TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y
AJIb®A HOPMIKC

(ALFA NORMIX?)

Cknadg:
Oitoua pevosuHa: puhakCUMiH;
1 TabneTKa, BKpUTa IIiBKOBOIO 000710HKO0, MicTUTh 200 MTI pudarkcuMiny;

0onoMIidCHI pe4oBUHU: HaTPil0 KPOXMANbIIKONAT (TUI A), TJIillepolIy AUCTeapaT, KPEMHII0 OiOKCUL
KOJIOITHUY 0€3BOMHUI, TAJIbK, IIeJII0/I03a MiKPOKPHUCTAIiyHa, rimpoMenosa, TuTany miokcup (E 171),
OVHATPil0 efleTaT, MPOIiIEHTIiKOb, 3ajli3a oKcup yepBoHuii (E 172).

Jlikapceka ¢opma. TabneTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHO8HI (i3uKo-XiMiyHI 81acmuBocmi: poXKeBi KPyTJIi ABOONYKII TabIeTKy, BKPUTI IJTiBKOBOIO
000JI0HKOIO.

dapMakoTepaneBTHYHA rpyna. 3acobu, 110 3aCTOCOBYIOThCS IIPU KUIITKOBUX 1HPEKITISX.
Antubiotuku. Pudakcumin. Kom ATX A0O7A All.

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

[Tpenapat Anbdpa HopMikC MiCTUTE Hitouy pedoBHHY pu(aKCHUMIiH y HOIiMOPGHiA hopMi a.
PudakcuMmin — 11e aHTUOIOTUK MIMPOKOTO CIIEKTPa Mil, AKUM € HAliBCUHTETUYHUM MOXiTHUM
pudaminuny SV. [TomibHO fo iHIIKMX pudamiluHiB, BiH He000POTHO 3B’43y€ B-cyOoauHULI

I HK-3anexuoi PHK-mmonimepa3u 6akTepili i TakuM YMHOM iHTiOye cuHTe3 OaKTepiamTbHUX
PHK i 6inkiB. Lle Heo60poTHE 3B’s13yBaHHSA 3 (epPMEHTOM 3YMOBIIIOE OAKTEPUIIUOHY [Iit0
pudakCcHMiHy BiTHOCHO YyTIUBUX OaKTEPIiH.

Pudakcumin Ma€e MIXPOKUMA CIIEKTP aHTUMIKPOOGHOI [ii IIT0H0 rPaMIIO3UTUBHUX Ta FPAMHETaTUBHUX
aepoOHUX Ta aHaepoOHUX OaKTepil, 0 CIPUYUHSIOTh KUIITKOBI iHpeKIIii.

[[Iupokuit criekTp aHTHOAKTepianbHOI Ail prudaKCUMiHy 3YMOBIIIOE€ 3MEHIIIEHHS Y KUITeUHUKY
KilTbKOCTi MaTOreHHUX 0aKTepill, 10 CIPUYNHSIOTH JesKi 3aXBOPIOBaHHS ab0 3aydeHi o ixX



nlaToreHesy.
Pudakcumin Moxke 3MEHIITyBaTH:

- BUpoOJIeHHS OaKTepisIMHU aMiaKy Ta iHIIMX TOKCUYHUX CIIOJYK, 110 BinOyBa€ThCS IIPHU MaToreHe3i Ta
PO3BUTKY KJIiHIYHUX CUMIITOMIB IT€4iHKOBOI eHIledanonaTil Ipu TAXKKUX 3aXBOPIOBAHHSIX TTEYiHKY 3
po3nagamMu OeTOKCHUKAINHOI QYHKIII;

- rinepmpornidepatito 6akTepii TPy CHHAPOMI HaAMIPHOT'O POCTY KUIITKOBUX OaKTepii;

- KibKicTh OaKTepill y KAIIKOBUX JUBEPTHUKYIaX, SKi MOXKYTb CIPHYMHATH iHTPa- Ta
IepPUANBEPTUKYJIIPHE 3anajieHHs Ta, iMOBIPHO, CYTTEBO BIIJIUBATHA Ha PO3BUTOK CUMIITOMIB Ta
yCKIafHEeHb OUBEPTUKYIIHO3Y;

- QHTUTEHHi CTUMYJH, SIKi IPU HAsIBHOCTi TeHEeTUYHO 3yMOB/IEHUX Je(eKTiB iMyHOperymnsiil Ta/abo
Oap’epHOl HyHKIIL CTM30B01 000I0HKY KUIIEYHUKY MOXKYTh IIPOBOKYBaTH ab0 MifTpUMyBaTH
XPOHIYHE 3anajieHHs KULIeYHUKY;

- pu3uK iHQEKIIMHUX YCKIIagHEeHb ITPU KOIOPEKTAIbHUX XipyPriuHuX BTPy4YaHHSIX.
MexaHism pe3ucmeHmHocmi

P03BUTOK PE3UCTEHTHOCTI N0 pupaKCUMiIHY 3yMOBJIEHHH, B IIEPIIY 4epry, 000POTHOI XPOMOCOMHO0
OJHOCTYIIeHEeBOIO IIepebymoBoi0 reHa rpoB, skuit konye 6aktepiansay PHK-monimepasy.
[TourmpeHiCTh Pe3UCTEHTHOCTI cepen 6aKTepili, BUAiNIeHUX Y MAIliEHTIB 3 Aiape€io MaHOPiBHUKIB,
OyXKe HU3bKa.

