IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BOPUTAE® - 50

(VORITAB® - 50)

BOPUTAB® - 200

(VORITAB® - 200)

Cxnao:
ditoua peuosuHa: voriconazole;
1 TabneTka, BKpUTA ITiBKOBOIO 000710HKO0, MicTUTh 50 MT a6o 200 MI BOpHKOHA30ITy;

donomiscHi peyoguHU: TAKTO3W MOHOTIAPAT, KPOXMallb KYKYPYA3SHUN, KPEMHIIO OIOKCHUL
KOJIOImHUY 0e3BOOHUM, TaJbK, MarHilo cTeapaT, KaJlilo IOIaKpHUJIiH, rifpoMeso3a, TUTAaHY
miokcup (E 171), makporon 6000.

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 060I0HKOIO.

OcHogHi (¢i3uko-ximiuHi 81acmueocmi: KPyTJi AIBOONYKIIi TabIeTKY, BKPUTI IIIIBKOBOIO
000710HKO10, 6irtoro Konbopy (mms 50 Mr); TPogOBIyBaTi ABOOMYKII TaONeTKU, BKPUTI
TITiIBKOBOX0 000JIOHKO0, Bifl 6is10T0 M0 €/1ab0 KOBTOT'0 KOJILOPY, 3 PUCKOIO0 AJIS TIOHiNy 3
opmHOro 00Ky. JlomycKaeThCsa MapMypoBicTh (mst 200 mr).

®apMakoTepaneBTHYHaA rpymna.
[TpoTturpruOKOBi 3aco0u [IJIT CUCTEMHOTO0 3aCTOCyBaHHS. [ToxigHi Tpruasomy.

Kom ATX JO2A CO03.

PapmakonoziuHi e1acmueocmi.

dapmakoOuHamika.



MexaHi3M pii. BopuKOHa3071 € TPHa30JIbHOI0 IPOTUTPUOKOBOI0 PeYOBUHOI0. [IepBUHHUN MeXaHi3M Ail
TIOJIATa€E Y IPUTHIYEHH] peakilil JeMeTuoBaHHs 14a-1aH0CTEePOITy, OII0CEePEeNKOBaHOI 'PUOKOBUM
uToxpoMoM P450, 1110 € ToJI0BHOIO JTaHKOI0 OiocuHTe3y eproctepony. Kymynsuis 14a-MeTUn-cTepony
KOPEJIIOE 3 ITOJaJIbIIO0 BTPATO0 eprocTepoy MeMOpaHaMu rpuOKOBUX KJIITHH Ta MOXKe BifoBigaTu
3a IPOTUIPUOKOBY aKTUBHICTH BOPUKOHA301y. ByJio IpomeMoHCTPOBaHO, 110 BOPHKOHA30JI € OibIl
CEeJIEKTUBHUM [0 IpuOKOBUX (hepMeHTiB 1uToxpoMy P450, HiXK 10 GepMEHTHUX CHCTEM IIUTOXPOMY
P450 y pi3Hux ccaBLiB.

dapmakokineTrka/dhapMakonuHaMika. Y xoni 10 TepaneBTHUYHUX OOCHIIXKEHb Me[liaHa [IJIsT CEPeIHix
Ta MaKCUMaJIbHUX KOHI[eHTpallill y [IJla3Mi KPOBI KOKHOTO OKPEMOTI'0 NallieHTa CTaHOBWIa 2425 HI/MII

(inTepkBapTunbHUM Aiama3oH 1193-4380 ur/mi) ta 3742 Hr/mMn (iIHTepPKBapTUIIBHUN pO3Max
2027-6302 ur/mn) BigmoBigHO. [T103UTUBHUY 3B’SI30K MiX CepelHiMU, MAKCUMaIbHUMU YU
MiHiMa/lIbHUMHU T171Ja3MOBMMH KOHIIEHTPALliIMIA BOPUKOHA30JTy Ta eeKTUBHICTIO He OYB BCTaHOBIEHUM
y XOfi TepaneBTHYHUX [OCHIIXKEHb Ta TaKuM 3B’930K He OyB IIPOAEMOHCTPOBAHUN Y IOCTIIXKEHHIX
npoiTakKTUKH.

dapmakoKiHeTHYHHUI/(PpapMaKOAMHaAMIYHNUY aHai3 iHpopMatii 3 KIiHIYHNUX AOCTiAXKeHb
ineHTH(DiKyBaB MO3UTUBHUM 3B’ 130K MiX I1J1Ja3MOBMMH KOHIIEHTPAlliIMUA BOPUKOHA30JTy Ta
BiIXUJIEHHSIMU Y pe3yJibTaTax MeYiHKoBuX Ipob i mopyueHHIMHU 3 60Ky opraHiB 30py. KopuryBauus
mo3u He 0YyJI0 BCTAHOBJIEHO Y MOCTIIXKEHHIX TPOQiTaKTUKH.

KniniyHa ebeKTUBHICTh Ta Ge3neka. BopuKoHa301 in vitro EMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh
IIPOTH IIMPOKOr0 crekTpa BufiB Candida (BKIOYaOuu PE3UCTEHTHUM [0 (hiykKoHa301my Bup C. krusei

Ta pe3ucTenTHi mTamu C. glabrata i C. albicans) Ta GyHTIUOHY aKTUBHICTh IPOTH BCiX OOCHiAKEHUX
BUMIB Aspergillus. KpiM TOro, BOPUKOHA30JI in Vitro eMOHCTPY€E QYHTIIUAHY aKTUBHICTh IPOTU HOBUX
aToreHHUX TpUOKiB, BKIII0OUAlO4YM Taki BUOU K Scedosporium abo Fusarium, 9yTIUBICTh AKUX [0
icHyl0YMX TPOTUrpPUOKOBUX 3aC06iB € 0OMEKEHOIO.

KniniuHa e(eKTUBHICTH (1110 BU3HAYAETHCS SIK YaCTKOBa abo MTOBHA BigOBiAb) BOPUKOHA301y Oyia
IPOJEeMOHCTPOBaHa AJis pi3HuX BUMiB Aspergillus, Bkmogatouu A. flavus, A. fumigatus, A. terreus, A.
niger, A. nidulans, pi3aux BuniB Candida, Bkmiodatouu C. albicans, C. glabrata, C. krusei,

C. parapsilosis Ta C. tropicalis, oOMexkeHoi KinbkKocTi mrtamiB BufiB C. dubliniensis, C. inconspicua Ta
C. guilliermondii, pi3saux BufiB Scedosporium, BKIo4aouu S. apiospermum, S. prolificans, Ta pisHuX
BumiB Fusarium.

a1 rpubKoBi iHdeKITil, TPOoTH TKUX e(PEeKTUBHUM BOPUKOHA30JI (YacCTO SK 3 YACTKOBOIO, TaK i 3
ITOBHOIO BifIIOBIAMI0), BKITIOUAIOTh OKpeMi iH(eKIlil, cnpuunHeHi pisHuMu Bufgamu Alternaria,
Blastomyces dermatitidis, Blastoschizomyces capitatus, pisaumu Bugamu Cladosporium, Coccidioides
immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, pi3HUMU BUfaMu
Penicillium, skmtodatoun P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis, Ta
pisauMu Bupmamu Trichosporon, BKiodaiouu iHdexkil, cnpuuuteHi T. beigelii.

In vitro akTUBHICTb IPOTH KJTIHIYHUX IIITaMiB CIIOCTepPiranacs Os pPi3HuX BUmiB Acremonium,
Alternaria, Bipolaris, Cladophialophora, Histoplasma capsulatum, mpu 1iboMy iHTiOyBaHHS Oi/IbIIIOCTI
mTaMiB BifOyBasocs Ipu KOHIIEHTpalisix BopuKoHa3omny 0,05-2 MKr/mi.

[TpogeMOHCTPOBAHO in Vitro akTUBHICTE IIpenapaTy IPOTH pi3HuX BUAiB Curvularia Ta pi3HUX BUMIB
Sporothrix, anme KJliHiYHa 3HAYYIIICTD 1li€l aKTUBHOCTI I1le He 3’siCOBaHa.

KonTponwHi Touku. [Tepen TuM SIK po3mnodyaTyl Teparii, HeoOXigHO OTpUMaTH 3pa3Ku IpubdKOBOI
KyJIbTYPU Ta MPOBECTH iHIII HaleXKHi 1abopaTopHi HoCcifKeHHs (CepOJIOTiuHi, TicTOnaToNoTiuHi) A




BUMiNIEHHS Ta igeHTU(diKaIll TaTOreHHUX MiKpOOpPraHi3MiB, SKi € IpU4YuHO0 iHPeKIil. Teparmiio
MOKHa PO3MOYaTH [0 TOTO, IK CTaHYTh BioMi pe3ynbTaTH Ky/IbTypalbHUX Ta 1ab0paTOPHUX
LOCIIIXKeHb; OOHAK, K TUIbKU Pe3yIbTaTh LIUX OOCIIiIXKeHb CTaHyTh JOCTYIIHUMHU, CJIif BiIIOBIOHO

CKOPUT'YBaTHU €TIOTPOIIHY Tepalliio.

Bupau, mo HalyacTille COPUYUHSIOTE iH(EKIIiiHI 3aXBOPIOBaHHS y MIOAUHY, BKIo4aloTh C. albicans,
C. parapsilosis, C. tropicalis, C. glabrata Ta C. krusei, TppudoMy [AJIs BCiX I[UX BUAIB MiHiMaIbHa
inribytoua KoHueHTpauis (MIK) BopuKoHa30/1y CTaHOBUTH MeHIIE Hixk 1 Mr/m.

OpHak in vitro akTUBHICTh BOPUKOHA30J1y NIPOTHU pi3HUX BufiB Candida He € 0OQHAKOBOK. 30KpeMa,
s C. glabrata MIK BOpUKOHa30/1y A1 PE3UCTEHTHUX A0 (IYKOHA30Jy IITaMiB IIPOIOPLIMHO BUIIA,
HiX IS IITaMiB, YyTIUBUX 00 PrIyKoHa305y. TakuM YMHOM, CJIif JOKJIACTH yCiX MOXKJIMBUX 3yCUIIh
nns ineHtudikanii Candida fo piBHA BUAY. fAKINO HOCTYNIHI pe3y/IbTaTH TECTYBAHHS YyTIUBOCTI

30yOHUKIB 0 TpOTUTrpUOKOBUX Npenaparis, faHi mpo MIK mMoxyTh OyTH iHTEepIpeTOBaHi 3

BUKOPHUCTAHHSM KPUTEPIIB MeX YyTIUBOCTI, BCTAHOBJIEHUX €BPONEUCHKUM KOMITETOM 3 IIUTaHb
TEeCTYBaHHS YyTIUBOCTI 30yIHUKIB 00 aHTUMIKpoOHUX 3aco6iB (EUCAST).

Meoici yymausocmi EUCAST.
Bupmu Candida

Candida albicans’

Candida dubliniensis’

Candida glabrata

Candida krusei

Candida parapsilosis’

Candida tropicalis’

Candida guilliermondii’
Non-species related breakpoints
for Candida’

Aspergillus fumigatus®
Aspergillus nidulans’
Aspergillus flavus

Aspergillus niger

Aspergillus terreus

Non-species related breakpoints®

Meodicosi 3HayeHHss MIC (m2/n)

< S (uymausuti) > R (pe3ucmenmHutl)
0,06 0,25
0,06 0,25

Iloka30Bi maHi HemocTaTHI
Iloka30Bi maHi HemocTaTHI
0,125 0,25
0,125 0,25
IToka30Bi maHi HeHOCTATHI
IToxa30Bi JaHi HEJOCTATHI

1 1
1 1
Iloxa30Bi DaHi HegocTaTHi’
Iloka30Bi maHi HemocTaTHi’
IIoKa30Bi maHi HemOCTATHI®
IToka30Bi maHi HemocTaTHi’

Tabauuys 1.



' MlITamu 3i 3HaueHHsIMH MIC BUIE MeXi yyTnuBocTi/mpoMixkHoi (S/I) € pigkicHuMu abo 111e He
OBiOMISAIOTHCS. TecTu Ha imeHTUdIKAaIliI0 Ta MPOTUTPUOKOBY YYTIUBICTL OyIb-SIKOTO TAKOTO
i30719Ty HEOOXiMHO MTOBTOPUTH, i SIKITIO PE3YNIbTAT HiATBEPAUTLCS, 130/IAT BiIIPaBUTH [0
pedepenTHoi mabopartopii. [Ioku HemMae mOKa3iB IOA0 KITiHIYHOI BifMIOBigi Ha migTBepPIXKeHi
izonsatu 3 MIK Bullle TOTOYHOI MeXi PEe3UCTEHTHOCTI, X CJIif TOBIMOMIISITH SIK PE3UCTEHTHI.
Kniniuna BigmoBins y 76% Oyna gocsarHyTa npu iHGeKIisX, CIpUYNHEHUX [epeliveHuMu
HUXK4e Bugamu, Konmu MIC Oynmu HUXKYUMHU ab0 OPiBHIOBAY €IileMioIOTiYHUM IIOpOTaM.
Tomy nonynsuii gukoro tuny C. albicans, C. dubliniensis, C. parapsilosis i C. tropicalis
BBaXKalOThCS CIIPUUHSTINBUMU.

* Enigemionoriusi noporosi 3HaueHHs (ECOFF) ans uux BuAiB 3aranom Bullli, Hix ans C.
albicans.

3 ['paHUYHi 3HaYEHHS, He TI0B’s13aHi 3 BUaMu, Oyiu BU3HA4YeHi B OCHOBHOMY Ha OCHOBI JlaHUX
®K/®]] i He 3anexarts Bif po3noainy MIK KkoukpeTHuX BUAiB Candida. Bouu npru3HayeHi nulie
OJIs OPraHi3MiB, SIKi He MalTh IeBHUX KOHTPOJIbHUX TOYOK.

* O6nacts TexHiyHOi HeBU3HaueHOCTI (ATU) craHoBUTS 2. [ToBijoMTe sK R i3 TakuM
KOMeHTapeM: «Y [esKUX KITiHIYHUX CUTyalisax (HeiHBa3uBHI popmu iH(DEKiN) BOPUKOHA3O0I
MOXKHAa BUKOPUCTOBYBATH 3a YMOBU 3a0e3MeueHHs JOCTAaTHLOTO BILIUBY».

® Koeinieatu ECOFF nns Lux BUAIB 3a3BUYail y OBa pa3u BUllli, HiX and A. fumigatus.

6 I'paHnuHi TOYKY, He OB’ A3aHi 3 BUJAaMH, HE BU3HAYEHO.

KniniyHut doceid 3acmocysaHHsA. Y paMKax JaHOT0 PO3[ily CIPUSATIUBUM Pe3yIbTaT 3aCTOCYBaHHSI
IpernapaTty BU3Ha4YeHO SIK TOBHA ab0 YacTKOBa BifTIOBifb.

Ingexuii, cnpuuuHeHi Aspergillus, - epexmugHicmb y nauieHmia 3 acnepzinbo30M 3 HECNPUAMAUBUM
npo2Ho30M. BOpUKOHA30J1 IPOSABISE in Vitro QyHTIIUAHY aKTUBHICTh IPOTH Pi3HUX BUAIB Aspergillus.
EdexTuBHICTS BODHKOHA30Jy Ta MOTO IepeBary [Jjisd BUXKKBaHHS MalliEHTIB MTOPIBHSIHO 3i
CTaHOAPTHUM IIpemnapaToM aMdoTepulluH B sk Teparrii nmepimoi miHii rocTporo iHBa3MBHOI0
acrneprinbpo3dy Oyiu MPOeMOHCTPOBaHI y BiIKpUTOMY paHIOMi30BaHOMY 0araToleHTPOBOMY
OOCIIIXKEeHH] 3 y4acTio 277 MalieHTiB 3 IOPYILIEHHAM IMyHITETY, IKi OTPUMYBaJIU JIiIKyBaHHS
npoTAroM 12 TuxXHiB. BOpUKOHA30J1 BBOOUIU BHYTPIIIHBOBEHHO i3 HaBaHTaKyBaIbHOI 03010

6 MI/Kr KOXHi 12 rOguH IpoTAroM nepuux 24 roguH, micjasg 40ro 3aCTOCOBYBAJU MiATPUMYIOYY [03Y
4 mr/kr KoxHi 12 rogun npotsarom 7 gHiB. [lInsax BBefeHHs Mir 0yTu 3MiHEHUY Ha IepopajbHe
3actocyBaHHS 0o3u 200 mMr KoxHi 12 roguH. MefiiaHa TpHBaIOCTi Tepallii BOPUKOHA30JI0M
BHYTPIIIHbOBEHHO cTaHoBua 10 gHiB (2-85 mgHiB). [licns Teparii BHyTPIlIHEOBEHHO MefiaHa
TPUBAJIOCTI 3aCTOCYBaHHSI BOPUKOHA30J1y IIepOpaibHO CTaHOoBUIa 76 OHIB (2-232 gHi). 3agoBiibHa
3arajbHa BiAmoBigb (moBHe a00 YaCTKOBE 3HUKHEHHS BCiX acoLifioBaHUX CUMIITOMIB Ta
peHTreHorpadgiyHNX/0POHX0CKOMIYHUX 3MiH, 1110 Oy HasgBHI 10 MOYATKY JIiIKyBaHHS) CIIOCTepiranacs
y 53 % mallieHTiB, fKi 3aCTOCOBYBaIX BOPUKOHA30J1, TOPiBHAHO 3 31 % mallieHTiB, SKi 3aCTOCOBYBaIu
npenapar [IOPiBHSAHHS. BUXKUBaHICTh NaIli€HTIB 3a 84-0eHHUY [1epiof Ha TJIi 3aCTOCYBaHHS
BOPUKOHA30/1y Oyja CTaTUCTAYHO 3HAUYIIO BUIIOI0, HiXK Ha T/ 3aCTOCYBaHHS IIpenapaTry
TIOpiBHAHHS, Ta 0Y710 TPOAEMOHCTPOBAHO KITiHIYHO i CTATUCTUYHO 3HAYYII IIepeBaru BOPUKOHA30Iy
SIK IIIOI0 TPUBAJIOCTI epiofgy Yacy [0 HaCTaHHS JIeTaJIbHOI'0 HaCJIigKy, TakK i 040 TPUBAIOCTI
Iepiofy 4yacy oo BigMiHU IIpenapaTy Yyepe3 M0ro TOKCUYHICTh. Lle mocnifaKeHHs MigTBEepaUII0
pe3yibTaTH MONEePeIHbOr0 MIPOCIEKTHBHOTO JOCITi)KeHHs, B paMKax sIKOTo 6yJi0 ofepxKaHo
IO3UTUBHUYM pe3yibTaT 3aCTOCYBaAHHS IIpenapaTy maifieHTaM i3 pakTopaMu pU3nKy HECIPUSATIHBOTO
IIPOTHO3Y, BKJTIOYAlOYX Peakllilo «TPaHCIIJIaHTaT IIPOTHU Xa3sgiHa» Ta 0COOJIMBO - 1lepebpanbHi iHpeKIIil
(3a3Buuaii aconiiioaHi 3i 100 % neTanbHICTIO). Y WX OOCTIOXKEHHIX IIpenapaT BUBYAJIU IpU
JiKyBaHHI acrepriiibody MpuOaTKOBUX IIa3yX HOCA, IepebpasibHOTo, IETeHEBOT0 Ta JUCEMIiHOBAHOTO
acIeprinpo3y y MallieHTiB Mics TpaHCIUIaHTallil KiCTKOBOr0 MO3KY Ta ITapeHXiMaTO3HUX OpPTaHiB, y
TIAI€HTIB 31 37I09KiICHUMU 3aXBOPIOBaHHSIMHU KPOBI, 3710AKicHUMHU nyxinHamu Ta CHITom.



KaHoudemis y nayieHmis 6e3 HelimponeHii. EQeKTUBHICTh BOPUKOHA30JTY MOPIiBHSHO 3i CXEMOIO
JiKyBaHHSI aM(oTepullnHOM B i3 mogansiiiM 3aCTOCYBaHHSIM (PIYKOHA30JTy SIK Tepallil mepiIoi TiHil
KaHOuaeMii 6yia MpoieMOHCTPOBaHa Y XOMi BiIKPUTOTO IOPiBHSAIBHOTO AOCTiAKEHHS. Y HOCTiIXKeHH]
B3s1M y4acTh 370 marrieHTiB 6e3 HeWTponeHii (BikoM Big 12 pokiB) 3 HOKYMeHTANIbHO IiATBEPAKEHOIO
KaHJuaeMiemw, 3 IKux 248 omepKyBajy Tepariio BODUKOHA30/10M. 9 MallieHTiB IPynu 3aCTOCYBaHHS
BOPUKOHA30J1y Ta 5 Malli€HTiB IPyIu 3aCTOCYBaHHS aMbOTEPUIMHY B i3 mofansliuM Mpr3HaYeHHSAM
(bITyKOHa30I1y TaKO0XK MaJii MIiKOJIOTiYHO IigTBepAXKeHi iHdekIlil rmubokux TKaHuH. [lallieHTiB 3
HUPKOBOIO HEJOCTATHICTIO He BKJIIOYAIN Y JOCIiAXKeHHsS. MefliaHa TPUBAJIOCTi JIikKyBaHHS B 060X
MOCTiAXKyBaHUX IPyIax cTaHoBuIa 15 mi6. 3a pe3ynbTaTaMu IePBUHHOTO aHATi3y CIPUSTIUBY
BiATIOBigb Ha NiKyBaHHS 3TifHO 3 OIiHKOI0 KOMiTeTy 3 KOHTPOJIII0 JaHUX CIIIOro JOCigKeHHs 6y1o
BU3HAYEHO K 3HUKHEHHSI/3MEHIIIeHHS BCiX KITiHIYHUX 03HAK Ta CUMIITOMIB iH(eKIii pa3om 3
epanukatiero Candida 3 KpoBi Ta iHpiKOBaHUX AiITHOK ITMOOKKX TKaHUH Yepe3 12 THXKHIB micis
3aBeplIeHH Tepallii. Pe3ynbTat [ malli€eHTiB, SKi He OLiHIOBanuCcs 4yepe3 12 TUXKHIB Mmicis
3aBepILIEHHS Tepallil, po3riIsAfaBCcs K HeCIPUSITIUBUU. 3a pe3yIbTaTaMU IIbOTO aHai3y
CIIPUSTIUBUY pe3yibTarT JIiKyBaHHS criocTepiraBcs y 41 % mailieHTiB B 060X rpymax Tepartii.

Y pamKax BTOPMHHOT'0 aHali3y, B SKOMy Oy BUKOPUCTaHi o1iHKY KoMiTeTy 3 KOHTPOJIIO faHuX
IOCTiIXKeHHS Ha MOMEHT OCTaHHbOI TOYKM 4acy, 10 Moxke OyTH OlLliHeHa (3aBepIlIeHHS Teparii abo
yepe3 2, 6 yu 12 TUXKHIB Iicys 3aBEPIEHHS Tepalrii), YacToTa CIIPUSTINBOI BiAIOBiMi Ha Teparriio
BOPUKOHA30JI0M Ta aM(oTepunHOM B i3 mogasnbInmM 3acTOoCyBaHHSIM (DITyKOHA30/1y CTaHOBUIIA 65 %
Ta 71 % BiAnoBigHO. YacToTa CIPUATIUBOrO PE3y/IbTATy JIKYBaHHSA 3a OLIIHKOI HOCIIIAHUKIB y
KOXHI¥ i3 IMX TOYOK 4Yacy, 0 MOXYTh OyTH OLiHEHUMHU, HaBefleHa B TaOnu1i 2.

