IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

EPU3ATL®

(BRIZAL)

Cknag:

Aitoya pevyoBnHa: 6puH30Namis;

1 mn npenaparty MIiCTUTb 6puH301amigy y nepepaxysaHHi Ha 100 % cyxy peuosuHy 10 mr;

[ONOMI>KHI PevoBMHW: TWUNOKcanosn, kapbomep (kapbonon 974P), auHaTpito efeTart, 6eH3a/IKOHIt0 Xnopug, MaHiT (E 421), Hatpito xnopug, 1 M po3umH HaTpito
rigpokcungy abo 1 M po3unH KUCNOTU XNOPUCTOBOAHEBOT, BOAA ANS 1H’EKLLINA.

Jlikapcbka thopma. Kpanni 04Hi, cycneHsis.
OCHOBHI (hi3nKO-XiMi4Hi B1acTMBOCTI: 6ifla abo maiixe 6ina ogHopiAHa CyCcreHsis.

dapmakoTepaneBTUYHa rpyna. 3acobu, Lo 3aCTOCOBYHTLCS B 0pTanbMONOril. MpoTUrnayKoMHi npenapatyt Ta MioTWUHI 3aco6u. IHri6iTopy Kap6oaHrigpasn. Kop
ATX SO1E CO04.

dapmMaKosoriyHi BnacTmneoCTI.

dapmakogyHamika.

Kap6oaHrigpasa (KA) — ue hepmeHT, BUSBNEHWI Y BaraTb0X TKaHUHaX OpraHiamy MOANHK, Y TOMY YUCAI | B TKaHMHaX Ooka. Kap6oaHrifgpasa katanidye 060poTHY
peakwuito rigparayii fiokcuay BYreLto Ta gerigparauii ByriibHOT KUC/IOTK.

MpurHiyeHHs kapboaHrigpasn y uuniapHoOMY Tifi OKa 3HUMXKYE CeKpeLito BHYTPILLHbOOYHOT PiUHM, TOIOBHUM YMHOM YTOBI/IbHIOKOUN YTBOPEHHS I0HIB BikapboHaTy
3 HaCTYMHUM 3MEHLUEHHAM TPaHCMOPTYBaHHA HATPIO Ta pigvHU. Y pe3ynbTaTi Bif0yBacTbCA 3HWKEHHS BHYTPILWHLOOYHOrO TUcKy (BOT), SKMIn € roNOBHUM
(haKTOpPOM pU3MKY Y naToreHesi ypakKeHHs 30pOBOr0 Hepsa Ta BTpaTW MONsA 30py BHACNIAOK rnaykomu. bpuHsonamig - iHri6iTop kap6oaHrigpasun Il (KA-I11),
[AOMIHYHOYOr0 i30(hepMeHTY 0Ka, Ma€e NMokKasHuMKM in vitro 1Cgg = 3,2 HM Ta K; = 0,13 HM BigHOCHO KA-II.

Mpn 3acTocyBaHHi 6pMH30/M0MILY 3 aHa/JloroM npocTarnaHAMHIB TPaBOMPOCTOM Y CKnafdi KOMOGiHOBaHOI Tepanii O6yB BMBYEHMIN epeKT 3HMXKeHHsi BOT. Micng
3aCTOCyBaHHS TPaBOMPOCTY MPOTAroM 4 TWXKHIB nNauyieHTM 3 BOT = 19 MM pT. CT. A0AATKOBO paHAOMi30BaHO OTpuMMyBasM 6GpuH30MaMig abo TUMOnoN.
CnocTepirasiocs AoAaTKoBe 3HMKEHHA 060BOro 3HaveHHs cepegHboro BOT Big 3,2 4o 3,4 MM pT. CT. Yy rpyni, fie 3aCTOCOBYBa/In 6puH30/1amif, Ta Bif 3,2 40 4,2 MM
pT. CT. Yy rpyni, Ae 3acTOCOBYyBa/M TUMOJIO/. Y Fpynax 3acToCyBaHHSA GPMH30M1aMif-TPaBONPOCT HalyacTile criocTepiranmcst opTasbMOOriyHi No6iyHI peakuii
NErkoro CTyneHs, Wo rofioBHUM YAHOM MOB’A3aHi 3 03HaKaMmn MiCLLeBOro rnogpasHeHHs. MobiuHi edekTn Byn NOMIPHUMM Ta 3arasiom He BIIMBAIN Ha PiLLEHHSA MPO
MPUNUHEHHS YYacTi B JOCNIIKEHHI (AMB. TaKOX po3ain «Mo6iuHi peakuii»).

Y 32 piteit Bikom A0 6 poKiB 3 fiarHO30M rfiaykKoma Ta O4YHa rinepTeHsis 6yn0 npoBeAeHO KAiHIYHe JOCNIMKEeHHS 3acTOCyBaHHSi 6puH30namify. [eski nauieHTu
paHille He NPoXoauamn nikysaHHsA 3 npueody BOT, ToAal AK iHLWI nayuieHTX BXKe 3aCTOCOBYBa/IM IHLWI npenapatn s 3HkKeHHa BOT. MauieHTn, AKi 3aCTOCOBYBa/
npenapaTy 4na 3HmkeHHa BOT, He NpUNHANM 3aCTOCOBYBATW CBOI NiKapCbKi 3aC06M A0 MoYaTKy MOHOTepanii 6p1H30/1amifoM.

3a pesynbTaTtamyt TPaAULIRHUX AOKNIHIYHWUX [JOCNigKEHb 3 6e3MneKn, TOKCUYHOCTI Npu 6aratopasoBOMy 3aCTOCYBaHHI, FEHOTOKCMYHOCTI Ta KaHLepOoreHHoi Aii;



0c06MBOr0 PU3NKY A4/19 NOANHN NPU 3aCTOCYBaHHI 6prH30/1aMigy He BUSB/EHO.