Kniniuyni mocmigkeHHs, SKi BUBYAIXM 3MiHU YyTJIMBOCTI KMIIKOBOI (JIOPHU y MAIliEHTIB 3 giape€ero
MaH[PIBHUKIB Iif 4ac 3-HeHHOT0 KypCy JIiKyBaHHS PU(GaKCUMIHOM, HE 3MOTJIU BUSIBUTHU
PE3UCTEHTHUX M0 JTiIKapChKOT0 3aco0y rpaMITO3UTUBHUX (HAIIPUKIIaM, EHTEPOKOKHU) abo
rpaMHeraTuBHUX (E.coli) MiKkpoopraHi3MiB.

P03BUTOK PE3UCTEHTHOCTI Yy HOPMaJbHil KUIIKOBiM 6aKTepianbHiX (iopi JOCHigXKyBaBCs Ipu
IPUIOMi TOBTOPHUX BUCOKUX [103 pUbaKCUMIHYy 3M0POBUMYU NOOPOBOJIBISIMYU Ta MalliEeHTaMH i3
3arnajbHUM 3aXBOPIOBaHHAM KUIIeYHUKY. [1il 4ac gociifgkeHHs PO3BUHYIIUCS IITaMH, PE3UCTEHTHI
no pudakcuminy, ane BoHU Oy HecTaOiMbHUMU Ta He KOJIOHI3yBalK IIIYHKOBO-KUIIIKOBUYM TPAKT i
He BUTICHSIM LITaMU, YyTIUBi 10 Oil pudakcuMiny. ITicis npunrHeHHS TiKyBaHHS Pe3UCTEHTHI
IITaM¥ IIBUAKO 3HUKIIU.

[okmiHiYHI Ta KIiHIYHI faHi a0Th 3MOTY IPUNYCTUTH, IO JIiKyBaHHSA PU(PaKCUMIHOM IMallieHTiB-
HOCiiB Mycobacterium tuberculosis Ta Neisseria meningitides He IpU3BOAUTHME OO PO3BUTKY
PE3UCTEHTHOCTI 10 pudaMIiluHy.

Yymausicmb

Pucdakcumin € anTubaKTEpiaIbHUM areHTOM, 110 He Ma€ 3[aTHOCTI abcopOyBaTucs. Pe3ynbraTu
TEeCTYBaHHSI YYTJIMBOCTI in vitro He MOXXHa BUKOPHUCTOBYBATH [J11 HAIMHOTO BCTAHOBJIEHHS
YYyTNIUBOCTI ab0 pe3uCcTeHTHOCTi OakTepiii fo mii pudarcuminy. Ha 1e#t 4ac gaHuX [Jig BCTAaHOBJIEHHS
KJTiHiYHOI MeXi 4yTIUBOCTI 10 prudakKCUMiHY HEIOCTaTHEO.

B ymoBax in vitro o1iHoBanacs fis pu@akCUMiHy Ha pi3Hi MaTOreHy, 10 CIPUYUHSAIOTE fiapero
MaH[IpiBHUKIB y 4 pi3HUX perioHax cBiTy, a came Ha ETEC (eHTepoTokcurenta E.coli), EAEC
(euTepoarperatusHa E.coli), Salmonella spp., Shigella spp., Non-V. cholerae vibrios,



Plesiomonas spp., Aeromonas spp., Campylobacter spp. 3aadennss MIC90 (MmiHimanbHa
inribyroya KOHIIEHTpAallisl) Ojs BUuAineHux 6akTepianbHUX 3pa3KiB, SKe CTaHOBUIIO 32 MKT/MII,
JIETKO [OCSTA€ETHC y IPOCBITI KUIIEYHUKY Yepe3 BUCOKI KOHIIEHTpallil pupakCUMiHY ¥
dhekanmisax.

3aBOsKM OyxKe HU3bKiN aOcopOiil 3i IUTyHKOBO-KUIIKOBOTO TPAKTy pudakcuMin y noniMopdHiit popmi
O i€ MiCIIeBO y MPOCBITI KUIIEYHUKY i KIiHIYHO He e(peKTUBHUY NIPOTH iHBA3UBHUX I1aTOTEHIB, HaBiTh
y pasi uyTiauBoCTi 1ux 6aKTepill o HBOTO B YMOBAX in Vitro.

KnaiHiuHa epekmusHicmb

KriHiuHi goCmigKeHHS JTiKyBaHHS IAli€HTIB 3 giapeeio MaHIPIBHUKIB [TI0Ka3alu KIiHIYHY
edekTrBHICTL pudakcuminy momo ETEC (entepoTtokcurensa E.coli) Ta EAEC (eHTepoarperaTuBHa
E.coli). 11i 6akTepil mepeBakHO € IPUYMHOIO [iapei MaHAPIBHUKIB y 0Ci0, 110 MOMOPOXKYIOTh OO
cepen3eMHOMOPCHKUX KpaiH abo TPOmiYHUX YK CyOTPOIiYHUX PeTioHiB.

