 10 K03 625 mr; BHYTPIIIHBOBEHHY JI03y BBOMUIIM 3@ JAONIOMOTOI0 iH(y3ii npoTsarom
0,5 roguumu.

Cmax = MakcumanbHa KOHLEHTpALis mpemapary y miasMi KpoBi; Cmin = MiHiManbHa KOHLEHTpaLis
npenapary y mnasmi Kposi; Tmax = 4ac 10 gocsarHeHHs Cmax; AUC = muioma mij KpHBOK «KOHIEHTpaLLis —
4acy; ti2 = nepiox nanissueeeHHs; CL = cucTemunii kiipeHc.

AGcopbiis

Jline30/tix iHTEHCHBHO BCMOKTYETBCS I1iC/IS 3aCTOCYBaHHA NEpOpaibHO. MakchManbHi KOHUEHTpaUii y
miasMi  KpoBi  JOCATalOThCA NpUOIM3HO dYepe3 1-2 rOAMHM IHCHS 3aCTOCYBAaHHA, a abCO/MOTHA
6i010CTYNHICTE Mpenapary cTaHoBUTE Ou3bKko 100 %. ToMy NiHe30/i MOXHa 34CTOCOBYBATH [E€POPATBLHO
ab0 BHYTPILIHLOBEHHO 03 KOpeKLiT Z03M.

JliHezomiz MOXHa 3aCTOCOBYBATH HE3ANEXKHO Bif npuitomy Dxi. Yac [0 HOCATHEHHS MAKCHMAnbHOL
KOHUEHTpauii 30inbmyeTses 3 1,5 10 2,2 roguuu, Crax 3HIDKYETHCSA MPUOAU3HO Ha 17 % [IpU 3aCTOCYBAHHI
JUHE30MIY 3 DKE0 3 BUCOKMM BMIiCTOM upiB. [IpoTe 3aranpHa ekcrosuiid, ska ouinoerbes 38 AUCq.q,
noAidHa B 060X Bunagkax.

Posnoain

HocnimKeHHs papMakoKiHETHKM OKa3a/IM, WO JiHE30Mi MBUAKO PO3MOAUISETbCA y TKAHUHAX 3 no6poto
nepdysiero. Ilpubnusno 31 % ninesonigy 3B’sA3yeThest 3 GinKamy ruasmu KPOBi, 1 Le HE 3aleXKuTh Bif
KOHLEHTpauil npenapaty. O6’em posnoiny JiHe30ify B PiBHOBAXHOMY CTaHi y 30POBHX AOPOCIHX
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HOGPOBOJIBIIB CTAHOBUTH ¥ cepeaHboMy 40—50 1.

Konueurpauii ninesonify BusHauanues y pisHMX pigMHAX B OOMEXeHOT KiIbKOCT NOOpOBOJIBLIB Y
nocniukennsx Gasu 1 micas 6araTokpaTHOro BBEAEHHS NiHe301i Ky BifHomenHs KoHUeHTpauii ine3oi 1y
B CJIMHI JI0 KOHUEHTpaLii y ninasmi KpoBi ctaHoBuio 1,2 : 1, a BigHome s KOHIIEHTpALLiT JliHe301iay B noTi
A0 KOHUeHTpawii y mmasmi kposi — 0,55 : 1.

Mertabomnizm

JliHe301ia nepeBaXXHO MEeTaboMI3YEThCA 32 JOMOMOTOI0 OKHCIEHHS MOP(OJIiIHOBOTO KiNBLS 3 YTBOPEHHSIM
ABOX HEAKTUBHMX MOXIJHMX KApOOHOBOT KUCIOTH 3 PO3IMKHEHHM KiJlbLEM: MeTaboJIiTy aMiHOETOKCIOTOBOT
KkucnotH (A) i meraGoniry rinpokcietnnrniuuny (B). Iepenbauactsesi, mo meraGorir A YTBOPIOETHCS
(DepMEHTATHBHMM LIIIXOM, TOAi AK YTBOPEHHS Merabonity B omocepenxyerscs HedepMeHTATMBHMM
MEXaHI3MOM, IO BKJIIOYa€ XiMi4He OKMCIICHHS B yMOBaX in vitro. Hocnimpkenns in vitro IpoieMOHCTpyYBaH,
IO JIHE300i MiHIMaNbHO MeTaGoNMi3yEThCS 3 MOMKIMBOIO Y4acTIO y LbOMY HPOLIEC CUCTEMH LIUTOXPOMY
mouau P450. Ilpote MeTaboniuni msaxu JIHE30JIiTy 10 KiHI He BUBYEHI.

Busejienus

Henupxosuii kiipeHc cranoButs nmpu6musHo 65 % Bif 3aranpHOrO KIpeHCy Jinesonify. ¥ piBHOBaXHOMY
crani npubauzuo 30 % 103u Npenapary BHSBIAETECS B Cedi y Buriai ninesoniny, 40 % — y Burmsiai
metabosity B i 10 % — y Burmsiai meraGornity A. Cepeaniit HUPKOBMI KIipeHC NIHE30Miy CTAHOBUTE
40 mu/xB, 10 BKasye HA NpAMY KaHalbleBy peaGeopbuiio. Jlinesonin Y Kajii MpaKTH4HO HE BU3HAYAETHCS,
TOAL SIK NpUGIU3HO 6 % 103M mpenapary BUABISETbCH B Kaji y Burisial merabonity B i 3 % — y Burasai
mMeTabomiTy A.

Hesnauna senimiliHicTs KilipeHCy criocrepiranacs NpU MiABMINEHH] /1031 JIHE30MiMy, 110, OYEBHIHO, €
HACJIIAKOM  HIDKYOTO HHMPKOBOrO i HEHHPKOBOrO KIIPEHCY I(bOTO nperniapary Ipu  HOro BHMIIMX
KoHUEeHTpauisx. [lpote nug pisHuls y kiipenci 6yna He3Hadna i He BIUMBANA HA HASBHMG nepioja
HaliBBUBEACHHA,

Kninigni xapakrepucruxm.

IlokazanHua.

Jlikyanns iHQeKUil, CIpUYMHEHHX UyTIHBMMM INTAMAMM BH3HAYEHUX MIKpPOOPTaHi3MiB, NpPH TaKUX
cTaHax:

- HO30KOMiaJjbHa THEBMOHIS;

- HEroCHiTaJbHA MHEBMOHIS;

- YeknmaaHeHi iHbexuii mkipu ta i cTpykTyp, 30kpema indexuii Ha T giaberuuHol cromu Ge3 CYILyTHBOTO
ocTeoMieNniTy, cupuuuHeni Staphylococcus aureus (METULMIIHIYTIMBUME T4 METHIMIIHPE3UCTCHTHUM U
isonsTamn), Streptococcus pyogenes aGo Streptococcus agalactiae. Jlinesonin ne Oy BuBuenuit y mixysanyi
BUPA3KOBUX MPOJIEIKHIB;

- HeycknaiHeHi iddexuil wxipu Ta i cTpyKTyp, chnpuuuHeni Staphylococcus  aureus (Tinbku
METHLMITIHYY TIMBAMH i30JsiTamu) abo Streptococcus pyogenes,

- PE3UCTEHTHI 10 BaHKOMiLWHY iHpeKLT, cnpuumnHeHi wramu Enterococcus faecium, Bxmoyaioun iHexuii,
L0 CYNPOBOIKYIOTECS OakTepiemicto.

Jlinesonin  KPKA we nokasammii gna  sikysaHus IHQEKIiH, CHPUYMHEHUX TpaMHETaTUBHUMM
MikpoopraHismMamu. Y pasi migo3pu aGo BUABIEHHS TPaMHETaTUBHOTO 30yJHWKA MOTPIOHO HeraiiHo
po3noyary creuudiyy rpaMHEraTHBHY TEpartiro.

Ilpomunoxaszannas.

linepuyTnusicTs g0 nitesoniny a6o f0 6y Ab-IKOro iHIIOrO KOMIOHEHTA npenapary.

JliHesonin He cnmig 3acTocoByBaTM malfeHTam, sAKi MpUAMatOTh OyAb-AKi MEAMYHI MpemapaTH, LIo
MPHUTHITYIOTh MOHOAMIHOKCHAA3y A Ta B (sanpukiag, enensuH, i30kapGokcasua, cenerinin, MoknoGemiz),
Ta [POTATOM 2 THXKHIB MiC/1s IPHAOMY TAKMX Npenaparis.

