Ckian

Oito4a pevyosuHa: JIiHe30JTIiI;
1 M1 po34uHy MIiCTUTH 2 MT JIiHe307iay (y nepepaxyHky Ha 100 % pedoBUHY);

OONOMIJNCHI peyo8uHU: HaTPilo UTpaT, KUCI0Ta JIMMOHHA 0e3BoAHa, TJII0K03a
MOHOTIgpaT, HaTPio rigpoKCUg*, KUCJI0Ta XJIOPUCTOBOOHEBA*, Boda MJIs iH’ E€KIIIN.

* kopereHTu pH.
JIikapcbKa ¢opMma

Pos3uun gnsa iHpy3iu.

OcHoBHI (pi3uko-ximiuHi 81acmuesocmi: mpo3opa 6e3b0apBHa ab0 371erkKa }KO0BTYBATOI'O
KOJIbOPY piguHa.

®dapMaKoTepalneBTHYHA rpymna

AnTubGaKkTepianbHi 3aCc00U AT CHCTEMHOTO 3aCTOCYBaHHS.

Kopm ATX JO1X XO08.
®dapMaKoJI0riuyHi BJIaCTHBOCTI

dapmakoOuHamika.

3arajbHi BJIaCTUBOCTI

JliHe3oJtig - CHMHTETUYHUM aHTHOAaKTepiaalbHUM Mpemnapar, 110 HaJleXUThb 40 HOBOT'O
KJIaCy aHTUMIiKPOOHUX 3ac00iB - OKCa30JIimnHOHIB. BiH BUSIBIIsSIE aKTUBHICTH in Vitro
ITPOTH aepPOOHUX I'PaMIO3UTUBHUX OAKTepili Ta aHaepoOHUX MiKpOoopraHiamis.
Jline3osig BUOipKOBO NPUTHIYY€E CUHTE3 OiNKiB OaKTepiil yepe3 yHiKaJIbHUN MeXaHi3M
mii. Bin 6e3mocepenHbo 3B’ A3yEThCA i3 pubocomamu OakTepit (23S 3 50S cyboauHUIIb)
Ta MIEePEeIIKOaKa€ YTBOPEHHIO (PyHKITIOHAIBHOIO iHiIlifologoro Kommiekcy 70S
(BaKJIMBOTO KOMIIOHEHTA IPOLIeCy TPaHCIIALIl).

[TomupeHicTh HabOyTOI PE3UCTEHTHOCTI MOXKe 3MiHIOBaTUCS reorpadiyHo Ta y 4aci ans
OKpeMUX BUIiB, TOMYy O0axkaHO CIIMpPaTUCS Ha MicleBy iHpopMalriio 11oa0
PE3UCTEHTHOCTI MiKpoOopraHi3aMiB, 0COOJIMBO IIPU ITiKyBaHHI TSIXKUX iH}eKIIi. 3a
HeoOXiTHOCTi, KOJIM PiBeHb MOIINPEHOCTI PE3UCTEHTHOCTI MiKpOOpraHi3aMiB Ha
MiCIIeBOMY pPiBHi € TaKuUM, 1110 KOPUCTD Bifl 3aCTOCYyBaHHS JIiIKapChKOTO 3aco0y,
NPHUHAWMHI 10 BiIHOIIIEHHIO A0 OesKNUX BHUAIB iH(MEeKIlili, BUKJIMKA€E CYMHIBH, CIIif



3BEPHYTUCS 3a KOHCYJIbTAIII€I0 OO eKCIepTa.

YyTnuBi MIKpOOpPraHi3Mu

'pammo3uTuBHI aepoOHi MikpoopraHi3aMmu: Enterococcus faecalis, Enterococcus
faecium*, Staphylococcus aureus*, Koaryia3oHeraTuBHi cTadiioOKOKHU, Streptococcus
agalactiae*, Streptococcus pneumoniae*, Streptococcus pyogenes*, Group C
streptococci, Group G streptococci.

'paMmmnio3uTHBHI aHaepoOHi Mikpooprauiamu: Clostridium perfringens,
Peptostreptococcus anaerobius, Peptostreptococcus species.

Pe3ucrtenTHi Mikpooprauiamu: Haemophilus influenza, Moraxella catarrhalis,
Neisseria species, Enterobacteriaceae, Pseudomonas species.

* KniniuHa e(peKTUBHICTS OyJia MPOAEeMOHCTPOBaHa IOJisi YyT/JIUBHUX IIITaMiB 3TigHO i3
3aTBepOKEeHUMU [IOKAa3aHHSIMU.

Xod4a JIiHEe30JIi IeMOHCTPYE OesaKy aKTUBHICTSE in vitro npotu Legionella, Chlamydia
pneumonia Ta Mycoplasma pneumoniae, HeqOCTaTHbO JaHUX OJIS IMiATBEPAKEHHS
KJIiHiYHOI e(heKTUBHOCTI B ITUX BUMIaJKaX.

IlepexpecHa Pe3uCTEHTHICTD

MexaHi3M fii miHe305iy Bimpi3HsA€THCS Bifl TAKOTO iHIIUX KJIaciB aHTUOIOTHKIB.
[ocnigKeHHS KIiHIYHUX IITaMiB (METUIIMIIHPE3UCTEHTHUX CTadiIOKOKIB,
BaHKOMILIMHPE3UCTEHTHUX €EHTEPOKOKIB, a TaKOXK IIEeHIIUIIiH- 1
€PUTPOMIIIUHPE3UCTEHTHUX CTPEIITOKOKIB) in Vitro MoKa3yoTh, IO JIiHE30JTif
3a3BUYal aKTUBHUM BiIHOCHO MIKpPOOPraHi3MiB, CTIMKUX OO OOHOTO YU OEKiJIbKOX
IHIIUX KJIaciB aHTUMiKPOOHUX areHTiB.

CTi#KiCcTh OO JTiIHE30JIiay II0B’d3aHa 3 TOYKOBUMU MyTallismu B 23S pPHK.
dapmaKoKiHemuKa.

[Mpenapart JliHenimg MicTUTH NiHE30JTiM, 1110 € 6i0JIOTIYHO aKTUBHOIO PEYOBUHOIO Ta
MeTaboIi3yeThCs O HEaKTUBHUX ITOXiMHUX.

AGcopbirist

JliHe30J1i IHTEHCUBHO BCMOKTYETHCH IIICJIA IIEPOPAILHOIO 3aCTOCYBAHHA.
MaxkcuMaJsibHa KOHIEHTpAllisl y mj1a3Mi KPoBi mocsATaEThCsI NPUOIN3HO Yyepes

1-2 roguHwM micns 3acTOCyBaHHS, a a0Cco0THA 0i0gOCTYIIHICTh mpernapaTy CTAHOBUTH
65113bK0 100 %. Tomy miHe305ig MOXKHa 3aCTOCOBYBATH IIepopaibHO abo
BHYTPIIITHbOBEHHO 0€3 KOPEKIIil JO3H.



JIiHe3o071ig MOKHa 3aCTOCOBYBaTH He3aJIe?KHO Bif mpuiioMy 1Ki. Hac 00 DOCATHEHHS
MaKCHMaJbHOI KOHIIeHTpallil 36inbinyeTses 3 1,5 go 2,2 roguHy, i Cmax 3HUXKYETHCSA
npubnu3Ho Ha 17 % mpu 3acTOCyBaHHI TiHE305Iiay 3 i2kel0 3 BUCOKMM BMiCTOM KHPiB.

I[TpoTe 3aranbHa eKCHO3Ullisd, AKa OLIHIEThCA 3a AUC nonioHa B 000X BUIIAOKAX.

0-¥

Po3mnonin

IocnigkeHHs ¢papMaKOKiHETUKHM ITI0Ka3aJsiy, 10 JIIHE30JIi[] ITBUAKO PO3MOOIIAETLCA Y
TKaHMHaX 3 mooporo nepdysiero. ITpubnuzno 31 % iHe3omigy 3B’s13yeThCs 3 OimKaMu
IJIa3MM KPOBI, i 11e He 3a/IeKUTh BiJl KOHIIeHTpallil npemnapaTty. O6’eM po3mominy
JIiIHe30JTily B PiBHOBaXKHOMY CTaHi y 3[JOPOBUX AOPOCIIMX NJOOPOBOJIBIIIB CTAHOBUTD B
cepegabomMy 40-50 1.

KoHueHTpaliil miHe30/1igy BU3HAYAJINUCSI B Pi3HUX piAMHAaX 3a y4acTio 00MeXeHOl
KiZTbKOCTi y4YaCHUKIB y AocCHimkeHHAX pas3u 1 miciss 6araToKpaTHOTO BBEOEHHS
JiHe30iAy. BigHOIMEHH KOHIIeHTpallil JTiHe30JIiAy B CJIMHI IO KOHIIEHTpallil y IjIa3Mmi
KpoBi ctaHOBuUIIO 1,2:1, a BifHOIIEHHS KOHIIEHTpPAIlil JIIHe30/Iidy B IIOTi OO
KOHIIeHTpallil y mia3Mmi Kkposi — 0,55:1.

MeTaboJ1i3M

JIliHe3oJtig mepeBaxKHO MeTab0i3yEThCS HIIIXOM OKUCIIEHHS MOP(}OJIiHOBOTO KinbIls 3
YTBOPEHHSIM [IBOX HEaKTUBHUX MOXITHUX KapOOHOBOI KUCJIOTH 3 PO3IMKHEHUM
KinmblieM: MeTaboJIiTy aMiHOeTOKCioIITOBOI KucjoTu (A) i meTabostiTy
rigpokcietunrninuny (B). [TepenbadaeThcs, 1110 MeTabOIIT A YTBOPIOETHCS
(bepMeHTaTUBHUM LIJISIXOM, TOMi K YTBOPEHHS MeTaboiTy B ommocepeaKoBy€EThCA
HedepMeHTaTUBHUM MeXaHi3MOM, 110 BKII0Ya€ XiMiuHe OKHCIIE€HHS B yMOBAax in Vitro.
IocmigXeHHs in vitro IpoaeMOHCTPYBaJIU, 110 JIiHe30JIia MiHiMaabHO MeTaboIi3yEThCS
3 MOZXKJIMBOIO Y4acCTIO ¥ IIbOMY IIpolleci cucteMu nutoxpomy nonuuau P450. I[Ipote
MeTaOOoJIiyHI HIISAXY OIS JTiHEe30J1iAy OO KiHIlg He BUBYEHI.

BuBeneHHSs

HeHupkoBu# KjlipeHC CTAHOBUTh NPUOIM3HO 65 % Bim 3arajbHOTO KIIipeHCy
siHe3o0iay. Y piBHOBaXXHOMY cTaHi mpubnu3ro 30 % mo3u npenapaTty BUSBISIETHCS B
cedi y Burnsami mine3omniny, 40 % — y Burnasmai metabosity Bi 10 % — y Burnsmi
MeTabomiTy A. CepefHili HUPKOBUM KIIipeHC JIiHe30iay cTaHOBUTh 40 MJI/XB, 11O
CKJIafla€ YUCTYy KaHalblieBy peabcopOirito. JIiHe3o0mmia y Kaji MpakKTUYHO He
BH3HAYAETHCS, TOMi K MIPUOINU3HO 6 % H03u mperapaTy BUSBIISETHCS B Kajli y BUTTIAO1
MeTabomnity B i3 % — y Burnaai metaboimiTy A.

He3HayHa HeJiHINHICTE KIIIPpEHCY CIIoCTepirajgacs Ipu IMiABUILEHH] 003U JIIHE30IIiay,
1110, OYE€BUHO, € HACJIIIKOM HUXKYOI'0O HUPKOBOI'0O i HEHUPKOBOT'O KJIIPEHCY ILILOTO
ImperapaTy IIpu MOro BUINMUX KOHIIEHTpaAllisax. [IpoTe 1151 pisHuIls y KiaipeHci 6yma



He3HayHa 1 He BIJIMBaJla Ha ysIBHUU NIepioa HalliBBUBEOEHHS.
ITauieHmu 3 HUPKOBOIO HEOOCMAMHICMIO

dapMaKOKiHETHKA JIIHE30JIiAy He 3MIiHIOETHCS Y MAIli€HTIB 3 OyOb-IKUM CTYIIEHEM
HUPKOBOI HEJOCTATHOCTI; IIPOTe ABa OCHOBHi MeTa0bO0JIiTH JTiHe30/ily KyMYyJIIOIOThCS Y
MMalli€HTiB 3 HUPKOBOIO HEJIOCTATHICTIO 3i 30ibIlIEHHSAM 1IX HAKOTIMYEHHS y MaIliEHTIB 3
OiNTbIIMM CTyIIEHEM BaXXKOCTi HUPKOBOI guchyHKIlil. PapMaKOKiHETHKA JIiHE30Iiay Ta
OBOX Moro MeTaboJIiTiB TaKoXK OyJja OOCIIimXKeHa y IallieHTiB 3 TepMiHa/IbHOIO CTAHi€l0
HUPKOBO1 HemocTtaTHOCTI (TCHH), siKi 3HaXomsaThCA Ha remMofianisi. ¥ mocimxkeHi
TCHH 14 nauienTtiB orpuMyBanu 600 Mr jiHe305iny KoXHi 12 rogue npoTsaromM

14,5 musa. OcKinbKu He3aleXKHO Bif PyHKIII HUPOK JOCATraanucs OJgHaKOBi
KOHIIeHTpallil TiHe30JIiay y njia3Mi KpoBi, TOMY [Jis HalliEHTIiB 3 HUPKOBOIO
HEeOOCTaTHICTIO He PeKOMEHOYEThCS IIPOBOAUTU KOpPeKLito fo3u. [IpoTe, BpaxoByrouu
BiICYTHICTB iH(pOpMalil IPo KITiHIYHY 3HQUYILIICTh HAKOMUYEHHSI OCHOBHUX
MeTaOOoJIiTiB, CJIif 3Ba’KUTH OOLIIbHICTh 3aCTOCYBaHHS JIiHE30JIify MallieHTaM IIpU
HasIBHOCTi HUPKOBOI HEJOCTATHOCTI i ITIOTEHIINHUX PU3UKIB HAKOIINYEHHS TaKUX
MeTabomiTiB. I sTiHe3051iM, i ABa MeTaboiTH BUBOASATHCS 3a JOIIOMOT0OI0 TeMo/iai3y.
IndopMaliis Ipo BIIUB NEPUTOHEATBHOTO Hiasi3dy Ha (hapMaKOKIiHETUKY JIIHE30JIiAy
BiICyTHS.