[TediampuyHa 2pyna nayieHmis

Byno npoBeneHo 9 mocnimxeHb e(peKTUBHOCTI 3aCTOCyBaHHS pudaKCUMIHY IIpH JIiKyBaHHI Aiapel
OakTepiaTbHOTO MOXOMXKeHH (110 0yJ10 MATBePAXKEeHO [0, Hifx yac abo micis JiKyBaHHS), B SKUX
cepen 371 ydyacHUKa IlepeBazkHO BiKOM Bifl 2 pOKiB 233 IUTUHU NPUKUMaIU pAPaKCUMIH.

fK OKpeMi JOCTiXKeHH, TaK i MeTaaHai3 IXHIX pe3y/lbTaTiB BKa3yl0Th HAa HasSBHICTh IO3UTUBHOL
BifToOBimi Ha 3acTOCyBaHHS pudaKCUMIiHY [AJIg TiKyBaHHS rOCTPOI Aiapei mpu migTBepaKeHHi abo mpu
mifo3pi, 110 BOHa CIpUYKMHEeHAa HeiHBa3uBHUMU 0aKTepiIMU, YYTIIUBUMU [0 PUGAKCUMIHY, TAKUMHU SIK
E.coli.

YV mux oOMexKeHUX KITiHIYHUX JOCITiIXKEeHHIX JIs JIiIKyBaHHS OiTed BikoM Bif 6 mo 12 pokiB
HaWyacTiule 3actocoByBanu 703y 20 — 30 Mr pudaxkcuMiny/kr/nody, sKy po3minsanu Ha 2 — 4
[IPUMOMHU.

dapmakokiHemuka.
Abcopbuis

Pe3ynbTaTtu papMakoKiHETUYHUX JOCTIXKEeHb IT0Ka3asy MPaKTUYHY BiACyTHICTH abcopoOiii
pudakcuminy y monimopdHin popmi o (Menue 1 %) micns mepopanbHOTO MPUHOMY. Y MOPIBHSIIBHUX
bapMakoKiHETUYHUX OOCTIIXKEHHAX 0YJI0 T0Ka3aHo, 10 abcopObirist iHImMX noxiMopdHIX GopM
pudakcuminy Oinbia, HixK aOcopOiris momxiMopdHOI hopmu a.

[Ticnst 3acTOCYBaHHS TepaleBTUYHUX M03 IperapaTy SK Y 3M0POBUX NOOPOBOJIBIIIB, TaK i ¥
TaIli€HTIB 3 ypaXkeHOI0 CIIM30B0OI0 000IOHKOI0 KAIIEUHUKY (MAIliEHTHA 3 BUPA3KOBHAM KOJIiTOM
abo xBopo0Ooi KpoHa) piBHi pudakcuMiny y nmna3mi KpoBi Oynu nyxe Hu3bKuMu (MeHiie 10
HT/MII).

[Tpu 3acTocyBaHHi pudakcuMiny BIpogoBK 30 XBUIMH IiC/Is BXKUBAHHS 1Ki 3 BUCOKUM BMiCTOM KUPY
CIIoCTepiranaoch KJiHiYHO He3Hauyle 30iblIeHHST CUCTEMHOI a0copOilii pudakcuMiny.

Po3nodin



PudakcuMin moMipHO 3B’sI3y€ThCs 3 OiTKaMu IIJ1a3MH KPOBi MIOAWHU. B yMoBax in vivo
CepepiHiil cTymiHb 3B’93yBaHHS pudaKkCcuMiHy 3 6iTkaMu CTaHOBUB 67,5 % y 300poBUX DOOPOBOJIBIIIB
Ta 62 % y Nali€HTiB 3 ypaxKeHHIM MIeYiHKU.

Memab6oaizm

Y mocmigxeHHsX 0yJI0 ITOKa3aHo, 110 pudaKCUMiH He MeTab0Mmi3y€eThCs il Yac
IIPOXOOKEHHS Yepe3 MITyHKOBO-KUIITIKOBUY TPAKT.

Byrno BcTaHOBIEHO, 110 i3 ceyero BuBOAuTHCA 0,025 % BBemgeHO1 103U pudaKCUMIHY i MeHIIIe
0,01 % mo3u MeTabomi3yeThCs o 25-me3aneTunprudakcuMiny - EAUHOTO iMeHTU(IKOBAHOTO
MeTaboIiTy pudaKkCUMiHY y TIOOUHM.

BusedenHs

Pe3ynbTaTé HOCHigXKEHHS 3 pafi0aKTUBHO MideHUM pU(paKkCUMIHOM Aal0Th 3MOTY
IPUIIYCTUTH, 110 BiH MalKe BUKJIIOYHO Ta [TOBHICTIO BUBOOUTLHCA 3 (pekanisamu (96,9 %
BBefleHOl 103u). CedyoBe BUBEeHHS MideHOT0 pudakcuMiny He nepesuinye 0,4 % BBemeHOl
IO3U.

JIinitiHicmy/HeAiHiTHICMb

BBaXka€ThC, IO MBUIKICT Ta CTYIiHb CUCTEMHOIL Ail pudaKCuMiHy y TIOOUHA
XapaKTePU3y€ETHCS HEMHINHO [0303a/1€XKHO0I0 KIHETUKOIO, 1110 Y3TOAXKYETHCS 3 MOKIIUBICTIO
oOMexkeHHS abcopOIlil MBUAKICTIO PO3UYNHEHHS PUGhaKCUMIiHY.