Tabauus 2.
Touka uacy BopukoHa3osn [Am¢pomepuuuH B = ¢paykonazon (N=122)
(N=248)
3aBepllieHHS Tepalril 178 (72 %) 88 (72 %)
2 TuxHi micnsg 3aBepireHHs Tepamii (125 (50 %) 62 (51 %)
6 TUXKHIB micns 3aBepiieHHs Tepamii (104 (42 %) 55 (45 %)
12 tuxHiB micns 3aBepineHHs Tepamii [104 (42 %) 51 (42 %)

Taxcki peppakmepHi iHpexuil, cnpuuuHeHi gudamu Candida. Y KJiHIYHOMY OOCTigKEHH] B35IN
y4acThb 55 MAli€HTIB 3 TIXKUMU pedhpakTePHUMU CUCTEMHUMY iH(QEKIiIMY, CIPUYNHEHUMH BUAAMU
Candida (BKIO4a04Yu KaHOUIEMi0, MMCeMiHOBAaHUY KaHIUI03 Ta iHII (opMU iHBa3UBHOTO
KaHOUI03Yy), Y SKUX IomepeqHs TpoTUrpuOKoBa Teparisi, 30KkpeMa (yKoHa3o1oM, Oyia
Hee(eKTHBHO0. CIIpUATINBA BifIOBiAb Ha JiKyBaHHS BOPUKOHA30JI0OM CIIOCTEpiranacs y

24 nanieHTiB (y 15 - moBHa BiAMmOBimb, ¥ 9 - 4aCTKOBa BigmoBiAb). Y mallieHTiB, iHdikoBaHUX
PE3UCTEHTHUMU OO0 (IyKOHA30Jy IITaMaMH, 1[0 He Hajexkanu mo Bupy Candida albicans,
CIIPUSITIIMBUY pe3yNbTaT JIiKyBaHHS BOPUKOHA30JI0M CIIOCTepiraBcs y 3 i3 3 mallieHTiB, iHpiKoBaHUX
C. krusei (y BCix - mOBHa BiANOBiAb) Ta y 6 3 8 matieHTis, indikoBanux C. glabrata (y 5 - moBHa
BiAmoBige, ¥ 1 - 4acTKoBa BiAmoBigs). [laHi momgo KiiHigyHOI e(eKTUBHOCTI MigTBEPAKYBAIUCS
o0OMeXKeHUMU TaHMMH 3 BU3HAYEHHS YyTIMBOCTI 30yOHUKIB [0 IIpemnapary.

IHexuii, cnpuyuHeHi pisHumu sudamu Scedosporium ma Fusarium. Byna mpogeMoHCTpOBaHa
e(peKTUBHICTh BOPHKOHA30JIy IPOTH TAKUX PiAKICHUX IATOTe€HHUX I'PUOKiB:

- BUAU Scedosporium: COpUSTIABA BiIIOBiOb Ha Tepallilo BOPUKOHA30JI0M criocTepiranacsay 16 3 28
malfieHTiB, iHGikoBaHux S. apiospermum (y 6 malli€eHTiB - MOBHA BigmoBige, y 10 - yacTkoBa), Tay 2 3
7 nauieHTiB, iHpikoBauux S. prolificans (y 060x - yacTKoBa BifnoBigs). Kpim Toro, cipusaTinviba
BifgmoBige crocTepiranacs y 1 3 3 marfieHTiB, iHGikoBaHUX OiNIbII HiXK OIHUM ITaTOT€HHUM
OpraHi3aMoM, BK/IIOYal04u Pi3Hi Bumu Scedosporium;



- Bupu Fusarium: y 7 3 17 malli€eHTiB Tepalis BOpHKOHAa30JI0M OyJia yCHiHOIO (3 IOBHUX,

4 yacTKOBUX Bigmosifi). ¥ 3 i3 7 mallieHTiB crocTepiranocs iHGeKIiliHe 3aXBOPIOBaHHSA 04ei, y 1 -
iH(deKIIiliHe 3aXBOPIOBAHHSA IPUOATKOBUX IIa3yX HOCa Ta 3 MallieHTH Majld JUCeMiHOBaHe iH(peKIIiiiHe
3axBopioBaHHs. [lle 4 mamienTu 3 ¢py3apiozom Oynu iHiKoBaHI geKimbKoMa 30yIHUKAMY; ¥ 2 i3 1ux
MAIi€HTIB CIIOCTEPIraBCs CIPUATINBUM Pe3y/bTaT JTiKyBaHHS.

Y GinbInoCTi maIienTiB, SKi 3aCTOCOBYBaIM BOPUKOHA30JI [JIg JTiKyBaHHS BKa3aHUX BUILlE PigKiCHUX
indeKITiNHUX 3aXBOPIOBAHb, CIIOCTEPiragacs HemepeHoCUMiCTh ab0 Pe3UCTEHTHICTD [0
IPOTUTPpUOKOBUX 3aC00iB, III0 3aCTOCOBYBAJIMCS PaHiIlle.

ITepauHHa npoginakmuka iHeazusHux 2pubkosux iHpekuill - epekmusHicmy y peuunieHmia
mpaHcnaaHmauyii cmoeabyposux 2eMmonoemuyHux KaimuH 6e3 nonepedHbo niomeepoceHoi
abo nido3proeaHoi iHBa3usHoi 2pubkosoi iHpekii. BopruKOHA30 TOPiBHIOBAIHU 3
iTpaKoOHAa30JI0M y SIKOCTi 3ac00y IMepBUHHOI TPOQiNakKTUKX y BiTKPUTOMY MTOPiBHSITIbHOMY
0araToleHTPOBOMY HOCIIIIXKEHH] ¥ HOPOCTHUX i MiMJIiTKIB, 1110 € PELUUITIEHTAaMHU aJI0TeHHOI
TpaHCIJIaHTalil CTOBOypPOBUX reMOIIOETUYHUX KIIiTUH, 6€3 IMonepeaHbo HiATBEPHAXKEHO] ab0
Iigo3pioBaHol iHBa3WBHOI rprOKOBOI iHdeKIril. Ycmix OyB BU3HaYeHUM K MOXKIUBICTh
IIPOBOAUTH IPOPINaKTUKY HOCIiAKyBaHMM IIpenapaToM npotaroMm 100 gHiB micns
TpaHCIJIaHTalil CTOBOypPOBUX TeMOIIOETUYHHUX KITiTUH (0e3mepepBHO IPOTAToM > 14 nmHiB) i
BUXWBAHHS 0€3 IOoIepeaHbo MiATBepaXKeHo0l abo mimo3pioBaHol iHBa3UBHOI I'PHUOKOBOI
indexuii nporsirom 180 mHiB micns TpaHcHIaHTalll CTOBOYPOBUX IeMOIIOETUYHUX KITiTHH. [0
Monu(iKoBaHOI I'pynu «BubipKa MallieHTiB, SKUM 0yJi0 mpu3HadeHo JiKyBaHHSA» (ITT-rpyma)
yBilinM 465 peluienTiB aloreHHol TpaHCIIaHTallil CTOBOYPOBUX TeMOIIOETUYHUX KIIiTHH, 3
KX 45 % TmallieHTiB MaIu TOCTPUHN MieoigHuM meiko3. KoHguiionyBaHHS 0yII0
npu3HaveHo 58 % ycix martrienTiB. [IpodinakTuKa 3 BAKOPUCTAHHSAM AOCIigKYyBaHOTO
npenapaTy po3noYnHajach OApa3y Micig TpaHCIJIaHTallii CTOBOYPOBUX TeMONOETUYHIX
KJIITUH: 224 mallileHTy OTpUMYBaJIi BOPUKOHA301 1 241 nalieHT oTpuMyBaB iTpaKOHa30J1.
CepenHs TpUBaIiCTh NIPOQINTaKTUKU HOCIiAXKyBaHUM npenapaTtoM B ITT-rpymi ctanoBuia 96
OHIB /19 BOPUKOHA30J1y 1 68 gHIB OjId iTpaKOHA30I1y.

KoeditrieHTn eteKTUBHOCTI Ta iHIIIi BTOPUHHI KpUTEPil OIiHKY e(heKTHBHOCTI IIPEeICTaBlIeHi B
TabJIUI HUXKYe.

K pumepii epekmugHocmi BopukoHa3osn |ImpakoHa3oa |PisHuuAay P-3HAYeHH A
N=224 IN=241 CcnigBiOHOWEeHHAX |
95 % dosipuull
iHmepaasn (11I)

EdekTuBHicTh Ha geHb 180* |109 (48,7 %) (80 (33,2 %) 16,4 % (7,7 %, 0,0002%*
25,1 %)**

EdexktuBHicTh Ha meHb 100|121 (54,0 %) [96 (39,8 %) 15,4 % (6,6 %, 0,0006%*
24,2 %)**

TpuBammicTs mpodinakTUKU 120 (53,6 %) 194 (39,0 %) 14,6 % (5,6 %, 0,0015

NOCIiAXKYBaHUM IIpernapaToM 23,5 %)

monaiMenIe 100 gHiB

KoedilieHT BUKHUBaHHS [0 184 (82,1 %) 197 (81,7 %) 10,4 % (-6,6 %, 0,9107

mHs 180 7,4 %)




P0O3BUTOK IIOIIEPEIHBO 3 (1,3 %) 52,1 %) -0,7 % (-3,1 %, 0,5390
migTBepmXkeHoi abo 1,6 %)
Tiq03PI0BAaHOl iIHBA3UBHOI

rpuOKoBOi iHdeKIIil Mo gHs

180
P0O3BUTOK IIOIIEPEIHBO 2 (0,9 %) 4 (1,7 %) -0,8 % (-2,8 %, 0,4589
migTBepmXKeHoi abo 1,3 %)

MiIT03PI0BAHOI iHBA3UBHOIL
rpuOKOBOi iHdeKIIil mo gHs

100
PO3BUTOK IIOIIEPEIHBO 0 3 (1,2 %) -1,2 % (-2,6 %, 0,0813
nifnTBepaKeHoi abo 0,2 %)

Mig03pI0BaHOl iIHBA3UBHOI
rpubKoBoOi iHGeKii y nmepion
3aCTOCYBaHHS
MOCTiAKYBaHOTO IpenapaTty

* [lepBUHHUYM KPUTEPiK e(peKTUBHOCTI OCTiIXKEHHS.

** PI3HMIIA y CIiBBIHOLIEHHAX, 3HaUueHHA 95 % [II Ta P-3HaueHHs, OTpHUMaHi IiClis IOIPaBKY Ha
paHpoMi3alliio.

[Toxa3HVKY BUHUKHEHHS iHBa3UBHOI IpuOK0BOi iHdekiril mo qus 180 i mepBUHHUY KPUTEPii
e(peKTUBHOCTI HOCITiIXKeHHs, TOOTO «e()eKTUBHICTL Ha meHb 180», [ mallieHTiB 3 TOCTPUM
Mi€TOITHUM JIEMKO30M i KOHWIIIOHYBaHHSIM, BiITIOBIOHO, TIpefiCcTaBJIeHi B TabNUlli HUXKYE.

T'ocmputl mienoiOHUl neliKo3

[Kpumepii epexkmusHocmi [BopukoHaszoa |ImpakoHason Pi3HUUA Y cNiBBIOHOWEHHAX 1
(N=98) (N=109) 95 % Oosipuuli iHmepsan (I1I)
BrHUKHEHHS iHBa3UBHOIL 1(1,0 %) 2 (1,8 %) -0,8 % (4,0 %, 2,4 %) **

rpubkoBoi indexii - gers 180

EdexTrBHICTh Ha feHb 180* 55 (56,1 %) 45 (41,3 %) 14,7 % (1,7 %, 27,7 %)***

* [lepBUHHUM KpUTEPill e()eKTUBHOCTI JOCTIgKEHHS.
** [leMOHCTPYETHCS He MeHIIa e(peKTHUBHICTS i3 3anacoM 5 %.

*** PisHuIA y cCiBBigHOIIEHHAX 1 95 % [II oTpuMaHi micis nonpaBKy Ha paHAOMi3alliio.

MienoaGnaTUBHUM PEXUM KOHIUITIOHYBAHHS

K pumepii epekmusHocmi BopukoHa3oa |[ImpakoHason PizHuyA y cnie8iOHOWEHH X
(N=125) (N=143) i 95 % dosipuuti iHmepesan
ey
BrHUKHEHHS iHBa3UBHOL 2 (1,6 %) 3 (2,1 %) -0,5 % (3,7 %, 2,7 %) **

rpuOKoBOi iHdekirii - mens 180

EdexTuBHICTh Ha geHb 180* 70 (56,0 %) 53 (37,1 %) 20,1 % (8,5 %, 31,7 %)**+*




* [lepBUHHUM KpUTEPill e(heKTUBHOCTI JOCTigKEHHS.

** [leMOHCTPY€ETHCS He MeHIla e(eKTUBHICTH i3 3amacoM 5 %.

*** PisHuIA y ciBBigHOIIEHHAX 1 95 % [II oTpuMaHi micns nonpaBKy Ha paHAOMi3aliio.

TpaHCIJIaHTallil CTOBOYPOBUX T'€MOIIOETUYHUX KIITUH 3 IONEePeIHbO MiATBePIKeH010 abo
IiI03pI0BaHOI0 iHBA3MBHO rPUOKOBOI0 iHGDeKIIiEl. BoprKoHa30/1 HOCTigXKyBanu sIK 3aci6 BTOPUHHOI

npodilaKTHKY y BiTKPUTOMY HEIIOPiBHSAIBHOMY 0araToieHTPOBOMY HOCIiAKEHHI TOPOCTHX
PELUIIiEHTIB aJIoTeHHOI TPaHCIIJIaHTallil CTOBOYPOBUX reMOIIOETHUYHUX KITITHH 3 ITONEePeIHbO
migTBepmKeHow abo MiIo3pI0BaH0I0 iHBa3MBHOI TPUOKOBOI0 iH(peEKITi€I0. [IepBUHHUM KPUTEPiEM
eekTUBHOCTI OyJla YacTOTa PO3BUTKY IIONEPENHbO MiATBEPAKEHNX a00 Migo3pioBaHNX iHBa3UBHUX
rpuOKOBUX iH(EKIIiN MPOTATOM IIEPIIOTO POKY IIiCIIs TPAHCIIaHTallil CTOBOYPOBUX T€MOIIOETUYHUX
kiituH. B ITT-rpyny Bxoguno 40 mauieHTiB 3 onepefHiMy iHBa3UBHUMYU I'PUOKOBUMU iHGEKITISIMU, B
tToMy yucyi 31 3 acmeprinbo3oM, 5 3 KaHAUA030M i 4 3 iHIKMMY BUIAaMHU iHBa3UBHOI TprOKOBOI
ingexuii. CepeqHs TpuBalicTh MpoGinakTUKU OOCTiAKyBaHUM IpenapaToM B ITT-rpymi cTaHoBUIa
95,5 mHs4.

[TonepenHbO MiATBEPAXKEHI a00 Mimo3pioBaHi iHBa3uBHiI rpubKoBi iHeKIi BuHuKMM y 7,5 % (3/40)
TIalliEHTiB IPOTATOM IIEPIIOT0 POKY IiCI/s TPAHCIIaHTallil CTOBOYPOBUX FeMOIIOETUYHUX KITiTHH,
BK/IIOUAIOYHY OMH BUIANOK KaHOUOEMil, OIWH BUMALOK Clieflocriopio3y (00uaBa Oyiu peruanBaMu
TIoTIepeiHbOI iHBa3uBHOI IpuOKOBOI iHbeKIi) i oguH Bunmamok 3uroMikody. KoedinieHT BUXKMBaHHS Ha
nenb 180 cranoBus 80,0 % (32/40), a mpoTsarom 1 poky cranosus 70,0 % (28/40).

Tpusasicmv mepanii. [1ig 9ac KniHiYEUX HochigxKers 705 mamieHTiB 3aCTOCOBYBa/I BOPUKOHA30]T
moBIre 12 TuxkHIB, a 164 mallieHTH - OOBIIE 6 MiCSIIiB.

Himu. 53 naniesTy OUTAYOro BiKy Bif 2 0o 18 pokiB 0TpuMyBau JIiKyBaHHS BOPUKOHA30JIOM Yy IBOX
IIPOCTIEKTUBHUX BiTKPUTUX HEIOPiBHSIIBPHUX 0araToleHTPOBUX KITiHIYHUX OOCITiIXKeHHIX. B omHOMY
IOCTiAKeHH] B35IB y4acTh 31 malieHT i3 MOXKIMBUM, HiATBEPAKEHUM a00 BipOTiqHUM iHBa3UBHUM
acreprinbpo3oM, 3 Skux y 14 nauieHTiB OyB mifTBepAkKeHn# ab0 BiporigHuY iHBa3UBHUN aCIepriIbo3.
[ux malieHTiB BKITIOUUIMN B aHali3u eeKTUBHOCTI JaHUX MOAU(iKoBaHOI BUOIPKY MAIliEHTIB, TKUM
Oy70 MpU3HAYEHO JTiKyBaHHS. Y IPYTrOMY OOCIigKeHHi B3s/IM Y4acTh 22 MallieHTH 3 iHBa3UBHUM
KaHOUI030M, 30KpeMa KaHAUAeMieo Ta KaHIUI030M CTPABOXOAY, SIKi MoTpe0yBaiu MpoBeeHHs
OCHOBHOI YU pe3epBHOI Teparii. 3 uux mnaiieHTiB 17 6yno BKIIOUEHO B aHali3u eeKTUBHOCTI JaHUX
MoprdikoBaHOl BUOIpKY Malli€eHTiB, SKUM OyJI0 MpU3HAYeHOo JIiKyBaHHA. Y MallieHTiB 3 iHBa3UBHUM
acIeprizibo30M CyKyIlHa 4acTOTa 3arajbHol BifilIOBifi yepe3 6 TuXKHiB cTaHOBUNA 64,3 % (9 i3 14);
YacTOTa 3aralibHOl BifiMOBifi B MallieHTiB BikoM Bif 2 mo 12 pokis ctanoBuna 40 % (235),ay
malfieHTiB BikoM Bim 12 mo 18 pokiB - 77,8 % (7 i3 9). Y malrieHTiB i3 KaHAUAEMi€I0 YaCTOTa 3araabHOl
BiIIOBili HA MOMEHT 3aBepIIeHHS JTiKyBaHHSA cTaHOBUA 85,7 % (6 i3 7), a A MallieHTiB 3
KaHaupo30M ctpaBoxony - 70 % (7 i3 10). CykymHa 4acToTa BifnoBifi (y mallieHTiB i3 KaHAUAEMI€0 Ta
KaHIUI030M CTPaBOXOAy pa3oM) cTaHoBuIa 88,9 % (8 i3 9) y narieHTiB BikoM Bifg 2 70 12 pokKiB Ta
62,5 % (5 i3 8) y mamienTiB BikoM Bif 12 mo 18 poxkis.

KniHiyHi 0ocaidaceHHA w000 8udHayeHHA iHmepaany QT,. 17 OLiHKY BIIJIUBY AOCHIAHUX 3ac00iB Ha
inTepsan QT, 3mopoBux KO0OPOBOIIBLIB OYJI0 MPOBefeHe Malebo-KOHTPOILOBAaHE PAHOMi30BaHe
TIepexpecHe [OCTigKeHHS i3 pa30BUM 3aCTOCYBAHHSIM AOCIIXKYBaHOTO IIperapary. Y Xomi
MOCITi?)KeHHST 3aCTOCOBYBaIM 3 003U BOPMKOHA30/1y Ta KETOKOHA30J1y IepopaibHo. CKOpUTOBaHe
BiHOCHO maie0o cepegHE MaKCUMasbHe MOoJoBXKeHHs iHTepBany QT, NOpiBHAHO 3 TOYATKOBUM



piBHeM cTtaHoBuO 5,1, 4,8 Ta 8,2 Mc micng 3actocyBanHsa 800, 1200 ta 1600 Mr BOpHKOHA30Ty
BignosigHO Ta 7,0 Mc micns 3acTocyBaHHS 800 MI' KeTOKOHA30J1y. Y XKOIHOI'0 YYaCHUKA AOCIIIIXKEeHHS
nopoBxeHHd iHTepBany QT, He gocario = 60 MC BiTHOCHO BUXIAHOTO piBHS. [lepeBuIlieHHS
IOTEHIINHO KITiHIYHO 3Hauyoro mopora 500 Mc y XKOOHOTO y4aCHUKA OOCIIIXKEHHS He
criocrepirasnocs.

dapmakoKiHemuxka.

3arabHi hapMaKOKiHETHYHI XapaKTepUCTHKN. PapMaKOKiHETUKY BOPUKOHA30J1y OOCHiAXKYyBalu

y 3I0POBUX MOOPOBOJIBINB, Y TPYIi 0Cib 3 MEBHUMU 0COONMMBOCTSIMYU Ta y XBOPUX. [Ipu mepopanbHOMY
3aCTOCyBaHHi mpenapaty y go3ax 200 mr a6o 300 Mr 2 pa3u Ha mo6y mpoTsroM 14 mib y marieHTiB i3
MigBUIIEHNM PU3UKOM PO3BUTKY aCIepriibo3y (FOJIOBHMM YMHOM Y TAIliEHTIB 3i 37105IKiCHUMU
HOBOYTBOPEHHSMH JTiM(paTUYHUX Ta KPOBOTBOPHUX TKaHUH) apMaKOKiHETUYHI XapaKTEePUCTUKH, 1110
MOCTiAKyBaIucs, a caMe - IMBUAKICTh Ta PiBHOMIpHICTh abCopOIil, KyMyJIsdIlisl Ta HeNMiHINHNM
xapakTep ¢hapMaKoKiHeTHKH, Oy/IM aHAJIOTiYHI TAKUM Y 3MOPOBUX HOOPOBOJIBLIIB.

dapMmakoKiHeTHKa BOPUKOHA30JTy € HeTiHilHO0 3aBAsSKY HOT0 iHTeHCUBHOMY MeTabomi3my. [Ipu
MigBUIIIEHH] 003K 30iNbIIeHHS €KCIIO3UIIi] € BUIIUM, HiX Mpomopiriiine. ITinpaxoBaHo, 110 Ipu
IIepopaabHOMY 3aCTOCYyBaHHi 30inbirerHs mo3u mpemapaty 3 200 mr mo 300 Mr 2 pa3u Ha go0y
IPU3BOIOUTH [0 MigBUIIeHHS 10or0 ekcno3ulil (AUC,) y cepemuboMy Y 2,5 pa3u. [lepopanbHa
HaBaHTaxyBajbHa fo3a 200 Mr (a6o 100 Mr s malieHTiB 3 Macoo Tisla HuXKYe 40 Kr) gocsirae
€KCIIO3UIli], 110 BifiTIOBima€ 3 MI/KT IIpX 3aCTOCYBaHHI BHYTPIITHEOBEHHO. [lepopasibHa
HaBaHTaxyBajbHa H03a 300 Mr (a6o 150 Mr mys maiieHTiB 3 Maco Tina HuKYe 40 Kr) gocsrae
€KCIIO3UIIi], 10 BiANOBifae 4 MI/KT IIpX 3aCTOCYBaHHI BHYTPIIMHLOBEHHO. [Ipy 3acToCcyBaHHI
HaBaHTaXYyBaJIbHUX 03 BOPUKOHA30JTy IIepopabHO ab0 BHYTPIITHROBEHHO H0OT0 KOHIIEHTpalii y
m71a3Mi KpoBi, 6JTM3bKi 10 PiBHOBAXKHUX, MOCATAIOTHCS BIIPOMOBXK MepIIuxX 24 roguH Teparrii. AKimo
pexXuM HaBaHTaXXyBaJIbHUX 03 He BUKOPUCTOBYBATHU, IIpU OaraTopa3oBOMY 3aCTOCYBaHHI
BOPHUKOHA30/1y 2 Pa3u Ha [00y y Oi/bIIOCTI MaIliEHTiB #0T0 KYMYJISIlisS 3 JOCATHEHHSIM PiBHOBAXKHOI
KOHIIEHTpallil y M1a3Mi KpoBi BinOyBaeThCs Ha 6-Ty mo0y.

AGcopOirisi. BoprKOHA30JT HIBUOKO Ta MaiKe MOBHICTIO aOCOpOYEThCS MiCIIst TepopaIbHOTO
3acTtocyBaHHS 3 C,,, yepe3 1-2 romuHu micis 3acTocyBaHHs. AGCoMoTHA 6i0MOCTYIHICTE
BOPUKOHA30J1Y IIiCJIg 0T0 IIepopabHOr0 3aCTOCYBaHHS CTAaHOBUTH 96 %. IIpu GaraTopa3oBomy
3aCTOCYBaHHI BOPUKOHA30Iy 3 i3K€e10 3 BUCOKMM BMicTOM XKupiB piBHi C,,, Ta AUC, 3HUXKYyBaNIuCs Ha
34 % Ta 24 % BigmoBigHO. 3MiHa pH HIIyHKOBOTO COKY HeE BIIJIMBA€ Ha abCcopO11ito BOPHKOHA3O0JTY.

Po3nopin. O6’em po3mofiny BOPMKOHA30Jy B PiBHOBaXKHOMY CTaHi OILIHIOETHCS Ha PiBHi 4,6 /KT, 110
CBiYUTH IIPO ¥OT0 3HAYHUY PO3IOMIN y TKaHWHU. 3B’I3yBaHHS BOPUKOHA30I1y 3 GiTKaMu I1JIa3Mu
KPOBIi OIIiHIOETHCS Ha PiBHI 58 %. BoprkoHa3oi OyB ineHTU(IKOBaHUN ¥ KiTbKOCTAX, 10 MOXKHA
BUSIBUTH y BCiX 3pa3Kax CIMHHOMO3KOBOI PiiMHMY, B3ATUX Yy 8 Nalli€eHTiB y paMKax 01aromiiHo-
IOCTiAHUIIBKO] IIPOTPaMH.