ITauienmu 3 ne4iHKOB0I HedocmamHicmio

dapmMmakOKiHeTHKA JIIHE30JIiAy He 3MiHI0OBajlacsa y 7 Halli€HTiB i3 HOpPyIIeHHAM (QYyHKIIil
TeYiHKM Bifl TEeTKOT0 10 CEPeaHbOTr0 CTYIEeHS TSIKKOCTi (Kinac A abo b 3a mkano:o
Yaiunga — I1'10). Ha migcTaBi HagBHUX OaHUX [OJIS HAIliEHTIB i3 ypaXeHHAM (QYyHKIIi1
IIEeYiHKHU Bifl JIETKOT'O 0 CEPEOHbOr0 CTYIEeHS TAXKKOCTI KOPUTYBAHHSA OO3U He
pekoMeHOoBaHe. PapMaKOKiHETHKA Y MAIli€HTIB i3 ypaKeHHSIM (PyHKITi1 Ie4YiHKN
TAXKKOI'O CTYIIEeHS He OLIIHIOBaslacs.

IToxa3aHHSA

JIikyBaHHA iH(pEKIiN, CHPUYNHEHUX YYTJINBUMHU IITaMaMU BU3HAUYEHUX
MIKpOOpraHi3MiB, IpU TaKUX CTaHax:

e HO30KOMiaJIbHA MTHEBMOHIS;

e HerocliTaJjsibHa ITHEBMOHI;

e YCKJIamHeHi iH(eKIil mKipu Ta ii CTPYKTYp, 30KpeMa iHdeKIlil Ha TiIi giabeTuuHo1
cTomnu 6e3 CyIyTHBOTO OCTEOMIENiTy, cupuunuHeHi Staphylococcus aureus
(METULIMTIHYYTINBUMU Ta METUIIMIIIHPE3UCTEHTHUMH i30JIaTaMu), Streptococcus
pyogenes abo Streptococcus agalactiae. Jlinenig He OyB BUBYEHUM y TiKyBaHHI
BUPa3KOBUX IIPOJIEXKHIB;



e HeyCKJIafHeHi iH(eKIil MKipu Ta 11 CTPYKTYP, cupuuuHeHi Staphylococcus
aureus (TinbKY METUILIMIIHYYTIUBUMU i30y1siTamMu) abo Streptococcus pyogenes;

e PE3UCTEHTHI 4O BaHKOMIIIMHY iH(EKIIl]l, CIpuYuHeHi mrTamMaMu Enterococcus
faecium, BKiIIO4ao4uu iHQEKIIil, 1110 CYIIPOBOAXKYIOThCS OaKTepieMielo.

JliHestig He TTOKa3aHUU 14 JIIKyBaHHSA iHMEKIiNW, CHPUYNHEHUX 'PaMHETaTUBHUMU
MikpoopraHizmMamu. Y pa3si migo3pu abo BUSIBIEHHS I'PaMHEraTUBHOTO 30yOHUKA
MOTPiOHO HeramHo PoO3IoYaTu crelndiyHy rpaMHeTaTUBHY Teparliio.

ITporunnoka3aHHs

Bigoma rimepuyTnuBicTh OO NiHe305iay abo Oyab-siKOTo iHIIIOT0O KOMIIOHEHTa
npernapary.

JliHenig He cnif 3aCTOCOBYBATH IAlliEHTaM, SKi MPUMMalOTh Oyab-IKi MegUuYHi
npenaparTy, 10 IPUTHiYyI0Th MOHOaMiHOKCcHUAa3y A Ta B (Hanpuknan, GeHens3uH,
i3okapOoKca3up, cenerinii, Moko6emin), abo IPOTSITOM ABOX THUIKHIB MiC/IsI IIPUNOMY
TaKUX IIperaparis.

3a BUHATKOM BUIIaAKiB, KOJIM € MOXKJIUBICTh PETEJIbHOTI'O CIIOCTEPEXKEHHS Ta
MOHITOPUHTIY apTepialbHOT0 TUCKY, JIIHEiO He CIIig Npu3HadaTy IallieHTaM 3 TaKUMU
CYIIyTHIMU KJIIHIYHUMHU CTaHaMU ab0 OJTHOYACHO 3 ITPUMOMOM HUXKYe3a3HAUYeHUX
npemnaparis:

e HEKOHTPO/IbOBaHa apTepiajibHa TrinepTeH3is, peoxpoMoiTOMa, KapIluHOIL,
TUPEOTOKCHUKO3, OilloJIspHa gemnpecis, mu3oadeKTUBHUNM po3Jial, TOCTPi emizonu
3araMOpPOYEeHHS;

e iHTiGiTOPM 3BOPOTHOTO 3aXOIJIEHHSI CEPOTOHIHY, TPULMKIIIYHI aHTUAEIIPECAHTH,
aroHicTu 5-HT1 PELIENTOPiB CEPOTOHIHY (TPUINITAHM), IPSMi Ta HENIPSAMI
CUMIIaTOMIMETHKHY (BKJII0YAIOYU afpeHepriuHi OpoHX0oOuIaTaToOPH,
ncesgoedenpuH, heHiNnpornanoiaMil), Ba3omnpecopu (emiHedpuH,
HOpeIliHeppHH), HOoIlaMiHEPTiYHi CIIonyKHu (moraMiH, JoOyTaMiH), meTUOuH abo
OyCITipoH.

Criig IpUOUHUTYA TOOYBaHHS IPYAOOI0 IPOTATOM 3aCTOCYBaHHS IIpemnapary (OUB. pO3Min
«3acToCyBaHHS Y IIepiof BariTHOCTI abo romyBaHHS I'PYOOI0»).

B3aemMogisi 3 iHIIMMH JTIiKapChKHMH 3ac00aMHu Ta iHIIII BHIH B3a€MoOil

IHriGiTOPH MOHOAMIHOKCHIA3HU

JliHe3071ig € HECEeIeKTUBHUM iHTiOiTopoM MoHOoaMiHOKcuma3u (MAQ) 3BopoTHOI fOii. ¥
OOCITim»KeHHSIX B3a€EMO/Iil TiKapChKUX IIpenaparTiB Ta HOCTiAXKeHHIX 0e3MMeKu



JliHe3o0Jigy O0y/I0 OTpUMaHO ayKe 0OMeKeHY KiIbKiCTh JaHUX ITPO 3aCTOCYBaHHS
JIIHEe30JIiay A7 JIIKyBaHHS MAalll€HTIiB, AKi OTPUMYIOTh CYIIYTHIO Tepallilo IIpernapaTamMy,
III0 CTBOPIOIOTE II€BHI pU3UKU BHACIIAOK npurHivesssa MAQO. Tomy 3acToCcyBaHHSA
JIiIHe30JIiAy 3a TaKuX 00CTaBUH He peKOMEeHAOBaHe, SIKIII0 HEMOIKJIMBO ITPOBOAUTH
peTesibHEe CIIOCTEPEeXKEeHHs Ta MOHITOPUHT CTaHY IallieHTa (QUB. PO3OiIu
«ITpoTunokasanHHsa» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

[ToTeHIiMHI B3aeMOil, 1110 IPHU3BOASTEH OO0 HiABUINEHHS apTEePiaJbHOTO TUCKY

Y 300poBuX MOOPOBOIIBIIB 3 HOPMAJIbHUM apTepialbHUM TUCKOM JIiHEe30J1ia 30ibirye
MigBUIIEHHS apTepiaJbHOIO TUCKY, CIPUYUHEHE IICeBOoedpeIpruHOM Ta
(eriTnponanonaminy rigpoxmopungom. OgHOYaCHe 3aCTOCYBaHHS JIiHE30JIiay Ta
ncesgoedenpuHy abo peHinmponanonaMily TiApOXJIOPULOY IIPU3BOAUTE A0 3POCTaHHSI
CUCTOJIITYHOT'O apTepialbHOTO TUCKY B cepenHboMy Ha 30-40 MM pPT. CT. IOPiBHSHO 3i
3pocTaHHAM Ha 11-15 MM pPT. CT. Imif BOJIMBOM BUKJIIOYHO JIIHE30JIiAy, Ha

14-18 MM pT. CT. Iif BIUTMBOM BUKJIIOYHO IIceBmoedenpuny abo ¢peHinnpornaHonaMminy,
Ta Ha 8-11 MM pT. CT. ITpU 3aCTOCyBaHHi nnanebo. AHaIOTiYHUX OOCiIXXeHb 3a
y4acTIO IalleHTIB 3 apTeplajibHOIO IiIepTeH31€0 He ITPOBOOUIN. PeKoMeH0BaHO
peTebHO NinbupaTy O03U IIperaparTiB, SIKi BUSIBISIOTH Ba30IIPECOPHUM BILIUB,
BKJIIo4alouu godaminepriuyHi npemapaTy, 11100 oTpuMaTu 0aKaHUM pe3ynabTaT IIpu
KOMOiHOBaHOMY 3aCTOCYBaHHI JIiHE30JIiy 3 UMMHU IpellapaTaMu.

[ToTeHIIiMHI CepOTOHIHEPriyHi B3aeMoil

[MoTeH1iiHi B3a€MOZil MiXK JTiHE30JIimOM Ta OeKCTpoMeTop¢daHOM BHUBYAIU Y
OOCIIiIZKeHHi 3a y4acTiO 3T0POBUX MOOPOBOJILIIIB. YYaCHUKU OTPUMYBaJIn
nekctpoMetopdan (aBi mo3u mo 20 Mr 3 iHTepBanoM y 4 roguHu) y KomOiHallii 3
sliHe3oigoM abo 6e3 HbOT0. Y 30POBUX NOOPOBOJIBIIIB, SIKi OTPUMYyBAaJIH JIiIHE30Ii1 Ta
OeKcTpoMeTopdaH, He CIIOCTepiraau NpPosiBiB CEPOTOHIHOBOTO CUHOPOMY (CIIyTaHICTh
CBIIOMOCTI, Map€eHHS, 3aHEIIOKOEHHS, TPEMOP, TaTOJIOTIYHUM PyM’siHELb, IIOCUJIEHE
MOTOBUIIEHHS, TilePIIipeKcis).

IlocBin micnsgpeecTpaliiHOTO BUKOPHUCTAaHHA: 0yJI0 OTPMMaHO OJHE MMOBiTOMJIEHHS
IIIOJTI0 BUHUKHEHHS MIPOSBiB, MOMIOHNUX [0 MPOSBIB CEPOTOHIHOBOTO CUHAPOMY, Y
nalieHTa, IKUU OIpUMMaB JIIHe30JIi[ Ta JeKcTpoMeTopdaH; IIi IPOSBU 3HUKJIU ITiCIIA
BimMiHM 000X IIpenaparisb.

[IpoTsAroM KJTiHIYHOI'O 3aCTOCYBaHHA JIIHE30JIily Ta CEPOTOHIHEPTIYHUX IIpellaparis,
BKJIIOYAIOYN aHTHUIENIPEeCaHTH [TaKi SIK CeJIeKTUBHI iHTi0iTOPY 3BOPOTHOIO 3aXOIIJIEHHS
cepoToHiny (CI33C) Ta omioigu], mOBimOMJIAIN IIPO BUIIaAKM PO3BUTKY CEPOTOHIHOBOTO
cuHapoMy. TakMM YMHOM, X04a KOMOiHOBaHe 3aCTOCYBaHHS IIMX IpelapaTiB
IpOTHUIIOKa3aHe (OuB. po3ain «IIpoTunokalaHHg»), TiKyBaHHS MAIll€HTIB, OIS SKUX
JIIKyBaHHS SK JIIHE30J1iI0M, TaK i CEpOTOHIHEPTiYHUMMU IIperapaTaMyd Ma€ BUpilllajbHe



3HAYEHHS, OIMUCAHO y po3Mini «OcobGIUBOCTI 3aCTOCYBaHH S ».

3aCTOCYBaHHSA Y IMOEOHAHHI 3 HACUYEHUMHU THPaMiHOM NPOOYKTaMu

Y narrieHTis, K1 OTpUMYyBaJIU JIIHE30JIi] Ta TUpPaMiH y KiJIbKOCTI MeHII HiXK 100 Mr, He
CIIoCTepiranu 3Ha4YHOTO Ba30MmpecopHoro edekry. lle cBimYUThL PO HEOOXimHICTh
VHUKAaTH JIUIIe Ha[JUIIKOBOI'O CIIOXKMBaHHS IPOAYKTIB Ta HAIO1B 3 BEJIUKUM BMiCTOM
TUpPaMiHy (a caMe, 3pUINX CUPIB, OPiXKOKOBUX €KCTPAKTIB, HEOUCTUIbOBAHUX
aJIKOTOJILHUX HAIlOiB Ta (hepMEeHTOBaHUX IIPOAYKTIB i3 coeBuX 600iB, TaKMX SIK COEBUM
coyc).

IIpenapaTty, siKi MeTabomIi3yIOThCS 3a JOIOMOTI0I0 IuToxpomy P450

JIiHe3o0ig He 3a3Ha€e MeTabOoIiYHUX IIePeTBOPEHE i BIIUBOM (pepMeHTaTUBHOI
cucteMu 1uToxpoMiB P450 Ta He npurHiuye QyHKIII JKOTHOTO 3 KJIIHIYHO 3HaYyIINX
izodopMm nutoxpomy P450 mopguuu (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). AHanoridHo,
JIIHe30JIi[ He COPUYMHSAE iHOyKIil i3opepMeHTiB nuToxpomiB P450 y mypis. Tomy He
OUYiKYEThCS BIJIUBY JIiHE30JiAy Ha PapMaKOKiHETUKY iHINIMX TiKapChKUX 3aco0iB, SKi
MeTabomizyoTbecss CYP450.