ITediampuyHa epyna nauieHmis

dapMakOKiHeTUYHI MapamMeTpu pupakCUMIHY Y MalliEHTIiB NegiaTPpUYHOl IPynu Oyab-IKOT0
BIiKy He BUBYaJIUCh.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

- IInyHKOBO-KUIIKOBI iH(DEKIIi], cnpuYnHeHi 0aKTepiaMu, YyTIUBUMU [0 pudaKCUMiHY, TaKi
K TOCTPI IIIYHKOBO-KUIIIKOBI iH(EKIIil Ta Aiapes MaHAPIBHUKIB;

- CHHIpOM HaIMipHOTO POCTYy OaKTepill y TOHKiW KHIIII;
- IeYiHKOBa eHIledanonaris;

- IUBEPTHUKYJIIPHA XBOopoOa KUIIEeYHUKY (IUBEPTUKYJIT) V CTafil 3arOCTPEHHS Ta XpPOHiYHe
3anajieHHs KUIIeYHUKY;

- mpodinakTuka iHQeKIINHUX YCKIagHeHb [IPU KOJIOPEKTaJIbHUX XipypPriuHuX BTPyYaHHAIX.



IIpomunoka3aHHs.

- linepuyTnueicTh Ko pubakCUMiHy, iHIIUX MOXiTHUX pudaMinuHy abo g0 Oyob-IKUX
IOTIOMIXKHUX PEYOBUH IIpernapary; peakilil rinepyyTIuBOCTI BKIII0OUYAIOTh eKChOomiaTUBHUN
IepMaTHUT, aHTiOHEBPOTUYHUY HAOPSK Ta aHadimakciio;

- HETIPOXIOHICTh KUIIEYHUKY;

- TSI2KKi BUPA3KOBi ypaKeHHS KUIIEUHUKY .

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

IToCBim OMHOYACHOT'0 3aCTOCYBaHHS PUGAKCUMIHY 3 iHIMUMU aHTHOAKTEpiaIbHUMU 3acobaMu
rpynu pudaMiluHy As JTiKyBaHHS CUCTEMHUX OaKTepianbHUX iHPEKIIiN BilCyTHIM.

Hani mocmimkeHb in vitro cBig4aTh, 1110 pudakCcuMiH He iHTiOye OCHOBHI (hepMEHTH CUCTEMU
nutoxpomy P450 (1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ta 3A4), sKi BigmoBigaoTh 3a
MeTabo0s1i3M JTiKapchbKUX 3ac00iB. Y mocmimkeHHsxX iHAyKIi in Vitro pudakCUMiH He CIPUYUHSB
ingyknito CYP1A2 ta CYP2B6, ane Buctymas cnabkum ingykTopoM izodepmenty CYP3A4
utoxpomy P450.

YV kniHiYHEX JOCTimXKeHHIX JTiIKapChKUX B3aEMOIiM 3a y4acTIO 30OPOBUX T0OPOBOJILIIB OYI10
II0Ka3aHo, 110 prdaKCUMIH CYTTEBO He BIIJIMBAE Ha (papMaKOKiHeTUKY cyOCTpaTiB hepMeHTY
CYP3A4. OpHaxK y nauieHTiB 3 ypaXXeHHIM [Ie4iHKY He MOXKHa BUKJII0YaTH UMOBIPHICTE TOTO, 110
pudakCcuMiH MoXKe 3MeHIIyBaTh e(eKTUBHICTh OQHOYACHO 3aCTOCOBYBaHUX CyOCTpaTiB (pepMEHTY
CYP3A4 (manpuknan BapapuHy, IPOTUEMINENTUYHUX i TPOTUAPUTMIYHUX 3aC00iB Ta IepOpabHUX
KOHTPAIIENTHBIB), III0 3yMOBJIEHO 30ibIIIEHHSIM CHCTEMHOI [Iii pudakKCUMIHY y TaKUX Ialli€HTiB
MTOPIBHSHO 3i 3OPOBUMH HOOPOBOJIBIISIMH.

[Tpu npu3HadeHH] pudakKCUMiHy MallieHTaM, [0 MPUKUMaIOTh BapdapuH, MOBIHOMIIANIOCH K IIPO
3MEHINEeHHS, TaK i mpo 30i/IbIIeHHS TOKAa3HUKA MiXKHAapPOIHOT0 HOPMaJli30BaHOTO CITiBBiTHOIIEHHS.
fAKII0 Take CyMicHe IIpu3HauYeHHs HeoOxifHe, CIiJ IPOBOOUTY PETENbHUN MOHITOPHUHT
MiKHapOOHOT0 HOPMaJli30BaHOT'O CIIiBBiIHOIIIEHHS IPY HofdaBaHHi abo BigMiHi pudakcuminy. Moxe
OyTu HeOOXiTHUM KOPHUTYBAHHS J03U IEePOPATbHUX aHTUKOATYISHTIB.

Pe3ynbTaTé OOCHiAXKEHHS in Vitro Hal0Th 3MOTY MIPUIIYCTUTH, 1[0 pudaKkCuMiH € cyocTpaToM 3
TIOMipPHOIO CIIOPiMHEHICTIO 3 THiKOompoTeiHOM-P (P-gp) Ta 110 Bid MeTaGomi3yEThCS 3a YYACTIO
depmenty CYP3A4. Hesigomo, 4 Moxke 30iNbIyBaTH CUCTEMHY Ail0 pudakCUMiHy OIHOYACHE
3aCTOCYBaHHS 3 ImpemapaTtamu, 1o iurioyiots CYP3A4.

