IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

BAJIAPOKC
(VALAROX"®)
CKnao:
Oitoui peyoguHU: PO3yBacTaTUH, BajcapTaH;

1 TabneTka, BKpUTa IUIiBKOBOIO 000JI0HKOI0, MiCTUTh 10 MT po3yBacTaTUHY y BUTJISIA1 PO3yBacTaTHHY
Kasblito Ta 80 Mr Bascaptany a6o 20 Mr po3yBacTaTUHY Y BUTJISIAI pO3yBacTaTUHY Kasblilo Ta 80 Mr
BaJsicapTaHy, abo 10 Mr po3yBacTaTHHY y BUTJISIAI po3yBacTaTUHY Kasblilo Ta 160 Mr BancapTany, abo
20 Mr po3yBacTaTUHY Yy BUTJIAAl pO3yBacTaTUHY KasbLio Ta 160 Mr BasicapTaHy;

O0ONOMINMCHI PeUOBUHU: 11eJTI0I03a MiKpoKpHucTaniyna (tum 102), 1aKTO31 MOHOTIpAT, HATPi0
KPOCKapMeJi03a, KPeMHiI0 JioKcH[ KooigHui 6e3BOOHUM, MarHitoo creapat, MaHiT (E 421), moBigon K
25, HaTpio naypuncynbdar, oKkcup 3anisa xkoptuu (E 172);

naiekosa 06010HKA: momiBiHioBHi ciupT, TuTaHy miokcun (E 171), makporon 3000, TalbK, OKCH
3aniza yepBoHuu (E 172) (okpim mo3yBanHs 20 mr/ 160 mr), okcup 3anisa xoBtuu (E 172) (okpim
no3yBanHs 20 mr/ 80 mr ta 10 mr/ 80 mr).

JIikapcbKa ¢opma. TabieTku, BKPUTI MTiBKOBOI 000JIOHKOIO.
OcHo8HI (pi3uKko-XiMiuHI 81acmusocmi:

tabnetku 10 mMr/ 80 Mr: TEMHO-POXKEBi, KPYTJIi, 371eTKa OBOOMYKIIi, BKPUTI IIJIIBKOBOIO 000JIOHKOI0
TabneTKH 3i CKOIIEHUMM KpasiMU Ta I'PaBitoBaHHAM «K4» 3 oqHOTO OOKY;

tabneTku 20 mMr/ 80 Mr: TEMHO-POXKEBi, KaICyI0NoAiOHi, 3/1eTKa ABOOIMYKJIi, BKPUTI IIiBKOBOIO
000710HKOI0 TabneTku 3 rpaBitoBaHHAM «K3» 3 ogHOrO 60KY;

tabnetku 10 mMr/ 160 Mr: TeMHO-pOKeBi, OBaJIbHi, IBOOMYKJIi, BKPUTI IJTIBKOBOIO 060I0HKOI0 Tab/IeTKU
3 rpaBitoBaHHAM «K2» 3 omHOT0 OOKY;

tabnetku 20 Mr/ 160 Mr: 37eTKa KOPUYHIOBATO-KOBTi, OBa/IbHi, ABOOIIYKJIi, BKPUTI IJIiBKOBOIO
000J10HKOI0 TabeTKH 3 rpaBitoBaHHAM «K1» 3 ogHOTO GOKY.

dapMakoTepaneBTHYHA rpymna. [inoninigemiuni 3acoby B MoeAHAHHI 3 iHITUMU JTiKaPChKUMU
3acobamu. Po3yBacraTtun Ta Basnicaptad. Kog ATX C10B X10.



Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

BancapTan

BancapraH € akTUBHUM, IIOTYKHUM i crielu(idHUM aHTarOHiCTOM PEIEeNnTopiB aHrioTeH3uny lI, mo
IpU3HAYEHUH [JIS TIepOpaIbHOTO 3acToCyBaHHsA. BiH fie BubipkoBo Ha penenTtopu niprtumy AT1, siki €
BifmoBimansHUMY 3a epekTu aHrioTeH3uny II. [TigBumieni piBHi anrioren3uny II BHacimok 6nokanu
AT1-penienTopiB BajicapTaHOM MOXKYTh CTUMYJIIOBaTH He3a0mokoBaHi AT2-pelenTopu, 10 MaoTh
npoTtunexHi AT1-penentopam edekTu. Bancapran He Ma€ XKOOHOI arOHICTUYHOI aKTHBHOCTI BiTHOCHO
AT1-peuenTopis i Ma€e HabaraTto 6inbiry (mpubnusao y 20000 pasis) cropigHeHicTs 3 AT1-
petientopamy, Hix 3 AT2-peuentopamu. HeBigomo mpo Bumagk#, 1mo0 BajicapTaH BCTYIIaB y
B3aeMOi0 a0o 0I0KyBaB PeIeNTOPH iHIITX TOPMOHIB a00 i0HHI KaHanu, sKi, SIK BifoMo, BifirpawmTh
BaXKJIUBY POJIb V PETYIIALIl PYHKIIN CeplLeBO-CYIUHHOL CUCTEMU.

BancapraH He NPUTHIYY€E aHTIOTEH3WHIIEPETBOPIOBaIbHUY PpepMeHT (AIID), BinoMull TaKOXK IIif
Ha3BOIO KiHiHa3u I, sKkuit mepeTBOpIoe aHrioTeH3uH I B aurioren3uH Il i pyiiHye OpafgukiHiH.
OckinbKu BajicapTaH He BinuBae Ha AII® Ta, BigmoBigHO, He mifgBuINye piBHI OpapukiHiny abo
pedoBHHU P, ManoiMoBipHO, 1110 BiH Oyfe acolioBaTUCS 3 KaluieM. Y KIiHIYHUX OOCTioXKeHHX, [ie
BaJiCapTaH MopiBHIOBaBCA 3 iHribiTopoMm AII®, yacToTa BUIaAKiB CyXOro Kauiko Oyia 3Ha4HO
MeH1omw (P < 0,05) y nanieHTis, sKi JiKyBaIuCcsa BajcapTaHOM, HiXK y IAL€HTIB, SKi IpUiiManu
inribitop AII® (2,6 % mopiBHSHO 3 7,9 % BinmoBigHO). V maIlieHTiB, Ki paHile miKyBamucs
inri6iTopom AII®, po3BUBaBCS CyxUil Kalllelb, IPHY JIiKyBaHHi BaJicapTaHOM Iie YCKIIafiHeHHs 6yI0
Bin3HaueHo y 19,5 % BunaKiB, a IpH JIiKyBaHHI Tia3uAHUM IiypeTUKOM - ¥ 19 % BUMAOKiB, y TOU 4ac
SK y TPYIi XBOPUX, SIKi OTpUMYyBau JliKyBaHH4 iHribiTopoM AII®, Kamiens criocTepirascsa y 68,5 %
Bumnankis (P < 0,05).

ApmepiaavHa 2inepmeH3is

3acToCyBaHHA IIpenaparty MallieHTaM 3 apTepiaJbHOI0 TinepTeH3iel0 TPU3BOAUTD 00 3HUKEHHS
apTepiasbHOrO TUCKY, He BIJIMBAIOYU IIPU I[bOMY Ha YaCTOTY MYJIbCY.

Y GinbIIOCTi malieHTiB micis Npu3HaYeHHS Pa30Bol [03U IIpenapaTy BHYTPIITHBO
AQHTUTINIePTEH3UBHUM e(PEKT PO3BUBAETHCS IMPOTATOM 2 TOIMH, @ MaKCUMaJlbHE 3HUKEHHS
apTepianbHOTO TUCKY AOCATAETHCS B MexXax 4-6 ToguH.

AHTHUTinEpTEH3UBHUM eeKT 30epiraeTbcs Oinbile 24 TOOUH ITiCs TPUXOMY Pa30BOl MO3U IIPemapary.
3a yMOBU PETyJIIPHOT0 3aCTOCYBaHHS IIpenapaTy MaKCHMaIbHUM TepaleBTUYHNYN e(DeKT 3a3BUUall
[OCATAETHCS NMPOTATOM 2-4 THUXKHIB i yTPUMY€ETHCA Ha OCATHYTOMY DPiBHI B XOZi TPUBAJIOl Tepamil.

Y xomOGiHalril i3 rigpoxI0poTia3umoM HOCITaEThCsl 3HAYHE JOJaTKOBE 3HUKEHHS apTepialbHOTO
TUCKY (AT).

PanToBa BimMiHa BajicapTaHy He IPU3BOAUTD [0 BiHOBIEHHS apTepianbHOI rimepTensii abo go iHmux
IIOOIYHUX KITIHIYHUX SBUII.

IHwe: nodsiliHa 610Kada peHiH-aH2iomeH3uH-aabdocmepoHosoi cucmemu (PAAC)

[Tpu 3acTocyBanHi KoMm6GiHail iHri6iTopy AII® 3 6710KaTOPOM pelenTopiB aurioTeH3uny Il y mariieHTis
3 HASIBHICTIO B aHAMHE3i CeplieBO-CYOAUHHOT0 a0o 11epebpoBacKyIISTPHOTO 3aXBOPIOBAHHS ab0
IIyKpoBOro miabeTy 2 TUMy i y maIieHTiB 3 MyKpoBUM fiabeToM 2 TUNY Ta AiabeTHYHOI0 HedpoIaTieo
CIIoCcTepiraBcs MigBUIIEHUM PU3UK PO3BUTKY TillepKasieMii, ToCTpPOro ypaxxeHHs HUPOK Ta/abo



rinoTeH3il IOPiBHSAHO 3 TAKUM IIpX MOHOTepaIlii. 3 orisiay Ha mofi0Hi papMakoaMHaMIuH]
BJIACTUBOCTI ITpemnapaTiB, TakKi HACMigKKU TaKOXK € XapaKTEPHUMHU A7 iH1ImMX iHri6iTopis ATI® Ta
6110KaTOPiB perenTopiB aurioren3uny II.

TaxuMm yuHOM, iHTi6iTopU AII® Ta 6G10KATOPH pelenTopiB aHrioTeH3uny Il He cnig ogHOYACHO
3aCTOCOBYBATH IallieHTaM 3 fia0eTH4YHOI0 Hedpomnariero.

[Tpu gopaBaHHi amickipeHy mo cTaHOapTHOI Teparmii inridiTopom AII® a6o 6710KaTOPOM PELENTOPIB
aHrioTeH3uny Il y marfieHTiB i3 1iyKpoBuM fiabeToM 2 THUITY i XpOHIYHUM 3aXBOPIOBAHHSIM HUPOK,
CEepleBO-CYAMHHUM 3aXBOPIOBAaHHAM a0o0 i TUM i iHIIMM BUIIAIKU CMePTeH B pe3ybTaTi CepleBo-
CYOUHHOI IIaToJIoril Ta iHCynbTy OyH (B UMCIIOBOMY BigHOIIEHHI) Oi/IbIII YaCTUMHU Y T'PYIIi IPUHOMY
asickipeHy, HiX y rpyIi npuiioMy miane6o, a npo nobivHi fBUIlla Ta Cepiio3Hi Mo6iYHi IBUIIA, 10
IIPEeCTaBIAI0Th 0COOIUBUY iHTEpeC (rimepKamiemis, rinoTeH3id Ta meyiHKoBa OUCHYHKIIIS),
TIOBImOMJISJIOCS YacCTillle y TPyIi mpuitoMy ajicKipeHy, HiX y rpymi nmpuiioMmy miane6o.

PosyBactatun

Po3yBacTaTuH € CeIeKTUBHUM KOHKYpeHTHUM iHribiTopoM ['MI'-KoA-penykTa3u, GepMeHTy, 110
BM3HaYa€ MIBUAKICTh pPeakllil Ta IepeTBOPIOE 3-TiHPOKCHU-3-MEeTUITIyTapUul-KOeH3UM A Ha
MeBaJIOHAT, IONEePeJHUK X0JleCTeprHy. [lepBUHHUM MicIieM Ail po3yBacTaTHHY € IIediHKa, OpraH-
MIiIlIeHb 71 3HUKEHHS KOHIIeHTPallil X0JIeCTePUHY.

Po3yBacTtaTuH 30i1bIIy€e KiTbKICTh PelleNnTOpiB minonpoTeiniB HU3bKOI minbHOCTI (JITTHII) Ha
TIOBEPXHi K/TITUH NeYiHKHY, 30i/blIyioun 3axomieHHs Ta Katabomnizm JITTHII, 1m0 mpu3BOgUTh 0O
IPUTHIYEHHS CUHTE3Y B MEeYiHIli JMonpoTeiHiB Ayxke HU3bKOI miinbHoCcTi (JITIIHII), 3MeHIIyI04Ynd TUM
CcaMuM 3aranbHy KinbKicTh yacTok JITTHII Ta JITTIHIII.

PosyBacTtaTus 3HKMXKYe mifBulnieHni piseHs xonectepuny (XC) JIITHII, 3aranpHOr0 X0I€eCTepuHy Ta
tpurninepupis (TT), a TakoXK MigBUIINYyE PiBEHb X0JIECTEPUHY JIIMIOIPOTEIHIB BUCOKOI MIiNbHOCTI (XC
JITIBIII). Bin TakoX 3HUXKYE piBeHb anonpoTteiny B (AnmoB), xonectepuny He-JITIBII (XC He-JITIBIII),
xonectepuny JIIIOHII (XC JITTHII), tpurniunepunis JITIIHII, a TaKoXK IiABUIINYE PiBHI allonpoTeiny
A-I (AmioA-I) (muB. Tabmuito 1). Takoxk po3yBacTaTuH 3HUKYE criBBigHomenHs XC JITTHII/ XC
JITIBIII, 3aranpauii XC/ XC JIBII Ta XC He-JITIBII/ XC JITIBII] i AmoB/AmoA-I.

Taomuus 1

EdekTuBHICTH [031 y NAlliEHTIB 3 IEPBUHHOIO TinepxonectepuneMieio (tum Ila i IIb) (ckopurosana
cepenHs 3MiHa y BiICOTKax Bif] T0YaTKOBOI'O PiBHS)

TTo3a Kinpkicte [XC S3aranpHuit |[XC JITIBIITT XC He- AtI0B ATIOA-]
JITTHII  |XC JITIBII],

[Tmame6o |13 -7 45 3 43 47 43 0

5 17 - 45 4 33 13 4 35 H 44 - 38 4

10 17 - 52 - 36 14 4 10 - 48 - 42 4

20 17 - 55 4 40 8 4 23 - 51 - 46 5

40 18 4 63 - 46 10 - 28 4 60 - 54 0

TepaneBTuuyHuM e(PeKT OCATAETHCSA MPOTATOM 1 THKHS IiCNISA MOYATKYy 3aCTOCyBaHHA mpenaparty, 90
% MakCHUMalbHOTO e(peKTy - yepe3 2 TUXKHI. MakcuManbHUM e(PeKT, IK IPaBUiIO0, JOCIATAETLCI Yepes
4 TUXKHI Ta DiATPUMYETHCS HaTali.

PosyBacTtaTus epeKTUBHUY Yy HOPOCIUX MAlli€HTIB 3 TillepX0IeCTEPUHEMIE0, 3
rineprpurinepuneMieio abo 6e3, He3anexkHO Bifl pacH, cTarti abo BiKy, Ta y MaI[iEHTIB 3 I[yKPOBUM



niabeToM abo i3 CiMEWHOI0 TiepxoIecTEPUHEMIEIO.

Haiibinpi momupeHNMH MOGIYHUMY peakiliiMy, 1110 TPU3BOIATE 0 IPUNIHUHEHHS 3aCTOCYBaHHS
PO3yBaCTaTUHY, € Mianrisg, abgomiHanbaul 0inb, Bucun. HavyacTimumy mo6iYHUMY peakIlisiMu, II10
BMHUKAJIM OOHAKOBO a0 MIBUAIIE, HiXkK ITPU 3aCTOCYBaHHI mtane0o, € indekii ce40BUBIIHOI CUCTEMH,
Ha30(hapuHTiT, 6iNb V¥ CIIMHI Ta Mianris.

dapMaKoKiHemukKa.