PugpamniyuH

BnonuB pudamninuHy Ha papMakKOKiHETHUKY JIIHEe30JIily BUBYAJIU Y UIiICTHAOIATU
3[I0POBUX OOPOCIINX OOOPOBOJIBIIIB YOIOBiIYOI CcTaTi, AKMM BBOOUIM HiHe30iin (600 mr
OBiYi Ha meHb IpoOTsrom 2,5 nHiB), y KomOiHarii 3 pudamninmaom (600 Mr oguH pas Ha
OeHb NpoTAroM 8 mHiB) Ta 6e3. Pudamminme 3HuXKYyBaB rmoka3Huku Cmax ta AUC
JIiHe3051iay B cepegHboMy Ha 2 % (90 % I 15, 27) ta y cepegaboMy Ha 32 % (90 % I
27, 37) BigmoBinHO. MexaHi3M Takol B3aeMoqil Ta Il KJTiHiuHe 3HaYeHHS HeBigoMmi.

BapgapuH

[Tpu pomaBaHHi BapdapuHy A0 KypCy JIIKyBaHHS JIIHE30JIifOM y PiBHOBaXKHOMY CTaHi
croctepiranu 10 % 3HHKEHHSA cepegHbOro MakcuMaabHoro MHC nipu ogHO4YaCHOMY
3acrtocyBaHHi, rnpu npoMmy AUC MHC 3HuXKyBanach Ha 5 %. [laHUX IIPO IaLl€HTIB, IKi
OOHOYACHO OTpHUMYyBau BapdapuH Ta JIiHe30JIi[, HeJOCTAaTHHO [JI OLIIHKHU K/IIHI4YHOT O
3Ha4Y€eHHs, SKIIIO BOHO €, IIUX Pe3yJIbTaTiB.

AHTUOIOTUKHU

AsmpeoHam

dapmaKoOKiHeTHKA JTiHe30J1ingy ab0o a3TpeoHaMy He 3MiHIOETHCS IIPU OJHOYACHOMY
3aCTOCYBaHHI [TUX IIpenapariB.

I'enmamiuuH



dapmMaKoKiHeTHKa JIiHe30J1igy a00 reHTaMilluHy He 3MiHIOETHCS ITPU OMHOYAaCHOMY
3aCTOCYBaHHI IUX IIpenapariB.

IocmimkeHHs in vitro IpoAeMOHCTPYBa/IX afUTUBHICTb a00 iHOMGpEPEeHTHICTh MiXK
JIIHEe30JIiIOM Ta BaHKOMIIIMHOM, TeHTaMillMHOM, pUdaMIiHOM, iMilleHeM-
MJIaCTaTUHOM, a3TPEeOHaMOM, aMIIiIUIIHOM, CTPEITOMIIITUHOM.

AHTHOKCHUOAHTH

[Tpu omHOYaCHOMY 3aCTOCYBaHHi nmpemnaparty 3 BirTaminoMm C a6o BitTaminoMm E
IIPOBOOUTHU KOPEKIIiIO N03U JIIHE30JIiAy HEe PEKOMEHOYEThCH.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

Mienocynpecis

[MToBigoMIIsisioCs PO BUHUKHEHHS Mi€JIOCYIIpecil (30KpeMa aHeMilo, TeMKOMIEeHiIo,
MMaHIUTOIEHiI0 Ta TPOMOOIIUTOIIEHi0) ¥ IAIliEHTIB ITig Yac 3aCTOCyBaHHS JIiHe305iny. Y
TAKMX BUIlaJKaX ITIiCJIg BIAMIHU JIIHE30JIiAy IIOPYyIIeHl reMaTOoJIOTiYH] ITI0Ka3HUKHU
IIOBEepPTaUCs OO PiBHSA, IKWUU CIIOCTEPIraBCs OO MOYATKY JIIKyBaHHS. MoBipHO, 110
PU3UK PO3BUTKY IIUX €(EKTIB OB’ I3aHUM 3 TPUBAJIICTIO TiKyBaHHS. Y Ialli€HTIiB
JIITHBOT'O BiKYy 3aCTOCYBaHHS JTiHE30JIily MOXK€e CYIPOBOAXKYBATUCH OiJTbIII BUCOKUM
PU3HUKOM BUHUKHEHHS IIaTOJIOTIYHUX 3MiH KPOBi ITOPIiBHAHO 3 OiIbII MOJIOOUMU
HalieHTaMu. Y IAIi€HTIB 3 TSIXKKOI0 HUPKOBOIO HEIOCTATHICTIO (He3aJleskHO Bifl TOTO,
YU DPOXOAATH BOHU MPOILEAyPHU Aianidy) Ta y HaIli€HTIB 3 IIOMIPHUM YU TAXKKUM
MMOPYIIEHHAM (YHKIIIl TeYiHKKA MOXKJIMBE ITiABUILEHHSA YaCTOTH PO3BUTKY
TpoMOoLMTONEHil. TaKUM YUHOM, PETEbHUN MOHITOPUHT (POPMYJIH KPOBi HEOOXimHUM
Yy TaKUX MAli€HTIB: MaIliEHTH 3 y2Ke iCHYI04Y0l0 aHeMi€lo, TpaHyJIOIUTOIIeHi€0 abo
TPOMOOILIMTOIEHI€I0; TALliEHTH, SIKi OTPUMYIOTh CYIYTHI ITpenapaTH, 3TaTHI 3HUKYBaTU
piBHi reMorno0biHy, 3MeHIIyBaTH KiTbKiCTh (pOPMEHUX eJIeMeHTiB KpOBi ab0 HETaTUBHO
BIIMBATHU Ha KiNbKiCTh UM QYHKITIOHAIbHY aKTUBHICTH TPOMOOIIMTIB; MAIliEHTH 3
TS2KKOI0 (DOPMOI0O HUPKOBOI HEJOCTATHOCTi ab0 3 IMOMipHUM YU TSIKKUM ITOPYIIEHHSIM
dyHKIIII MeviHKY; mallieHTH, KypC JIIKyBaHHS SIKUX TPUBa€ OinbIl Hixk 10-14 mHiB.
3acTOCOBYBATH JIIHE30JIiI OJIs JTiIKyBaHHS TaKUX MaIliEeHTiB Oa*KaHO JUIle Y TOETHAHHI
3 peTelbHUM KOHTPOJIEM PiBHSA reMorinobiHy, 3arajbHOTO aHaslily KpoBi Ta, 3a
MOZKJIUBOCTI, KiTbKOCTi TPOMOOIIUTIB.

fAxio mifg yac JIiKyBaHHS JIIHE30JIiIOM PO3BUBAETHCA 3HAYHA MIi€JIOCYIIPECi,
JIIKyBaHHS HEOOXimHO 3yNUHUTU. BUHATKOM € BUNIaAKM, KOJIY IIPOJOBXKEHHS JIiIKyBaHHSA
BU3HaHe a0COJIIOTHO HEOOXimHUM. Y TaKUX CUTyallidx HeoOXimHO TPOBOOUTH
peTesIbHUN MOHITOPUHT ITOKAa3HUKIB 3araJIbHOI0 aHaJlli3y KPOBi Ta BIIPOBanXKyBaTU
BiATIOBiOHI cTpaTeril TiKyBaHHA.



Kpim TOro, peKoMeHOOBaHO HIOTUKHS MPOBOOUTH MOHITOPUHT ITOKA3HUKIB 3arajbHOTO
aHAaJIi3y KPOBi (BKJII0OYAlOUM BU3HAUYEHHS PiBHIB reMoro0iHy, KiTbKOCTi TPOMOOIIUTIB,
3arajbHOI KiJIbKOCTI JIEUKOIIMTIB Ta PO3TOPHYTOl JIEUKOLIMTAapHOl GOPMYJIH) Y
[alli€HTIB, Kl IPOXOOATH JIIKyBaHHS JIIHE30JIiI0M, He3aJIe’KHO Biff BUXITHUX
IIOKa3HUKIB aHaJli3y KPOBI.

Y pmocnigKeHHSIX i3 3aCTOCyBaHHSIM HE3apPEECTPOBAHOIO JTIiKapChKOIro 3aco0y 1o
ryMaHiTapHiu nporpaMi (compassionate use) B rpyIi Iali€HTIB, sIKi OTPUMyBaIu
JIiHe30JIi TpoTaroM Oinbin HiXK 28 OHIB (MakcHMalbHa peKOMeHOOBaHa TPUBAJIICTh
JIIKYBaHHS), CIIOCTepiraau ONigBUINIEHHS YaCTOTU BUHUKHEHHS TSIKKO1 aHeMil. Taki
MalliEHTH YacTile moTpeOyBaau nepeanBaHHsa KpoBi. [Ipo BUagku aHeMil 3 mOoTpeb0oio
y IlepeJiMBaHHI KPOBi TAKOXK MOBIOOMIISANIHN Y IicaspeecTpaliiHoMy nepiofi. Taka
aHeMis YacTille BUHMKAJIA y Malli€HTIB, SIKi OTPUMYBAJIM TiHE30JIi[] MPOTITOM OilIbII
HiX 28 OHiB.

[ToBigoMrisiziocsl PO BUIIAAKM CUAEePOOsIacTHOI aHeMil y mmicasipeecTpaliiHOMy
nepioni. Cepeqn BUIaAKiB, m1s SKUX OyB BifOMUM Yac BUHUKHEHHS aHeMil, OiTbuIicTh
MalliEHTiB OTPUMYyBaJia JIiHe30JIi MpoTaroM OinbiI HixK 28 gHiB. [licisa npUnuHEeHHS
3aCTOCyBaHHS JIiHe30JIiay OinbIIicTh MallieHTiB ITOBHICTIO a00 YaCTKOBO ONYXKYBaIu
BHACJIiIMOK ITPOBEIEHHs MiKyBaHHS aHeMil abo HaBiTh 0e3 JIiKyBaHHS.

HucbanaHc nokasHukie cMepmHocmi 'y KAiHiYuHOMY O0CAiIOHCeHHI 3a y4acmio
nayieHmis 3 iH(heKuiaMu Kpo8oOmokKy, no8’ A3aHUMU 3 BUKOPUCMAHHAM Kamemepis ma
CNPUYUHEHUMU 2pamMno3umueHumu 36yOHuUKamu

Y xopni BIIKPUTOTIO OOCIIAXKEHHS 3a y4acCTIO Aalli€eHTiB i3 CEpHO3HUMU
BHYTPIIIHbOCYOUHHUMU iHPEKIIIMU, CIPUYNHEHNMY BUKOPHUCTAHHSAM KaTeTePiB,
CIIOCTepiranau 3pOCTaHHS CMEPTHOCTI y I'PYIIi HallieHTiB, AKUM 3aCTOCOBYBaJIn
JIIHEe30J1iM, ITIOPIBHAHO 3 rpyllaMu JIiKyBaHHS
BaHKOMIIIMHOM/OUKIIOKCcaluIiHOM/oKcanuniaom [78 3 363 (21,5 %) npoTtu 58 3 363
(16,0 %)]. OcHOoBHUM (haKTOPOM BIJIMBY Ha MOKA3HUK CMEPTHOCTI OyJjia HasiBHICTh
rpaMOO3UTHUBHOI iH(EKIIl Ha BUXiTHOMY PiBHi.

[Toka3HUKYM CMEPTHOCTI Yy Malli€HTiB 3 iHPEKIIiAMU, CHPUYNHEHUMU BUKIIOYHO
rpaMIIO3UTUBHUMM OopraHidamMamu, OynIu CXoxXi (mepeBaxHe cruiBBigHOmeHHS 0,96; 95
% pmoBipuui inTepsan 0,58-1,59), ane y rpymni JIikyBaHHS JIIHE30J/IiOM 4acTOTa
JleTaJIbHUX BUMNAMKiB OyJia 3Ha4HO BuUIloio (p=0,0162) y naiieHTiB 3 OyOb-IKUM
OOJaTKOBUM 30yIHUKOM abo0 BigCcyTHiCTIO 30yJHUKIB Ha BUXiHHOMY PiBHi (mepeBaxkHe
cruiBBigHOmeEeHHA 2,48; 95 % moBipuuii inTepBan: 1,38-4,46). HaubGinpiumit gucbanaHc
CIIOCTepiraBcs IIifl 4ac JIIKyBaHHS Ta IPOTATOM 7 OHIB 3 MOMEHTY BigMiHU
OOCIIIOXKYBaHOTO IIpernapary. biblicTh NalieHTiB y Pyl JIiIKyBaHHSA JIIHEe30JIiI0M,
HaOy/Iu rpaMHeraTyuBHI iHQEKIIil TPOTITroM JOCTiAXKeHHS Ta IOMEePJIU Bin iHpeKIIil,
CIIPUYMHEHUX I'PaMHEraTUBHUMHU 30yOHUKAMU, Ta Bif MOMiIMIiKPOOHUX iH(MEKITIH.



TakuM 4YMHOM, IIPU YCKIaOgHEHUX iHQEKITigX MIKipu Ta M IKUX TKAHWH y Talli€HTIB 3i
BCTAHOBJIEHOI0 a00 Mig03pI0BaHOI0 CYIIyTHHOIO iH(EKITi€l0, CIPUYNHEHOIO0
rpaMHeTaTUBHUMU 30yOIHUKAMM, JIiHE30JIi[ CJIi 3aCTOCOBYBAaTH JIMIIE 3@ BiACyTHOCTI
iHIIMX BapiaHTiB JMiKyBaHHS (OuB. po3min «[loka3aHHsa»). 3a TaKuxX 00CTaBUH
HeOoOXiIHO PO3NOYUHATH IapajiejibHe JIiIKyBaHHS r'paMHeraTUuBHOI iH(eKIil.