Y 3mopoBux m0OPOBOJIBIIB OHOYACHE 3aCTOCYBAHHS Pa30Boi mo3u 600 MT IIUKIIOCIIOPHUHY,
SKWM € CUJIBHUM iHTi0iTOpOM TiIiKomnpoTeiny-P, Ta pa3oBoi fo3u 550 Mr pudakcuMiny
Ipu3BOOuUIIO0 10 83-pa3oBoro Ta 124-pa3oBoro 30inmbIeHHS cepenHix 3HaueHb C,,, Ta AUC,
st pudakcuMiny. KiniHiuHe 3HaYeHHS TaKOro 3pOCTaHHS CUCTEMHOI fil HeBimoMe.

Y mocmifKeHHSX in Vitro BUBYaBCS MOTEHIiaN JTiIKapChKUX B3aEMOIiH, 1110 BinOyBalOThCS Ha
PiBHI TPAQHCIIOPTHUX CACTEM; PE3YIbTATU LIUX AOCIIIXKEHb Jal0Th 3MOI'y IIPUILYCTUTH, 110
KJIiHIYHI B3a€EMOil MixK pr¢paKCHMIHOM Ta iHIIMMU CIOJIyKaMH, sIKi BUBOASATHCS 3a y4acTio P-



gp Ta iHmuX TpaHcmopTHUX 6inkie (MRP2, MRP4, BCRP i BSEP), ManoiMOBipHi.

Y pasi omHOYaCHOTO 3aCTOCYBaHHSA pU(PaKCUMIH CIIif IpUMaTH IIOHalMeHIIe Yepes 2
TOUHMY IIiCIII MPUMOMY aKTUBOBAHOT'O BYTiJIIA.

Oco06.1ueocmi 3acmocyeaHHsi.

Kniniyni mani BKa3yoTh Ha Te, 110 pudakcuMiH HeeheKTUBHUM IIPH MTiKyBaHHI KUIITKOBUX iH(EKIIii,
CTIPUYMHEHHUX iHBAa3UBHUMHU KHUIIIKOBUMHU ITaTOTeHaMu, TakKuMu ik Campylobacter jejuni, Salmonella
spp. Ta Shigella spp., siki 3a3Buyail CIPUIMHSIOTH [iapero, 0 CYIPOBOAKYEThHCS TMXOMAHKOIO,
KPOB'SHUCTUMMU Ta AyKe YaCTUMU BUIIOPOXKHEHHSIMH. FAKI0 CUMIITOMHU fiapel MOTipiiyioThcsa abo He
OKPAIIYIOThCA IPOTATOM 48 rofuH, 3aCTOCYBaHHSA IIpelapaTty CJIif BiMIHUTY 1 IPU3HAUYUTHU
ambTEPHATUBHY aHTUMIKPOOHY Tepartiio.

Maiixke o Bcix aHTUOI0TUKIB, BKIII0Ual04y prupaKCUMiH, TOBIJOMIISITIOCS NP0 BUIIAAKY Aiapel,
cnpuunneHnoi Clostridium difficile (CDAD). IToTeHIIiiHUY 3B’ 130K NTiKyBaHHSA pru(PaKCUMiHOM 3
CDAD Ta nceBmoMeMOPaHO3HUM KOJIiTOM HE MOXXHa BUKJTIOYATH.

Pudakcumin ciip npusHayaTt 3 00epeKHICTIO OqHOYACHO 3 iHTibiTOpaMu I'TiKONIPOoTeiny-P, Takumu
SIK IIUKJIOCTIOPHH.

HesBaxkalouu Ha He3HauHY abcopOIrito, pudakCHMiH MOAIOHO [0 iHMIKX MOXigHUX pudaMIIIMHy MOXKe
3a0apBriOBaTH Cevy Y YepBOHYBaTHU KOJIip, IIPO 10 CIIiJ IOTIePeguTH Malli€HTiB.

[Tpu npu3HadeHH] pupakKCUMiHy IallieHTaM, 110 IPUKUMAaIOTh BapdapuH, MOBIHOMIIANIOCE K IIPO
3MEHILEeHHS, TaK i Mpo 36ibIIeHHS T0Ka3HNKa MiXKHaPOJHOTO HOPMaJli30BaHOTO CIIiBBiAHOLIEHHS
(110 CYynIpOBOAKYBAIOCH ABUIIAMU KPOBOTEUl Y AesKUX BUIlafKax). AKII0 TakKe CyMiCHe IpU3HaYeHHS
HeoOXifiHe, CITif TPOBOOUTY PeTeIbHUM MOHITOPUHT MiXKHAaPOOHOT'0 HOPMasli30BaHOTO
CIIiBBigHOIIEHHS IIPU JofaBaHHi abo BinMiHi pudakcuminy. [ migTpuMaHHsg 6axKaHOTO PiBHS
AQHTUKOATyNAIil Moxe OyTH HeoOXiTHUM KOPUTYBaHHS NO3U IepOpasibHUX aHTUKOATyISHTIB.