3a BUHATKOM BUNAJKIB, KO € MOMKTUBICTH PETENBHOrO CMOCTEPEIKCHHA Ta MOHITOPHHI'Y apTEPiaJbHOIO
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tucky Jlinezonig KPKA He ciix npusHagary naiieHTaM y TAKHX BUIIAJKaX:

- HEKOHTPOJILOBAHA apTepianpHa rinepTeHsis, GeoXpoMonUTOMa, KApLUMHOIAHUHA CHHAPOM, THPEOTOKCHKO3,
OinonsApHa genpecis, u30adeXTUBHMIT po3na, TOCTpi eNi30A1 3aIaMOPOYEHHS;

- CymyTHi¥ npuifom iHri6iTopis 3BOPOTHOTO 3aXOIUICHHS CEPOTOHIHY, TPUUMKIIYHMX AHTHAEHPECAHTIB,
aronictiB 5-HT| penenropie cepoTOHiHy (TpUNOTAHiB), NPAMMX Ta HENPAMUX CHMIIATOMIMETHKIB
(BKIrOUAlOYM aipeHepriuni  OpoHXoAunataTopy, rcepfoedenprH, GeHINNponaHonaMin), Ba3oNpPeECcopis
(eminedpuny, HopemiHedpuHy), nomamiHepriuHux cronyk (Zonamidy, no6yTaminy), NETHAMHY a6o
Oycmipony.

Crif IpUNWHATH TOAYBaHHA TPYIIIO MPOTArOM 3aCTOCYBaHHS npemapary (IMB. Po3iia «3acTOCYBaHHSA Y
TepioA BariTHOCTI a60 royBaHHA TPYIION).

Bsaemooia 3 inmumu nikapcokumu 3acobamu ma inui udu 63aemooiil.

[HriGiTopu MOHOAMIHOKCHIA3H

Jlinesonin € HecenexTUBHMM iHribiTopoM MonoamiHokcrzasy (MAQ) 3BoporHoi aii. Kinekicts ganux npo
3aCTOCYBAHHS JIHE30Miy AN JIKyBaHHs IALI€HTIB, SIKi OTPUMYIOTH CYMyTHE NiKyBaHHs NpenapaTamu, 110
CTBOPIOIOTH II€BHI PU3MKM BHACTIAOK NpurHideHHs MAO, obmexena. ToMy, KO HEMOXKIMBE 3/iHCHEHHS
OUJIBHOTO  HArisIy 3a NauicHToM, 3acTOCYBAaHHS JIiHE30MiTy HE peKOMeHIOBaHe (IWB. pO3iIu
«IIpoTunokazanusa» ta «OcoOIMBOCTI 3aCTOCYBAHHS).

[ToTeHuiitHi B3aeMOJ1ii, 1110 NPU3BOAATE [0 MiIBUIIEHHS apTepiaibHOro THCKY

Y 310poBMX HOOpPOBONBIIB JIIHE30MiJ MOCHIIOC TiJBUIICHHA apTepiajbHOTO THCKY, CIIPUYMHEHE
ncepaoedepuHOM Ta QeHinnponaHonaMiHy rigpoxiopugom. KomGinoBane BBefeHHsA IiHe30mimy Ta
ncepnoedenpuny abo QeHinnponaHonamiHy TriApOXJIOPHAY NPU3BOAUTH JO 3POCTAHHS CHCTONIYHOTO
apTepialbHOro TUCKY B cepefiHboMy Ha 30—40 Mm. pT. ¢T. NOPIBHSHO 31 3pocranusaM Ha 11-15 Mm. PT. cT.
Opy  3aCTOCYBAHHI BHHATKOBO JiiHe3onmiay, Ha 14-18 MM. pT. CT. TpHM 3aCTOCYBaHHI BHHATKOBO
ncepaoedenpudy abo GeHinnmponaHonamiHy, Ta Ha 8—11MM. pT. CT. TpM 3acTocyBaHHi mIane6o.
AHaJIOriYHUX JOCHI)KEHb Y MOIMYNALil HALieHTIB 3 TilepTeH3ier0 He MPOBOAKIH. PEKOMEHIOBAHO PETENEHO
HigGMpaTy J03M MpernapariB, AKi UHHITH Ba30MPECOPHHMI BIUIMB, BKIIOYAIOUY AodaMiHepridHi mpenaparw,
106 oTpuMaTu Gaxcanuii pesynbTaT NpU KOMOIHOBAHOMY 3aCTOCYBaHHI JIiHE30JI LY 3 [IMMHU MIperapaTaMu.
[Torenuiiini cepoToHinepriuti B3acmMoii

Iorenuifini B3aemomii Mix JiHE30MiHOM Ta AEKCTPOMETOP(GAHOM BHBYANM y JOC/IIKEHHI 3 Y4acTio
3nopoBux 100poBoskLis. Ilpu 3acrocyBanni gexcTpomeropdany (aBi gosu no 20 mMr 3 iHrepranom y 4
roavHM) y koMOiHaLil 3 iHE30/IiI0M He crocTepiranocs HposiBiB CEpOTOHIHOBOIO CHMHAPOMY (CILTYTaHICTh
CBIJIOMOCTI, MAapeHHs, 3aHENOKOEHHS, TPEMOp, MNATOJOTIYHMN pyM’sHELb, NOCUIEHEe IOTOBMAINEHH,
rinepripexcis).

[TosinoMnanyu npo OJMH BHMAJOK BUHHKHEHHS [POSBIB, HOAIOHHX [0 CEPOTOHIHOBOLO CHHAPOMY, Y
namieHTa, AKMd npuiMap niHe3osis Ta AekctpoMeTopdad, — Ui NPOsIBA 3HUKIM Micis BiamiHM 060X
npenaparis.

IIpoTsirom KIIHIYHOTO 3aCTOCYBaHHS JIHE30Jify T2 CEPOTOHIHEPriYHMX [peNapariB, BKIOYAKYM
aHTH/ENPECaHTH, TaKi AK CENeKTHBHI iHriGiTopu 3BopoTHOro 3axomienus cepotoniny (CI33C), onioinu,
Oynu omucaHi BHIIAAKM DPO3BUTKY CEPOTOHIHOBOrO CHHApoMy. Xoua KOMOIHOBAaHE 3aCTOCYBAHHS IUX
npenaparis - npoTunokasane (auB. po3zin  «[IpoTunokasaHHs»), JIKyBaHHA MALiEHTIB, I SKHMX
3aCTOCYBaHHA K JIHE30MiJy, TaK | CEPOTOHIHEPTiYHUX [IPENapaTiB Mae BUpIIIANLHE 3HAYEHHs], ONMCAHE Yy
po3aifi «Oco6aMBOCTI 3aCTOCYBAHHAY.

3acTOCYBAHHSA Y TIOCHAHHI 3 HACHYEHUMU THPAMIHOM [POJYKTaMU

Y nauieHTiB, AKi OTpUMYBaJH JIHE30JIi/L Ta TUPaMiH y KinbkocTi menine 100 mr, He cnocTepirany 3Ha4HOro
BazonpecopHoro edexry. e cBigunTs npo HEOOXiAHICT YHMKATH JIMIIE HAMTUIIKOBOTO CHOXHBAHHSA
MPOXYKTiB Ta HAMOiB 3 BEJIMKUM BMICTOM THpaMiny (a came: 3pLIMX CUpiB, APLKMKOBHX EKCTPAKTIB,
HETUCTUTHOBAHUX AJIKOTOJBHMX HAaIOB Ta ()EPMEHTOBAHUX MPOAYKTIB i3 coeBuX GOOIB, TAKUX AK COEBUM

coyc).
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[Ipenapary, sKi meTabosizyioThes 3a JI0MOMOroI0 LMToxpoMy P450

Jlinesonia He 3a3Hae MeTa6oIiYHMX TIEPETBOPEHE ITi/1 BILIMBOM (EPMEHTATHBHOT CHCTEMHU UMTOXpoMiB P450
Ta He NpurHiuye QyHKUii ’KoJHOTO 3 KIIHIYHO 3Hauymux i3odopm muroxpomy P450 moaunu (1A2, 2C9,
2C19, 2D6, 2E1, 3A4). Ananoriyso, NiHe30Mi/ He cpUYUHse iHAYKUil i3o¢epMentiB uuroxpomy P450 y
mypiB. Tomy He OYiKyeThcs BIUTHBY JiHe30JiAy Ha (APMAaKOKIHETUKY iHIIMX MiKapchKHX 3acobiB, sKi
MeTaloJIi3y OThCS LIMMKU OCHOBHUMK (DepMEHTAMMU.