Iiapesi ma Kosaim, nog’sa3aHi i3 3acmocy8aHHAM aHmubiomuxkie

[Tpu 3acToCcyBaHHI MalizKe BCiX aHTUOIOTHUKIB, BKIIOUAIOYM JIIHE30JIifl, TOBiqOMIIAIIOCS
PO BUHUKHEHHSA Oiapel Ta KOJITy, IIOB’I3aHUX i3 3aCTOCyBaHHSAM aHTUOIOTHKIB,
BKJIIOYalO4y IIceBOoMeMOpaHO3HUM KOJIT, Ta noB’si3any 3 Clostridium difficile giapeto
(CDAD), TaXKiCTh ITPOSBIiB IKMX MOK€E BapiloBaTH Biff MOMipHOI Oiapel A0 KOJITy 3
JleTaJIbHUM HacJigkoM. TakuM 4YMHOM, BaKJIMBO BPaXOBYBaTU MOIKJIUBICTh IIOTO
OiarHO3y y IMAalli€EHTIiB, y SKUX i 4ac abo micjist 3acToCyBaHHS JIiHE30JIiay
PO3BUBAETHCA Aiapesi. Y pa3i HagBHOCTI IIiJO3pU Ha [iapero YU KOJIIT, 110 II0B’g3aHi i3
3aCTOCYyBaHHSIM aHTHUOIOTUKIB, ab0 MiATBEPOXKEHHS IIhOr0 HiarHo3y, HeoOXimHO
MIPUIINHUTY ITOTOYHE JIIKyBaHHS aHTUOAKTEepialbHUMU ITpellapaTaMu (BKJII0OYalo4uu
JIIHe30JTi[I) Ta HeraiHO PO3MN0YaTH BiAIIOBIAHI TepalleBTUYHI 3aX0au. Y TaKUX
CUTyalisaX NPOTUIIOKa3aHe 3aCTOCYyBaHH Ipenaparis, Ki IPUTHIUYYIOTh
IIEPUCTAJIbTUKY.

Jlakmoauuodo3s

[ToBimomiIsAsIOCS PO PO3BUTOK JIaKTOALIMA03Y IIPU 3aCTOCYBaHHI JIiHEe30Iiay.
[TamieHTH, y AKUX IIiJ] YaC 3aCTOCYBaHHS JIIHE30JIily BUHUKAIOTh CUMIITOMHU Ta IPOSABU
MeTabO0JIiYHOT 0 allu03y, BKII0YAl04YU PEeIUOUBYI0YY HyOOTYy abo OmtoBaHHs, OiNb y
KUBOTI, HU3bKUM piBeHb OikapOoHAaTiB ab0 rinepBeHTUJIALII0, TOBUHHI HETaWHO
3BEPHYTUCSA 3a MEIUYHOK OOIOMOI0K. Y pa3i pO3BUTKY MOJIOYHOKUCIIOTO allugo3y
HeOoOXimHO 3BazKUTU KOPUCTH MOAAIbIIOrO JiIKyBaHHS JIIHE30JIiA0M Ta MOTEeHIliNHI
PU3UKHU.

HucpyHKuia mimoxoHOpiu

JliHe3o071ig IpUTrHiYy€Ee MiTOXOHApPianbHUN CUHTE3 OiNKiB. Y pe3ynbTaTi 1IbOro
MIPUTHIYEHHS MOXKYTh PO3BUBATUCH TaKi IM0oOiYyHi peakilii, K TaKToaIuA03, aHEMIis Ta
HewMpornarTis (mepudepuydHa Ta 30poBOro Hepsa). Lli sBuiia 6inbIl IIOMIUPEH] ITPHU
3aCTOCYBaHHI IIpenapaTy NpoTAroM OinbIll Hixk 28 mHiB.

ITomeHuiliHi 83aemMO0ii, WO CNPUYUHIOIOMb Ni0BUUW,EHHA apmepid/ibHO20 MUCKY

3a BUHSATKOM BUMOAOKiB, KOJIM MOXKJ/INBE CIIOCTEPEXKEHHS 3a IMalliEHTaMU CTOCOBHO
MOZKJINBOT'O IMiABUINEHHA apTepiallbHOI0 TUCKY, JIIHE30JIi[ He CIIiA IIpu3HaYaTu
MalfieHTaM 3 HEKOHTPOJIbLOBAHOIO apTepPiaabHOIO TilepTeH3ien, GeoXxpoMOIIITOMOIO,
TUPEOTOKCUKO30M Ta/ab0 CyIIyTHIM IPUMOMOM TaKUX TUIIIB JIiIKapChKUX 3ac00iB, SK:



IPsSIMOl Ta HETIPSMOI [Oil cUMIIaTOMIMeTHKH (HanmpuKiap rmcesgoedenpuH),
Bas3oIIpecopu (Hampukian erniHedpuH, HopemiHedpuH), nodaminepriuxi 3acobu
(Hanpuknazn godaMiH, foOyTaMiH).

CepomoHiHoB8ull CUHOPOM

Hapgxomunu CIIOHTaHHI IIOBIIOMJIEHHS PO PO3BUTOK CEPOTOHIHOBOTO CUHAPOMY,
II0OB’A3aHOT0 3 OOHOYAaCHUM 3aCTOCYBaHHSAM JIIHE30JIiy Ta CEPOTOHIHEPTiYHUX
nmpemnaparis, BKiIodaouu aHTugenpecanT (CI33C) Tta omioigu. Tomy, ogHOYacHe
3aCTOCYBaHHS JIIHE30JIiAy Ta CEPOTOHIHEPTiYHUX IIpenapaTiB IIPOTUIIOKa3aHe (OuB.
«[IpoTunnoka3zaHHSA»), 3a BUHATKOM BUIAAKiB, KOJIM 3aCTOCYBaHHS SIK JIIHE30JIidy, Tak i
OJHOYACHE 3 HUM 3aCTOCYBaHHS CEPOTOHIHEPriYyHUX IIperapaTiB Ma€ BUpILIabHe
3HAaYeHHS. Y TaKUX BUNaAKaX MalliEHT HOBUHEH 3HAXOOUTHUCH ITif MUIbHUM HarJIagoM
3 METOIO BUSBJIEHHS CUMITOMIB CEPOTOHIHOBOTO CUHIPOMY, TAKUX SIK IIOPYIIEHHS
KOTHITUBHOI (DYHKIIil, TilepHnipekcis, rineppedekcisa Ta DOpylUIeHHSI KOOpPOUHAIlil
PyXiB. Y pa3i BUHUKHEHHS TaKWX CUMIITOMIB JIiKap IIOBUHEH PO3IJISHYTU MOXKJIUBICTh
BIOMiHU TOT'O 4M IHIIOrO npernaparty. Ilicisa BiAMiHM CEpOTOHIHEPIiYHOTO IIpenapary
MOXKJIMBE BUHUKHEHHSI CUMITOMATHUKU BiAMIiHHU.

ITepugepuuHa He8ponamiss ma Heeponamisi 30p08020 Hepada

[ToBimoMisiniu IIPO PO3BUTOK IepudpepUIHOl HEBPOIATil, a TaKO2K HEeBPOIIaTil 30pOBOT0
HepBa, Ta HEBPHUT 30POBOr0 HEPBA, Kl IHOAI IporpecyBaiu OO0 BTpaTu 30py, V
Malli€eHTiB, K1 OTPUMYyBaJIU JIiKyBaHHA IIpenapaTtoM JIiHenia. Takl moBigoMJieHHA Y
MepIy Yepry CTOCYBaJIUCh IAlli€HTIB, sIKi OTpUMYyBAJIU JIIKYBaHHS ITPOTSATOM OilbIlle
28 pHiB (MakcuMaJsibHa peKOMEH0BaHa TPUBAJIICTh JIIKyBaHHS).

Ycim marrieHTaM HeoOXigHO peKOMEeHAyBaTH MOBiTOMISITA ITPO BUHUKHEHHSI CUMIITOMIB
MIOPYLIEHHS 30pPY, TakKi K 3MiHU I'OCTPOTU 30PY, 3MIHU KOJILOPOBOI'O CIIPUUHSATTS,
HEeUiTKicTh 30py a00 BUITAAiHHS YaCTUHMU IO 30PY. Y MOmiOHMUX BHUIIagKax
PEKOMEH0BAHO TEPMIHOBO IIPOBECTHU OTJISAN 3 HAIlpPaBJIEHHSAM 00 0QTaJIbMOJIOTa, SKIIO
HeoOximHo. AKINOo nmaieHT npuiiMae JliHenig mpoTsarom OilbIll HiXK peKOMeHOOBaHi

28 mHiB, HeOOXiAHO PETYISPHO IIEePEBIPATH 3ip.

Y pa3si po3BuTKY nepudepudHoi HeBpomnaTii abo HeBpoIaTil 30poOBOro HepBa HeOOXigHO
3BaXKUTU KOPUCTH IIOOAJIBIIOTO JIIKyBaHHS JIiHEeIinoM Ta IOTEHIiVHI PU3UKU.

MoxnuBe MigBUILIEHHS PU3UKY PO3BUTKY HEBPOIIATiX IPU 3aCTOCYBaHHI JIIHE30JIiay
OJIs TiKyBaHHS ITAIliEHTIB, SKi OTPUMYIOTh ab0 HEIl0JJaBHO OTPHUMYBaJlu Teparliio
aHTMOaKTepiaTbHUMM IIpernapaTaMu OIS JIiIKyBaHHS TyOepKyJIbo3y.

Cydomu



[ToBigoMiIsAsIOCS PO BUNIAOKYU CYOOM Y MALll€HTIB, IKi OTpUMYBaJIU Tepallito
npemnapaTtoM JliHemig. ¥ 6inbiocTi BUMIagKiB MOBIMOMIISININ ITPO TaKuM (haKTOpP PUIUKY,
sIK CyIoMHu B aHaMHe3i. [lallieHTaM HeoOXigHO MOBiHOMIISITH JTiKapiB, SKIIO Y HUX
paHille BUHUKAIN CyqOMHU.

IH2ibimopu MoHoamiHOKcuda3u

JIiHe3o071ig € HeCeIeKTUBHUM iHribiTopoM MoHOaMiHOKcuma3u (MAQ) 3BOPOTHOI mil.
[IpoTe B mo3ax, sIKi 3aCTOCOBYIOTH [JIsl aHTUOaKTepiaslbHOI Teparlil, BiH He IPOSBIISE
aHTUOEeIIpeCcuBHUMN epeKT. Y OOCHiaKeHHsIX B3aEMOJIl TiKapChKHUX IIpelaparTiB Ta
OOCITimKeHHsIX 0e3MeKU 3aCTOCYBaHHS JIiHE30JIiay 0yJIo OTPUMaHO OyKe 00MexXeHYy
KIJIBKICTh JaHUX IIPO 3aCTOCYBaHHA JIIHE30JIIAY OIS JIIKyBaHHSA OCHOBHOT'O
3aXBOPIOBaHHS Ta/ab0 0OHOYACHOTO JIiKyBaHHS IIpenapaTtaMi, IKi MOXKYTb HECTH
IIeBHI pU3UKU BHACHIOOK npur”HidveHHsas MAQO. ToMy 3aCTOCYBaHHS JIIHE30JIily 3a TaKUX
00CTaBUH He peKOMeHOOBaHe, SIKIII0 HEMOXKJIMBO ITPOBOIUTH PEeTEIbHE
CIIOCTEpPEeKEeHHS Ta MOHITOPHUHT CTaHy Ialii€eHTa (guB. po3ginu «I[IpoTunokasaHHA» Ta
«B3aeMomist 3 iHmIMMM TiKapChbKUMHU 3aco0aMu Ta iHIII BUOW B3AaEMOMI»).

3acmocysaHHA Yy NOEOHAHHI 3 HACUYEHUMU MUPAMIHOM NpodyKmamu

[NamieHnTaM ciif peKOMeHAyBaTHh YHUKATHU CIOXKHWBaHHS BEJIMKOI KiJIbKOCTi ITPOAYKTIB,
30arayeHux TUPaMiHOM (OuB. po3mOin «B3aeMomis 3 iHIIMMU TiKapChKUMM 3acob0aMu Ta
iHIITi BUOYW B3aEMOIIN»).

I'inoeaikemis

IToBigOMIIEHHS, OTPHUMaHi y IMiCcaspeeCcTpaliiHuy Iepio, CBig4yaTh NP0 BUIIAAKHU
CUMIITOMATHYHOI TilorJIikeMil IIpU 3aCTOCYBaHHI JIiIHE30J1iAy, HEeCETTEKTUBHOTO
inri6iTopy MAO 3BOpPOTHOI mii, mallieHTaM 3 IIyKPOBUM HiabeToM, siKi mMpuiMaoTh
iHcyniH abo mepopanbHi rinorimikeMmiuHi npenapatu. [Iputiom gesikux iHriditopie MAO
IIOB’sI3aHUM 3 TINOTJIIKEMiIYHMMMU eli30JaMM Y XBOPUX Ha I[yKPOBUH fAiabeT, sAKi
OTPUMYIOTH iHCYJIiH abo rinornikeMiuyHi 3acodu. Xoya MPUYUHHUYN 3B’ 130K MiX
JIIHEe30JTiAoM i rirmornikeMi€lo He BCTaHOBJIEHO, TTAIlIEHTIB 3 IyKPOBUM fiabeToM CIIif
ronepenzXaTu IIpo MOTEHIIIVHY TiNorIiKkeMiuHy peakllito IIiff Yyac 3aCTOCyBaHHSI
JIiHEe30JIiay.