BcMOKTYBaHHSA

Basacapman

[licna mepopanbHOIO 3aCTOCYBaHHA IIpernapaTy MaKCcuMallbHa KOHI[eHTpallisd BajicapTaHy y Ia3mi
KpoBi (C,,,) HOCATAETLCS MPOTITOM 2-4 TOAMH, MiCNIs 3aCTOCYBaHHA Y BUTTISIAI PO3YUHY - yepe3 1-2
ropunu. Cepenus abcomoTHa 6i0g0CTYHICTh TaONMETOK Ta PO3YKUHY ITpemapaTy CTaHOBUTH 23 % i 39
% BigmoBigHO. [TpuitoM IXi 3HUXKYE €KCIO3UIIiI0 BajcapTany npubnusHo Ha 40 %, MakKCUMalbHY
KOHIIeHTPaIlito ¥ maa3mi Kposi (C,,,,) - mpubnu3Ho Ha 50 %, xoya mpubau3Ho yepes3 8 roguH micis
3aCTOCyBaHHS IIperapaTy KOHILeHTPaIlil BaJicapTaHy y IJla3Mi KPOBi € aHAJIOTIYHUME y TpyIax
IPUKOMY IIpenapaTty HaTile i micig BXKUBaHHA 1Ki. OfHaK TaKe 3HUXKEHHS €KCIIO3Ullil He
CYTIPOBOMXKYETHCS K/TIHIYHO 3HAYYIINM 3HUKEHHIM TepaleBTUYHOr0 e(eKTy, i TOMy BajcapTaH
MOXKHa 3aCTOCOBYBaTH abo Iif yac mpuiomy ixi, abo Mix mpuitoMamu.

PosysacmamuH

MaxkcuMasnbHa KOHIIEHTPAIlisl pO3yBAaCTATUHY Y IJ1a3Mi IOCATAETHCS MPUONIU3HO Yepe3 5 TOOUH Mics
IpuiiomMy BcepenuHy. AGCooTHA 6i00CTYHICTh CTAHOBUTH 0M3bK0 20 %.

Poanogin
Baacapman

O0’eM po3mofiny BajicapTaHy y cTabiTbHOMY CTaHi IMic/Isi BHYTPIIIHLOBEHHOTO BBEIEHHS CTaHOBUTH
npu6nu3Ho 17 71, BKa3y4u Ha Te, 110 BajicapTaH He PO3MOMiNAEThCS ¥ TKAHUHU €KCTEHCUBHO.
Bancaprtan moOpe 3B’s3y€eThcs 3 OinkamMu cupoBaTKH KPoBi (94-97 %), 3me6inbIiroro 3 anb0yMiHOM.

PosysacmamuH

Po3syBacTaTuH €KCTEHCUBHO II€PETBOPIOETHCA B IIEUiHIll, IKa € IEPBUHHUM I[IEHTPOM CUHTE3Y
XOJIeCTePUHY Ta KiipeHcy xonectepuny JITTHII. O6’em po3moiny po3yBacTaTHHY CTAaHOBUTh
npubnusno 134 n1. [Tpubnusno 90 % po3yBacTaTUHY 3B’A3YIOThCS 3 OiTKaMu MJIa3MU KPOBi, TOJIOBHUM
YUHOM 3 abOyMiHOM.

MertaGonism
Baacapman

Barncapran He 6ioTpaHCHOPMYETLCS 3HAYHOIO MipOI0, OCKinbKY nuiie 01u3bk0 20 % m03u BUBOOUTHCS
y dopmi meTabomniti. ['inpokcuMeTabonitT 6yB BU3HAYEHUH Y IIJIa3Mi KPOBi y Masilt KOHIeHTpalii
(menm 10 % AUC BancapTtany). Lle#t meTa6omiT € papMaKonIoriyHo HEAKTUBHUM.

PozysacmamuH



Metabomni3aM po3yBacTaTury oomexenus (mpudbnmusuo 10 %). [ocnigxenHs meTaboIi3My in vitro i3
3aCTOCYBaHHSIM TelaTOIMTIB TIOOUHY BKAa3yIOTh Ha Te, I0 PO3YBACTATUH € OyXKe CIa0KuM
cybcTpaTtoM mist MetabosiaMy Ha ocHOBI nuToxpomy P450. CYP2C9 OyB ocHOBHUM i30(pepMEHTOM, III0
OpaB ydacTb y MeTaboi3Mmi, Tofi gk i3odepmenTtu 2C19, 3A4 ta 2D6 Oynu 3anydeHi MeHIIIO0 Mipoio.
OcHOBHUMH BHU3HaueHUMHU MeTaboriTamu € N-me3MeTus Ta 1akToH. Metabomit N-me3MeTusn €
npu6nu3Ho Ha 50 % MeHII aKTUBHUM, HiXK Po3yBacTaTHH, a popMa JTaKTOHY BBazKa€ThCS KITIHIYHO
HEaKTHUBHOIO.

BuBeneHHdA
Baacapman

BancapraH nokasye MynbTHEKCIOHEHIIaIbHY KiHeTuKy po3nagy (t,,, < 1 rogunu Ta t,,, 1pubIM3HO
9 ropuH). BancapTaH rojioBHUM YWHOM BUBOAUTHLCS Yepe3 JKOBUOBUBINHI NIIAXY 3 (heKamiaMu
(6nu3bK0 83 % [03u) Ta HUPKaMHU i3 ceyelo (61u3bko 13 % mo3u), 3mebinbiIoro y He3aMiHeHOMY
Burnsapgi. ITicis BHYTPIIHBOBEHHOT O BBEIEHHS I1JTa3MOBUY KJIipEHC BajicapTaHy CTaHOBUTh
npuOIU3HO 2 J1/TOfI, a MOTO HUPKOBUM KitipeHC cTaHoBuTh 0,62 n/roxm (61u3pko 30 % 3araabHOTO
KiipeHcy). [lepion HamiBBUBEeOEeHHS BajJiCapTaHy CTAHOBUTH 6 TONUH.

PosysacmamuH

[Tpu6nusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS V HE3MiHEHOMY BUTJIAMI 3 (heKamisiMu
(ckmamaeTncs 3 abcopboBaHol Ta HeabcopOOBaHOI Ait0Y0l PEYOBUHMU), a 3a/IUIIIOK BUBOTUTHCS i3
ceueto. [Tpubnusno 5 % BUBOOUTHCS Y HE3MiHEHOMY BUTJISAAIL i3 ceueto. [Iepion HamiBBUBEIEHHS 3
I71a3MK CTaHOBUTH mpuOnu3no 20 romguH. Ilepion HamiBBUBeOeHHS He 30ibITYETHCS MIPU BUCOKHUX
no3ax. CepeqHe reoMeTpUYHEe 3HaUEHHS M1JIa3MOBOT0 KJIipeHCY CTaHOBUTH NpuOnu3Ho 50 n/ron
(xoedirmienT Bapiarttii 21,7 %). 4k i y inmmx inriéitopiB 'MI'-KoA-penykTa3u, 3aX0IIeHHS e4iHKO0I0
pO3yBacTaTHHY IIPOXOAUTH 3a y4acTio MeMOpaHHoro TpaHcrnopTepa OATP-C. Lle# TpaHncnopTep
Biflirpa€ BaXJIUBY POJIb Y BUBEEHH] PO3yBacTaTUHY 3 II€YiHKU.

JIiHiVHICTL/HEemiHINHICTD
PosysacmamuH

CucTeMHa €KCIIO3HIlis PO3yBaCTaTUHY 30iIbIIyETHCS IPOIOPIIiHHO 0o3i. [Ipu mpuiiomi meKinbKox
no00BuX M03 hapMaKOKiHETHYHI TapaMeTpu He 3MiHIOIOThCS.

OKpeMi epynu nauieHmia
Bix ma cmamb

Ha ¢apmakokiHeTUKY PO3yBaCTaTHHY Y MOPOCIIUX BiK Ta CTATh 3HAYYIIle He BIJIMBAJIU.
dapMaKOKiHETHKa PO3yBaCTaTUHY Yy HiTeH i MifJIiTKIB 3 reTEPO3UTOTHOIO CIMENHOI0
rimepxonectepruHeMieio Oyna momibHO M0 TaKol ¥ JOPOCIUX NOOPOBONBIIB (OuB. «[IiTH» HUKYE).

[TeBHe mifgBUINEHHS €KCIIO3UIli] BaJicapTaHy CIIOCTepiranocs y OesKux MalieHTiB TITHROTO BiKy
MTOPiBHSHO i3 0cobamMu MOJIOZIOTO BiKY, OflHAK KIIiHiYHe 3HaYeHHS IThOT0 HEBimoMe.

Paca

dapMaKOKiHEeTHYHI JOCTiAXKEHHS IeMOHCTPYIOTh MMigBUILEHHS MPUOIU3HO B 2 Pa3u MefiaHHUX
3Hauenb AUC ta C,,, p0O3yBaCTaTHHY y IPEOCTaBHUKIB HApOXiB A3ii (AMOHIIB, KUTANIIiB, DiMiNIiHIIB,
B’€THaMIIiB Ta KOPEHIIiB) MMOPiBHAHO 3 MallieHTaMM €BPOIIEO0igHOI pacy; Y iHAYCiB CIIOCTEPIiraEThCA



30inbmenHs npubau3Ho B 1,3 pa3u MemianHux 3HaueHb AUC Ta C,,,. [TomynsmiHu
(dhapMakKOKiHEeTUYHNH aHasli3 He BUSIBUB K/IIHIYHO 3HAYYILOl Pi3HULI y (apMaKOKIHETHII MiX
IIpeiCTaBHUKAMU €BPOIEOITHOI Ta HETPOIMHOI pac.

ITopyweHHA PYHKUil HUPOK

[Tig yac mocmigKeHHS 3a y4YacTIO NallieHTiB i3 pi3HUM CTyIeHeM MOpYyIIeHHsS QYHKIIil HUPOK 3MiH
I71a3MOBUX KOHIIEHTpAallil po3yBacTaTUHY YU K0Tr0o MeTabomiTy N-ge3aMeTumny B Iyla3Mi KpoBi y ocib 3i
cnabkoro abo MOMipHOI0 HUPKOBOIO HEOCTATHICTIO Bif3HaueHO He OyI10. YV MaIlieHTiB 3 TIXKKUM
nopyueHHAM (QyHKIIl HUPOK (KJIipeHC KpeaTHHiIHY < 30 MJI/XB) KOHI[eHTpallisl po3yBaCTaTUHY B
na3Mi 30inbiryBanacs y 3 pasu, a KOHIeHTpallis N-1e3mMeTuny - y 9 pasiB MopiBHSHO 3
BiITIOBigHMMU MTOKa3HUKaMH ¥ 300POBUX NOOPOBOIBLIB. KOHIleHTpallil po3yBacTaTHHY B IJla3Mi KPOBi
y cTabiTbHOMY CTaHi y MallieHTiB, SKi TPoXoasaTh remMofiania, 6ynu npubau3no Ha 50 % BUIUMHU, HiXK
y 3MOPOBUX JOOPOBOJIBIIIB.

OuikyBaHO [JIs CIIOJIyK, HUPKOBUY KJIipeHC IKUX CTaHOBUTH yuile 30 % Bif 3arajbHOrO I1a3MOBOT0
KJIipeHCY, He CIOCTEePIranocs XOOHOTO B3a€MO3B’ 43Ky MiXK (DYHKITI€I0 HIPOK i CUCTEMHUM BIIJIUBOM
BasicapTaHy. TOMy KOPUTYBaHHS 03U OJ1s MALi€HTIB 3 MOPYIIEHHSIM (QYHKIIil HUPOK (KJTipeHC
KpeaTtuHiny > 10 My/xB) He noTpi6He. Hapasi BifcyTHiM mocBig 6e3me4HOro 3aCTOCYBaHHS MallieHTaM
i3 kyipeHcoM KpeaTuHiny < 10 mM1/xB Ta maijieHTaMm, siki nepeGyBaloTh Ha [iiai3i, TOMy BajcapTaH
CJIifT 3aCTOCOBYBAaTU 3 00€PEKHICTIO TAKMM KaTeropisM MalieHTiB. BascapTaH Ma€ BUCOKUH CTYIIiHb
3B’s13yBaHHA 3 OiNIKaMu IJ1a3MHU KPOBI i HaBpsO 4y MOXKe OyTH BUIYYEHUN 3@ JOIIOMOT0I0
reMofianisy.

ITopyweHHsA pYHKYIT neviHKu

YV mocnimkeHHi, B sKoMy Gpaiu y4acTh MAIliEHTH 3 Pi3HUMHU CTYIEHSIMU MOPYLIeHHS QYHKIII medinky,
He OyJI0 BUSIBIIEHO O3HAK ITigBUIIEHOTO BIIJIUBY PO3YBaCTATUHY Y MAI[iEHTIB 3 OIiHKOI0 7 a0 HUXKYe
3a mkanow Yaunga - [T'1o0. [IpoTe y gBOX maijieHTiB 3 ouinkaMu 8 i 9 3a mkanow Yainga - [T'10
criocTepiranocs 30iMbIIeHHSI CUCTEMHOTO BIIMBY IIOHAMMEHIIE B 2 pa3y B MTOPiBHSHHI 3 IallieHTaMu
3 HUKYMMM [TOKa3HUKaMM 3a IKasorw Yainaa - [T'10. [locBigy npu3HadYeHHd MpenapaTy IalieHTam 3
OITiHKOIO BHIIEe 9 3a mKamnow Yaunma - [1'10 HeMae.

[Tpubnusno 70 % Bif mo3u BajicapTaHy, 110 BCMOKTAaIacs, BUBOOUTHCS 3 XKOBYI0, IEPEBAXKHO B
He3MiHeHOMY BUTJIsAMi. BamcapTaH He migmaeThcst 3Ha4HiM OioTpaHcdopMmariil. Y mopiBHSAHHI 3
Iali€eHTaM{ 3 HOPMaJIbHOI (DYHKIJEIO TeYiHKY Y XBOPUX 3 IEYiHKOBOI HEIOCTATHICTIO Bif] IETKOTO
10 TOMIpPHOT0 CTYIEeHs crocTepiranocs 36inbinenHs AUC B 2 pa3u. [IpoTe He 0yJi0 BUSBIEHO
JKOOHOTO 3B’SI3Ky MiXK KOHILIEHTPAIJI€I0 BaJiCapTaHy B IJla3Mi Ta CTylIeHEM ITeYiHKOBOl HEJOCTATHOCTI.
[list BayicapTaHy y XBOPUX i3 TSKKUM CTYIIeHEeM ITe4iHKOBOI HEJOCTATHOCTI He BUBYAJIaCH.

Himu

dapMaKOKiHETUYHI TOKA3HUKHU Y [TefiaTPUYHUX [TALli€HTIB 3 TeTePO3UT0THOI0 CIMENHOI0
rinepxonectepuHeMieio Bikom Bix 10 mo 17 pokiB He Oyu MOBHICTIO 0xapakTepu3oBaHi. HeBenuke
(dbapMaKOKiHeTUYHE OOCIiIKeHHs po3yBacTaTuHy (y hopMi TabneTokK), B AKOMY B3SIJIM y4acCThb
malieHTy BikoM 0 18 pokiB, oKa3aJo, 110 BIJIUB IpenapaTy y IefiaTpUYHUX Mal[ieHTiB BiATOBiae
BIIJIMBY IIpemnaparty y HOPOCuX naiieHTiB. Kpim Toro, pe3ynbTaTél BKa3yoTh Ha Te, 0 He Mae 0yTH
3HQYHOTI'0 BiIXWJIEHHS IPOMIOPLIMHO f03aM.