Metabomni3M. [TocnimKkeHHs in vitro TpogeMOHCTPYBaJH, 1110 BOPUKOHA30/1 MeTab0i3yeThCs
izopepmentamu CYP2C19, CYP2C9 ta CYP3A4 uutoxpomy P450. BopukoHa301 xapakKTepu3yeThCs
BHCOKOIO MiKCy0’€KTHOIO BapiabebHICTIO papMaKOKiHETHKHY.

HocnigxeHHs in vivo mpogeMoHcTpyBany, o CYP2C19 Bigirpae 3HayHy pojib y MeTaboi3mi
BOPUKOHa30my. llei pepMeHT XapaKTepu3yeThCS TeHeTUYHUM TomiMopdizmom. Hanmpuknam, MoxkHa
ouikyBaTH, 110 15-20 % malienTaM MOHTO0/I0igHOI pacu 6yfe BIaCTHBUM MOBITbHUM MeTa0b0I1i3M 1ILOTO
npemnapaty. Cepeq IpefcTaBHUKIB €BPOIIEOiAHOI Ta HETPOITHOI pac KiNlbKiCThb 0cCib i3 moBiNbHUM
MeTabomi3MoM CcTaHOBUTH 35 %. [locmimKeHHs, TPOBENEeHi 3a y4acTio 30POBUX TOOPOBOIBIIIB
€BPOTIEOITHOI PaCH Ta SMOHIIIB, TPOJEMOHCTPYBAJIH, IO Y «IOBiTbHUX MeTab0Ii3aTopiB»



BOPUKOHA3011y eKcro3ullia npenapaty (AUCT) B cepegHbOMY B 4 pa3u BUIIA, HiXK y TPYIIi IOPIBHAHHS
- Y TOMO3UTOTHUX «IIBUAKUX MeTab0s1i3aTopiB» BOPUKOHA30Yy. '€ TEPO3UTOTHI «IIBUAKI
MeTabo1i3aTopu» BOPUKOHA30JTy MAIOTh Y CEPeOHLOMY B 2 pa3u BHUIIY €KCIIO3UINI0 ITpemaparTy, HiX y
TPYIIi TOPiBHSAHHS - Y TOMO3UTOTHUX «IIBUAKUX MeTa0o0J1i3aTopiB».

['omoBHUM MeTab0/IiTOM BOPUKOHA301y € N-OKCUT, 1[0 CTaHOBUTE 72 % yCi€l KimbKOCTI MiueHUX
pafioaKTUBHUM i30TOIIOM MeTa0oJIiTiB, 1110 IIUPKYIIOITH V Ia3Mi Kposi. Lle#t meTabomiT
XapaKTepU3yeThCs MiHiMaIbHO IPOTUTPUOKOBOI0 aKTUBHICTIO Ta He BIIIMBAE Ha 3arajlbHy
e(peKTUBHICTH BOPUKOHA3O0IY.

Exckpernis. BoprKoHa30J1 BUBOOUTELCS 3 OPraHi3My IIJISXOM IeYiHKOBOTO MeTab0Ii3My, MEHII HixkK
2 % 3acTOCOBaHOI NO3U BUBOAUTLCSA i3 CeYer0 B HE3MiHEHOMY BUTJISAMI.

[Ipu BUKOpUCTaHHI MiY€HOI'0 Pafi0aKTUBHUM 130TOIIOM BOPUKOHA30J1y B Ce4i BU3HAYAJIOCSH
npu6nu3Ho 80 % pafmioaKTUBHOCTI micasa 0araTopa30BOro BHYTPIIIHLOBEHHOT'0 3aCTOCYBaHHS
npenapaty Ta 83 % - micnst 6araTopa3oBoro MepopanbHOT0 3aCTOCyBaHHS. binbia yactusa (> 94 %)
pafioaKTUBHUX PEYOBUH BUBOAMIIACS 3 OPraHi3My MPOTATrOM Iepiuux 96 roguH gK IMicis
BHYTPIILIHLOBEHHOI'0, TaK i IIiC/ISl IIepopaIbHOT0 3aCTOCYBaHH IIpernapary.

TpuBamicTh mepiomy HamiBBUBENEHHS BOPUKOHA30Y 3aJIe3KUTh Biff HO3U Ta CTAHOBUTD IIPUOIU3HO 6
TOMMH IIiCIIS ITepopaIbHOTo 3acTocyBaHHA fo3u 200 Mr. 3aBAsKY HeNiHIMHIN HapMaKOKiHEeTHUI
nepiofl HalliBBUBeIeHHS He BUKOPUCTOBYETHCS IJIS OLIIHKM KyMyJIAllii abo enmiMiHalii BOpUKOHA30ITy.

dapmakoKiHeTHKa B 0COONMBUX I'PYII MAIiEHTIB.

Cratb. Y mocmigxkeHHi 6araTopa3oBOro 3aCTOCYBaHHS BOPUKOHA30JTy repopasbHo piBHi C,,, Ta AUC.y
30O0POBUX MOJIOOUX XKiHOK Oynu BigmoBigHO Ha 83 % Ta Ha 113 % BUIIMMHU, HiXK Y 3MOPOBUX MOIOIUX
40710BiKiB (18-45 pokiB). ¥ 1IbOMYy X JOCHIgXKEHHI He CIIOCTePiraaocs XKOOHUX CTaTUCTUYHO
3HAQYYILIMX BIAMIHHOCTE! MiX IIUMU IOKa3HUKaMU y 300POBUX YOJIOBIKIB Ta XKIiHOK JIITHBOTO BiKy

(= 65 pokiB). Y KiiHiYHIN porpaMi He 3[ilCHIOBaIacs KOPEKIisa 403U 3a/Ie’KHO Bifi CTaTi y4aCHUKIB
nocrimxkenb. [Ipodini 6e3mneku Ta KOHIEHTpALllii y My1a3Mi KpPOBi IIpenapary y KiHOK Ta YOJIOBiKiB
Oynu aHanoriyHUMHU. TaKUM YMHOM, HeOOXiZHOCTI KOpeKIlil 03U IpenapaTy 3aJie’kHO Bifi cTaTi
HeMae.

[NanieHTH MITHHOTO BiKY. Y KJIiIHIYHOMY [JOCif?KeHHi 6araTopa3oBOro 3aCTOCYBaHHS IIpenapaTry
nepopasnbHo piBHi C,,,, Ta AUC,y 3M0pOBUX YOJIOBIKiB JIiITHOTO BiKYy (= 65 poKiB) Oy/u BifmoBiIHO Ha
61 % Ta Ha 86 % BUIIMMH, HiXK y 3MOPOBUX MOJIoAuX 40y0BiKiB (18-45 pokis). He cnocTtepiramocs
JKOJHUX CTaTUCTUYHO 3HAUYLIUX BigMiHHOCTeH piBHIB C,,, Ta AUC,y 300pOBUX KiHOK JIITHEOTO

BiKy (= 65 pOKiB) Ta 3MOPOBUX MOJIOAUX XKiHOK (18-45 poKiB).

Y xi1iHiYHI¥ nporpami He 3[iliCHIOBaIacs KOPEKLisa JO3U 3a/IeXHO Bif BikKy. CriocTepirascs
B3a€EMO3B’SI30K MiX I1JIa3MOBUMH KOHIIEHTpaliIMu Ta BikoM. [Tpodisni 6e3neku BOPHKOHA30IY Y
MOJIOAMX TAlli€HTiB Ta NAlLli€HTIB JIITHHOTO BiKy OyJIK MOMIOHMMHU, TOMY HEOOXiIHICTh Y KOPEKIIil 03U
M1 TIAIli€eHTiB TTHROTO BiKY BiicyTHS (OuB. po3xin «Crocib 3acToCcyBaHHS Ta HO3U»).

[iTu. PekoMeHOOBaHa fl03a IIperapary [jisg IepopaabHOT0 3aCTOCYBaHHS AiTSAM 0a3yeThCS Ha
(hapMakKOKiHETUYHOMY aHaJli3i JaHuX, OTpuMaHuX Bif 112 mgiTen BikoM 2-12 pOKIB i3 MOPyLIEHHIM
iMmyHiTeTy Ta 26 giTeii BikoMm 12-17 pOKiB i3 mopyuIeHHSIM iMyHITETY. 3aCTOCyBaHHS OaraTopa30BUX
mo3 3, 4, 6, 7 Ta 8 MI/KT 2 pa3u Ha mo0y BHYTPIITHEOBEHHO Ta OaraTropa3oBux H03 4 MI/KT, 6 MI/KT Ta
200 mr 2 pa3u Ha H00y mepopabHO (IIOPOIIOK ISt IPUTOTYBAHHS CYCIIeH3il [JIs TepopaTbHOTO
3aCTOCYBaHHS) OILIiHIOBAIOCS Iif 4ac 3 papMaKOKiHETUUHUX OOCIIAKEHb 3 y4acCTIO JiTeu.
HaBaHTaxyBanbHi 103U 6 MI/KT 2 pa3u Ha 100y BHYTPIIIHLOBEHHO Y IIEPIINH IeHb, 1110



CYTIPOBOMXKYBa/INCS HaCTyITHUMU H03aMu 4 MT/KT 2 pa3u Ha fo0y BHyTpimHboBeHHO Ta 300 Mr 2 pa3u
Ha H00y mepopasibHO (TabIeTKy), OIiHIOBAJIKCS IIif Yac OMHOTr0 (hapMaKOKiHETUYHOTO MOCTiAKEHHS
3a y4JacTio miTei. Y maHoi KaTeropii marmieHTiB cocTepiranacs O6inbil BupaxeHa Mixk cy0’€eKTHa
BapiaOebHICTD MOPIBHSIHO 3 JOPOCIUMH.

[TopiBHSHHS (papMaKOKiHETUUYHUX ITapaMeTPiB AiTel Ta JOPOCIUX II0Ka3aso, 0 O4YiKyBaHa 3arajibHa
ekcrio3utlisi (AUCT) y miTeit micist BBefleHHsS HaBaHTaxXyBaabHOI 7031 9 MI/KT BHYTPIIlTHLOBEHHO OyIa
nopiBHsHHA 3 AUC,y IOPOCUX IIiC/Isl 3aCTOCYBaHHS HaBaHTaXKyBaIbHOI 003U 6 MT/KT
BHYTpimHbOBeHHO. AUC, y miTel micis 3aCTOCyBaHHS HiATpUMy4ux 0o3 4 Ta 8 Mr/Kr 2 pasu Ha go0y
BHYTPIIIHEOBEHHO OyJa nopiBHsAHHA 3 AUC, y mOPOCNIUX Iic/is 3acToCcyBaHHA 3 Ta 4 MT/KT 2 pa3u Ha
no6y BHyTpimHLOBeHHO. AUC, ¥ miTel micnsg 3aCTOCYBaHHS MiATPUMY040i 103U 9 MI/KT (MaKCUMyM
350 mr) 2 pa3u Ha mo0y nepopanbHo Oyia nopiBHsHHA 3 AUC, y IOPOCIMX ITiCIIsT 3aCTOCYBaHHS

200 mr 2 pa3u Ha H00y nepopanbHo. EXCIIO3uIliss BOPUKOHA30ITY IiC/Is 3aCTOCYBaHHS I03U 8 MI/KT
BHYTPIIIHEOBEHHO Oy7ie B 2 pa3u BUIIOIO, HiXK IPU 3aCTOCYBaHHI 103U 9 MI/KT ITepopasbHo.

Buia, HiX 14 [OpPOCHuUX, NiATPUMYI0Ya [03a [JI9 BHYTPIIIHEOBEHHOI'0 3aCTOCYBaHHSA AiTAM
BimoOpazkae€ OinbIy 3MaTHICTH OO0 eliMiHallil ¥ 3B’s93Ky 3 Oi/IbII0I0 Macoio MeYiHKY BifHOCHO Macu
tina. [Ipu nepopanbHOMY 3aCTOCyBaHHI 0i0JOCTYIIHICTH ITpemnapaTy Moxke OyTu 3HUXKEHa Yy OiTeu i3
MasibabcopOiiieto Ta AyKe HU3bKOIO BiTHOCHO BiKY MAco0 Tijla. Y TaKUX BUIIAAKaX PEKOMEHOYEThCS
3aCTOCOBYBaTU BOPUKOHA30JI BHYTPIIIIHbOBEHHO.

Excrmoautliss BOpUKOHA3011y ¥ OibLIOCTI miTe# cTapInoro Biky 0yia MOPiBHIHHOIO TaKill ¥ JOPOCIHX
IIPY ONHAKOBOMY pexXuMi fo3yBaHHs. OfHAK y OesKUX AiTel CTaplloro BiKy 3 HU3bKOK MacCOI0 Tijla
CIIoCTepiranacs HuUX4a eKCII03HULil BOPUKOHA30J1y IOPiBHAHO 3 TaKOW Yy gopociaux. Cxoxe, 110 y
TaKWX TaI[ieHTiB MeTa001i3M BOPUKOHA301y BinOyBaeThCs LIISIXOM, ITOAIOHUM [0 TAaKOro y [iTel, a He
y mopociux. 3 orisifny Ha hapMaKOKiHeTUYHUY aHai3 momnynsuii giTy BikoM 12-14 pokiB 3 Macoio
Tina MeH1Ie 50 KT MalOTh OTPUMYBATH J03U OJIs OiTel (muB. po3min «Crmocid 3aCTOCYyBaHHS Ta HO3U»).

[NopyuieHHs QYHKITI HUPOK. Y XOAi JOCTifXKeHHS 3aCTOCyBaHHS pa30oBoi fo3u 200 Mr naiieHTaM i3
HOPMAaJIbHOI (PYHKIIi€I0 HUPOK, i3 HUPKOBOIO HEJOCTATHICTIO JIETKOT'O CTYNEHS (KIipeHC KpeaTUuHiHy
41-60 M/XB) Ta TIXKKOTO CTyleHd (KJIipeHC KpeaTuHiHy < 20 MJI/XB), CTYIiHb TSIKKOCTI IIOPYIIEHHS
GbyHKII1 HUPOK MaB He3HAYHUY BIIJINB Ha (hapMaKOKiHETUKY BOPMKOHA30Ty. 3B’ I3yBaHHS
BOPUKOHA30:1y 3 6iIkamMu 11a3Mu OyJ10 CXOKUM Y Malli€eHTiB i3 pi3HUM CTyIIeHEM TSIXKKOCTI
nopyIlIeHHs QYHKIll HUPOK (AuB. po3min «Crocib 3acTocyBaHHS Ta Jo03u» Ta «Oco0IMBOCTI
3aCTOCYBaHHS»).

[NopymienHs QyHKIN1 nevdinku. [Ticis pa3oBoro nepopaabHOr0 3aCcTOCyBaHHS npenapaty (200 Mr) y
MaIlEHTIB i3 nerkuM abo moMipHUM IIMPO30M NediHKM (Kimac A Ta B 3a knacudikarieio Yannga-I1'10)

piBerb AUC 6yB Ha 233 % BUIIUM MTOPiBHSIHO 3 TAKUM Y Malli€HTiB 3 HOPMAJIbHOWO QYHKINEIO MeYiHKY.
[TopyueHHst QyHKIII MeYiHKY He BIJIMBAE Ha 3B’SI3yBaHHS BOPUKOHA30Iy 3 OiTKaMU KPOBI.

Y xomi kniHiYHOTO HOCTigXKeHHs 6araTopa3oBoOro 3aCTOCYBaHHS IIpemapaTy rnepopanbHo piBerb AUC,
OyB nomiOHUM Y TallieHTiB 3 TOMipHUM IIMPO30M MediHKH (Kiac B 3a knacudikauieto Yainma-I1'10),
sIKi 3aCTOCOBYBaiu migTpumytouy mo3y 100 mr 2 pa3u Ha 0o0y, Ta y HallieHTiB 3 HOPMaIbHOIO
GYHKIIIE0 MeviHKH, sKi 3acTocoByBaiu 1mo 200 Mr mpenapaty 2 pa3u Ha mo0y. [JaHi momo
(hapMakKOKiHEeTHKY IIpenaparTy y MallieHTiB i3 TAXKKUM IIUP030M medinku (kKimac C 3a Knacudikalliero
Yaitnma-T1't0) BimcyTHi (muB. po3min «Cmoci0 3acTocyBaHHS Ta go3u» Ta «Oco0IMBOCTI
3aCTOCYBaHHS»).

KiiniyHi XapaKTepHCTHKH.



Iloka3aHHus.

[TpodinakTrKa iHBa3UBHUX I'PUOKOBUX iHGEKIIIN IPU aJloTeHHiN TpaHCIIaHTallil KiCTKOBOTO MO3KY y
IIAI[l€HTIB 3 BUCOKUM PU3UKOM TAKOI'0 YCKIIALHEHHS.

BopukoHa30J1 3aCTOCOBYIOTH JOPOCIIUM 1 TIiTAM AJ1d JIIKyBaHHST:
- IHBA3WBHOT0 aCIepriabo3y;
- KaHOuAeMii, 110 He CYIIPOBOAXKYETHCS HEUTPOIIEHIEIO;

- TSKKUX iHBa3WBHUX iH(eKid, cnpuurnHenux Candida (Bkmtovawouu C. krusei), pe3uCTEHTHUX
0o (GryKoHas30my;

- TSIKKUX PUOKOBUX iHGMEKIiN, CIpUUYNHEHUX BufamMu Scedosporium i Fusarium.

[TamienTaMm i3 mporpecyoduMy iHQeKIiaMU Ta iHQEKIiIMY, 10 MOTEHIINHO 3arPOXKYI0Th KHUTTIO,
BOPUKOHA30J1 CJTiJ] 32aCTOCOBYBATH y SIKOCTi CTapTOBOI Tepartil.

IIpomunoka3aHHs.
- linepuyTnuBicTh A0 Aifo4oi pedyoBHUHU abo 0 Oymb-sIKOI JOTIOMiXKHOI pEeUOBHHHU IIpenapary.

- OpHoyacHe 3acTocyBaHHS i3 cy6cTpatramu CYP3A4, TepdheHaguHOM, aCTEMi30JI0M,
ITU3AIPUIOM, IIIMO3UIOM, XiHITHHOM Ta iBaOpaguHOM, OCKiTbKY HiABUIEHHS KOHIIEHTPAIlN ITUX
JiKapchbKUX 3aco0iB y ma3Mi KpoBi MOXKe IIPU3BECTH [0 ogoBxKeHHS iHTepBany QT, Ta 3pigka - 10
PO3BUTKY IJIYHOYKOBOI TaxXikappil Tuny «mipyet» (torsades de pointes) (muB. po3min «B3aemopisa 3
iHIITIMM JTiKapCbKUMM 3aco0aMu Ta iHII BUOY B3aEMOIii»).

- OpHOYacHe 3aCTOCYBaHHS i3 pudamminuHoM, KapbaMa3eniHoM Ta peHo6apOiTanIoM, OCKiTbKY
I1i TiKapchKi 3aco0u 3maTHI CyTTEBO 3HUKYBATH KOHIIEHTpALlii BOPMKOHA30JY Y I1JIa3Mi KpOBi (IUB.
po3min «B3aeMopist 3 iHIMKUMU JTiIKapChKUMHU 3aco0aMu Ta iHIIi BUIKW B3aEMOIiN»).

- OpHOYacCHe 3aCTOCYBaHHS CTaHIAPTHUX 03 BOPHKOHA307y 3 edaBipeH30oM y 1031 400 mMr Ha
noby abo Bullle, OCKiIBKY 3aCTOCYBaHHS e(daBipeH3y y TaKuX H03axX 3HAUYHO 3HUXKYE KOHI[eHTpallil
BOPUKOHA30J1y Yy IJIa3Mi KPOBi ¥ 300p0BUX HOOPOBOJIBIIB. BOpMKOHA30/1 TAKOXK 3HAYHO IMiABUIIYE
KOHIIeHTpallil edaBipeH3y y mi1a3Mi KpoBi (quB. po3nin «B3aeMopis 3 iHIMMMY JTiKapchKUMHU 3acobamu
Ta iHII BUOYM B3a€MOMil»; IPU 3aCTOCYBAHHI HUKYUX 103 [AUB. Po3ain «OCoOIUBOCTI 3aCTOCYBAHHSI»).

- OpHOYacHe 3aCTOCYBaHHS 3 BUCOKMMHU [03aMu puToHaBipy (400 mr abo Buiile 2 pas3u Ha Ho0y),
OCKIiJIbKM 3aCTOCYBaHHS TaKMX 003 PUTOHABIPY MPU3BOAUTE N0 CYTTEBOTO 3HMXKEHHSA KOHIIEHTpAIlil
BOPUKOHA30J1Y Y IJIa3Mi KPOBi ¥ 300p0BUX NOOPOBOJIBIIIB (IIPK 3aCTOCYBAHHI HUKYUX 03 PUTOHABIPY
nuB. po3min «OcobnMMBOCTi 3aCTOCYBaHHA»).

- OpHoYacHe 3aCTOCYBaHHS 3 ajiKasoiflaMu PiXkKiB (eproramil, AUTigpoeproTaMiH), sKi €
cyoctpatamu CYP3A4, oCKinbKY MigBUIIEHHS KOHIIEHTPALliX 1IUX JIiIKapChbKUX 3ac0o0iB y Ia3Mi KpoBi
MOXKe IIPHU3BECTH 10 €ProTU3My (OuB. po3min «B3aeMopmis 3 iHIMMMU JTiKapChKUMHU 3acob6aMu Ta iHIIi
BUIM B3a€EMOJIIM»).

- OpHOYacCHe 3aCTOCYBaHHS i3 CUPOJIIMYCOM, OCKiJIbKM BOPUKOHA30JI MOXKe CyTTEBO
MigBUITYBAaTH KOHIIEHTpAIIil CHPOIIMYCY y a3Mi KpoBi (OuB. po3ain «B3aemMopis 3 iHIIUMHT



JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3aEMOIiN»).

- OpHOYacHe 3aCTOCYBaHHS BOPUKOHA30Jy 3 HajlloKceroynoM, cyoctparoM CYP3A4, ockinbku
IiABUIIEHHS KOHI[EHTPAllil HaJIOKCETOJIy B IIJIa3Mi KpOBi MOXKe CIIPOBOKYBaTH CUMIITOMHU BifMiHU
omioimiB (ouB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

- OpHoYacHe 3aCTOCYBaHHS BOPUKOHA30JY 3 TOIBAIITaHOM, OCKIJIbKY CUJIbHI iHTiOiTOPH
CYP3A4, Takxi SiK BOpHKOHA30JI, 3HAYHO ITigBUIIYIOTh KOHIIEHTPAIIil0 TOJBANTaHy B I1a3Mi (OuB.
po3min «Ocob6IUBOCTI 3aCTOCYBAHHS»).

- OpgHOYacHe 3aCTOCYBaHHS BOPMKOHA30Y 3 TYPa3UI0HOM, OCKiTbKY 3HaYHE 30iIbIIeHHS
€KCITO3UIIil Typa3ugoHy MOXKe ITPU3BECTH OO CePHO3HUX MOOIYHUX peakKliit (IuB. PO3Min
«Oc00IMBOCTI 3aCTOCYBaHHS»).

- OpHOYaCHe 3aCTOCYBaHHS 3 BEHETOKJIaKCOM Ha II0YaTKYy JIiIKyBaHHS Ta IIif 4ac ¢a3u
TATPYBaHHS 003U BEHETOK/IAKCY, OCKIIbKM BOPUKOHA30JI, UMOBIPHO, 3HAYHO MiABUIIY€E KOHIIEHTPALIil0
BEHETOKJIAKCYy B IJIa3Mi KPOBi Ta 30isbIIy€e PU3UK CUHAPOMY JIi3UCY IYXJIUHU (OUB. PO3TiN
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMM Ta iHIII BUAM B3AEMOIiii»).

- OpHoYacHe 3aCTOCYyBaHHS i3 IpenapaTaMu 3Bipo0oio (AuB. po3ain «B3aeMopis 3 iHmMMHI
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).

B3aemodis 3 iHwumMu snikapcbkumu 3acodamu ma iHwi eudu e3aemodiii.