Y pa3i BUHMKHEHHS TrinoriikeMil Moxke OyTu OTPiOHEe 3MeHIIeHHS O03U iHCYyIiHy abo
IepopasbHOIO TinorjiaikeMidHOro 3aco0y ab0 NTpUNUHEHHS 3aCTOCYBaHHS
IIepopPaIbHOrO TiMoTIiKeMiYHOTro 3aco0y, iHCYiHy 4u JIiHe30ifdy.

I'inoHampiemis ma/abo cuHOpoMm HeadekeamHoi cekpeuii ahmudiypemu4Ho20
2opmoHy (CHCALT)



Y nailieHTiB, K1 OTpUMYyBaJIU JIIHE30JIi[ Y IIOCTMapKEeTUHTOBUM Iiepiof,
CIIOCTepiranuch BUIIAAKHU TiIToHaTpieMil Ta/ab0 CHHOIPOMY HeameKBaTHOl CEeKpelril
QHTUIyPETUYHOI'O TOPMOHY. Y 3a3HaYeHUX BUIlaKaX 03HAKU Ta CUMIITOMU BKJIIOYAIIU
CIITyTaHIiCTb CBiOMOCTi, COHJIMBICTb, 3arajbHy CJIaOKiCTh, a y TIKKUX BUMAAKaX
MIPU3BOOUIIU IO OUXaJIbHOI HEJOCTATHOCTI i HaBiTh cMepTi. PeKoMeHAy€eThCS
peryasipHUN KOHTPOJIb PiBHS HATPil0 B CUPOBATII KPOBI Yy JIITHIX JIFOOEN, y Malli€HTiB,
SIKi TPUUMaIOTh AiypeTUKHU, Ta B iHIINX MAIli€HTIB i3 pU3UKOM TinoHaTpiemii Ta/abo
CHCAJT mim wac 3acTocyBaHHS JIiKapchbKoro 3aco0y JliHemin. AKIino 3’ aBIsI0ThCSA
O3HaKM Ta CUMIITOMHU rinoHaTpiemii Ta/abo CHCAJII, HeoOXigHO IPUIUHUTU IPUNOM
JIIKapChKOTO 3ac00y i BXKUTHU BiATIOBIAHUX MiATPUMYBaJIbHUX 3aXOIiB.

CynepiHgekuis

Bnonus niHe301igy Ha HOpMaJlbHYy MiKpO(dJIOpy He BUBYABCH ITiJ YacC KIiHIYHUX
BUNIIPOOyBaHb.

3acTocyBaHHS aHTUOIOTHKIB iHOAI MOXKe IMPU3BOAUTU 0 HAJAMIPHOTO POCTY
HeuYyTIUBUX opraHidmiB. Hanpukinang, npubnusHo y 3 % mallieHTiB, AKi oTpuMYyBaIu
JIIHE30J1i[] Y PEKOMEHJ0OBaHUX [03aX, IIPOTATOM KJIIHIYHUX OOCIIAXKEeHb CIIOCTepiraiu
BHHUKHEHHS KaHOUO03Y, II0B’13aHOI0 i3 3aCTOCYyBaHHAM IIpernapary. Y pasi
BHHUKHEHHS CylepiH(eKIil Iif 4ac JIIKyBaHHSA CJIif BXKHWBATH BiAMIOBITHUX 3aXO[iB.

Ocobausi epynu nauieHmia

3acToCOByBaTHU JIIHE30JIi OIS JIIKyBaHHSA IALllEHTIB 3 TAXKKOI HUPKOBOIO
HEeIOOCTaTHICTIO Cilif 3 00epeXHICTIO Ta JIUIIE y CUTYalligX, KOIU O4YiKyBaHa KOPHUCTH €
OiNbIIIOI0 3a TEOPETUYHUM PU3UK (OUB. pPo3min «Criocid 3aCTOCyBaHHS Ta JO3U»).

3acTocoByBaTH JIiHE30JIi[ OJ1d JIIKYBaHHS IAlli€HTIB 3 TAXKKOIO I€4iHKOBOIO
HEeOOCTATHICTIO PEKOMEHAYETHCS JIUIIE Y CUTYallisIX, KOJIX O4YiKyBaHa KOPUCTH €
OiNnbIIIOI0 3a TEOPETUYHUM PU3UK (OUB. Po3min «Criocib 3aCTOCyBaHHS Ta OO3U»).

Hemae HeoOXigHOCTI B KOpPEKIIil mOo3M IIpenaparTy 3aJie’XKHO Bif cTaTi mallieHTa.
ITopyweHHs pepmuavHoOi pyHKUIT

JliHe3osig 3HUKYBaB (QEePTUJILHICTD Ta CIPUYUHSAB BiAXUIE€HHS MOP(OIOTidHMX
IIOKA3HUKIB IKOCTi CIEpMH Y 30OPOBUX OOPOCJIUX CaMIIiB IIIyPiB IIPU PiBHAX
€KCIT03U1lil, TPUOIN3HO TaKUX, III0 OYiKyIOThCA Yy mofei. Li 3MiHu Manu 060pOTHUM
xapakTep. MoxknuBul BIJIUB JIIHE30JIiy Ha PENPOAYKTUBHY (DYHKIIIIO YOJIOBIKIB
HEeBiJOMUH.

KniniuHi eBunpobyeaHHs



Be3neka Ta epeKTUBHICTD JTiHE30JIiAy ITPU 3aCTOCYBaHHi MOT0 POTATOM OisnbIiie
28 OHIB He BCTAHOBJIEHI.

Y KOHTPOJILOBaHUX KJIiHIYHUX BUIIPOOyBaHHAX He Opaik y4yacTh MalliEHTH 3
CUHOIPOMOM [ia0eTUYHOI CTONH, IIPOIEXKHAMU abo iIlIeMiYHUMU YpaKeHHSIMHU,
TAXKKUMU OIIiIKaMM YU IaHI'PEeHO0. BiAMOBIOHO, OOCBIA 3aCTOCYBaHHS JIIHE30JIIAY 0711
JIIKyBaHHS TaKUX CTaHiB 0OMeXeHUH.

IlonomidcHI peyo8uHUu

1 M po3uuHy MicTuThb 45,7 Mr (TodTo 13,7 r/300 M) rimoko3u. Lle ciim BpaxoByBaTu
IIpU JIIKyBaHHI MaLi€HTIiB i3 HyKpoBUM fiabeToM ab0 iHIIMMU CTaHaAMU, [IOB I3aHUMH 3
HEeNepeHOCUMICTIO TJIIOKO3U. 1 MJI po34uHY TaKoXK MicTuth 0,45 Mr (135 mr/300 mn)
HaTpiro. BMICT HaTpiio CIif BpaxOBYyBaTHU IallleHTaM, K1 JOTPUMYIOTECA OIETHU 31
3HUKEHUM CIIOXKHWBaHHSAM HaATPilo0.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.

3aCTOCYBAHHS HiJ] 4YaC BariTHOCTI

IMaHi 11000 3acTOCyBaHHA IIpenapary JIiHesin BariTHUM XiHKaM 00MeXKeHi.
Pe3ynbTraTé mocnigKeHb Ha TBaApUHAaX IPOAEMOHCTPYBaJIM HAasABHICTh PENPOAYKTUBHOL
TOKCUYHOCTI. ICHy€e NOTEeHIIMHNY PU3UK [OJIid JIIOOUHU. JIiHesig He ciIif 3aCTOCOBYBaTHU
y Ilepion BariTHOCTi, OKpiM BHUIIA[IKiB, KOJIX OYiKyBaHa KOPUCTH IIE€PEBUIIIYE
HOTEHI[NHUU PU3UK.

3acToCyBaHHA IIif Yac rOOyBaHHS I'PYOOI0

PesynbTaTu OociigXKeHb Ha TBapUHAaX ITOoKa3aJiy, 110 JIiIHe30JIi Ta Boro MeTaboiTu
MOXKYTh IIPOHUKATHU B TPyOHE MOJIOKO. OTXKe, CJIi IPUIIMHUTY IT'OOYBaHHS IPYOOI0
ITPOTSITOM 3aCTOCYBaHHS JIIKapChKOTO 3aco0y.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

Heo0OxigHO momepeakaTy NalliEHTIB PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo
CUMIITOMIB IOPYIIIEHHS 30pY (OUB. po3ain «Ocob6mmBOCTI 3acTOCyBaHHA» Ta «ITob6iuHi
peakiiii») mig 4yac npuiioMy JIiIHE30JIiy Ta peKOMeHOyBaTH IM He KepyBaTH
aBTOMOOi/IeM Ta He IIpaIlfoBaTH 3 IHIIUMU MeXaHi3MaMM y pa3i BUHUKHEHHS IIUX
CHUMIITOMIB.

Cmocid 3acTocyBaHHsI Ta I03H

TpuBamicTh JIiKyBaHHS 3a/IeKUTh Bif 30yOHMKAa, JTOKaJli3allil Ta TSKKOCTI iHdeKIIil, a
TaKOXK BiJl KITiHi9YHOTO e(eKTy.



PekomeHpaltiii 110mo TpHUBaIOCTi Teparrii, SKi HaBejeHO HUXK4e, OyJIM 3aCTOCOBaHi y
KIiHIYHUX JocHigxKeHHaX. 115 nessKuxX BUMOIB iHGeKIi Moxke OyTH JopedyHa KOPOTIla

TPUBAJIICTh JIIKyBaHHS, ajie 11e He OyJIo OL[iHEeHO y KJIiHiYHUX OOCIiIKEeHHX.

MakcuMaribHa TPUBAJIICTh JIiKyBaHHSA - 28 AHIB. be3neka Ta epeKTUBHICTh

3aCTOCyBaHHS JIiHE30JIily JOBIIIe HixK 28 nHiB He Oy/Iu BUBYEHI.

He noTpiOHe mimBUllleHHS PEKOMEHI0BAHUX 03 a00 TPUBAJIOCTI JIIKyBaHHS Y

BUTIafKax iH(eKIIil, IKi CyIpoBOAXKYIOThCS OaKTepieEMi€ElO.

[TamieHTH, MiKyBaHHS SKUX OYJI0 PO3I0OYaTO 3 IPpU3HAYEHHS JIIHEe30/Iiay A
BHYTPIIIHbOBEHHUX iH(PY3ili, MOXKYTh OyTH IIepeBeneHi Ha JIIKyBaHHS JIIHE30JIiIoM A4

IIepopabHOr0 3aCTOCYBaHHS. Y TaKOMY pa3si migbip mo3u He MOTPibeH, OCKiNbKU

0i0JOCTYIHICTH JIiHE30J1iAy NP IPUIOMi BHYTPIIIHBO CTaHOBUTE Mauxke 100 %.

PeKomeHnauiI 1000 JO3YBaHHA BIOMOBIOAHO OO ITOKa3aHb HAaBEEHO B Ta6J'II/II_Ii HHUZKYe.

ITo3a Ta cmocib 3acToCcyBaHHSA Pekome
. ot : : TPUB
I[Toka3aHHA [TamieHTH QUTAYOTO BIKY Hopocri Ta gitu o
(Bim HApOIOXKEHHS 0 (BikoMm Bifg 12 pokiB) H16Ky
11 pokis) (Ai6 o
['ocniTanbHa ITHEBMOHIS 10 mr/kr 600 mr 10
HerocmnitanbHa NIHEBMOHISA BHYTPIIIITHbOBEHHO BHYTPIIITHLOBEHHO
(3okpema ¢popmu, 10
CYITPOBOOXKYIOTHCS
OaKkTepieMieio)
YcknagHeHi iHQeKIil mKipu
Ta 1l CTPYKTYP
[HdexkIrii, cipuynHeHi 10 Mr/Kr 600 mr 14
Enterococcus faecium, BHYTPIIIHLOBEHHO BHYTPIIIHLOBEHHO
PE3UCTEHTHUMH [0
BaHKOMIIIMHY, 30KpeMa
iH(peKIil, aKi
CYIIPOBOAXKYIOTHCS
OakTepiemiero




HeycknagHeHi iHpeKIril 1Ty BIKOM MeHIIIe Hopocmi: 400 mr
IIKipU Ta 11 CTPYKTYP 5 pokis: 10 Mr/kr Hepopam,Ho1E KOXKHI
HepopaHbHo1E KOXKHI 12 roguH.
8 roguH. IIiTy BIKOM Bif
it BikoMm 5-11 poKiB: 12 pokis: 600 mr
10 Mr/Kr HepopaJ'H:HofF KOXKHI
HepOpaJIbHO:t KOXKHI 12 rogun
12 roogun

10

U HoBoHapogxkeHi < 7 gHiB. BilbIIiCTh HEOOHOIIEHUX HOBOHaPOOXKEHUX Y Billi

< 7 mHiB (< 34 TUXHIB recrailil) MaloTh HUK4Yi TOKa3HUKN CUCTEMHOTO KIIipeHCYy
siHe3o0smigy Ta Bumli moka3Huku AUC, HiXK OilbIIICTh JOHOIIEHNX HOBOHAPOAXKEHUX Ta
oiten mo 1 poky. JIikyBaHHS TaKUX HOBOHAPOOXKEHUX CJIi MO4YUHATHU 3 Jo3u 10 Mr/Kr
KOXHI 12 rogus. 1711 HOBOHAPOOXKEHUX 3 HEJOCTATHLHO KJIIHIYHOI BiAIOBIAN0 Ha
npernapaT MOXKHa PO3IJISHYTH MOXKJIMBICTh 3aCTOCYBaHHA 003U 10 MI/KI KOXKHi

8 roguH. Yci mamieHTHd BIKOM 00 7 OHIB IOBHHHI OTpuMyBaTH 003y 10 MI/KI KOXKHI

8 roguH.

¥ 3acTOCOBYIOTH IIpenapar B iHIIIM TiKapCchKii popMi 3 MOKIIUBICTIO BiIIIOBIAHOTO
LO3yBaHHI.