Y mocnigkeHHi 3a y4acTio 26 miTei 3 rinepToHiuHO XBopoOoto (BikoM Bif 1 mo 16 pokiB), SKuM
Ipu3Haydaau OgHY [03Y CyCIeH3il BajicapTaHy (cepenHe 3Ha4eHHA - Bif 0,9 mo 2 MI/KT, MakCUMasbHa
mo3a 80 mr), KiipeHc (J1/Ton/Kr) BajicapTaHy OyB 3icTaBHUM Y BiKOBi rpymi Big 1 poky mo 16 pokis i



BifITIOBifIaB KITipEHCY ¥ HOPOCIIHKX, AKi OTPHMYBaId TaKUK XKe IIpemnapar.
[eHeTHuHUH nDoaiMopdizMm

Y dapmakokineruti iuribitopiB pegykrasu I'MI'-KoA, B ToMy uncii po3yBacTaTusy, 6epyTh y4acThb
tpaHcnopTHi 6inku OATP1B1 ta BCRP. ¥V xBopux 3 reHeTuyHuM nojimopdizmom SLCO1B1
(OATP1B1) i/a6o ABCG2 (BCRP) icHye pU3UK MiABUIIEHOT0 BIJIUBY Po3yBacTaTuHy. OKpeMi
nonimopdizmu SLCO1B1 ¢.521CC i ABCG2 c¢.421AA nop’si3aHi 3 GiIbIll BUCOKHM BIIJTUBOM
po3yBactatuny (AUC) mopiBHsHO 3 reHotunamu SLCO1B1 k.521TT a6o ABCG2 k.421CC. Lle
crienudiyHe reHOTUITYBAHHSA 3a3BUYall He BUKOPUCTOBYETHCS B KJIiHIUHIM IIPDAKTHIIi, ajie NallieHTaM, y
SKWUX BUSBJIEHO Li TUIY IOJIiMOpGi3My, peKOMEHOYEThCA MeHIIa f000Ba [03a PO3yBacTaTUHY.

Limu 3 nopyweHHAM QYHKUii HUPOK

3acToCcyBaHHS IIpenapary OiTSM i3 KiipeHcoM KpeaTuHiHy < 30 MJI/XB Ta HIiTAM, SKUM IIPOBOAATH
[iasi3, He BUBYAJIOCs, TOMY BajicapTaH He PEKOMEHYEThCS TaKUM MalieHTaM. [ miTei i3
KJIipeHCOM KpeaTuHiHy > 30 MJI/XB KOpeKIid [0o3u He 1noTpibHa. Cifl peTelbHO KOHTPOIIOBATH
(GYHKIIiI0 HUPOK Ta PiBeHb KaJlilo y CUPOBATIIi KPOBi.

KrinigHi xapaKTepUCTHKH.
Iloka3zanus.

Banapokc nokasaHuu K 3aMiCHa Tepalis apTepiaabHOI riepTeH3il y JOPOCINX NallieHTiB, CTaH IKUX
HaJIe’KHO KOHTPOJIIOETHCS OOHOYACHUM 3aCTOCYBaHHAM BajicapTaHy Ta PO3yBaCTaTUHY y TUX CaMUX
[O3yBaHHAX 1 AKi MAIOTh BUCOKUY PU3HK NIEPIIOr0 BUHUKHEHHS CEPLEeBO-CYIUHHOT0 YCKIagHEHHS
(oy1st npodinaKTUKY CeplLeBO-CyOUHHUX YCKIafHeHb) a00 IPU HaABHOCTI TAKUX YMOB:

- IIepBUHHA TinepxonecTepuHeMis (Tumy Ila, BKI04an4u CiMeliHy TeTePO3UTOTHY
rinepxonectepuHeMiio) abo 3MilaHa gucninigemis (tumy IIb);

- TOMO3HUTOTHA CiMeliHa TillepxoieCTepuHeMis.

IIpomunoka3aHHA.

- [TigBuIleHa YyTIUBICTh 0 aKTUBHOI CyOcTaHIil ab0 0o Oyab-sSKO0l 3 OTIOMIXKHUX
PEYOBHH IIpenapary.

- 3axBOPIOBAHHS [IEYiHKY B aKTUBHIY (pa3i, B TOMy 4HCIi HEBIZOMOI eTionoril, CTilike
IifBUIIIEHHS PiBHS TpaHCaMiHa3 y CUPOBATII KPOBi Ta MigBUIeHHS PiBHSA OyOb-SKOi TpaHCaMiHa3| B
cupoBarTii 6inbine HixK y 3 pa3u IOoHAA BEPXHIO MeXKYy HOPMH.

- Tsaxke nopyumeHas PyHKI1 HUPOK (KIipeHC KpeaTuHiHy < 30 MII/XB).

- Miomartis.

- OpHouacHe 3acToCcyBaHHS KoMOiHalii codocOyBip/BennaracBip/BOKCUIANIPEBIp (IUB.
po3min «B3aemois 3 iHIIUMY JTiIKApCHKUMHU 3aco0aMM Ta iHIIM BUOM B3aEMOIIN»).

- CynyTHi#l IpUXOM LUKIIOCIIOPUHY.



- BariTHiCTh Ta nepiofn rogyBaHHS rpyano0. Takoxk MPOTUNOKA3aHO XiHKaM
PEMPOOYKTUBHOTO BiKY, SIKi HE BUKOPUCTOBYIOTH BifITIOBiAHI 3ac00U KOHTpALIELIii.

- Tsaxki mopymeHHs QYHKII IediHKY, OiniapHUl UpPo3 nediHku abo Xo1ecTas.

- OpHoYacHe 3aCTOCYBaHHS 3 aJliCKipeHOM [Jis MallieHTiB 3 yKPOBUM AiabeToM abo HUPKOBOIO
HegocraTHicTio (IIIK® < 60 mi/xB/1,73M°) (nuB. po3nminu «PapmakomuHaMmika» i «B3aeMopis 3
iHIMMMY TiKapChKUMU 3ac00aMu Ta iHIII BUOU B3aEMOMIl»).

- [uTtsuuin BiK (o 18 pokiB).

B3aemodisa 3 iHwumu nikapcekKumu 3acobamu ma iHwi eudu é3aemoditi.

B3aeMopii npenapaTy Banmapokc 3 iHImIEMY JTiKapChbKUMHU 3aco0aMu He HOCTiAKYyBaIUCh.

Bzaemoqii, moB’si3aHi 3 BaacapTaHOM

IToositiHa 610Kada peHiH-aHz2iomeH3UuH-a1b0ocmepoHosoi cucmemu (PAAC) npenapamamu
epyn APA, IATI® abo anicKipeHoM

IaHi KITiHIYHUX JOCTIXKEHb TOKa3yi0Th, 110 MOABiMHA 010Kafga peHiH-aHTi0TeH3WH-aIbI0CTEePOHOBOI
cuctemu (PAAC) inribitopamu AII®, 6;10KaTOpaMu pelenTopiB aHrioTeH3uny II abo amickipeHoM
II0B’s13aHa 3 Oi/IbIII BUCOKOIO YaCTOTOI0 ITO0IYHUX e(peKTiB, TAaKWX SIK apTepianbHa rinoTeH3id,
rinepkasnieMis i 3HUXKeHHS (YHKIIil HUPOK (B TOMY YHUCJIi TOCTpa HUPKOBa HEIOCTATHICTh), IIOPiBHIHO
i3 3acTocyBanHsIM omHoro 6nokatopa PAAC (muB. po3minu «®apMakoguHaMika», «[IpoTUIIOKa3aHHS»
i «Oco6IMBOCTI 3aCTOCYBaHHS»).

CynymHe 3acmocy8dHHsA He PeKOMEeHOYEMbCs
Jlimit

[ToBimOMIIANIOCS PO THMYacOBe IMigBUIEHHS KOHILEHTPALliil /TiTit0 B CHPOBATIIi KPOBi Ta TOKCUYHUM
BIUIMB IIiJ] YaC OJHOYACHOT0 IIpUioMy JIiTito Ta iHri6iTopiB ATI®. Yepes BigCyTHICTH HOCBimY
OJHOYACHOT'0 3aCTOCYBAHHS BaJICApTaHy Ta JIiTii0 151 KOMOiHallisi He PeKOMEHIYEThCS. AKIIO
IoBefeHa HeOOXiAHICTh 3aCTOCYyBaHHS KOMOiHallil, pPEKOMEHAYETHCS PeTEIbHUN MOHITOPUHT PiBHSA
JIiTiI0 B MJIa3Mi KPOBI.

Kaanitizbepiaarwui diypemuku, 0obasku Kaito, 3aMiHHUKU COi, Wo Micmsamb Kaail, abo iHwi
npenapamu, w,0 Moxcymo 306i1bWUMU PiBeHb KAAi0

fAxkmo icHye noTpeba B IpuUioMi JIiKapChKOTO IIpelapary, 1o BIJIMBA€E Ha PiBHI Kaiio, B KoMOiHaril 3
BaJICApTAaHOM, PeKOMEHYEThCSI MOHITOPUHT PiBHSA KaJlilo B I1JIa3Mi KPOBI.

OdHouacHe 3acmocyB8aHHs, Wo nompebye obepedcHocmi

HecmepoioHi npomu3sanaavHi npenapamu (HII3I1), ekatouardu ceaekmusHi iHzibimopu
LI0I-2, auemusacaniyuaosy kuciomy > 3 2/0oby ma HecenekmueHi HIT3I1

[Tpu omHOYaCHOMY IIpUiioMi aHTaroHicTi auriotren3uny I 3 HII3I1 Moxke BUHUKATU 1OCIabIeHHS
QHTUTINEePTEeH3UBHOTO0 e(eKTy. TakokK OmHOYaCHE 3aCTOCYBaHHS aHTArOHICTIB aHTioTeH3uHY I Ta
HIT3II mipBuillye pU3uK MOTipiIeHHS QYHKIII HUPOK Ta MOXkKe IPU3BECTH [0 MifBUIIEHHS PiBHS KaJlilo



B CUPOBATLi KPOBI.

ToMy peKOMeHAYETHCS MOHITOPUHT (QYHKIIiI HUPOK Ha IIOYATKY JIiKyBaHHS, a TAKOXK NOCTaTHE
3abe3nedyeHHs MallieHTa PiTUHO.

TpaHcnopmepu

3a pe3ynbTaTaMu JOCIIfZKEHb in vitro BajcapTaH € cyOCTpaToM AJis TeYiHKOBOTO TPaHCIIOpTepa
3axomneHHsT OATP1B1/OATP1B3 Ta nedinkoBOro TpaHcnoprepa BuBeneHHs T MRP2. Krniniune
3HaueHHA IIUX JaHUX HeBimoMe. OmHOYaCHe 3aCTOCYBaHHS iHTi0iTOPIB TpaHCIOPTEPa 3aXOIJIeHHS
(Hanmpuknap pudaMIinyHy, IUKIOCIOPUHY) ab0 TpaHCIOpTepa BUBEeeHHS (HalpUKJIIa[ PUTOHABIPY)
Moxke 30iIbIINTH CUCTEMHY €KCITO3UIIiI0 BajicapTany. Cilif BXKUBATH HaJIeXKHUX 3aXO0[IiB Ha IIOYATKY
abo B KiHIIi OJHOYACHOT'0 3aCTOCYBAHHS LIUX JIIKAPCHKUX 3aCO0iB.

THwi 83aemo0ii

HocnigXeHHS He BUSBUIM XKOOHOI KJTiIHIYHO 3HAUYIIOl B3a€MOZil BajsicapTaHy 3 O6yab-9KO0I0 3 TaKUX
PEYOBUH: UUMETHUNH, Baphapul, GypoceMi,, AUTOKCHUH, aTEHOJIOJI, iHIOMeTaluH, TiApOoXJIOPOTia3u,
aMJIOOWUIIiH, TIi0eHKIaMif,.

Himu

OCKinbKy IIpY apTepianbHill TinepTeHsil y OiTel Ta MifJIiTKIB CyIyTHI NOPYLIEHHS (QPYHKII1 HUPOK €
YacTUMH, CJIifl 3 06epekXHICTI0 OMHOYACHO 3aCTOCOBYBATH BajiCAapTaH Ta iHIIi PEYOBUHH, SKi
npurHiuyioTh PAAC, ska Moxke 30iIbIIMTH piBeHb KaJliio B CUPoBaTIli KpoBi. ClIil KOHTPOIIOBATH
(GYHKIIiI0 HUPOK Ta PiBeHb KaJlilo B CHPOBATIIi KPOBI.

B3aeMopii, oB’s3aHi 3 pO3yBACTaTUHOM

Bnaue cynymHix sikapcvkux 3acobis Ha ekcno3uui po3ysacmamuHy

IH2ibimopu mpaHcnopmHux 6iskie

PosyBacraTuH € cyOcTpaTOM IJ1s1 MEBHUX TPAHCIOPTHUX 0inKiB, Bkmoyaouu OATP1B1, mo
3abe3neyye MeyiHKOBUi TPAHCIIOPT, Ta ediokcHuit nepeHocyuk BCRP. OgHoYacHe 3aCTOCYBaHHS 3
JiKapChKUMH 3acobaMu - iHTiOiTOpaMu ITMX TPAHCIOPTHUX OiNIKiB MOXKe CIPUYMHUTH IiIBUITIEHHS
KOHIIeHTPaIlil po3yBacTaTUHY y IJa3Mi KPoBi Ta 36ibIlIeHHS PU3UKY MiomnaTii (AuB. po3ninu «Crocid
3aCTOCYBaHHS Ta 0o3u», «OCOBIMBOCTI 3aCTOCYBaHHS» i TabIUIIO0 2).

LukaocnopuH

Y nepiog CynyTHBOTO 3aCTOCYBaHHS pO3yBaCTaTUHY Ta LUUKIIOCIOPUHY 3HadeHHsA AUC po3yBacTaTuHy
Oynu B cepeIHbOMY NIPUOIM3HO y 7 pa3iB BUIIUMHU, HiXK Ti, 10 CIIOCTEPIraaucs y 30OpOBUX
noOpoBObLIiB (O¥B. TAaOMKINO 2). PO3yBacTaTHH MPOTUIIOKA3aHUM MAIlieHTaM, SIKi OTHOYACHO
OTPUMYIOTh IIUKJIOCIIOPHH (OuB. po3min «IIpotunoka3aHHsa»). CyIyTHE 3aCTOCYBaHHS HE BIIJIUBAJIO Ha
KOHIIEHTpAIlil IIUKJIOCIIOPUHY y IIJTa3Mi KPOBi.

IHeibimopu npomeasu

Xo4a TOUHMH MexaHi3M B3a€MOIil HEBiTOMUM, OMHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HayHO 30i/bIITyBaTH €KCIIO3ULIiI0 PO3yBacTaTuHy (uB. Tabnuuio 2). Hampuknan, y nociimxeHHi
(dbapMaKOKiHETHKM OMHOYAaCHe 3acToCcyBaHHs 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, 1m0 micTuB ABa iHribiTopu mpoteasu (300 Mr aTaszaHaBipy/ 100 MTI puTOHAaBIpY), ¥ 3TOPOBUX



noOpPOBOIBIIIB CYIIPoBOAXKYBanock mimuieHusmM AUC Ta C,,, po3yBacTaTUHY Mpubnu3Ho B 3 Ta 7
pasiB BimmoBigHOo. OmHOYACHE 3aCTOCYBaHHS IIperapary Ta OeskKux KoMmOiHali iHribiTopiB nporeasu
MOXKJIMBE IIiCJIST PETEIHFHOT0 PO3TJISAY KOPEeKIlil 4031 po3yBacTaTUHY 3 OTJIIAY Ha OYiKyBaHe
3POCTAHHS MOT0 eKCIO03ullil (IuB. po3minu «B3aemopist 3 iHIMMU TiKapChKUMU 3aco0aMu Ta iHImi
BUMIM B3aeMOfii», «OcoOMuBOCTI 3acTocyBaHHA», «CII0Ci6 3aCTOCYBAHHS Ta HO3U» i TAOIHIIO 2).