CusHi ingykropu CYP 3A4

Pugpamniyun. Bnnup pudamninudy Ha dapMakoKiHETHKy TiHE30JiQy BUBYAIM y INICTHANIATH 3JOPOBHMX
AOpocnux J0OPOBOJIBIIB YOIOBIYOT CTaTi, SKi 3aCTOCOBYBaJHM JiHe3omi mo 600 Mr ABiui Ha 100y MpoTAroM
2,5 s y xomObinanii 3 pudamminpaom no 600 Mr oauH pas Ha 106y npotsrom 8 fHIB Ta Ge3. Pudamminun
3HIDKYBAB MOKasHUKA Cmax Ta AUC siHesomigy B cepenubomy Ha 21 % (90 % I 15, 27) ta 32 % (90 % I
27, 37) BignosimHo. Mexati3m Taxkoi B3aeMoii Ta Ii KIiHIYHE 3HaYeHHS HEBiIOMI.

Bapgapun. Tlpu ponmaBanni Bapdapuny o Kypcy JiKyBaHHS JIHE30MiOM Y piBHOBaXKHOMY CTaHi
crioctepiranu 10 % 3HIKEHHA cepejHboro MakcumansHoro MHC (MiXXHapomHOro HOpMAani3oBaHOTO
CIiBBiJHOIIEHHS) MPYU OJHOYACHOMY 3acTocyBaHHi, npy oMy AUC MHC sumwkysanack Ha 5 %. JlaHux
PO MANIEHTIB, AKi OJHOYACHO OTPHUMYBany Bapdapud Ta JiHE30iJ, HEAOCTATHLO IS OLHKM KJIiHIHOTO
3HAYEHHS, SIKITIO BOHO €.

AnTubioTHKH

Asmpeonam. DapMmaKkoKiHeTHKa IiHe301iny a6o asTpeoHamMy HE 3MIHIOETBCA TPH  OJHOYACHOMY
3aCTOCYBaHHI 1IMX Mpenaparis.

T'enmamiyun. @apmakoKiHETHKA JiHE30Jly a00 TeHTaMilMHy He 3MIHIOETBCS MpPH OJHOYACHOMY
3aCTOCYBaHHI LIMX Tperiaparis.

AHTHOKCUIAHTH

[Ipn oaHowacHOMY 3acTocyBaHHI mpemapary 3 BitamiHom C abo BitTamiHoM E mpoBOJHMTH KOPEKI[IO 1031
NiHE30J1/Iy HE PEKOMEHIYEThCA.

Ocobnueocmi 3acmocyganhs.

Mienocymnpecis

[ToBimomnsAau Npo BUNaiKy Mienocynpecii (30kpema aHeMil, JeHKONeHiT, HaHLUTOINEHIT i TpPOMOOLHUTONEH]T)
y JEeAKuX NalienTiB, AKi oTpuMmyBanu sixesomia. Ilicas BiaMiHu niHe3odigy 3HAYEHHS NOPYLIEHHX
r€MaTONIONYHUX MOKA3HUKIB IMOBEPTANUCA A0 PIBHs, SKWH CIOCTEpIraBcs A0 MOYATKY JIKYBaHHA. Y
NaLieHTiB  AiTHBOTO BiKy 3aCTOCYBaHHSA JTHE30JMifly CyNPOBOMKYETHCA OUIBII BUCOKMM pPU3HKOM
BUHUKHEHHS [IATOJIOTYHMX 3MiH KPOBi MOPIBHAHO 3 MOTOMMMMHU MalieHTaMK VIMOBIPHO, PU3HK PO3BHTKY
uux e(eKTiB 0B’ A3aHUM i3 TPUBAJICTIO JIiKyBaHHs. Y MALIEHTIB i3 THKKOK HUPKOBOK HEAOCTATHICTIO
(HE3aJICKHO BiJ| TOrO, YM MPOXOITH BOHM MPOLEAYPH Aiami3zy) Ta NAILUEHTIB i3 IOMIPHOK NEYiHKOBOIO
HEJIOCTATHICTh MOJXK/IMBE IiABHINEHHS YacTOTH PO3BUTKY TpoMOOLMTOTIeHii. TakuM 4MHOM, peTeNnbHuii
MOHITOpUHI GOpPMyYNH KpOBI HEOOXiMHMN y TAaKuX rpynax Mali€HTiB: NAIi€HTH 3 YiKE HAsSBHOI aHEMIEIO,
TPaHyJIOLUTONEHIE0 a0 TPOMOOLMTONCHIEO; MallieHTH, sKI OTPUMYIOTH CYIMyTHi Mpemapary, 34aTHi
3HIDKYBATH DIBHI reMOrnobiHy, 3MeHINYBaTH KUIBKICTH (DOPMEHHX eJEeMEHTIB KpoBi a60 HeraTWBHO
BIUIMBATH Ha KIIBKICTE 44 (QyHKIiOHANbHY aKTUBHICTH TPOMOOLMTIB, MAUIE€HTH 3 THKKO (HOPMOIO
HHUPKOBOI HENOCTATHOCTI abo MallieHTIB 31 CepeiHBOI Ta THKKOIO (POPMOIO MEUIHKOBOT HEJOCTATHOCTI;
NALEHTH, KypC JIKyBaHHA AKMX TpuBae Oinbim uix 10-14 guis. 3acToCOBYBATH JiHE3O0MIA AN MiKyBaHHA
TaKWX MaUi€eHTiB MOTPIOHO y MOeHHaHHI 3 pPETENBHUM KOHTPOJEM piBHA IeMoryioGiHy, MpoBeIeHHS
3arajibHOr0 aHajizy KpoBi Ta, 0 MOXIIMBOCTI, 3 KOHTPOJIEM KiIbKOCTI TPOMGOLIMTIB.

SIKmo nmij yac JiKyBaHHA J1iHE30J1J0M PO3BHBAETHECS 3HAUHA MIEIOCYTIpECisl, MIKYBaHHA CIIijl 3yTUMHUTH, 3a
BHHATKOM BMNAJiB, KOJIM MPOJIOBKEHHS JiKyBaHHs BU3HAHE abCOMIOTHO HEOOXiAHUM. Y TAKMX CUTYyalisx
NOTPIGHO MPOBOAUTH PETENBHUN MOHITOPUHI MOKA3HWKIB 3arajbHOrO aHajlidy KPOBI Ta 3aCTOCOBYBATHU
BIATIOBIZIHI CTpaTETil NiKyBaHHS.

Kpim TOro, peKoMeHI0BaHO WIOTIIKHSA MPOBOIMUTH 3aralbHUM aHaM3 KpOBi (BKIHOUAIOUN BU3HAYEHHS PiBHIB
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remMornobiny, KiabKocTi TPOMGOUMTIB, 3arambHOl KLTBKOCTI JIEHKOIMTIB Ta PO3rOpHYTOI JIEHKOLUTAPHOT

¢opmynn) y mauieHTiB, siki NpOXOAATH NiKYBaHHS NIHE30JiI0M, HE3aTeXHO BijJ MOYaTKOBMX MOKA3HUKIB

aHanizy Kposi.

Y mauieHTiB, AKi OTPUMYBaiIM JiHe30MiA NpoTArom Gisme 28 mHiB (MakcuManpHA PEKOMEHIOBaHA

TPHUBAIICTL JiKYBaHH:), CHOCTEPIrany MHiABUINEHHS YacTOTH BHHMKHEHHS TSKKOT aHemii. Taki namieHTu

JacTime noTpeGyBay nepeTuBaHHs KpPOBi.

HoBifoMMAIM TakOX MPO BUMAAKM CHAEPOGNACTHOT aneMmi. Ilic/s NPUITUHEHHS 3aCTOCYBAHHA JiHE30Miay

OUIBLIICTE MALiEHTIB MOBHICTIO a60 YacTKOBO OXYXYBAIX BHACTIMOK IPOBENEHHS JIKYBaHHS aHemil abo

HaBiTh 6e3 JIIKYBaHHS.