Tabnetku Anbda HopMmikc, BKpUTI IIiBKOBOIO 000JI0HKOIO, MiCTSTh MeHIme 1 MMoJsis HaTpio (23 Mr) B
O[IHi¥ m03i, TOOTO BOHM MPAKTUYHO HE MiCTSAThH HATPIIO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

ani mopo 3acTocyBaHHS prudaKCUMIHY BariTHUMU XiHKaMU BiICyTHi. Y JOCTiIXXeHHIX He 0yJI0
BUSIBJIEHO Oe3mnocepeHbOro abo onocepeKoBaHOTO MIKiAIMBOTO BIUIMBY PU(PaKCUMIHY Ha
(GbepTUIbHICTL TBApPHH.

Ak 3ano0ikHUY 3axif 3acToCyBaHHS pudaKCUMIHY y Iepiof BariTHOCTI He PeKOMEHAYETHCS.

HeBimomo, 41 MPOHUKAIOTh PUGAKCUMIH Ta HOT0 MeTaboJIiTH y TPygHEe MOJIOKO JIIOOUHU, TOMY He
MOXKHa BUKJIIOYATH PUIUKY A/ HEMOBJIIAT, 110 3HAXOAATHCS Ha TPYAHOMY BUTOOOBYBaHHI. OTXe, y
1epiofl TOfyBaHHS IPYOOI0 CIIif IPUNHSATHU PillleHHS PO MPUIIMHEHHS a00 rPygHOro ToayBaHHS a0o
3aCTOCYBaHHS IIpellapaTy, BpaX0BYIO4M IIPX LIbOMY KOPUCTh I'PYAHOTI0 BUTOJOBYBAHHS [AJIs OUTUHY Ta
HeoOXiIHICTh JIiKyBaHHS [AJIS MaTepi.



30amnicms eniueamu Ha weudkicmo peakuii npu KepyeaHHi agmompancnopmom a6o iHwumMu mexaHizmamu.

fAkmio mig yac mikyBaHHS IIpenapaToM CIIOCTEPIraeThCs 3amaMoOpoYeHHsT ab0 COHIUBICTS, CIIif
yTPUMAaTHCS Biff KepyBaHHSA TPaHCIIOPTHUMHU 3aco0aMu Ta poOOTH 3 iHIIUMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Hopoci i mitu BikoM Bim 12 pokiB: Big 1 TabneTku 3 pa3u Ha 0o0y mo 2 TabineTok 2 — 3 pa3u Ha J00y
(BigmoBimae mo6oBiit no3i 600 — 1200 Mr pudakcuminy).

TpuBanicTh NiKyBaHHS He IOBMHHA IIEPEBUIYBATH 7 OHIB i 3a/1€KUTh Bif KJIiHIYHOI BigImOBifTi
Ha JiKyBaHHA. [I0OBTOpHUY KypC JIIKyBaHHS MOXHa IIPOBOAUTHU 3 IIePEePBOI0 TpUBaJiCcTIO 20 —
40 mHiB.

3acTOCOBYBaHI 031 i 4acTOTa MPUKUOMY MOXKYTh OyTH 3MiHEHI 3a peKOMeH[alli€l0 TiKaps.

Cnocib 3acTocyBaHHS

[TpuiiMmaTu mepopasnbHO, 3aKMBal0Yy CKIITHKOIO BoOgu. [IpemnapaT MoXKHa MpUAMaTy He3alekHO Bif
IPUIOMY iXKi.

OKpeMi epynu nauieHmis

[TalieHTH TITHBOTO BIiKY

Ockinbku BinMiHHOCTEH Yy 6e3mneli Ta eheKTUBHOCTI pudakCUMiHy IPU 3aCTOCYBaHHI MOJIOOUMU
IalfieHTaMU Ta NallieHTaMy JIITHLOTO BiKy HEMae, IIpY IIpU3HaYeHHI [IpenaparTy nalieHTaM JIiTHbOT 0
BiKy KOpUTYBaTH 003y He MOTPiOHO.

[TalieHTH 3 ypaKeHHIM [IeYiHKU

HasiBHi KniHiuyHi maHi BKa3yi0Th Ha 30i/IbLUIEHHS CUCTEMHOI [ii pudaKCUMIHY Yy MaIliEHTiB 3
ypaXKeHHSM IeYiHKHU MOPiBHSHO 3i 3mopoBUMU N0OpoBObLsIMU. He3Baxkaouu Ha I1e, 30ibIIeHHS
CHUCTEeMHOI il pruhaKkCUMiHYy Yy MallieHTiB 3 ypaxKeHHSIM MeYiHKY CJIifl pO3TIsSfaTh 3 ypaXyBaHHIM
micneBol ail pudakCUMiHy y IUTyHKOBO-KUIIKOBOMY TPaKTi Ta HOr0 HU3BKOI CUCTEMHOI
6i0MOCTYIHOCTI, a TAaKOXK HAsIBHUX JaHUX 3 Oe3MeKHU IIpY 3aCTOCYBaHHI pudaKCUMiHy HallieHTaMu 3
IUpo30oM nedinky. OTXKe, 3aBASKY MiCLIeBill [il KOPUTYBaHHS 003U pU(PaKCUMiHy TaKUM NallicHTaM
He PeKOMeHayeThCs. [lalieHTaM 3 TAXKKO0 IIe4YiHKOBOK HEJOCTATHICTIO IIpenaparT CJIif Ipu3HadaTu 3
00ePexKHICTIO.