I'em@ibpo3us ma iHwi 2inosainidemiyHi npenapamu

OpHoYacHe 3aCTOCYyBaHHS PO3yBacTaTHHY Ta reM@ibpo3uny npudBoauio ao 3poctands AUC Ta C,,,
po3yBacTaTUHY B 2 pa3u (OuB. po3min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

3 orisAmy Ha [aHi CrelialbHUX JOCTiAXKeHb B3a€MOil 3HaYHO1 (hapMaKOKiHETUYHOI B3aEMOMII 3
dbenodiOpaTOM He OUiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemomis. 'empidpo3ur,
denodibpar, inmnr gidbpatu Ta HiauuH (HiIKOTMHOBA KMCJIOTA) Y Timonimigemiunux no3ax (= 1 r/moby)
IiABUINYIOTH PU3UK PO3BUTKY MioIarTii Ipy CYyImyTHhOMY 3aCTOCyBaHHi 3 iHribiTopamu 'MI-KoA-
penyKTa3u, MOXKJINBO TOMY, III0 BOHU 3[aTHI MIPHU3BOAUTH [0 MiomarTil i mpu 3aCTOCYyBaHHI OKpEMO.
Ho3yBanus 30 Mr Ta 40 MT MPOTUITOKA3aHO TP CYIyTHHOMY 3aCTOCYBaHHi (GibpaTi (QUB. PO3MiNU
«[IpoTumnokasanHHsI» i «OcoONMMBOCTI 3aCTOCYBaHHS»). JIiIKyBaHHS Y TaKUX BUMAgKaXx CIIifl
PO3IMOYUHATHU 3 [O3U D M.

Eszemumib

OpHoYacHe 3aCTOCyBaHHS Impemnapary i3 10 Mr po3yBactaTuny Ta 10 Mr e3eTumiOy maijieHTam i3
rinepxonectepuHeMieio npu3Boauno no 3pocraius AUC po3yBacratuny B 1,2 pa3a (tabnuis 2). He
MOXKHa BUKJII0OYaTH (hapMaKoguHaMigHOI B3a€EMOIii Mix IpenapaToM Banapokc Ta e3eTumiboMm, 1110
MOXKe MPU3BECTH 00 HeOaxKaHuX SBUI (OUB. Po3ain «OcoO0MMBOCTi 3aCTOCYBAHHS»).

AHmauyudu

OpHOYaCHe 3aCTOCYBaHHS pO3yBaCTaTUHY 3 CYCIIE€H3iIMM aHTAalU[IB, 1110 MICTATH aJIIOMiHil i Mar#io
TigpoKcup, MPU3Beo 00 3HUKEHHS KOHIIEHTpallil po3yBacTaTUHy B mya3Mi mpubnau3Ho Ha 50 %. Lleu
edexT OyB MeHII BUpAXKEHUMN, KOIMU aHTAIUl BBONUIIM Yepe3 2 TONUHY Iicys mpenapaTy Banapokc.
KniniyHa 3HaUyLIiCTS ITi€l B3a€MOAil He BCTAHOBJIEHA.

EpumpomiuyuH

OpHoyYacHe 3aCTOCYBaHHS PO3yBacCTaTUHY Ta epUTpoMiluHy 3HMXKYyBano AUC po3yBacTaTuHy Ha 20
%, a C,,., — Ha 30 %. Taka B3aemopisi Moxke OyTH CIpUYMHEHa MigBUIIEHHIM IIePUCTaIbTUKI
KUIIIEYHUKY BHACIIOOK [Iil epUTPOMIIIUHY.

®epmeHmu yumoxpomy P450

Pe3ynbpTaTy goCmigKeHs in vitro Ta in vivo cBig4aTh, 110 pO3yBacTaTUH He iHTiOye i He CTUMYITIOE
isopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CITaOKUM CyOCTPaTOM ITUX
i3opepmeHnTiB. TakuM YMHOM, B3a€MOZI1 3 JTiKAPCHKAMHU 3aco0aMu B Pe3yJibTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He croctepiranocs KaiHIYHO 3HAYYIIUX B3aEMOZIN MixK
po3yBacTaTuHOM Ta ¢ykoHasosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imri6iTopom CYP2A6 Ta CYP3A4).

B3aemo0ii, wo sumazaroms Kopekuii 0o3u podysacmamuHy (0ue. makoxc mabauuto 2)

Y pagi HeoOXimHOCTI CyNyTHBOTO 3aCTOCYBaHHS PO3yBAaCTATHHY 3 iHIIMMHU JTiIKAPCHKUMHU 3aco0aMu, SKi



301MTBIIYIOTh €KCIIO3UI[iI0 PO3yBaCTaTUHY, JO3U OCTaHHLOTO MalOTh OYTH CKOPUTOBaHi. AKIIO0
ouikyeThbcs 30inbuents ekcrnoautii (AUC) mpubnu3Ho B 2 pa3u abo BUllle, JIIKYBaHHS CITif
po3mounHaTH 3 5 MI po3yBacTaTuHy 1 pa3 Ha fo0y. MakcuManbHy J000BY 03y PO3yBaCTaTHHY
OTPiOHO BifperynoBaTH TaKUM YMHOM, 11100 OUiKyBaHa €KCIIO3UIIisl pO3yBacTaTUHY He
IepeBUIllyBalia eKCI03uIli0, 10 BigMidaeThCs Ipu npuiiomi 40 Mr po3yBacTaTUHY Ha Ho0y 6e3
3aCTOCyBaHHS JIiKapChKUX 3aco0iB, 110 B3a€MOZIIOTH i3 penapaToM. Hampukiap, Ipy 3acTOCYBaHHi 3
rem¢piOpo3uIOoM MakCuMallbHa f03a po3yBacTaTUHY cTaHOBUTHME 20 MT (1,9-KpaTHe 30ibIIIEHHS) Ta
IIPU 3aCTOCYBaHHi i3 KoMOiHaIli€lo aTa3aHaBip/puToHaBip - 10 Mr podyBacTaTuny (3,1-kpaTHe
30iIBbIIEHH).

TuKaepenop Moxke BIIMBATU Ha BUBEJEHHS PO3YBaCTAaTUHY HUPKAMHU, IiBUIIYIOUM PU3UK
HaKONMYEHHS pO3yBacTaTUHy. X04a TOYHUY MeXaHi3M HeBifOMUH, y IeIKUX BUIafKax OgHOYaCHe
3aCTOCYBaHHSI TUKArpesiopy Ta po3yBaCTaTUHY MPU3BOAUIIO OO 3HUKEHHS (QYHKIIil HUPOK,
nigBuIeHHs piBHSA KpeaTuHpochokinazu (KOK) ta pabmomionizy.

ZAKI1I0 MpY 3aCTOCYBaHHI pO3yBaCTaTUHY criocTepiraetbes 30inpuienHss AUC MeHII HiX y 2 pa3y,
TI0YaTKOBY 103y 3MEHIIYBaTH He MOTPiOHO, aje CJifl HOTPUMYyBaTUCS 00epeKHOCTI Tpu 30iNbIIeHH]
[031 pOo3yBacTaTUHY [0 moHap 20 Mmr.

Tabmnuig 2

BrnuB cynyTHIX nikapchKux 3aco0iB Ha ekcro3utiiio posyBactatuny (AUC; y mOpsSAKYy 3MeHIIEHHS
BEJINUMHM) 3a ONMy06JIiKOBaHUMHU OAaHUMHU KITiIHIYHUX JOCHIIXKEeHb

36inbmenus AUC po3yBacTaTUHY B 2 pa3u abo Ginbllle HiXK y 2 pasu
PexkuM m03yBaHHS TiKapChKOTo 3acoly, 110 Pexum no3yBaHHS 3minu AUC

B3aEMO[IE pPO3yBaCTaTUHY po3yBacTaTuHy*
CodocoOysip/BenmnaTacip/Bokcumnanpesip (400 mr/10 Mr, ogHOpa30Ba H03a T 7,4 paza

100 mr/ 100 mr) Bokcunampesip (100 mr) ogux

pas Ha noOy mpoTsiroM 15 mHiB

Luknocnopus Big 75 mMr go 200 mr aBiui Ha goOy, 10 Mr ogun pa3 Ha moby, 10 T 7,1 paza

6 MicsaIiB IHIB
HaponyTtamig 600 mMr gBiui Ha o0y, 5 OHIB 5 Mr, OMHOpa30Ba g03a 1 5,2 paza
Peropadeni6 160 mr oguHn pa3 Ha 0oOy, 14 gHiB 5 Mr, ogHOpa30Ba A03a T 3,8 paza

Ata3zaHzasip 300 mr/ putonasip 100 mr oguH pa3 10 Mr, ogHOpa30Ba 403a 1 3,1 pa3za
Ha o0y, 8 gHiB

Benmaracsip 100 Mr oguH pa3 Ha moby 10 Mr, ogHOpPa30Ba A03a T 2,7 pasa
OwmbiTacsip 25 mr/mapuranpesip 150 mr/ 5 Mr, 0OgHOpa30Ba g03a T 2,6 paza
putoHasip 100 Mr oguH pa3 Ha go0y/ gacabyBip

400 mr gBiui Ha mo6y, 14 gHiB

I'pazompesip 200 mr/enbaceip 50 Mr oguH pa3 Ha 10 Mr, ogHOpa30Ba H03a T 2,3 pa3a
noOy, 11 gHiB

I'nekamnpesip 400 mr/mi6penTtacsip 120 Mr oguH 5 Mr oguH pa3 Ha goby, 7 1T 2,2 pa3sa

pa3 Ha goOy, 7 gHiB [HiB
JTominagip 400 mr/ putonasip 100 Mr fgBidi Ha 20 mMr omuH pa3 Ha moby, 7 1 2,1 pasa
noOy, 17 mHiB OHiB

Knomipgorpens 300 Mr HaBaHTaxKyBasjibHa f03a, 20 MI, 0gHOpPa30Ba A03a 1 2 pa3u
micis aKoi 75 MT Ha 24 rof

36inbmenss AUC po3yBacTaTUHY MEHIIIE HiX V 2 pa3u

Pexxum mo3yBaHHA JTiKapChKOro 3acoly, 110 Pexum no3yBaHHA 3minu AUC
B3aeMOfi€e PO3yBacTaTUHY po3yBacTaTuHy*
Cemdibpo3un 600 Mr aBivi Ha goOy, 7 OHIB 80 Mr, omHOpa30Ba f03a 11,9 paza

Entpom0ormak 75 Mr omuH pa3 Ha 0o0y, 5 OHiB 10 mr, ogHOpPAa30Ba A03a 7 1,6 pasa
Hapynagip 600 mr/ putonaBip 100 mr gBiyi Ha 10 Mr opgu pa3s Ha moby, 7 T 1,5 paza
no6y, 7 oHiB IOHIB



Tunpanasip 500 mr/ putorasip 200 mr geiui Ha 10 MT, omHOpPa30Ba [03a T 1,4 paza
no0y, 11 gHiB

IOponemapon 400 Mr gBidi Ha MO0y Hegigomo T 1,4 paza

ITpakonason 200 Mr oguH pa3s Ha mo0y, 5 OHIB 10 Mr, ogHOpa30Ba Ao03a T 1,4 paza **

E3etumi6 10 Mr oguH pa3 Ha mo0y, 14 guiB 10 mr oguH pa3 Ha noOy, 14 1T 1,2 pa3za **
IHIB

3amxeHHsa AUC po3yBacTaTuHY

PexxuM [03yBaHHA TiKapChKOT0 3aco0y, 110 Pexum no3yBaHHA 3minu AUC

B3aeEMO[i€e PO3yBacCTaTUHY po3yBacTaTuuy*

Eputpominua 500 Mr yoTupu pa3u Ha 100y, 80 Mr, ogHOpa30Ba H03a 120%

7 nHiB

Batikanin 50 mr Tpuui Ha goOy, 14 OHiB 20 Mr, ogHOpa30Ba J03a 1 47 %

* IlaHi, mpefcTaBieHi sIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIIiBBITHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY Yy KoMOiHalii Ta okpeMo. [laHi, mpefcTaBieHi y BUTIALi % 3MiHH, SABNSAIOTH CO6010
BIICOTKOBY PI3HUIIIO BifHOCHO IIOKA3HUKIB IIPX 3aCTOCYBAHHI PO3yBaCcTaTUHY OKPEMO.

30iIbIIIeHHS T03HAYEHO 3HAUYKOM |, 3MeHIIeHHS - |.

** Byso mpoBefieHO KilbKa [OCTiIKeHb B3a€MOIil TpX Pi3HUX J03aX PO3yBAaCTAaTHHY, V TaOmIHIl
II0JlaHO HalbiNbII 3HAYYIllEe CIIiBBiIHOIIEHHS.

JlikapceKi 3aco6u/kKomOiHalli, ki He Manu KJTiHiYHO 3HAYYIIOTo BIIJIUBY Ha criBBifHOIIeHHS AUC
po3yBacTaTHHY IIPH OOHOYAaCHOMY 3aCTOCYyBaHHi: asneryita3ap 0,3 mr, 7 nHiB; ¢peHodibpaT 67 Mr

3 pa3u Ha 0o0y, 7 mHiB; dhmykona3on 200 mMr 1 pa3 Ha mo0y, 11 nHiB; dpo3ammpenasip 700 mr /
putoHasip 100 mr 2 pa3u Ha o0y, 8 mHiB; KeToKoHa301 200 Mr 2 pa3u Ha o0y, 7 OHiB; pudaMItin
450 mr 1 pas Ha o6y, 7 gHiB; cuniMapus 140 Mr 3 pa3u Ha mo0y, 5 OHIB.

Bnnus PO3YBACTATHHY Hd J'IiKapCI:Ki 3acobu IIpX OOJHOYACHOMY 3aCTOC§ZBaHHi

AHmazeoHicmu simamiHy K

4K i npu 3actrocyBaHHi iHmux iHribitopis ['MI'-KoA-penykTasuy, Ha 104aTKy J1iKyBaHHS a00 IIpu
nig6opi mo3u Bamapokcy omHOYacHe 3aCTOCYBaHHS aHTAroHiCTiB BitaMiny K (Hanpukiapg Bapbapuny
abo iHIIOTO KyMaprHOBOTO aHTUKOATYJITHTY) MOXKe ITPU3BECTHU A0 30iMbIIeHHS MiXKHAPOIHOTO
HOopMasnizoBaHoro cruiBBigHoueHHsT (MHC). [IpunuHeHHS 3acTOCYyBaHHS a60 3MEHIIIEHHS J03U
Banapokcy Moxe npu3sBecTd 0o 3MeHmeHHs MHC. ¥V Takux cutyailisx 6aKaHuM BiflIOBiqHUAN
KoHTpoJsib MHC.

ITepopaavHi KOHMpauenmueu/ 20pmoHo3amicHa mepanis (I'3T)

OpHoYacHe 3aCTOCYBaHHS PO3yBaCTaTHHY Ta NMEPOpPaIbHUX KOHTPALIEIITUBIB IPU3BOAMIIO A0
nigsuienHs AUC eTuHineCTpaAiony Ta HoprecTpeny Ha 26 % Ta 34 % BigmosigHo. [ligBuiieHHS
TIJ1Ta3MOBHUX PiBHIB CJTif] BpaXx0OBYBaTH IIpH MigOopi 103K IepopanbHUX KOHTpalenTuBiB. HeMae manux
mono apMaKOKiHETUKHY IIpenapaTiB y MallieHTiB, SKi OMHOYaCHO IPUKMaloTh po3yBacTaTuH Ta ['3T,
TOMY MOXKJIMBICTb B3a€EMO/Iii BUK/II0YaTH He MoxkHa. OfHaK TaKy KoMOiHalliio IIMPOKO 3aCTOCOBYBaJIU
JXKiHKaM y KIiHIYHUX OOCTioKeHHAX 1 BOHa IepeHocusacs noope.