Y xofi pocnifpkeHb TOKCUYHOCTI Ha KponsxX Npv nepopasibHOMY BBeAeHHI 6GpuH30namigy y Aosi o 6 mr/kr/goby (y 125 pasis 6ifblle pekoMeHA0BaHOI
TepaneBTUYHOT J03U A1 0(hTa/lbMOJIONiYHOr0 3aCTOCYBaHHS) He 6y/10 BUAB/EHO OY/b-AKOr0BM/IMBY Ha PO3BUTOK N10Aa, HE3BaXKatouM Ha 3HaYHWIA TOKCUYHWIA BNIB
Ha camKy. AHaNOrivyHi AOCNIIKEHHSA Ha LLypax BUSABUIN HE3HAUYHE 3MeHLLEeHHS ocudiKalii KICTOK Yepena Ta rpyaHuHM Nnioga y caMmok, ki ogepXxysanv 6puH3onamig,
y KinbKocTi 18 mr/kr/no6y (y 375 pasiB 6inblue PeKOMeH0BaHOT TePaneBTUYHOT A03W A1 0hTaSIbMO/ION iYHOr0 3aCTOCYBaHHS), ane y caMoK, SKi 0epXXyBanu 6 Mr/Kr
/po6y, Uuboro egekTy He criocTepiranoch. Lli pesynbTati 6ynu ogepxxaHi npy fo3ax, Wo CrpuyanHAIM MeTtaboniuHmin aungos 3i 3MeHLLEHHAM MPUPOCTY Macu Tina
CaMOK Ta 3MeHLUeHHAM Macy nioga. CnocTepiranocs 3aeXxHe Bif, 03U 3HUXKEHHA Macy N1o4ay caMok, fKi 0fepXXyBaivn 6puH301aMif NepopasibHO: Bif, HE3HAYHOIO
3HWXKEHHS (NpnbnmsHo 5-6 %) npu o3 2 mr/kr/go6y i npnénusHo Ao 14 % npu gosi 18 mr/kr/go6y. Mig yac rogyBaHHS rpyaaro 4o3a, ika He CNPUUMHSE
HeraTMBHOT AiT Ha nig, ctaHoBuna 5 mr/kr/gooy.

PapmakoKiHe TuKa.

IMicns MicUeBOro 3acToCcyBaHHA B OKO OpuH30MaMmig abcopbyeTbCA Yy CUCTEMHMWIA KPOBOTIK. 3a paxyHOK CBOEI BMCOKOI cnopigHeHocTi o KA-Il; 6puH3onamig
aKTMBHO MPOHWUKAE Y YepBOHI KPOB’sHI TiNbLs (epUTPOLMTK) | AEMOHCTPYE TPUBaNUIA Nepiof HaniBpo3nagy y KpoBi (y cepegHboMy npubnn3HO 24
TWXKHI). Y KNIHIYHIA NpakTULi Big3Ha4YeHO YTBOPeHHS MeTaboniTy N ae3eTunopuH3onamify, SKuil Texk 38’s3yeTbest 3 KA i HaKoMMUyeTbCA B epuTpoumTax. Lien
MeTaboNiT 3B’A3YETHCA FOI0BHUM YMHOM i3 KA-I y npucyTHOCTI 6puvH30M1amMigy. Y nnasmi KpoBi KOHUeHTpauii Sk 6puH3onamigy, 1ak i N-gesetnunopuHsonamigy
HM3bKI, AK MPaBK/I0, HXKYI 32 MeXIi KifIbKICHOro BU3HayeHHs (< 7,5 Hr/mn).

3B’A3yBaHHA 3 NPOTEIHaMK N/1a3MU KPOBi He € NOBHUM (npr6am3HO 60 %). BpuH30namif BUBOAUTLCS NEPEBAXHO HUPKaMKM (NprbamnsHo 60 %). Maiixe 20 % [03u
BUAB/IEHO Y Cedi Y BUrNAgI meTabonity. bpmHsonamig ta N-4e3eTunbprH3oiamis € JOMIHYHOUMMN KOMIMOHEHTaMK, L0 BMBOAATLCA 3 CEYer0 pa3oM 3i CNifoBumu
KinbkocTamun (< 1 %) metabonitis N-ge3ametokcunponiny ta O-gesmeTuny.

Y xofi (hapMakoKiHETUUYHMX AOCNiMKeHb 3[40pO0Bi L0OPOBO/bLI OTPUMYBaIN GpUH30MaMiL NepopabHO Mo 1 Mr Yy Kancynax 2 pasu Ha goby npoTarom 32 TUMXKHIB.
N5 OUiHKM PiBHSA CUCTEMHOTrO MpUrHiveHHs KA BUMIproBain akTuBHICTb KA B eputpouuTax.

HacuueHHs 6puH3onamigom KA-II eputpoumTiB 6yno AOCATHYTO MPOTArom 4 TWXKHIB (KOHLEHTpaLisa cTaHoBuna npu6amsHo 20 mkM). N-ae3eTnnbpuHsonamif
HaKoMWYyBaBCA B epUTPOLIUTAX A0 AOCATHEHHA CTabiNbHOT KOHUEHTpauil, Wwo nepedysana y Mexax 6-30 MKM, npotarom 20-28 TuxkHIB. MpUrHiYeHHs 3arasibHoi
akTuBHoCTI KA-11 eputpoumTiB y CTabifIbHUX YMOBax CTaHOBW/I0 Npuban3Ho 70-75 %.

MawieHTaM i3 MOMIpPHOK HUPKOBOK HEAOCTATHICTHO (KNipeHc KpeaTuHiHy 30-60 m/XB) nepopasbHO BBOAWAM N0 1 Mr 6puH30Mamigy 2 pasn Ha Aoby npoTsarom 54
TWXKHIB. KOHLEeHTpaLis 6puH301amigy B eputpoumutax yepes 4 TvxkHi nepebysana y mexxax Big 20 fo 40 MKM. Y cTabifibHUX YMOBax KOHLEHTpaLis 6puH301amigy Ta
oro meTaboniTy B epuTpoumTax nepebysanay mexax Bif 22 1o 46,1 Ta Big 17,1 o 88,6 MKM BignoBigHO.

Mpy 3MEHLLIEHH] KNIPeHCY KpeaTUHIHY KOHLUeHTpauii N-4e3eTnnbpuHsonamisy B eputpoumTax 3pocTani, a 3araibHa akTUBHICTL KA B epuTpoumMTax 3MeHLLYBasach,
afie KOHUeHTpauii 6puH3onamify B eputpoumTax Ta akTUBHICTL KA-II 3annwanvcs HeaMiHHUMW. Y NauieHTIB i3 HUPKOBOK HeLOCTATHICTIO TAXKOro CTYMeHs
NPUrHiYeHHS 3aranbHOT akTUBHOCTI KA 6y710 6ifblwinm, Xo4a BOHO cTaHOBW/O MeHLLe 90 % Yy cTabiNlbHUX YMOBaXx.