BopukoHa30751 IpUTHIYy€Ee aKTUBHICTh Ta MeTab0i3yeTbcs i3opepmenTaMu iuToxpomy P450:
CYP2C19, CYP2C9 ta CYP3A4. IuribiTopu abo iHAyKTOpH X i30(pepMEHTIB 3[aTHi BiATIOBITHO
nifBuIyBaTH ab0 3HUKYBATH KOHI[EHTpAllil BODUKOHA30J1y Y IIa3Mi KpOBi, @ BOPUKOHA30JI Mae
TIOTEHITiasT MigBUIIYBATH KOHIIEHTPAIlil y IIJ1a3Mi KPOBi pe4oBUH, SIKi MeTab0Ii3yI0ThCS IUMHU
isohepmenTamu nuToxpomy P450, 30KpeMa, I1e CTOCYETHCSI PEeYOBHH, SIKi MeTabO0i3yI0ThCS
CYP3A4, ockinbKy BOPUKOHA3011 € cunbHUM iHribiTopoM CYP3A4, xo4a 30inbuiennss AUC
3aJIeXUTh Bif cyOCTpaTy (OuUB. TaONUITIO HUXKYE).

HocnigxkeHHS B3aeMOIil TiKapCbKUX 3aC00iB IIPOBOAMIM 3 YUaCTIO 300POBUX JOOPOBOJIBIIB YOIOBIYO]
cTarTi, sIKi 3acTOCOBYBa/IM BOpHKOHa301 200 Mr 2 pa3u Ha go0y mmepopasbHO Ta 6araTopasoBo [0
NOCSATHEHHS PiBHOBAXHOI0 cTaHy. OTprMaHi pe3y/ibTaTy TAKOX 3aCTOCOBHI 10 IHIIUX IPYII IALIIEHTIB
Ta c1ocobiB 3aCTOCyBaHHS.

BopukoHa3071 cITif 3aCTOCOBYBaTH 3 00€peXKHICTIO MalieHTaM, SKi OqHOYACHO IPUMMAal0Th iHIIT
JiKapchKi 3aco0u, 110 MPONOHTYIOTh iHTepBal QT,. Y Bumagkax, Koy BOPUKOHA30JI TaKOXK Ma€
TIOTEHIliaJT MigBUIIYBATH KOHIIEHTPAIIil y IJ1a3Mi KPOBi pe4OBUH, 1110 METa00ITi3yI0ThCS
izopepmentamu CYP3A4 (mesiki anTuricTamMiHHi 3acobu, XiHimWH, 1U3anpul, IiMO3u[ Ta iBabpaauH),
iX OIHOYACHe 3aCTOCYyBaHHS IIPOTUIIOKA3aHO.

[HdopMatliito 110710 B3a€MOZil BOPUKOHA30JTy Ta iHIIMX JTiKapChKUX 3ac00iB HaBegeHo y Tabmulli 3.
HampaBneHHS CTPisIOK AJisi KOXKHOTO ITapameTpa papMaKoKiHEeTHKY 6a3yeThCsl Ha NOBipYOMY
inTepBani 90 % reoMeTPUYHOTO CePEOHbOT0 KoedilrieHTa.

CuMBoIM Ta CKOPOYEHHS, BUKOPUCTaHI B TabMNu1li, Ta iXx 3HaUEHHS: < - 3HaXO[UTHCS Y MexKax
80-125 %; 1 - Bume 80-125 %; | - uuxue 80-125 %; * - gBoGiIuHi B3aemonii; AUC, - moia mif
KPHUBOIO Hap [o30BuUM iHTepBanioM; AUC, - miollla mmig KpUBOIO Bif 4acy «0» 10 4acy i3 IOKa3HUKOM,



10 Bu3HavaeThes; AUC, , - miola IIig KpUBoo Bifg yacy «0» M0 HECKIHYEHHOCTI; H/3 - He 3aCTOCOBHO.

B3aemonii B TaGuIli HaBeIeHO Y TaKOMY IOPSIKY: OMHOUYACHE 3aCTOCYBAHHS IPOTUIIOKA3aHOo,
OJHOYACHe 3aCTOCYBaHHS BUMarae migbopy Oo3u Ta PeTeNIbHOIo KiIiHigHOoro Ta 6ionorivHoro
CIIOCTEpEeXkKEeHHS, ONHOYaCHe 3aCTOCYBaHHS HE Ma€ 3HAUylIuX (papMaKOKIHETUYHUX B3a€EMO[IN, ane
MOXKe CIIpUYMHSATHU KJTiHiYHY 3al[iKaB/lIeHICTh ¥ JaHiil TepalleBTUYHIN ramyai.

Tabauys 3.

Tikapcvkutl 3acio
(mMexaHism 83aemMo0ii)

B3aemo0in
CepedHe 2eoMmempuyHe 3MiH, %

PexomeHOauil u,000
00HOYACHO20 3aCMOCYBAHH A

ACTeMi3071, U3apPUI, MiMO3HL,
XiHiguH, TeppeHaauH Ta
iBabpamgun (CYP3A4-cy6cTpaTn)

X04a BifIOBiOHI AOCHIAXKEHHS HE
[IPOBOOUIINCS, MiABUILIEHHS
KOHIIEHTpALill IIUX PEUYOBUH Y
[1JIa3Mi KPOBi MOXKe MPU3BOOUTH
0o nomoBxkeHHS iHTepBany QT,
Ta PiOKO - IO PO3BUTKY
[ITYyHOYKOBOI TaxiKappil THUITy
«IipyeT».

[IpoTunmoKa3aHo (OUB. PO3MiNn
«IIpoTUIIOKa3aHHI»).

Kap6ama3erin Ta 6apbiTypatu
TPUBAJIO] [Iil, HallpUKIIaf
benobapbiTan, medobapbiTan
(motyxHi inmykTOpu CYP450)

He3Baxarouu Ha BiCyTHICTh
BiOIIOBIOHUX MOCIiIXKEHb,
BiporigHo, 110 Kapbama3zerin Ta
OGapbiTypaTy TpHUBaAIOi mil
MOXKYTh 3HQYHO 3HUXKYBaTU
KOHIIEHTpAllil BOPUKOHA30JTy V
r1a3Mi KpoBi.

[IpoTunmoOKa3aHo (OUB. PO3MiN
«IIpoTunoka3anHasa»).

EdaBipeH3 (HeHyKI€03UTHUM
iHTi6iTOP 3BOPOTHOI
TPaHCKPUIITa3u) (iIHAyKTOP
CYP450; inribiTop Ta cyobcTpat
CYP3A4)

400 mr 1 pa3 Ha mo6y pa3oMm i3
BOPUKOHA30510M y 1031 200 Mr 2
pas3u Ha moby*

Edagipen3 300 mr 1 pa3 Ha go0y
onHo4acHo 3 400 Mr
BOPUKOHA30/1y 2 pa3u Ha moby*

Cax €PaBipensy T 38 %

AUC, edaBipen3y T 44 %

C,..x BOPEKOHa301y | 61 %
AUC, BopukoHaszony | 77 %
[TopiBusHO 3 600 Mr edaBipeH3y
1 pa3 Ha mo0y:

C,..x €baBipeH3y <

AUC, edaBipensy 1T 17 %
[TopiBHSAHO i3 200 MT
BOPUKOHA30J1y 2 pa3u Ha [o0y:
Coex BOPUKOHA307y T 23 %
AUC, BopukoHaszony | 7 %

OpgHOYaCHe 3aCTOCYBaHHS
CTaHOAPTHUX 103
BOPUKOHA30JTy 3 e(aBipeH30M y
mo3i 400 mr 1 pa3 Ha foby 4u
BUIIlE MPOTHUIOKAa3aHO (OUB.
po3min «[IpoTunmoKasaHHI»).
[Ipyu ogHOYACHOMY
3aCTOCYBaHHI BODUKOHA30JIy Ta
edaBipeH3y NiATPUMY0YY [03y
BOPUKOHA30JIY CJIifl 30iMbIIUTH
mo 400 Mr 2 pas3u Ha mo6y, a
mo3y edaBipeH3y CIif
sMmeHmUTH 10 300 Mr 1 pa3s Ha
moOy. ITicns BigMiHK
BOPUKOHA30J1y CJIif
MTOBEPHYTUCS [I0 II0YaTKOBOI
no3u edaBipeH3y (OUB. PO3MiN
«Crocib 3acTocyBaHHS Ta
mo3u» Ta «Oco0IMBOCTI

Ta QUrigpoeproraMiu (cyOcTpaTu
CYP3A4)

MOXKe IiBULIYBATU
KOHIIEHTpallil aJlKaso0ifliB PixkKKiB
y IIJTa3Mi KPOBi 1 IPU3BOAUTHU [0

3aCTOCYBaHHS»).
ATIKaoigu pixkkiB, BKiIo4Yamuy, [Xoda BigmoBimHi mocrnigxeHHS He|[IpoTHIIOKa3aHO (IUB. PO3MIin
asie He 00MeXYIOUKCh: eproTaMil |TPOBOAUITHCS, BOPUKOHA30JI «IIpoTUTIOKa3aHHS»).

[PO3BUTKY €PTOTU3MY.




(CYP3A4 cybcTpart)

BOPMKOHA30JI He [OCIiAKyBaBCH,
IMOBIPHO, BiH 3HAYHO MiABUILYE
KOHIIEHTPALlil0 HaJIOKCET 01y B
[1J1a3Mi KPOBI.

Jlypa3unon He3Baxxaiodu Ha Te, IO [TpoTUMOKa3aHO (IWB. PO3MIiN
(CYP3A4 cybcTpart) BOPUKOHA30JI He JOCTigXKyBaBcs, [«[IpoTunoka3anHasm»).

BiH MOXKe 3HA4HO IIiIBUIYBAaTH

KOHIIEHTPAILIi0 Typa3ugoHy B

[1J1a3Mi KPOBI.
Hamnoxkceron He3Baxkamouu Ha Te, III0 [IpoTHIOKa3aHO (OUB. PO3MiN

«IIpoTUIOKa3aHHS»).

PudalbyTuH (MOTYKHUN iHAYKTOP

CYP450)

300 mr 1 pa3 Ha moby

300 mr 1 pa3 Ha o6y (0ogHOYACHO
3 BOpUKOHAa30j10M 350 Mr 2 pa3u

Ha m00y*)

300 mr 1 pa3 Ha mo6y (0ogHOYACHO
3 BOpuKoHa30s10M 400 mr 2 pa3u

Ha m00y*)

Cex BOPEKOHA307y | 69 %
AUC, BopukoHa3zomny | 78 %
[TopiBHSAHO i3 200 MT
BOPUKOHA30J1y 2 pa3u Ha fo0y:
Cex BOPUKOHA307y | 4 %
AUC, BopukoHa3zony | 32 %
Conax PEDabyTuny T 195 %
AUC, pudabytuny T 331 %
[TopiBHSAHO i3 200 MT
BOPUKOHA30J1y 2 pa3u Ha [o6y:
Coax BOPUKOHA3011y T 104 %
AUC, BopukoHazony T 87 %

Crlig yHUKaTh OHOYACHOT0
3aCTOCYBaHHS BOPDUKOHA30JIy Ta
pubabyTuHy, AKIIO TiNbKU
KODPUCTh He IlepeBaXKae pU3UK.
[linTpuMylo4a mo3a
BOPUKOHA30JTy MOXKe OyTH
MigBUIEHa [0 5 MI/KT
BHYTPIIIHEOBEHHO 2 pa3u Ha
mo0y a6o 3 200 mr mo 350 Mr
MepopasibHO 2 pa3u Ha 0o0y
(Bim 100 mr mo 200 Mr
[epopasnbHo 2 pa3u Ha goly y
[al[ieHTiB 3 Maco0 Tijla HUXKYe
40 kr) (muB. po3pin «Croci6
3aCTOCYBaHHS Ta JO3W»).

[Ipy ogHOYACHOMY
3aCTOCYyBaHHI pudabyTuHy Ta
BOPUKOHA30JIy PEKOMEHI0BaHO
[IPOBONUTYU PETEJIbHUNI
MOHITOPUHT IIOKa3HUKIB
3arajabHOIO aHasli3y KpoBi Ta
moOiYHMX peaklliil, OB’ I3aHUX
i3 pupabyTrHOM (TAKUX SK
yBeIT).

Pudamminus (600 mr 1 pa3 Ha
no0y) (MOTYXKHUM iHAYKTOD
CYP450)

C,..x BOPEKOHA307y | 93 %
AUC, BopukoHa3omny | 96 %

[IpoTUmOKa3aHoO (IUB. PO3MIiN
«ITpoTUTIOKa3aHHS»).

PuTOHaBIp

(imribiTop mpoTea3s) (MOTYKHUMI
ingykTop CYP450; inri6itop Ta
cyoctpat CYP3A4)

Bucoki mo3u (400 mMr 2 pa3u Ha
noGy)

Husbki go3u (100 Mr 2 pa3u Ha
mo0y)*

Crax Ta AUC, puTOHABipY <
Cax BOPUKOHA3011y | 66 %
AUC, BopukoHa3ony | 82 %
C,.x PUTOHABIDY | 25 %
AUC, putoHasipy | 13 %
C,..x BOPUKOHA307y | 24 %
AUC, BopukoHa3zony | 39 %

OpHOYacCHe 3aCTOCYBaHHSA
BOPHMKOHA30JTy Ta BUCOKUX 103
puToHaBipy (400 Mr Ta Bulle 2
pas3u Ha fo0y)
[mpoTUmOKa3aHo (IUB. PO3Min
«ITpoTUTIOKa3aHHS»).
O@HOYAaCHOI0 3aCTOCYBaHHSA
BOPHMKOHA30JTy Ta HU3BKUX 103
puToHaBipy (100 Mr 2 pa3u Ha
mo0y) CIIifl YHUKATH, SKIIO
TiTbKM KOPUCTh HE IIepeBaxkae
PU3MK.

[Ipenapatu 3Bipo6oio

(immyxtop CYP450; iHmyKTOD
P-rIiKONpOTeIny)

300 mr Tpuyi Ha 100y (0OgHOYACHE
3acTocyBaHHA i3 400 Mr
BOPMKOHA30JTy Pa30BO)

Y He3anexXHOMY
ony0IiKOBaHOMY [OCTigXKeHHi
AUC,... BopukoHa30iy | 59 %

[IpoTunmoOKa3aHo (OUB. PO3MIiN
«IIpoTUIIOKa3aHHSI»).




TonBamTaH
(cy6ctpaT CYP3A)

He3Baxxaiodu Ha Te, IO
BOPMKOHA30JI HE [OCIIiAKyBaBCs,
BiH MOXKe 3HA4HO IIiIBUIYBAaTH
KOHIIEHTPALIif0 TOJIBalTaHy B
[1J1a3Mi KPOBI.

[TpoTUMOKa3aHO (IWB. PO3MIiN
«ITpoTUTIOKa3aHHS»).

BeHeTokIakc
(cy6ctpaT CYP3A)

Xoua mocCIimKeHHS He
[IPOBOIMIIM, BOPHKOHA30]I,
iMOBiIpHO, CyTT€EBO IiBUILYE
KOHIIEHTpallil BEHETOKJIaKCy B
[Ia3Mi.

OpHOYaCcHe 3aCTOCYBaHHSA
BOPHUKOHA30JTy
[MpoTUnOKa3aHe Ha MOYaTKy
TiKyBaHHS Ta Iif 9ac $a3u
TUTPYBaHHS NO3U
BEHETOKJIAaKCY (OUB. PO3MiN
«IIpoTunoka3aHHusa»).
Heo0xigHO 3MEHIITyBaTH 103y
BEHETOKJIAKCY, K 3a3HAUYEHO B
iHCTpyKil i3 3aCTOCyBaHHS
BEHETOKJIaKCy, IIif 4ac
cTabiIbHOTO [OOEHHOTO
IO3yBaHHS; PEKOMEHIYETHCS
peTeIbHUI MOHITOPUHT 03HaK
TOKCUYHOCTI.

dryKOoHAa3011
(imribitop CYP2C9, CYP2C19 Ta
CYP3A4), 200 mr 1 pa3 Ha mo0y

C,..x BOPUKOHa307my T 57 %
AUC, BopukoHa3zony T 79 %
C.ox IYKOHA30ITY - H/3
AUC, pnykoHa3omy - H/3

He BcTaHOBIIEHO, AKE
3HUKEHHS 03U Ta/abo YacToTu
3aCTOCYBaHHS BOPUKOHA30JIy Ta
dbyKOHa3011y HeoOXigHe i
VHUKHEHHS I[b0oT0 edekTy. [Ipu
3aCTOCYyBaHHI BOPUKOHA30JTy
Oe3mocepenHbo mics
(bIyKOHA301ly PEKOMEHAYETHCSI
[IPOBOOUTH MOHITOPUHT
MOoOIYHUX peakllil, 0B’ I3aHUX
i3 BOPMKOHA30JIOM.

deHiTOIH

(cy6ctpaTt CYP2C9 Ta noTyKHUM
ingykTop CYP450)

300 mr 1 pa3 Ha goOy

300 mr 1 pa3 Ha 0o0y (ogHOYACHO
3 400 Mr BOPMKOHA301y 2 pa3u Ha
mo0y)*

Cax BOPUKOHa301y | 49 %
AUC, BopukoHa301y | 69 %
Conax PeniTOIHY T 67 %

AUC, dpenitoiny T 81 %
[TopiBHAHO i3 200 MT
BOPUKOHA30/1y 2 pa3u Ha Jo0y:
C,..x BOpuKOHa30my T 34 %
AUC, BopukoHa3zony T 39 %

Crnif yHMKaATH OTHOYACHOTO
3aCTOCYBaHHS BOPUKOHA30JIy Ta
(beHiTOiHY, IKIIO TiNbKH
KOpPHCTh He IlepeBaXka€ pU3UK.
[Ipy ogHOYACHOMY
3acToCyBaHHI peHiTOIHY Ta
BOPUKOHA30JIy PEKOMEH0BAHO
[IPOBOIUTY PETENbHUMN
KOHTDOJIb PiBHS (PEHITOIHY B
[1a3Mi KpOBi.

DeHiTOIH MOXKHa 3aCTOCOBYBaTH
OJHOYACHO 3 BOPUKOHA30JI0M
38 YMOBU ITiIBUIIIEHHSA
MigTPUMYI040]l 1031
BOPUKOHA30JIy [0 O MI/KT
BHYTPILIHbOBEHHO 2 pa3u Ha
mo0Oy a6o 3 200 mr mo 400 Mr
[epopasnbHO 2 pa3u Ha goOy (3i
100 mr mo 200 Mr Ha goOy
[epopasbHOo 2 pa3u Ha go0y
MallicHTaM i3 Macolo Tijla
HuK4e 40 Kr) (QuB. PO3[Min
«Crocib 3acTocyBaHHS Ta
O3U»).




JIeTepMOBip
(immyxTop CYP2C9 i CYP2C19)

Cax BOPUKOHa301y | 39 %
AUC, ,, BopukoHa3o0mny | 44 %
C,, BopukoHa3zony | 51 %

FIK1110 He MOXKHa YHUKHYTH
0IHOYaCHOT'0 3aCTOCYBaHHS
BOPUKOHA30JIy Ta JIETEPMOBIpY,
HeoOXiTHUM MOHITOPHHT IIOI0
MOZKJIMBOI BTPATHU
e(QeKTUBHOCTI BOPUKOHA30IY.

['nacoerid
(CYP3A4 cybcTpart)

He3Baxxaro4du Ha Te, IO
BOPMKOHA30JI He [OCIiAKyBaBCH,
BiH MOXKe IiIBUIIyBaTU
KOHIIeHTpaIlilo Tacherioy B
[1JIa3Mi KPOBi Ta PU3HUK
ofoBxXeHHd iHTepsany QTc.

FIK1110 HEMOXKJIMBO YHUKHYTH
OHOYaCHOT'0 3aCTOCYyBaHHS,
PEKOMEHNYETHCA YaCTUU
MoHiTopuHTr EKT' (muB. po3min
«OCcO0IMBOCTI 3aCTOCYBaHHS»).

[HribiTOpU THPO3UHKiIHA3U
(BKIIIOYaouu, aje He
00MeXYIUUCh: aKCUTHHIO,
603yTuHi0, KaO03aHTHUHIO,
[epuTUHIO, K0OiMeTHHiO,
nabpadeHnib, ma3aTuHio,
HinoTuHi0, CyHiTiHi0, iOpyTHHIO,
pUOOIUKITIO)

(Cyb6ctpatu CYP3A4)

He3Baxarouu Ha Te, 1110
BOPUKOHA30J1 HE NOCTiAKYyBaBCH,
BiH MOXKe MiIBUIIyBaTH I1JITa3MOBI
KOHIIeHTpallil iHri6iTopiB
TUPO3WHKIHA3H, Kl
MeTabomizyoTbcst CYP3A4.

FIKI1I0 HEMOXK/INBO YHUKHYTH
0OHOYACHOTO 3aCTOCYBaHHS,
PEKOMEHOYETHCS 3MEHIIUTH
mo3y iHribiTopy THPO3UWHKIHA3U
(ouB. po3min «OcoB6auBOCTI
3aCTOCYBaHHS»).

AHTUKOQTyIISTHTH

Bapdapun (cybctpar CYP2C9)
(pa3oBa mo3a 30 Mr BapdapuHy
onHo4acHO 3 300 mr
BOPUKOHA30JTy 2 pa3u Ha Ho0y)
[HI1i TepopasbHi KyMapyuHy, TaKi
TK (PEHIIPOKYMOH, alleHOKyMapoJl
(cyoctpatu CYP2C9 ta CYP3A4)

MaxkcuManabHO TPOTPOMOIHOBUY
yac 30ibIIyBaBCs MpUOIN3HO
BIBiui.

X04a BiAIIOBIMHI JOCTIMXKEHHS HE
[IPOBOLUJIX, BOPUKOHA30JI MOXKe
MigBULIYBATU I171a3MOBI1
KOHIIEHTPallil KyMapuHiB Ta,
TaKUM YUHOM, CIPUYUHUTHU
OI0BXKEHHS IIPOTPOMOIHOBOTO
4acy.

PeKoMeHOYETLCS PETENTHHO
KOHTPOJIIOBATH
MpOoTPOMOIHOBUY Yac Ta iHImi
BiOIIOBiTHI MOKA3HUKHU
3roOpTaHHS KPOBi, Ta
3OiMCHIOBATH BifIOBIIHY
KOPEKIIito m03
QHTHUKOAryJISHTIB.

[BakadTOp
(cybctpat CYP3A4)

Xo4ua moCIimKeHHS

He MPOBOIUIY, iMOBIPHO,

110 BOPUKOHA30JI MOXKe
[TiIBUIYBATH I1JIa3MOBI1
KOHIIeHTpallil iBakadTopy i npu
[[bOMY 3pPOCTaTUMe PU3UK
moOiuHuX eeKTiB.

PekoMeHI0BaHO 3HUKEHHS
mo3u iBakaTOpy.

beHn3omiazerminy,

MinazomnaMm (0,05 Mr/Kr
BHYTPIITHEOBEHHO OOHOPA30BO),
MinasomnaM (7,5 Mr mepoparibHa
pa3oBa /103a)

[H11i 6eH30/Tia3eminy (HampuKIIaz,
TpHra3oJiaM, aJIpa3ojiaM)
(cyoctpaTtu CYP3A4)

Y He3anmexxHOMY
o11y06J1iKOBaHOMY HOCIiIXKEeHHi,
AUC mipgasonamy ., 1T 3,7 pasa.
Y He3anexXxHOMY
011y0J1iKOBaHOMY HOCIiIXKeHHi,
Lo Mimazonamy 1 3,8 pasa

AUC miga3omnamy ., T 10,3 pasa.
He3Baxxalodu Ha Te, IO
BOPUKOHA30JI HE [OCIIiAKyBaBCs,
BiH MOXKe IiIBUIIyBaTU
KOHIIEHTPALIiI0 iHITX
OGeH30[ia3eniHiB y mma3mi Kpoai,
siKi MeTabori3yoThcst CYP3A4, i
CIIPUYUHSATUA TPUBANIUMN

ceqaTuBHUYU e(EKT.

CJ1ig pO3TJISHYTU MOXKIIUBICTh
SHUZKEHHS 003U
OeH30mia3errinis.




[MyHOCYIIpECAHTHU
(cy6ctpaTt CYP3A4)
Cupomimyc

(pa3oBa mo3a 2 Mr)

EBepoiimyc

[IUKTOCIIOPUH

(pu 3aCcTOCYyBaHHI pelUIieHTaM,
STKi 3HAXOMAThCS ¥ CTabimbHOMY
CTaHi MMiCJ/IsT TPaHCIIAaHTAllil HUPOK
Ta IIOCTIMHO 3aCTOCOBYIOTh
[IUKJIOCTIOPYH)

TakpoiMmyc
(pa3oBa go3a 0,1 Mr/kr)

Y He3anmexHOMY
011y6J1iKOBaHOMY HOCITiIKEeHHi:
Cax CHpONiMyCy T y 6,6 pasis,
AUC,_, cuponimycy T B 11 pasis.