[TalieHTH 3 ypaxXeHHIM HUDPOK

Kniniyni gaHi 3acTocyBaHHS pu(aKCUMIHY NallieHTaMU 3 YpakeHHIM HUPOK BifCyTHi. Xoda Ais
TaKWX TMAI[iEHTIB 3MiHU 003U He nepen0daydaEeThCs, NallieHTaM 3 ypaXkKeHHSIM HUPOK IIpernapar CJIif
IIpHU3HAYaTH 3 00epexkHiCTIO.



Himu.

Ockinbku e(heKTUBHICTD, MO3yBaHHS Ta Oe3meKa 3aCTOCYBaHHS pudaKCUMiHY U JIiKyBaHHI OiTel
BikoM 10 12 pokiB He Oy/M BCTaHOBJIEHI, peKOMEHMALlil 100 N03yBaHHS MIpernapaTty AJIs TaKUxX
IallieHTiB BifICYTHI.

Ilepedo3yeanns.

Y KIiHIYHYX OOCTigXXEeHHSX JTiKyBaHHS IAI[i€HTIB 3 fiape€lo MaHAPIBHUKIB J03U pU(aKCUMIHY [0
1800 Mr/mo0y nmepeHocuIuCch 6€3 PO3BUTKY Oy[b-IKUX TSIKKUX KIiHIYHUX MPOosiBiB. [Ipuiiom
nalieHTaMy Ta 3L0pPoBUME H00poBosbLaMu 103 0o 2400 Mr pudakcuMiny Ha o0y IpoTsSroM 7 gHIB
He MMPU3BOAUB [0 OYOb-IKHUX 3HAUYLIUX KITIHIYHUX CUMIITOMIB, ITOB’I3aHUX i3 3aCTOCYBAHHSIM BUCOKHUX
moa3.

Y pasi nepeno3yBaHHSA PEKOMEHAYETHCS MPOBEAEHHS CUMIITOMAaTUYHOI0 Ta MiATPUMYH0Y0ro
JIIKyBaHHS.

ITobiuni peakuii.

KriHiyHi JOCTimXKEeHHS: i Yac MOABIiHHO CIIIMHX KOHTPOJILOBAHMUX MOCITiIKEHb Ta HOCTiIXKEeHb
KJTiHiYHOI (hapMakosorii, y skux pudakcUMiH IOpiBHIOBaIH 3 Mialed0 a0o iHMKUMY aHTUOIOTUKaMH,
Oynu omepKaHi pe3ynbTaTH, SIKi 1al0Th 3MOTY KiIbKiCHO OLIHUTH YaCTOTY PO3BUTKY IOOIUHUX
peaxtii.

ITpumimka. BinbiricT 3a3HaveHUX NOOIYHUX peakliil (30KpeMa po3naau 3 60Ky IITyHKOBO-
KUIITKOBOTO TPAKTy) TAKOXK MOXKYTb OyTH CUMIITOMaMU OCHOBHOTO 3aXBOPIOBAHHS; Y KITiIHIUHUX
MOCITIXKEHHSIX BOHU CIIOCTEPIraJuch 3 Ti€l0 XK YacTOTOIO, 10 i mpu mpuiiomi mnameoo.

[licnapeecTpalliiHU OOCBIM: i Yac MIOCTMapPKETUHT 0BUX JOCIIIAKEHb 3aCTOCYBaHHS
pudakCcHMiHy 0OJaTKOBO MTOBIJOMIISANIOCH NP0 HHAXKYe3a3HaueHi mobOiuHi peakiiil, 4acToTa
PO3BUTKY SIKVX HEBiloMa (He MOXHa BCTAHOBUTH Ha MiICTaBl HAIBHUX NAHUX).

[To6iuHi peakxiiii, pO3BUTOK SIKUX IIOHAMMEHIIIE MOXKJIMBO OB’ I3aHuM 3 PUpaKCUMiIHOM,
KnacudbikoBaHi BiITIOBIIHO 0O KJTaciB CUCTEM OpPraHiB, a TAKOXK YaCTOTH BUHUKHEHHS TAKUM YUHOM:
nyxe nommupeHi (= 1/10); momupeni (= 1/100 mo < 1/10); menmommuperi (= 1/1000 mo < 1/100);
nooauHoKi (= 1/10000 mo < 1/1000); pigkicHi (< 1/10000); wacToTa HeBimoMa (4acTOTy He MOXKHA
BCTAQHOBUTH Ha ITifCTaBi HASIBHUX MAHUX).

IHgexuii ma iHeasii

HenowupeHni: KaHOUA03, repliecHa iH(eKIis, Ha30(papuHTiT, GapuHTiT, iHdeKil BepXHiX IUXaTbHUX
IIJIAXIB.

Yacmoma Hesi0oMa: KJIOCTPUAianbHa iHPEKIis.

Po3aadu 3 60Ky Kkpo8’ssHoi ma aimpamu4Hoi cucmem



HenowupeHi: miMmpouuTo3, MOHOIIUTO3, HEUTPOIIEHis.
Yacmoma Hegidoma: TPOMOOITUTOIEHis.

Po3nadu 3 60Ky iMmyHHOI cucmemu

Yacmoma Hesidoma: aHadimakKTUYHI peakllil, peakilil rinep4yTIUBOCTI.
Po3nadu memaboaiamy ma xapyyeaHHs
HenowupeHi: 3HUKEHHS alleTUTYy, AerigpaTalis.