Y [OCNIIKEHHAX MPU MICLLEBOMY 3aCTOCYBaHHI B OKO KOHLIEHTpauii 6puH30namify B epuTpoumTax 3a CTabifibHUX yMOB Oy TakMMU X, AK KOHUeHTpaLii,
BCTaHOB/IEHI NPV NepopanbHOMY MPUIAOMI, ane KOHUEeHTpauii N-ae3eTnnépuH3onamigy 6ynm HKUMMn. AKTUBHICTb KapboaHrigpasmn ctaHoBuna npn6amsHo 40-70 %
Bif, 1T MOYaTKOBOrO PiBHS.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHS.

Bpu3anb® npusHaueHuii A5 3HUKEHHS MiABULLEHOTO BHYTPiLLHLOOUHOTO TUCKY MPMU:
= QYHIl rinepTeHsit,



* BiJKPUTOKYTOBIi rNayKomi,
= y AKOCTI MOHOTepanii y AopocnuX NawuieHTiB, HeYyTInMBUX 40 6eTa-610KaTopis,
= y OPOC/NX NaUieHTIB, AKMM 6eTa-6/10KaTopy NPOTMNOKasaHi, abo fK AoAaTKoBa Tepanis Npu 3acTocyBaHHi 6eTa-6/10KaTopiB UM aHaoriB NpocTarfaH4nHiB.

MpoTuUnokasaHHA.

= [ligBuLeHa YyTAMBICTb 40 AiH0Y0T PeHOBMHM abo A0 Oy /Ab-AKOroiHWOro KOMNOHEeHTa npenapary.

» Bigoma nigsuiLeHa YyTamBicTb A0 CybhoHaMigiB (AMB. TakoX po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS»).
HunpKoBa HeAOCTaTHICTb TAXKOr0 CTYMEHS.

inepxnopemiyHunii aumzos.

B3aemogis 3 iHLLUMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

CneuiasibHUX gocnifkeHb B3aEMOAIT 6puH301aMigy 3 IHLWIMMM NIKaPCbKMMK 3ac06amy He MPOBOAUIN. Y X041 KNiHIYHUX JOCMiAKEHb BpMH301aMij, 3aCTOCOBYBa/IN Y
KOMOGiHaLiT 3 aHasiorammn npocrarnaHguHiB Ta TUMOOIOM Y BUINALI OYHUX Kpanenb, A0Ka3iB HeCNPUATINBOT B3aEMOLIT He BMAB/EHO. Mpy KOMBIHOBaHIW Tepanii
rN1ayKOMV B3aEMOZIH0 MK 6p1H301aMigoM Ta MiOTMKaMK; 260 aroHiCTamy afipeHepriyHnX peLenTopiB He OLiHI0BasIN.

BpvH3onamig € iHriGiTopom Kapb6oaHrigpasu, i Xoda npenapaT 3acTOCOBYBa/iM MICLEBO, BiH abcoOpOyeTbCA CUCTEMHO. [TOBIAOMAAAN MPO  MOPYLLEHHS
KUCMOTHO-NYXXHOro 6GanaHcy npu nepopasibHOMY 3acTOCYBaHHI iHriGITOpPiB KapboaHrigpasu. Cnif BpaxoByBaTWM TaKWil NPOSIB B3aEMOAIT Yy NaLieHTIB, SKi
3aCTOCOBYIOThb bpu3ans®.

I30depmeHTaMK umToxpomy P450, wo BignosigatoTb 3a MeTabonism 6puH3onamigy, € CYP3A4 (ronosHuii), CYP2A6, CYP2C8 1a CYP2C9. OuikyeTbCs, L0
iHrigitopn CY P3A4, Taki K KETOKOHA30/1, ITPaKOHa30/1, KNOTPUMas0/, PUTOHABIP Ta TPONeaHLOMILMH, 6yAyTb NPUTHIYYBaTN MeTaboniam 6prH30namigy pepmMeHTOM
CYP3A4. Cnig 6yTn o6epeXXHUMK Npu CynyTHbOMY 3acTocyBaHHi iHri6iTopie CYP3A4. OcKinbku 6puH301aMif roNoBHUM YMHOM BMBOAWUTLCA HUPKaMu, MOro
HaKOMUYEHHS € MaNOMMOBIPHUM. BprH30n1amif He € iHribiTopoM i3oepmeHTIB LUmToXpomy P450.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

CuctemHa fis

Bpu3anb® € iHri6iTopom KapboaHrigpasv cynb(oHaMigHOT FPynH i, Xoua Aoro 3acTOCOBYBaIN MiCLIEBO, BiH a6COPOYETLCA CUCTEMHO. Taki X TUNK NOGIYHUX peakLiiid,
XapaKTepHi Ana cynboHaMmifiB, MOXYTb BUHUKHYTM NPW MICLEBOMY 3aCTOCYBaHHI. AKWO BMHMKAKOTb O3HAKM CEPMO3HUX MOBIYHMX peakuiit abo niABULLEHOT
YyT/IMBOCTI, CAiJ NPUMUHUTI 3aCTOCYBaHHA Npenapary.

MMoBiAOMAANN MPO MOPYLUEHHA KUCNOTHO-NY)XXHOro 6anaHcy npu nepopasibHOMY 3acTocyBaHHI iHri6iTopiB KapboaHrigpasn. OCKiflbKM € PUNK BUHUKHEHHS
mMeTabonivyHOro aungo3y, npenapar cif 3acToCoBYBaTV 3 006EPEXHICTIO NauieHTaM i3 pU3MKOM YpaXKeHHS! HUPOK (AMB. po3gin «Crnoci6 3acTocyBaHHS Ta [03U»).
3acTocyBaHHsA 6pyH30M1aMigy HelOHOLEHMM HOBOHApPOLKeHUM (MeHLLe 36 TUXHIB BariTHOCTI) ab0 HOBOHAPOMKEHM BIKOM A0 1 TMXKHA He BMBYa/IW. lMauieHTam 3i
3HAYHUM CTYMNeHeM HeJ0PO3BMHEHOCTI HUPKOBUX KaHasbLiB abo TX aHOManisiMy MOXKHa 3aCcToCyBaTV 6pUH30M1aMif TifIbKW MICAA HAIEXHOI OLiHKW CMiBBiAHOLLEHHS
MiX PU3MKOM Ta KOPUCTHO, OCKI/IbKN ICHYE MOX/MBUI PU3NK BUHUKHEHHS METab0/1i4yHOro aumaosy.