[ncbanane noKkasHUKiB CMEPTHOCTI y KIIHIYHOMY JOCIHIDKEHHi 33 YyacTio MalienTis 3 IHQEKIisAMKI

KPOBOTOKY, ITOBSI3aHUMM 3 BUKOPHUCTAHHSIM KATETEPIB Ta CIPUYMHEHUMM IDAMIIO3UTHBHUMM 30Y IHIUKAMH

Y XoAi BiIKpUTOTO JOCIIPKEHHS 32 YUACTIO NALIEHTIB i3 CEepHO3HUMH BHYTPIITHBOCYAMHHUMHU iHDEKUiAMY,

CTIPUYMHEHUMH BUKODUCTaHHAM KaTeTepiB, CHOCTEpiranyd 3poCTaHHS CMEPTHOCTI Y TPYI NAL{EHTIR, SKAM

3aCTOCOBYBAJIX JIIHE30Ii I, IOPIBHSHO 3 TPYNIAMH JIIKyBaHHS BAHKOMILIMHOM/ IUKJIOKCAIMIII HOM/OKCALAT HOM

(78 3363 (21,5 %) npotu 58 3 363 (16,0 %)). OcHOBHUM (akTOpoM BMIMBY Ha IOKA3HUK CMEPTHOCTI 6yiIa

HAsBHICTH IPAMIO3UTHBHOT iHbeKUiT Ha ToYaTKOBOMY piBHI.

[lokashukn cmepTHOCTI y mamieHTIB 3 iHQEKIisSMH, CHPUYMHEHUMM BUKITIOYHO IPaMIIO3UTUBHIUMM
opraHisMamu, Oynu cxoxi (nepesaxue crispizHomenns 0,96; 95% noBipuuii intepsan 0,58-1,59),
ajne y Ipyri JiKyBaHHS JiHE30JiJ0M Y4aCTOTA JICTANBHUX BUMALKIB Oyna sna4gno Bumoro (p=0,0162) y
NaLienTiB 3 OY[b-SKAM JOJATKOBAM 36yAHMKOM 260 BiACYTHICTIO 30y IHUKIB Ha BMXiOHOMY piBHi
(nepeBaxcne cniBsifHOmenHs 2,48; 95% noBipuuii inTepsa: 1,38-4,46). Haiibinpmuii nucbananc
CTOCTEpiraBest Mif yac NiKyBaHHA Ta NPOTSroM 7 OHIB 3 MOMEHTY BiaMiHH JOCHIIJDKYBAaHOIO
npenapaty. BinbuiicTs nauientis y rpyni aikysadus finesonmigom, HaGyin rpaMHEraTMBHi 1H(eKIl
IPOTATOM [OCIIPKEHHS Ta IOMEPITH Bifl iHbEKLji, CIPUYMHEHNX MpaMHEraTHBHUMH 30yaHMKamu, Ta
BIfl I0JIMiKpOOHHUX iHGeKuil. TAKUM YHHOM, IPH YCKIaTHEHUX iHdeKUigX mKipy Ta M’ IKMX TKaHWH
Y DaljeHTiB 3i BCTAHOBIEHOI abo  Ii03PIOBAHO CYNyTHBOIO iH(peKIie0, CIpUIMHEHOO
TPaMHEraTUBHUMK 30y[HMKaMH, JQHE30M CHiZ 3aCTOCOBYBATM NMIIE 3a BIACYTHOCTI iHUIMX
BapiaHTiB JiKyBaHHA (guB. po3min «[lokasaHHs»). 3a Takux OGCTaBMH HEOOXiJHO pPO3MOYMHATH
napaesbHe JTiKyBaHHA IPaMHEraTHBHOT iHpeKIl.

Hiapes Ta KoiT, o8’ s3aHi 3 3aCTOCYBAHHAM AHTUGIOTHKIR

Ipu 3actocysanni mMaiike ycix aHTMOAKTepiaNbHUX MpeNapaTis, BKIIOYAIOUN JIIHE30Mi/I, OBIJOMIISIN PO

BUHUKHEHHA Jiapel Ta KOMTy, TIOB’S3aHMX i3 3aCTOCYBaHHAM aHTHGIOTHKIB, BK/IFOYAIOYM

rcesioMeMOpaHo3HUi KOMIT, Ta Hiapeto, nos’ssany 3 Clostridium difficile, TSxKicTb [IPOSIBIB SIKMX MOKE

BapiIOBATH B/l IOMIpHOT Jiapei o KoMiTy 3 MeTanbHuM HaCHiAKoM. TakuM YHHOM, BAXCTHBO BpaxoBYyBaTu

MOXKJIMBICTh 11LOTO AjarHO3Y Yy MAL[i€HTIB, y AKUX I1iJ yac aGo mcns 3aCTOCYBaHHs JIHE30Ji/ly pO3BUBACTHCS

mlapest. Y pasi HasBHOCTI minospu Ha fgiapero abo KONiT, MOB’ A3aHmil i3 3aCTOCYBaHHAM aHTUOIOTHUKIB, abo

NMpU MATBEP/KEHHI LBOrO AjarHo3y HeOOXiAHO MPUIMHUTH MOTOYHE MiKyBaHHS aHTHOaKTepianbHUMU

penapaTaMu (BKIFOYaI04M JIHE301/T) Ta HEeraHO pO3NOoYaTH BiATOBiAHI TepaneBTHYHi 3ax0Mu. Y Takux

CHTYaUisX NPOTHIOKA3aHe 3aCTOCYBAHHS NPETapATiB, AKI PUTHIYYIOTE [EPUCTATIBTHKY.

[Torenuiiini B3aeMOAIT, O COPUYMHSIOTS i ABUILEHHS ApTEPIaibHOr0 TUCKY

3a BUHATKOM BUIAJKIB, KOH MOXKIHBE CIIOCTEPEKEHHS WMOBIPHOTO [1iABMINEHHS apTepianbHOTO THUCKY Y

MALIEHTIB, JIIHE30MI/I HE C/TiJ MPU3HAYATHM MAIIEHTAM 3 HEKOHTPOJHOBAHO apTepialbHOI0 inepTeHsiero,

(hEOXPOMOLIUTOMOIO, THPEOTOKCHKO30M Ta/aB0 OfHOYACHO 3 TAKUMH JIIKapCBEKUMHU 3ac00amMu K Mpami Ta

HETIPSIMI  CUMIIATOMIMETHKH (HalpuKnan, —rncesaoedepuH), Basomnpecopu (Hampukaanm, emninedpuH,

HopeniHedpuH), fodamineprivni sacobu (Hanpukam, godamis, noOytamin).

linornikemis

[ToBinomuenns, oTpumani y micnspeectpauiitanii nepion, ceigdars Npo BUNAJKA CUMOTOMATHYHOT

rinoriikemil mpu 3acTocyBasui IiHE30MIAY, HECEIEKTHBHOTO inriditopy MAO 3BopoTHOT i, y naujeHTiB i3

LYKpOBUM AiabeTom, AiKi NPUAMAIOTH (HCYNiH ab0 MepopanbHi rinoriikemiugi npenapatu. [Ipuitom geskux
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iHri6itopis. MAO mnop’s3auuii 3 TiNOrIiKeMiYyHMMH emisogaMu y XBOpUX Ha LYKpPOBHMM miaber, ski
3a8CTOCOBYIOTh IHCYNiH abo rinmormikemiuni mnpenapatu. Xoua TpHYMHHHEA 3B’A30K MDK JiHe30miioM i
TNOINIKEMI€I0 HE BCTAHOBJCHWH, NALEHTIB 3 LYKpOBHM iaGeToM crif HONEPETUTH NPO NOTEHLIiHHY
TinormiKeMiuHy peaxiiio mij yac 3acTOCYBAHHA niHe30MmiIy.

Y pasi BUHMKHEHHS rinorimikemii Moxe G6yTH NOTpiGHE 3MEHIUICHHS A03M iHCyniHy abo mepopansHOro
riNOrNiKeMivHOro 3aco0y 4i NPUIMHEHHS 3aCTOCYBAHHS NEPOPAIEHOTO MO KeMidHOTO 3aco0y, iHCyniny
YU JITHE30i1y.

JlakTaTanuaos

Ilpu 3acrocysanui JiHe307ioy MOBIOMISIM MPO PO3BUTOK NakTaTanumosy. llauienTy, y AKUX M yac
32CTOCYBAHHS JIHE30Ji/ly BUHMKAIOTH CHMITOMH Ta TNpOSBA METaBOMiYHOrO aruuo3y, BKIIOYAIOUH
PELMIKMBHY HyNOTY a00 GioBaHHs, GiNb y SKMBOTI, HU3bKMil piBeHb GikapGOHATIB a60 TiNepBEHTUIALII,
TNOBMHHI HETafHO 3BEPHYTHCS 3a MEAMYHOIO [OMOMOTOK. Y pasi PO3BHTKY MOJOYHOKHMCIOTO anuao3y
HEOOXI/THO 3BAXKUTH KOPHUCTB 1I0AJIBIIONO IKyBaHHA JiHE30110M Ta MOTEHIiiHi PHU3UKH.