[H1Ii MiKapceKi 3acobu
HuzokcuH

3 ornAmy Ha faHi creliaJbHUX JOCIiAKeHb KIIiHIYHO CYyTTEBOL B3a€MOJil 3 AUTOKCHHOM He
OYIKYy€ETHCH.



dy3udosa Kucioma

Pu3uk Mmiomarii, BK/II04a0yy pabmoMioni3, MoxKe MiIBUIIYBAaTHUCS 3@ PaXyHOK CYIyTHHOTO CUCTEMHOTO
3acToCyBaHHS (Qy3UI0OBOI KUCIIOTH 3i cTaTuHaMu. MexaHi3M 11iel B3aemopii (hapMakoguHamMigyHuu abo
(dbapMaKOKiHeTUUHUI) TIOKY HeBimoMuli. Bynu noBigomneHHs Ipo pabooMiosni3 (BKI049aoyu JieTaabHi
HaCJIigKY) y MallieHTiB, SKi OTpUMYyBasH If0 KoMOiHalifo. JKII0 cucTeMHe JIiKyBaHHS (y3UI0BOIO
KHMCJIOTOI0 € HeOOXigHMM, TO 3aCTOCYBaHHS PO3yBaCTaTUHY IMOTPIOHO MPUIIMHUTY Ha BeCh Iepiofn
nmiKyBaHHS Qy3UIOBOI0 KUCIIOTOIO (OUB. po3ain «OcobIUBOCTi 3aCTOCYBaHHSI»).

Himu

HocnimKeHHS B3a€EMO/Iii TPOBOAMIIN JIUILIE 3a Y4acTio fopocnux. CTymiHb B3a€MOfil y OiTen
HEeBiTOMUI.

Oco6.1ueocmi 3acmocy8aHHs1.
Bnaue Ha HUpkKu

Y mati€eHTiB, IKi 3aCTOCOBYBa/ii pO3yBacTaTUH ¥ BUCOKUX [03ax, 0c06auBo 40 Mr, Bif3HadaIucs
BUTIAOKY MPOTEIHYPii (BU3HAUEHOI 3a «TECTOM CMYKKHK»), TIepeBakKHO KaHaJblIeBO1 3a MOXOMKEHHIM
Ta y GinbIOCTi BUMTAKiB TUMYacoBoi abo HeTpuBasoi. [TpoTeiHypis He cBiguuia mpo roctpe abo
IIPOTpecyioye 3aXBOPIOBaHHS HUPOK (OuB. po3min «I[Tobiuni peakii»). HebaxaHi siBuiiia 3 60Ky HUPOK
y IOCTMapKeTHHTOBUH IIepiof Big3Hayaiu JacTille Ipy 3acTocyBaHHi no3u 40 Mr. Y malfieHTis, sKi
npuiMaioTh npemnapart y go3i 30 abo 40 Mr, QyHKIIiI0 HUPOK CIIif IepeBipaTH PETYIISIPHO.

BipcyTHilt mocBig 6e3meKky 3aCTOCYBaHHS IMallieHTaM 3 KJIipeHcoM KpeaTuHiHy < 10 Mii/xB Ta
nalieHTaM, I0 3HaXOOAThCS Ha Aiasi3i, ToMy BajicapTaH CJIifi 3aCTOCOBYBaTH 3 00epexkHicTIO. [Is
NOPOCTIUX TIAlliEHTIB i3 KipeHcoM KpeaTuHiny > 10 mM/XB HeEMa€ HeOOXiTHOCTI y KOpeKIlil 103 (IuB.
po3pinu «®apmakokineTuka» i «Croci6 3acTocyBaHHS Ta [1031u»). OMHOYACHE 3aCTOCYBaHHS
AHTaroHICTiB peleNnTOPiB aHTi0TEH3UHY, Y TOMY YHCIIi BajicapTaHy abo iHribiTopiB
aHTioTeH3UHIepeTBopioBanbHOrO hepmenTy (IATI®), 3 amickipeHOM MallieHTaM 3 IIyKPOBUM fiabeToM
a6o HupKOBoI0 HepocTaTtHicTio (IIIK® < 60 M/xB/1,73M%) MpoTUIIOKa3aHO (MUB. PO3AinK
«IIpoTunoka3aHHs» i «BlaeMopist 3 iHIMKUMY JTiKapChKUMHU 3ac0baMy Ta iHIII BUIHU B3aEMOIIN»).

ITodsitliHa 610Kada peHiH-aH2iomeH3uH-aaboocmepoHosoi cucmemu (PAAC)

Bigomo, 1m0 cymyTHE 3acTocyBaHHs iHTi0iTOpiB AII® Ta aHTaroHicTiB peuenTopis II aHrioTeH3uHy abo
arickipeHy 30ibliye pU3UK apTepianbHOi rinoTexsii, rinepkanieMii Ta 3MiHu GyHKIII HUPOK,
BKJ/TIOHAIOYH FOCTPY HUPKOBY HENOCTATHICTh. Y 3B’A3KY 3 MoABilHOI0 6110Kamoio PAAC cymyTHE
3acTocyBaHHs iHTi6iTOpiB ATI® Ta aHTaroHicTiB penenTtopiB II aHrioTeH3uHy abo anickipeHy He
peKoMeHOyeThCs (muB. po3dinu «®apMakokiHeTuka» i «I106iuHi edekTr»). Y BUMAAKy KpaHbOl
HeoOXiIHOCTI moABiIMHOI 6JI0KaAM CIIif Iif HATISAA0M JTiKapsi KOHTPOIIOBATU (PYHKIII0 HUPOK, PiBEHDb
€JIEKTPOJIITIB Ta apTepianbHui TUCK. He citig omHOYacHO 3acTocoByBaTH iHTribiTopu AIT® Ta
aHTaroHictu peuenTopiB I aHrioTeH3UHY MallieHTaM i3 giabeTUYHOI0 HedpomaTieo.

CmeHo03 Hupkosoi apmepil

Beamneky 3acTocyBaHHS BaJicapTaHy MallieHTaM 3 ABOOIYHMM CTEHO30M HUPKOBUX apTepii abo
CTEHO30M apTepil eguHOI HUPKU He BCTaHOBJIeHO. KOPOTKOCTPOKOBE 3aCTOCYBaHHS BajicapTaHy 12
malieHTaM i3 BTOPHHHOI0 Ba30peHaTbHOIO apTepiabHOI0 TinepTeH3ieo Ta OMHOOIYHIM CTEHO30M
HUPKY He CIIPUYUHUIIO 3HAYHUX 3MiH HUPKOBOI reMOJMHAMIKH, PiBHA KpeaTHHiIHYy B CHPOBATILi KPOBi



abo piBHS Ce4OBUHM Yy KPOBi. [IpoTe iHINI pe4YOBKHY, LIT0 BIJINBAIOTh Ha PEHiH-aHTiI0TEH3UHOBY
CUCTEMY, MOXKYTb 30i7TbIIyBaTH PiBEHb CEYOBUHU Ta KPEATUHIHY B CUPOBATII KPOBi y MallieHTiB i3
OnHOGIYHUM CTEHO30M HUPKHU, TOMY CJIifl KOHTPOJIIOBATH (YHKIIiI0 HUPOK Yy MAIliEHTIB, 10 MPHUUMAIOTh
BaJiCapTaH.

TpaHcnaaHmMauisa HUPKU

BigcyTHili mocBig 6e3meYHOro 3aCTOCYBAHHS BajICApTaHy IMAIliEeHTaM 3 HEeIlOLaBHO IIPOBEIeHO0
TpaHCIJIaHTalll€l0 HUPKHU.

I'inepkaniemis

CynyTHi#t mpuiioM o6aBOK Kasliio, Kanii30epiraioyux AiypeTukiB, 3aMiHHUKIB COJi, II10 MIiCTSTh
KaJtiit, abo iHIMX Mpernaparis, [0 MOXKYTb 30ibIINTH PiBEHB Kasliio (TemapuH TOIIO), He
PEKOMEHIYEThCH.

Ao icHye norpeba B mpuitoMi J1iKapchbKOro IIpenapary, 110 BIIJIUBA€E Ha pPiBHi Kasiio, B KoMOiHarii 3
BaJICapTaHOM, PEKOMEHYEThCSA MOHITOPUHT PiBHIB KaJIito B IIJIa3Mi.

ITayieHmu i3 degiy,umom 06’eMy LUPKYyAt00Yoi piOuHU ma/abo Hampito 8 OpaaHi3mi

Y narienTis i3 gedinuTom 06’eMy IUPKYIII0I0YO0] piguHYU Ta/abo HATPil0 B OpraHi3Mi BHaCIigoK
3aCTOCYBaHHSI BUCOKUX 003 AlyPETUKIB PIIKO MOXKe BUHUKATH CUMIITOMaTU4YHa apTepiaabHa
rinoTeH3is, 0co6IKMBO Iics MpUoMy IEPIoi 03U BasicapTaHy. Taki CTaHM BUMaraloTh IPOBEeIeHHS
iX KOpexKliii o MoYaTKy 3aCTOCYyBaHHS BajicapTaHy, HallpUKIad 3MeHIIeHHS 003U [iypeTHKa.

Bnaue Ha CKe/iemHy mMyckKyaamypy

YpaxeHHS CKeJIeTHOI MYCKYJIaTypH, HallPUKJIIad Mianris, MiomnaTis Ta pigko padmomiortis,
CIIOCTEpIranucs y MallieHTiB IIPX 3aCTOCYBaHHI yCiX M03 po3yBacTaTHHY, a 0COONMUBO 003 > 20 MT.
[Tpu 3acTocyBaHHI e3eTUMiOy y KoMmbiHaiii 3 iHribiTopamu I'MI'-KoA-penykrasu gyxe pigko
ITOBiOOMJISITIOCH TIPO BUMAAKU PO3BUTKY pabmomiontizy. He MoxKHa BUKIIOYATH MOXKIJIMBOCTI
dbapMakKoguHAMIYHOI B3aEMO{Iii, @ TOMY TaKy KOMOiHAIIif0 CJIil 3aCTOCOBYBaTH 3 00ePEKHICTIO (OUB.
po3min «B3aeMomist 3 iHIMMMY JTiKapChKUMH 3aco0aMu Ta iHIIi BUOM B3aeMofin»). fK i mig gac
3acTocyBaHHS iHmux iHribitopie 'MI'-KoA-penykrasu, Bunagku pabmomiosidy, mos’sg3aHi i3
3aCTOCYBaHHSIM PO3yBacTaTUHY, ¥ IOCTMAapKETUHIOBUY NEPIOf TPAIJIAILCS YacTille Ipu
3acTocyBaHHi 1o3u 40 Mr.

Y KinpKOX BUNafKax MMOBiIOMIISAIOCS, III0 CTaTUHY CIPUUKUHSAIOTE 00 3ar0CTPIOIOTH y2Ke HasgBHY
MiacTeHilo IrpaBic Y4 0YHY MiacTeHio (ouB. po3min «[1o0iyHi peakii»). ¥ pa3i 3arocTpeHHS
CHUMIITOMIB CJIif] IPUNIUHUTH 3aCTOCYyBaHHs Banapoxkcy. [IoBigomisiiocs Npo penuauBy Ipu
TIOBTOPHOMY 3aCTOCYBaHHi TOro caMoro abo iHIIIOro CTaTUHY.

BusHauyeHHA pieHA KpeamuHpochoKiHa3u

PiBHi kpeaTuHpOChOKiHA3M HE CIIif BUMIPIOBATHU IiC/Is 3HaYHUX (i3WYHUX HaBaHTaxKeHb abo mpu
HasIBHOCTI MOXKJIMBYX aJlbT€PHATUBHUX IPUUYNH MiABUIIeHHS KpeaTuH(MOCHOKiIHA3Y, 110 MOXKYTh
3aBakaTy iHTepIpeTalil pe3ynbTaTiB. AKII0 MOYaTKOBI PiBHI KpeaTuH()OCGHOKIHA3M 3HAYHO
migBumeHi [> 5 X BMH (BepxHboi MeXi HOpMHU)], TPOTATOM 5-7 OHIB HEOOXiTHO 3POOUTH MOOATKOBUH
MiOTBepPOAHUY aHasi3. fAKINo pe3yabTaT IOBTOPHOIO aHali3y MigTBEePAXKY€E T0YaTKOBUM PiBeHb > 5 X
BMH, po3nouynHaTy J1iKyBaHHSA He CIIiA.

ITeped nikysaHHAM



Banapokc, sk i pemty inri6itopis 'MI'-KoA penykTasy, ciif 3 00epeKHICTI0 Ipru3HadaTy MallieHTaM
i3 pakTOpamuy, 1110 CIPUSIOTH PO3BUTKY MiomaTii/pabgomionidy. [Jo Takux GaKTOPiB HaneXaTh:

- NOpYIIeHHS (PYHKII1 HUPOK;

TinoTHUPEO3;
- HasIBHICTH B iHAMBimyanbHOMY a0 ciMeliHOMY aHaMHe3i CllagKOBUX M’SI30BHX 3aXBOPIOBaHb;

- HasIBHICTh B aHaMHe3i ypaxkKeHHs M’s3iB, CIIpUYMHEHOro iHImuMu inribiTopamMu I'MI'-KoA-
penykTrasu abo didpaTamu;

- 3JI0OBXMBAHHS alIKOTOJIEM;
- BiK > 70 pOKiB;

- CUTYyallil, 0 MOXYTb IPU3BECTH [0 MiABUIIEHHS PiBHIB IpenapaTy y Ij1a3Mi KpoBi (Ous.
po3minu «®apMakoKiHeTHKa», «B3aeMois 3 iHITUMHU JTiIKapCbKAMM 3aCO0aM¥ Ta iHIIM BUOK
B3aeMofil» i «Crocib 3acTOoCyBaHHS Ta I03U»);

- OJHOYaCHe 3aCToCyBaHHS (iOpaTiB.

Y Takux marieHTiB NOTPiOHO MOPIBHATH MOXKIUBUY PHU3UK Ta 0YiKyBaHY KOPHUCTh Bifl 3aCTOCYBaHHS
Iperapary; TaKoX peKOMeHA0BaHUU KIIiHIYHUY MOHITOPUHT. He cif po3moYynHaTH JIiKyBaHHSA Y pasi
3HAYHO MiABUIIEHUX IT0YaTKOBUX piBHIB KOK (> 5 X BMH).

Y nepio0 aikysaHHs

[TamuieHTiB cnig momepeguTH MPo HeOOXigHICTh HeralHO MOBIJOMIISITH PO M SI30BUM Oifb
He3’sICOBAHOT0 MTOXOKEHHS, M'I30BYy clnabKicTh a0 cygoMu, 0COGIUBO SKIIIO0 BOHU
CYTIPOBOMXKYIOThCS He3MyKaHHAM ab0 MifBUIIEeHHAM TeMIlepaTypu. Y TaKWX IMAI[i€HTIiB CIIif
Bu3HauuTH piBHI KOK. Criig npunuauTtu nikyBanHs, Skio piBHi KOK 3nauHo migsuiteHi (> 5 X BMH)
ab0 SIKITO M’SI30Bi CUMIITOMM TSIKKi Ta COPUYUHSIOTE DUCKOMMDOPT ¥ MOBCIKICHHOMY KUTTi (HABIiTh
skmo piBHi KOK < 5 x BMH). flkmo cuMnToMu MUHaIOTh, a piBeHb KOK moBepTaEeThCS 70 HOPMY,
Banapoxkc a6o anbrepHaTuBHUM iHTi6iTOp 'MI'-KOA MOXKHa CIIpoOyBaTH 3aCTOCYBaTH 3HOBY, ajle y
MiHiMa/lIbHUX [I03aX Ta IIifl peTeJbHUM HarnsagoM. Perynsapauii KoHTponb piBHSA KOK y maiiienTiB 6e3
BUIIIEeBKA3aHUX CUMIITOMIB He TOTPiOHMH.