Bkasieku w,000 3acmoCcy8aHHA

JliHerig o1 BHYTPIIIHBOBEHHUX 1H €KIIIU BUITYCKAETHCA B OOJHOPA30BUX, TOTOBUX [0
BUKODUCTAHHA IHQY3IMHUX TakKeTax. be3nocepenHso nepen BUKOPUCTAHHAM BUOAIUTU
3axMCHY YIIaKOBKY i3 )OIbI'd i MpOBECTHU BidyallbHY II€PEBIPKY JIiIKapChKOT0 3aco0y Ha
HasIBHICTh ME€XaHIYHUX OOMIIIIOK; TPOTATOM NPUOIMU3HO 1 XBUIIMHU CTUCKATHU MaKeT,
111006 BIIEBHUTUCS B MOTO ILiJTICHOCTI. fIKIIIO MaKeT IIPOTiKa€, pO34YUH He
BUKOPUCTOBYIOTh, OCKIJIbKM MOKe OyTHU IMOpYyIIeHa MOT0 CTEPUJIbHICTh. 3aJIUIIKU
HEBUKOPUCTAHOI'0 PO3YUHY CJIif YTUII3yBaTU 3TiOHO 3 OiI0UMMU BUMOT'aMHU.

BuyTpimHbOoBeHHa iH]Y3isa 3miicHI0eThCA npoTaroM 30-120 xBunuH. He MoXKHa
nigkmoyaTH iHQY3iliHi makeTu nociigoBHo! He ciig momaBaTu iHIN mpemnapaTy OO

IILOTO PO3YHUHY.

[Tpu ogpHOYacHOMY BBeOeHHI Ipenapaty JliHemnin nist BHYTPIITHBOBEHHUX 1H €KIIU 3
inmurMu 3acobaMu KOXKeH ITpeliapaT CJIil BBOOUTH OKPEMO, BilTIOBimHO A0
pPEeKOMeHI0BaHOI 03U i CIT0CO0y 3aCTOCYBaHHS KOXKHOTO JIiKapChKOT0 3aco0y.

[Tpu BUKOpPHCTaHHI OOHi€l BHYTPIIIHOBEHHOI CUCTEMU AJIS TTOCIiMOBHOTO BBEJEHHS
OEeKIJIbKOX IIpeliaparTiB I[I0 CUCTEMY [0 1 ITiC/Is BBeOeHHd pernapaTty JliHemin nisg
BHYTPIIIHbOBEHHUX iH €KIIiM CIIi MPOMUTH iHPY3IMHUM PO3YUHOM, CYMIiCHUM 3
npemnapatoM JliHesnig Ta 3 iHIIKWM IIpenapaToM, SKUU BBOOUTHCS 4Yepe3 II0 CUCTEMY.



CywmicHi po3uunan g iHpy3ii: 0,9 % po3dmH HaTPilO XJIOPUAY OJIS iH' €KLIH,
5 % pO34YMuH OEeKCTPO3HU [Jid iH €KILIiM, po34uH PiHrepa naktaTHUU OJ1d 1H' €KIIIN.

OCHOBHI BUIIaJK¥ HECYMICHOCTI

Bunukana ¢izuyHa HeCyMicHICTh, Koy JIiHeniq ajid BHYTPIIIHbOBEHHUX iH' €KIIN
BBOOUIIY Uepe3 Y-TIoAiOHUY 3'€dHyBay pa3oM 3 TaKMMHU IpelapaTaMi: aMPOTepPUIIUNH
B, xmoprpomMa3uHy TigpOoXJIOpHUI, Oia3enaM, IIeHTaMiguHy i30TiOHAT, EPUTPOMILTUHY
nakTob6ioHaT, PeHiTOIH HaTpiio i TpuMeTonpuM/CcynbdaMeTokca3osn. KpiM Toro,
JliHeig Oyt BHYTPINIHBOBEHHUX iH €KIIiM OyB XiMiuHO HecyMicHUM 3 11epTpiakKCOHOM
HaTpio.

3acmocysaHHA nauieHmam AimHb020 8IKY
Hemae noTpebu B KOpeKIIil JO3U.
3acmocy8aHHA nauieHmaM 3 HUPKO80H HedoCmamHicmiro

Hemae noTpebu B kKopekiiii go3u. Ockinbku npuban3Ho 30 % mo3u BUBOOUTHCS
IPOTATrOM 3-TOOUHHOI'O CeaHCy reMofiaily, po3mo4yaToro yepes3 3 rOOUHM HiciIs
BBEEHHS ITpelapary, MallieHTaM, siKi OTpuMyBaliu MoaiOHe NiKyBaHHS, JTiHE30Iil Citifg
NpU3Ha4vaTHU Oicada reMopianidy (ouB. po3nin «PapMaKOIOTiyHi BIaCTUBOCTI.
dapMakKOKiHETHUKA»).

3acmocysaHHAa nauieHmam i3 neuiHKo8ow HedoCcmamHicmiro

Hemae moTpebu B KOpekKilil mo3u (auB. po3min «PapMaKoIoTiuyHi BIaCTUBOCTI.
dapMaKOKiHETHKA»).

Himu.
3aCTOCOBYIOTH 3 MEPIUINX OHIB JKUTTS.

Y Oimet eikom 8i0 1 muoicHA 0o 12 pokie Ipu3HadeHHS npemnapary y mo3i 10 Mr/kr
KOXHi 8 rouH 1mogeHHO 3abe3nedye eKCII03UIIil0, SsKa HaOIuKaeThCS [0 TaKOi, I10
OOCSITAETHCS V MOPOCIUX MPHU ITPU3HAUYEHHi npenapaty B mo3i 600 Mr aBidi Ha mo0Oy.

Y nHosoHnapooOsceHux gikom 0o 1 mudicHA CUCTEMHUY KIIipeHC JIiHe30:iay (i3
po3paxyHKy Ha 1 Kr Macu Tijia) IIBUAKO 3POCTA€E IPOTIATOM IIEPIIOrO TUXKHS KUTTS.
TakuM 4MHOM, Yy HOBOHaApPOAXKEHUX, Kl OTPUMYIOTH IIpemnapart B 4031 10 Mr/Kr KoxHi

8 roguH 1101060BO, CITOCTEPIraeThCs GBIl BUCOKA CUCTEMHA €KCIIO3UIlis TpenaparTy
y IepIIny OeHb OiC/ig HapoaXKeHHA. [IpoTe He O4iKy€eThCA HaAMipHOL KyMYyJISIlil
pemnapaTy B OpraHi3Mi Ipu TaKOMY J03YBaHHI IPOTATOM IEPILIOTO TUXKHSA XKUTTSA
HEeMOBJIATHU (BHACIIAOK IMIBUOKO 3POCTA0YO0ro KIIipeHCy IpenapaTy IPOTATOM IIePIInX
7 oHiB XkKuTTA) (OuB. po3gin «Cmocib 3acToCyBaHHS Ta OO3U»).



Y Oimeti sikom 8i0 12 0o 17 pokie papMaKoKiHeTHKA JIiHe30iay mogidHa mo Takol y
OOPOCIIUX IIPU 3aCTOCYyBaHHI npenaparty y go3i 600 mr. TakuM 4MHOM, y OifJIITKIB, AKi
OTPUMYIOTH ITpemnapaT y no3i 600 Mr KoxkHi 12 roguH mongeHHo, Oymoe criocTepiraTucs
TaKa 2K CcaMa eKCIIO3HUllis, K i y JOPOCIUX NalliEHTiB IIPpU NIPUKUOMI IpenapaTy B Tiid
caMmiu moasi.

Ilepeno3yBaHHs

He Oymno 3apeecTpoBaHO BUIIA[KiB Ilepeqo3yBaHHSI.

Y pasi nepeno3yBaHHS II0OKa3aHe CUMIITOMaTHUYHE JIIKyBaHHS Pa30M 13 IIPOBEOEHHIM
3axofiB IIOA0 HiATPUMKM PiBHSA KIyO004uKOBOIl inbrpartii. [TpubmusHo 30 % nmpuiHSITOL
003U IIperapaTty BUBOOUTHCS IIPOTATrOM 3 TOOWH reMofianidy, aje HeMa€e JaHUuX IoH0
BUBEOEHHS JIiIHe30JIify mi yac npolenyp MepuToHeaaIbHOro mianidy abo remomnepdysii.
I[IBa 0OCHOBHUX MeTabOJIiTH JIiHEe30JIily TaK0K BUBOASITHCS IIJIIXOM reMofiaisy.

IToGiuni epexTn

3a3HaueHa iH(popMallid I'PYHTYETHCS Ha JaHUX, OTPUMaHUX y XOIi KIiHIYHUX
OOCIiAXKeHb, I Yyac sskux Oinbie HixK 2000 gopocnux mallieHTiB OTPUMYyBaJlu
PEKOMeH0BaHi fo3u npemnapaty JIiHein npoTArom mnepiony oo 28 OHIB.

HatmtuacrTime nosimomisinocst mpo miapero (8,4 %), ronoBuui 6ins (6,5 %), HyooTy

(6,3 %) ta 6moBanHs (4,0 %). HaltyacTimuMy noOiYHUMU peaklilisaMU, SIKi IPU3BOOUIIN
OO BigMiHM mpenaparty, Oynu roloBHUM Oinb, Aiapes, HygoTa Ta OJII0BaHHS.
[MTpu6nu3Ho 3 % malliEeHTiB IPUIIUHUIU JIIKYBaHHS Yepe3 PO3BUTOK 0OYMOBIIEHUX
ImperapaToM IMOOIYHUX peakIliid.

[ToGiuHi peaxkirii, Tpo SIKi ITOBimMOMIISITIOCS MiCJISI BUXOMOY MpelapaTy Ha PUHOK,
BKJIIOUEHI [10 IIepeJIiKy HUzXK4Ye i3 3a3Ha4YEeHHSIM YaCTOTU BUHUKHEHHS K «4acToTa
HeBigoMa», OCKIJIbKA 4aCTOTY BUHUKHEHHS He MOXKHa BCTAaHOBUTH 3a HasiBHUMHU
OaHUMMU.

[To6iuHi peaxiiil, Ipo SIKi TOBIMOMIISITIOCS IPOTSATOM JIiKyBaHHSI, HaBeIeHO HUXKYe 3a
TaKOI0 KJlacu@ikalli€ro 4acToTu: AyxKe 4dacTto (= 1/10); gacTo (Bim = 1/100 mo < 1/10);
HedacTo (Big = 1/1000 go < 1/100); pigko (Big = 1/10000 go < 1/1000); omyxe pigko
(< 1/10000); yacToTa HEeBigoOMa - He MOXKHa BCTAaHOBUTH YaCTOTYy 3a HasiBHUMU
OaHUMMU.

IHgekuii ma iHeasil

YacTo: KaHAUa03, OpadbHUM KaHAMO03, BariHaJlbHUM KaHOUA03, TPUOKOBI iHpeKIIil.



HeuacTo: aHTHOiOoTHKACOIiOBaHI KOIiTH, BKJIIOYAIOYH IICEBIOMeMOPaHO3HUMN KOIiT*,
BariHIiT.

3 60Ky cucmemu Kposi ma aimgpamuyHoi cucmemu

YacTo: TpoMOOIIUTOIEHisST*, amemis* .

HeuyacTo: maHIUTOIIEHIs*, IEUKOIIeHisT*, HEUTPOINeHiss, eo3uHOQimis.
Pioko: cugepob6iacTHa aHeMis*.

YacToTa HeBimoMa: Miemocynpecis*.

3 60Ky iMyHHOI cucmemu

Pigko: anadinakcis.

3 6oky memaboai3My ma xapuyeaHHsi

HeyacrTo: rimoHaTpieMis.

Pigko: makToauumos*.

3 60Ky ncuxiku

YacTo: 6e3COoHHA.

3 60Ky Hepsosoi cucmemu

YacTo: ronoBHUMU Oinb, mepBepcil cMakKy (MeTaliyHUM ITPUCMakK), 3alaMOpPOYeHHS.
HeuacTo: cymomu*, nepudepudHa HeBpoIaTis*, rimecresis, mapecresid.
YacToTa HeBimoMa: CEPOTOHIHOBUU CHUHIOPOM™**,

3 60Ky opaaHis 30py

HeuacTo: 30poBa HeBpoIaTia*, 3aTymaHneHun 3ip*.

Pigko: gedekT momnsa 3o0py*.

YacToTa HeBifoMa: HEBPUT 30pOBOr0 HepBa*, BTpaTa 30py*, 3MiHa 30pPOBOT0
BiguyTTs*, 3MiHa CIIPUUHATTS KOIBOPY* .

3 60Ky opaaHis cayxy ma pieHosazu
HeuacTo: O3BiH y ByXax.

3 6oky cepus



HeuacTo: aput™misa (Taxikapmis).

3 60Ky cyouH

YacTo: apTepianbHa rinepTeH3sis.

HeuacTo: TpaH3UTOPHA illleMiyHa aTaka, ¢pyedit, TpomO0odIebiT.
3 60Ky WAYHKOBO-KUWKOB020 MpaKmy

YacTo: miapest, HymoTa, 6/10BaHHS, JIOKaJIbHUM ab0 reHepasizoBaHuit 0isib Y JKUBOTI,
3amo0p, AUCIHEeIICid.

HeuyacTo: maHnkpeaTuT, raCTPUT, 30y TTS XKUBOTA, CYXiCTh y POTi, IJIOCUT, YacCTi pigKi
BUIIOPOXKHEHHS, CTOMATUT, Po3/jagu abo 3MiHa KOJIbOPY SI3UKa.

Pinko: 3HebapBIeHHs ITOBEPXHi 3y0iB.
3 6oky 2enamobiniapHoi cucmemu

YacTo: BigxujeHHs Bif HOPM ITIOKa3HUKIB QYHKIIIOHAIbHUX IT€YiHKOBUX IPO0,
30inbienHs piBHiB AJIT, ACT a6o nyxHoi ¢pochaTasn.

HeuacTo: migBuIlieHHs 3arajabHoro 0inmipy0iny.
3 60Ky wKipu ma nidwkKipHoi KAiMKoO8UHU
YacTo: cBepOixK, BUCHII.