He3Baxkawouyu Ha Te, II10
BOPUKOHA30JI HE NOCIIIIXYBaBC s,
BiH MOXXe 3HA4HO IIiIBUIYBATH
KOHIIEHTpPALIIl0 €BEPOJIIMYCY B
1J1a3Mi KPOB.

Cax DUKIIOCIOPUHY T 13 %
AUC, uuknocnopuny 1 70 %

C,ex Takpomimycy T 117 %
AUC, Takponimycy T 221 %

OpHOYacCHe 3aCTOCYBaHHSA
[mpoTUmoOKa3aHo (IUB. PO3Min
«ITpoTUTIOKa3aHHS»).
OpHOYacHe 3aCTOCYBaHHSA
BOPUKOHA30J1y Ta €BEPOJIIMYCY
He PEKOMEHAYEThCS, OCKINTbKU
0YiKY€ETHCS, 1110 BOPUKOHA30]1I
3HAYHO MiABUILYE
KOHLIEHTPALIiI0 €BEPOJIIMYCY
(muB. po3min «OcoOmuBOCTI
3aCTOCYBaHHS»).

Ha nouaTtky Teparrii
BOPMKOHA30JIOM IaIliEHTaM, fKi
B2K€ 3aCTOCOBYIOTh
[IMKJIOCIIOPUH, PEKOMEHOYETHCS
3HUKEHHS NO3U [UKIJIOCIIOPUHY
B 2 pa3u Ta PeTesbHe
CIIOCTEPEXKEHHS 3a MO0r0
piBHEeM. [limBuIlleHNY PiBEHb
LIUKJIOCIIOPUHY aCOL[IOETHCA 3
HePOTOKCUYHUMHU e(PEeKTaMu.

[licis BiTMiHM BOPUKOHA30JY
CIIil peTeIbHO KOHTPOIIIOBATH
[DiBEHL [IMKJIOCIOPUHY Ta V pas3i
HEeOoOXiMHOCTi - MiNBUAIIUTH HOTO

no3y.
Ha nouaTtky Teparrii

BOPMKOHA30JIOM IaIliEHTaM, fKi
BXKe 3aCTOCOBYIOTh TAKPOJIIMYC,
PEKOMEHAYEThCS 3HUXKEHHS
D031 TaKpOIiMyCy OO TPETUHHI
BiIl IOYATKOBOI IO3U Ta
PETENbHUYN MOHITOPUHT PiBHSA
Takposimycy. Iligsuinesun
PiBEHb TAKPOJIIMyCy
ACOIIiI0BaBCH i3
HePOTOKCUYHUMHU e(PEeKTaMu.

[licns BiTMiHM BOPUKOHA30JY
CIIiI peTeIbHO KOHTPOIIIOBATH
[DiBEHBL TAKPOIIMYCY iV pasi
HEeoOXiMHOCTi - MiNBUAIIUTH HOTO
no3y.

OmiaTu TpuBanoi mil
(cy6ctpatu CYP3A4)
OxcukonoH (10 Mr pa3oso)

Y He3anexXHOMY
ony6IiKOBaHOMY [OCTiIXKEHHi:
Crax OKCUKODOHY T y 1,7 pa3u
AUC,... okcukogoHny T y 3,6 pasu.

Crif pO3riISHYTU MOXKIIUBICTH
3HUXKEHHS 03U OKCUKOMIOHY Ta
iHITMX OMiaTiB TPUBAJIO] [Iil, 10
MeTabomi3yoThcst CYP3A4
(HampuKaf rigpoKOmoHY).
PeKOMeHYEThCA PEeTEIbHUN Ta
YaCTUM MOHITOPUHT MOGIYHUX
peakliiii, acolii0BaHUX 3
oriaTaMu.




MeTtagoH (cyoctpat CYP3A4)
(32-100 mr 1 pa3 Ha mo6y)

Cpax R-MeTagony (akTuBHOTO) 1
31 %

AUC, R-MeTagony (akTuBHOrO0) 1
47 %

Crax S-MeTamoHy T 65 %

AUC, S-metamony T 103 %

PeKOMeHOY€EThCA MOCTIMHUI
HarJIsaf 00 PO3BUTKY
MoOiYHUX peakiiiit Ta
TOKCUYHUX €(PEeKTiB,
QACOIIIFIOBAHUX i3 HiNBUIIEHUMHU
[177a3MOBHMMM KOHIIEHTPAIliIMHU
MeTagoHY, BKJIIOUAI0YU
nonoBxkeHHd iHTepBany QT.
Moxe OyTu He0OXigHUM
3HUKEHHS 03U MeTafoHY.

HecTepoinHi mpoTtu3ananbHi
npemnapatu (HIT3II)
(cy6crpatu CYP2C9)
[6ynipoden (400 Mr pa3oBo)
uknodenak (50 Mr pa3oBo)

Coax S-i0ymIpodeny 1T 20 %
AUC,.. S-ibynpodeny T 100 %
Cax BUKIIOGeHaKY T 114 %
AUC, ., oukinodperaky 1T 78 %

PekoMeHAY€EThCSA YaCTU
MOHITOPHHT LOJI0 PO3BUTKY
MoOiYHMX peakliii Ta MPOosBiB
TOKCUYHOCTI, IIOB’I3aHUX i3
HIT3I1. Moxke 6yTu HeoOXiHOIO0
Kopekmisa mo3u HII3II.

Owmemnpa3son

(imribitop CYP2C19; cy6cTpaTt
CYP2C19 ta CYP3A4)

40 mr 1 pa3 Ha moby*

Coex OMenpazony 1T 116 %
AUC, omenipazony T 280 %
Coex BOPUKOHA3071y T 15 %
AUC, BopukoHaszony T 41 %
MeTabomi3M iHmuX iHTibiTOPiB
MIPOTOHHOI IIOMIIH, III0 €
cyoctparamu CYP2C19, Takox
MOXKe [IPUTHIYyBaTUCS
BOPMKOHA30JI0M, III0 MOXKEe
[IPHU3BECTH [0 MigBUILIEHHS 1X
KOHIIEHTPAIlil y IJ1a3Mi KPOBi.

Kopexiiis 1031 BOPUKOHA30JTy
He PEKOMEHYEThCS.

Ha mogatky Teparil
BOPUKOHA30JIOM MallieHTaM, 5Kl
BXK€ 3aCTOCOBYIOTh OMENPa30J1
(40 mr abo BHIIE),
PEKOMEHYEThCSL 3HUXKEHHS
03U OMeIpa30Jly BABiYi.

[TepopasibHi KOHTPALEITUBU
(cy6ctpatu CYP3A4, iuribitopu
CYP2C19)
HopeTucTepoH/eTrHiECTpaaion
(1 mr/0,035 mr 1 pa3 Ha g006Y)

C,x €THHINECTPaAAiony T 36 %
AUC, eTuninectpapiony T 61 %
Coex HOpeTucTepony 1 15 %
AUC. HOopetucTtepony T 53 %
Coex BOPUKOHA3071y T 14 %
AUC, BopukoHa3ony T 46 %

PeKOMeHYEThCS YacTUu
MOHITOPUHT L[O0 PO3BUTKY
moOiYHMX peakliil, OB’ I3aHUX
i3 3aCTOCYBaHHSM IIepOpaIbHUX
KOHTpALEIITUBIB Ta
BOPUKOHA30IY.

OmiaTy KOPOTKOI [Iil

(cy6ctpaTtu CYP3A4)
AnbbeHTaHin

(20 MKT/KT pa3oBo, OMHOYACHO 3
HAJIOKCOHOM)

deHTaHIN

(5 MKT/KT pa3oBo)

Y He3anmexHOMY
011y0J1iKOBAaHOMY HOCITiIKEeHHi:
AUC, ., anbbenTaniny Ty

6 pa3is.

Y He3anmexXHOMY
011y0J1iKOBAaHOMY HOCITiIKEeHHi:
AUC, ., pertaniny T B 1,34 pa3u.

CJ1ig pO3TJISHYTU MOXKJIMBICTh
3HUKEHHS N03U anb(eHTaHiTy,
(deHTaHiNy Ta iHIINX
CTPYKTYPHO MOMiOHUX [0
anbQeHTaHiNy omiaTiB KOPOTKO1
mii, 1110 MeTaboITi3yI0ThCS
CYP3A4 (mampukmnag
cybeHTaHiny).
PekoMeHAY€EThCSA YaCcTU
MOHITOPHHT IOJI0 NPUTHIYEHHS
muXaHHS Ta MOOIYHUX peakilin,
QACOLIi0OBAHUX i3
3aCTOCYBaHHSIM OIliaTiB.

CTaTuHHU, HAIIPUKJIIA[ JI0BACTaTHH
(cy6ectpatu CYP3A4)

X04a BifMOBifHI KIiHIUHI
NOCIIIXKeHHSI He IPOBOAWIIY,
BOPHMKOHA30JI, UMOBIPHO,
30ATHUY MiIBUILYBATY I1J1a3MOB1
PiBHi CTATHUHIB, L0
MeTabomizyoTbcst CYP3A4, 110
MOXKe IIPU3BOSUTU 0

pabmoMiosmizy

AKIII0 HEMOXKJIUBO YHUKHYTU
OIHOYACHOT'0 3aCTOCYBaHHS
BOPUKOHA30J1y 31 CTaTUHAMHU,
siki MeTabomi3yoTecss CYP3A4,
CJIiT PO3TJITHYTU MOXKJIMBICTh
SHUKEHHS 103U CTaTUHY.




[ToxipHi Cynb(OHIIICEYOBUHY,
BKJIIOUAIOYH, ajie He
00MeXKYIOUUCh: TOJIOyTaMif,
riimisup, roibypup (cyoctpatu
CYP2C9)

X0o4a BINIIOBiIHI HOCIIiIXKEeHHS He
[IPOBOIXIIM, BOPHKOHA30JI MOXKeE
[TiBUIIYBATU PiBEHb IIOXIAHUX
CyIb(OHIJICEUOBUHY Y T11a3Mi
KPOBI i, TAKMM YHHOM,
COPUYMHSATH TIMOTIiKeMio.

HeoOxigHuit peTenbHuN
MOHITOPUHT PiBHS T'JIIOKO3U B
KpOBi. PeKOMeHyeThCA
PO3CJISHYTU OOLUIBHICTE
SHUKEHHS JO03U IIOXiMHUX
CyNb(OHITICEYOBUHH.

Ankasoigu 6apBiHKY, BKII0YalOUuH,
asie He 00MeXYIOUKCh: BIHKPUCTHH]
Ta BiHOAacTUH (cybcTpaTu
CYP3A4)

Xoua BINIIOBiOHI KIIiHIYHI
NOCHiIXKEeHHS He IIPOBOIUIIH,
BiOMO, IIT0 BOPUKOHA30JI MOXKE
MiOBUIYBaTH PiBEHb aJIKaJOIfiB
OapBiHKY Y I/1a3Mi KpoBi Ta
[IPHU3BOOUTH 10 PO3BUTKY
HEHPOTOKCUYHUX e(hEeKTiB.

PeKOMeHOY€EThCS PO3TISTHYTH
MOITIIBHICTh 3HUXKEHHS OO3U
anKasnoifiB 0apBiHKY.

[H1mi inri6iTopu BIJI-tpoTeasu,
BK/II0YAIOYY, ajie He
00MeXKYIOUYKCh: CAaKBiHABIp,
aMIpeHaBip Ta HemniHaBip*
(inri6iTopu CYP3A4)

KrtiHiyHi JoCnifXKeHHS He
poBOOUINCA. Pe3ynbraTu
NOCIIIXKeHb in Vitro cBig4aTh
PO Te, II0 BOPHKOHA30JI MOXKeE
MPUTHIYYBaTU MeTab01i3M
inri6iTopiB BIJI-mpoTea3u Ta
MeTa00J1i3M BOPUKOHA30JIy MOXKe
MPUTHIYYBaTUCA iHTiGiTOpaMu
BlJI-npoTeasu.

PeKOMEHIY€EThCS peTeIbHUN
MOHITOPUHT MAalli€HTIB 00
OynIb-IKUX MIPOSIBIB TOKCUYHOCTI
[[UX IIpenaparis Ta/abo
BiICYTHOCTI 1X e(peKTUBHOCTI, a
TaK0XK - PO3TJITHYTU
MOLITBHICTh KOPEKIil HO3U.

[H1ITIi HEeHYKJIe03UHi iHTibiTOpH
3BOPOTHOI TPaHCKPHUIITA3U
(HHI3T), nanpuknag genaBipauH,
HeBipaniH (cyOcTpaTy Ta
inribiTopu CYP3A4 abo iHmyKTOpH
CYP450)

KniniuHi mocimXeHHSI He
MIPOBOOUIH. [IOCHIAKEHHS in
Vitro cBig4aTh IIPO Te, 1110
MeTab0I1i3M BOPUKOHA30/Iy MOXKE
npurHiuyBatucsa HHI3T ta
BOPHMKOHA30JI MOXKe
MPUTHIYYBaTH MeTab0Ii3M
HHI3T. 3a pe3ynbraTamu
MOCITiIKeHb BIIJIUBY e(aBipeH3y
Ha BOPMKOHA30JI MOXKHa
MPUITYCTUTH, 1110 MeTab0J1i3M
BOPUKOHA30/Iy MOXKe OyTH
ingykoBanuy HHI3T.

PeKOMeHOY€EThCS PeTeIbHUMI
MOHITOPHUHT MAalli€HTIB II0JI0
Oymb-sIKUX MIPOSIBIB TOKCUYHOCTI
[[UX [Ipenapartis Ta/abo
BiICYTHOCTI iX e(peKTUBHOCTI, a
TaK0XK - PO3T/ITHYTU
MOZKJTMBICTh KOPEKIIil JO3HU.

TpeTHHOIH He3Baxxaiodu Ha Te, IO [Iig Jyac JiKyBaHHSA

(CYP3A4 cybcTpart) BOPUKOHA30JI He [OCTiAXKyBaBCs, [BOPUKOHA30JI0M Ta IiC/Is U0T0
BiH MOXKe IiIBUIIyBaTU MIPUIKHEHHS peKOMeHOoBaHa
KOHIIEHTPAIlil0 TPETHHOIHY Ta KOpEKIlis 03U TPETUHOIHY.
PU3UK PO3BUTKY MOOIYHUX
peaklii (IceBOomyxInHa
TOJIOBHOTO MO3KY,
rinepkanblliemis).

[TuMeTUOVH Coex BOPUKOHA307y T 18 % He BuMarae KOpekilii mo3u.

(HecmeruiuHuMi iHTiIGiTOP
CYP450 Ta nigsuiye pH
[ITYHKOBOTO COKY)

(400 mr 2 pa3u Ha mo6y)

AUC, BopukoHaszony T 23 %

[IMTOKCUH
(cybcTpaT P-riikonpoTeiny)
(0,25 mr 1 pa3 Ha mo6y)

Cpax DUTOKCUHY ©
AUC, IUTOKCUHY ©

He BuMarae KOpexkiiii Jo3u.

[HOVHABID
(imribitop Ta cybctpaT CYP3A4)
(800 Mr 3 pa3u Ha mo6y)

C,..x BOPUKOHA30Jy <
AUC. BOpUKOHA301y <
Cax IHOIVHABIPY ©
AUC, iHguHaBipy <

He BuMarae KOpexiiii Jo3u.




AHTHOIOTUKY TPYTIM MaKpOJIifiB
EpuTpOMiIiuH

(imribiTtop CYP3A4)

(1 r 2 pa3u Ha #noby)
A3UTPOMIIIUH

(500 mr 1 pa3 Ha fo6y)

Crax 1 AUC, BOPUKOHA30IIY ©
Crax 1 AUC, BOPHUKOHA30IIY ©
[1is BOpPMKOHA30JIy Ha
ePUTPOMIIIMH Y a3UTPOMIIIUH
HeBigoMa.

He BuMarae Kopexiiii 1o3u.

Y [1®-rnoKypoHinTpaHCcepasn)
(1 r pa3oBo)

MikodeHomoBa KucioTa (cyocTpar

C,..x Ta AUC, MiKO(D€EeHO0I0BO1
KICJIOTH <

He BuMarae KOpekilii Jo3u.

KopTukocTepoigu
[IpenHi30m0H
(cy6erpaTt CYP3A4)
(60 mMr pa3oBo)

Coex IPeOHIZ0HY T 11 %
AUC,... penHi3ony 134 %

He BuMarae KOpekxilii mo3u.

3a cCTaHOM MAalli€HTIB, AKi
[IPOXOASTH JOBTOTPUBAE
TIiIKyBaHHSI BODUKOHA30JI0M

i KOpTUKOCTEpoigaMu (y TOMy
YMCIIi IHTaIAiMHUMU,
HaIpuKiIan 0yoecoHimoM

Ta IHTpaHa3aJIbHUMU
KOPTUKOCTEPOiTaMu), CIIif
[VBazKHO CIIOCTEpPIraTH 1040
muCcyHKIIII KOPY HaHUPKOBUX
3aJ103 K IIif] Yac JIiKyBaHHS
BOPUKOHA30JI0M, Tak i micis
[10r0 3aBepPIIEeHHS (OUB. PO3MiN
«Ocobausocmi
3aCMOCYBAHHA»).

PauitTuauH (migBuinye pH
[IIJTYHKOBOTO COKY)
(150 mr 2 pasu Ha mo0y)

C,ex Ta AUC BOPHKOHA301y. ©

He BuMarae KOpexkiiii Jo3u.

dJIyKIIOKCalUIIiH
(Impyxtop CYP450)

[ToBigOMIISAIOCS TIPO 3HAYHE
BHUXKEHHS KOHIIEHTpaIllil
BOPUKOHA30JIy B I1J1a3Mi KPOBI.

FIKI110 OqHOYaCHE 3aCTOCYBaHHSA
BOPHKOHA30JTy 3
(bITyKIJIOKCAlMIiHOM He MOXKHa
BUK/IIOUUTH, CIIil IPOBOOUTH
MOHITOPUHT Ha IpeaMeT
MTOTEHIINHOI BTPATH
e(eKTUBHOCTI BOPUKOHA30ILY
(HampuKiaf, 3a JOIMOMOT00
TepaleBTUYHOT 0 MOHITOPUHTY);
MOXKe 3HagoOUuTHCS
30iNIBbIIIEHHS 03K
BOPHMKOHA30JTy.

Oco6nmuBOCTi 3aCTOCYBaHHS.

I'inepuymaugicms. BOpuKOHA30JI CJTifi 3aCTOCOBYBATH 3 00€PEXKHICTIO MallieHTaM i3 rinepuyTnuBicTio
mo iHmuxX a30iB (auB. po3min «ITobGiuHi peakiii»).

Cepueso-cy0uHHa cucmemda. BoprKOHa30/1 aCOLIIETHCS 3 TOAOBXKEHHAM iHTepBany QT..
[Tpu 3acToCcyBaHHI BOPHKOHA30JIy PifKO CIIOCTEpirajaucs BUMagKH IIYHOYKOBOL TaXiKapmil
THUIY «IIipyeT» y Malli€HTiB i3 TaKUMU (paKTOpaMu PU3UKY K KapAiOTOKCHUYHa XiMioTeparis B
aHaMHe3i, KapaioMiomnaris, rimokasmiemis Ta omHOYaCHA Tepallis JTiKapChbKUMHU 3aco0aMu, 110
MOXKYTb CIPUSATHA PO3BUTKY 3a3HAUYEHOTO BHUILE CTaHy. BOPMKOHA30II CJIiff 3aCTOCOBYBATH 3
00epexXHiCTIO MallieHTaM i3 OTEHIINHO TPOAPUTMIYHUMU CTaHAMH, TAKUMU SK:




BpomxkeHe a00 HaOyTe momoBXKeHHs iHTepBany QT,;

KapaioMiomnarist, 0co0MMBO IIPK HASIBHOCTi CepIieBOl HEAOCTATHOCTI;

CHHYCOBa OpafguKapmis;

HasBHICTb CUMIITOMHUX apUTMil;

OJHOYaCHe 3aCTOCYyBaHHS JiKapChKUX 3ac00iB, sIKi MOXKYTb ITO0BXKyBaTH iHTepBan QT..

Crig 37iliCHIOBATH MOHITOPUHT TaKUX €JE€KTPOJIITHUX MOPYIIEHb K TiOKaliEMis, rimomMartieMmis ta
rimokanblieMis, Ta y pa3i HeoOXiTHOCTI MPOBOOUTH iX KOPEKIIifo Iepe MoYaTKOM 3aCTOCYBaHHS
BOPUKOHA30J1y Ta BIPOOOBXK JIiKyBaHHS (IUB. po3min «Croci6 3acTOCyBaHHS Ta [03U»). 3 Y4ACTIO
3[0POBUX MOOPOBOIIBLIIB OYJI0 MPOBEIEHO NOCTiAKEeHHS BIIUBY Ha iHTepBan QT, pa3oBoro
3aCTOCYBaHHS BOPHKOHA30JTy B 03X, III0 [0 4 pa3iB IepeBHUIIyBay 3BUYaiHy T0O0BY m03y. Y
JKOOHOT'0 YYaCHUKa JOCIIIIXKEeHHS TPUBAJIICTh I[bOTO IHTEPBaLy He IlepeBUlllyBasia [IOTeHI[INHO
K/IiHIYHO 3Hauyworo nopora 500 Mc (auB. po3pin «®apMakoguHaMiKa»).

I'enamomokcuyuHicmb. Y X0fi KITiHIYHUX AOCTIIXKeHb IPX 3aCTOCYBaHHI BOPUKOHA30I1y
CIIOCTepiranaucs cepro3Hi peakilil 3 60Ky MMediHKY (BKI0Ya4y KIiHIYHO BUpaKeHUu!
remnaTuT, X0JieCcTa3 Ta QPyIbMiHAHTHY [I€YiHKOBY HEOCTATHICTD, Y TOMY YUCJIi 3 JIeTAJIbHUM
HacigkoM). Peak1ii 3 60Ky Ie4iHKM CIIOCTepPiranucs y meply 4epry y Malli€HTiB i3 TIXKAMU
CYNIYTHIMU 3aXBOPIOBAHHAMH (0COOIMBO IIPH 3TI0SKICHUX 3aXBOPIOBAaHHSX KPOBI).
Tpan3uTopHi peakiril 3 60Ky MMeYiHKY, BKIIIOUAIOYM TeIaTUT Ta XKOBTSHUITIO, CIIOCTEPiranucs
y MalLi€HTiB 3 BifCyTHICTIO IHIIKX ifeHTU(PIKOBaHUX (aKTOPiB pu3ukKy. [lopymeHHs QyHKIIil
nediHky Oynu 000pOTHUMH Ta 3a3BHYal HOpMasli3yBanaucs Iiclis BiIMiHM Teparii (Tus.
po3min «ITobiuHi peakii»).

MoHimopuHe ¢yHKuit neyiHku. [TalieHTiB, sIKi 3aCTOCOBYIOTh BOPUKOHA30J1, CJIif PETYIIPHO
OTJIIfaTHU LIOA0 rernaToTOKCUYHOCTL. CIlocTepekeHH 3a MallieHTaMU [IOBUHHO BKJIIOYaTU
nmabopaTopHy OLIHKY QyHKIM mevinku (3o0kpeMa ACT ta AJIT) Ha MOYaTKy 3aCTOCYBaHHS
BOPHMKOHA30J1y Ta L[0OHauMeHIIe 1 pa3 Ha TUXKAEHb IPOTIrOM MIEPIIOTr0 MiCALd JTiKyBaHHS.
TpuBanicTh NikyBaHHS Ma€ OyTU HACTiIbKM KOPOTKOIO, HACKiIbKY 11e MOXKJIMBO, OJHAK, SKIIIO
3 OTJISINY Ha OL[IHKY CIIiBBIAHOIIEHHS PU3UK-KOPUCTH JIIKyBaHHS IIPONOBXKYETHCA (IUB. PO3MLiN
«Crocib 3aCTOCYyBaHHS Ta [03K»), Y4ACTOTa MOHITOPUHTY MOXKe OyTu 3MeHIIeHoI0 10 1 pa3y
Ha MicSillb 3@ YMOBHU BiICYTHOCTi 3MiH y pe3yibTaTax Me4iHKOBUX 1IPO0.

fAK1I0 pe3ynbTaT NEYiHKOBUX P00 HEMOHCTPYIOTh 3HAUYyIlle MiABUIIEHHS, 3aCTOCYBaHHS
BOPUKOHA30JIY CITiJ IPUIMHUTH, 32 BUHSITKOM BUIIAJKIB, KOJIU PE3YIbTATH MEOUYHOI OLiHKY
CHiBBiIHOIIEHHS PU3UK-KOPUCTh OO PYHTOBYIOTh IIPOOBKEHHS 3aCTOCYBaHHS Ipemapary.