MepopanbHi iHriGiTopn kKapboaHrigpasy MOXYTb MOTIPWWTM 3A4aTHICTb BMKOHYBaTW 3aBAaHHSA, WO NOTPebytoTb PO3YyMOBOI 30CepeKeHOCTI Ta/abo (i3nyHOI
KoopAuHaLlii. bpu3anb® abcopbyeThesi CUCTEMHO, TOMY Taki eEKTU MOXYTb BUHUKHYTW i NpY MiCLLEEBOMY 3aCTOCYBaHHI.

OfHOYaCcHe 3aCTOCYBaHHA

Y naujieHTiB, AKi NpuiimMaloTb iHFiGITOpU KapGoaHrigpasy nepopanbHo Ta Bpu3anb®, icHye iMOBIPHICTb MOCWMEHHS BiOMUX CUCTEMHUX MOGIYHMX PeaKLiiii
iHri6iTopiB Kap6oaHriapasn. OfHo4YacHe 3acTocyBaHHs Bpu3anto® Ta iHriGiTopiB KapboaHrigpasv 41 NepopabHOro 3aCTOCYBaHHS He AOCMiMKyBaiv, TOMY Take
3aCTOCYBaHHS He PEKOMEHAYETHCA (AMB. TAKOXK PO34in «B3aeMogis 3 iIHLWIMMUM NiKapCbKMMK 3ac06aMm Ta iHLLI BUAW B3aEMOLIN»).




BpuH3onamiz ronoBHUM YMHOM OLiHIOBa/IM NPU OAHOYACHOMY 3aCTOCYBaHHI 3 TMMO/0/IOM NPY KOMBIHOBaHOMY JliKyBaHHI rnaykomu. Kpim Toro, 6yB BUBYEHWiA
e(heKT 3HMXKEHHS BHYTPILIHbOOYHOro Tucky (BOT) npw 3acTtocyBaHHi GpuH30Mamify 3 aHa/siorom npocTarnaHAvHy TpaBoOMpPoCTOM Mpu KOMOGIHOBaHiW Teparii.
Jl0BrocTpoKOBi AOCNI4KEHHSA 3aCTOCYBaHHA 6pUH30M1aMifdy 3 TPaBOMpPOCTOM Y SKOCTi KOMBIHOBaHOI Tepanii BiACYTHI- (AMB. po3ain «PapmakoinHaMiKa»).

ICHye o0OMexXeHuli [A0CBif 3acTOCyBaHHA OpuH30Mamigy A0S NiKyBaHHS MNaUieHTIB i3 MCEBAOEKCHONIaTUBHOK [NayKOMOK Ta MiFMEHTHOK 1ayKOMOHO.
PeKOMeHAYETbCA 3 06ePeXHICTIO NiKyBaTW TakUX NauieHTIB Ta peTeslbHO KOHTPO/OBATU BHYTPILUHbOOYHWA TUCK. [LOCNi[KEHHA 3acTOCyBaHHSA OpUH30M1aMigy
naieHTam i3 3aKpUTOKYTOBOHO I/1ayKOMOK He NPOBOAWN, TOMY 3aCTOCYBaHHS MpenapaTy Takum natieHTaM He peKOMeHL0BaHe.

He npoBogunn AoCnifpKeHHSA MOX/IMBOrO BNMBY 6pMH30/1amigy Ha (DYHKLi0 eHAO0TeNit0 POriBKM Yy NauieHTIB 3 YLLIKOPKEHOK POriBKOK (30KpemMa y NauieHTIB i3
HM3bKOK KI/NbKICTIO eHAoTeniaibHUX KNiTMH). besnocepefHe BUBYEHHA AiT npenapaty Y MNauieHTiB, AKi HOCATb KOHTAKTHI M1iH3W, He MpPOBOAMAN, TOMY MpK
3acTocyBaHHI 6pUH30MaMidy 3a TaKUMK MalieHTaMyu PEKOMEHAYETLCS PeTeNlbHUIA Harnsg, OCKifIbKM iHriGiTopy KapboaHrigpasn MOXYTb BNAMBATK Ha rigpatauito
POriBKW, | 3aCTOCYBaHHS NPV LbOMY KOHTaKTHUX JIIH3 MOXe MiABULLUTU PU3MK YLIKOLXEHHS POriBKW. PeKOMeHAYETbCA PeTelbHUIn Harfag 3a nauieHTamu 3
YLIKOPKEHHAMM POTiBKW, HanpuKnag, npyu LyKpoBoMmy AiabeTi abo AucTpodii porisku.

BeH3a/IKOHII0 XNnopua, WO 3a3BM1Yali BUKOPUCTOBYETLCS IK KOHCEPBAHT B O(hTa/IbMO/ION IYHUX Mpenapartax, MOXe CPUYMHATI TOYKOBY KepaTonartito Ta/abo TOKCUYHY
BMPa3KoBY KepaTonaTito. OcKifbkn Bpr3anb® MicTUTb GeH3aKOHIt0 X/lopug, NOTPIGeH peTenbHUA KOHTPO/bL MpK YacToMy a6o TPMBA/IOMY fliKyBaHHI npenapaTom
XBOPUX i3 CyXICTHO 04eit abo XBOPUX 3 YLLIKOKEHHSMU POTiBKW.

3acTocyBaHHsl GpMH30MaMify MalieHTam, SKi HOCATb KOHTaKTHi NliH3K, He BUBYanW. bpun3ans® MicTUTb 6EH3ANKOHIK0 X/IOPU, L0 MOXE CMPUUMHUTLA MOAPA3HEHHS
OKa I, K BIiAOMO, 3He6apBNOBATN M’AKI KOHTaKTHI NiH3W. CNif YHUKATU KOHTAKTY 3 M’AKUMU KOHTaKTHUMU NiH3amu. Cnif nonepeauTy nauieHTIB npo Te, WO
HEO6Xi[HO 3HIMaTW KOHTAKTHI NiH3U Mepef 3aCTOCYBaHHSM OYHMX Kpanenb Bpu3anb® i 3auekaT 15 XBUAMH Micns 3akarnyBaHHS, NepLl HiX 3HOBY OASrHYTU
KOHTaKTHI NH3N.