HeuacTo: anrioemema, KponuB’siHKa, OyIb03Hi ypaxkeHHs IIKipHu, fepMaTUT, HagMipHe
IOTOBUOIIEHHS.

Pigko: TOKCUYHUY ellijepMaJlbHUU HEKPOIIi3, cuHApOM CTiBeHca - [I?KOHCOHA,
rinepCeHCUTUBHUM BacCKYIIiT.

YacToTa HeBigoMa: ajIonellis.

3 60Ky HUPOK ma ceuosuodiibHOi cucmemu

YacTo: mifgBUIlleHHA a30Ty CE4YOBUHU KPOBI.

HeuyacTo: HUpPKOBa HENOCTATHICTSD, MiABUILlEHHS KPeaTUHIHY, IIOJiypis.
3 60Ky penpodyKkmueHoOi cucmemu ma MO/104YHUX 3A/103

HeuacTo: BynbBOBariHaiabHi IIOPYIIEHHS.

3aeanvHi po3nadu ma peakuii y micui 88e0eHHA



YacTo: rapsiyka, JIoKaJli3oBaHUM Oiflb.

HeuacTo: 03H00, BTOMa, 0inb y MicIri iH’eki1rii, crmpara.
IocaidxceHHA

Bioximis

YacTo: migBuUIleHHS TaKTaTOeTrigporeHa3y, KpeaTuHiIHKiIHA3H, Iima3u, aMinasu abo
TMOCTIpaHaiarbHOTO (He HaTIlle) PiBHS TJIIOKO3U, 3HUXKEHHS 3arajibHoro 0iska,
anpOyMiHy, HaTpilo Ta KaJibllilo, MigBUILlEHHsS a00 3HMKEeHHS KaJlito abo 6ikapOoHaTy.

HeuacTo: nmigBunieHHsa HaTpio abo Kasbllito, 3HUKEHHS T'JII0KO3U 0€3 rojiogyBaHHs,
MigBUINIeHHST a00 3HUKEHHS XJIOPUIIB.

TI'emaTonorisa

YacTo: migBuIlleHHS KiTbKOCTI HeuTpo@iniB abo eo3uHO}iIiB, 3HNKEHHS TeMOTJI00iHY,
reMaTOKPUTY ab0 KiTbKOCTi epUTPOIIUTIB, IMigBUIIIeHHS a00 3HUXKEHHS KiJTbKOCTI
TPOMOOIIMTIB a00 JT€MKOIIUTIB.

HewgacTo: migBUIIEeHHSA KiTbKOCTiI PETUKYJIOILMTIB, 3HUKEHHS KiJIbKOCTiI HEUTPODimiB.
* Tus. po3mgin «OcoBIUBOCTiI 3aCTOCYBaHHS».

** [TuB. po3minu «IIpoTunokalaHHsI» Ta «B3aeMomist 3 iHIIUMU JTiKapChKUMHU 3acoO0aMu
Ta 1HIIII BUOU B3a€EMOMIN».

T [lig 9yac KOHTPOJIbOBAaHUX KITIHIYHUX OOCHIOXKEHb, B SKUX JIIHE30JIil 3aCTOCOBYBaJIu Y
nepion go 28 gHiB, y 2,0 % maliieHTiB Bif3Hayanacs aHeMid. Y nmporpami i3
3aCTOCYBaHHSIM He3apeeCTPOBAHOT0 JTiKapChKOro 3aco0y Mo rymMaHiTapHi# mporpami
(compassionate use) 3a y4acTio NaLi€HTIB 3 iHPEKLiAMH, 1110 3arPOXKYyIOTh XKHUTTIO, Ta
CyHIyTHIMM 3aXBOPIOBAHHSAMMY, BiICOTOK IIALIEHTIB, Y AKUX BUHUKJIA aHEMIs MIiCJIA
IPUUOMY JIIHe30J1igy nIpoTaroM < 28 nHiB, ctaHOBUB 2,5 % (33 3 1326) y nopiBHAHHI 3
12,3 % (53 3 430), sKi mikyBanucsa > 28 gHiB. CriBBigHOIIEeHHS 3aiKCOBaHUX
BUIIQAKIiB TSI2KKOI aHEeMil, BUKJIMKAHOl 3aCTOCYyBaHHSIM JIiIKapChKOT'0 3aco0y, II10
nmorpebyBajio rmepenuBaHHs KpPoBi ctaHOBUIO 9 % (3 3 33) y mali€eHTiB, 110 JTiKyBaaucs
npotsaroMm < 28 gHiB, Ta 15 % (8 3 53) y TuX, XTO JIiKyBaBCA NPOTATOM > 28 OHIB.

[ToGiuHi peaxiil, IOB’I3aHi i3 3aCTOCYBaHHAM JIiHe30J1iay, sKi OyJIu OLiHEHi B PigKux
BUTIaJIKaX SIK peakxilil TI2KKOTro CTyIIeHs: JTIoKali30BaHUM abgoMiHanmbHUM Oifb,
TPAH3UTOPHUMN illIeMiYHUY Halaf Ta apTepiajbHa rinepTeH3is.

Y nocTMapKeTUHTOBUY MEePion IMOBIHOMIISAIM PO BUNAAKH CUMITOMATHYHOIL
rirmornikeMii Ipu 3aCTOCyBaHHi JTiHE30JTiAy, HeceJeKTUBHOTO iHribiTopy MAO



3BOPOTHOI Aii, malieHTaM 3 IyKPOBUM HiabeToM, gKi MpuiMaloTh iHCYyIiH abo
IepopasbHi rimormikemiuHi npenapatu. [Iputiom mesikux iHri6iTopiB MAO moB’ss3aHUM
3 TiNOrIiKeMiYHUMU eIi3ofaMy y XBOPUX Ha LYKPOBUYU HiabeT, SKi OTPUMYIOTH iHCYJIiH
abo rinorikemiyHi 3acobu.

Y nailieHTiB, K1 OTpUMYyBaJIu JIIHE30JIi[ Y TIOCTMapKEeTUHTOBUM Iiepiof,
CIIOCTepiraauch BUMIAOKM TiMoOHATPieMii Ta/abo cUMHOPOMY HeaJeKBaTHOI CeKperii
QHTUIIypPEeTUYHOI'O TOPMOHY. Y 3a3HaYeHUX BUIlaJKaX 03HAKU Ta CUMIITOMU BKJIIOYAJIU
CIJIyTaHIiCTh CBiIOMOCTi, COHJIUBICTh, 3arajbHy ClIabKiCTh, a y TSIKKUX BUIIagKax
ITPU3BOOUIIU [0 OUXaJIbHOI HEJIOCTATHOCTI i HaBiTh CMEPTi.

IToBigoOMIEHHS IIPO MigO3PIOBaHi MOOiYHI peakxiril

[ToBimoMiieHHS PO MimO3ploBaHi M0OiIYHI peaxiiil miciasa peecTpaliil 1iKapChKOT0
3aco0y € BaXKJIUBOIO IIpoleaypolo. Lle mae 3Mory mpogoBKyBaTH MOHITOPUHT
CHiBBiIHOIIEHHS KOPUCTh/PU3UK [JISI BiATIOBIAHOT O TiKapChKOro 3aco0y. Mengu4yHuM
IIpalliBHUKaM HeoOXigHO IMoBimoMIsTH ITPo Oymb-sAKi Mimo3pioBaHi mobiyHi peakirii
4epe3 HalllOHAJIbHYy CUCTeMY (papMaKOHAarIsaay.

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3ac00aMH Ta iHIII BHIH B3a€Moail

IHriGiTOPH MOHOAMIHOKCHIA3HU

JIiHe3o071ig € HECEeIeKTUBHUM iHTiOiTopoM MoHOaMiHOKcuma3u (MAQ) 3BopoTHOI fil. ¥
OOCITim»KeHHSIX B3a€EMO/Iil TiKapChKUX IIpenapariB Ta JOCTiAXKeHHIX 0e3MMeKun
JIiHe305igy OyJI0 OTpUMaHO AyKe oOMeKeHY KiTbKiCTh MaHUX IIPO 3aCTOCYyBaHHS
JIIHE30JIiAy OJId JIIKyBaHHS MAlll€HTIB, AKi OTPUMYIOTH CYIIYyTHIO Tepallilo IIpernapaTamMy,
III0 CTBOPIOIOTH II€BHI PU3UKU BHACIIAOK npurHivesas MAQO. Tomy 3acToCyBaHHSA
JIiHe30JTiAy 3a TakKux 00CTaBUH He peKOMeHAOBaHe, SIKIII0 HEMOKJIMBO IIPOBOAUTH
peTesibHEe CIIOCTEPEXKEHHS Ta MOHITOPUHT CTaHY IallieHTa (OUB. PO3Oianu
«ITpotumnokasaHHsa» Ta «OcobmuBi 3axoau Oe3meKu»).

IMToTeHIiMHI B3aEMO/il, 10 IPHU3BOOATH 00 HiOBUIIEHHS apTepPiaJIbHOTO TUCKY

Y 3mopoBux 4OOPOBOJIBIIB 3 HOPMaJIbHUM apTepPialbHUM THCKOM JIiHEe30J1if 30ibIrye
MiABUIIIEHHS apTepiaJbHOTO TUCKY, CIPUYUHEHE IceBOoedeIpruHoOM Ta
deninnpomnanonaminy rimpoxnopungom. KombiHoBaHe BBeOeHHS JIiHE30Iiy Ta
nncesgoedenpuny abo deHinnmponaHonaMiny rigpoxJIopuay MPU3BOOUTh OO 3POCTaHHS
CHUCTOJIITYHOT'O apTepialbHOTO TUCKY B cepengHboMy Ha 30-40 MM. pPT. CT. MIOPIBHSAHO 3i
3pocTtaHHAaM Ha 11-15 MM. pT. CT. mif BIIJIMBOM BUKJIIOYHO JIiHe3071iAy, Ha 14-18 mm.
PT. CT. ITiJT BINIMBOM BHKJIIOYHO 1ceBmoedenpuny abo ¢eHinmpornaHosaMiHy, Ta Ha
8-11 MM. PT. CT. IpU 3aCTOCyBaHHIi I1ane60. AHAJIOTIYHUX JOCIIiIXKEHb 3a y4acTIO
Malli€eHTiB 3 apTepiaJbHOIO TiIepTEeH31€0 He IPOBOANIIM. PEKOMEHIOBaHO PETEJIHLHO



migOupaTy MO3U mpelapariB, sIKi IPOSBIISIOTh Ba30IIPECOPHUM eDeKT, BKITIOYAI04U
nodaMiHepriuHi mpenapaTtu, 11100 oTpuMaTH OaxkKaHUM pe3ysbTaT NP KOMOiHOBaHOMY
3aCTOCYBaHHI JIIHE30JIiQy 3 LIUMU [IpenapaTaMu.

IToTeHIiliHI cCepoTOHiIHEePriuHi B3aeMomil

[MToTeH1iiHiI B3aeMOZil JTiKapChKUX MpelapaTiB BUBYAIU Y OOCIAXKEHHi 3a y4acTIo
3[0POBUX JOOPOBOJIBIIB. YUAaCHUKH OTPUMYBaIU AeKcTpoMeTopdaH (OBi mo3u mo 20 mMr
3 iHTepBanoM y 4 roguHu) y KoMOiHalrii 3 jiHe3omigomM abo 6e3 Hboro. Y 3I0poBUX
noOPOBOIIBIIIB, SIKi OTPUMYBAJIX JIiIHE30JIi[ Ta AeKcTpoMeTopdaH, He cocTepiramu
IIPOSBIB CEPOTOHIHOBOTO CUHAPOMY (CILIYTaHICTh CBiAOMOCTI, MapeHHS,
3aHENOKOEHHS, TPEMOD, MaTOJIOTiYHUY PyM'ssHEllb, IOCUJIeHEe IOTOBUOIIEHHS,
rinepmipekcis).

IlocBig mOCTMapKEeTUHTOBOTO BUKOPUCTAHHS: OyJI0 OTPUMaHO OOHE MOBiIOMIIEHH
IIIOJI0 BUHUKHEHHS IIPOSBiB, MOMIOHNUX A0 MPOSBIB CEPOTOHIHOBOTO CUHAPOMY, V
nalieHTa, IKUU IIpUKMaB JIiHe30JIi[ Ta JeKcTpoMeTopdaH; Iii IPOSIBU 3HUKIIU ITiCIIs
BimMiHM 000X ITperaparis.

[IpoTsAroM KITiHIYHOT'0 3aCTOCYBAHHA JIIHE30JIiY Ta CEPOTOHIHEPTIYHUX IIpelaparis,
BKJIIOYAlOUY aHTUIOENPEeCcaHTH (Taki K CeJIEKTUBHI iHTi6iTOpM 3BOPOTHOTO 3aXOMJIEHHS
cepoTtoHiny (SSRI)), 6ynu omucaHi BUITaK¥ PO3BUTKY CEPOTOHIHOBOTO CUHAPOMY.
Takum yuHOM, X04a KOMOiHOBaHe 3aCTOCYBaHHS LIUX IIpelapaTiB IPOTUIIOKa3aHe
(nuB. po3nin «IIpoTunoka3aHHa»), TiKyBaHHS IAIli€HTIB, OJII AKUX JIIKyBaHHS K
JIIHEe30JIiI0M, TaK 1 CEPOTOHIHEPTIYHMMMU IIpellapaTaMyd Ma€ BUPIilIajibHE 3HAYEHHSI,
onucaHo y po3aini «OcobiuBi 3axoqu Oe3meKn».