KoHTponb QyHKIII TediHKy HeoOXigHO IPOBOJUTH SIK Y [iT€H, TaK i Y JOPOCTIHUX.
Ceptio3Hi nobiuHi peakuii 3 60Ky WKipu.

§ ®oTOTOKCHMYHICTh. 3aCTOCYBaHHS BOPMKOHA30Jy JONATKOBO IIOB’SI3yBasi 3 MOSIBOI TAaKWX PEaKITii
(HOTOTOKCUYHOCTI 9K BECHIHKHY, JICHTUT0, aKTUHIYHUY KepaTo3 Ta nceBgonopdipis. Icuye
MOTEHIIINHUY MiABUIIIEHUN PU3UK IIKIPHUX PeaKLid/TOKCUYHOCTI IIPA OGHOYACHOMY 3aCTOCYyBaHHI
dboToceHcuOiNi3yrounx 3aco6iB (HAIPHUKIIam, METOTPEKCATy TOII0). YCciM malfieHTaM, BKITI0Yaun
OiTey, mif 9ac 3aCTOCYBaHHS BOPUKOHA30Jly PEKOMEHIYEThCA YHUKATH BIIUBY NIPSIMUX COHIYHUX
IIPOMEHIB, HOCUTH 3aXUCHUU OJAT Ta KOPUCTYBATHUCS COHIIE3aXUCHUM 3aC000M 3 BUCOKUM (haKTOPOM




3axucty (SPF).

§ [IIOCKOKIIITHHHA KaplUXHOMa MIKipyu. Cepe[ MaIli€eHTiB, ¥ IKUX 0710 3adhikcoBaHO
IIJIOCKOKJTITUHHY KapIMHOMY IKipu abo xBopoby boyeHa, Oynu naiieHTH, SIKi paHile Manu IIposBU

peaxtiit PoTOTOKCHYHOCTI. Y BUIIAOKY IOSIBU peakiliii GOTOTOKCUYHOCTI HEOOXiqHO MMPOBECTH
MiKOUCLUUTITIHAPHI KOHCY/IbTallil JTiKapiB, IPUIUHUTH 3aCTOCYBaHHS BOPUKOHA30IY, & TAaKOXK
PO3TISHYTU MOXKJIMBICTh 3aCTOCYBaHHS iHIINX MTPOTATPUOKOBUX 3ac00iB i HallpaBUTH MallieHTa [0
nepMartosiora. fAKIIo JTiKyBaHHS BODUKOHA30JI0M IPOLOBXKYETHCS, JIiKap-AepMaToyior Mae
CACTEMAaTHUYHO Ta PeryJIspHO OrJIgfaTy IallieHTa 3 MEeTO PaHHbLOI'0 BUSBJIEHHS Ta JIIKyBaHHS
MOXKJIMBHUX ITIepedpaKOBUX ypaxKeHb. Y pa3i BUSIBIEHHS llepedpaKoBUX ypaxKeHb IKipu abo
TIJIOCKOKJTITUHHOI KapiuHoMu abo xBopoOu boyeHa 3acToCcyBaHHSI BOPUKOHA30JTy HE0OXigHO
IPUNUHUTHY (OUB. po3Min «JI0BroTpuBase JiKyBaHHSI» HUXKYeE).

§ EkcdomiaTuBHi peakiii 3 00Ky LIKIipH.

§ TloBimommsinu mpo BaxkKi mKipHi mo6iuni peakiii (SCAR), Taki sk curppom CTiBeHCa-[[:KOHCOHA
(S]S), Tokcuunuit enigepmansuui Hekponi3 (TEN) Ta peakiiito Ha JikapchKuii 3aci6 3 eo3uHOdisnieto
ta cucteMHuMu cumnrtomamu (DRESS), siki MoxyTh OyTH HeOe3MeUYHUMY IJIs KUTTS a00 JeTaTbHIMU
IIiJ YaC BUKOPUCTaHHS BOPUKOHA30J1y. Y pa3i [I0gBU BUCUIIAHb CJIif IPOBOOUTYU PETEIbHUN
MOHITOPHHT, a IIPX IPOTrPeCyBaHHI ypaXKeHb CIIi[ IPUIIMHUTH 3aCTOCYBaHHA IIpenapary.

fABwuitia 3 60KY HaTHUPKOBUX 3aJ103

BimoMo mmpo 060pOTHiI BUlagKy HafHUPKOBOI HEOCTATHOCTI y TAIli€HTIB, SKi OTPUMYBau
a30J14, BKJII0YAI04YX BOPUKOHA30J1, & TAKOX IIP0 HaJHUPKOBY HENOCTATHICTD Yy MAli€HTIB, K1
OTPUMYBAJIX a30JI1 3 CYMYTHIM KOPTUKOCTePoinoM abo 6e3 HbOTro. Y MallieHTiB, sSKi
OTPUMYIOTh a30J1 0€3 KOPTUKOCTEPOIMiB, HAMHUPKOBA HEJIOCTATHICTh IOB’I3aHa 3 IPIMUM
IIPUTHIYEHHSIM CTEePOIforeHe3y a30aMu. Y MallieHTiB, SKi IPUUMalTh KOPTUKOCTEPOIAHY,
TIOB’sI3aHe 3 BOPUKOHA30JI0M NpUrHiveHHs MeTaboniamy CYP3A4 Moxke MPU3BECTH [0
HaJJIUIIKY KOPTUKOCTEPOIMIB i TPUTHIYEeHHS HafHUPKOBUX 3a103 (AuB. po3in «OcobmuBOCTi
3aCTOCYBaHHS»). TaK0XK MOBimOMIISIIOCS PO cuHApoM KymmHra 3 abo 6e3 momabIioi
HaJHHPKOBOI HEJOCTATHOCTI y TAlli€HTiB, SKi OTPUMYyBaIi BOPUKOHA30JI OMHOYACHO 3
KOPTUKOCTEPOIlaMH.

[lanieHTH, IKi OTPUMYIOTh TPUBAJIe JTiKyBaHHS BOPHKOHA30JI0M Ta KOPTUKOCTEPOiAaMu
(BKJTIOYAlO4H iHTaNAIiHI KOPTUKOCTEPOIAU, HallpUKiaf OyIecoHis Ta iHTpaHa3albHi
KOPTUKOCTEPOigy), TOBUHHI epe0yBaTH Iifl peTeIbHUM HarJIaAaoM Iono ouchyHKIii Kopu
Ha[HUPKOBUX 3aJ103 SIK IIif] Yac JIiKyBaHHS, TakK i MiC/I IPUNIUHEHHS 3aCTOCYBaHHS
BOPUKOHA301y (AuB. po3Min «Oco0nMMBOCTI 3aCcTOCyBaHH»). I1allieHTiB CIIif
IIPOIHCTPYKTYBaTH PO HEOOXiHICTh HEralHOTO 3BePHEHHS 3a MEIUYHOIO MOMIOMOT0I0 V pa3i
PO3BUTKY O3HaK Ta CUMIITOMIB cHHApOMY KyinuHra a0 HagHUPKOBOI HEAOCTaTHOCTI.

Ioseompusase nikysarHs. [JOBrOTprBaje 3aCTOCYBaHHS IIpernapaTy (3 MeTow JIiKyBaHHS a0o
npodinakTuku) npoTtarom Ginbire Hixk 180 mHiB (6 MicsLiB) moTpebye peTeIbHOl OLIHKA
CIIiBBIHOIIIEHHS KOPUCTI Ta pu3uKiB. KpiM TOro, mikapsaM CIif po3rasHYTH MOXKJIUBICTh
3MEHIIIeHHS 031 BOPUKOHA30/y (IuB. po3minu «Crmoci0d 3aCTOCyBaHHS Ta [O3U» i
«®apMakogruHaMiKa»).

Bynu moBigoMIeHHS IIPO BUIIQAKY IIJIOCKOKIITHHHOI KAPUMHOMH WIKiPH (BKITIOYAYK XBOPOOY
BoyeHna), noB’s13aHi 3 JOBrOTPUBAIUM 3aCTOCyBaHHAM BOPHUKOHA30ITY.



Y ma1ieHTiB, 9Ki mepeHecu omnepallii 3 TpaHCIJIaHTallil, CIIocTepiraBcs HeiH(eKLIiNHNN TEePiOCTUT 3
nifBUIIEHUMU PiBHSAMY QTOPY i ykHOI PocdaTasu. AKIIO y malieHTa PO3BUBAETLCS CKeJIeTHUH Oifb,
a PEHTreHOJIOTIYHI 03HaKU BKa3yIOTh Ha HasgBHICTh MEPIOCTUTY, CIIi IPOBECTU MiXAMCUUIITIHAPHI
KOHCYJIbTallil TiKapiB Ta PO3TIISHYTU HEOOXiOHICTh MPUIIMHEHHS 3aCTOCYBaHHS BOPUKOHA30MY.

ITob6iuHi peakuii 3 60Ky opaaHie 30py. [ToBimoMsiiy PO TpUBasIi MoGiuHi peakiii 3 GOKy OpraHis
30Dy, BKJTIIOYAI0YM HEYITKICTh 30py, HEBPUT 30pPOBOr0 HEpBa i HAOPSIK MXCKa 30pOBOr0 HEPBa
(muB. po3min «I[To6iuni peakiii»).

ITobiuHi peakuii 3 60Ky HUpok. TTOBiHOMIISIIM ITPO PO3BUTOK T'OCTPOI HUPKOBOI HEMOCTATHOCTI
IIpU 3aCTOCYBaHHI BOPUKOHA30JIY Mal[ieHTaM 3 TSIXKKAMHU 3aXBOPIOBaHHAMU. Y IALI€HTIB, SKi
3aCTOCOBYIOTH BOPMKOHA30JI, MOXKJIMBE 3HUKEHHS (YHKIIIl HUPOK IPU OGHOYACHOMY
3aCTOCYBaHHI 3 HEQPOTOKCUYHUMMU TiKapChKUMU 3aco0amMu Ta/abo Mpu CyMyTHIX CTaHax
(muB. po3min «ITo0iuHi peakirii»).

MonimopuHe ¢pyHKUii HUpok. Crin MPOBOAUTH MOHITOPHHT TALiEHTIB IION0 MOKIIUBOTO
NopyIIeHHs QYHKIll HUPOK. MOHITOPUHT MTOBHHEH BKJIIOUATH OILIHKY TabopaTOPHUX ITOKa3HUKIB,
0co0/IMBO PiBHSA KpeaTUHiIHY B CHPOBATIIi KPOBI.

MonimopuHa ¢pyHKUii nidwayHK0801 3a.n103u. [Ipu 3aCTOCYBaHHi IpemnapaTy CIIifl IPOBOAUTH
peTeNbHUY MOHITOPUHT NAlLi€HTIB, 0COOIMBO OUTSAYOTO BiKY, i3 TAKUMU GaKTOpaMU PU3UKY PO3BUTKY
TOCTPOro ITaHKPEaTUTY K HEIL[OoAaBHO IIPOBefieHa XiMioTeparlis, TpaHCIJIaHTallisi TeMOIIOeTUUHUX
cToBOYpOBUX KITiTUH. MoXe 6yTH HEOOXiTHUM CIIOCTepeKeHHs 3a piBHeM aMina3u abo niinas3u B
CHAPOBATI]l KPOBI.

Ilimu. Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS BOPUKOHA30JIy AiTIM BiKOM 0 2 POKiB He
BCTaHOBIeHi (ouB. po3pin «[1obiyni peakuii» Ta «®apmMakoguHaMika»). BopukoHa3on
PEKOMEHI0BaHO 3aCTOCOBYBAaTHU OiTSAM BiKOM Bif 2 POKiB. V HiTel HiABUILLIEHHS PiBHSI
nme4yiHKoBUX (hepMEeHTIB criocTepiranocs yactimie (ouB. po3min «I1obiuHi peakiii»). Ak
IOPOCIIUM, TaK i JiTAM HeoOXimHWY MOHITOPUHT QYHKIII Meyinku. Y maiieHTiB BikoM 2-12
POKiB mepopasibHa 0i0gOCTYTHICTD NpemapaTy Moxe OyTu 00MeKeHOI0 y 3B 13Ky 3
ManbaOcopOllielo Ta OyKe HU3bKOI0 Macolo Tijla. TaKKUM TallieHTaM PeKOMEHI0BaHO
3aCTOCOBYBATH IIpenapaT BHYTPIITHEOBEHHO.

§ Cepiio3Hi m00iYHi peakiiii 3 00Ky MIKipy (BKIIOYAIOYH IIOCKOKIITUHHY KaPIHHOMY INKipu). Y

OiTel 4aCcTOTa BUHUKHEHHS peakIlid (OTOTOKCUYHOCTI € BUINO0. fAKIIO y MallieHTiB Hi€l
TPYIIM CIIOCTEPIra€ThCs MPOTrPeCcyBaHHS ypaXKeHb Y 0iK MIOCKOKITITUHHOI KapLUMHOMHU IIKipH,
HeOoOXiTHO BXKUTHU ITOCUJIEHUX 3aXO/iB [JI 3aXUCTY Bifl COHIYHUX NIPOMeHiB. [IiTaM, sKi
MaloTh 03HAKX POTOCTAPIiHHS, HAIPUKJIIA, BECHIHKM a00 JIEHTUT0, PEKOMEHIYETHCS
CIIOCTEpPEXEeHH JiKaps-AepMaTojiora Ta YHUKHEHHS BIUIMBY COHSUYHUX IPOMEHIB HaBiTh
IIiC/Id IPUIIMHEHHS 3aCTOCYBaHHS IIperapary.

IIpoginakmuka. Y pa3i BUHUKHEHHS TOB'sI3aHUX 3 JIIKyBaHHSAM IOOIYHUX PeaKIlii
(remaTOTOKCUYHOCTI, TSXKKUX MIKiPHUX peakiliii, BKI04aidy POTOTOKCUYHICTS i
IIJIOCKOKJIITUHHY KapIUHOMY, TSXKKHUX ab0 TPUBaIUX PO3JIAiB 30PY Ta MEePiOCTUTY) MOTPIOHO
PO3TISHYTHA MOXKJIUBICTh IPUNMHEHHS BUKOPUCTAHHSA BOPUKOHA30J1y Ta 3aCTOCYBaHHS
aJIbTePHATUBHUX IMIPOTUTPUOKOBUX IIpEraparis.

®eHimoiH (cypcmpam CYP2C9 ma nomyawcHutl iHoykmop CYP450). Tlpu ogHOYacCHOMY



3aCTOCyBaHHI (DeHITOIHY Ta BOPUKOHA30/1y PEKOMEH0BaHO IPOBOAUTU PETEIbHUN KOHTPOJIb
piBHA (eHiTOIHY y m1a3Mi KpoBi. OqHOYaCHOT0 3aCTOCYBAHHS BOPUKOHA30JTy Ta (DEHITOIHY
CJIi[ YHUKATH, SKIIO TIILKY KOPUCTh HE IlepeBaxae pU3ukK (OuB. po3nin «B3aemopisa 3
iHITMMY JTiKapChbKUMU 3aco0aMy Ta iHIi BUIYM B3a€MOTii»).

Egasipens (iHoykmop CYP450; iHeibimop ma cybcmpam CYP3A4). Tlpu ogHOYaCHOMY
3aCTOCYBaHHI BOPHKOHA30JTy Ta e(aBipeH3y A03y BOPUKOHA30Iy CJIif migBUIUTH 0o 400 Mr
KOXHi 12 roguH, a go3y edasipensy - 3MmeHImTH 00 300 Mr KOXHi 24 roguHYu (OUB. PO3TiNU
«Cmocib 3acTocyBaHHS Ta I03U», «[IpoTUIOKa3aHHA» Ta «B3aeMopmis 3 iHIMMMU TiKapChKUMU
3aco0aMu Ta iHIII BUOU B3a€EMOMIN»).

I'nacoeeib (cyocmpam CYP3A4). O4iKyeThCs, 1110 OQHOYACHE 3aCTOCYBaHHS BOPUKOHA30IY
MiOBUIIUTD KOHIIEHTPALlifo riaacaerioy B mia3Mi Ta 30i/IbIIATh PU3UK IIOOBXKEHHS iHTEPBAIY
QTc (muB. po3min «OcobIUBOCTI 3aCTOCYBaHHA»). AKIIO HEMOXKINBO YHUKHYTH OOHOYACHOTO
3aCTOCYBaHHS, PEKOMEHAYEThCA YacTui MOHITOPUHT EKT.

IHei6imopu mupo3uHkiHasu (cybcmpam CYP3A4). O4iKy€eThC, 110 OAHOYACHE 3aCTOCYBaHHS
BOPUKOHA301y 3 iHribiTopaMu THPO3UHKiHA3M, siKi MeTaboi3yoTbcst CYP3A4, npusBene [o
MiOBUIIEHHS KOHIIEHTpPallil iHri0iTOpiB THPO3WHKiIHA3Y B IJIa3Mi KPOBi Ta pU3UKY PO3BUTKY
no0iYHUX peakIlii. AKII0 HEMOXKINBO YHUKHYTU OGHOYACHOTO 3aCTOCYBaHHS,
PEKOMEHOYEThCS 3HUXKEHHS N03H iHTi6iTOpa TUPO3UHKIHA3Y Ta PETENbHUN KITiHIYHUN
MOHITOPHHT (AuB. po3min «OcoOMMBOCTI 3aCTOCYBAHHSI»).

Pugabymun (nomyoscHutll iHoykmop CYP450). [Tpu ogHOYaCHOMY 3aCTOCYBaHHi
BOPUKOHA3011y Ta pudabyTuHy HeoOXimHUM PeTeNbHNUYM MOHITOPUHT TOKAa3HUKIB 3arajbHOr0
aHaJli3y KpoBi Ta Mo6iuHUX peakliiiii, IOB’'I3aHUX i3 3aCTOCyBaHHIM prudabyTUHY (TaKuX SK
yBelT). OMHOYaCHOT0 3aCTOCYBaHHSA BOPUKOHA301y Ta puhalbyTUHY CIIifi YHUKATHU, SKILIO
TiJIbKA KOPUCTD He TepeBaXka€ PU3UK (OuB. po3Min «B3aeMogia 3 iHIIMMU JTiIKapChKUMU
3aco0aMu Ta iHIIT BUOU B3aEMOMII»).

Pumonasip (nomyowcHutl inoykmop CYP450; in2ibimop ma cybcmpam CYP3A4). Crnig
YHUKaTU OOHOYaCHOI'0 3aCTOCYBaHHS BOPUKOHA30J1y Ta HU3bKUX 003 pUTOHABipy (100 mr 2
pas3u Ha f00y), SKIIO TiIbKU KOPUCTH [JId Malli€eHTa Bifi 3aCTOCYBaHHS BOPUKOHA30IIy He
IepeBaXkae pU3UK (OuB. po3ain «IIpoTunoka3aHHsa» Ta «B3aeMofisa 3 iHIMMMHU TiKapChbKUMU
3aco0aMu Ta iHIIT BUOU B3aEMOMII»).

Esepoaimyc (cyocmpam CYP3A4, cybcmpam p-a2aikonpomeiHy). OmHOYacHe 3aCTOCYBaHHS
€BEepOJIiMyCy Ta BOPUKOHA30Jly He PEKOMEHIYETHCS, OCKiIbKY TependadaeThbCs, 10
BOPUKOHA30J1 CIPUYMHSIE 3HaUYHE IiIBUIIEHHS KOHIIEHTpallil eBeponimycy. Ha mauuii yac
iH(opmartii mogo J030BOr0 PeXKKUMY HEJOCTATHRO (OUB. PO3Ain «B3aeMmomia 3 iHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIIT BUOYM B3aEMOIii»).

MemadoH (cybcmpam CYP3A4). Ilpu ogHOYaCHOMY 3aCTOCYyBaHHI MeTaZlOHY Ta
BOPUKOHA30JIy PEKOMEHIOBAHO IIPOBOIUTH PETEIbHE 00CTeKEHHS II0A0 PO3BUTKY IMOOIYHUX
peaxiriy Ta IPOsBiB TOKCUYHOCTI, SKi MOXKe CIIPUYMHUTHA METaOoH (BK/II0YAal04YHU MOJOBXKEHHS
inTepBany QT,), OCKiIbKY PiBHI MeTafOHY MigBUINYIOTHCS IIPU OMHOYACHOMY 3aCTOCYBaHHI
BOPUKOHA30/1y. MoXke BUHUKHYTH HeOOXiIHICTh y 3HUKEHHI 03U MeTafoHY (OUB. PO3Min
«B3aemoqis 3 iHITMMHU TiKapChKUMU 3aco0aMHU Ta iHII BUIW B3AEMOMIN»).



Oniamu kopomkoi 0ii (cypcmpamu CYP3A4). Ilpu ogHOYaCHOMY 3aCTOCYBaHHi OIiaTiB
KOPOTKOI [Iii Ta BOPUKOHA30JI1y CJIifi PO3TJISHYTU MOXKJIUBICTh 3HUKEHHS N03U anbheHTaHiny,
dbeHTaHiNy Ta iHMMX OmiaTiB KOPOTKOI mil, 1110 momibHi 3a CTPYKTYPOIO [0 anbpeHTaHiny Ta
MeTabomni3yioTbcsi CYP3A4 (Takux K cydeHTaHin) (quB. po3min «B3aeMopis 3 iHIIMU
JMiKapChKUMU 3aco0aMu Ta iHIII BUAM B3aEMOiit»). Moxke OyTu HEOOXiTIHUM YaCTUU
MOHITOPUHT NOOIYHUX peakKIlil, acoliifioBaHMX i3 3aCTOCYBaHHSM OIIiaTiB (BKJIIOYAIO4H IOBIITY
TPUBAJIICTh MOHITOPUHTY AUXANIbHUX (QYHKIIiM), OCKiJIbKY ITPYU OQHOYACHOMY 3aCTOCYBaHHi
omiaTiB KOPOTKOI [iil 3 BOPUKOHA30JIOM IIePiof] HalliBBUBEAEeHHS alb(PeHTaHiNny MOJ0BXKYEThCS
B 4 pas3u, a TaKOXK BPAXOBYIOUH, I1I0 BiATIOBIMHO M0 HE3aeXKHO OMy0IiKOBAaHUX JaHUX OITHOTO
IOCIiAKEeHHS OQHOYaCHe 3aCTOCYyBaHHA (eHTaHIIy Ta BOPUKOHA30J1y IPU3BEJIO [0
MigBUINEHHS cepegHboro piBHA AUC, ., peHTaHimy.

Oniamu mpueasoi dii (cy6cmpamu CYP3A4). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI OIiaTiB TpHBaJIol
il Ta BOPHKOHA30JTy CJIi[l PO3T/ISHYTU MOXK/IUBICTh 3HUKEHHS 103U OKCUKOIOHY Ta iHIIUX
omiaTiB TpuBasoi fii, mo MetabonizyoTbcs CYP3A4 (Hanpukiap rifpokonony). Moxe 0yTu
HeOoOXigHMM YaCTUM MOHITOPUHT OOIYHUX pPeakilili, acolliioBaHUX i3 3aCTOCYBAHHSM OITiaTiB
(muB. po3min «B3aeMofis 3 iHITMMH JTIKapChKUMHK 3aco0aMH Ta iHIIM BUOU B3aEMOMIl»).

@ ykoHaszo (iHeibimop CYP2C9, CYP2C19 ma CYP3A4). OnHo4acHe mepopajibHe 3aCTOCYBAHHS
BOPUKOHA30/1y Ta (GIIYKOHA30/1y MPU3BOAUTH 0 3HAYYIIOrO MMiiBUINEHHS 3HaueHb C,,, Ta AUC,
BOPUKOHA30J1y Y 300POBUX N0oOPOBOIBIIiB. HeBimoMo, sike 3HUKEHHS 03U Ta/abo 4acToTu
3aCTOCyBaHHS BOPUKOHA30JIy Ta (IyKoHa307y 3abe3neunsio 6 yHUKHEHHS faHoro edekTy. [Tpu
3aCTOCyBaHHI BOPMKOHAa30Jy 0e3M0cepenHbo Micisg (GIyKoHa30/ly PeKOMeHI0BaHUM MOHITOPUHT
no0iYHMUX peaklliif, acollifioBaHUX i3 BOPUKOHA30JI0M (OUB. po3ain «B3aeMopis 3 iHIMMMY JTiKapChKUMU
3aco0aMu Ta iHIIII BUOY B3aEMOMIl»).

[IpemapaT MiCTHATh 1aKTO3y, TOMY MOTO He CIIifi 3aCTOCOBYBATH MalliEHTaM 3 PiAKICHUMHU CITagKOBHUMU
CTaHaMH, TAaKUMH SIK HEIIePeHOCHUMIiCTh TallaKTO3U, HEeIOCTATHICTh JaKkTa3u Jlamnma Ta MaababcopoIris
TJTII0OKO3U-TaJlaKTO3H.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.