EdekTV BiIMiHM, IO TNOTEHLIAHO MOXYTb BWHMKATU MiCNA MPUMUHEHHS JNiKyBaHHA npenapatoM Bpu3anb® He BUBYANK; OYIKYETbCH, IO 3HUKEHHS
BHYTPILLUHBO0YHOr0 TUCKY TPMBATUME NPOTAroM 5—7 fHiB.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHS rpyasto.

BariTHicTb

[aHi Wwoa0 oTasbMOIOrivYHOro 3acTocyBaHHS OpuH30MaMigy BariTHAM >KiHKaM BIiACYTHI abo X KifbKiCTb 0OMexeHa. JocCnifikKeHHA Ha TBapuHax
MPOAEMOHCTPYB&/IM  HAsABHICTb TOKCMYHOIO BMJIMBY HAa PENpOAYKTUBHY (YHKLiO MpyY CUCTEMHOMY 3acTOCyBaHHI (AMB. TakOX po3Ain «®PapMakonoriyHi
BNACTUBOCTI»). bpu3anb® He cnif npusHadyaTyy nepioj BariTHOCTI Ta XiHKaM penpoAyKTUBHOIO BiKY, SiKi He 3aCTOCOBYHOTb KOHTPALIENTUBHI 3aC06M.

"oAyBaHHA rpyaaH0

Hegifomo, 4 NpoHMKae 6puH301aMi4/ioro MeTaboniTv y rpyaHe MOIOKO NP MiCLLEBOMY O Ta/IbMOIOTiYHOMY 3acTOCyBaHHI. JoCNifpKeHHs Ha TBapMHax rnokasanu,
Lo BpMH30Mamig y MiHIManbHiN KiNnbKOCTi MPOHMKAE Y rpyLHe MOIOKO NpW NepopasibHOMY 3aCTOCYBaHHI.

He MOXXHa BUKMHOUNTY PU3MK 415 HOBOHAPOKEHWX Ta AiTel rpyaHOro Biky. Heo6XiHO NPUIAHATY pilleHHSs LWOAO TOro, Yv BapTo MPUMUHUTU FOLYBaHHA rpyAato,
Yy NPUNMHUTU/YTPUMATUCH Bif Tepanii npenapaToM bpr3anb®, BpaxoByoUM KOPUCTb FOAYBaHHSA FPYAAHO0 A1 AUTUHM Ta KOPUCTb Tepanii Ans matepi.
PenpoayKTBHA PYHKLLIS

XKogHux edekTiB 6puH30Namigy Ha penpofayKTMBHY (YHKUIO Mif 4ac AOCNIMKEeHHs Ha TBapuHaxX He BUABNEHO. [OCNi[KeHb LWOAO0 MOX/IMBOrO BMIMBY
OpuH30M1amifly Ha PenpoLyKTUBHY (PYHKLLIKO IIOAVHU NPU MICLLEBOMY 3aCTOCYBaHHI B O(DTa/IbMOJIOTiT HE MPOBOAU/IN.

30aTHICTb BNAMBATM Ha LWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3Mmamu.
Bpun3anb® Mae MiHiManbHWIA BNMB Ha 30aTHICTb KepyBaTy TPAHCMOPTHIUMM 3aco6amMi aG0 NpPaLOBaTH 3 IHLLMMMW MeXaHi3Mamu.
TvMyacoBe 3aTyMaHeHHs 30py abo iHLWi po3/1aan 30py MOXYTb HEraTUBHO BM/IMHYTU Ha 3[4aTHICTb KepyBaTh aBTOMOGiiemM abo npautoBaTy 3 iHLMMKU MexaHi3Mamu



(amB. Takox po3gin «OcobnMBOCTI 3aCTOCYBaHHA»). AKLLO 3aTyMaHeHHs 30pYy BMHUKAE Nif Yac 3aKanyBaHHA, MalieHT Mae 3a4ekaTu, NOKW 3ip He BigHOBUTLCH, i
NuLLe NoTiM KepyBaTu aBTOMO6ifIeM ab0 NpaLtoBaTh 3 iHLLUMMK MexaHi3MaMMu.

MepopasibHi iHriGiTOpM KapboaHrigpasy MOXYTb MOFiPWWTU 34ATHICTb BUKOHYBaTWU LiANbHICTb, WO NOTPebye PO3yMOBOI 30Cepe)keHOCTi Ta/abo (i3nuHOT
KoopAuHauii (auB. TakoX po3ainm «OcobMBOCTI 3aCTOCYBaHHSA» Ta «[106I4HI peakuii»).

Cniocib 3acTocyBaHHA Ta A03Mu.

Mpu 3acTocyBaHHiI Bpu3anto® B AkocTi MoHOTepanii abo 40AaTKOBOT Tepanii f03a CTaHOBUTh 1 Kpanioy KOH’HOHKTMBA/IbHUIA MiLLOK YpaXKeHOro oka (o4ei)
2 pa3n Ha Jo0yY. Y Aedakux nauieHTIB MOX/IUBE AOCATHEHHS KpaluxX pe3ynbTaTiB npu 3akamnysaHHI 1 kpanii 3 pasu Ha fooy.

Y pasi 3amiHK iHWOro oTasbMOMOFiYHOr0 NPOTMIIAyKOMHOrO 3acoby Ha Bpu3ans® cnif NpUNUHUTY 3aCTOCYBAaHHS iHLLIOTO 3aco6y i po3noyaTy 3aCTOCOBYBATY
Bpusanb ® 3 HACTYMHOrO AHS.

AKLWO 3acTocoByBatu Gifiblle OAHONO0 OMTaSIbLMOJIONIYHOro 3ac00y MiCLEBO, IHTepBas MiX TXHIM 3aCTOCYBaHHSIM MOBUHEH CTAHOBUTW He MeHLUe 5 XBUIMH. OuHi
Ma3i 3aCTOCOBYBATW B OCTAHHIO Yepry.

AKLLO0 Ao3a 6yna nponyLleHa, NikyBaHHS HEO6XiAHO NPOLOBXUTM, 3aCTOCOBYHOUM HACTYMNHY A03Y 3rigHO 3i CXeMOI0 NliKyBaHHS. [Jo3a He MOBWHHA NnepesuLLyBaTh 1
Kpanni B ypaxeHe oKo (o4i) 3 pa3u Ha oby.

Cnoci6 3aCcTOCyBaHHS

[na opTanbMOoIOri4YHOr0 3aCTOCYBaHHS.