Iucdynkuis MiToXoHapi

Jlinesonif mpurHiuye MiTOXOHIpianbHMil cuHTes GinkiB. V pesyasraTi Lporo NPUTHIYEHHS MOXYTh
pO3BUBaTHCA Taki MOGIYHI peakuii sk NakTaTaiygos, aHemis Ta Heifpornaris (meputbepuuna Ta 30pOBOro
Hepsa). Lli siBriua Ginbur momupeni Ipy 3acToCyBaHHi NpenapaTy NpoTiaroM 6isie 28 mHis.
CepoToHiHOBHI CHUHAPOM

Hagxoaumi crHoHTanmi TOBITOMJIEHHS MPO PO3BMTOK CEPOTOHIHOBOrO CHHIPOMY, IOB’S3aHOTO 3
OZAHOYACHUM 3aCTOCYBAHHSM JHE30JIi/ly Ta CepOTOHiHEPIiYHUX Mpenaparis, BKIIOYAKOYY aHTUACIPECAHTH,
TaKi SIK CeNeKTUBHi iHriGiTopu 3BOpOTHOro 3axomneHHs cepotoniny (CI33C) Ta omioinu (nuB. posmin
«B3zaemofia 3 IHIIUMH JTIKapCeKMMHU 3acobaMy Ta iHI BHIM B3aeMOJii»). TakuM YMHOM, OAHOYACHE
3aCTOCYBaHHs  JUHE3ONiAy Ta CEPOTOHIHePriYHMX [pelapaTiB  MPOTHNOKA3aHE (IMB.  PO3/LN
«IIpoTumokasaHs»), 32 BUHATKOM BHIAJKIB, KONM 3aCTOCYBAHHS AK JIHE30JiLy, TaK i OHOYACHE 3 IHM
3aCTOCYBAaHHS CEPOTOHIHEPriYHMX MpenapariB Mae KiiHiYHe 3HA4YeHHA. Y TaKWX BUMANKAX HALLEHT Mac
3HAXOJMTHCS MiJl IUIBHAM CHOCTEPEKEHHIM 3 METOI0 BHSBICHHSA CHMIITOMIB CEPOTOHIHOBOTO CUHIPOMY,
TaKUX K IOPYIIEHHA KOTHITUBHOT QymKUii, rinepnipekcis, rineppedumekcis Ta nopyurenHs KOOpAUHaNiT
pyXiB. Y pasi BUHMKHEHHsS CHMNTOMIB JIKAaprO CIifl PO3LBIHYTH MOXKJIMBICTH BiMiHM TOro a6o iHILOTO
npenapary. [licis BiiMiHN cepOTOHIHEPriYHOTO NpenapaTy MOXIIHBE BHHUKHEHHS CHMIITOMIB BiqMiHML.
l'inonarpiemis Ta CMHAPOM HeajeKBaTHOT cekpelii anTusiyperuanoro ropmony (CHAJI)

l'imonarpiemia Tta/abo CHAJ crocrepiranucs y JesSKHX [AIi€HTIB, sKi OpuiMaNy  JTiHe30Ti1,
PexomMeHNYeTbCA perynspHUi KOHTPONb DIBHS HATpil0 B CHMPOBATUi KPOBI y NAL{€HTIB - i3 PU3UKOM
rinoHaTpiemii, HaNpHUKIaz, JHOAIM JTITHHOrO Biky abo iHIIMM marientam, sKi NpUiMay JiKapeeKi 3aco0u,
IO MOXYTh 3HU3UTH PIBCHb HATPIIO B KPOBI (HAIIPUKIIaJ, Tiasu/IHI JiypeTUKY Taki K riApoxioporiasu).
[epudepuuna neiiponaris Ta Heliponaris 30poBoro Hepea

Y nauienTiB, AKi OTPUMYBAIK JiKyBaHHs JIHE30MIIOM, CIIOCTEPIraBcs PO3BHTOK nepudeprdHoi Heliporarii,
a TaKOX HEHpONaTii Ta HEBPUT 30pOBOIO HEPBA, SIKA IHOAI MPOrpecyBana 0 BTPATH 30py. BilburicTs Takux
NALiEHTIB OTPMMYBAIU JIKYBaHHA MPOTArOM Oinbiie 28 AHiB (MakcuManpHa peKoMEeHI0BAHA TpPHUBAJCTD
JIKYBaHHS).

[TarientaMm HeoOXiIHO PEKOMEHIYBATH MOBIZOMIATH NPO CHUMITOMH [ODPYIUEHHS 30py, Taki SIK 3MiHH
IOCTPOTH 30pY, 3MiHU KOJIBOPOBOTO CHPHHHATTS, HEUITKICTL 30py ab0 BUNANAHHS YACTHHM MOMS 30py. ¥
NOAIGHMX BUIAJKAX PEKOMEHIOBAHO TEPMIHOBO IPOBECTH OIS MallicHTa B 0GTatbMONora. SIKIO nalieHT
npuiimae npenapat Jlinesonin KPKA npotsrom Ginbme 28 aHiB, KoMy HeO6XiIHO PETyIApHO MepeBipiTH
3ip.

Y pasi posBuTKy nepudepunoi Helpomarii aGo Hefiponatii 30poBoro Hepsa HEOGXiAHO 3BAXHTH KOPHCTH
NOJAMBLIOTO JIIKYBAHHS JTIHE301i0M Ta IOTEHIHHHI pU3HKH.

MosxIuBe 3pOCTaHHA PM3MKIB PO3BUTKY HEMpOmATiil Upu 3acTOCYBAaHHI JIHE3OMiZy MAMA JIKYBAHHSA
MALliCHTIB, AKi POXOAATL 260 HEIIOJABHO MPOXOMMAN TiKyBaHHS AHTMOAKTEPialbHUMK IpenapaTamu s
NiKYBaHHS TyOepKyIbo3y.
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Cynomu

IoBinom/sn Mpo BUNAAKM CYIOM y MALI€HTIB, AKi OTPUMYBAaNM TEpamilo iiHe3omizoM. V 6ilbmocti
BUMa/KIB TaKi MAllieHTH Mali CyAOMHM B aHAMHE31, TOMY MallieHTaM HeoGXiqHO MOBiIOMIATH JiKapiB, KO
Y HHMX paHillle BAHUKAIH CYIOMH.

[uribitopu MoHoaMiHOKCH/1a3H

Jlinesonia € HecenekTMBHMM iHriGiTopom MoHoaminokcumasu (MAO) 3BopoTHOT fil. Ilpote B mo3zax, sxi
3aCTOCOBYIOTE [/ aHTHOAKTepianbHOT TEpaNil, BiH He YMHUTH [PMIHIYYBANTLHOTO BITMBY. Y NOCITIUKEHHAX
B32€MO/Iii NiKapCHKMX MpENapaTiB Ta JOCIIIKECHHAX 0e3MeKu 3aCTOCYBAHHS JHHE3OILy Oyno oTpumano
Ily’e 0OMeKEeHy KiNbKiCTh JaHUX MPO 3aCTOCYBAHHA JiHE30Ii/ly NallieHTaM 3 OCHOBHUMMU 3aXBOPIOBAHHAMHU
Ta/abo Mpu CyMyTHHOMY iKYBaHHi NpenapaTaMy, NMPH SKUX BHHUKAIOTH TeBHi PU3HKKM BHACIIJOK
npurdiyennss MAO. Tomy, KO HEMOMXIIMBO TIPOBOJAUTH IHIbHE CIIOCTEPEKEHHA 3a MNali€HTOM,
3aCTOCYBAHH JIIHE30MTi/ly HE pekoMeHmoBaHe (IuB. posjinu «IIpoTHriokasaHHs» i «Bsaemomid 3 iHIUMK
JIKApCHKUMH 3ac00aMU Ta IHII BUAM B3AEMOMIH»).

3acToCyBaHHs y NOCAHAHHI 3 HACHYEHUMU TUPAMIHOM MPOIYKTAMHM

[TanienTam cnif pexOMeHIYBATH YHUKATH CIIOXKHUBAHHS BENUKOT KLIBKOCTI NPOJYKTIB, OaraTux Ha TUpamiH
(muB. po3nin «B3aemouis 3 iHIMMHU TiKapCHKUMH 3ac06aMu Ta iHIII BUAK B32EMOJTII).

Cynepindekuis

Brmns ninesoniny Ha HopManbHy MikpoGhII0py He BUBYANH Y KITiHIYHMX BUNIPOGYBAHHSIX.