BaritHicTe. He iCHy€e moCTaTHBO JaHUX 11040 3aCTOCYBaHHSI BOPMKOHA30J1y BariTHUM XiHKaM.
HocmimKeHHS Ha TBApHHAX IIPOJIEMOHCTPYBaJIA HasBHICTh PEIIPOAYKTUBHOI TOKCUYHOCTI.
[ToTeHUiHNY PU3UK IIPU 3aCTOCYBaHHI Mpenapary Ojd JTI0AUHNA HEBITOMUN.

BopukoHa3oi He CIIif 3aCTOCOBYBATH y IIE€PiOX BAriTHOCTI, 382 BUHATKOM BUIIAKIB, KOJIU KOPUCTH [JIA
MaTepi 0YeBUOHO IepeBaXKae MOTEHI[INHUN PU3UK IS IJI01a.

ZKiHKaM penponyKTUBHOIO BiKy, sIKi MOXYTb 3aBariTHITH, y IIepiof 3aCTOCYBaHHA IIpemnapary Cif
3aCTOCOBYBaTH e(eKTUBHI MPOTU3AIITiTHI 3ac00H.

[lepion rogyBanHg rpynnro. EKCKpeliiss BODUKOHA30I1y y TPYAHE MOJIOKO HE [OCIiAXKyBajacs, TOMY
rOOyBaHHS I'PYALIO CIIif NIPUNMHUTHY Ha Nepiof Tepamnil BODUKOHA30JI0M.

®epTunsHicTe. [JoCTifKEHHS Ha TBAPHHAX He MIPOAEMOHCTPYBaIM MOTipIIeHHsS GepTUIbHOCTI ¥
caMI[iB Ta CaMOK IIypiB.




3IaTHICTh BIJIMBATH Ha IMIBUIKICTh pPeakilii Mpyu KepyBaHHI aBTOTPAHCIOPTOM abo iHIIuMU
MeXaHi3MaMHu.

BopukoHa3051 Ma€ MOMipHUY BIIMB Ha 30aTHICTh KEPYBAaTU TPAHCIIOPTHUMU 3acobaMu Ta IIpallloBaTU
3 MexaHi3MaMu. 3aCTOCYBaHHS IIPelapaTy MoXe CIPUYUHITHA 000POTHI ITOPYIIEHHS 30Dy,
BKJ/TIOHAIOYH HEUiTKiCTh 30pYy, 3MiHeHe/T0CHIIeHe 30p0Be CIIPUMHATTS Ta/abo poTodobito. ITpu
BUHUKHEHHI TaKUX CUMIITOMIB IAI[iEHTaM CJIiJl YHUKATH MOTEHIiNHO He0e3MeyHol aKTUBHOCTI,
HaIpUKJIa[ KepyBaHHS TPAHCIOPTHUMU 3acobaMu Ta pobOTH 3 MexaHi3MaMH.

Cnoci6 3acmocyeaHHsi ma do3u.
BopuKOHA30JI CJTifl 3aCTOCOBYBATH IIOHaMMeHIIe 3a 1 roguHy nepeq abo micis mpuioMy ixi.

[lepen mo4aTKOM 3aCTOCYBaHHSI BOPUKOHA30Jy Ta IIPOTSATOM HOTr0 3aCTOCYBaHHS HEOOXigHO
IIPOBOJXUTY MOHITOPUHT IIOPYIIEHD €JeKTPOIITHOTO OamaHCy, TaKUX SK TillOKasieMisd,
rimoMarsieMis Ta rimokaibIlieMisi, Ta TPU HEOOXiMHOCTI MPOBECTH iX KOPEKITiio (OUB. PO3MIif
«OcobIMBOCTi 3aCTOCYBAHHS»).

JIiKy8aHHA.

[opocri. [I717 MOCSTHEeHHS y MePIui NeHb KOHIIeHTPalli# ¥ mm1a3Mi KpoBi, 6JIM3bKUX 10
PIBHOBaXKHUX, TEPAIi0 BOPUKOHA30JIOM CJIil PO3IOYUHATH 3 BiIIOBIMHOTO PEXUMY
HaBaHTaXyBaJIbHUX [103 ITIePOpaIbHO a00 BHYTPIIHbOBEHHO. 3 OISy Ha BUCOKY
6i0mOCTYIHICTE BOPUKOHA30IY MIPU IIEPOPaIbHOMY 3acTocyBaHHi (96 %), mpu HasIBHOCTI
KJIIHIYHUX OKa3aHb MOXKHAa 3MIiHIOBAaTH IIJISIX MOT0 BBEEHHS 3 BHYTPIIIHBOBEHHOI0 Ha
IIepopajbHui 1 HaBIIaKM.

IeTanpHi peKOMeHallii 11010 MO3yBaHHS HaBefeHi B Tabnuti 4.

Tabauus 4.

Cxema 3acmocCyB8aHHA [Ipu nepopasbHOMY 3aCMOCYBAHHI

[MamienTn 3 Macoo Tia  |[IaIiedTH 3 Macoro Tina

40 Kr abo Ginmbire* MenIe 40 Kr*
[HasanmaoicysaabHi 003u 400 mr KoxHi 12 rogun  [200 Mr xKoxHi 12 rogun
(mpoTtsrom nepmux 24 roOouH JiKyBaHHS)
[Tiompumyroui 0o3u 200 Mr 2 pa3u Ha 106y  |100 Mr 2 pa3u Ha mo6y
(uepes 24 roguHY MiCNIS OYaTKY
JTiKyBaHHS)

*Y ToMy 4ucCHi A4 malieHTiB BikoM Bif 15 poKiB.

TpuBamicTs nikyBaHHSA. TpUBaJIiCTh JTiIKyBaHHS Mae OyTH SKOMOra KOPOTIIOIO, 3a/Ie2KHO Bif KITiHIYHOI
Ta MiKOJIOTi4HOI BifmoBifi marieHTa. Y pa3i HeoOXimHOCTI 3acToCcyBaHHS Npenapaty noHan 180 guiB
(6 Mica1iB) iy IPOBECTH PETENbHY OLIIHKY CIiBBIZHOUIEHHS KOPUCTI Ta PU3UKY (IUB. PO3ALN
«0Oco61uBOCTi 3acToCyBaHHS» Ta «PapMaKoguHaAMiKa»).

Kopekiiig 1o3u Ons gopocnux. AKINo y nalieHTa agekBaTHa BifIOBigL Ha JIIKyBaHHS BiICYTHS,



HOiATPUMYyI04y [03y MoxkHa 30insmutu o 300 Mr 2 pa3u Ha fo0y nepopanbHo. [1alieHTaM i3 Macoi
Tina mMenIe 40 Kr go3y mpemnapaTy MoxHa 30inbpuuT 1o 150 Mr 2 pa3u Ha 106y mepopaibHo.

[MarienTaM i3 HEMEPEHOCUMICTIO 3aCTOCYyBaHHS 30i/IbIIIEHUX 03 IIperapaTy CJIifi TOCTYIIOBO
3MeHIIyBaTH 103y Ha 50 MTI' 10 HOCATHEHHS migTpuMytouol fo3u 200 Mr 2 pa3u Ha 106y IepopaibHO
(a6o 100 mr 2 pa3u Ha H00y IMepopabHO MalieHTaM i3 Maco Tijla MeHIIe Hix 40 Kr).

[adopmariis mogo 3acToCyBaHHSA Ipenaparty s NpodinakTUKU HaBefeHa HUXKYe.
IIpoginakmuka y dopocaux i dimet.

[TpodinakTuKy moTpiOHO MOYaTH B IeHb TPAHCIIJIaHTallil; il TPUBaMiCTh MOKe cTaHOBUTH 10 100 mHiB.
[TpodinakTrKa noBuHHA OyTH SKOMOTa KOPOTIIOIO 3aJIeXKHO Bifl pU3UKY PO3BUTKY iHBAa3UBHUX
rpubKoBuUX iH(DEKIiN, SKi BU3HAUAIOTLCA 3a 03HAKaMM HEUTpOIeHii abo iMmyHocympecii. I[IpomoBxeHHS
npodinakTuku 7o 180 mHIB micis TpaHCHIAHTAIll MOXKIIMBO JIUIIE Y pa3i TpUBal40l iMyHOCYIIpecii
a00 peakIlii «TpaHCIIaHTAT MIPOTH Xa3siHa».

[TosyBaHHA. PEeKOMEHOBaHUY PEKUM [O03yBaHHSA 3 METOI NPOPITaKTUKY TaKUW CaMUH, K IPU
JiKyBaHHI y BiflOBigHUX BiKOBUX Ipymnax (muB. Tabmuili 4 i 5).

TpuBanicts npodinakTuku. be3neyHicTs Ta ePeKTUBHICTh BUKOPHCTAHHS BOPUKOHA30IIY IIPOTITOM
6inmbire 180 gHiB He Oynu HaleXKHUM YMHOM BUBYEHI y KITiHIYHUX BUTPOOYBaHHSIX.

BukopucTaHHsa BOPHKOHA30I1y 5K IIpodinakTuku npotsarom Oinbiie 180 guiB (6 MicgIliB) BuMarae
PEeTenbHOl OIiHKY CIIiBBiIHOIIEHHS KOPUCTI Ta PU3UKY.

HacmynHa iHpopmauia 8i0Hocumbuca Ak 00 AiKy8aHHA, Mak i 00 npodisakmuku.

KopuryBauus no3u. KopuryBaHHs 034 ¥ pa3i HemoCTaTHLOI e(peKTUBHOCTI ab0 PO3BUTKY OB’ I3aHUX
3 MiKyBaHHSM MOOIYHUX Peakiliii He peKOMEHIYETLCS IIPU BUKOPHUCTAHHI ITpernapary 3 MeTOI0
po(dinakTUKH.

Y pagi nosiBu mo6iYHUX peakiliif, OB’ I3aHUX i3 JIIKYBaHHSM, CIIiJl PO3TISHYTH MOXKJIUBICTh
IPUNMHUTY 3aCTOCYBaHHS BOPUKOHA30JTy Ta PO3MOYATH 3aCTOCYBAHHS albTepHATUBHUX
npoTUrpuOKOBUX 3ac00iB (IuB. po3nin «I1obiuHi peakmii» Ta «PapMaKoguHaMika»).

[TinGip mo3u Ipy OOHOYACHOMY 3aCTOCYBaHHi 3 iHmKMU 3acobamu. PeHiTOIH MOXKHa 3aCTOCOBYBAaTH
OOHOYACHO 3 BOPMKOHA30JIOM 3a YMOBH IigBUINEHHS MiATPUMYI0Y0] 03U BOPUKOHA307y 3 200 MT 10

400 mr 2 pas3u Ha go0y nepopasnbHo (3i 100 Mr go 200 Mr 2 pa3u Ha go0y IepopasbHO MallieHTaM i3
Macoio Tina Menure 40 kr) (quB. po3ainu «OcoO6nMUBOCTI 3aCcTOCyBaHHS» Ta «B3aemMopmis 3 iHIIUMU
JiKapChKUMH 3aco00aMu Ta iHIIi BUAKW B3aEMOIiN»).

Kowm6inarii BopukoHa301y Ta pudabyTHHY CIIif IpY MOXKJIMBOCTi YHUKATH. AJle y pa3i HaraibHOI
noTpebu 3aCcTOCYyBaHHS TaKoi KOMOiHallii migTpuMy0uy 103y BOPUKOHA30JTy MOXKHA 30i/IbIINTH 3

200 mr mo 350 Mr 2 pa3u Ha o6y nepopanbHo (3i 100 Mr go 200 Mr 2 pa3u Ha fo0y mepopajbHO
natieHTaM i3 Macoio Tina meHie 40 kr) (ouB. po3ainu «Ocob0IMBOCTI 3aCTOCyBaHHS» Ta «B3aemoqis 3
iHITMMHU NTiKapCbKUMHM 3aco0aMu Ta iHII BUOYM B3aEMOii»).

OpgHOYaCHO 3 BOPUKOHA30JI0M MOKHa 3aCTOCOBYBaTH e(daBipeH3 3a YMOBU IiABUIIEHHS
HiATPUMYI0Y01 1031 BOprUKOHa301y [0 400 Mr KoxHi 12 rofuH Ta 3HUKEHHS 103U eaBipeH3y Ha

50 %, To6To mo 300 mr 1 pa3 Ha goly. ITicnsg BigMiHM BOPMKOHA30JIY CITif 3aCTOCOBYBATH I10YAaTKOBY
no3y edaBipeH3y (muB. po3minu «OcoONMMBOCTI 3aCTOCYBaHHA» Ta «B3aemopmis 3 iHIIUMY JTiIKapCbKUMU
3aco0aMH Ta iHII BUOU B3aEMOLIN»).



[NarmienTy MiTHLOTO BiKy. HeMae HeoOXigHOCTI B KOPEKIIil 403K MalliEeHTaM JIiTHBOTO BiKY (IUB. PO3Misn
«PapMaKOKiHETUKa»).

[opyienHsa GyHKIII HUPOK. [TopymieHHs QYHKII HUPOK He BIIMBAE Ha (hapMaKOKiHETUYHI
BJIACTMBOCTi BOPHKOHA30JTy IIPH HOT0 IMepopabHOMY 3acToCyBaHHi. HeMae HeoOXimHOCTI y Kopekiii
[O3U TIpemnapaTy MallieHTaM i3 MopyIIeHHSIMY GYHKIIIM HAPOK Bifi IOMIPHOTO [0 TSXKKOTO CTYIEHS
(muB. po3min «®apMakOKiHETHKA).

KripeHc BoprKOHa30/1y npu reMopianidi ctanoBuTh 121 mir/xB. KibKiCTh BOPMKOHA30I1Y, LI0
BUBOOUTHCS IIPOTATOM CeaHCy reMofiai3y TpUBasicTo 4 TOOUHY, HEJOCTaTHSA [AJ1s1 BAHUKHEHHS
HeoOXiTHOCTI B KOpEKIIil 103U IIpernapary.

[NopymienHs QyHKINI nevinku. [TamieHTaM i3 IIMPO30M IE€UiHKHY JIETKOTO Ta MTOMIPHOTO CTYIIeHS
TAKKOCTI (Kyac A abo B 3a knacudikariieio HYaiinga-I1'10) peKOMeH0BaHO 3aCTOCOBYBaTH 3BUYaMHI
peXUMHU HaBaHTaXKyBaJIbHUX [03, IPY I[bOMY MiATPUMYIOUY 003y HeoOXigHO 3MEHIIUTH BABiui (OUB.
po3pin «PapMaKOKiHETUKA»).

HocrnigXeHHS 3aCTOCYBaHHS BOPUKOHA30JIy NallieHTaM i3 TAKKAM XPOHIYHUM [IUPO30M MEUYiHKU
(xmac C 3a knacudikarnieto Yannga-I1'10) He TPOBOOUIIH.

[adopmariis momgo Oe3nekn BOPUKOHA30Iy IIPU 3aCTOCYBaHHI MallieHTaM i3 BigXUJIEHHSAMU Y
pe3yibTaTax NeviHKoBuX mpob (acmapTaTTpancaMinala (ACT), ananinTpancaminasa (AJIT), myxHa
docdaraza Ta 3aranbHui 6inipyOiH Oinbie HiX y 5 pa3iB MepPeBUIIYIOTh BEPXHIO MEXKY HOPMHU)
oOMexeHa.

3acTocyBaHHS BOPUKOHA30JIy aCOI[il0BalIOCs 3 MiABUIIEHHSAM PiBHS ITOKAa3HUKIB QYHKIIN IIeYiHKY Ta
K/TIHIYHUMY O3HAKaMU ypaXKeHHS IIeYiHKY, TAKUMU K KOBTSHUI[A, TOMY 3aCTOCOBYBATH IIpernapaT
IalfieHTaM i3 MOpyleHHIM (PYHKLIY MeYiHKY TAKKOTO CTYIIeHs CJIif JIUIIe TOAi, KO KOPUCTh
repeBaXxae MOTeHIIMHNY pu3uK. Cif 3[iiiCHIOBAaTH PETENbHUM HaTIA[ 3a MalliEHTaMu i3
TIOPYILIEHHAM QYHKIII IeYiHKY 1[00 PO3BUTKY TOKCHYHUX e(eKTiB mpemnapaTy (auB. po3nin «ITobiuni
peaxiii»).

Himu.

[IpemapaT 3aCTOCOBYBATH HiTSAM Bifi 2 POKiB. be3meka Ta eheKTHBHICTh 3aCTOCYBAaHHS IIpemnapary
OiTSM BIKOM [0 2 POKiB He BCTAHOBJIEHI.

[TiTsim BikoM 2-12 pokiB Ta miTsaM BikoMm 12-14 pokiB i3 Macoo Tina < 50 KI' peKOMeHIy€eThCS

TaKa cXeMa JIIKyBaHHS:

Tabauuys 5.
Cxema 3acmocCyB8aHHA BHYMpIiwHb08€HHO IIepopabHO
HaBaHTaxyBasbHa f03a (mpotsarom |9 mr/kr koxHi 12 rogus|He peKOMeHOy€EThCS
nepiux 24 TOOWH)
[ligTpuMyto4ya f03a 8 Mr/kr 2 pa3u Ha Ho0y [9 Mr/Kr 2 pa3u Ha J00y
(micns mepiux 24 TOOWH) (MakcuMaJsbHa [03a CTAHOBUTD
350 Mr 2 pa3u Ha go0y)




PekoMeHMIyeThCS PO3MIOYMHATHY TEPAIlilo i3 BHYTPIIIHBOBEHHOI'0 3aCTOCYBaHHS, @ MOXIIUBICTh
3aCTOCOBYBATH IIpenapar IepopabHO CIIif PO3IJIAHYTHU JIUIIE IIiC/IA NOCATHEHHS 3HAYYIIOr0
KJIIHIYHOT O ITOKpalleHHs cTaHy. Cif BiI3HAUYUTH, 1110 BHYTPIIIHLOBEHHA [03a 8 MI/KT
3a0e3Me4uTh eKCI03UIIiI0 BOPUKOHA30J1y, TPUOIN3HO y 2 pa3u Oiblly 3a eKCIO3UIil0 IPH
3aCTOCYBaHHI 03U 9 MI/KT IIepopasibHo.

[TiTsim BikoMm 12-14 pokiB i3 Macoio Tina = 50 Kr Ta BikoM 15-17 pokiB He3alle:KHO Bil MacH

TiJIa CJIifi 3aCTOCOBYBATHU TakKi X caMi 031 BOPUKOHA30J1y, SK 1 IJIs JOPOCIIUX.

[Tig6ip mo3u miTsM BikoM 2-12 pokiB Ta miTsM 12-14 pokiB i3 Macoio Tina <50 Kr. Skio

BiAITIOBigh IallieHTa Ha JIiKyBaHHS HEJOCTAaTHS, NO3y IpenapaTy MoxHa 306inbinyBatu 1o 1 mr/kr (abo
o 50 Mr, SIKII0 T0YaTKOBO 3aCTOCOBYBa/IM MaKCuUMabHy [03y 350 Mr mepopasnbHO). fAKIOo MalieHT
He TTePeHOCUTh JIiIKyBaHHS, 03y HeoOximHO 3HMKyBaTu 1o 1 Mr/kr (abo 1mo 50 Mr, SKIII0 T0YaTKOBO
3aCTOCOBYBajlacs MakKcuMaJsbHa f03a 350 Mr mepopabHO).

3acTocyBaHHS IIpemnapaTy MallieHTaM BiKkoM 2-12 pokiB i3 HUPKOBOIO ab0 Ie4iHKOBOIO
HEeJIOCTATHICTIO He JOCIimXKyBanu (OuB. po3nin «[1obiuni peaknii» Ta «PapMaKOKiHETHKA»).

Ilepedo3yeaHHsi.

Y xopi KIiHIYHUX AOCHIAXKEHb IIOBIOOMJISIIY IPO 3 BUNIAJKU HEHaBMUCHOI'O IIepefo3yBaHHsA. YCi
3 BUIIaIKM CIIOCTEPIrajucs y AiTed NPy BHYTPIITHbOBEHHOMY 3aCTOCYBaHHI IIpenaparty B [03i, 10
5 pasiB BUIliY 3a peKOMeHI0BaHy. ENMHOI0 M0GIYHOI0 Peakllielo, Mpo SIKy MoBimoMsnocs, 6yna
dboTodobis TpuBamicTio 10 XBUMTUH. AHTHOOT IO BOPHKOHA30JTy HEBIIOMUIA.

Kripenc BopukKoHa30y npu remopianisi cranosuts 121 m/xB. Ilpu nepeno3yBaHHi reMofiani3 Moxe
CIIPUSITH BUBE[EHHIO BOPUKOHA30JIy 3 OpraHi3my.

Io6iuni peakuii.

[Tpodins Ge3meku BOPUKOHA30Jy B IOPOCTIUX I'PYHTYETHCS Ha iHpopMariil 3 iHTerpoBaHoi 6a3u JaHUX
3 6e3nekwy, mo oxoroe Oinbire 2000 ocib (Bkmogatoun 1603 mopocnaux maiieHTy, SKi Opany y4yacThb
y TepaleBTUYHUX JOCHIIXKEeHHX) Ta e 270 Jopocaux MalieHTiB 3 HOCTIiIKeHb NpodinakTuku. Lis
rpyIa IalieHTiB € JOCTaTHHO PI3HOMAHITHOO 1 BKJIIOYAE MNAllEHTIB 31 37105IKICHUMU 3aXBOPIOBaHHSIMU
KpoBi, BIJI-in¢dikoBaHUX MAaIliEHTIB i3 KAHOUA030M CTPABOXOAy Ta peppakTepHUMHU I'PUOKOBUMU
indexkirismu, mairieHTiB 663 HEUTPOIEHII 3 KaHOUOEMi€0 ab0 3 aCIEePriTbo30M Ta 3[I0POBUX
nOOPOBOIBIIIB.

o HalmomupeHimmux no0iYHUX peakKiliii, MPo SKi MOBiIOMJIAIN, HaleXKaJjlu MOTipIIaHH 30Dy,
nmipekcis, BUCUIlaHHS, OII0BaHHS, HYOTa, giapes, TONOBHUU 0ib, nepudepuydHi HaOpSKU, aHOMaJIbHi
pe3ynbTaTy MeviHKOBUX MPO0O, IOPYIIEHHS quXaHHS Ta Oifib ¥ XKHUBOTI.

3arasioM 1mo0OiyHi peakirii 3a CBOIM CTyIIeHEM TSKKOCTiI OYJIH Bifl TIeTKOT0 10 TOMipHOTO. AHAJIi3 JaHUX
3 6e3mneKy He MPOAEeMOHCTPYBAB XKOMHUX KITIHIYHO 3HAUYIIMX BiIMiHHOCTEH 3a/ieXKHO Bifl BiKy, pacu
abo crari.

Ockinbku GiNbIIICT KOCTiAXKeHb OyIH BiTKPUTUMHU, HUXKYe 3a3Ha4eHO BCi mobiuHi peakiii, 110
MOXKYTh MaTH IPUYMHHO-HACTIIKOBHUY 3B’30K i3 3aCTOCyBaHHSM Ipemnapary. [1o6iuHi peakirii



BM3Ha4eHi Ha OCHOBi 00’egHaHUX JaHuX Imono 1873 mopocnux nauieHTis, sKi Opanu y4acTs y
TepaneBTUYHUX HocmimxkeHHsX (1603) i gocnmimxenusx npodinakTuku (270). [Tobiuni peaxuil
HaBefeHi 3a CUCTeMaMU 1 KjlacaMM OpraHiB Ta 3a 4aCTOTOI: Ayxke 4acTo (= 1/10), gvacto (= 1/100 Ta
< 1/10), mewacTo (= 1/1000 Ta < 1/100), pigko (= 1/10000 Ta < 1/1000), myxe pigko (< 1/10000) Ta
HEeBiIoMO (HEMOXKJIMBO OLIHUTH, 0a3yl04YuCh Ha HasgBHil iHdopMaliii). Y Mexkax KoKHOI Irpynu nobiuHi
peaxtiil mpefcTaBjIeHi y MOPAAKY 3HUKEHHS 1X CTYIEeHS TSIXKKOCTI.

IHpekuii ma iHeasii.

YacTo: CUHYCUT.

HewacTo: mceBmoMeMOPaHO3HUH KOJIIT.

ILlobposKicHi, 3105KiCHI ma He8CmMaHo8/1eHi HOBOYMBOPEHHA (BKAHOUAOYU Kicmu ma nosinu).
YacTo: MIOCKOKIIITUHHA KapiuuHoMa* abo xBopoba BoyeHa.