IIcuxivyHi po3s1adu

HenowupeHi: aHOMaIbHUM COH, JeNPeCUBHUM HaCTpil, 6€3COHHS, 3HEPBOBAHICTb.
Po3aadu 3 60Ky Hepgogoi cucmemu
ITowupeHi: 3aTaMOPOYEHHS, TOJIOBHUN Oilb.

HenowupeHi: rinectesis, MirpeHs, apecTe3is, TOI0BHUM Oinb ¥ OiNSHII IPUAATKOBUX ITa3yX HOCAQ,
COHJIUBICTE.

Yacmoma Hegidoma: TIEPeNHETIPUTOMHUM CTaH.

Po3nadu 3 60Ky opeaHa 3opy

Henowupeni: gunmnormis.

Po3aadu 3 60Ky opaaHa cayxy ma 8HympiwHb020 8yXa
HenowupeHi: 6i5b y ByXaX, BEPTUTO.

Cepuesi po3aadu

HenowupeHi: TpUCKOPeHe CepLeOuTTS.

CyOuHHiI po3aadu

HenowupeHi: nifBUILEHHSA apTePialbHOTO TUCKY, IIPUILIABYU.

JluxaavHi, mopakaivbHi ma mediaCmuHaAbHI Po31adu

HenowupeHi: Kalllesb, CyXiCTh y TOPJIi, 3aAKIIKa, 3aKJIaleHiCTh Hoca, OpodapuHreanbHul Oifb,
pUHOpes.

LI 1yHK080-KUWKO0BI p031adu

ITowupeHi: abmomiHnanbHUM 0inb, 3aII0pP, pPalTOBi MO3KBU [0 AedeKallil, Aiapes, METEOpU3M, BiguyTTs
PO3TSTHEHHS Y YEePeBHil OPOXKHWHI, HYNOTa, 0/II0BAaHHS, PEKTaIbHi TEHE3MHU.

HenowupeHi: 6i51b y BepXHill YaCTHHi YepeBHOI IOPOXKHUHHU, aCIIUT, CYXiCTh Ir'y0, AUCIENCis, po3/iafu
IIJTYHKOBO-KUIIIKOBOI CKOPOTHOCTI, TBEPAi BUTIOPOKHEHHS, BUTIOPOKHEHHS 3 KPOB'10 a00 CITHU30M,
po3/1agy CMaKOBUX BiIUYTTiB.



TenamobiaiapHi po3aadu

HenowupeHi: mifBUIEHHS PiBHS acliapTaTaMiHOTpaHC(hepasu.
Yacmoma Hesidoma: BifxuneHHs y 1a00paTOPHUX ITapaMeTpax IMediHKoBol (QyHKIIii.

Po3aadu 3 60Ky wkipu ma nidwKipHOi MKAHUHU

HenowupeHi: BUCUTIaHHS, KPOIIMB'sTHKa Ta eK3aHTeMa, COHSIYHI OIiKY (Ma€EThCS Ha yBa3i He
CBITJIOUYT/IUBICTh, @ CaMe COHSYHI OIIiKu).

Yacmoma Hesi0omda: aHTiIOHeBPOTUYHMY HAOPSK, eKCPoTiaTUBHUN OepPMaTHUT, IePMaTHUT, eK3eMa,
epuTeMa, IPYPUT, ypIypa, KPOIuB' THKaA.

Po3sadu 3 60Ky m’43080-CKesemHoi cucmeMu ma cnoAy4HOi MKAHUHU

HenowupeHi: 6inb y ciuHi, M’130BU# clla3M, M’g30Ba C1a0KiCTh, Mianris, 6ifb y mui.
Po3aadu 3 60Ky HUPOK ma ce408uBiOHUX WAAXi8

HenowupeHi: KpoB y cedi, T1iK03ypis, monakiypis, mosiypis, IpoTeinypid.

Po3nadu 3 60Ky penpodykmusHOi cucmemu ma MOA04YHUX 3d/103

HenowupeHi: monimMeHoOpes.

3azanvHi po3aadu ma peakuii y Micli 88e0eHHA

ITowupeHi: MigBUILlEHHSA TEMIIEPaTyPHU.

HenowupeHi: acTeHiuHi CTaHH, 3aCTya, XOJIOMHUM IIiT, TiMeprifipo3s, TpUnonofiOHuN CHHIPOM,
nepudepuyHui Habp4K, Oink i BimuyTTa AUCKOMGODPTY.
THwWi

Yacmoma Hegidoma: BioxuJlieHHS 3HaUYeHb MiXKHAapOIHOTO HOPMAaJTi30BaHOTO CIIiBBiOHOIIIEHHS.

Tepmin npudamuocmi. 3 POKH.

He 3acTocoByBaTu micng 3aKiHYeHHS TEPMIHY IPUNATHOCTI, 3a3HAYEHOr'0 Ha yIaKOBII.

YmMmoBu 30epirannsi. He moTpeGye oco6nmuBux yMoB 30epiranHs. 36epiraTi y HeIOCTYITHOMY [IJIs
OiTey MicIii.

YnakoBka.
- [To 12 Tabnetok y GmicTepi; mo 1 GiicTepy y KapTOHHI#M KOpoOi1ii;

- o 14 tabmeTok y 6micTepi; o 2 6micTepu y KapTOHHiN KOpOoOIIi.
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