IyxXe pigko moBimoMIsiocs Ipo iMyHooO6yMoBIIeHy HeKpoTuuHy MiomaTiio (IOHM) mig wac a6o micns
JiKyBaHHS CTaTMHAMH, B TOMY 4ucli po3yBacTaTuHOM. IOHM KIiHIYHO XapaKTepu3yeThCs CadKiCcTio
IPOKCHManbHUX M'43iB i mipBumenuM piBHeM K@K, gki 30epiraioThcsi, He3BaxKal4ul Ha TPUIUHEHHS
JIIKYBaHHSI CTaTUHAMU.

Y KMiHIYHUX DOCTIOXKEHHSX YV HEBEJIMKOI KiTbKOCTI IAIli€HTIB, SIKi 3aCTOCOBYBaJId PO3yBaCTaTUH Ta
CYIyTHI IpenapaTy, ITOCUJIEHOTO BIJIUBY Ha CKEJIETHY MYCKyJIaTypy He Bif3Hayanock. OgHakK
ImigBHIeHa YaCTOTa BUIMAAKIB MiO3UTy Ta MioIaTil CIIOCTepiranach y Malli€HTiB, IKi 3aCTOCOBYIOTh
inmi inri6iTopu IMI-KoA-penykTa3u i3 noxigHuMu Gpi6poeBoi KUCTIOTH, B TOMY YHCII 3
remM¢piOpPo3UIOM, IUKIIOCTIOPUHOM, HIKOTUHOBOI KHCJIOTOI0, a30JIbHUMHU MTPOTUTPUOKOBUMU
3acobamuy, iHribiTopaMu MPOTea3u Ta MaKpPOIimHUMU aHTUOIOTHKaMU. ['eMbiOpO3un MigBUIIYE PU3UK
PO3BUTKY MiomaTii mpu CymyTHHOMY 3aCTOCYBaHHi i3 mesikumu inribiTopamu 'MI-KoA-penykTaswy,
ToMy Banapokc He peKOMeHI0BaHO 3aCTOCOBYBaTH Y KoMOiHatii 3 rempidposunom. IToTpioHO
3BaXKUTU CIPUATIUBUN BIIJIUB [IOJA/IbIINX 3MiH PiBHA JIiMiAIB IPU OAHOYACHOMY 3aCTOCYBaHHI
npemnapaty Banapokc i3 ¢pibpaTamu abo HiallMHOM i TOTEHIIiIWHI pU3UKY IIPX 3aCTOCYBaHHI TaKoi



kKoMOiHanii. OgHOYacHe 3aCTOCyBaHHS po3yBacTaTUHY Yy 1o3i 30 Mr abo 40 Mr Ta ¢ibpaTi
IIPOTHUIIOKA3aHO (OUB. PO3Minu «B3aemomist 3 iHITUMU JTiKapChbKUMHU 3aco0aMy Ta iHIII BUOU
B3aemomin» i «[TobiuHi epekTu»).

Banapoxc He CJ1ifi 3aCTOCOBYBATH OOHOYACHO i3 Py3um0BOI0 KMCIOTOI0 a00 MPOTATOM 7 OHIB MicIIs
IPUNMHEHHS TiKyBaHHS (Py3UI0BOIO KUCIOTOMW. [I715 Nali€HTiB, OId SKUX CUCTEMHE 3aCTOCYBaHHSI
Gy3umo0BOl KUCTIOTH BBAXKA€ETHCSI HEOOXiMHUM, TiKyBaHHS CTaTHHAMU HeOOXiTHO IPUIUHUTU Ha BECh
nepiop NiKyBaHHSA (y3UO0BOI0 KMCIOTOI0. ByIu OBiqoMIeHHS IIPO BUMlagKu pabmomioidy
(BK/IIOYAIOUM JIeTa/lbHi HACIIAKY) y TaI[i€HTiB, SKi 0OTpUMyBanu Gy3UnoBy KUCJIOTY i CTATUHU B
koMOiHatii (muB. po3min «B3aemMopis 3 iHIMKMMY JTiKapChKUMK 3aC00aMu Ta iHIIT BUOYM B3a€EMOMiM»).
[TanieHT MOBUHEH HEranHO 3BEPHYTUCS [0 JIiKaps, SKIIO BiH BifuyBae CUMIITOMY, TaKi K M’'30Ba
cnabkicTs, 6inbk abo B'smicTe. Teparmisi cTaTuHaMu Moxke OyTH ITOBTOPHO ITPOBeeHa Yepes3 7 OHIiB
IiCJI 3aCTOCYBaHHS OCTAHHbBOI 103U (y3UA0BOI KUCTIOTH.

Y BUHSATKOBUX BUIIagKaX, KOJIX HeoOXiHe TpUBajie CUCTEMHE 3aCTOCYBaHHS (y3UO0BOI KUCIIOTH,
HaNpuKiaf, 0js TiKyBaHHS TSIXKHUX iH(eKI[ii, OmHOYaCHe 3aCTOCYBaHHS IpelnapaTy Bamapoxkc i
Gy3umoBol KUCIIOTH MOK/IMBE TiJIbKY IIifl peTeIbHUM MeIUUYHUM HarjsmoM.

Banmapokc He crif 3aCTOCOBYBaTHU MallieHTaM i3 TOCTPUMH, CEPHO3HUMU CTaHaAMHU, 10 CIPUSIOThH
PO3BUTKY MiomaTii abo MigBUIIYIOTh PU3KK PO3BUTKY HUPKOBOI HEJOCTATHOCTI Ha TJIi pabmoMionisy
(TakMMHU $IK CEIICUC, TiIOTEeH3is, BeJIMKe XipypriuyHe BTPy4YaHHS, TpaBMa, TSIXKKi MeTa0OIivuHi,
€HIOOKPUHHI ab0 eJIeKTPOJIiTHI NOPYIIeHHs; HEKOHTPOILOBaHI CyIOMHM).

Bnaue Ha neviHky

4k i inmi inribitopu 'MTI-KoA-penykTa3u, Banapoxc ciig 3 00epexkHiCTI0 3aCTOCOBYBaTH MallieHTaM,
SIKi 3JT0BKMBAIOTh aJIKOTOJIEM Ta/a00 MalOTh 3aXBOPIOBAHHS MMEYiHKU B aHAMHE3i.

OyHKII0 TeYiHKY PEKOMEHI0BAHO IePEeBIPATH IIeper TI09aTKOM 3aCTOCYyBaHHA IIpernapary Ta yepe3
3 Micsi mikyBaHHS. fKI0 piBeHb TpaHCaMiHa3 y CUPOBATL KPOBi Oifblle HiX BTPUYi MepeBUIye
BEPXHIO MEeXYy HOPMH, 3aCTOCYBaHH4 IpenapaTty Banapokc ciifg npunuHuTy. [1po cepro3Hi
nopylIeHHA QYHKIII eYiHKY (epeBaxKHO IMiABUILIEHHS PiBHS IeYiHKOBUX TpaHCaMiHa3) y
IIOCTMapKETUHTOBUY [1ePiof] MOBIJOMIISIOCH YaCTillle IIPX 3aCTOCyBaHHi 1o3u 40 Mmr.

Y narfieHTiB i3 BTOPHHHOIO TillepX0JIeCTePUHEMi€0, CIPUYUHEHOIO TimoTHPeo30M ab0 HehPOTUYHUM
CHHIPOMOM, CIIEPIIy CJIif IPOBECTH JIIKyBaHHS OCHOBHOT'O 3aXBOPIOBAHHS, @ MOTIM IOYNHATH
3aCTOCYBaHHS IpelapaTy Bamapoxkc.

Paca

Y mocnipxeHHSIX (papMaKOKiHETUKH CIIOCTEPIraaocs 3pOCTaHHS CUCTEMHOI €KCIIO3UIlil Ipenaparty y
NallieHTiB MOHTOJIOIAHOL PACH IOPIiBHAHO 3 €BPONEUIIMU (OUB. po3hinu «I[IpoTunoka3aHHSI»,
«Bzaemopis 3 iHmIMMY JTiKapCbKUMHU 3aco0aMu Ta iHII BUAM B3aeMofin» i «Crocib 3acTocyBaHHS Ta
DO3U»).

IH2i6imopu npomeasu

[TigBuIieHa CUCTEMHA €KCII03ULisA pO3yBaCTaTUHY CIIOCTepiragacs B IAL[i€HTIB, sIKi 3aCTOCOBYBaJIA
pO3yBacTaTHH CYIYTHHO 3 Pi3HUMHU iHTibGiTOpaMu NpoTeasy y MOEAHAHHI 3 puTOHaBipoM. Crif
BPaxOBYyBaTHU SIK KOPUCTH Biff 3HUKEHHS PiBHSA MiMigiB 3a JOIIOMOI0I0 IIpenapaTy Bamapokc y
namienTiB i3 BIJI, ski oTpuMytoTh iHTi6iTOpPU MpOTea3y, Tak i MOKIUBICTD MiABUINEHHS KOHIIEHTPAIIiN
pO3yBaCTaTHUHY y IJ1a3Mi KPOBi Ha [T0YaTKYy Tepallil Ta [IpH IMiABUINEHH] [03HU IIpenaparty Bamapokc y



MAlli€HTIB, SIKi OTPUMYIOTH iHTi0iTOpHU mpoTea3u. OgHOYACHE 3aCTOCYBaHHS IIpenapary 3 iHribitopamu
IpOTeasy He PEKOMEHAYETHCS, IKIIO J03a PO3yBaCTaTHHY He CKOPUTOBaHa (OUB. po3ninu «B3aeMomis
3 iHmMMMM TiKapchKUMM 3ac06aMu Ta iHIm BUAKM B3aeMOpii» i «Cmoci 3aCTOCyBaHHS Ta JO3U»).

IHmepCTTlUU,i(UleQ 3dXB80PHOBAHHA /1e2eHb

[ToomuHOKI BUMIaIKX iHTEPCTUIIaIbHOTO 3aXBOPIOBAHHS JieTeHb Oy/IM 3apeeCcTpOBaHi Ipu
3aCTOCYBaHHI eIKUX CTaTUHIB, 0COONIMBO y pa3i JOBroTpuBasol Tepamil (qus. po3nin «[1obiuni
eexT»). [lo CUMIITOMIB 3aXBOPIOBaHHS HajleXaTh OUCIIHOE, HEIPOOYKTUBHUU KallleNlb Ta
IOTipIIeHHS 3arajbHOr0 CTaHy (BTOMa, BTpaTa MacCH Tijla Ta rapsdka). fAKIo migo3proeThes, 0 Y
nalieHTa PO3BUHYJIOCH iHTEPCTHIIiaIbHe 3aXBOPIOBAHHS JIeT€Hb, 3aCTOCYBaHHS CTATUHIB IOTPiOHO
IPUIAHUTH.

Llykposutli diabem

Hesiki akTH CBifUaTh, 10 CTATUHY HiABUIIYIOTH PiBEHb IJIIOKO3U Y KPOBI i y [esIKUX MAaIli€HTiB 3
BUCOKUM PU3UKOM PO3BUTKY LIYKPOBOTO [iabeTy MOXKYTb CIPUYUHSTU TileprlikKeMilo TaKOro piBHS,
110 BUMarae JiikyBaHHS. OfHaK 3HUXKEHHS PU3UKY CYAMHHUX IOPYLIEHb IIPU 3aCTOCYBaHHI CTaTUHIB
IIePEeBUIIIYE ITI0 3aTpo3y, i TOMy BOHa He Ma€ OyTH MigCcTaBolo [ IPUNINHEHHS Tepallil CTaTHHaMU.
3a malieHTaMy Ipynu pU3UKy (PiBEHB TMIIOKO3U HaTile 5,6—6,9 MMob/1, iHgekc Macu Tina (IMT) >
30 xr/™M°, mifBUILIEHNH piBeHb TPUTTIIIEPU/IiB, apTepianbHa TilepTeH3is) CIif BCTAHOBUTH SIK
KJTiHiYHWH, Tak i 6i0XiMiYHUN KOHTPOIb 3TiTHO 3 YNHHUMH HaCTAaHOBAMH.

Y mocnifKeHHSIX 3apeecTpoBaHa 3arajibHa 4acToTa LIyKpoBOTo fAiabeTy cTaHoBuna 2,8 % y rpymi
IPUoMy po3yBacTaTuHy Ta 2,3 % — y rpymi nnauebo, mepeBaXXHO y Malli€HTiB 3 piBHEM TI'TIOKO3U
HarTe Bif 5,6 0o 6,9 MMOB/TI.

ITepsuHHUll 2inepaab0ocmepoHi3m

[TamienTy 3 NEPBUHHUM TillepajbA0CTEPOHI3MOM He IIOBMHHI 3aCTOCOBYBaTH Banapokc, OCKINIbKY Y
HUX He aKTUBOBaHa PEHiH-aHTi0TEeH3UH-aJIbA0CTEPOHOBA CUCTEMA.

CmeHo3 aopmu ma mMimpaabHO20 KAanaHa, o6cmpykmueHa 2inepmpogiyHa kapdiomionamis

4K i mpu 3acTOCyBaHHI iHINNX CyOAUHOPO3IINPIOBAIbHUX IIperaparTiB, ClIif 3 0co0/M1B0OI0 00ePEeKHICTIO
3aCTOCOBYBaTH Banapokc nalieHTaM 3i CTEHO30M aOpTH YM MiTpajibHOro KianaHa abo 3
rinepTpodiyHoi0 00CTPYKTUBHOIO KapaioMionaTiero.

BazimHicmb

[TpuitoM aHTaroHicTiB penentopis aHrioten3uny I (APA II) He ciif po3noYyuHATH Y IIepion
BariTHOCTI. AKI0 IPOJOBXKEHHS Tepallil aHTaroHiCTaMu pelenTopiB aHTioTeH3uHY I He BBaKa€eThCA
HeoOXimHUM, MallieHTOK, SKi IIJIaHYI0Th BaTiTHICTh, CIliJ IIepeBeCTU Ha albTePHATUBHE
aQHTUTINePTEeH3UBHE JIIKYyBaHHS IIpenapaTaMy i3 MigTBepaKeHuM mpodineM 6e3meKu 3aCTOCYBaHHS
IIif Yac BariTHOCTI. fAKIIO BUsABIE€HA BariTHICTh, nikyBaHHS APA Il crig HeraliHO IPUNIMHUTH, Ta,
SKITO 1Ie MOXKJIMBO, CJIiJ] PO3I0YaTy ajJbTePHATUBHY Tepalilo (guB. po3ainu «IIpoTunoka3aHHg» i
«3acTocyBaHHS y Iepiof] BariTHOCTI ab0 roOmyBaHHS TPYAOI0»).

AHzioHegpomuyHuli HAbpsK 8 aHamHe3si

BunukHeHHS Habpsaky KBiHke (y ToMy uncii HabGpsKy ropTaHi Ta rojiocoBOl IIIJIMHMU, 10 TPU3BOAUTE
1o oOCTPYKIIil AUXambHUX LIISAXiB, Ta/abo HAOPSAKYy 06mu4ys, ry0, TIIOTKH Ta/abo sS31Ka)
CIIOCTEePIranoch y Malli€HTiB, IKi OTPUMYBAJIX BajicapTaH, AesKi 3 IUX MallieHTiB Ma/li B aHaMHe31



HaOpsK KBiHKe Ipu 3aCTOCYBaHHI iHIINX IIpeliaparTiB, y ToMy 4uchi iHribitTopis AI1®. Y pasi po3BUTKy
HaOpsKy KBiHKe nikyBaHHS mpenapaToM Bamapokc ciig HeraHo NpUMUHUTH. [IOBTOpHE
3aCTOCYBaHH IIpenapary IPOTUIIOKa3aHe.