3 6oky Kposi ma aimpamuyHoi cucmemu.

Yacrto: arpaHynouHToal, HaHIUTOIIeHis, TpOM6OHI/ITOHeHiH2, JIEHKOIIeHis, aHeMis.
HewacTo: HegocTaTHICTh KiCTKOBOT'O MO3KY, NTiMbafeHonaTis, e03uHOoDiis.

Pigko: cuHOPOM OHCEMIHOBaHOI'O BHYTPIIIHbOCYAUHHOTO 3rOPTaHHS KPOBI.

3 6oky iMmyHHOI cucmemu.

HeuacTo: rinepuyT1uBiCTs.

Pigko: aHadimakToigHi peakiii.

3 60Ky eHOOKPUHHOI cucmemu.

HeuacTo: HemoCTaTHICTh HAMHAPKOBUX 3aJ103, TIIOTHPEO03.

Pigko: rimepTtupeos.

Poznadu memaboaiamy ma xapuy8aHHs.

Iyxke vacTo: mepudepuyHuil HabpsK.

YacTo: rinoriikemis, rinoKajgieMis, rinoHaTpiemis.

3 6oky ncuxiku.

YacTo: mernpecis, ramiouuHaliil, TPUBOXKHICTb, 6€3COHHS, aXKUTallisl, CIJIyTaHiCTh CBiTOMOCTI.
3 6oky Hepsogoi cucmemu.

IyKe 4aCTO: TOJIOBHUH Oifb.

YacTo: CyIOMH, CUHKOIIe, TpeMOp, TilepToHis’, mapecTesis, COHNMBICTh, 3alaMOPOYEeHHS.

HeuacTo: HaGpsK rOJI0BHOTO MO3KY, eHlledanonarisa’, ekcTpamipaMifgi po3nagy’, nepudepruyta
HEBPOIIaTid, aTakcisd, rimecresis, QUCreB3id.



Pigko: meuinkoBa eHnedanmonarisi, cuagpom l'itieHa-bappe, HicTarm.
3 60Ky opaaHis 30py.

Ily>Xe 4acTo: MOTipIIaHH 30py’.

YacTo: KPOBOBUJIUBU B CITKIBKY.

HeuacTo: po3nagu 3 60Ky 30poBOro Hepsa’', HabPSIK AUCKa 30pOBOr0 HepBa’, OKYJIOTipHUIL KpH3,
OUIIIONIsS, CKIepHuT, 6edapurt.

Pigko: atpodis 30poBoro HepBa, IOMYTHIHHS POTiBKH.

3 6oky opaaHis cayxy ma aecmubysipHoi cucmemu.
HeuacTo: 3HMXKEHHS CIIyXy, BEPTUTO, LIIyM Yy ByXaX.

3 boky cepus.

YacTo: HaAIITYHOYKOBa apyuTMisl, Taxikappis, Opagukapmis.

HeuacTo: ¢ibpumnsiis IUIyHOUKiB, IITYHOYKOBA €KCTPACUCTOJIis, IITYHOYKOBA TaxiKapmis,
nonoBxeHHd iHTepBany QT Ha elekTpoKaphiorpaMi, HagUIIyHOYKOBa TaXiKaphis.

Pigko: mmyHOYKOBa Taxikappis THUIY «IipyeT», IOBHA aTPiOBEHTPUKYIISpHA O10Kafa, 6710Kafga HixKKH
ny4yka ['ica, By3/10BUH PUTM.

3 60Ky cyOuH.

YacTo: apTepianbHa rinmorensis, ¢iebir.

Heuacrto: TpoMOodebit, mimbaHTiT.

3 6oky pecnipamopHoi cucmemu, 2py0HOI KAimKu ma cepedoCcmiHHA.
IyKe 49acToO: yTPyAHEHE AUXaHHS .

YacTo: rocTpuil pecripaTOPHUN TUCTPEC-CUHOPOM, HaOPSK JIereHis.
3 60Ky WAYHKOBO-KUWKOBO20 MPAKmy.

Iyxe 4acTo: miapes, 60BaHHs, Oilb Y XKUBOTI, HyIOTA.

YacTo: XeumiT, AUCIeICid, 3amop, TiHTiBIT.

HeuacTo: mepuTOHIT, MaHKpPeaTUT, HaOPSK 93UKa, AYONeHIT, TaCTPOEHTEPHUT, TTIOCHT.
3 boky 2enamobiniapHoi cucmemu.

IyxKe 4acTo: BixujeHHs Bifl HOpMHU pe3y/IbTaTiB TeYiHKOBUX MPOO.
YacTo: 2KOBTAHHUIS, X0TeCTaTHYHa KOBTSIHUIIS, TEIIaTHT .

HeuacTo: meyiHKOBa HEIOCTATHICTh, TeIIaTOMETaIis, XOJIEeIIHCTUT, JKOBUOKaM THa XBOpooOa.



3 60Ky wkipu ma nidwKipHOi MKAHUHU.
[ly>e 4acTo: BUCATIaHHS.

YacTo: ekcdoriaTUBHUN OepMaTHUT, ajloTellis, MaKyJIomnany1b03Hi BUCUIIaHHS, CBepOixXK,
(hOTOTOKCUYHICTD, EpUTEMA.

HeuacTto: curgpom CriBeHca-[koHCOHa (S]S), mypnypa, KpOoNnuB dHKA, alepriuHuil JepMaTuT,
Nanynab03Hi BUCUIIAHHS, MaKy/IbO3Hi BUCUIIAHHS, eK3eMa.

Pigko: Tokcuunui enigepmanbaui Hekpori3 (TEN), peakiiig Ha fikapcbkui 3acib 3 eo3uHodinieo Ta
cuctemauMu cumntoMmamu (DRESS), aurioneBpoTuuHMM HAOPSK, aKTUHIYHUN KepaTo3*,
nceBponopdipiss, MynbTUQOpPMHa epuTeMa, IICopia3, TOKCUOEPMis.

HesBigoMo: mKipHUY 4epPBOHUY BOBYAK*, BECHIHKU*, TEHTUT 0¥,

3 60Ky ONnopHO-pPYX08020 anapamy ma CnoAY4YHOi MKAHUHU.

YacTo: 6inb y CIIUHI.

HeuacTo: apTpuT, mepioctut*.

3 60Ky HUPOK ma ce4osugioHuUX wsxis.

YacTo: rocTpa HUIPKOBa HENOCTATHICTh, reMaTypis.

HeuacTo: HEKPO3 HUPKOBUX KaHAIbIIB, IPOTEIHYPis, HEPPUT.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

[lyXe 4acTo: mipekcis.

YacTo: 6inb y rpyAsax, HaOpaK o6muyus’', acTeHid, 03H00.

HeuacTo: peakirist y MicIli BBefleHHSI, TPUITONONIOH] 3aXBOPIOBAHHS.

Pe3yivmamu docaidxceHb.

YacTo: migBUllleHHS PiBHSA KpeaTUHIHY B KPOB.

HeuacTo: mifBuileHHA PiBHSA CEYOBUHU B KPOBI, MiIBUILIEHHSA PiBHSA XOJIECTEPUHY B KPOBI.
* TloOiuHi peakilil, BUAB/IEHI TiCIg BUXOMY IIpelapaTy Ha PUHOK.

' Bkmouaiour GpeGpuibHy HeHTPOIeHilo Ta HeHTPOoIeHilo.

* BKmoyayy iMyHHY TPOMOOLMTONEHIYHY IIyPIypYy.

° BKII0YaKyy PUTIAHICTh HOTHIMYHKX M’A3iB i TeTaHiro.

* BKTI0Yangu rinokcruyHo-inmeMiyny eHiedanomnaTiio Ta MeTabosiuHy eHIedanomnariio.
® BK/IIoualouy akaTU3ilo Ta HapKiHCOHI3M.

® Tus. nyHKT «IloripmanHs 30py» B po3mini «I1o6iuHi peakmii».



" Tlicnis BUXOMY HpenapaTty Ha PUHOK MOBiTOMIISIM IPO TPUBAIMM HEBPUT 30POBOT0 HEPBa (JHB.
po3min «OcobMMBOCTI 3aCTOCYBaHHS»).

® MuB. po3min «OCcOBNIMBOCTI 3aCTOCYBAHHI».
* BKI09aoyy 3afMIIKy Ta 3afUIIKy Ipy GisHYHOMY HaBaHTaKeHH.

' Bkmogaouy MeUKaMeHTO3He ypaKeHHs Ie4iHKM, TOKCHYHHUI TeNaTuT, ypakeHHs KITiTHH
IIeYiHKYU Ta relnaTOTOKCUYHICTE.

" Bkmiouaiour HaGpsK HABKOJIO o4eil, HabpsK ry6 i HabpsK poTa.

IToeipwanHA 30py. YV X0l KITIHIYHUX Ta TEPANIEBTUYHUX OOCIIIIXKEHD AyXKe Y4acCTO CIOCTepiransocs
ToTipIIaHHs 30py (30KpeMa HeuiTKicTh 30py, GpoTodobis, XI0poIICist, XpoOMaToICis, KOJTbOpOBa
CIimoTa, IiaHoIICcis, po3naau 3 60Ky opraHiB 30py, HAsBHICTh Y IIOJIi 30py PauAyKHUX KiNl rajo, HiyHa
CJIITIOTa, OCUMIIONCIS, (POTOIICisI, MEPEXTIMBa CKOTOMA, 3HUKEHHS TOCTPOTH 30PY, 30pOBa SICKPaBiCTh,
BUMALIHHA [10JI4 30Dy, IIJlaBal0yi IOMYTHIHHS CKJIUCTOTO Tijla Ta KCAHTOIICis), IIOB A3aHe i3
3aCTOCyBaHHSIM BOPMKOHAa30JTy. Take moOTipIaHHS 30py Majio 000POTHUM XapakTep i B GinbIIOCTI
BUTIA[IKiB CIIOHTAHHO 3HUKAJIO MPOTAToM 60 XBUJIKH; KJTiHIYHO 3HAUYIIUX JOBTOTPUBAJIMX Peaklii 3
00Ky 30py He crocTepiranocs. ITicist 6araTopa3oBOro 3aCTOCYBaHHS BOPUKOHA30JIY MOBiIOMIISIIN IIPO
nocnabieHHsT CUMIITOMIB. Bullagku moripinaHHs 30py B 1iToMy Oyau JerKUMH, PiIKo MPU3BOOUIH 10
BiIMiHU IIpenapaTty Ta He acOL{0BaJIUCA 3 TPUBAJIMMU OCTaTOYHMMHU peakuigamu. [loripuasusa 30py
Moxke OyTH IOB’s13aHe 3 BUCOKMMHU KOHIIEHTpalliIMU y I71a3Mi KpoBi Ta/abo Jo3aMu Ipermapary.
MexaHi3M BUHUKHEHHS pO3/1afiB 30py HEBIIOMUM, X04a, HaUBIpOTifHillIe, IpenapaT BIJIMBA€E Ha
CITKiBKY. 3aCTOCYBaHHS BOPUKOHA30J1y CIIPUYUHSIIIO 3HUKEHHS aMIIJIITyOU XBUJIb Ha
eJIeKTPOPETHUHOIPaMi Iiff 4ac KIiHIYHOT0 JOCIIiAXKEeHHS BIIJINBY BOPUKOHA30Iy Ha (PYHKIIO CITKIiBKY 3
y4acTio 300pOBUX NOOPOBOJIBIIB. 3MiHM Ha €JIEKTPOPETHHOTpPaMi He ITPOrpecyBaIu IpoTsaroM 29 oHiB
Teparil Ta MOBHICTIO 3HUKAJIX TiCJIS BifMiHM BOPUKOHA30Y.

[Ticns Buxomy NpenapaTy Ha PUHOK IIOBIMOMIISINIM PO TpuUBaJi nobiyHi peakiii 3 60Ky opraHiB 30py,
nuB. po3min «OcobnMuBOCTi 3aCTOCYBaHHS».

Peaxkuii 3 60Ky wkipu. Y nmauieHTiB, SKi 3aCTOCOBYBaIX BOPUKOHA30J ¥ XOMi KTIHIYHUX HOCTiAXKEHb,
IyKe 4acTo CIOoCTepiraaucs peaxiii 3 60Ky IIKipH, ajie Taki IallieHTH OGHOYACHO 3aCTOCOBYBaJIU
OaraTo iHIIKX JTiIKAapChKUX 3ac00iB AJIS JTiKyBaHHS OCHOBHOTO TS2KKOT'O 3aXBOPIOBaHHSA. BilbIicTh
BUCHUIIAHb OY/IU JIETKUMH a00 MOMIPpHUMH 3@ CTYIIeHEM TSIXKKOCTi. OgHAK TaK0XK IMOBiHOMIISIIN IIPO
BaxKi mkipHi moOiuni peakii (SCAR), Taki sik cuagpom CrtiBeHca-[IKoHCOHA (S]S), TOKCUYHUMN
emipgepManpHu HeKpoiti3 (TEN) Ta peaxIiiro Ha JTiKapchKui 3aci0 3 e03uHODITiEI0 Ta CHCTEMHUMH
cumntoMamu (DRESS), ki MoxKyTb OyTu HeOe3MeYHUMHU 151 KUTTS abo JIeTaTbHUMU i 9ac
BUKOPUCTAHHS BOPUKOHA30J1y. Y pa3i [I0ABU BUCHUIIaHb CIIiJl IPOBOAUTHU PETENIbHUU MOHITOPHUHT, a
IIpU IPOrpecyBaHHi ypaXKeHb CIIif IPUIXHUTYA 3aCTOCYBaHHS IIpenapary.

[Ipu pO3BUTKY BUCUIIAHB CIIi[l PETEJIBHO CIIOCTEPIraTy 3a CTAHOM Ialli€HTa, a Y pa3i IporpecyBaHHs
ypaXkeHb 3aCTOCYBaHHS BOPUKOHA30JIy CJIII IPUIIUHUTH.

[ToBimoMISANIK TIPO PigKiCHI BUTIAIKM PO3BUTKY CEPHO3HUX peakKlliil POTOUYTIUBOCTI, TAKUX SIK
BECHSIHKH, JICHTUTO Ta aKTUHIYHUY KepaTo3, 0COOIMBO MPOTATOM TPHBAJIOr0 3aCTOCYBaHHS
npernapary (ouB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

[ToBimoMIISINM PO BUNAMKY IJIOCKOK/TITUHHOI KAPIMHOMM Y TAlliEHTIB, SKi 3aCTOCOBYBaIN
BOPHMKOHA30JI BIIPOOBXK TPUBAJIOr0 4acy; MeXaHi3M I[bOT0 SIBUIlla He BCTAHOBJIEHUH (OUB. PO3MAiN



«OCco6MMBOCTI 3aCTOCYBaHHS»).

dyHKUioHabHI npobu neviHku. I1pu 3aCTOCYBaHHI BOPUKOHA30JTY B XO[i KITIHIYHOTO JOCITiIKEHHS
3arajibHa 4acTOTa BUIAJKIB IiABUIIEHHS V¥ > 3 pa3u Bifl BepXHbLOI MeXi HOpMU (He 000B’sI3KOBO
BBaxkaJiocs mo0iYHO0 peakili€io) piBHS TpaHcaMiHa3 ctaHoBuma 18,0 % (319/1768) y mopocnux i

25,8 % (73/283) y pmiTeu, siKi 3aCTOCOBYBaJId BOPMKOHA30JI I Tepallii Ta IpodinakTuku. BigxuneHHs
Bifl HOpMU ITOKa3HUKIB (QYHKIIii Te4iHKM MoxKe OyTH IIOB’'S13aHO 3 BUCOKMMHU I1JTa3MOBUMHU
KOHIIeHTpalligMu Ta/abo mo3amu mpemnapary. binbinicTh BigXuieHb Bil HOPMU ITOKa3HUKIB QYHKIII
NeYiHKY 3HUKaJM TiJ Yac IOJasbIlIoro 3aCTOCyBaHHA IIpelapaTy 0e3 Kopekiii #oro no3u abo micns
KOPEKIIil 1031, BKIII0Yal0uM BiAMiHy IIpermapary.

Y nmaiui€eHTiB 3 iHIIMMU TIKKAMU OCHOBHMMH 3aXBOPIOBAaHHSIMU 3aCTOCYBaHHS BOPUKOHA30JTy 0yJ10
IIOB’sI3aHe 3 BUNAJIKaMU CEPHO3HUX TelaTOTOKCUYHUX peakiii. Taki peakilil BKITIOYaIu XKOBTSHUIIIO,
TeraTuT i Me4YiHKOBY HeIOCTATHICTE i3 TeTanbHUM HaCIigKoM (muB. po3min «OcobaIuBOCTi
3aCTOCYBaHHS»).

ITpoginakmuxka.

Y BigkpuTOMYy NOPiBHAIBHOMY 6araToleHTPOBOMY AOCIi?KeHH] 3aCTOCYBaHHSI BOPUKOHA30JTy Ta
iTpaKOHAa30J1y 3 METOI0 IIEPBUHHOI MPOGiTaKTUKN AOPOCIUMHU Ta MiATiTKaMH, 1[0 € PELUITIEHTaMU
aJIOTeHHOI TPaHCIUIaHTAallil CTOBOYPOBUX I'eMOIIOETUYHUX KIIiTHH, 6e3 onepenHpo NifTBepaKeHol
abo migo3pioBaHOl iHBa3KWBHOI I'PUOKOBOI iH(EKIIii OcTaTOYHEe MPUNUHEHHS 3aCTOCYBaHHS
BOPUKOHA30J1Y Y 3B’s13Ky 3 MOGIYHUMU peakiigmu croctepiranocs y 39,3 % mnalieHTiB MOPiBHIHO 3
39,6 % marieHTiB y rpymi IpuioMy iTpakoHa3071y.

[ToB’si3aHi 3 NiKyBaHHAIM 00GiYHI peakilil 3 00Ky NMe4YiHKYM IPU3BEIX 00 OCTATOYHOTO IPUIHHEHHS
3aCTOCYBaHHS AOCHiAKYyBaHOro npemnapaty y 50 mauieHTis (21,4 %), ki oTpuMyBaayd BOPUKOHA3O0TI, 1
y 18 nmaunienTis (7,1 %), sKi OTpEMyBa/IH iTPaKOHa30]1.

Himu. be3neky BOpUKOHAa30Jly BUBYaJIU 3 y4acTo 288 mitei Bikom 2-12 pokis (169) Ta BikoMm Bifg 12
no 18 pokiB (119), siKi 3acTOCOBYBanu BOPUKOHA301 A7 npodinakTuku (183) ta Teparmii (105) y xomi
KJIIHIYHUX [OCHifaXKeHb. be3neky BOpUKOHA30Jly TaKOXK BUBYAJIX 3 y4acTio 158 mitew y Bii Big 2 oo
12 pokiB y pamkax 6r1arofiftHo-gOCTiITHALILKUX ITporpaM. Y uimoMmy npodinb 6e3meku BOPUKOHA30ITy B
nitey OyB aHaNOTiYHUM TaKOMy B fopociux. OfHaK cIocTepiranacs TeHOeHIIis, ToB’d3aHa 3
YaCTilIKM BUSIBJIEHHSM IIiIBUIIEHHS PiBHS NIEYiHKOBUX (PEPMEHTIB Y AiTel MOPIBHSHO 3 HOPOCIUMUI
(4acToTa nifgBUIleHHS PiBHIB TpaHCaMiHa3 y OiTed cTaHoBuia 14,2 % mopiBHAHO 3 5,3 % y DOPOCIUX),
Bifl3HaUeHa y KJIiHIYHUX JOCHiIXKeHHIX K mobiuHa peakuis. [IocTMapKeTUHTOBUY OOCBIMl BKA3ye Ha
Te, 10 Y [iTel YacToTa PO3BUTKY MOOIYHUX peakililt 3 60Ky IIKipu (0co0IMBO epuTeMa) Moxke OyTu
[e110 BUIIO0 MOPIBHSAHO 3 JOPOCIUMU. Y 22 MallieHTiB BIKOM [0 2 POKIB IIpX 3aCTOCYBaHHI
BOPUKOHA30J1y B paMKax 6/1aromiifHO-qOCTigHUALIBKOI TPOTpaMy MOBiIOMJISAIM IPO HACTYIIHI 06iYHi
peaxilil, MpUYUHHO-HACTIIKOBUM 3B’A30K SIKMX i3 BOPUKOHA30JI0M He MOXKe OyTH BUKITIOUEHMUIA:
peaxkiiil porouyTnusocti (1), aput™mis (1), nankpeaturt (1), migBuienHs piBHs 6inipy06iny B KpoBi (1),
MigBUINEHHS PiBHS MedyinKoBuX GpepmenTiB (1), BucunanHsg (1) Ta HAOPSK OAuCKa 30poBoro Hepsa (1).
TakoX MOBIOMIISANIM IPO PO3BUTOK MTAHKPEATUTY Yy [iTel IIPU 3aCTOCYBaHHI IIpenapary y
IIOCTMapPKETUHTOBUM TIEPiof.

3gimyeaHHs npo nido3prosaHi nobiyHi peakuii. 3BiTyBaHHS IIPO MMiI03pI0BaHi MOGiYHi peakiii micus
peecTpallil TiKapchbKoro 3aco0y Ma€ BaxK/InBe 3Ha4eHHS. Lle Jae 3Mory MpoBoguTH Oe3repepBHUN
MOHITOPUHT CHiBBIIHOIIEHHS MiXK KOPHUCTIO i pu3uKaMH, 0B’ I3aHUMHU i3 3aCTOCYBaHHSM I[bOTO
nikapchbKoro 3aco6y. MemMYHUM IpalliBHUKAM CIIif] 3BiTyBaTH PO Oyb-gKi Mifo3pioBaHi
mo0iuHi peakiiil BiAIIOBITHO OO0 BUMOT 3aKOHOMABCTBA.



TTOBimOMIISITTH TIPO PO3BUTOK Peakilii GoTOYyTIUBOCTi, 0COOMTHUBO MPOTSATOM TPHUBAJIOTO
3aCTOCYBaHHS IIpernapary.

[ToBimOMIISINM PO BUNAMKHY IJIOCKOK/TITUHHOI KAPIMHOMMU Y TIAlli€EHTIB, SKi 3aCTOCOBYBaIN
BOPHMKOHA30JI BIPOAOBXK TPUBAJIOr0 4acy; MeXaHi3M I[bOr0 He BCTAHOBIEHUH (OUB. PO3MAiN
«Oc06IUBOCTi 3aCTOCYBaHHS»).

Mitu. [TocTMapKeTUHTOBUIM IOCBiTl BKA3y€ Ha Te, IO Y IiTel 4acToTa PO3BUTKY MOOIYHUX
peaxirii 3 00Ky mIKipu (0COOIMBO eprTEMa) MOXKe OyTH [IEI0 BUILIOI0 ITOPiBHSHO 3
OOPOCIIHMHU.

[ToBimomneHHs mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle mae 3MOry MPOBOAUTY MOHITOPUHT CIIiBBIHOIIIEHHA KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI LILOTO
JiKapchbKOro 3acob6y. MeguyHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TaKOXK MallieHTam abo ix
3aKOHHUM ITpeCTaBHUKAM CJIif] TIOBiTOMJISITH TIPO YCi BUITAAKHY MMiI03PI0OBaHUX MOOIYHUX Peakllii Ta
BifmcyTHOCTI e(peKTHUBHOCTI TiKapchKOro 3aco0y yepe3 aBTOMaTU30BaHy iHdopMalliiHy cucTeMy 3
(dapmakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 2 POKH.

YMoBH 30epiranHsi.

36epiraté B OpUTiHANMbHIN YIIAKOBIl Y HEOOCTYIHOMY IJIST HiTEH MiCIIi.

YnaxoBka.

I[To 10 TabneTtoxk y 6rictepi, mo 1 GicTepy y KapTOHHIN KOPOOIIi.

Kareropis Bigmycky. 3a penenTom.

BupoOHHK.

EBepromxen Jland Caencus Jlimiten/Evertogen Life Sciences Limited.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tisl/IbHOCTI.

ITmoT Ne: Ec-8, Ec-9, Ec-13/I1i Ta Ec-14/I1i Ti Ec Au Au Ci, ®apma Ec I 3et, I'pin IngacTpian
I[Mapk, [Tonemanmni (Bi), Equepna (Em), Maxabybunarap, Tenaurana, IH-509 301, [Hpis/

Plot No: S-8, S-9, S-13/P & S-14/P TSIIC, Pharma SEZ, Green Industrial Park, Polepally (V),
Jadcherla (M), Mahabubnagar, Telangana, IN-509 301, India.