3acTocyBaHHA AHTHUOIOTUKIB iHOAI MOXE NPU3BOJINTA [0 HAAMIPHOTO POCTY HEUYTJIMBUX OPIaHi3MiB.
Hanpuksag, npubausno y 3 % mauieHTiB, sKi OTpUMyBay JiHE30MiL y PEKOMEHIOBAHNX J033ax, MPOTATOM
KIIHIYHUX JOCHIJOKEHb CTIOCTEpirai BUHUKHEHHS KaHAUI03Y, TOB’I3aHOTO 3 3aCTOCYBAHHAM npenapary. ¥
pa3i BUHMKHEHHS cynepindeKiii nix ac JIKyBaHH CJIiJT BYXMBATU BlANOBIAHUX 3aXOiB.

Oco06nuBi rpyny namieHTiB

3aCTOCOBYBaTH JiHE30MiA Jd JIKyBAaHHS IALIEHTIB i3 TSOKKOI HMPKOBOK HENOCTATHICTIO CHif 3
00EePENKHICTIO Ta JIMIIE Y CUTYALiAX, KOJIM OUiKyBaHa KOPHUCTh NIEPEBUINYE MOTSHIHHMIL PU3KK (OMB. pO3MIiN
«DapmaKoxiHeTuKa» Ta «Croci6 3acTocyBaHHS Ta JTO31» ).

3aCTOCOBYBATH JIHE3OIIL/T JUTS TiKYBaHHSA NALIEHTIB i3 THOKKOI MeiHKOBOK HEJOCTATHICTIO PEKOMEH/I0BAHO
MINE Yy CHUTYallisX, KOMM OYiKyBaHA KOPHMCTh [CPEBMINYE NOTEHUiHHMN pH3KK (IuB. po3ain
«@apmaxokineTka» Ta «Croci6 3acrocyBaHHs Ta JO3M»).

Cmamp

Hemae neoOxinHocTi B Kopekuil 1034 Ipenapary 3alexkHo Bil cTaTi.

[lopymenus Geprunbuoi dyuKuii

Jlinesonix 3HWKYBaB (EPTUILHICT TA CIPHYMHAB BiAXMIEHHS MOP(HONOrIIHAX OKA3HUKIB SKOCT CIepMHu
¥ 3A0POBHX JIOPOC/IMX CAMLIB LIYPiB NPK PIBHAX EKCHO3HMUIT, MPUOIM3HO TAKMX, MO OYiKYIOTBCA Y JIHOACH.
Lli 3sminu manu o6opoTHuM xapakTep. IIpo MOMKIMBICTS BIUIMBY TiHE30MiAy Ha PENPOAYKTUBHY GYyHKILIO
4OJIOBIKIB HEBiOMO.

KniniuHi BUnpoGyBaHHs.

Besneka Ta edexTrrHicTE niHe30iAy IpH 3acToCyBaHHi i0ro npoTarom Ginsiue 28 AHIB He BCTAHOB/EHA.
Jloceizl 3acTocyBaHHsi fiHE30Jigy [Is JIKYBAaHHS Nali€HTIB 3 miaGeTHuHUMU YPAKEHHAMM CTOII,
MPOJIKHAMU a00 IIEMIYHUMHU YPAKEHHSIMH, TSKKUMU OTIKAMY Y4 TAHIPEHOI0 0GMEKEHHMI.

[losiBa bakTepii, pe3MCTEHTHMX J10 JIKAPCHKOro 3acoby

ManoiiMmoBipHo, w0 3actocyBanHs mnpenapatry Jlimesonin KPKA s fikyBaHHS HemiarHOCTOBAHOT
baxTepiaabHOl iHdeKUil a00 3 MPodiNaKTHYHOW METOW MpUHECE WIKOLY MALIEHTOBI a60 36LMBIIHTE PU3HK
osiBM OaKTepii, pe3UCTEHTHUX 10 JIIKAPCHKOro 3ac00y.

3acmocyeanna y nepiod eazimnocmi abo 200ysanns 2pydoio.

3actocyBaHHst y nepioz Baritnocti. Hemae AoCTAaTHIX JaHMX UIOAO 3aCTOCYBaHHs JIIHE30JIily BariTHAM
KiHkam. Pesyneratd jocnipkeHb Ha TBapMHAX MNPOJEMOHCTPYBAIM HASBHICTD penpoayKTHBHOT
TOKCHYHOCTL. [CHye mnoTeHuiliumil puzuk g mopuuu. Jlinesonig He ciig 3aCTOCOBYBATM y Mepion
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BariTHOCTI, OKPiM BHMAJKIB, KO OYiKyBaHa KOPUCTh NEPEBUIILYE NOTEHIIHHUM PH3UK.

3acrocyBanHs y mepioji roaysasHs rpyamo. Pesynasratu nociimpkens Ha TBApUHAX NOKA3aNH, O JIHE30Mi/
Ta Horo MeTabomiT MOXKYTh IPOHUKATH y IpyaHE MOJoKko. OTXKe, CTifl IPUIIMHUTH TOLYBaHHA IPYUIO HA
4ac JIKyBaHHA MPenapaToM.

30amuicmy  énaueamu Ha WBUOKICMb pedaxyii npu Kepyeawwi asmompancnopmom abo  iHuuMu
MexaHizmamu.

Heo0OxigHo nomepemxary MalUi€HTIB TPO MOXIMBICTH PO3BMTKY 3aIlaMOPOUYEHHS a0 CHMITOMIB
nopyueHus 30py (auB. posain «OcobmusocTi 3actocyBanHa» Ta «IToGiuni peakuii») mif 4ac npuiiomy
JUHE30Nily T2 PEKOMEHJYBaTH iM He KepyBaTH aBTOMOOLIEM i He MpAaIoBaTH 3 MEXaHI3MamMu y pasi
BUHUKHEHHs 33a3Ha4€HUX CUMIITOMIB.

Cnoci6 3acmocysanna ma do3u. IlauienTy, TiKyBaHHS SKMX GyJIO PO3MOYATO 3 NPU3HAYEHHS MpENapaTy
Jlinesonin KPKA mns BHyTpimHpOBeHHHX iHOY3iH, MOXYTH OyTH NepeBefieHi Ha JiKyBaHHS MpenapaToM
Jlinesonin KPKA nns mepopaibHOro 3acrocyBanus. Y TakoMmy pasi miabip f03u He TOTpiGeH, ocKiabkn
OlomocTynHIiCTh JIiHE30iAy NPy MPUHOMI BHYTPIIIHEO CTaHOBUTH Maitke 100 %.

TpuBanicTs HiKyBaHHS 3aNeXuTh Bij 30yAHMKa, JOKaNi3alii Ta TaXKoCTI iH(EKIiT, a TaKoX Bia KIiHIYHOTO
edexTy Teparif.

Pexomengauii momo TpuBalocTi NiKyBaHHS, SKi HABENEHO HMXKUYe, OyJIM 3aCTOCOBAHi y KIiHIYHHX
nocnipkenHax. i aedakux BuaiB iHdexuiii Moxe 6yTu JopedHa KOpoTiIa TPHUBAJICTD JIIKYBAHHS, aJI€ 1€ HE
Oyno OLIHEHO Y KITIHIYHUX JOCHIIPKEHHAX.

Makcumanbna TpuBanicTh NiKyBaHHs — 28 HiB. Besriexa Ta ebeKTMBHICTE 3aCTOCYBaHHS JiHE301Ii/Ty NOBILE
Hi’ 28 nHiB He OyIM BUBYEHI.

He norpi6Ho migBUIIEHHS peKOMEHJZOBAHMX M03 a0 TPHUBANOCTI NiKyBaHHA y pasi iHdexmiil, ki
CYIPOBO/UKYIOTECS OakTepiemiero.

Pexomenpauii mono g0o3yBaHHS BiATIOBITHO 10 [IOKA3aHb HABEAEHO B TaOIMLI HUXKYE.

Tabnuim 2
[okazaHHs Jlo3a Ta croci6 3acTocyBaHHs Pexkomennmosana
Hopocni ta gitn TPUBAJICTD JIiIKYBaHHS
(Bixom Big 12 pokiB) (ni6 mocrine)
Ho3zokoMianbHa THEBMOHis 600 mr nepopansHO KoxHi 12 roaun 10-14
HerocnitaneHa mueBMoHis
(30xpema dopmu, 1110
CYTIPOBOIKYIOTHCS
OakTepiemiero)
VYeknanneHi iHQeKiT mkipu
Ta il CTPYKTYp
[ndexuii, CIIPUUMHEHI 600 mr nepopanbHO KOXKHI 12 rogun 14-28
Enterococcus Jaecium,
PE3UCTCHTHUMMU J0
BaHKOMILIUHY, 30Kpema
iHGeKuiT, ki
CYLIPOBOIXKYIOTBCS
Haxrepiemicro
Heycxnangneni 1HpeKuiT Hopocui: 400 mr mepopanbHO KOMXHI 10-14
[KIpY Ta 11 CTPYKTYP 12 rogun*
Hitu Bikom Big 12 pokis: 600 mr
epopasbHO KOXHi 12 rogun
*3acTocoByBaTH Mpernapar B iHwmii TiKapcekiit Gopmi 3 MOXKIIMBICTIO BIANOBIAHOIO A03yBaHH.
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MaxcumanbHa £03a A1 JOpOCH¥X i AiTeil He Mae nepepuiysat 600 Mr 2 pasu Ha 106y.