PeKOMeHAYETLCA MPUTUCHYTU Y AiNSHLI HOCOC/TbO30BOr0 OTBOPY ab0 06epeXKHO 3aKpUTU NOBIKWN NicNs 3aKanyBaHHSA. Lle 3HMKYEe cUCTeMHY abcopbLito NiKapCbKmX
3aco0iB, BBEIEHVX B OKO, LLI0 3MeHLUYE iIMOBIPHICTb CUCTEMHMX NMOBIYHUX e(heKTiB.

Cnig pobpe 360BTaTU (hlakOH Mepef 3acToCyBaHHAM Mpenapaty. [ns nonepempkeHHs 3abpyAHEHHS Kparo KpaneibHuui Ta BMICTY (iakoHa HeobXigHO
[JOTPUMYBATUCL 06EPEXHOCTI Ta He TOPKATUCS MOBIK, NPUIErNX Ta IHWKX NOBEPXOHb KPaeM (pnakoHa-KpanenbHuUUi. Cnifg TpyMaTyt (p1akoH LLiNbHO 3aKpUTUM Nif
yac noro 36epiraHHs.

Oco6/mBi rpynu nawieHTIB

3acTocyBaHHA NOAAM NTITHLOIO BiKY

Hemae HeobXigHOCTI y KOpUryBaHHi f031 nauieHTaMm NiTHbOrO BiKy.

3acTocyBaHHSA NPU MOPYLIEHHAX PYHKLIT NeYiHKM Ta HUPOK

3acTocyBaHHsA 6puH30Namigy A1 NikyBaHHS MauieHTIiB i3 NMeYiHKOBOK HefOCTaTHICTIO He BMBYa/M, TOMY MNpenapar He PEeKOMEHAYETbCA ANA NiKYBaHHA TaKux
nawieHTiB.

He nposoauvnu AoCnifpkeHHs 3acToCyBaHHA OpuH30MaMigy nNauieHTaM i3 HMPKOBOK HeAOCTaTHICTIO TSXKKOro CTyneHst (KnipeHc KpeaTuHiHy < 30 Mn/xB) abo
MaLieHTiB i3 rinepxnopemiyHnm aLmao3om. OCKinbKy 6pUH30MaMif Ta HOro 0OCHOBHUIA META6o/IT BUBOAATLCS NEPEBAXHO HUPKamK, bpr3ans® npoTunokasaHuii ans
NiKyBaHHA TakMX NauieHTIB (AMB. TaKOX po3AaiNn «poTUMNOKa3aHHN»).

aiTn.
EekTMBHICTb Ta 6Ge3neka fliKkyBaHHA 5pm3am:® nauieHTiB BiKOM 0 18 poKiB He BCTaHOBMEHI. ICHYIOYI Ha AaHWIn Yac faHi LOAO 3acTOCyBaHHS Ll KaTeropil
nawieHTiB NpeacTasneHi y posginax «Oco6MBOCTi 3aCTOCYBaHHA» Ta «PapMaKogvHaMiKa. 3acToCyBaHHS Bpusab® [iTaM He PeKOMEHAYEThLCS.

Nepeno3yBaHHSA.
Mpo BMNafKy nepefo3yBaHHA He MOBILOMNANOCH.
NikyBaHHA Npy nepefo3yBaHHI Mae 6yTM CUMNTOMATUYHUM Ta NiATPUMYHOUMM. MOXYTb BUHUKHYTU €N1eKTPONITHUIA AucbanaHc, aunaos, a TakoX MOX/IMBI NPOsiBY 3



60Ky HepBOBOI c1CTeMU. HeobXiZHO KOHTPONHOBATM PIBHI €/1EKTPOITIB Yy cupoBartL,i (0c06/1MBO Kasito) Ta pH KpoBi.

Mo6iyHI peakuii.
Y KNHIYHUX JOCNIfKEeHHAX 3 yyacTio 2732 nauieHTiB, AKI 3aCTOCOBYBa/I 6pMH30/1aMif Yy AKOCTI MOHOTepanii abo y cknagi komb6iHoBaHOT Tepanii 04HO4YacHO 3
TUMOJIONY MasieaToM 5 Mr/m, HanyacTilMMU NOGIYHMMK e(heKTaMm, NOB’A3aHMMKM 3 3aCTOCYBaHHAM npenapaty, Npo sKi nosigomnanu, 6ynu: aucressis 6,0 %
(ripkuii abo He3BUYHWIA NPUCMaK, AMB. HUXXYEeHaBeeHWA ONKC) Ta TUMYacoBe 3aTymaHeHHs 30py (5,4 %) nicna iHCTUAALIT, WO TpUBao Bif KifIbKOX CEKYHA [0
KiJIbKOX XBUIVH (4MB. TAKOX PO3[iN «3AaTHICTb BNMBATU Ha LUBUAKICTb peakLii npy KepyBaHHI aBTOTPAHCMNOPTOM abo iHLWMMU MeXaHi3Mamm»).

Hwuykue3asHayeHi No6IYHI peakLil OLiHIOBaUCA SK Taki, WO MOB’A3aHi i3 NpuM3HayYeHHsAM npenapaTty, Ta 6ynmn KnacugikoBaHi TakKUM YMHOM: Ayxe 4yacto (=1/10),
yacTo (=1/100 go <1/10), HeuacTo (=1/1000 go <1/100), noogmHoki (=1/10000 fo <1/1000), ognHMuHi (<1/10000) ab6o HeBigoMi (OLiHKA HEMOX/IMBA Ha OCHOBI
ICHYIHOUMX JaHMX). Y MeXax KOXHOT rpynu nobiyHi peakuii npeAcTasBeHi y NOPAAKY 3MEHLUEHHS X CTYMneHs TSKKOCTI. IHhopMauis npo nobivHi peakuii 6yna
OTPUMaHa i3 K/IHIYHUX JOCANiKEHb Ta CMIOHTaHHMX NOBIAOM/IEHb Y NOCTMapPKETUHIOBWIA Nepiog,
Knacu cuctem opraHiB BignosigHwnii TepmiH MedDRA (Bepcis 15.1)
IH(beKUiHI Ta Nnapa3uTapHi 3aXBOPHOBaHHS | HeYacTo: pHOMapUHTIT, (hapuHFiT, CUHYCUT
HeBifomi: puHIT

3axBOpOBaHHS KPOBI Ta niMmgaTnyHoT HeuacrTo: 3MEeHLLEHHS KINbKOCTI epuTpPoOLUTIB,
cucTemu MiABULLEHHS PIBHA X/IOPULIB Y KPOBI