Po3nadu ncuxiku

[NcuxiyHi mopil, Taki K raaonUHalLil, TapaHos Ta PO3JIagy CHY, Y KOHTEKCTi ICUXOTUYHUX MOMiN
Oyu TOB’s13aHi i3 3aCTOCYBaHHSM CaKyOiTpuIy/BajcapTaHy. JKIIO y MallieHTa CIIOCTePIiranThCs
nofiOHi SBUINA, CITig TPUIUHUTHY JIIKYBaHHS Ta PO3TJISHYTH IUTAHHS NP0 IPUIUHEHHS JTiIKyBaHHS
nmpenapaToM Bamapoxkc.

Ts0cKi wkipHi nobiuHi peakuii

[Tpu 3acToCyBaHHI po3yBacTaTUHY IIOBIMOMIISIIOCS PO TSXKKi MIKipHi no6iuHi peakiii, BKITIOYa04u
cuagpoM CriBeHca — [IxkoHCOHa (CCJI) Ta MiKapChKy peakiiifo 3 e03MHOPiNTi€I0 Ta CUCTEMHUMU
npossBamu (DRESS), siki MoxKyTh OyTH HeOE3MEeYHUMHU OJIs KUTTS a00 neTaabHUMU. Y pasi
IIpU3HAYEHH MallileHTaM CJIiJ MOBIMOMUTHU IIPO O3HAKU Ta CUMIITOMHU TSKKUX IIKIDHUX Peakliu Ta
PETENBHO CIOCTEPIraTy 3a CTAHOM MAIliEHTIB. AKIO 3'IBASIOTLCSA 0O3HAKHA Ta CUMIITOMH, III0 CBiT4aTh
IIPO TaKi peakilil, Clif HeraliHO MPUNMHUTH 3aCTOCYBaHHS JIiIKapChKOTO 3aC00y Ta PO3TISHYTH
arbTepHATUBHE JIIKyBaHHS.

fKmo y maijieHTa BUHMKIIa Taka cepiio3Ha peakuis, sk CCJI abo DRESS, mif yac 3acTocyBaHHS
npemnapaTty Bamapokc, mikyBaHHS MallieHTa UM JIiIKapChKAM 3aCO00M IIOHOB/IIOBATH HE MOXKHA.

Banapokc mMicmumbs nakmo3sy. [lalienTaM 3 pifiKiCHOIO CIIafIKOBOI HEIIEPEHOCUMICTIO rajlakTO3H,
nedinuToM nakTasy Jlanma abo MOPyIIeHHSIMA BCMOKTYBaHHS T'/TIOKO3U-TaJIlakTO3! He CIIif
3aCTOCOBYBATH 1€l IIpemapar.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.
Banmapokc npoTtunoka3aHuy Iif Yac BariTHOCTI Ta TOJyBaHHSA I'PYLAIO0.
BaritHicTb

Posysacmamun

2KiHKaM pempogyKTUBHOTO BiKY CIIiJl 3aCTOCOBYBATH BiTIOBiIHI 3aCc00M KOHTpAIeIIlil.

OCKiNTbKY XOJIECTEPHH Ta iHIIi MPOAYKTH 6i0CMHTE3Y X0JIECTEPHUHY CYTTEBO BaXKJIUBi IJIST PO3BUTKY
17107a, TOTEeHIiIMHUYM pU3uK iHri0yBaHHsS [ MI'-KoA-penykTa3u nepeBuillye MOXKIJINBY KOPUCTh Bifl
3aCTOCYBaHHS IIperapaTy y IIepiof BariTHOCTI. Y AesKUX OOCHIiAXKEeHHAX Ha TBApUHAaX BUIBIIEHO
PeNpOnyKTUBHY TOKCUYHICTh. fAKIIO NallieHTKa BariTHie y Iepio 3aCcTOCYBaHHS IIpenapary,
JIIKYBaHHS CJIi HEraliHO IPUIVHUTH.

Basacapman

3acToCyBaHHS aHTAroHICTiB peuenTtopiB anriotreH3uny II (APA II) npoTunoka3aHo IpPOTATOM
BariTHOCTI.

aHi enigeMionoriyHuX OOCIigKeHb PU3UKY TepaTOTeHHOCTI MicIis 3acToCyBaHHS iHTiOiTOpiB AIID
IPOTSITOM ITIEPIIOr0 TPUMECTPY BaTriTHOCTI He Oy/iy MePeKOHIMBUME; IIPOTE HEBEJIUKE 3POCTAHHS



PU3UKY BUKJIIOUYATH HE MOXKHA. X04Ya flaHi KOHTPOIbOBAaHUX €MigeMiOIOTIYHUX JOCHiAXEHb
aHTaroHicTiB penentopis aHrioteH3uny I (APA II) BincyTHi, iCHy€e PU3UK TE€PATOT€HHOCTI IpU
3aCTOCYBaHHI IIpernapaTiB LbOro Kiacy. [1alieHToK, SKi NIaHy0Th BariTHICTh, CJIif IEpeBeCTU Ha
anbTepHATHBHI TiTOTEH3UBHI IpenapaTy 3 NiaTBepAXKeHUM npodinem 6e3meKku 3aCTOCyBaHHS B
nepiop BariTHOCTI. AKuio nix yac nikyBanHg APA Il migTBepaXKy€eThCS BariTHICTh, HOT0 3aCTOCYBaHHSA
CJIig HeTaWHO MPUIIMHUTH i, SKII0 HeoOXimHO, 3aMiHUTH iHIIUM JTiIKapCbKUM 3aC000M, TO3BOJIEHUM M0
3aCTOCYBaHHS BariTHUM.

APA Il y gpyromMy 1 TpeTbOMY TPUMECTDI, SIK BiJOMO, YHHATHL TOKCUYHY Ail0 Ha IUIf TIOAUHA
(3HMKEHHSI HUPKOBOI (DyHKIIil, ONTirorigfpaMHioH, 3aTpUMKa OcHikarliil KiCTOK dyepela) Ta
HOBOHapOOKEHOT0 (HUPKOBa HEJOCTATHICTh, apTepiaibHa IimoTeH3is, rinepKamtiemis).

ITpu 3actocysarHi APA II, moynHawo4u 3 Ipyroro TpUMeCTPY BariTHOCTI, PEKOMEHOYEThCSA
yNIbTPa3BYKOBE AOCTiAKEHHS (PYHKII1 HUPOK Ta KiCTOK Yepella IJIofa.

HemoBnsTa, Matepi skux npuiiManu APA II, moBuHHI nepe6yBaTy Iif MUILHUM HaTJISIAOM IIOMO0
PO3BUTKY apTepianbHOI rimoTeH3sii (muB. po3minu «IIpoTunoka3anHs» i «Ocob6auBOCTI
3aCTOCYBaHHS»).

T'ogyBaHHS TPYAOIO0

Po3yBacTaTvH IPOHKUKAE y TPYOHE MOJIOKO HIypiB. HeMae maHuX 100 MPOHUKHEHHS PO3yBaCTATUHY
y TPyIHE MOJIOKO JTIONWHH.

OckinpKy iHGOpPMAIis PO 3aCTOCYBaHHS IIpenaparty y epiof ronyBaHHS IPYLAI0 BiICYTHS, KOTO HE
PEKOMEH[IYEThCS 3aCTOCOBYBATH B I1ePiof rofyBaHHs rpyAaio; 6axkaHO 3aCTOCOBYBATH allbTepPHATUBHI
IpenapaTy 3 BUBYeHUM IIpodinem Oe3neku, 0co0IMBO B Pa3i rofyBaHHSA IPYLAI0 HOBOHAPOIKEHUX
a00 HeIOHOIIIeHUX OiTeH.

DepTUNLHICTD

Barncapran He BIJIMBa€ Ha PENPONYKTUBHY QYHKIIIO CAMIIiB Ta CAMOK IIypiB IPU II€POPaIbHOMY
3acTocyBaHHI y o3yBaHHi no 200 Mr/kr/moba. Lisg mo3a y 6 pasiB nepeBulllye peKOMeHI0BaHY N03Yy
IJIST JIIOMUHY B MT/M (po3paxyHKH IIpY IepopaibHOMY 3acTocyBaHHi 320 Mr/go0y maIjieHTy 3 Macoio
Tinma 60 Kr).

30amHicmb 8niueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

He mpoBogumu mociigkeHb BIUIMBY IIpenapaty Banapokc Ha 3MaTHICTh KepyBaTU aBTOMOOieM Ta
inmuMu MexaHizaMamu. OgHaK Ipy KepyBaHHI aBTOMO00isieM Ta iHIMMMU MeXaHi3MaMu CJIif
BpaxOBYyBaTH, IO IIifi 4acC JIiKyBaHHS MOXKe BUHUKHYTH 3allaMOpPOYEHHS.

Cnoci6 3acmocyeaHHss ma do3u.

ﬂ,O3yBaHHH

IIo mo4yaTKy JiKyBaHHS MAI[iEeHTy HEOOXioHO MPU3HAYUTH CTaHAAPTHY Till0X0JIECTEPUHEMIYHY HIiETY,
KOl BiH ITOBMHEH JOTPUMYBATHUCH IIifl YacC JTiKyBaHHS.



PexomeHoBaHa fio3a npenapaty Banapokc — 1 TabneTka Ha [o6y.
®ixcoBana KoM0OiHallis He MigXOOUTh IS IIOYATKOBOI Teparrii.

o mepexony Ha Banmapokc cTaH IMalli€HTiB IOBMHEH KOHTPOJIIOBATHCS CTA0iTbHUMU 103aMKU OKPEMUX
KOMITOHEHTIB IIPY OOHOYACHOMY 3acToCyBaHHi. [lo3a npemnapaTty Bamapokc moBuHHa 6a3yBaTHCS Ha
I03ax OKPeMHUX KOMIIOHEHTiB KoMOiHallii B MOMEHT IIepeXony.

fAkmo moTpibHa 3MiHa Ho3u OyOb-IKOil [itouol peuoBUHYU (iKCcoBaHOI KOMOiHaIlil yepe3 Oyab-aKy
IPUYUHY (HallpUKJIIaf, BIIeplle [iarHOCTOBAHO 3aXBOPIOBaHHS, 3MiHa CTaHY IallieHTa abo B3aeMOHis
JiKapchbKuX 3aco0iB), 0KpeMi KOMIIOHEHTH MTOBHHHI OyTH 3aCTOCOBaHi IIOBTOPHO [JIs BU3HAUEHHS
NO3H.

0damkosa iH(popmauisa u,000 cneuiaapbHuUX 2pyn NauieHmia
ITayieHmu AIMHbO20 BiKY
Kopexkiiis no3u He moTpidHa.
ITauieHmu 3 nopyweHHAMU (PYyHKUil HUPOK

Ins malfieHTiB 3 TETKUMHU Ta IIOMIPHUMHU MOPYIIEHHSAMU QYHKIII HUPOK HeMaE HeOOXimHOCTI y
KOPEKIIil 1034. 3aCTOCYyBaHHS IpenapaTy Bamapokc IpoTUIIOKa3aHe NalliEHTaM i3 TIXKKUMU
MOPYLIEHHAMHU (PYHKIIil HUPOK (uB. po3minu «PapMmakokiHeTnka» i «I[Ipotunokalansa»). OmHOYaCHe
3aCTOCYBaHHS i3 aJlicKipeHOM IIPOTUIIOKA3aHO TMallieHTaM i3 mopyueHHsAME QyHKI HUpoK (IHK® <
60 mm/xB/1,73M°) (muB. po3min «[IpoTUIOKA3aHH»).

ITauieHmu 3 nopyweHHAMU (pYHKUIT neviHKu

He cnocrepiranocst 3pocTaHHSI CUCTEMHOL €KCIIO3UIIil PO3yBacTaTUHY y MAIliEHTIB 3 7 Ta MeHIIe
6anamMu 3a mkasnoio Yaunna — I1'10. TIpoTe mocuneHHST CUCTEMHOI eKCII03uilii 0yJ10 Bii3HaYeHO Y
NallieHTiB, CTaH SKUX OLiHI0BaBCA ¥ 8 Ta 9 OaiB 3a mkanoio Yainma — [1'1o (AuB. po3min
«PapMakKoKiHeTHKa»). TaKUM TalliEeHTaM CJIif] IPOBOAUTH OLIHKY QYHKIII MediHKy (IUB. PO3Min
«Ocob6IMBOCTI 3aCTOCYBaHHS»). [TI0CBi 3aCTOCYBAHHS MpemnapaTty ocobaM 3 MOKa3HUKOM Gibie 9
OasiB 3a mKkanoio Yainga — [1'10 BigcyTHiN. Bamapokc mpoTuiioka3aHuy nalieHTaM i3
3aXBOPIOBAHHSIMH MEYiHKM B aKTUBHIN cTamil (IUB. po3min «IIpoTUIIOKa3aHHI»), TAKKAMU
NOpYLIEHHAMY QYyHKUiI nevinku, 6imiapHUM IMPO30M MEeYiHKY i IallieHTaM 3 X0JIeCTa30M (IOuB.
po3minu «®apMaKokKiHeTHKa», «[IpoTunokasaHHs» i «Ocob6IUBOCTI 3aCTOCYBaHHS»). [IJ151 MAIiEHTIB 3
JIETKUMHU i TOMipHUMU NOpYIIeHHAMY GYHKIIII meuinku 6e3 XonecTa3y Ao3a BajicapTaHy He IIOBUHHA
nepepuinyBaTu 80 Mr.

Paca

Y malieHTiB MOHTOJIOIHOI Pacu CIoCcTepiranacs miABUIIeHa CUCTEMHA €KCIIO3UIlis TpenapaTy (IuB.
po3minu «®apMakokineTuka», «I[IpoTunoka3zanHusa» i «OCOOIUBOCTI 3aCTOCYBaHHS»).

I'eHemuuHi noaimopizmu

Bimomo, 110 crienudiyHi TUNIA TeHETUYHUX TOTIMOP(i3MiB MOKYTh IPHU3BOAUTH [0 30iTbIIEHHS
€KCII03UIIi1 po3yBacTaTuHy (ouB. po3min «OapMakoKiHeTuKa»). [TallieHTaM i3 HasBHICTIO TAKUX TUIIIB
oJ1iMopdi3aMy peKOMEHIYEThCS 3MEHIITUTH NOOOBY 103y PO3yBAaCTaTHHY.

CynymHsa mepanis



Po3yBacTtaTuH € cybcTpaToM Ojis PidHUX TpaHCHopTHUX OinkiB (Hanpuknag OATP1B1 ta BCRP).
Pusuk Mionaril (BK/Itoyarouu pabmomioni3) mifgBUITYETHCSA IPY OMHOYACHOMY 3aCTOCYBaHHI
PO3yBacTaTUHY 3 TIEBHUMHU JTiIKapChKUMH 3aco0aMu, 3MaTHUMHU IIiIBUITYBAaTH KOHIIEHTpPALIil
PO3yBacTaTHHY B IJIa3Mi KPOBi Uepe3 B3a€MO/IiI0 3 ITUMHU TPAHCIIOPTHUMHU OinKaMu (HampuKiazg 3
IIUKJIOCIIOPUHOM Ta [eIKUMHU iHTibiTopaMu IpoTeasu, BKII0Yar4yu KoMOiHallil puTOHaBIipy 3
aTaHa3aBipoM, NomiHaBipoM Ta/ab0 TUIIPaHaBipoM) (OUB. po3minu «B3aeMofis 3 iHIIMMU JTiIKapCbKUMHU
3acobaMu Ta iHIIi BUOW B3aeMOLiN» i «OcobOnuBOCTi 3acTocyBaHHA»). Cllif PO3TIAHYTH
arbTepHATHBHE JKYBAHHS i, IKIIIO HEOOXigHO, TUMYACOBO IIPUIIMHUTHU TePaIilo PO3yBaCTaTUHOM. Y
CUTYaIlifX, KOJIU OJHOYACHOT'0 3aCTOCYBAHHS LIUX JIIKAPCHKUX 3aC00iB i3 PO3yBaCTaTUHOM YHUKHYTH
He MOXHa, CJIiJ 3BaXKUTU KOPUCTh Ta PU3UKY, [10B'A3aH] 13 CYyIIyTHIM 3aCTOCYBaHHSIM, Ta PETEJILHO
nigOupaTH 103y pOo3yBacTaTUHY (OUB. po3fin «B3aemopis 3 iHIIMMHU JTiKapChbKUMHK 3aco0aMu Ta iHII
BUMM B3aEMOMIN»).