3acmocyeanna nayienmam nimuv020 6iKy: HeMae noTpedH B KOPEKIii H031.

3acmocysanna nayienmam i3 HupKo6ol nedocmamuicmio (30KpeMa 3 KIipeHcoM KpeaTuHiHy < 30 mi/xB).
DapmMakoKiHETHKa JIIHE30JIiy He 3MIHIOETBCS Y MAli€HTIB 3 Gy Ib-IKAM CTyTIEHeM HUPKOBOI HEJIOCTATHOCTI;
NpoTe J{Ba OCHOBHI META0OIiTH JIiHE301ily aKyMyJIFOIOThCS Y MALIEHTIB i3 HUPKOBOIO HEAOCTATHICTIO.
Hesanexxno Bin QpyHKUii HUPOK A0CATaNMcs OJHAKOBI KOHUEHTpaLii NiHE30Mi4y y miasmi KpoBi, Tomy Ams
NAUI€EHTIB i3 HUPKOBOIO HEJOCTATHICTIO HE PEKOMEHAYEThCA MPOBOAUTH KOpeKuilo mao3u. IIpore,
BPAxXOBYIOYHM BIZICYTHICTh iHGopMauii npo KiIiHiYHY 3HAYYIIICTE HAKOMMYEHHS OCHOBHMX METAabOMITIB, Uit
TAII€HTIB i3 HUPKOBOIO HENOCTATHICTIO I PU3MKOM HAKONMMYEHHS METAOONITIB CIif 3BaXUTU JOIUTBHICTE
3acTOCYBaHHA JiHesonifmy. Jlinesonin i mBa Horo MeTaGoJiTH BMBOAATHCA 3a JOIMOMOIrOK IeMOJianizy, ane
KOHILIEHTpANil [MX MeTaboIiTiB Bee IIe 3HAYHO BHILI Michs [Aiani3y, HiX Ti, U0 CHIOCTEPIraloThCs y MallieHTiB
3 HOPMaJIbHOK (QYHKLi€ HUPOK abo JETKoio abo MOMIPHOI HMPKOBOIO HeZocTaTHICTIO. Indopmaris mpo
BIIMB [IE€PUTOHEANBHOrO Jialidy Ha (apMakoKiHeTuky niHesonmigy Bimcyrhs. Ockinpku yepe3 3 roausu
nicas BBeJEHHA mpenapary npuGmuzHo 30 % [03M BHBOAUTBECS IPOTAIOM TPUIOAMHHOTO CEaHCy
remMoJiianisy, MiHe30JIi /L CJIiJ 3aCTOCOBYBATH MIiCJIA reMOiani3y.

3acmocysanna nayienmam i3 neuinkoeor nHedocmamuicmio: HeMae NOTpe6u B Kopekuii aosu. Kiiniuni gani
3 UbOr0 MUTAHHA OOMEXEHI, TOMY PEKOMEHJYEThCS NPU3HAYaTH JiHE30JiJ JIUINE TO[i, KOJM OYiKyBaHa
KOPMCTB BiJl JIKyBaHHS NIEPEBHINYE MOTCHI[IMHI PUHKH.

Iimu.

IIpenapar y ganiii nikapcebkiit Gopmi npusHayaTy AiTAM BikoM Bifg 12 pokiB.

IIepeoo3ysanna.

CoerudivyHuiil aHTUAOT HEBITOMMIA.

He 6yno 3apeecTpoBano BUNaKiB Mepe03yBaHHs.

Y pasi nepenosyBaHHA NOKa3aHe CHUMIITOMATHMYHE JKyBaHHS 3 [POBEACHHIM 3aXO/iB INOAO MiATPUMKH
piBHa KiybouxoBoi ¢inerpauil. IlpuGnusro 30 % npuiinsToi 03K Npenapary BUBOAUTHCA MPOTATOM
3 roguH remMojiani3y, aje HeMae AAaHUX 100 BHBEACHHS JIHE30Jiy Mijl 4ac Npoueayp NepUTOHEATEHOTO
diamizy abo remonepdysil. JlBa mepBUHHUX MeTabONITH NiHE30MIAY TAaKOXK BUBOAATHCA MIIIXOM
reMo/Iiaizy.

ITo6iuni peakuii.

V Tabnuui HWKYe HaBEASHO Nepellik NOGIUHMX peakwil i3 3a3HaueHHsIM YacTOTH, IO OTPMMAaHi y Ipoleci
KIIHIYHMX JOCHiDKeHb 3 yuacTio 6000 mopociuX NanieHTiB, AKi OTPUMYBaIM peKOMeHzLOBam 1031
npenaparty Jlinezonig KPKA TPOTATOM nepiony no 28 mHiB.

Hajfyactime nosigomusnocs mpo miapeto (8,9 %), nynory (6,9 %), 6mosanns (4,3 %) Ta ronosuuii 6ib
(4,2 %).

Halyactimmumu noGiuHMMH peakUisiMu, Opo siki noBimomusiiy, Oynd rojoBHud Oinb, Aiapes, mymora Ta
Omosanys. [Ipubnusno 3 % nauieHTIB OPUNMHWIM JTIKYyBaHHS Yepe3 PO3BUTOK 3yMOBEHMX Mpernaparom
noOIUHMX peakiiiii.

[ToGiuni peakuii, mpo AKi MOBIAOMILIIOCS B MOCTMAPKETHHIOBMH MEPIO/, BKIIHOYEH! 10 TIEPENiKy HIKYE i3
3a3HAYCHHSIM YacTOTH BUHMKHEHHS SIK «4acTOTa HEBiJoMa», OCKiJBKM 4acTOTYy BMHUKHEHHS HE MOXKHA
BCT@HOBUTH 32 HAABHUMH JJAHUMH.

Yacrota moGiuHMX peakiifi BH3HAueHa TakuM YWHOM: Ayxke uacro (> 1/10), gacto (> 1/100, < 1/10),
geyacrto (> 1/1 000, < 1/100), piako (> 1/10 000, < 1/1 000), xyxe pigko (< 1/10 000), yactoTa HeBigoMa
(He MO>XHA BCTAHOBUTH Ha I1iICTaBl HABHUX JAHMX).

| Cucrema | YacTo [ Heuacto | Pinko | Myxe piako | YactoTa HeBinoma
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oprasis (> 1/100, (> 1/1000, (>1/10000, (< 1/10000) | (He MoXHa
< 1/10) < 1/100) <1/1000) BCTAHOBUTH Ha
MiACTaBi HAIBHUX
JaHNX)
[adexuii  Ta | Kangumos AHTHO10THUKO-
1HBasit (30kpeMa acouiitoBani
OpalbHUM Ta | KOJIITH,
BariHajibHU) | BKIIOYAIOUU
abo rpubKoBi | nceBaoMeMO-
iHpexil paHO3HU#
KOJNIT!, BariHiT
3 GoKy Anemisn!?, [Manuuronenis!, Mienocynpecis
CUCTEMH TpombouuTo | eosuHodinis, Cupnepobaact
KpoBOOOiry Ta | memis' JeUKOTIeHis, Ha aHemis!
nmiMbaTuaHOT HeHlTponeHis
CHCTEMH
3 6oky AHadinakcis
iMmyHHOT
CHCTEMH
3 60Ky ['inonatpiemis JlaxTaTanuno
MeTabomni3My 3!
Ta XapyyBaHHS
3 60Ky | besconns
MCUXIKH
Hesponoriuni | Donosuuit [lepudpepuyna CepoToHiHOBUIA
po3nanu Oinb, HelponaTis!, CHHAPOM?,
nepeepcii rinectesis,
CMaKy napecresis,
(Metaniunmit | cymomu!
NPUCMAK),
3araMmopoye-
HHS
3 6oky 3aTymaHeHHs Hedext nons , HeBpur 30poBoro
oprauie 30py 30py’, 30pogsa | 30py’ Hepeal, BTparta
Heltpomnaris! 3opy’, 3Mina
30poBOro  4yTTsA',

3MiHA CIPUHAHATTS
KOJIBOpY!