3aCTOCVBaHH5{ Y NOEOHAHHI 3 HACUYEHUMHU TI/IpaMiHOM IIPOOYKTaMH

Y nailieHTiB, K1 OTpUMYyBaJIU JIIHE30JIi] Ta TUpPaMiH Yy KiJIbKOCTI MeHI HixK 100 Mr, He
CIIOCTepiranu 3Ha4YHOTO Ba30IpecopHoro edekty. Ile cBimUuThL PO HEOOXimHICTh
YVHUKATU JUIe HaJJIUIIKOBOTO CIIOKHWBAHHS MPOOYKTIB Ta HAOIB 3 BEJIMKUM BMiCTOM
TUpPaMiHy (a caMe: 3piiuX CUPiB, APiKAKOBUX €KCTPAKTiB, HEOUCTUIbOBAHUX
aJIKOTOJIbHUX HAIl0IB Ta pepMeHTOBaHMX IIPOAYKTIB i3 coeBUX 000iB, TAaKUX SIK COEBUU
Ccoyc).

IIpenapaTty, saKi MeTaboJIi3yIOThCS 3a JOIIOMOT 010 IToXpoMy P450

Jline3omig He € iHgykTOopoM nmToxpomy P450 (CYP450). Kpim Toro, niHe3oiig He
iHribye akKTUBHICTD KIiHiuHO 3Hauymiux izodopm CYP (manpuknan 1A2, 2C9, 2C19,
2D6, 2E1, 3A4) y nroguau. TOMy He O4iKy€EThCS BIIJIMBY JIIHE30JIiOy Ha
(bapMakKoOKiHETUKY iHIINX JTiKapChKUX 3ac00iB, SIKi MeTabO0mIi3yIOThCSA TUMHU OCHOBHUMU
pepmeHTaMU.



OpHo4YacHe 3aCTOCYBaHHS JIIHE30IIiAy CYTTEBO HE BIIMBA€E Ha ¢papMaKOKiHETUYHI
XapaKTepucTuku (S)-BapdapuHy, IKUM aKTUBHO MeTabO0/Ii3yETHCS 3a MOIIOMOI 010
CYP2C9. Taki mikapchbKi 3acobu sik Bapdapus i peHiToiH, sKi € cydctpatamu CYP2C9,
MO2KHa 3aCTOCOBYBATU pPa30M 3 JIiHe30J1igoM 6e3 3MiHU pekKuMy OO3yBaHHS.

CunbHi iHgykTopu CYP 3A4

Pudammin. OgHodyacHe 3aCTOCyBaHHS pUGaMITiHY i TiHe30JIiay MPHU3BOOUIIO OO0

3HUXKEHHS Cmax nine3onigy Ha 21 % i 3HuxkenHsa AUC ni"e3oiingy Ha 32 %.

KrinigyHa 3HaAYyLIiCTh I1i€l B3a€EMOil He BCTaHOBIIEHA. 1(\)/[(133(8.H13M I1i€l B3aEMOil
MIOBHICTIO HEe BUBYEHUM i MOXKe OyTH OB’ I3aHUU 3 iIHAYKITI€I0 MeYiHKOBUX (DEPMEHTIB.
[HIIi cUIBHI iIHOYKTOPU NEeYiHKOBUX (pepMeHTiB (HanpukKJiag Kapbamasernid, GpeHiTolH,
(enobGapbiTam) MOXKYTh CIPUYUHUTY ITOAiIOHEe a00 MEeHIII CUIbHE 3HMKEHHS eKCIIO3HUIlil

JIiHEe30JIiay.

AHTUOIOTUKU

A3TpeonaM. PapMaKOKiHeTHKa JIiHe30J1iay abo a3TpeoHaMy He 3MiHIOETHCS IIPU
OJHOYACHOMY 3aCTOCYBaHHI ITUX IIperapariB.

lenTamiuya. PapMaKOKiHEeTHKa IiHEe305iay abo reHTaMilluHy He 3MiHIOEThCS IPU
OOHOYACHOMY 3aCTOCYBaHHI ITUX IIpenapariB.

AHTHUOKCHOAHTH

[Tpu omgHOYAaCHOMY 3aCTOCYBaHHIi npenaparty 3 BitaminoM C abo BitTaminoMm E
IIPOBOOUTHU KOPEKIIIIO NO3U JIIHE30JIiy HE PEKOMEHOYEThCH.

TepMiH NpHIATHOCTI
2 POKH.
Oco006/1MBOCTi 11100 3aCTOCYBaHHSI

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

3aCTOCVBaHH${ Y Hepior_[ BariTHocTi. HeMa€e agekBaTHUX JaHUX IOOO0 3aCTOCYBaAHHHA

npemnaparty JIiHemig BariTHUM XKiHKaM. Pe3ynbTaTy OOCHiAXKEeHb Ha TBapHUHaxX
IPOAEMOHCTPYBA/JIU HasIBHICTh PENIPOAYKTUBHOI TOKCUYHOCTI. ICHy€ NOTEeHIIUHNUHI
PU3UK O JIIOOWHU. JIiHesi He cIIif 3aCTOCOBYBaTH Y Ilepion BariTHOCTL, OKpIM
BUIIA[KiB, KOJIX OYiKyBaHa KOPUCThH IEPEBUIIYE MOTEHILINHUN PU3HUK.

3acTocyBaHHS y IePion rogyBaHHA rpyanio. Pe3ynbTaTé OOCITioXKeHb Ha TBapuHax

IoKa3aJiy, 1110 JIiHe30JIif] Ta #oro MeTaboJIiTi MOXKYTh IPOHUKATH B IPyOHE MOJIOKO.



OTKe, CJIig TPUOUHUTU TOAyBaHHS IPYAOI0 IPOTATOM JIIKyBaHHS IIpeIrrapaToM.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMU MexaHi3amamu.

HeoOxigHO momepeakXaTy NalliEHTIB PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo
CUMIITOMIB IOPYIIIEeHHS 30py (OuB. po3ain «OcobmuBi 3axonu O0e3neku» Ta «I1o6igHi
peakiiii») mig 4yac npuioMy JIIHE30JIiAy Ta PeKOMEeHOyBaTH IM He KepyBaTHu
aBTOMOOiZIEM Ta He IpallloBaTH 3 IHIIMMM MeXaHi3MaMU Y pa3i BUHUKHEHHS Ha3BaHUX
CHMIITOMIB.

VYMmoBHu 30epiranHs

36epiratu nmpu Temnepatypi He Buiie 30 °C. He 3aMoOpoXXyBaTH.

36epiratu y HeOCTYIIHOMY [JIs AiTel Miclli. BigkpuBaTu BTOPUHHY BaKyyMHY
yIIaKOBKY 0e3mocepegHbo IIepen BUKOPHUCTaHHSIM.

HecymMmicTHicTBh
Ius. po3ain «Cmocib 3acToCyBaHHS Ta [O3U».
YnakoBka

ITo 300 M1 y KOHTEeMWHEPIi IIOJIiMepPHOMY Y BaKyyMHIiH ITOJIiMepPHiN yIIakKoBIli; 1o 1
MOJIiIMEPHOMY KOHTEMHEPY YV BaKyyMHIiH ITOJIIMEPHIN YyIIaKOBIli y ITavlll 3 KapTOHY.

KaTeropis Bignycky
3a peLienTom.
BupoOHUK

TOB «HOpisa-®apm».

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBaaXeHHsI HOTr o
IisIIBLHOCTI.

Vkpaina, 18030, Yepkacbka o61., M. Yepkacu, Byn. Ko63apceka, 108. Ten. (044) 281-
01-01.

IToGiuni epexTn



3a3HaueHa iH(popMallid I'PYHTYETHCS Ha JaHUX, OTPUMaHUX y XOIi KIiHIYHUX
OOCIimXeHb, mif yac sskux Oinbi Hixk 2000 gopociux mallieHTiB OTpUMYyBaJu
PEKOMeHI0BaHi fo3u npemnapaty JIiHeig npoTArom nepiony oo 28 OHIB.

[MTpubnusHo y 22 % mnallieHTiB po3BUBaJIMCh MOOIUHI peakilil; HalyacTile
MMOBiIOMJISIJIOCS TIPO TOJIOBHUM 0inb (2,1 %), miapeto (4,2 %), mHymoty (3,3 %) Ta
KaHauno3s (3okpeMa opanbHuM 0,8 % Ta BariHanbauu 1,1 % KaHOUOO03, OUB. IIEPEIIiK
Huxk4e). HavacTtimumuy mobivHUMY peakIlisaMu, SIKi TPU3BOOUIN 0 BimMiHU
nmpemnapary, Oynu romoBHUM 6inb, miapes, HymoTa Ta OmtoBaHHS. [Ipubnuszo 3 %
Malli€eHTiB IPUNUHUIIY JTiKyBaHHS Yepe3 PO3BUTOK 3yMOBJIEHUX IIpenapaToM NoOiuHUX
peaxiriu.

YactoTa noOiYHUX peakllii BU3HaYeHa TaKUM YMHOM: OyKe 4yacTo (> 1/10), gacto (>
1/100, < 1/10), mreuacTo (> 1/1000, < 1/100), mooguHOKi (> 1/10000, < 1/1000),
piokicHi (< 1/10000) i wacToTa HeBigoMa (He MOKHa BCTAHOBUTHU Ha ITifCTaBi HasABHUX

OaHUX).
Tabnuisa 2
Posnanu 3 60Ky YacTo HeuacTto I[ToomuHOKI Pigki-
CHUCTEM OpraHiB CHi
Indexkmii Ta KaHOUOo3 (30KpeMa BaAriHIT aH"
inBa3ii OpaJbHUU Ta acc
BariHaJIbHUU BKJ
KaHaunoo3) abo rpubKoBi TICE
iH(peKIril KOJ
3 0OKYy cuCTEMH eo3uHOoQiTis, Mie€
KpPOBOOOiry ra TIeNKOIIeHis, Tal
niMmdparuaHOol HEUTPOIIEHis, CU]
CHUCTEeMH TPOMOOIIUTO-TIeHisT
3 00Ky imyHHO1 aH:
CHUCTEMH
3 00Ky nar
MeTado/Ii3mMy Ta rim
Xap4YyBaHHSA
IIcuxiuni 0e3CoHHS
po3j1agu
HeBponoriuni TOJIOBHUM Oinlb, IepBepCii [3amaMoOpoYeHHs, cej
po3j1agu CcMaKky (MeTamidHUN rirmocresis, CyI
MMpHrCMaK) rnapecresis Hel




3 00Ky oprasis TIOTipIIIEHHS 30PYy 30]
30py Hel
BT]
30]
3Mi
KOJ
30]
3 00Ky oprasis O3BiH y ByXax
CJIyXy Ta
1a0ipuHTY
3 00Ky cepus QpUTMis
(Taxikapmis)
3 00Ky CyauH apTepiajabHa TPaH3U-TOPHA
rirnnepTeH3sis, inmeMidyHa
dbneobir, aTaka
TpoMOo(dIediT
I 1yHKOBO- Oiapesi, HyooOTa, JIoOKaJIbHUM abo 3HE
KHUINKOBIi Of0OBaHHS 3arajbHu# Oib 3y
po31agu y XKUBOTI, 3a110p,
CYXiCTb y POTI,
IUCIIEeIICis,
raCTPUT, TJIOCUT,
rocnabieHHs
BUIIOPOXKHEHD,
IMaHKpeaTur,
CTOMATUT, PO3JIaau
ab0 3MiHa KOIbOPY
SI3UKa
3 00Ky aHOMaJIbHi MiIBUIIIEHHS
remaroOiyriap-Hoi|pyHKIiOHa/IbHI IE4YiHKOBI [3araJIbHOTI0
CHUCTEMH npoOu, 30iIbIIIeHHS Oinipy0iny
piBHiB AJIT, ACT a6o
nyxkHol pochaTasu
3 00Ky mIKipu Ta oepMaTHurT, Oy
nmigmKipHoi HagMipHe IIIK
KJIITKOBUHH TIOTOBULIJIEHHS], CrTi
cBepOixK, BUCHII, TOF
KPOIIUB SHKa eIl
Hel

aJl(




3 OOKy HHPOK i [IimBUILIEHHS a30Ty TTOJIiypis, HUPKOBa
CEeYOBHIi-TbHOI [CEYOBUHU KPOBI [TiIBUIEHHS HeOoCTaT-HiCTb
CHUCTEeMH KpeaTuHIHY

3 00Ky BYyJIbBOBAari-HaJIbHI
PENnpPoOayKTHBHOIL MMOPYLIIEHHSA

CHCTEMH Ta

MOJIOYHHX 3aJ103

3aranbHi [IPONaCHUI,

po3JIaJgu Ta
IIOPYIIEHHS Y
MicIli BBegeHHsI

BTOMa, 0iftb y MicIi
iH’eK11ii, cpara,
TTOKaJIi30BaHUU OiJib

HociaigxeHHsn

bioximis

[TigBumenns JIOT,
KpeaTUHIHKIHaA3WY, JIinna3sy,
amina3u abo riIoKo3u 6e3
rOJI0AyBaHHS. 3HUXKEHHS
3arajbHOro 0inKa,
anpOyMiHy, HATpifo Ta
KaJbIliio. [TigBUIITeHHS
a00 3HMKEHHSs KaJliio abo
bikapOoHaTYy.
I'emamoaozis.

[ligBUIIEHHS BMICTY
HelTpodisniB abo
€03nHOMIITiB. 3HUKEHHS
reMorJio0iny,
reMaTOKpPHUTY abo
KI1JIbKOCT1 epUTPOLIUTIB.
[TigBumieHHsa abo
3HUXKEHHS KiJIbKOCTI
TPOMOOIIUTIB ab0
JIEMKOIIUTIB.

bioximis
[TimBuIIeHHSA
HaTpito abo
KaJIbITilO.
3HUXKEHHS TJII0OKO3U
0e3 rojogyBaHHS.
[TigBumieHHst abo
SHUXKEHHS
XJIOPULiB.

I'emamosoZzis.

[TimBUIlIeHHSA
KiJIBKOCTI
PETUKYJIOLIUTIB.
SHUKEHHSA
KIJIbKOCTI
HeUTpPodimis.