Himu.

Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS OiTIM (BikoM [0 18 pokiB) He BCTaHOBIeHi. Bamapokc
IIPOTUIIOKA3aHO 3aCTOCOBYBATH MallieHTaM BikoM 70 18 pokiB.

Ilepedo3yeanHns.
CuMnromMun

Pe3ynbpTaToM nepemo3yBaHHs BajicapTaHOM Moxke OyTH BUpaXkKeHa apTepianbHa TiloTeH3is, 10 Moxke
IIPU3BECTH 10 IPUTHIYEHHS CBiOMOCTi, CyIMHHOI HEIOCTATHOCTI Ta/abo IIOKY.

JIiKyBaHHSA

TepaneBTUYHI 3aX00M 3aeXkaTh Bif YaCy IPUNOMY HafMIipHOI J03H, TUIY i TAKKOCTI CUMIITOMIB;
crabinizallisg ctaHy KpoBoOOiry Mae mepiio4eprobe 3HaueHHS.

[Tpu BUHUKHEHHI apTepianbHOI rinoTeH3il nallieHT MoBHHEH nepedyBaTH y MOJI0XKEHH] JTexkayu,
TaKOXK CJIifl IIPOBECTH KOPEKIIiI0 00'€MY KPOBI.

Marsno“MOBIpHO, 110 BajicapTaH MOXKHAa BUBECTU 3 OPraHi3My LIIIX0OM reMofianisy.

CoenudidyHoro niKyBaHHS y pa3i mepefo3yBaHHS PO3yBacTaTUHOM HeMae. JIikyBaHHS
cuMIITOMaTH4He. Y pa3i HeoOXiMHOCTI BXKUTH MiATPUMYBaIbHUX 3axofiB. Crig mepesiputu piBai KOK
Ta IIPOBECTH TECTH OJIS OLIHKU (PYHKIIOHAJIbHOTO CTaHy IediHKu. KopucTh Bif IpoBefeHHS
reMofiani3dy MaJoiMOBipHa.

ITo6iuni peakuii.

HecnpusaTnusi peaxiiil, sKi CocTepiraloThCs IIpU 3aCTOCYBaHHI PO3yBaCTaTUHY, IK IPaBUIIO, JIETKI i
KOpPOTKO4YacHi. MeHiie 4 % mallieHTiB IPUNUHUIN IPUIAOM pPO3yBacTaTUHY Yepe3 Mo0iuHi peaxiiii.

[Ipu 3acTocyBaHHI BajicapTaHy SOPOC/IUM IallieHTaM 3 apTepiajibHO0 IinepTeH3i€l0 YacToTa
moOiYHMX peakllii BifiloBigana TaKili Mpu 3aCTOCyBaHHi miare6o0. YacToTa BUHUKHEHHS ITOOIiYHUX



peaxtiiii He IIOB’sI3aHa 3 403010 a00 TPHBAJIICTIO TiKyBaHHS, & TAKOXK IT0KAa3aHO BifCyTHICTE 3B’A3KY 31
CTaTTIO, BikoM a00 pacoro MmalfieHTa.

B Tabmuni 3 mpencraBneHo mobiuHi eeKkTH Py 3aCTOCYBaHHI pO3yBacTAaTUHY i BajicCapTaHy Ha
mifCcTaBi JAHUX KITIHIYHUX i MOCTMapKeTUHTOBUX HOCTimXkeHb. HebaxkaHi peakiril K1acu@pikyoThCs 3a
YaCTOTOIO i CHCTEMOI0 OpraHiB: myxe dacTo (= 1/10); gacto (= 1/100 — < 1/10); HEYacTO

(= 1/1,000 — < 1/100); pigxo (= 1/10,000 — < 1/1,000); myxe pigko (< 1/10000); seBigomo (HE
MO2KHa OILIHUTH 3a HasSiBHUMHU OAHUMHU).

Tabmuis 3
[CucTema opranis . YacTtoTa
He0axaHi peakmii
Bancapran |[Po3yBacTaTulH
3 60Ky KpoBi Ta mimMdaTuyHOoI[I poMOOIUTONEHIS Hesigomo Pinko
CACTEMU 3HUKEHHS PiBHSA TeMOTobiny, .
N : Hesigomo -
reMaTOKPUTY, HEUTPONEHisq
3 60Ky iMyHHOI CCTEMU Peaki1il rinepyyTIuBOCTi, BKITIOYal049u i PifKo
aHrioeneMmy
Peakiiil rinepyyTIuBOCTi, BKIIIOYal04u .
HegigoMo -
CHPOBATKOBY XBOPOOY
3 00Ky eHOOKPHUHHOI . .
y SHHOKD [Iykposuii miabet' - JacTo
cucTeMu
3 60Ky 00MiHy peuoBuH Ta |[ligBUINEHHS PiBHS KaJlif0 B CHPOBATII HeBiIoMo
Xap4yBaHHI KPOBI, rirnoHaTpieMis A
3 OOKY ICUXiKU Iemnpecis - HesigoMo
["amronuHaIii Pigko -
Posnagu cHY Pinko -
[Tapanos [lyxe pigko }
3 00Ky HEPBOBOI CUCTEMH  |3amaMOpOYeHHs, TOJIOBHUM Oinb - JacTo
[lomiHeBpoOMAaTis, BTpaTa IIaM sATi - [lyxxe pigKo
[TepudepruuHa HEXPOMATis, PO3Nagud CH :
pudep p p . A Y1 Hesigomo
(BKIIOUarouy 0e3COHHS Ta HiuHi Kaxn)
MiacTeHis rpasic Hesigomo -
3 00Ky OpraHiB CIyXy Ta
Ky op yxy BepTuro Heuacrto -
mabipuHTy
3 60Ky opraHiB 30py OuyHa MiacTeHis Hegigomo -
3 00Ky CyOuH Backymit Hesimomo -
3 60Ky JII/IXB.J'IBH"O'I' C:.[/ICTeMI/I, HI/ICHHOG - HeBlHOMO
OpTaHiB I'PYOHOL KIIITUHYA Ta :
CepenoCTiHHS Karmesns HeuacTo HesigoMo
3 OOKY IIJTYHKOBO- AGpoMiHanbHMM OiNb HeyacTo JacTo
KHIIIKOBOTO TPAKTY Hymora - HacTo
3amop - HacTo
[TaHKpeaTUT - Pinko
[liapes - HeBigomo
3 60Ky KOBYOBHUBITHOI ['emaTuT - [lyxKe pigko
CUCTeMU PKOBTSIHUIS - [lyxe pigKo
[TigBUIleHHS PIBHSA IIE€UYiHKOBUX .
ABHIL , p - Pionko
TpaHCaMiHa3
[TigBuIeHHS 3HAYEHHS IeYiHKOBHUX IIPO0O,
y TOMy 4uCJIi KOHIeHTpalil 6inipybiny B |HeBigomo -

CUPOBATIII KPOBi




3 00Ky IKipu Ta migmKipHUX [Bucwum, cBepOix Hesimomo HeuacTo
TKAHUH Kponus'sHKa - Heuacto
CungpoM CrtiBeHca - I2KOHCOHA, TiKapcbhKa
PeakIlis 3 e03uHO(INiCI0 Ta CHCTEMHUMA |- Hesimomo
mposBaMu (DRESS)
AHTiOemeMa Hesigomo
3 00Ky M’s13iB Ta cromy4Hoi [Mianris HegimoMo HacTo
TKaHWHU MionarTis (BKJIIOUHO i3 Mio3UTOM), I PifKo
BOBYAKOMOMIOHMI CUHIPOM, PO3PUB M'S3iB
Pabmomionis - Pinko
ApTpanrisa - [lyxxe pigko
[MyHOOOYMOB/IEHA HEKPOTHYHA Miomatis | HeBizomo
(IMHM)
3ax30p1013a_HH;1 CYXOXKWJIb, iHOTI I HeBizoMo
YCKNagHEeHI PO3PHUBOM
3 60Ky HUPOK Ta ['emaTypis - [lyxKe pigko
CEYOBUBINHOI CUCTEMH HupKoBa HeOCTATHICTh a00 OPYIIEHHS
(bYHKIII HUPOK, TiIBUINEHHS PiBHS HeBigoMmo -
KpeaTHHIHY B CHPOBATIi KPOBi
3 00Ky CTaTeBUX OpPTraHiB Ta |-. . .
MOTTOHIX 337103 ['iHEeKOMacCTis - [lyxe pigko
3arajpHi DOpPyLIEHHS AcTeHis - HacTo
HalOpsk - Hesigomo
BTOMII0BaHICTh HeuacTto -

'YacToTa 3a71eXHUTh Biff HAABHOCTI UM BiACYTHOCTI GaKTOPiB PU3MKY (PiBEHD IIIIOKO3H

HaTie = 5,6 mMons/n, IMT > 30 KF/MZ, IigBUIIIEHUY PiBEeHb TPUTIIILIEPULIB, apTepianbHa rinepTeHsis
B aHaMHe3i).

4K i mpu 3acTtocyBaHHi iHmuX iHribiTopiB 'MI'-KoA-penykrasu, 4yacToTa MOGIYHUX peakiliii 3aJIeKHUTh,
SIK TIPaBUJIO, Bif JO3H.

Onuc okpeMux mo6iYHUX peakilin

Bnaue Ha HUpku

Y nmatieHTiB, SIKi 3aCTOCOBYBaii pO3yBacCTaTHH, CIIOCTEPIraIuCh BUMIQAKX MIPOTEIHYPii, TepeBaxkHO
KaHaJlblIeBOT0 TIOXOMKEHHS (BU3HAYEHOI 3a «TeCTOM CMYyKKH»). 3MiHU BMicTy Oinka y cedi Bif
BiICyTHOCTI 4u cifiiB 1o abo Ginbille 3apeecTPOBaHO Uepe3 meskuil yac B < 1 % matieHTis, ki
npuimMany npenapat y go3i 10 mr i 20 mr, Ta npubnu3so y 3 % mallieHTiB Mpu 3aCTOCYBaHHI 003U

40 mr. He3nauHe 306inbIeHHS YaCTOTH BUIIAOKIB MifBUILIeHHS OinKa y cedi Bif BimcyTHOCTI abo crimiB
0 CIIOCTEpiranocs mpu 3acTocyBaHHi mo3u 20 Mr. Y 6inbInocTi BUMagKiB BUpPaXKeHiCTh MPOTeinypii
3MeHIIlyBaach abo 3HMKasa CIIOHTaHHO IPU NIPOAOBXKEHHI 3aCTOCYBaHHS npenaparty. [lepernsan
NaHUX KJIIHIYHUX OOCTigXKEeHb Ta IOCTMapKETUHIOBUX CIIOCTEPEKEHDb He BUSIBUB IPUUUHHOTO 3B'SI3KY
MiXK IPOTEiHYPi€0 Ta rocTpUM abo MPOrpecyynM 3aXBOPIOBAHHSIM HUPOK.

I'eMaTypida criocTepiranach y Maui€HTiB, AK1 3aCTOCOBYBAJIA PO3yBaCTaTHH, 1 JaHl KIIIHIYHUX
IOCTiAKEeHb CBiIYaTh PO il HU3bKY YacTOTy.

Bnaue Ha CKe/emHy MycKyiamypy



3Minu 3 00Ky CKeJeTHOI MyCKyNaTypH, Taki IK Miajris, Mionaris (B TOMy 4UCJIi MiO3UT) Ta PigKo -
pabmomiosni3 i3 roCcTpolo HUPKOBOIO HEJOCTAaTHICTIO abo 6e3 Hel, crocTepiramucs nMpy 3aCTOCYBaHHI
Oymb-IKUX 003 PO3YBACTATHHY, a 0COOIUBO IIPU 3aCTOCYBaHHi 103 > 20 Mr.

Y nanieHTiB, AKi IpuiiManu po3yBacTaTUH, CIIOCTEPIrasoCcsa f0303ajlekHe 3POCTaHHs PiBHIB
kpeatuHdpochokinasu (KOK); y 6inmbInocTi BunaakiB sutie 0yo cinabkuM, 0€3CHMIITOMHUM Ta
tuM4acoBuM. Akino piBHi KOK migsuimeni (> 5 x BMH), nikyBaHHS CNTifl NPUNUHUTH (IUB PO3TiN
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

Bnaue Ha neyiHky

4k i mpu 3actocyBaHHi iHmux inribitopie 'MI'-KoA-penykTasu, y HEBEIMKOI KiIbKOCTi MallieHTiB, SKi
IpuiManu po3yBacTaTHH, CIIOCTEPIraaocs qo3o3ajexHe 30inblIeHHs PiBHS TpaHCaMiHa3; y
OinbInocTi BUMaAKiB siBuiie 0yJ0 cinabkuM, 0€3CUMIITOMHUM Ta THUMYaCOBUM.

[ToGiyHi peakiiii, gKi criocTepiraauck Ipyu 3aCTOCYyBaHHI OeSIKUX CTaTUHIB:
- cTaTeBa JUCQYHKIIIS;

- BUHSITKOBI BUIIQ[KK iHTEPCTHUIIIAIbBHOTO 3aXBOPIOBAHHS JIET€Hb, 0COOJIMBO MIPH
IOBrOCTPOKOBI# Teparii (muB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

Pabmomionis, cepiio3Hi mopyuieHHS QYHKIII HUPOK i MeYiHKY (MepeBaKHOo IOJISITraloTh B MigBUINEHH]
IIeYiHKOBUX TpPaHCaMiHa3) CIIOCTepPirajauch 4acTille IpX 3aCTOCyBaHHI Ipenaparty y go3i 40 mr.

Himu

Y pmite# Ta mimmiTKiB micnst BrpaB a00 3HaYHUX Hi3MYHUX HaBaHTAXKEHb YaCTillle Big3HavaIu
nigsuimenHs KOK > 10 x BMH ta m’s130Bi cumntomu. [Ipodinb 6e3meku po3yBacTaTUHY Y HiTeH,
MiIIiTKIB Ta MOPOCIUX MOOiOHUH.

38imysaHHs npo nido3prosaHi nobiyHi peakuii

[ToBimoMnenHs npo nobiuHi peakiiil micnis peecTpariii 1ikapchbKoro 3aco0y Ma€e BaXK/IMBe 3HAUYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBIIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUMTAAKHU Mif03PI0OBaHKX MOOIYHMX peakllii Ta
BiICYTHOCTI e(peKTUBHOCTI TiKapChKOro 3aco0y mo [lepxKaBHOT0 eKcrepTHOro HeHTpy MO3 YKpainu
3a mocuIaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.
s nikapchKoro 3aco0y He MOTPiOHI cliellianbHi TeMIepaTypHi yMoBU 30epiraHHs.
30epiratu y opuriHaibHili YIAKOBIN 7S 3aXUCTY Bif il BOJIOTH.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.


https://aisf.dec.gov.ua

YnakoBka. [To 10 ta6neTtox y 6mictepi; mo 3 abo 9 6icTepiB y KapTOHHiM KOpoOIIi.

Kareropis Bignmycky. 3a peLenToM.

Bupoo6nuk. KPKA, n.1., HoBo mecto/ KRKA, d.d., Novo mesto.

Micue3HaxoKeHHsI BHPOOHHKA Ta afjpeca Miclsi IpoBaIKeHHs HOro Tis/IbHOCTI.

[IImap’emika necta 6, 8501 HoBo mecto, CrmoBeHisi/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