3 60Ky
OpraHiB CIyxy
Ta nabipuHTy

JI3BiH y Byxax

3 6oky cepus Aputmis
(Taxikapis)

3 6oky cynun | ineptensis | ®nebir,
TpoMOodUediT,
TpaH3MTOpHA

ilmeMiyHa aTaka

YarogxeHo 3 maTepianamu
PeECTPAaUiHOro AOCHE
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3 6oky Hiapes, Cyxicts y pori, 3HebapBiieH
[ITYHKOBO- HYZHOTa, racTpur, Hi MOBEpPXHi
KUIIKOBOTO 0J110BaHHS, [IaHKPEATHUT, 3y0iB
TPaKTy JIOKanbHUH TJIOCHT,
abo nocnabneHHs
3ararpHU BUIIOPOXKHEHD,
7013 y | cToMarur,
JKHUBOTI, posnaau abo
3amnop, 3MiHa KOJIBOPY
JUCTIETICIs A3MKA
3 6oky Bigxunenns | IligBuniesds
renaro- BiZl HOpM 3arajJbHOTO
6ismiapHol MOKa3HUKIB 6inipybiny
cUCTEMMU ($yHKIIOHATTb
HUX
NeYiHKOBUX
poo,
301/IbIICHHS
piBHIB
aJlaHiHaMiHO-
TpaHchepasu,
acrnapTrarami-
HoTpaHcdepa
31 abo
JIy>KHOT
docdarasu
3 Ooky mkipu | CeepOix, Amnrioeniema, Tokcnunuii Anoneuis
Ta NiJIKIPHOT | BUCHIAHHSA JEpMaTuT, erniiepMabH
KIIITKOBUHU HaJMIpHE Mt HeKpoutis®,
NOTOBUAINECHHS, | CUHAPOM
KpOIIUB’ iHKa Crisenca—
Jxoncona®,
rinepyyTimai
CTb, BACKYJIT
3 6oky Hupok | [ligBumenus | IToniypis,
1 CEYOBHBIZIHOT | a30Ty iABUINEHHA
CUCTEMU CEUOBUHU KpeaTHHiHY,
KpoBi HUpKOBa
HEJOCTATHICTD
3 6oky BynbBoBarinanex
PerpOAyKTHB- i MopyIeHHs
HOI  cucreMu
Ta MOJOYHHUX
387103
3aranpHi ["apsuxa, [Tponacuuiis,
po3naam Ta JI0Kasi30BaHU | BTOMA,
MOpyweHHs y | ¥ Guib i ABUILICHHS
MicLi crparu

BBCACHHA

|
|
§

I3
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JocnimkeHus

bioximis

[MTigBumenus
NaKTaTAerip
OreHasu,

KpEaTHHIHKIH
a3y, Jinasw,
amizazu a6o
rimokosu (6e3
rOJIOTyBaHHSI

bioximis
TTigBuIeHHA
piBHs HaTpito abo
KaJIBITiIO.
3HWXKEHHA piBHA
TJIIOKO3U (6e3
roJIOAyBaHHS).
[TigBuinenus aco
3HIKEHHS PiBHA

). 3HIKEHHS | XJIOpUIIiB
3arajibHOro T'emamonoczia
piBHs Oinka, | [lizBuimenus
ansOyMmiHy, KUTBKOCTI
HaTpil0  Ta | pETHKYJIOIIUTIB.
KaJbLIiO. 3HMKEHHS
[ligBumenHs | KiMbKOCTI

abo He#rpodinis
3HIDKEHHS
piBHA Kallito
abo
bikapOoHary.
Lemamonoczia
Iligsumeuus
BMIiCTY
HeHTpodinip
abo
€03nHOQTiB.
SHWDKEHHS
piBHA
remornobiny,
reMaToOKPUTY
abo KiJTBKOCTI
€pUTPOLIMTIB.
IligBuienss
abo
3HIDKEHHS
KiJbKOCTI
TPOMOOLUTIR
abo
JEHKOIINUTIB
1TuB. posain «OcoGaMBOCTI 3aCTOCYBAHHSIN.

2lue. posginu «IIpoTunokasauns» i «B3aemomis 3 iHWUMM JTiKapchKUMM 3aco0aMy Ta iHUI BHIH
B3aEMO/Iii».

3YactoTa noGIiYHMX peakuiil OLiHIETECA 3 BUKopucTanHam "The Rule of 3",

*[Tix 9ac KOHTPOJIBOBAHUX KITIHIYHUX NOCIIDKEHD, B AKMX JIIHE30JTi/ 3aCTOCOBYBANH y Nepiof o 28 nHiB, y
2,0 % mauienTiB BifizHawanacs aHeMis. Y pasi 3aCTOCYBaHHS HE3aPEECCTPOBAHOrO JIKAPCHKOro 3acoly 3a
ryMaHiTapHOIO porpaMoto (compassionate use) 3 y4acTio MauieHTiB 3 iHEeKLIsAMHE, U0 3arpOXKYIOTE HKHUTTHO,
Ta CYMyTHIMHM 3aXBOPIOBAHHAMH BiJCOTOK MALI€HTIB, y SKMX BUHHUKIA aHEMis [MiC/as NpUHOMY JiHE30iAYy
npotarom < 28 gHiB, cranoBuB 2,5 % (33 3 1326) nopisusiHo 3 12,3 % (53 3 430), saxi nikysanucsa > 28 auis.
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ChieBigHomeHHss 3adikcOBaHMX BHIIAAKIB TSKKOI aHeMil, CIPHUYMHEHOI 3aCTOCYBAHHAM JIKAPCHKOTO
3aco0y, mo mnotpebyBaio mepenuBaHHs Kposi, ctanoBuno 9% (3 3 33) y mnanieHTiB, AKi NiKyBajmcs
npotsirom < 28 nuiB, Ta 15 % (8 3 53) y nanienTis, ki JiKyBagucs npotarom > 28 His.

Hitn.

Hani npo Ge3nexy Jikapcbkoro 3aco0y oTpuMaHi B XOAi KIIHIYHHX MOCHIUKEHHAX 3a y4yacTio noxaj 500
aitedt (Big mapomkeHHs g0 17 pokiB), He BKa3ylOThb Ha Te, WO Mpodins Oe3neku NiHe30NiAy AiTel
Bifpi3HsA€eTHCA Big npodinto 6e3neku JOpOCIUX MaLi€HTiB.

3eimysanus npo nidosploeani nobiuni pearxyii

[ToBigomneHHst mpo NoOiuHi peakiii micas peecTpallil Jikapcbkoro 3aco0y Mae Benuke 3HaueHHs. Lle mae
3MOrY TPOBOAWTH MOHITOPHHT CITiBBIZHONIEHHS KOPUCTH/PH3HMK INPU 3aCTOCYBAaHHI LIBOTO JIIKApCHKOTO
3aco0y. Memuuaum Ta (apManeBTUYHUM TpaliBHMKAM, a TaKoXX DauieHTaM abo IXHIM 3aKOHHUM
npeacTaBHUKAM CIIi TOBIAOMISTH PO YCi BHOAOKM IiJO3PIOBAHMX ITOOIYHMX peakiill Ta BiCYyTHOCTI
edekTHBHOCTI Jlikapchkoro 3acoby a0 lepxaHoro excrneptHoro ueHTpy MO3 Vkpainy 3a IOCHIIaHHAM:
https://aisf.dec.gov.ua.

Tepmin npudammuocmi. 5 poKis.

VYmorwn 36epiranus. [{is nikapcskoro 3aco0y He NOTpiOHI crewianbHi YMOBH 30€piraHHs.
30epiratu B HEAOCTYITHOMY [I AiTeH MicHi.

VYnakoska. [To 10 Tabnerok y 6ictepi; o 1 ogHoMy 0JicTepy B KapTOHHIH KOpoOLi.
Kareropis sigmycky. 3a peuentom.
Bupo6uuk. KPKA, a.1., HoBo mecto, Croeenist/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoskeHHs BUPOOHHKA Ta ajpeca Micusi NPOBaKeHHs Horo AialbHOCTI.
[lImap’emxa uecra 6, 8501 Hoso mecro, Cnosenisi/Smarjeska cesta 6, §501 Novo mesto, Slovenia.

JaTa oCTaHHBOTIO Meperasay.

.WBI'OQ)KGHO 3 MaTepianamu
DEECTPAL|IMHOrO JOChE
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