MopyLueHHs 3 60Ky IMYHHOI CUCTEMM Hesigomi: nigBuLLeHa YyTANBICTb

McuxiyvHi posnagn Heyacto: anaTis, Aenpecia, NPUrHiYeHHA HacTpolo,

3MeHLUeHHS Nibifo, HIYHI KoLWMapy, HePBO3HICTb
[M00ANHOKI: 6E3COHHS

MopyLLEHHS 06MiHY pevyoBUH Ta HeBiOMi: 3HUMXKEHHS aneTuTy
Xap4yBaHHA
MopyLueHHs 3 60Ky HEPBOBOT CUCTEMU HeyacTo: MOpYLUIEHHA KOOpAMHAuiT pyxiB, amHesis,

3anaMOopOYeHHS, NapecTesis, ronoBHNI 6iNb

[MooAMHOKI: NOTipLUIEHHS Nam’aTi, COHIUBICTb

Hesigomi: Tpemop, rinecresis, aressis

OdTanbMONorivHi NOpPyLLEHHS YacTo: 3aTymaHeHHs 30py, NogpasHeHHs oKa, 6i/b B oL,
BiJUYTTA CTOPOHHLOIO TiNa B OLi, rinepemist o4el.
Heuyacto: eposisi poriBku, KepaTuT, TOYKOBWUI KepaTwuT,
KepaTonaTis, npeuunitaty B oui, 3abapBfieHHA POTiBKMU,
AedeKT eniTenito PoriBku, MopyLleHHs 3 6OKy eniTenito
porisku, 6nedapnT, cBEPOIXK OUeil, KOH’FOHKTUBIT, HAbPAK
OKa, MenboMmiT, nigsuleHa 4yTAMBICTb A0 SICKPaBOro
cBiTna, QoTtoobisa, CyxiCTb  04Yeir,  aneprivyHuii
KOH’IOHKTUBIT,  MNTEPUriym,  NirMeHTauis  CKepwu,
acteHonis, BIAUYTTS  AMCKOM®OPTY, aHoMa/lbHa
YyT/MBICTb  O4Yeil,  Cyxui KepaTOKOH’FOHKTUBIT,
CYOKOH’HOHKTMBa/IbHA KiCTa, TiMnepemis KOH’ HOHKTUBMY,




CBepOiXK MOBIK, BUAINEHHS 3 O4eil, yTBOPEHHS /TYCOUOK MO
Kpasx MoBiK, MigBuLLEHa C/Ib030TeYa

MMoOANHOKI: HabpsK poriBkW, AMNAONIA,  3HUXKEHHS
rocTpoTH 3opy, (hoTorcis, rinecresis 0Ka,
nepiop6iTanbHWiA HabpsiK, Mi4BULLEHHS
BHYTPILLHLOOYHOI O TUCKY, 36i/bLLEHHS eKCKaBaLlil ANCKY
30pOBOro HepBa

HeBigoMi: nopyLleHHs 3 60Ky pOriBKW, MOPYLLEHHS 30pY,
aneprivHi npossu 3 60Ky O4vei, Mafapo3, NOpyLUeHHS 3
BOKy MoBIK, epyTEMa MOBIK

MopyLueHHs 3 60Ky opraHiB Cyxy

[MOOAMHOKI: LWYM Y ByXax
HeBigomi: BepTuro

MopyLuUeHHs 3 BOKY CepLeBoi CUCTEMM

HeuacTo: KapgiopecnipaTopHuili guctpec, 6paavkapais,
MPUCKOPEHE CepLedmnTTs

[MOOAMHOKI:  CTeHOKapAis, HEeperynspHiCTb  4acTtoTu
CepLeBMX CKOPOYeHb

HeBigomi: apuTmis, Taxikapgisi, rinepToHis, NiABULLEHNIA
apTepia/ibHUA  TUCK, 3HWXKEHHS apTepiasibHOro TUCKY,
nigBuLLeHa YyacToTa cepLeBMX CKOPOYEeHb

MopyLueHHs 3 60KY CMCTEMW AMXaHHS,
TOpakasibHi Ta MeAiaCTUHa/IbHI MOPYLLEHHS

HeuyacTo: 3afguwika, HOcCOBa KpoBOTe4ya, Oinb Yy
potornoTyi, 6inb y rNOTWi Ta ropTaHi, NojpasHeHHS
ropna, Hag/IMLLIKOBa CeKpeuisi HOCOr/I0TKOBOrO CAu3y,
CUHAPOM KalL/0 Y BEPXHIX AUXaIbHUX LUMSXAX, HEXUTD,
UXaHHA

[MOOAMHOKI: rineppeakTUBHICTb GPOHXIB, 3aCTiliHi MPOsBK
Yy BEPXHIX AUXaNbHUX LWsSXax, Habpsk CvM30BOI
060/M10HKN NpUAATKOBUX Masyx Hoca, 3aKnafeHicTb Hoca,
KaLLenb, CyXiCTb Y HOCI

Hesigomi: actma

MopyLueHHs 3 60Ky LLMYHKOBO-KULLIKOBOIO
TpaKTy

YacTo: aucressis

Heyacto: esodarit, pAiapes, Hypota, O1tOBaHHS,
aucnencis, 6inb y BEPXHiA YaCTUHI XKMBOTA, HEMPUEMHI
BIZUYTTA Y XMBOTI, AUCKOMMOPT Y LLIYHKY, METEOPU3M,
MOCWMEHHA  MEPUCTANbTMKM  KULLEYHWKY,  po3/agu
LLUTYHKOBO-KULLKOBOrO ~ TpakTy, TinecTesis  poTOBOI
MOPOXHWHW, MapecTesis POTOBOI MOPOXHUHWU, CYXICTb Y
poTi




MopyLLEHHS 3 BOKY NEYIHKMU i HeBifomi: BigXWNeHHA Bif HOPMU NOKAa3HMKIB

YKOBYOBUMBILHUX LLNAXIB MeYiHKOBUX Npo6
MopyLueHHs 3 60KY LUKIpY Ta MigLWKIPHKX HeuacTo: BMUCKN, MaKyionanyns03HWUI BUCHI,
TKaHWH YL INbHEHHS LLKipK
IMOOAMHOKI: KPONUB’siHKa, anoneLis, reHepanizoBaHui
cBepbiX
HeBigomi: gepmatuT, eputema
MopyLuUeHHs 3 BOKY CKeNeTHO-M’A30B0T HeyacTo: 6inb y CnKHI, cnasMu mM’s3iB, Mianris
CUCTeMW Ta CNOMYYHOT TKaHUHK Hesigomi: apTpasris, 6i/b y KiHLiBKax
MopyLLEeHHS 3 6OKY HUPOK Ta cevoBMBIAHMX | HeyacTo: 6inb y AiNsHLUI HUPOK
LLNIAXIB Hesigomi: nonakiypis

MopyLUeHHs penpoayKTUBHOT (PYHKLT Ta HeuacTto: nopyLueHHs epekuil
(hYHKLLIT MOJIOYHNX 33103
MopyLUEHHS 3arasibHOro Xapakrepy Ta y HeuacTo: 6inb, ANCKOMMOPT Y FPYAHINA KNiTui, Big4yTTS
MicLi BBefeHHS BTOMW, AMCKOM{OPT

[Mo0AMHOKI: 6inb Y rpyaax, Bif4yTTa TPUBOTK, aCTEHIS,
ApaTiBMBICTb

HeBifgoMmi: neputepnyHnin HabpsK, He34Y>KaHHA
TpaBmu, OTPYEHHSA | NpoLeaypHi HeyacTo: Big4yTTa CTOPOHHLOTO TiNa B OLii
YCKNafHeHHS
Y KAIHIYHUX AOCNIMKEHHSX i3 3aCTOCYBaHHAM OYHUX Kpanesb 6pMH30/1amify YacTo NOBIAOMASAM NPO CUCTEMHY NOBGIYHY peakuito Y BUrnsAi aucresii (ripkuii abo
He3BUYHUIA NpUCMaK Yy poTi nicnsa 3akanyBaHHSA). Haibinbw iMOBIpHO, BOHa 6Gyna cnpuyMHeHa NoTpanisgHHSAM OYHUX Kparesib Y HOCOr/M0TKY Yepe3 HOCOC/i3HWI
KaHan. MpUTUCHEHHA Y AINAHLI HOCOC/IbO30BOr0 OTBOPY ab0 LifIbHE 3aKPUTTH MOBIK MICNA 3aKanyBaHHA MOXE 3MEHLUUTU BIPOrigHICTb BUHUKHEHHS LIET peakuii
(amB. Takox po3ain «Cnocib 3acTocyBaHHA Ta 4O3U»).

BpvH3onamig € iHri6iTopom Kapb6oaHrigpasu cynbgoHaMifgHOT rpynn, Wo abcopbyeTbCsi CUCTEMHO. HAK MpaBuio, MPU 3aCTOCYBaHHI CUCTEMHMX iHTiGITOPIB
Kap6oaHrigpasv BUHUKAKTbL MOGIYHI peakLii 3 60Ky LUTYHKOBO-KMLLKOBOI Ta HEPBOBOT CUCTEM, & TAKOXX remaTtosioriyHi, HUPKOBI Ta MeTabo/iuHI NopyLUeHHs. Taki X
TUNW NOBIYHMX peakLiii, Lo NpUTamMaHHi iHribiTopam KapboaHrigpasu npy NnepopasibHOMY NPUIAOMI, MOXYTb BUHUKHYTM i NpKY TX MiCLEEBOMY 3aCTOCYBaHHI.

He cnocTepiranoca Oynb-aKux HenepegbadeHnx MOGIYHMX peakuiil npyv npoBefeHHi KOMOGIHOBAHOT Tepanii i3 3aCTOCyBaHHAM OYHUX Kpanesnb GpuH30Mamigy
OAHOYACHO 3 TPaBOMNPOCTOM. [M06IYHI peakLii, AKi BiA3HAYaMCA NPV KOMOIHOBaHOMY NiKyBaHHI, CMOCTepIirasivch i Npy 3aCTOCyBaHHI KOXHOIO npenapary OKpemo.
aitn

MMig yac KOPOTKOTPUBAIMX KAIHIYHMX AOCAiMKeHb NpnbamsHo y 12,5 % AiTein cnoctepiranncs nposeu No6GIYHUX peakLii, MoB’A3aHUX i3 3aCTOCYBaHHAM LibOro
NiKapcbKoro 3acoby, 6i/ibLia YacTuHa 3 AKX YN HeCepiio3HUMU MiCLLEBUMI OPTa/IbMOJIONIYHUMW peakLisiMy Nerkoro CTyrneHsl, 30KpeMa rinepemisi KOH’FOHKTUBM,
NoApasHeHHs oYeld, BUAINEHHS 3 O4Yeit, NigBuLLeHa cibo3oTeda (4MB. po3ain «PapmakognHamika).

MoBiLOMMIEHHA NPO NiA03PHOBaHI MOBIYHI peakLil

IMicnsa peecTpauii NikapcbKoro 3acofy BaXk/MBO MOBIAOMSATY NP0 Nifo3proBaHi NO6GiYHI peakuii. Lie 3a6e3nedye NOCTIHUA MOHITOPUHT CMiBBIAHOLLEHHS KOPUCTb
/pn3nK 3aCTOCYBaHHA NiKapcbKOro 3acoby. MeanyHMX npawiBHUKIB NPOCATb NOBIAOMAATY NPO Oyab-sKi Nifo3ptoBaHi NOGIYHI peakLil Yepe3 HalioHaNbHY CUCTeEMY
MOBIAOM/IEHHS.




TepMiH NPUAATHOCTI. 2 POKWN.

He 3acTocoByBaTy nicns 3akKiH4eHHs TeEpMiHY NPUAATHOCTI, 3a3HAYEHOr0 Ha YMaKoBL.
TepMmiH NpyAaTHOCTI Nicnis po3KpUTTA diakoHa — 28 Aib.

YMOBW 36epiraHHs.

36epirati B opuriHa/IbHIN ynakoBLi Npy TeMnepaTypi He BuLe 25 °C.

36epirat B HeAOCTYNMHOMY AN1st AiTel micLi.

YnakoBka. 1o 5 mn y dnakoHi. Mo 1 hnakoHy y naydii.

KaTteropis Bignycky. 3a peLentom.

BupobHuK. AT «dapmak».

Micue3HaxomkeHHs BUPOOHMKaA Ta afpeca MicLs NPOBafYKEHHS MOro AisiNIbHOCTI.
YKpaiHa, 04080, m. Kuis, Byn. Kupuniscbka, 74.



